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Outcomes of men with high-risk biochemically recurrent prostate cancer who
suspended enzalutamide monotherapy treatment in the phase 3 EMBARK study.

Neal D. Shore, Paul R. Sieber, Martin Gleave, Ugo De Giorgi, Bryan Allyn Mehlhaff, Daniel Costin Danila, Curtis Dunshee, Costas D. Lallas, Marc Pliskin, Yiyun Tang,
Gabriel P. Haas, Matt Rosales, Jamal Christo Christo Tarazi, Fabian Zohren, David Russell, Stephen J. Freedland; Carolina Urologic Research Center, Myrtle Beach, SC;
Keystone Urology Specialists, Lancaster, PA; The University of British Columbia, Vancouver, BC, Canada; IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) Dino
Amadori, Meldola, Italy; Oregon Urology Institute, Springfield, OR; Memorial Sloan Kettering Cancer Center, New York, NY; Urological Associates of Southern Arizona,
Tucson, AZ; Jefferson Urology Associates, Philadelphia, PA; TriState Urologic Services PSC Inc., dba The Urology Group, Cincinnati, OH; Pfizer Inc., New York, NY; Global
Product Development, Astellas Pharma Inc., Northbrook, IL; Division of Urology, Samuel Oschin Comprehensive Cancer Institute, Cedars-Sinai Medical Center, Los Angeles,
CA and Durham VA Medical Center, Durham, NC

Background: In the 3-armEMBARK trial, enzalutamide (enza) + leuprolide acetate (leuprolide)
and enza monotherapy (mono) showed statistically superior and clinically meaningful im-
provements in metastasis-free survival (MFS) vs placebo + leuprolide (alone) in patients (pts)
with high-risk biochemically recurrent (BCR) prostate cancer. Based on serum prostate-
specific antigen (PSA) response, treatment (tx) was suspended at week 37 in 304 (85.9%)
pts in the enza mono arm and 240 (67.8%) in the leuprolide-alone arm; pts who did not meet
suspension criteria continued tx. Outcomes with enza mono vs leuprolide alone by tx suspen-
sion status are presented.Methods: EMBARK is a double-blind phase 3 study of pts with high-
risk BCR (i.e., PSA doubling time (PSADT) #9 months and PSA $2 ng/mL above nadir post-
radiotherapy [RT] or$1 ng/mL after radical prostatectomy [RP] 6 postoperative RT). Pts were
randomized (1:1) to enza mono (160 mg/day, open-label) or leuprolide alone (22.5 mg every
12weeks). PSA,0.2 ng/mLatweek 36 triggered tx suspension atweek 37; tx restartedwhenPSA
reached $2 ng/mL or $5 ng/mL for pts with or without primary RP, respectively. The pro-
portion of ptswith undetectable PSA 2 years after tx suspensionwas a secondary endpoint.MFS
(by blinded independent central review) was analyzed descriptively in each tx arm by suspen-
sion status.P-valueswere nominal.Results: In the suspension group, the 3-yearMFS rate (95%
CI)was 88.1% (83.8–91.4%) for enzamono and 90.0% (85.3–93.2%) for leuprolide alone; there
was no difference in MFS (hazard ratio [HR] 0.840, 95% CI 0.575–1.226; P=0.3659). In the no
suspension group, 3-year MFS rates were 88.5% (68.5–96.2%) and 66.9% (55.4–76.1%),
respectively; MFS was longer with enza mono vs leuprolide alone (HR 0.340, 95% CI
0.118–0.985; P=0.0378). In the suspension group vs the no suspension group, a greater pro-
portion had received prior RP (enzamono: 78.9 vs 41.9%; leuprolide alone: 78.3 vs 52.2%) or RP
and RT (enza mono: 50.7 vs 16.1%; leuprolide alone: 55.0 vs 38.0%), while baseline median
PSADT was similar (enza mono: 4.9 vs 5.9 months; leuprolide alone: 5.0 vs 4.8 months). The
proportion (95% CI) of pts with undetectable PSA 2 years after tx suspension was 4.6%
(2.5–7.6%) for enza mono and 9.6% (6.2–14.0%) for leuprolide alone (P=0.0326).
Conclusions: In pts with high-risk BCR who suspended tx, the tx effect on MFS with enza
mono was not different compared with leuprolide alone, though more pts reached tx suspen-
sion criteria with enzamono. However, in the no suspension group, enzamono prolongedMFS
vs leuprolide alone, though the number ofMFS eventswas limited (n=4). Ptswith prior RPwere
also more likely to reach the PSA threshold for tx suspension. Few pts who suspended tx had
undetectable PSA after 2 years, regardless of tx. Clinical trial information: NCT02319837.
Research Sponsor: The study was sponsored by Pfizer Inc. and Astellas Pharma Inc., the co-
developers of enzalutamide.
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CONTACT-2: Phase 3 study of cabozantinib (C) plus atezolizumab (A) vs second
novel hormonal therapy (NHT) in patients (pts) with metastatic castration-resistant
prostate cancer (mCRPC).

Neeraj Agarwal, Arun Azad, Joan Carles, Nobuaki Matsubara, Stephane Oudard, Fred Saad, Axel S. Merseburger, Andrey Soares, Bradley Alexander McGregor,
Bogdan Zurawski, Scott A. North, Marinos Tsiatas, Igor Bondarenko, Margarita Sonia Alfie, Lena Evilevitch, Keerti Sharma, Prachi Nandoskar, Roberta Ferraldeschi,
Fong Wang, Sumanta Kumar Pal; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT; Peter MacCallum Cancer Centre; and Sir Peter MacCallum
Department of Oncology, University of Melbourne, Melbourne, VIC, Australia; Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona,
Spain; Department of Medical Oncology, National Cancer Center Hospital East, Chiba, Japan; Department of Medical Oncology, Hop̂ital Europeén Georges Pompidou,
Institut du Cancer Paris CARPEM, AP-HP.Centre – Universite ́ Paris Cité, Paris, France; Centre Hospitalier de l’Université de Montréal, Montreal, QC, Canada; Department of
Urology, Campus Lübeck, University Hospital Schleswig-Holstein, Lübeck, Germany; Centro Paulista de Oncologia, Hospital Israelita Albert Einstein and Latin American
Cooperative Oncology Group (LACOG), S~ao Paulo, Brazil; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Department of Outpatient Chemotherapy,
Professor Franciszek Lukaszczyk Oncology Center, Bydgoszcz, Poland; Division of Medical Oncology, Cross Cancer Institute, University of Alberta, Edmonton, AB, Canada;
Athens Medical Center, Kifissia-Athens, Greece; Department of Oncology and Medical Radiology, Dnipropetrovsk Medical Academy, Dnipro, Ukraine; Clinic Hospital,
Buenos Aires, Argentina; Exelixis, Inc., Alameda, CA; Roche, Inc., Basel, Switzerland; Department of Medical Oncology & Therapeutics, City of Hope Comprehensive Cancer
Center, Duarte, CA

Background: Pts who have progressed on a prior NHT and have mCRPC with extrapelvic nodal
or visceral metastasis have a poor prognosis with limited, broadly available treatment options
beyond chemotherapy. C promotes an immune-permissive tumor environment and may
enhance response to immune checkpoint inhibitors (ICIs). Methods: Pts randomized 1:1 to
C+A (C [40 mg PO QD] + A [1200 mg IV Q3W]) or control (ctrl) (abiraterone [1000 mg PO QD] +
prednisone [5 mg PO BID] or enzalutamide [160 mg PO QD]) were stratified by liver metastasis
(yes/no), prior docetaxel for mCSPC (yes/no), and prior NHT for mCSPC/M0CRPC/mCRPC. Key
eligibility criteria: mCRPC with disease progression on one prior NHT, measurable extrapelvic
nodal or visceral disease, ECOG PS #1, ongoing androgen deprivation therapy. Docetaxel was
allowed for mCSPC. Dual primary endpoints are radiographic PFS (rPFS) by blinded indepen-
dent radiology committee (BIRC) perRECIST 1.1 in the first 400 randomizedpts (PITT) andOS in
all randomized pts (ITT). Secondary endpoint is ORRbyRECIST 1.1 per BIRC.Results:At the data
cutoff (Feb 28, 2023), 507 pts (ITT) were randomized to receive C+A (n=253) or ctrl (n=254).
Baseline and clinical characteristics were balanced between C+A and ctrl arms: 25% and 26%
had liver metastasis, 21% and 20% received docetaxel for mCSPC, and 72% and 74% received
first NHT for mCRPC. Median follow-up was 12.0 mo for ITT and 14.3 mo for PITT populations.
Median rPFSwas significantly longerwithC+Avs ctrl (6.3 vs4.2mo;HR0.65, 95%CI0.50-0.84;
P=0.0007) including in subgroups with liver metastasis (6.0 vs 2.1 mo; HR 0.47 [95% CI 0.30-
0.74]) or prior docetaxel treatment for mCSPC (8.8 vs 4.1 mo; HR 0.55 [0.32-0.96]). ORR was
higher in C+A vs ctrl in pts with follow-up $6 mo in ITT (13.6% [23/169] vs 4.2% [7/165]).
Median DORwas 9.7mo for C+A vs not reached for ctrl, and time to response was 2.3 vs 4.6mo.
DCR was 72.8% (123/169) vs 54.5% (90/165). OS data are immature. Treatment-emergent
adverse events (TEAE) occurred in 97% in C+A vs 87% in ctrl (grade 3/4 events, 48% vs 23%).
Grade 5 TEAEs occurred in 9% vs 12% and no grade 5 treatment-related AEs occurred in either
arm. TEAEs led to the discontinuation of all treatment components in 16% in C+A and 15% in
ctrl. Conclusions: C+A significantly improved rPFS vs second NHT in pts who had progressed
on a prior NHT and have mCRPC with extrapelvic nodal or visceral disease, a population with
high unmet medical need. These rPFS benefits were particularly notable in pts with liver
metastasis and those who previously received docetaxel for mCSPC. Toxicities reported with
each treatment arm were manageable. CONTACT-02 is the only phase 3 study of an ICI-based
regimen to showa significant and clinicallymeaningful improvement in rPFS in prostate cancer
with visceralmetastasis. Follow-up for OS is ongoing. Clinical trial information: NCT04446117.
Research Sponsor: Exelixis, Inc.
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BRCAAway: A randomized phase 2 trial of abiraterone, olaparib, or abiraterone +
olaparib in patients with metastatic castration-resistant prostate cancer (mCRPC)
bearing homologous recombination-repair mutations (HRRm).

Maha H. A. Hussain, Masha Kocherginsky, Neeraj Agarwal, Nabil Adra, Jingsong Zhang, Channing Judith Paller, Joel Picus, Zachery R Reichert, Russell Zelig Szmulewitz,
Scott T. Tagawa, Timothy Kuzel, Latifa Bazzi, Stephanie Daignault-Newton, Young E. Whang, Robert Dreicer, Ryan D. Stephenson, Matthew Rettig, Daniel Shevrin,
Arul Chinnaiyan, Emmanuel S. Antonarakis; Robert H. Lurie Comprehensive Cancer Center, Northwestern University, Chicago, IL; Huntsman Cancer Institute at the
University of Utah, Salt Lake City, UT; Indiana University Simon Comprehensive Cancer Center, Indianapolis, IN; H. Lee Moffitt Cancer Center and Research Institute, Tampa,
FL; The Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD; Division of Medical Oncology, Washington University School of Medicine, St. Louis,
MO; University of Michigan Medical School, Ann Arbor, MI; University of Chicago Medical Center, Chicago, IL; Division of Hematology & Medical Oncology, Weill Cornell
Medicine, NewYork-Presbyterian Hospital, New York, NY; Rush University Medical Center, Chicago, IL; Northwestern University, Chicago, IL; University of Michigan, Ann
Arbor, MI; University of North Carolina, Chapel Hill, NC; University of Virginia School of Medicine, Charlottesville, VA; Rutgers Cancer Institute of New Jersey, New
Brunswick, NJ; Department of Medical Oncology, University of California, Los Angeles, Los Angeles, CA; NorthShore University Health System, Evanston Hospital Kellogg
Cancer Center, Evanston, IL; University of Michigan Medical Center, Ann Arbor, MI; Department of Medicine, University of Minnesota, Masonic Cancer Center, Minneapolis,
MN

Background: Deleterious germline or somatic HRRm are present in about 20% of mCRPC
patients (pts). Preclinically, PARP-inhibition demonstrated synergismwith AR-targeted ther-
apy. BRCAAway is a biomarker pre-selected, multicenter, randomized, phase-2 trial which
evaluated efficacy of AR-inhibitor (i) vs PARPi vs combination in first-line mCRPC pts with
germline and/or somaticmutations in BRCA1/2 or ATM.Methods: Eligibility required front-line
mCRPC with no prior exposure to PARPi, ARi, or chemotherapy for mCRPC, and washout of
antiandrogen, radiation, and other investigational agents. Eligible pts underwent tumor next-
generation sequencing (NGS)/germline testing; pts with inactivating BRCA1/2 and/or ATM
alterations were randomized 1:1:1 to Arm I abiraterone (1000 mg qd) + prednisone (5mg
bid), Arm II olaparib (300 mg bid), or Arm III olaparib + abiraterone/prednisone. Primary
endpoint was progression free survival (PFS) as per RECIST 1.1, PCWG3, clinical assessment, or
death. Secondary endpoints included measurable disease response rate (RR), PSA RR, and
toxicity. Arm Iand II pts could cross over at progression.Results: 165 eligible ptswere registered
and underwent NGS/germline testing; 61 pts with HRRm were randomized to Arms I-III.
Median age: 67 years (range 42-85); 55 White, 6 Black; prior Docetaxel 26% for mHSPC,
Darolutamide/Enzalutamide 3.3% for nmCRPC; disease sites: bone n=44, viscera n=12, lymph
node n=31, other n=3; median baseline PSA: 14 ng/ml (range 0.15-4,037 ng/ml). HRRm status:
BRCA1 n=3, BRCA2 n=46, ATM n=11, multiple n=1 (33 germline, 28 somatic). Median (range)
time from randomization to last encounter in pts still alive n=56: 16 (0.8-60), 15 (4.1-36), and
23 (2.9-56) months (m) in Arms I, II and III, respectively. 51 pts had treatment-related AEs;
most common Grade 3: fatigue n=3, anemia n=2, and ALT increases n=2. OS is not mature
enoughwith 3 deaths in Arm I and 2 inArm II. Efficacy results for Arms I-III are presented in the
table. At progression 8/19 pts crossed over from abiraterone to olaparib and 8/21 pts vice versa.
Median (95% CI) PFS from crossover to: olaparib 8.3 m (5.5, 15), abiraterone 7.2 m (2.8, NR).
Median (95%CI) PFS from randomization: olaparib 16m (7.8-25) and abiraterone 16m (11-28).
RR to crossover treatment: olaparib 38% and abiraterone 25%. PSA RR to crossover treatment:
olaparib 50% and abiraterone 63%. Conclusions: In mCRPC pts with BRCA1/2 or ATM alter-
ations, abiraterone/prednisone + olaparib was well tolerated and resulted in a longer PFS vs
either agent alone or sequentially. Clinical trial information: NCT03012321. Research Sponsor:
AstaZeneca andMerck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.

Arm I (n=19) Arm II (n=21) Arm III (n=21)

Median PFS from randomization,
months (95% CI)

8.4 (2.9, 25) 14 (8.4, 20) 39 (16, NR)

Objective RR, % (95% CI) 21 (6.1, 46) 9.5 (1.2, 30) 29 (11, 52)
PSA RR, % (95% CI) 58 (34, 80) 67 (43, 85) 95 (76, 100)
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Multi-centre prospective evaluation of cognitive function in patients with meta-
static castrate-resistant prostate cancer (mCRPC) treated with abiraterone acetate
(AA) or enzalutamide (ENZ): The ACE study.

Amit Bahl, Amarnath Challapalli, Alison Jane Birtle, Emily Foulstone, Emily Renninson, Lauren Ashurst, Alicia Bravo, Omi Parikh, Peter Sankey, Isabella Maund,
Rajaguru Srinivasan, Prantik Das, Gihan Ratnayake, Emma Gray, Mohini Varughese, Anna Tran, Noel Clarke, Ursula McGovern, Sarah Needleman, Paul White; Bristol
Haematology and Oncology Centre, University Hospitals Bristol and Weston NHS Foundation Trust, Bristol, United Kingdom; Royal Preston Hospital, Lancashire Teaching
Hospitals NHS Foundation Trust, Preston, United Kingdom; Royal Blackburn Teaching Hospital, East Lancashire Hospitals NHS Trust, Blackburn, United Kingdom;
University Hospitals Plymouth NHS Trust, Derriford Hospital, Plymouth, United Kingdom; Broomfield Hospital, Chelmsford, United Kingdom; Royal Deven and Exeter
Hospital, Exeter, United Kingdom; Royal Derby Hospital, Derby, United Kingdom; Musgrove Park Hospital, Taunton, United Kingdom; Musgrove Park Hospital, Somerset
NHS Foundation Trust, Taunton, United Kingdom; The Christie NHS Foundation Trust, Manchester, United Kingdom; Salford Royal, Salford, United Kingdom; Barnet
Hospital, London, United Kingdom; The Royal Free Hospital, London, United Kingdom; University of the West of England, Bristol, United Kingdom

Background: AA and ENZ are both approved for the treatment of mCRPC. Understanding the
early impact of these treatments on various domains of cognitive function, depression and
fatiguewould lead to optimisation of treatment selection andpromote supportive care planning
in this patient group.Methods:The studywas conducted at 12UK centres to assess the impact of
AA or ENZ on cognitive function and fatigue in mCRPC patients. Cognition was assessed using
the CANTAB assessment tool at baseline prior to initiation of AA or ENZ and then at 3, 4 and
6 months. Patient reported outcomes (PROs) were also collected at these timepoints using the
FACT-Cog, FACT-F and PH9-Q questionnaires.Results:Data from 253 patients at baseline (141
AA; 112ENZ),were analysedwith amedian age74 (52-92). Previous docetaxel hadbeen received
by 49%of patients. Sample size at 3-monthswas 184 (95 AA; 89 ENZ) andwas 131 at 6-months
(67 AA; 64 ENZ). After controlling for baseline, there was no difference between AA and ENZ in
mean composite cognitive outcome (3-months p = .553, 6-months p = .198) or in the individual
components for Spatial Working Memory, Rapid Information Processing, or Spatial Informa-
tion Processing. However, the Reaction Time Task difference was significant at 3-months
(p=.009) and6months (p = .037). TheANCOVA suggests that at 6-months the gap between ENZ
and AA has significantly widened and this is due to marginally poorer performance in ENZ and
marginally improved performance in AA. When comparing individual components of the PROs
such as the mean fatigue changes (FACT-F scale) between baseline and each timepoint, there
was significant deterioration in the ENZ (p , .001) but not the AA group, with a statistically
significant difference in mean fatigue between AA and ENZ at 3-months (p , .001), and at 6-
months (p, .001).MeanPHQ-9 score (for depression) showed increased levels of depression in
both groups, but with outcomes significantly poorer in ENZ at 3-months (p = .022) and 6-
months (p = .020) compared to AA. Mean PCA (Perceived cognitive ability) and CFO (comments
from others) was significantly poorer in ENZ at 3-months (p,.001) and at 6-months (p,.001)
with no significant difference between groups in (PCI) perceived cognitive impairment.
Conclusions: This study shows that whilst composite cognitive outcome is comparable in
mCRPC patients treatedwith AAor ENZ at 3 and 6months, patients on ENZ reportmore fatigue,
depression and deterioration in perceived cognitive ability and have a slower reaction time
when compared to AA. This is an important consideration for treatment optimisation and
ensuring supportive strategies for the patients when using these drugs keeping in perspective
the cognitive function assessment at baseline and subsequently on treatment. Research
Sponsor: Janssen-Cilag.
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Differences in genomic, transcriptomic, and immune landscape of prostate cancer
(PCa) based on site of metastasis (mets).

Umang Swami, Shayan Nazari, Georges Gebrael, Andrew Elliott, Aditya Bagrodia, Dhruv Puri, Chadi Nabhan, Rana R. McKay, Emmanuel S. Antonarakis, Neeraj Agarwal;
Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT; Caris Life Sciences, Tempe, AZ; Caris Life Sciences, Irving, TX; University of California, San Diego, La
Jolla, CA; Department of Urology, University of California, San Diego, La Jolla, CA; Caris Life Sciences and the University of South Carolina, Deerfield, IL; Department of
Medicine, University of Minnesota, Masonic Cancer Center, Minneapolis, MN

Background: In patients with metastatic PCa, specific sites of mets are associated with
differential overall survival, with lymph node (LN) only disease having the best survival,
followed by bone, lung, and liver, with each showing progressively worse survival. However,
the biology of tropism to specific sites and differential outcomes has not been fully explored.
Herein, utilizing a large, multi-institutional, real-world dataset, we hypothesized that differ-
ences in molecular and immune landscape of PCa based on site of mets may explain different
clinical outcomes. Methods: DNA (592-gene panel or whole exome) and RNA (whole tran-
scriptome) sequencing was performed for primary PCa (PPCa) and unpaired PCa mets sites
(non-visceral: NVandvisceral: V) and sequenced at Caris Life Sciences (Phoenix, AZ).Mismatch
repair deficiency/microsatellite instability-high (dMMR/MSI-H) was tested by IHC/NGS, re-
spectively. Tumor mutational burden (TMB) (high .10 mut/Mb) was assessed. Androgen
receptor (AR) signaling score and Neuroendocrine Prostate Cancer (NEPC) score were calcu-
lated using previously defined RNA-based signatures. Pathway enrichment was determined by
Gene Set Enrichment Analysis (GSEA). Immune cell fractions calculated by deconvolution of
WTS using quanTIseq. Statistical significance was determined by chi-square and Mann-
Whitney U tests. All analyses done with CODEai. Results: 6074 PCa samples, including 3411
PPCa, 1634NV (bone = 784, LN = 850) and 1029 V (liver: 468, lung: 177, bladder: 241, other: 143)
were evaluated. Age at sample collection ranged 30 to 70+ years. Compared to PPCa, signif-
icantly highermutation rateswere observed formultiple genes inV (RB18%vs3%,TP5343%vs
31%, PTEN 12 % vs 8%, CTNNB1 8% vs 3%, AR 13% vs 1%, APC 15% vs 5%, AKT1 4% vs 2%;
p,0.05 for all) and NVmets (AR 9% vs 1%, SPOP 7% vs 10%, TP53 38% vs 31%, CTNNB1 6% vs
3%, and KMT2C 8% vs 5%; p,0.05 for all). Alterations of RB1, APC and ARweremore frequent,
and SPOP less common in liver mets compared to PPCa, while SPOP, KRAS, PIK3CA, APC and
BAP1mutationsweremore common in lungmets (p,0.05 for all). Compared to PPCa, V andNV
metshadhigherAR signaling and interferon-g scores,while Vmets hadhigherNEPC scores and
weremore frequently PD-L1+ (SP142) andTMB-high (p,0.05 for all). No differences in dMMR/
MSI-Hwas observed between PPCa, V andNVmets. AR-V7 variant prevalencewas significantly
higher in V (36%) and NV (33%)mets compared to PPCa (7%, p-value, 0.05). GSEA identified
E2F, G2M checkpoint and MYC target pathways as being more upregulated in both V and NV
mets compared to PPCa (q,0.05). Compared to PPCa, V and NV mets were significantly less
enriched in macrophageM2, NK cells and Tregs, while Vmets were also less enriched in B cells
and neutrophils (p,0.05). Conclusions:We elucidatemolecular and immunologicmechanisms
of metastatic tropism in advanced PCa. These data may facilitate future drug development.
Research Sponsor: None.
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Survival outcomes for rural patients with advanced prostate cancer: A SEER
investigation.

Liang G Qu, J. Bailey Vaselkiv, Marlon Perera, Lorelei A Mucci; Monash Health, Berwick, VIC, Australia; Harvard University, Boston, MA; Austin Health, Heidelberg, VIC,
Australia; Department of Epidemiology, Harvard T.H. Chan School of Public Health, Boston, MA

Background: It is unknown if the impact of rural versus urban settingsmay impact outcomes in
men with metastatic prostate cancer, and in particular survival. This study aimed to examine
differences in survival for patients in the United States with de novometastatic prostate cancer,
according to urban-rural status. Methods: This retrospective cohort study utilised data from
the publicly available Surveillance, Epidemiology, and End Results database. Data on demo-
graphics, urban-rural status, histopathology, and survival were extracted for men aged 18-75
diagnosedwithmetastatic prostate cancer between 2009-2018. Rurality was re-classified from
the rural-urban continuum code which ranged from 1 (most urban) to 9 (most rural). In-
dividuals missing rurality status or survival-related data were excluded. Overall and cancer-
specific survival between individuals living in urban and rural settings were analysed using
multivariable Cox regression and adjusted restricted mean survival time modelling. Subgroup
analyses were performed for histological subtypes of prostate cancer. Sensitivity analyses were
performed using varying definitions of rurality. Results: Altogether, 21,291 individuals were
included, with 2,510 living in rural settings, defined as rural-urban continuum code $ 4. The
rural and urban participants differed in age, race, U.S. region, and marital status. There was no
association between urban-rural status and overall survival (adjusted hazard ratio [HR] = 1.03,
95% confidence interval [CI]: 0.97-1.09, 11,333 events) or cancer-specific survival (1.03, 0.97-
1.10, 9,380 events) using Cox regression models. Adjusted restricted mean survival time
modelling demonstrated that urban patients lived 2.29 months longer than rural patients
(95% CI: 0.61-3.97). Sub-analyses of neuroendocrine, intraductal, and other histological
subtypes did not show an association between urban-rural status and overall survival. A more
selective definition of rurality (rural-urban continuum code $ 5) resulted in a persisting
difference in overallmean survival time (2.12months, 0.24-4.01) using restrictedmean survival
time modelling. Similarly, a broader definition of rurality (rural-urban continuum code $ 3)
also resulted in a difference in overall mean survival time (1.98 months, 0.59-3.36).
Conclusions: This retrospective analysis demonstrated that a U.S. individual with metastatic
prostate cancer who resided rurally died sooner compared to those from urban areas, suggest-
ing greater disease impact in rural settings. Research Sponsor: None.

PROSTATE CANCER - ADVANCED



23 Poster Session

ERBB3 expression in racially diverse patients with castration-sensitive prostate
cancer and its association with a unique AR activity signature.

Jordan Vellky, Donald Vander Griend, Natalie Marie Reizine; University of Illinois Chicago, Chicago, IL

Background: Despite successful clinical management of castration sensitive prostate cancer
(CSPC), the 5-year survival rate for men with castration-resistant prostate cancer (CRPC) is
only 32%. This number is evenmore striking in the context of racial disparities where prostate
cancer mortality rates for Black/African American (AA) men are two to four times higher than
those in every other racial and ethnic group in the US. Identification of molecular expression
and activity patterns that vary by racial groupmay provide a key to addressing outcomes related
to survival disparities, as current treatments have not been developed with attention to the
inclusion of diverse patient populations. Developing a biomarker in CSPC to stratify patients
who will progress on standard-of-care therapy could guide intelligent intensification of
therapeutic strategies and improve survival, particularly in high-risk patient populations.
Methods:Targeted deep sequencingwasperformed as routine care for treatment naı̈ve patients
in the UI cohort (n=30), and immunostaining was performed in racially diverse tissue micro-
array (n=149). Bioinformatics analyses were utilized to identify signaling pathways associated
with biomarker overexpression in the UI cohort, consolidated publicly available RNA-seq
datasets (n=664), and a racially diverse Gene Expression Omnibus dataset (n=68). Results:
We identified ERBB3 overexpression (OE) in racially diverse CSPC patient populations, where it
was associated with advanced disease at diagnosis. At the protein level, HER3 expression was
negatively correlated with intraprostatic androgen in Black/AA men. Bioinformatics analyses
showed a positive correlation between ERBB3 expression and the Androgen Response pathway
despite low intraprostatic androgen and stable expression of androgen receptor (AR) transcript
in Black/AA men. Clinically, ERBB3 OE is associated with high pre-treatment serum PSA in
Black/AA men and is positively correlated with a clinically adaptable AR signature score.
Preliminary outcomes data suggest Black/AAmenwith ERBB3OE have a shorter time to disease
progression. Conclusions: In diverse CSPC patient populations, ERBB3 OE was associated with
high AR signaling and serum PSA despite low intraprostatic androgen, suggesting ERBB3 OE
as a prospective biomarker for ligand-independent AR activation. In this context, ERBB3 OE
could stratify patients for intensification of therapy in castration-sensitive disease and em-
phasizes the importance of biomarker-directed clinical trials with diverse populations. Re-
search Sponsor: University of Illinois Cancer Center’s American Cancer Society Institutional
Research Grant.
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Disparities in prostate cancer mortality and clinical trial availability across vul-
nerable populations.

Rishi Sekar, Todd Matthew Morgan, Lauren P. Wallner, Kristian Stensland, Lindsey A. Herrel; University of Michigan, Ann Arbor, MI; Department of Urology, University of
Michigan, Ann Arbor, MI

Background: Clinical trials provide high-level evidence and test novel therapies that have
significantly improved cancer outcomes. However, disparities in clinical trial participation and
cancer mortality persist across race/ethnicity and vulnerable populations, notably in patients
with prostate cancer (PCa). Adverse social determinants of health (SDOH) and systemic barriers
may underlie these disparities. Identifying and overcoming these barriers may improve access
to and representation in clinical trials, thereby promoting equitable advancement and appli-
cability of science. For these reasons, we evaluate the association between clinical trial
availability, cancer mortality, and population-level SDOH in PCa.Methods: Using custom data
linkage from ClinicalTrials.gov, Surveillance Epidemiology and End Results (SEER) Registry,
and the Centers for Disease Control and Prevention Social Vulnerability Index (SVI), we
performed a cross-sectional analysis of county-level PCa clinical trial data, cancer incidence
and mortality rates, and population-level SDOH. We included Phase 2 and Phase 3 interven-
tional PCa clinical trials with start dates from 2007 to 2022. The total number of clinical trials
over the study periodwas calculated per county and population-adjusted for 100,000 residents.
Counties were stratified into quintiles based on SVI (i.e., least vulnerable to most vulnerable).
Population-adjusted clinical trial availability, cancer incidence, and cancer mortality were
compared across SVI quintiles. Multivariable logistic and linear regression analyses were
performed to evaluate the association between SVI and clinical trial availability and cancer
mortality, respectively.Results:Themean number of PCa trials per 100,000 residents was 25.6,
with the most vulnerable counties having fewer clinical trials compared to the least vulnerable
counties (mean 18.1 vs. 50.0, p,0.05). Further, the most vulnerable counties had a lower PCa
incidence rate per 100,000 residents (mean 393.8 vs. 411.7, p,0.05), but a higher PCamortality
rate per 100,000 residents (mean 85.7 vs. 72.0, p,0.05). On multivariable regression analysis,
the most vulnerable counties were associated with significantly decreased odds of having any
PCa clinical trial (OR 0.3, 95%CI 0.2– 0.4) and significantly increased PCamortality (10.8, 95%
CI 7.4 – 14.3), while the presence of any PCa clinical trial was associated with significantly
decreased PCamortality (-6.9, 95%CI -9.1– -4.7). Conclusions: Themost vulnerable counties
were far less likely to have any PCa clinical trials despite having a significantly higher PCa
mortality rate. The presence of a PCa clinical trial was associated with a reduction in PCa
mortality. These vulnerable counties represent scientifically underserved populations thatmay
benefit from equity-driven clinical trial enrollment and cancer care infrastructure expansion.
Research Sponsor: None.
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Evolving trends in prostate cancer: Disparities across income levels and global
regions (1990-2019).

Chinmay Jani, Harshitha Dudipala, Eli Tran, Rana R. McKay; University of Miami Sylvester Comprehensive Cancer Center/Jackson Health System, Miami, FL; Boston
University Medical Center, Boston, MA; University of San Diego, San Diego, CA; University of California, San Diego, La Jolla, CA

Background: Prostate Cancer, the thirdmost commonly diagnosed cancer in 2020 and the fifth
leading cause of cancer mortality worldwide, has exhibited significant disparities in global
prevalence and impact over recent decades. This study assesses the trends in incidence,
mortality, and disability-adjusted life years from prostate cancer in the World Bank regions
based on country income levels from 1990 to 2019. Methods: The Global Burden of Disease
Study databasewas used to extract Age-standardized incidence rates (ASIR), age-standardized
(ASDR), and life years (DALYs) for prostate cancer from different World Bank regions based on
income levels from 1990 to 2019. Annual percentage change was also acquired. Mortality-to-
incidence ratios (MIR) were then computed. Trends were assessed using Joinpoint regression.
Results: Between 1990 and 2019, ASIRs increased across all income levels, with the greatest
growth in the upper middle income (+64.7%). While ASDRs decreased in high income, upper
middle income, and lower middle income levels, they notably increased in low income levels
(+14.3%). DALYs decreased in high income and upper middle income levels, primarily in the
high income (-25.7%), and increased in lower middle and low income levels, primarily in the
low income (+13.8%). MIRs decreased in all countries, with the largest decrease in high income
levels (-50%). In the last 30 years, high income countries have consistently observed the
highest ASIR (2019: 77.5/100,000). However, in 1990 high income countries also had the
highest ASDRs and DALYs. Interestingly, by 2019 this pattern shifted, with low income
surpassing high income countries in both. Conclusions: Over the last 30 years, the incidence
of prostate cancer has been rising regardless of income level. Despite the universal decrease of
MIRs implying improved outcomes, screening, and therapeutical strategies, the contrasting
trends in ASDRs and DALYs across income levels underscore the disparities in health outcomes.
Higher income countries experienced highest cancer incidence but also the highest decrease in
the mortality rates while lower income countries faced the opposite challenges with lower
increase but higher mortality rates. Research Sponsor: None.

ASIR 1990 → 2019
(% change)

ASDR 1990 → 2019
(% change)

DALYs 1990→ 2019
(% change)

MIR 1990→ 2019
(% change)

High Income 69.8 → 77.5
(+11%)

25.4 → 18.3
(-28%)

418.8 → 310.9
(-25.7%)

0.4 → 0.2
(-50%)

Upper Middle
Income

12.5 → 11.7
(-6.4%)

207.2 → 205.0
(-1.06%)

0.7 → 0.4
(-42.8%)

Lower Middle
Income

11.9 → 15.6
(+31.1%)

13.4 → 13.1
(-2.2%)

189.3 → 200.7
(+6%)

1.1 → 0.8
(-27.3%)

Low Income 20.0→ 25.2 (+24.2%) 21.0→ 24.0 (+14.3%) 351.8 → 400.4
(+13.8%)

1.1 → 1.0
(-9%)
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The 340B Drug Pricing Program and oral specialty drugs for advanced prostate
cancer.

Kassem S Faraj, Samuel Kaufman, Lindsey A. Herrel, Mary Oerline, Megan Veresh Caram, Vahakn B. Shahinian, Brent K. Hollenbeck; University of Michigan, Ann Arbor, MI;
University of Michigan Medical Center, Ann Arbor, MI; Massachusetts General Hospital, Boston, MA

Background:Oral specialty drugs like abiraterone and enzalutamide are increasingly used in the
management ofmenwith advanced prostate cancer. However, the costs of these drugs can pose
barriers to access and continued use, particularly in the socioeconomically disadvantaged
population. The 340B program allows participating hospitals to purchase these medications
at steep discounts, generating millions of dollars in savings per hospital. These savings afford
them the opportunity to invest in programs (e.g., drug discounts) aimed at expanding their
safety net. We assessed the effect of 340B participation on the care of men with advanced
prostate cancer. Methods: A 20% sample of national Medicare claims data was used to
perform a retrospective cohort study of men with advanced prostate cancer from 2012 through
2019 who received their care at a hospital. The primary outcome was the initial use of an oral
specialty drug for prostate cancer and secondary outcomes included associated monthly out-
of-pocket costs and adherence to treatment. To account for heterogeneity, we evaluated the
effects of 1) hospital 340B participation, 2) socioeconomic status, using the social vulnerability
index (SVI), and 3) the interaction between hospital 340B participation and SVI on each
outcome. Results: Of the men with advanced prostate cancer, 2,237 (67%) and 1,100 (33%)
received care at 340B participating and non-participating hospitals. There was no difference in
the use of an oral specialty drug in men who received care at a hospital participating and not
participating in the 340B program (22% vs 23% p=0.63). Conversely, when assessing variation
across SVI, use of an oral specialty drug decreased with increased SVI (i.e., increased vulner-
ability; OR 0.95, p=0.038). However, the interaction between hospital 340B participation and
SVI did not affect oral specialty drug use. Neither 340B participation, SVI, nor their interaction
affected patient out-of-pocket costs. Additionally, although neither hospital 340B participa-
tion or SVI affected adherence to treatment, the interaction between 340B participation and SVI
was significant (OR 1.2, p=0.040). This demonstrated that 340B was associated with better
adherence to treatment amongmore socially vulnerable men. Conclusions: The 340B program
did not affect the frequency of men with advanced prostate cancer who were started on an oral
specialty drug. However, among those who were already started on therapy, 340B was asso-
ciated with increased adherence to treatment in more socially vulnerable men. The underlying
mechanism by which this occurred was unclear. In light of growing calls from policymakers to
reform the 340B program, due to concerns regarding its effectiveness, policymakers could
initially shift focus towards providing hospitals with guidance on how to effectively use savings
to benefit those most in need. Research Sponsor: National Cancer Institute.
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Impact of race on outcomes to 177Lu-PSMA-617 (LuPSMA) for metastatic
castrate-resistant prostate cancer (mCRPC).

Avina Rami, Thomas SC Ng, Emily Rothmann, Hailey Stoltenberg, AndrewWolanski, Jolivette Ritzer, Atish Dipankar Choudhury, Xin Gao, Veronica Haberman, Bashar Kako,
Kerry L. Kilbridge, Alicia K. Morgans, Aileen O’Shea, Mary-Ellen Taplin, Heather Jacene, Praful Ravi; Harvard Medical School, Boston, MA; Massachusetts General Hospital,
Harvard Medical School, Boston, MA; Dana-Farber Cancer Institute, Boston, MA; Massachusetts General Hospital Cancer Center and Harvard Medical School, Boston, MA;
Massachusetts General Hospital, Boston, MA; Dana-Farber Cancer Institute/Brigham and Women’s Hospital, Boston, MA

Background: Prior work suggests that African American (AA) and other minority patients (pts)
derive equal benefit from taxane chemotherapy and androgen receptor pathway inhibitors
(ARPIs) for mCRPC as white pts. LuPSMA showed an overall survival (OS) benefit in mCRPC pts
after prior taxane and ARPI. However, there are no data on racial differences in outcomes to
LuPSMA.Methods:We queried an IRB-approved registry of all pts treated with at least 2 cycles
of LuPSMAbetween June 2022 andAugust 2023 at two academicmedical centers in Boston,MA.
Clinical data, including self-reported race, was abstracted from the electronic medical record.
Pts of AA, Hispanic/Latino and Asian race were categorized as minorities. Outcomes of interest
were the proportion of patients with $50% decrease in PSA levels during LuPSMA therapy
(PSA50) andOS, defined from the date of the first cycle of LuPSMA. PSA50 andOS between races
were compared with the Chi-Square and log-rank tests, respectively. Results: A total of 156 pts
were included. Median age at LuPSMA initiation was 73 years (range 53-92) and the median
number of prior lines of therapy was 5 (range 2-12); all pts had received$1 taxane and$1 ARPI.
136 (87%), 10 (6%), 6 (4%) and 4 (3%) pts were White, AA, Hispanic/Latino and Asian,
respectively. The median number of LuPSMA cycles received in the entire cohort was 4 (range
2-7), and median follow-up was 7.1 months. A numerically higher proportion of minority pts
had visceral disease at baseline compared to White pts (50% vs. 31%, (X2 = 2.87, p=0.090).
Overall, 86 pts (55%) had a PSA50, with PSA50 of 55% (n=75), 60% (n=6), 67% (n=4) and 25%
(n=1) amongstWhite, AA, Hispanic/Latino and Asian pts, respectively. Therewas no significant
difference in PSA50 between White and minority pts (X2 = 0.00, p=0.990). Median OS in the
entire cohort was 12.9 months and was not significantly different between White and minority
pts (12.9 months vs. 8.5 months, p=0.533). The Table summarizes outcomes by race.
Conclusions: PSA50 and OS were comparable between minority and White pts receiving
LuPSMA for mCRPC, despite minority pts tending to present with more visceral disease, a
known adverse prognostic factor. Validation of these findings and efforts to widen access to
LuPSMA amongst minorities are required, given that pts of all racial backgrounds appear to
benefit equally from LuPSMA. Research Sponsor: None.

N (%)
Median no. of Prior

Lines of Therapy (range)
Visceral

Disease (%)
PSA-50

(%)
OS, Median

(mths)

White 136 (87) 5 (2-12) 42 (31) 75 (55) 12.9
AA 10 (6) 5 (2-9) 4 (40) 6 (60) 8.9
Hispanic/Latino 6 (4) 5 (2-8) 4 (67) 4 (67) 9.9
Asian 4 (3) 5 (2-9) 2 (50) 1 (25) 8.5

PROSTATE CANCER - ADVANCED



28 Poster Session

Racial disparities in genitourinary cancer mortality trends in the United States,
2000-2020: A CDC database study.

Abdul Rahman Al Armashi, Marisa Thierheimer, Jorge A. Garcia, Jason R Brown; Seidman Cancer Center, Case Western Reserve University, Case Comprehensive Cancer
Center, Cleveland, OH; Case Western Reserve University School of Medicine, Cleveland, OH; University Hospitals Seidman Cancer Center, Cleveland, OH; Division of
Oncology, University Hospitals Seidman Cancer Center, Cleveland, OH

Background: Prostate, bladder, and kidney cancers account for substantial burden of cancer
incidence and mortality in the United States. In 2020, an estimated 168,000 new cases and
32,000deathswere attributed to these cancers. Studies examining racial disparities ofmortality
trends are needed.Methods:Weutilized the CDCWONDERdatabase to obtainmortality data for
kidney, bladder, and prostate cancers between 2000-2020. Age-adjusted mortality rates per
100,000 persons were calculated and standardized to the Year 2000 US standard population.
Rateswere stratified by race, includingWhite, Black, Asian/Pacific Islander (API), andAmerican
Indian/Alaska Native (AIAN). The National Cancer Institute Joinpoint Regression Program was
utilized to calculate average annual percent changes (AAPCs). AAPCs were considered signif-
icant if the 95% confidence interval (CI) excluded zero. Results: Over the study period, 318,919
kidney cancer deaths, 150,613 bladder cancer deaths, and 516,508 prostate cancer deaths were
identified. Between 2000-2020, amongst all races, mortality from prostate cancer (-1.8%; CI
-2.0, -1.6), bladder cancer (-0.3%; CI -0.5, -0.2), and kidney cancer (-1.1%; CI -1.2, -0.9) all
significantly declined. Considering racial disparities, prostate cancermortality fell considerably
in all race groups, most significantly among Black (-2.8%, CI -3.2%, -2.4%) and AIAN (-2.4%,
CI -2.9%, -1.8%) populations, outpacing reductions in API (-1.7%, CI -2.6%, -0.8%) andWhite
(-1.6%, CI -1.9%, -1.4%) populations. In bladder cancer, the decline in mortality was statis-
tically significant for Black (AAPC: -0.8%, CI -1.1%, -0.6%) and for White, (-0.4%, CI -0.6%,
-0.1%), but not for API individuals (-0.3%, CI -0.9%, 0.3%). For kidney cancer, mortality
dropped substantially across all examined races, with the steepest decline seen in Black (-1.4%,
CI -1.7%, -1.2%) and AIAN (-1.7%, CI -2.5%, -1.0%) compared to White (-1.0%, CI -1.2%,
-0.9%) and API (-1.4%, CI -4.2%, 1.6%, non-significant) population. Conclusions: This study
represents the most comprehensive population database analysis assessing GU cancer mor-
tality trends. While an overall decline in GU cancer mortality was observed, which was
comparatively greater for Black Americans over the past two decades, significant racial
disparities continue to persist. Focused and targeted efforts are essential to address these
disparities. Research Sponsor: None.

Cancer Type Race AAPC 95% CI P-value

Prostate AIAN -2.4% -2.9%, -1.8% ,0.001
API -1.7% -2.6%, -0.8% ,0.001
Black -2.8% -3.2%, -2.4% ,0.001
White -1.6% -1.9%, -1.4% ,0.001

Bladder Black -0.8% -1.1%, -0.6% ,0.001
White -0.4% -0.6%, -0.1% 0.005

Kidney AIAN -1.7% -2.5%, -1.0% ,0.001
Black -1.4% -1.7%, -1.2% ,0.001
White -1.0% -1.2%, -0.9% ,0.001
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Racial and ethnic differences in the receipt of metabolic syndrome risk factor
screening and treatment among individuals with prostate cancer treated with
androgen deprivation therapy.

Yazan K. Barqawi, Matthew E Borrego, Melissa H Roberts, Todd Thompson, Neda Hashemi-Sadraei; University of New Mexico College of Pharmacy, Albuquerque, NM;
University of New Mexico Comprehensive Cancer Center, Albuquerque, NM

Background: Racial and ethnic health disparities in prostate cancer screening, and treatment
constitute the largest of all cancer disparities. Androgen deprivation therapy (ADT) is widely
used in the treatment of localized or metastatic prostate cancer. However, ADT is associated
with toxic cardiovascular and metabolic adverse events that may occur as early as 6 months of
therapy initiation. This study aimed to assess racial/ethnic differences and longitudinal
changes in metabolic syndrome risk factor (MSRF) screening/treatment among patients with
prostate cancer treated with ADT at a university-affiliated comprehensive cancer center in the
southwestern U.S. between 2010-2021. We also aimed to identify patient and healthcare pro-
vider factors that influence MSRF screening among study sample. Methods: A retrospective
observational cohort study of 803 patients treatedwithADT for at least sixmonths at the cancer
center was conducted. Patients were followed three months pre- to 12 months post-ADT
initiation to evaluate MSRF screening/treatment. Determination of MSRF screening was based
on primary care provider referral for MSRF screening/treatment or receipt of blood glucose,
lipid profile, and blood pressure screening within six months post-treatment with ADT.
Patients were considered treated for MSRF if they were started or continued therapy (within
six months of ADT initiation) with science advisory guideline recommended treatments.
Results: Guideline-concordant MSRF screening rate approached 23.5%; MSRF treatment rate
was 76.9%. A higher treatment rate in MSRF treatment was found for NHW compared to
Hispanicmen (p=0.02).We found a significant difference in the proportion of patients receiving
MSRF screening across all racial/ethnic groups (p=0.03). MSRF screening rates from 13.9% to
35.6% were observed over the 10-year data collection period. Patients with dyslipidemia at
baseline had higher odds of having MSRF screening than patients without dyslipidemia
(p,0.0001). Oncologists with .20 years of experience had higher odds of providing MSRF
screening compared with ,10 years of experience (p=0.006). Conclusions: Minority popula-
tions had significantly lower odds of havingMSRF screening thanNHWpatients after adjusting
for clinical and socio-economic variables. Closer clinical attention and education, as well as the
development and implementation of innovative practice tools and interventions to optimize
MSRF screening and treatment are warranted tomitigate the harmful adverse effects of ADT in
patients with prostate cancer. Research Sponsor: None.
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Racial disparities in GU cancer metastasis: A comprehensive analysis from 2010-
2018.

Abdul Rahman Al Armashi, Jorge A. Garcia, Jason R Brown; Seidman Cancer Center, Case Western Reserve University, Case Comprehensive Cancer Center, Cleveland, OH;
University Hospitals Seidman Cancer Center, Cleveland, OH; Division of Oncology, University Hospitals Seidman Cancer Center, Cleveland, OH

Background: Patterns of metastatic spread vary between bladder, kidney, and prostate me-
tastasis. Of these cancers, kidney cancer often spreads to the brain, while prostate cancer is
most likely to spread to bone, for example. Sites of metastasis can influence prognosis and in
some instances may even direct therapy. The knowledge gap on racial disparities in metastatic
patternsmerits further investigation.Methods:Using the Surveillance, Epidemiology, and End
Results (SEER) database, we identified bladder, kidney, and prostate cancer patients (2010-
2018) inWhite (W) andBlack (B) races. Data onmetastasis to the lungs, liver, bones, andbrain at
diagnosis were extracted. The relative risk (RR) was calculated to compare the metastatic
patterns between Black and White patients. P-value, and confidence interval were computed
using SPSS 28.0. Results: 3.95% of Black and 1.65% of White patients had metastasis at
diagnosis. Black patients had metastasis prevalence of 3.2% lung, 1.8% liver, 4.4% bone,
and 0.3% brain. Comparatively, White patients had 1.3%, 0.8%, 3.2%, and 0.3% respectively.
For bladder cancer, Black patients had a 60% higher risk for bone and lung metastasis and
double the risk for livermetastasis compared toWhite patients. In kidney cancer, Black patients
had a 90% higher brain metastasis risk but 20% lower for bone and lung than White patients.
For prostate, Black patients had comparatively heightened risks of bone, lung, and liver
metastases by 10%, 20%, and 30%, respectively. Conclusions: Racial disparities are evident
inGU cancermetastatic patterns at time of diagnosis. Black patients especially have higher liver
metastasis, often associatedwith poor prognosis. Further studies are vital to unravel biological,
socioeconomic, and other contributing factors. Research Sponsor: None.

Cancer
# Race

Black Compared to White Metastasis
Site Prevalence (%). RR, and p-value

Bladder
B: 2794
W: 49123

Bone: B 48 (1.72%) W 515 (1.05%) RR 1.6 - P , 0.001
Lung: B 43 (1.54%) W 469 (0.95%) RR 1.6 - P , 0.001
Liver: B 42 (1.5%) W 336 (0.68%) RR 2.2 - P , 0.001
Brain: B 2 (0%) W 46 (0.09%) RR 0.8 - P =0.7

Kidney
B: 12440
W: 88894

Bone: B 614 (4.9%) W 5156 (5.8%) RR 0.8 - P , 0.001
Lung: B 905 (7.2%) W 8070 (9%) RR 0.8 - P , 0.001
Liver: B 458 (3.7%) W 2723 (3%) RR 1.2 - P , 0.001
Brain: B 129 (1%) W 1516 (1.7%) RR 1.9 - P , 0.001

Prostate
B: 71696
W: 346114

Bone: B 4717 (6.6%) W 20953 (6%) RR 1.1 - P , 0.001
Lung: B 501 (0.7%) W 1956 (0.5%) RR 1.2 - P , 0.001
Liver: B 283 (0.4%) W 1024 (0.3%) RR 1.3 - P , 0.001
Brain: B 65 (0.09%) W 272 (0.08%) RR 1.1 - P= 0.3
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Prognostic value of FDG, PSMA, and DOTATATE uptake on PET imaging in met-
astatic castration-resistant prostate cancer (mCRPC).

Frederic Pouliot, Fred Saad, Étienne Rousseau, Patrick O. Richard, Atefeh Zamanian, Stephan Probst, Eric Levesque, Vincent Castonguay, Nicolas Marcoux, Daniel Juneau,
Michele Lodde, Jean-Baptiste Lattouf, François-Alexandre Buteau, Zineb Hamilou, Michel Pavic, Jean-François Castilloux, Guillaume Bouvet, Amélie Tetu, Brigitte Guérin,
Jean-Mathieu Beauregard; CHU de Québec - Université Laval, Québec, QC, Canada; Centre Hospitalier de l’Université de Montréal, Université de Montréal, Montréal, QC,
Canada; CIUSSS de l’Estrie - CHUS (Hôpital Fleurimont), Sherbrooke, QC, Canada; CIUSSS de l’Estrie – CHUS (Hôpital Fleurimont), Sherbrooke, QC, Canada; Jewish General
Hospital, Montréal, QC, Canada; CHU de Québec - Hotel Dieu de Québec, Québec, QC, Canada; Hotel Dieu de Quebec, Quebec, QC, Canada; Centre Hospitalier de l’Universite
de Montreal, Montreal, QC, Canada; Centre Hospitalier Universitaire Pavillon l’Hôtel-Dieu de Québec, Québec, QC, Canada; Centre Hospitalier de l‘Université de Montréal/
CRCHUM, Montreal, QC, Canada; Centre Hospitalier de l’Université de Montréal, Montreal, QC, Canada; CIUSSS de l’Estrie- CHUS (Hôpital Fleurimont), Sherbrooke, QC,
Canada; CIUSSS de l’Estrie - CHUS, Sherbrooke, QC, Canada

Background: In mCRPC, fluorodeoxyglucose (FDG) and prostate-specific membrane antigen
(PSMA) PET/CT are often used in combination for selecting patients for PSMA-radioligand
therapy (PSMA-RLT). Few studies have specifically assessed the prognostic value of FDG+/
PSMA- lesions, which exclude patients from PSMA-RLT. Also, little is known about the
significance of somatostatin receptor expression, a potential biomarker of neuroendocrine
differentiation of mCRPC, which can be assessed with DOTATATE-PET/CT. 3TMPO is a pro-
spective study in progressingmCRPC patients who were imaged with up to 3 PET tracers. Here,
we report on patient’s overall survival (OS), with respect to the presence of FDG+/PSMA- and
DOTATATE+ lesions. Methods: In 3TMPO (NCT04000776, protocol in PMID 34674367), all
patients had 68Ga-PSMA-617 and 18F-FDG PET/CT scans. A 68Ga-DOTATATE scanwas ordered
if an FDG+/PSMA- lesion was found. For all tracers, positivity was defined as lesion SUVpeak
being 1.5x higher than liver SUVmean. Kaplan-Meier with log-rank test was used to assess the
difference inOS betweengroups. Cox regressionmodelwas used to quantify the effect of factors
predictive of OS.Results:Themedian [95%CI] OS of the 98 enrolled patientswas 10.2 [8.5-11.8]
mo. At least one FDG+/PSMA- lesionwas found in 45 (45.9%) patients and their OSwas shorter
than that of the others: 5.6 [4.3-6.9] vs. not reached (p=0.0001). Six (16.2%) of 37 patients who
underwent 68Ga-DOTATATE-PEThad$1DOTATATE+ lesion and theirOSwas shorter than that
of patients without a DOTATATE+ lesion: 3.0 [2.2-3.7] vs. 6.4 [1.6-11.1] mo. (p=0.0004).
Characteristics significantly associated with worse OS were ECOG, ISUP grade, number of
metastases, number of lines of therapy, presence of visceral metastases, FDG and PSMA
molecular tumor volumes (MTV) (p,0.05). In a multivariate analysis adjusted for the number
ofmetastases and of treatment lines, the presence of an FDG+/PSMA- lesion increased the risk
of death (HR [95% CI]=2.4 [1.4-4.3], p=0.002), and this was also significant after adjusting for
both PSMA and FDG-MTV (HR [95%CI]=2.9 [1.4-5.8], p=0.003). Conclusions:mCRPC patients
harboring FDG+/PSMA- lesion(s) had a shorter OS than those who did not, and their prognosis
was even poorer if they also had DOTATATE+ lesion(s). Upfront FDG/PSMA-PET followed by
DOTATATE-PET might help clinicians to guide patient towards palliative care vs. further
systemic therapy, including PSMA-RLT. Clinical trial information: NCT04000776. Research
Sponsor: FRQS/Oncopole.
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Assessing the clinical utility of rapid post-therapy whole-body digital SPECT/CT in
evaluating early treatment response of 177Lu-PSMA-617 treatment.

Hong Song, Maria Isabel Leonio, Valentina Ferri, Heying Duan, Jagruti Shah, FarshadMoradi, CarinaMari Aparici, Benjamin Lewis Franc, Guido Davidzon, Colin P Bergstrom,
Alice C. Fan, Sumit Shah, Ali Raza Khaki, Sandy Srinivas, Andrei Iagaru; Stanford University, Stanford, CA; Stanford University Medical Center, Stanford, CA; Stanford Cancer
Center, Stanford, CA; Department of Medicine, Division of Oncology, Stanford University School of Medicine, Stanford, CA

Background: Multi-detector cadmium-zinc-telluride (CZT) based whole-body digital SPECT/
CT is a new generation of imaging system. We aim to assess the clinical utility of rapid post-
therapywhole-body SPECT/CT scan in evaluating early treatment response of 177Lu-PSMA-617
treatment. Methods: We retrospectively reviewed patients with progressive metastatic cas-
tration resistant prostate cancer (mCRPC) who were treated with at least two cycles of 177Lu-
PSMA-617 at our institution from June 2022 to June 2023. Post-therapy whole-body digital
SPECT/CT (GE StarGuide) was performed from vertex to mid-thigh at 1-2 hours after 177Lu-
PSMA-617 infusion. Post-therapy SPECT/CT images were quantified with MIM software.
Lu177-PSMA positive lesions were delineated with liver parenchyma uptake as cut-off. Lu-
PSMA positive total tumor volume (Lu-TTV), tumor SUVmax and SUVmean were obtained.
Post-therapy SPECT/CT image after cycle 1was used as baseline for comparisonwith SPECT/CT
after cycle 2 and 3. Overall survival, PSA progression free survival (PSA-PFS) as defined by
PCWG3 and PSA decline . 50% from baseline (PSA50) at any time after treatment were
measured. Changes in post-therapy SPECT/CTwere correlated with clinical outcomes to assess
quantitative SPECT/CT as a tool for early treatment response. Analyses were performed with
SPSS. Results: A total of 56 patients (7668, mean 6 SD, range 60-93 years old) who were
imaged with at least 2 post-therapy SPECT/CT were included in the analysis. Post-therapy
whole body SPECT/CTwas acquired in~12mins. All scanned patients tolerated the rapidwhole-
body SPECT/CT very well. With median follow up of 10 months, median PSA-PFS was
5.0 months (range 1.0-15 months), 33 of 56 patients (58.9%) achieved PSA50 at any time after
treatment, and42 of 56patients (75%)were alive at data cutoff. Quantitative analysis of SPECT/
CT images showed that 36 of 56 patients (64%) had a .30% decrease in Lu-TTV on early
follow-up post-therapy SPECT/CT after cycle 2 or 3. Kaplan-Meier survival analysis showed
that a .30% decrease in Lu-TTV was associated with longer overall survival (median not
reached vs 6 months, P = 0.008) and longer PSA-PFS (6 months vs 1 months, P , 0.001).
Decrease in SUVmax or SUVmean, however, was not associated with PSA-PFS or overall
survival. Conclusions: Rapid post-therapy whole-body digital SPECT/CT was well tolerated
in post-therapy SPECT/CT imaging following 177Lu-PSMA-617 treatment. Quantitation of
post-therapy SPECT/CT may be useful in evaluating early treatment response of 177Lu-
PSMA-617. Prospective validation and larger patient cohorts are needed to further elucidate
the role of post-therapy SPECT/CT imaging inguidingpatientmanagement in 177Lu-PSMA-617
therapy. Research Sponsor: None.
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Total and anatomically contextualized quantitative 18F-DCFPyL PET at biochemical
recurrence to predict subsequent biochemical progression-free survival in patients
with prostate cancer.

Hong Song, Aseem Anand, Karl Sjöstrand, Valentina Ferri, Heying Duan, Jagruti Shah, Farshad Moradi, Carina Mari Aparici, Benjamin Lewis Franc, Guido Davidzon,
Colin P Bergstrom, Alice C. Fan, Sumit Shah, Ali Raza Khaki, Sandy Srinivas, Andrei Iagaru; Stanford University, Stanford, CA; Progenics Pharmaceuticals, Inc., Lund,
Sweden; Progenics Pharmaceuticals, Inc., New York, NY; Stanford University Medical Center, Stanford, CA; Stanford Cancer Center, Stanford, CA; Department of Medicine,
Division of Oncology, Stanford University School of Medicine, Stanford, CA

Background: PSMA PET has been shown to detect more metastasis and alter management at
biochemical recurrence (BCR), but it remains to be determined that it changes oncologic
outcome. We assessed the quantitative parameters on 18F-DCFPyL PET at BCR and evaluated
their association with tumor volume, metastatic locations with the subsequent biochemical
progression free survival (bPFS). Methods: This is a retrospective image analysis and longi-
tudinal follow up of a prospective study evaluating 18F-DCFPyL PET in BCR. Patients were
treated with androgen deprivation therapy (ADT) and/or metastatic directed therapy (MDT)
based on imaging findings. The 18F-DCFPyL PET images were quantitatively analyzed by the
aPROMISE application, a semi-automated software for comprehensive analysis and structured
reporting of PSMA PET/CT. aPROMISE uses deep learning to segment detailed anatomical
information from the CT images and uses this information in combination with the PET image
to detect and quantify candidates for prostate cancer lesions. The reader works in tandem with
the software to vet the final list of lesions, from which the quantitative assessments and final
report is created automatically. Based on the Prostate Cancer Molecular Imaging Standardized
Evaluation (PROMISE) criteria. SUV mean, PSMA positive total tumor volume (PSMAttv) and
aPSMA scores, a quantitative score for tumor burden measuring the interaction of tumor
volume and uptake stratified by local tumors (aPSMA-miT), regional lymph nodes (aPSMA-
miN) and distant metastases (aPSMA-miMa for extrapelvic metastases, miMb for bone me-
tastases and miMc for other organ metastases) were obtained based on the miTNM classifi-
cation. The association of these quantitative parameters with the subsequent bPFS was
evaluated. Results: 143 patients (age 70.5 6 7.9, range 50 -93 years; median PSA 2.8, range
0.12– 1125.9 ng/mL)were included in the quantitative image analysis. 80 of 143 patients (56%)
had nodal metastases 51/143 patients (36%) had bonemetastases, only 16 of 143 patients (11%)
had visceral metastases. With median follow up of 40 months, 82 of 143 patients (57%) have
progressed again biochemically after MDT. The median bPFS was 26.9 months. Quantitative
analysis of 18F-DCFPyL PET found that the subsequent bPFS is significantly associated with
aPSMA-miMb (P = 0.003), aPSMA-miN (P = 0.005), aPSMA-miT (P, 0.001), and PSMAttv (P =
0.006), but not with SUVmean, SUVmax or aPSMA-miMc. Conclusions: Quantitative image
analysis of 18F-DCFPyL PET at BCR may be useful in predicting the subsequent bPFS. Given
many patients were treated with MDT and/or ADT, clinical implication of the findings remains
to be elucidated to guide treatment intensification based on findings on 18F-DCFPyL PET.
Research Sponsor: None.
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Temporal and regional patterns of prostate cancer positron emission tomography
imaging among commercial insurance beneficiaries in the United States.

Michael Leapman, Jessica B. Long, Sarah J. Westvold, Maximilian Rabil, Preston Sprenkle, Isaac Yi Kim, Lawrence Saperstein, Jaleh Fallah, Daniel L. Suzman,
Catherine Lerro, Jianjin Xu, Paul Gustav Kluetz, R. Jeffrey Karnes, Natalia Kunst, Shi-Yi Wang, Xiaomei Ma, Cary Philip Gross; Yale University, NewHaven, CT; Yale School of
Medicine, New Haven, CT; Yale-New Haven Hospital, New Haven, CT; US Food and Drug Administration, North Potomac, MD; US Food and Drug Administration, Silver
Spring, MD; Oncology Center of Excellence, U.S. Food and Drug Administration, Silver Spring, MD; Department of Urology, Mayo Clinic Rochester, Rochester, MN; Yale
University School of Medicine, New Haven, CT; Yale School of Public Health, New Haven, CT; Yale Cancer Outcomes, Public Policy and Effectiveness Research Center, New
Haven, CT

Background: Prostate specificmembrane antigen positron emission tomography (PSMA-PET)
imaging improves prostate cancer visualization and has been proposed as a tool to guide
treatment decisions. As PSMA-PET imaging agents were not approved in the United States (US)
until December 2020, little is known about national patterns of PET imaging utilization.
Methods: We conducted a dynamic cohort study to evaluate use of PET imaging among
insurance beneficiaries aged 40-89 years with a diagnosis of prostate cancer using deidentified
administrative claims from Blue Cross Blue Shield Axis. We calculated the proportions of
patients undergoing PET imaging in semiannual periods from January 1, 2016, through
December 31, 2022, examining tracers specific to prostate cancer, including PSMA-targeted
agents as well as fluciclovine, sodium fluoride, and choline tracers. Cochran-Armitage tests
were used to evaluate trends in the proportion of individuals receiving PET imaging over time.
We also assessed the association between regional [hospital referral region (HRR)] level
contextual sociodemographic and healthcare characteristics and regional use of PSMA-PET
imaging in 2022 using chi-square tests.Results:Therewere 410,505 beneficiarieswith prostate
cancer identified in the study period. The semiannual proportion of patients undergoing PET
imaging increased from 4.5 [(95% confidence interval (CI) 4.1-5.0] per 1,000 in the first half of
2016 to 41.7 (95% CI 40.6-42.9) per 1,000 in the second half of 2022, p,0.001. Increases in PET
imaging were driven by uptake of PSMA-PET imaging, which increased from 0.7 (95% CI 0.6-
0.9) per 1000 in the secondhalf of 2021 to 37.5 (95%CI 36.4-38.6) per 1,000 in the secondhalf of
2022, p,0.001. Following approvals of PSMA-PET agents, other forms of PET imaging rapidly
decreased– from 18.2 (95%CI 17.4-18.9) per 1000 in the second half of 2021 to 4.6 (95%CI 4.3-
5.0) per 1,000 in the sameperiod of 2022, p,0.001. Compared toHRRs in quartile 1 (Q1), HRRs in
Q4 of PSMA-PET use in 2022 had higher levels of education (25.0% with college education or
higher in Q1 versus 29.4% in Q4, p=0.005) andmedian household income ($50,200 in Q1 versus
$60,900 in Q4, p,0.001).Conclusions: In this study froma large commercial US health insurer,
PSMA-PET was rapidly incorporated into clinical practice and is now the dominant prostate
cancer radiotracer. However, the initial uptake of PSMA-PETmay be accompanied by disparity,
as our data suggests less use in areas with lower income and education measures. Research
Sponsor: This project was supported by the Food and Drug Administration (FDA) of the U.S.
Department of Health and Human Services (HHS) as part of a financial assistance award
[FD005938].
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PSMA PET imaging for evaluation of recurrent or persistent prostate cancer after
primary prostate radiation.

Richard Bennett, Eric Li, Austin Y. Ho, Jonathan Aguiar, Ashorne Krithiesh Mahenthiran, Sai Kumar, Chalairat Suk-ouichai, Clayton Neill, Hiten Dilip Patel,
Edward M. Schaeffer, Hatice Savas, Ashley Ross; Indiana University School of Medicine, Indianapolis, IN; Northwestern University, Feinberg School of Medicine, Chicago, IL

Background: PSMA PET is increasingly utilized for the evaluation of disease stage at bio-
chemical recurrence. Here we evaluate the association of clinico-pathologic features with
PSMA findings in biochemically recurrent patients after primary prostate radiation therapy
(RT). Methods: We queried the Northwestern Medical System Electronic Data Warehouse
between July 2021 andMarch 2023 to identify 122men treatedwith primary RT for presumptive
localized prostate cancer who subsequently underwent Gallium-68 or F-18 piflufolastat
(DCFPyL) PSMA PET/CT for staging. Patient characteristics, including demographic, clinical,
pathological, and imaging variables were obtained. PSMA positivity for suspicious nodal or
metastatic disease was determined based on radiology interpretation, with equivocal or likely
benign lesions considered as negative findings. Patients with incomplete clinical history (n=3)
were excluded. Clinical variables were compared using aWilcoxon rank-sum and Fisher’s exact
tests. Regression analysis was performed to determine variables associated with PSMA pos-
itivity in biochemically recurrent patients. Statistical significance was determined if the p-
value was less than 0.05. Results: Among the 119 men staged with PET PSMA after RT, median
PSAwas 3.18 (IQR 1.35, 5.55 ng/mL). 78% (93/119) were found to have suspicious PSMA positive
disease. 39% had PSMA positivity in the prostate only (46/119), 6.7% had pelvic nodal disease
(8/119), and 33%had extrapelvic disease (39/119). Onunivariable regression analysis, PSA at the
time of PSMAwas the only factor associated with PSMA positivity (OR 1.32 per 1 point increase,
95% CI 1.10, 1.67, p=0.01; Table). Higher PSAs at the time of scan were additionally associated
with distant recurrence (73.3% of men with distant recurrence if scanned at PSA .10ng/mL
versus 31.9% if scanned at PSA ,4ng/mL p=0.029). 20% (9/46) of men with PSMA positivity
within the prostate were biopsied identifying 78% (7/9) positivity, of which 67% (4/6) re-
ceiving treatment selected management with salvage treatments. Conclusions: Patients with
prostate cancer initially treatedwith RT showed significant rates of PSMA positive disease even
when scanned at low PSAs (including many below the nadir+2ng/mL definition). Evaluation at
low PSAs favors the identification of localized disease only which can be cured by salvage
therapy if confirmed by biopsy (i.e. prostatectomy, cryoablation, HIFU). Research Sponsor:
None.

Univariable logistical regression of PSMA positivity in RT patients.

Characteristic OR 95% CI p-value

Age (years) 1.05 1.00, 1.11 0.056
Black race 1.76 0.43, 11.9 0.5
PSA at time of PSMA PET/CT (ng/mL) 1.32 1.10, 1.67 0.010
PSA category (ng/mL) 0.009
0-4 Ref —
4-10 1.87 0.70,5.59 0.2
‡10 46,259,517 0.00,NA .0.9
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Patterns of PSMA PET/CT scan usage for initial staging and recurrence in a multi-
centered hospital system.

Richard Bennett, Eric Li, Austin Y. Ho, Jonathan Aguiar, Ashorne Krithiesh Mahenthiran, Sai Kumar, Chalairat Suk-ouichai, Clayton Neill, Hiten Dilip Patel,
Edward M. Schaeffer, Hatice Savas, Ashley Ross; Indiana University School of Medicine, Indianapolis, IN; Northwestern University, Feinberg School of Medicine, Chicago, IL

Background: PET PSMA-based imaging for prostate cancer staging has been approved since
late 2020 andwaswidely available in ourmedical systemby July 2021.We sought to examine the
patterns of use of PSMAPET/CT and conventional imaging for staging since this time.Methods:
We retrospectively identified men who were diagnosed with presumptive NCCN unfavorable
intermediate risk (UIR), high risk, or very high risk (VHR) and men who underwent staging
work-up for biochemical recurrence (BCR) from July 2021 – June 2023. Patient clinical,
pathological, and imaging variables were collected. Sufficient conventional imaging for initial
staging was defined as the use of a bone scan and one ormore of anMRI or CT scan. The date of
staging was determined by the initiation of staging with conventional imaging or the date of
PSMA scan if used. Results: In the study period, 899 men were diagnosed with presumptive
NCCN UIR-VHR disease. Among these individuals 32% (290/899) underwent no or insufficient
staging, 26% (230/899) underwent staging with conventional imaging only, and 42% (379/
899) underwent initial staging evaluations that included PET PSMA. The frequency of PET
PSMA used for initial staging increased from 24% (20/82) to 80% (167/208) over the 2-year
study period. 1173 men with biochemical recurrence who underwent a staging work-up were
identified. Median PSA of these men was 1.37 ng/mL (IQR 0.23, 6.59 ng/mL). The frequency of
PET PSMA imaging increased in these men from 91% (225/246) to 98% (296/303) over the 2-
year study period. When ordering both PSMA and conventional imaging for initial staging,
providers tended to order PSMA scans after initial conventional imaging orders (72%) rather
than before (18%) or on the same day (11%). Conclusions: The use of PSMA PET/CT imaging
rose since its implementation in our system in July 2021with PSMAPETbeing utilized in 80%of
patients being initially staged and 98% of those staged at BCR. Conventional imaging and
Axumin PET are rarely used in BCR. If both PET PSMA and conventional imaging were ordered
for initial staging, PETPSMAwas typically performed after conventional imaging. Growingdata
may inform best sequencing and use of conventional imaging in the PSMA-PET era. Research
Sponsor: None.
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Differences betweenwhole bodymagnetic resonance imaging (WB-MRI) and chest/
abdomen/pelvis computed tomography (CT)/bone scan (CT/B) in patients staged
as having metastatic hormone-sensitive prostate cancer (mHSPC): A retrospective
comparative study within a single trust in the UK.

Mona Hassan, Shobana Anpalakhan, Akash Maniam, Aruni Ghose, Utku Lokman, Tomasz Olejnik, Giuseppe Luigi Banna; Portsmouth Hospital University NHS Trust,
Portsmouth, United Kingdom; University Hospital Southampton NHS Foundation Trust, Southhampton, United Kingdom; Department of Medical Oncology, Barts Cancer
Centre, St. Bartholomew’s Hospital, Barts, Health NHS Trust, London, UK., London, United Kingdom; Department of Oncology, Portsmouth Hospitals University NHS Trust;
School of Pharmacy and Biomedical Science, University of Portsmouth, Portsmouth, United Kingdom

Background: Diagnostic imaging for metastases detection in HSPC varies across different
countries with increasing use of WB-MRI and PSMA-PET. However, CT/B has still been the
most usedmodality in the realworld and recent registration clinical trials in this disease setting.
Methods:We performed a cross-sectional retrospective descriptive study comparing WB-MRI
with CT/B used as baseline staging modalities in patients diagnosed with mHSPC between
February 2017 and August 2023 in two hospitals belonging to the same NHS trust in the UK
routinely using one of the two. The study aimed at the detection of differences between the two
modalities in the identification ofmetastatic sites and CHAARTED volume/LATITUDE risk, and
the relative impact on patients’ received therapies and outcomes. Results: Of 213 patients
diagnosed with mHSPC, 121 had baseline WB-MRI, 86 CT/B and 7 choline or PSMA PET.
Compared to CT/B, patients staged by WB-MRI were diagnosed with significantly higher
bone-only (47 vs 24%, p=0.002) and lower lymph-node only disease (11 vs 27%, p=0.005);
higher high-volume (49 vs 21%, p,0.001) and -risk disease (48 vs 17%, p,0.001); higher de-
novometastatic disease (91 vs 66%, p,0.001); had previously received less radical surgery (2 vs
13%, p=0.003) or radiotherapy (7 vs 24%, p,0.001); received more frequently ADT plus
Docetaxel (65 vs 44%, p=0.005). Treatment and outcome results in the overall cohorts’
populations and according to disease volume/risk will be presented. Conclusions: In a homog-
enous cohort of patients, we found a relevant discrepancy between the use ofWB-MRI andCT/B
in the identification of high-volume/risk and de-novo disease in mHSPC related to a higher
detection rate of bone-only disease by the WB-MRI. This may prompt clinicians to offer
different systemic therapies according to the disease burden and could also have a role in
avoiding overtreatments for the under-staged disease. Research Sponsor: None.
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Impact of 18F-flotufolastat PET on management of patients with recurrent prostate
cancer: Data from the SPOTLIGHT study.

Przemyslaw Twardowski, SPOTLIGHT Study Group; Saint John’s Cancer Institute at Providence Saint John’s Health Center, Santa Monica, CA

Background: 18F-Flotufolastat (18F-rhPSMA-7.3) is a newly approved high affinity PSMA-
targeting PET radiopharmaceutical for diagnostic imaging in patients with prostate cancer
(PCa). SPOTLIGHT (NCT04186845) evaluated 18F-flotufolastat in patients with recurrent PCa.
Here, we report available SPOTLIGHT data to assess the impact of 18F-flotufolastat on planned
treatment after curative-intent primary therapy.Methods:Patients underwent PET50–70min
after IV administration of 296 MBq 18F-flotufolastat. The protocol instructed onsite investi-
gators to record patients’management plans (MP) before and after 18F-flotufolastat PET. These
MPwere compared and categorized as: ‘no change’, ‘major change’, ‘other change’, ‘additional
information required’ or ‘intended plan not valid’. A ‘major change’was defined as a change to
treatment modality (e.g., salvage radiation therapy [RT] to systemic therapy), while ‘other
change’ represented a change within a modality (e.g., modified RT field). Plans categorized as
‘no change’, ‘major change’ or ‘other change’were considered evaluable. All imaging datawere
subsequently submitted for blinded image evaluation (BIE) by 3 central readers.Results:Of 389
patients who had 18F-flotufolastat PET, 97 had sufficient MP data for evaluation. These 97
patients were comparable to the overall population in terms of prior treatment (84% vs 79%,
respectively, were post-prostatectomy), Gleason Score (63% vs 60% had Score 7), andmedian
baseline PSA (0.8 vs 1.1 ng/mL).Moreover, BIE data show thedetection rate in this subgroup (81/
97; 84%) to be equivalent to that in theoverall population (322/389; 83%).Most patients, 86/97
(89%) had a change to their MP post-scan. A ‘major change’was noted for 78 (80%) patients,
while 8 (8.2%) had an ‘other change’ (Table). Onsite imaging reads show that both positive and
negative 18F-flotufolastat scans influencedMP.While 88%of revisions occurred after a positive
scan, 75% of those whose MP were revised to watchful waiting (WW) had negative scans. All
patients with MP revised from salvage therapy to non-curative systemic therapy had distant/
extrapelvic 18F-flotufolastat-avid lesions. Conclusions: 18F-Flotufolastat located recurrence
sites in themajority of patientswith recurrent PCa, frequently resulting inmajor changes toMP.
Treatment based on visualization of 18F-flotufolastat-avid lesions may facilitate optimal
targeting of recurrence sites and avoid futile salvage therapy. Future studies of the outcome
of suchMPchanges arewarranted. Clinical trial information:NCT04186845. Research Sponsor:
Blue Earth Diagnostics.

Change in MP (N=97) n (%)

No Change 11 (11)
Major Change 78 (80)
Salvage or non-curative systemic therapy to WW 8 (8.2)
Salvage therapy to non-curative systemic therapy 15 (15)
WW to salvage or non-curative therapy 32 (33)
Alternative major change 23 (24)
Other Change 8 (8.2)
Modified RT field 5 (5.2)
Modified ADT regimen or alternative other change 3 (3.1)
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Impact of standard-of-truth method on evaluation of a diagnostic PET radio-
pharmaceutical: Learnings from the phase 3 SPOTLIGHT study.

Benjamin H. Lowentritt, Albert Chau, Phillip Davis; Chesapeake Urology Research Associates, Towson, MD; Blue Earth Diagnostics, Oxford, United Kingdom; Blue Earth
Diagnostics, Monroe Township, NJ

Background: SPOTLIGHT (NCT04186845) evaluated newly approved diagnostic PET radio-
pharmaceutical 18F-flotufolastat (18F-rhPSMA-7.3) in patients (pts) with recurrent prostate
cancer (PCa). In the absence of the gold standard histopathology, it can be challenging to verify
positive findings from a diagnostic agent under investigation, particularly in recurrent PCa
where it is neither feasible nor ethical to obtain multiple biopsies from the same patient.
Consequently, conventional imaging is often used as a standard of truth (SoT) despite potential
for it to be less sensitive than the investigational agent. Here, we explore the impact of SoT
methods used in SPOTLIGHT on the study endpoints. Methods: The SPOTLIGHT coprimary
endpoints were patient-level verified detection rate (VDR) and combined region-level positive
predictive value (crPPV). Patient-level PPVwas an exploratory endpoint. Ptswith recurrent PCa
underwent PET 50–70 min after IV administration of 296 MBq 18F-flotufolastat. For SoT
assessment, the protocol required either histopathology or confirmatory imaging (#60
and#90days post-PET, respectively). Three blinded readers evaluated the scans,withmajority
read representing agreement between$2 readers. A separate TruthPanel established SoT for all
pts. Post-study analysis revealed that, likely due to the study occurring during COVID, some pts
had neither histopathology nor post-scan confirmatory imaging. These pts had only baseline/
historic imaging as SoT. The present analysis stratified endpoint data according to the SoT
method the panel used to verify PET-positive lesions. Results: Of 366 evaluable pts, 69 had
histopathology and 297 had only confirmatory imaging for SoT. Of those with an imaging SoT,
90 (30%) had baseline/historic imaging only. As the Table shows, for each endpoint the highest
value was obtained when using histopathology as SoT. VDR was ~4-fold higher with histo-
pathology vs baseline/historic imaging, crPPV was 2-fold higher and PPV 2.5-fold.
Conclusions: These data illustrate the substantial impact SoT methods can have on clinical
trial endpoints and highlight a limitation of evaluating SPOTLIGHT endpoints in a cohort with
various SoT methods (Table, column 1).1 Notably lower endpoint values are achieved when
including pts with baseline/historic imaging SoT vs gold standard histopathology. 1. J Urol.
2023; 210:299-311. Clinical trial information: NCT04186845. Research Sponsor: Blue Earth
Diagnostics.

All
Evaluable Pts
(combined

SoT)

Pts with
Imaging SoT –
baseline/historic

only

Pts with
Imaging SoT–

Post-PET

Pts with
Histopathology

SoT

n (%)* 366 (100) 90 (25) 205 (56) 69 (19)
Median PSA, ng/mL 1.27 0.60 1.49 2.10
Endpoint (majority read)
[95% CI]
VDR
crPPV
Patient-level PPV

57%[52–62]
60%[55–64]
65%[59–70]

21%[13–31]
34%[22–46]
33%[21–47]

64%[57–71]
61%[55–67]
68%[61–75]

81%[70–90]
72%[63–80]
82%[71–91]

*Imaging SoT data missing for 2 patients.
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Association between SPECT/CT total tumor volume (TTV) and new lesions (NLs) in
early cycles of 177Lu-PSMA-617 (LuPSMA) and progression-free and overall sur-
vival (PFS and OS) in men with metastatic castration-resistant prostate cancer
(mCRPC).

Ridvan Arda Demirci, Roman Gulati, Peter Nelson, Heather H. Cheng, Jessica E. Hawley, Todd Yezefski, Michael C. Haffner, Robert Bruce Montgomery,
Michael Thomas Schweizer, Evan Y. Yu, Delphine L Chen, Amir Iravani; University of Washington, Seattle, WA; Fred Hutchinson Cancer Center, Seattle, WA; Division of
Hematology & Oncology, University of Washington & Fred Hutchinson Cancer Center, Seattle, WA; University of Washington Medical Center, Seattle, WA; Department of
Radiology, University of Washington & Fred Hutchinson Cancer Center, Seattle, WA

Background: LuPSMA is a newly established treatment in patients with mCRPC, but PSA and
survival outcomes vary widely, and predictors of treatment responses are needed. LuPSMA
delivers radiation to tumor tissues that can also be imaged with SPECT/CT which provides
semiquantitative estimates of TTV and identification of NLs. This study investigates the use of
SPECT/CT in early cycles to predict LuPSMA outcomes. Methods: Between June and December
2022, mCRPC patients who initiated the 2nd cycle of LuPSMA with SPECT/CT 24 hours post-
treatment were retrospectively reviewed. We evaluated associations between TTV and the
appearance of NLs at the start of the 2nd or 3rd cycle with PFS and OS using Cox regression
analysis. NLs were classified as non-PSMA-avid with no or low uptake (, liver) with corre-
sponding findings on CT and PSMA-avid (uptake. liver). All analyses were adjusted for change
in PSA relative to baseline. Results: Sixty-six mCRPC patients (median age, 73.5) received a
median of 4 (IQR: 3-5) cycles of LuPSMA. Median follow-up starting at 2nd cycle was 26 weeks
(IQR: 21-36) with 47/66 (71%) alive at the time of the analysis. A reduction of $50% in PSA
(PSA50) was noted in 33/66 (50%) patients. Changes in PSA and TTV at 2nd and 3rd cycle were
apparently concordant in 50/66 (76%) and 42/51 (82%) and were significantly correlated (r=
0.55 and 0.56, both p,0.001). Patients with higher absolute TTV adjusted for PSA change at 2nd

cycle had worse PFS and OS (HR=1.3 and 2.26) with consistent results at 3rd cycle (Table). NLs
were detected in 13/66 (7/13 PSMA-avid, 6/13 non-PSMA-avid) and 7/51 patients (5/7 PSMA-
avid, 2/7 non-PSMA-avid) at 2nd and 3rd cycle, respectively. Patients with NLs at 2nd cycle had
higher risks of progression and death (HR=4.53 and 6.28). Conclusions:Higher SPECT/CT TTV
at 2nd and 3rd cycle and detection of NLs at 2nd cycle were associated with higher risks of
progression and death. Although changes in PSA and TTV were correlated, absolute SPECT/CT
TTV in early cycles provided a complementary ability to predict outcomes of LuPSMA. Research
Sponsor: None.

Results of fitted Cox regression models to predict outcomes in a retrospective cohort of patients treated
with 177Lu-PSMA.

Cycle Outcome Variable1 N HR 95% CI P-Value

2nd PFS Log (TTV) 51 1.30 1.02-1.66 0.031
2nd OS Log (TTV) 65 2.26 1.49-3.42 ,0.001
3rd PFS Log (TTV) 38 1.68 1.20-2.35 0.002
3rd OS Log (TTV) 51 2.35 1.10-5.05 0.028
2nd PFS NLs 51 4.53 1.26-16.3 0.021
2nd OS NLs 65 6.28 1.92-20.5 0.002
3rd PFS NLs 38 3.92 0.82-18.6 0.086
3rd OS NLs 51 2.96 0.59-14.9 0.2
1All models were adjusted for change in PSA at the start of the indicated cycle relative to baseline.
TTV = Total tumor volume, NL = New lesion.
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Association between PET-based TheraP eligibility and 177Lu-PSMA-617 (LuPSMA)
outcomes in VISION-eligible patients with metastatic castration-resistant prostate
cancer (mCRPC).

Ridvan Arda Demirci, Roman Gulati, Alireza Ghodsi, Peter Nelson, Heather H. Cheng, Jessica E. Hawley, Todd Yezefski, Michael C. Haffner, Robert Bruce Montgomery,
Michael Thomas Schweizer, Evan Y. Yu, Delphine L Chen, Amir Iravani; University of Washington, Seattle, WA; Fred Hutchinson Cancer Center, Seattle, WA; Division of
Hematology & Oncology, University of Washington & Fred Hutchinson Cancer Center, Seattle, WA; Fred Hutchinson Cancer Research Center and University of Washington,
Seattle, WA; Department of Radiology, University of Washington & Fred Hutchinson Cancer Center, Seattle, WA

Background: The optimal threshold based on pre-treatment PET for patient selection for
LuPSMA is yet to be defined. TheraP trial applied a high threshold for PSMA-expression on
PSMA PET and utilized FDG PET to exclude FDG-avid/non-PSMA-avid disease while the
VISION trial used only PSMA PET with a lower threshold of PSMA-expression. The stricter
criteria in TheraP trial doubled the screening failure rate compared to VISION trial, 28% vs.
12.6%. In this study among VISION-eligible patients, we aimed to compare the outcome of
those who were TheraP-Eligible (TheraP-E) to TheraP-Ineligible (TheraP-I). Further, the
prognostic value of FDG-PET phenotyping is investigated.Methods: This retrospective cohort
study evaluated consecutive VISION-eligible mCRPC patients who received at least one cycle of
LuPSMA andhad both PSMA- and FDG-PETwithin onemonth of each other between June 2022
and January 2023. Patients were blindly classified as TheraP-E vs. TheraP-I. We compared
whole-body semiquantitative parameters including total tumor volume (TTV), SUVmean and
SUVmax and outcomes including PSA decline of $50% relative to baseline (PSA50), PSA-
progression-free survival (PSA-PFS), and overall survival (OS) between the groups. Separately,
the patients were dichotomized to having dominant FDG-avid disease (uptake . liver in most
sites of disease) vs. non-FDG-avid disease and OS were compared by Cox-regression. Results:
46 patients (median age: 72, ECOG 0-2: 89%, visceral disease: 28%) were included with a
median follow-upof 10months (IQR: 8-14). 14/46 (30%)patients assessed asTheraP-I andhad
lower PSMA-PET SUVmean and SUVmax compared to TheraP-E patients (5.6 vs. 8.8 and 23 vs.
53, p , 0.001 for both) while other PET parameters including PSMA TTV and FDG parameters
(SUVmax, SUVmean and TTV) were not statistically different. TheraP-I patients had lower
PSA50 response (21% vs. 56%, p = 0.029) but PSA-PFS and OS were not significantly different
compared to TheraP-E patients (Table). 37/46 (80%) patients assessed as FDG-avid had an
increased risk of death compared to non-FDG-avid counterparts (Table). Conclusions: In a
VISION-eligible population receiving LuPSMA, TheraP imaging-based ineligibility was asso-
ciated with worse PSA response but with no significant difference in PSA-PFS or OS. Clinical
investigation of themore permissive VISION inclusion criteria and the importance of FDG-avid
disease using a larger sample size is warranted. Research Sponsor: None.

Results of Cox-regression models.

Characteristic N HR 95% CI p-value

TheraP-Ineligible (OS) 46 1.2 0.5, 3.0 0.7
TheraP-Ineligible (PSA-PFS) 40 2.0 0.9, 4.3 0.074
FDG-avid (OS) 46 9.8 1.3, 74.6 0.028
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Nucleosome profiling at AR binding sites (ARBS) to provide a prognostic tool for
metastatic castration-resistant prostate cancer (mCRPC).

Chao Dai, Lisha Zhu, Heidi Fettke, Shuang Gan, Pan Du, Shidong Jia, Arun Azad; Predicine, Inc., Hayward, CA; Predicine, Inc., Schaumburg, IL; Cancer Research Division,
Peter MacCallum Cancer Centre; and Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, VIC, Australia; Huidu Shanghai Medical Sciences,
Ltd., Shanghai, China; Peter MacCallum Cancer Centre; and Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, VIC, Australia

Background:Prostate cancer is the second leading cause of cancer death formen in theU.S., and
metastatic castration-resistant prostate cancer (mCRPC) is the most advanced form. In pre-
vious work, we have reported prognostic significance of PTEN-PI3K-AKT pathway and DNA
damage response aberrations detected in cell-free DNA (cfDNA) of mCRPC. Here we utilized
nucleosome profiling pattern at androgen receptor (AR) binding sites to further investigate AR
signaling pathway dysregulation of mCRPC. Methods: Using the next-generation sequencing
PredicineScore liquid biopsy assay (low-passwhole genome sequencing, LP-WGS), we profiled
cfDNA fragment coverage centered around AR binding sites (ARBS). For 118 mCRPC patient
samples, we quantified sample-level ARBS nucleosome profiling abnormality score (ARBS
score) by comparing its centric fragment coverage with normal plasma background using
standard Z-score. ARBS score was correlated with clinical outcomes including PSA response
rate (PSA RR), progression-free survival and overall survival (OS).Results: By comparing ARBS
nucleosome profiling and normal plasma background, we found that mCRPC plasma samples
had significant ARBS nucleosome depletion, reflective of transcription factor binding and
persistent AR signaling. Notably, ARBS nucleosome depletion was prostate cancer specific,
and did not occur in other examined cancer types. ARBS score was highly correlated with tumor
fraction (R=0.82), indicating that high tumor fraction mCRPC sample had higher AR binding.
Importantly, we found that high ARBS score (.2) in pre-treatment samples (n=86) was
associated with significantly shorter OS and lower PSA RR compared with low ARBS (#2) group
for patients receiving AR pathway inhibitor (ARPI) or taxane chemotherapy (13.4 vs.
19.4 months, p=7.3310-3, 45.7% vs. 77.5%, p=5.2310-3). By integrating genome-wide DNA
methylation profiling, we further found that ARBS was hypo-methylated in mCRPC patients,
and identified a strong negative correlation between DNA methylation beta value and ARBS
score (R=-0.83). Conclusions: ARBS nucleosome profiling abnormality inferred from LP-WGS
can serve as a key prognostic tool formCRPC patients. Patients with high ARBS score hadworse
clinical outcomes, highlighting the potential clinical utility of cfDNA fragmentomics analysis
for mCRPC patient stratification. Integration of mutation, copy number variation and frag-
mentomics profiling of ARBSmay further enhance our understanding ofmolecular aberrations
and treatment outcomes in mCRPC. Research Sponsor: None.
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Prostate-specific membrane antigen SPECT-CT in patients with intermediate
and high-risk prostate cancer in primary diagnosis: A comparative analysis with
18F-PSMA PET/CT.

Joel E. Vargas Ahumada, Anna Scavuzzo, Sofia Denisse González Rueda, Pamela Casanova, Miguel Angel Jimenez-Rios, Irma Soldevilla-Gallardo,
Francisco Osvaldo Garcia-Perez; Instituto Nacional de Cancerologia, Mexico City, Mexico; Instituto Nacional de Cancerologia (INCan), Mexico City, Mexico

Background: Prostate cancer (PC) is a leading cause of cancer death inmenworldwide. Imaging
plays a key role in disease detection and initial staging. Emergingdatahas shown the superiority
of 68Gallium and 18Fluorine labeled-PSMA imaging with PET/CT over conventional imaging for
primary diagnosis. Despite the success, there are challenges in meeting the high demand and
expensive costs especially in low-income countries. These challenges stimulated interest in
99mTechnetium-labeled-PSMAagents. Single photon emission computer tomography (SPECT/
CT) is more worldwide available, and the imaging agent is low cost, which is more promising.
The aim of this study is to compare the diagnostic accuracy of 99mTc-PSMA-SPECT/CT to 18F-
PSMA-PET/CT in the primary diagnosis of PC and impact on clinical staging. Methods: Pro-
spective controlled study, total of 16 patients with histologically confirmed PC (intermediate
unfavorable and high risk) were recruited to undergo 18F-PSMA-PET/CT and 99mTc-HYNIC-
PSMA-SPECT/CT. Mean age of patients was 71 (54-75) years and themedian PSA level was 31.5
(4.3-920) ng/ml. Lesions were divided into prostate, seminal vesicles, lymph nodes (LN)
(locoregional [LR] and non-locoregional [NLR]), bone, and visceral metastases. The size of
LNwith PSMAavidity on 99mTc-PSMA-SPECT/CTwere determined. Lesions detectedwere read
independently of PET/CT findings with two experienced nuclear medicine physicians. Volu-
metric analysis was also performed between the two imaging modalities (Tumoral Total
Volume [TTV]) and correlated with PSA levels. Results: A total of 233 lesions were detected
on 18F-PSMA-PET/CT; prostate (n=16), seminal vesicles (n=11), LN LR (n=54), NLR (n=66),
bone (n=82) and visceral (n=4); of these 99mTc-PSMA-SPECT/CT both reviewers detected
100%of the lesions in prostate (16/16), seminal vesicles (11/11) and visceral (4/4); LN LR (51/54;
94%), NLR (51/66; 77%) and bone (70/82; 85%). Between reviewers there was discordance in
just 3 LN (,4 mm) and 1 bone metastases. The lowest diameter of positive LN detected by
SPECT/CT was 4 mm (range 4-18). Pearson-correlation coefficient between PSA and TTV
SPECT was r=0.68 (p=0.003) and for TTV PET r=0.71 (p=0.002). There were not statistically
significant differences between TTV SPECT and TTV PET (T-student p=0.48). Five cases with
high volume disease were detected by both methods. All patients were classified according to
miTNM showing no difference. Conclusions: 99mTc-PSMA-SPECT/CT may be a useful in
primary diagnosis of PC. Despite it showed a slightly lower lesion detection rate compared
to 18F-PSMA-PET/CT, it exhibited no impact on clinical staging and consequently the initial
treatment intension. Our results show that 99mTc-PSMA-SPECT/CT could be used as a cost-
efficient alternative with wider availability and no significant difference. Research Sponsor:
None.
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Low- and high-volume disease in mHSPC, from CHAARTED to PSMA-PET: An
international multicenter retrospective study.

Lena Unterrainer, Thomas A. Hope, Wolfgang P. Fendler, Honest Ndlovu, Francesco Barbato, Mike Sathekge, Ken Herrmann, Johannes Czernin, Jeremie Calais; Ahmanson
Translational Theranostics Division, Department of Molecular and Medical Pharmacology, David Geffen School of Medicine, University of California, Los Angeles, Los
Angeles, CA; University of California, San Francisco, San Francisco, CA; Department of Nuclear Medicine, German Cancer Consortium (DKTK), University Hospital Essen,
Essen, Germany; University of Pretoria, City of Tshwane, South Africa; University of Duisburg-Essen and German Cancer Consortium (DKTK), University Hospital Essen,
Essen, Germany; Department of Nuclear Medicine, Pretoria, South Africa; Department of Nuclear Medicine, West German Cancer Center, University Hospital Essen,
University of Duisburg-Essen, Essen, Germany; Department of Nuclear Medicine, University of California, Los Angeles, Los Angeles, CA; Ahmanson Translational
Theranostics Division, University of California, Los Angeles, Los Angeles, CA

Background:High-volume disease (HVD) and low-volume disease (LVD) definitions are based
on conventional imaging (CI = CT+ bone scan (BS)) according to CHAARTED. Volume of disease
is associated with overall survival and used for treatment decisions in mHSPC patients. It
remains unknown how these definitions transfer to PSMA-PET. Methods: mHSPC patients
from 4 international sites who underwent PSMA-PET+BS within a maximum time interval of
100 days and without any new treatment in between were retrospectively included. CHAARTED
stratification intoHVD/LVDwas applied to BS, CT,MRI andPSMA-PET. HVDwas defined by the
presence of visceral metastases and/or $ 4 bone metastases (with $ 1 beyond spine / pelvis).
EXINIbone 3.4 (EXINI Diagnostics) was used for the automated bone scan index (aBSI) and the
number/localization of lesions on BS. Thewhole-body (WB) PSMA-PET positive tumor volume
(PSMA-TV) was obtained using a semi-automatic thresholding method on Affinity 3.0.2
(Hermes Medical Solutions). Results: Fifty-sevenpairs of PSMA-PET/CT+BS were included
(median PSA 226.0 (0.2–2840.0 ng/ml). Based on CI, 16/57 patients had CI-HVD (28.1%) and
41/57 CI-LVD (71.9%). Based on PSMA-PET, 25/57 patients had PSMA-HVD (43.9%) and 19/57
PSMA-LVD (33.3%), 13/57 (22.8%) patients had on PSMA-PET noPSMA-positive or only local /
N1-disease. Upshift and downshift from CI to PSMA-PET occurred in 22/57 (38.6%): 9/57
(22.0%) patients were upstaged and 13/57 (22.8%) were downstaged by PSMA-PET. The
downshifted patients had no PSMA-PET-positive lesion or only in the prostate fossa while
CI was M1 disease. The mean WB-PSMA-TV and aBSI were for CI-HVD was 778.2 ml
(0.3–3734.0) and 3.8% (0–11.7), for CI-LVD 51.6 ml (0–228.0) and 0.1% (0–0.6), for PSMA-
HVD573.7ml (7.9–3734.0) and 2.6% (0–11.7) and for PSMA-LVD, 49.4ml (1.6–228.0) and0.1%
(0–0.6), respectively. Conclusions: Stage migration between LVD and HVD from CI to PSMA-
PEToccurs both byup- anddownstaging.HVD/LVDbased onPSMAPET/CT should be redefined
based on patients’ outcome. Research Sponsor: None.
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Response evaluation criteria in PSMA PET/CT (RECIP 1.0) in metastatic castration-
resistant prostate cancer.

Andrei Gafita, Loic Djaileb, Isabel Rauscher, Wolfgang P. Fendler, Boris A. Hadaschik, Steven P. Rowe, Ken Herrmann, Jeremie Calais, Matthew Rettig, Matthias Eiber,
Manuel Weber, Matthias R. Benz, Andrea Farolfi; Johns Hopkins University, Baltimore, MD; Ahmanson Translational Theranostics Division, University of California, Los
Angeles, Los Angeles, CA; Department of Nuclear Medicine, Technical University Munich, Munich, Germany; Department of Nuclear Medicine, West German Cancer Center,
University Hospital Essen, University of Duisburg-Essen, Essen, Germany; Department of Urology, University of Duisburg-Essen and German Cancer Consortium (DKTK)-
University Hospital Essen, Essen, Germany; Department of Radiology, Johns Hopkins University School of Medicine, Baltimore, MD; Department of Nuclear Medicine,
University of California, Los Angeles, Los Angeles, CA; Department of Medical Oncology, University of California, Los Angeles, Los Angeles, CA; Department of Nuclear
Medicine, University Hospital Essen, University of Duisburg-Essen and German Cancer Consortium (DKTK), Essen, Germany; University of California, Los Angeles, Los
Angeles, CA; Division of Nuclear Medicine, IRCCS Azienda Ospedaliero-Universitaria di Bologna, Bologna, Italy

Background: Response Evaluation Criteria in Prostate-Specific Membrane Antigen (PSMA)
PET/CT (RECIP 1.0) initially integrated software-based quantitative assessment of PSMA-
positive total tumor volume (PSMA-VOL). Clinical implementation of such software is not
expected soon, limiting the use of RECIP in practice. This study aimed to assess the agreement
of RECIP determined using tumor segmentation software (quantitative RECIP) with RECIP
determined by qualitative reads by nuclear medicine physicians (visual RECIP) for response
evaluation in metastatic castration-resistant prostate cancer. Methods: This multicenter
retrospective study at three academic centers included patients who received lutetium-177
(177Lu) PSMA treatment between December 2014 and July 2019. PSMA PET/CT images at
baseline and 12 weeks were assessed qualitatively by five nuclear medicine physicians for
changes in PSMA-VOL and for new lesions. Quantitative changes in PSMA-VOL were also
measured using tumor segmentation software. The status of new lesions was combined with
qualitative changes in PSMA-VOL to determine visual RECIP and with quantitative changes in
PSMA-VOL to determine quantitative RECIP. The primary outcomes were the agreement
between visual and quantitative RECIP and the interreader reliability of visual RECIP according
to the Fleiss k. The secondary outcomewas the association of visual RECIP with overall survival
according to Cox regression. Results: A total of 124 patients (median age, 73 years [IQR, 67–76
years]) were included. Forty (32%) and 84 (68%) patients had quantitative RECIP progressive
disease (PD) and non-PD, respectively. Agreement between visual versus quantitative RECIP
was excellent (k=0.89; 118 of 124 patients [95%]). Agreement among readers in classifying
visual RECIP PD versus non-PD was excellent (k=0.81; 103 of 124 patients [83%]). RECIP-PD
was associatedwith significantly shorter overall survival comparedwith RECIP-nonPD (hazard
ratio, 2.6 [95%CI: 1.7, 3.8]; P ,.001). Conclusions: Qualitatively assessed RECIP demonstrated
excellent agreement with quantitative RECIP and excellent interreader reliability, and can be
readily implemented in clinical practice for response evaluation in patients with metastatic
castration-resistant prostate cancer undergoing 177Lu-PSMA therapy and possible other sys-
temic therapies. Research Sponsor: None.
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A convolutional neural network model using intraprostatic patterns of [F18]DCFPyL
uptake in PSMA PET images to predict synchronous metastases.

Jesus Eduardo Juarez, Cecil Mayra Benitez, Kamil Rzechowski, Karl Sjöstrand, Aseem Anand, Ida Sonni, Gholam Reza Berenji, Sai Duriseti, Matthew Rettig,
Nicholas George Nickols; Department of Radiation Oncology, University of California, Los Angeles, Los Angeles, CA; Exini Diagnostics AB, Lund, Sweden; Department of
Radiology, University of California, Los Angeles, Los Angeles, CA; VA Greater Los Angeles Healthcare System, Los Angeles, CA

Background: [F18]DCFPyL (PyL) is a PSMA targeted imaging agent that provides whole-body
staging of prostate cancer. Image analysis of the primary tumor using deep learning algorithms
might offer additional insight into disease biology, including co-existing metastatic disease.
We developed convolutional neural network (CNN) models using inputs from the entire
prostate on PyL images along with auto-segmented hot spots within the of primary prostate
cancer tumor to predict synchronousmetastases and compared themodels against established
models built from clinico-pathologic data. Methods: 91 Veterans with de novo prostate cancer
were imaged with PyL PSMA PET/CT for initial staging (46%withmetastatic disease). The PyL
images of the prostate were analyzed using aPROMISE, which autosegments, localizes, and
quantifies disease on PSMA PET. The segmentations of the prostate were used to map the PyL
PET image of the prostate. Both the entire prostate, aswell as aPROMISE defined hot spotswere
used as inputs for the CNN, where, according to attention map analysis, the hotspot in-
formation helps the network understand the location and extent of tumors. The CNN model
architecturewas based onSqueezeNet v2. The datasetwas split into training, validation and test
sets using stratified random sampling. The area under ROC curve (AUC) was computed to
determine the performance of the model in predicting the presence of metastases and the test
predictionswere comparedwith ground truth (M1). Trainingwas repeated 50 times and thebest
performing experiment was identified. Prediction scores from UCSF-CAPRA and UCLA PSMA
risk calculator were used as comparators. Results: The best CNN model had an AUC of 0.89 for
prediction ofmetastatic disease (median 0.72, ICR 0.64 and 0.8). For comparison, the AUC from
the UCSF-CAPRA score and UCLA-PSMA risk calculator (any upstaging on PET), which rely on
clinicopathologic information, had AUCs of 0.729 and 0.754 in this dataset, respectively.
Conclusions: The CNN based model using PyL imaging demonstrates that synchronous me-
tastases can be predicted from intraprostatic PyL uptake patterns alone with a predictive
accuracy in this dataset that is at least comparable to published prediction models based on
clinicopathologic features. This study raises the hypothesis that PyL CNN-based models could
be developed to prognosticate metastatic progression. Research Sponsor: None.
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Prognostic value of artificial intelligence (AI) –driven tumor estimation of PSMA
PET total tumor burden (TTB) in newly diagnosed high-volumemetastatic hormone-
sensitive prostate cancer (mHSPC).

Francisco Osvaldo Garcia-Perez, Liliana Patricia Torres Agredo, Irma Soldevilla-Gallardo, Filiberto Lemus Ramirez, Miguel A. Alvarez Avitia, Nora Sobrevilla-Moreno;
Instituto Nacional de Cancerologia, Mexico City, Mexico; Instituto Nacional de Cancerologia, Bogota, Colombia

Background: Prostate cancer represents a significant economic burden for health systems; the
identification of risk factors that allows the identification of subgroups of patients that require
closer follow-up ormore intense therapeutic regimenshas a direct impact on the prognosis and
expenses for the patient, there is currently great interest in patientswith high-volumemHSPC,
this group is defined according to the number of lesions and their location, this could
represent a challenge in decision making due to the variety of presentations regarding tumor
burden, currently with the development of AI algorithms it is possible to estimate the PSMA
TTB by identifying patients who are candidates for specific therapies without exposing them to
comorbidities associated to aggressive regimens. Methods: Baseline PSMA PET scans of
patients with histopathological corroborated diagnosis of prostate cancer and considered as
high volume according to 68Ga PSMA PET/CT imaging in the period from October 2017 to June
2020 were retrospectively analyzed using an automated algorithm to estimate PSMA TTB, the
median follow-up was of 44 +/- 9.7 months. These patients were divided into two groups
according to the optimal cutoff values of PSMA TTB and estimate progression-free survival
after initial therapywithKaplan-Meier curves and correlation index between tumor burden and
prostatic specific antigen. Results: 53 patients with a mean age of 71 years (+/- 5.1) were
included, 17 with Gleason 7 (4+3/3+4), 18; G8 (4+4), 15; G9 (5+4/4+5) and 3; G10 (5+5), ISUP
group 3 (n=17), group 4 (n=18) group 5 (n=18), the mean PSA value at diagnosis was 62.1 ng/dL
(range 25.2- 201.5). PSMA TTB mean was 100.1cm3 (range 21cm3- 518.8 cm3). Log-rank test
revealed that PSMA TTB lower than 45 cm3 (n=21) presented higher time of progression-free
survival in comparisonwith patientswith PSMATTBhigher than 45 cm3 (n=32) (31.1mo vs 47.8
mo, p ,0.003). TTB and PSA demonstrated a significant correlation (Pearson r= 0.526, p,
0.0001). Therewas no difference between groups of low and high PSMATTB and ISUP groups or
Gleason score. Sites of visceral disease were lung (n=11), (pleura=9) liver (n=9), adrenal, (n=5)
brain, (n=2), and sites of extra spinal and pelvic disease were ribs (n=24) femur (n=16), skull
(n=8), scapula (n=7), humerus (n=7). All patients had one or more lesions at previously
described sites. Conclusions: PSMATTBhas great value in predicting progression-free survival
of patients with newly diagnosed high-volume metastatic hormone-sensitive prostate cancer
and has a strong correlation with PSA, strengthening the role of next-generation molecular
imagingwith PSMAPET as an invaluable tool in initial diagnosis and potentially in follow-up by
providing information on the biological behavior of the disease in a systemic way. Research
Sponsor: None.
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Updated automated PROMISE assessment: Treatment response evaluation based
on PSMA PET/CT.

Cecil Mayra Benitez, Hannicka Sahlstedt, Johan Brynolfsson, Gholam Reza Berenji, Jesus Eduardo Juarez, Nathanael Kane, Sonny Tsai, Matthew Rettig,
Nicholas George Nickols, Sai Duriseti; University of California, Los Angeles, Los Angeles, CA; Lantheus, Lund, Sweden; VA Greater Los Angeles Healthcare System, Los
Angeles, CA; Jonsson Comprehensive Cancer Center, UCLA, and VA Greater Los Angeles Healthcare System, Los Angeles, CA; Department of Radiation Oncology,
University of California, Los Angeles, Los Angeles, CA

Background: PSMAPETs can track treatment response in patients with prostate cancer. Recent
integration of the RECIP framework with PROMISE v2 allows quantitative assessment of PSMA
PETs. While useful for assessing differentially responding lesions, manual measurement and
tracking is cumbersome and PSA reliance can be misleading. We evaluated an automated AI-
enabled platform, aPROMISE, for longitudinal lesion tracking to evaluate treatment response
based solely upon tumor volume. Methods: Patients with castration sensitive or resistant
disease undergoing 18F-DCFPyL PET/CTs during workup and at $3 months after treatment
were included. Tracer-avid lesions were identified using the aPROMISE algorithm. Detected
lesions were manually approved by an experienced nuclear medicine physician. After lesion
identification and approval, the total tumor volume was calculated. The corresponding low-
dose CT was auto-segmented, allowing anatomic compartment (prostate/bed, node, bone, or
visceral) annotationof 18F-DCFPyL-avid lesions. Baseline and follow-upPETswere deformably
co-registered to automatically match individual lesions if they were in the same anatomic
compartment, andhad overlap,10mmcenter-to-center (,50mmfor rib lesions). Unmatched
lesions on follow-upPETwere noted as new. Responsewas assessed as CR (no avidity in follow-
up), PR (volume decrease $30% without new lesions), SD (volume decrease $30% with new
lesions), or PD (volume increase $20% plus new lesions). Volume changes at the total tumor
and individual lesion levels were also assessed independent of RECIP imaging criteria. Results:
The automated algorithm assigned the correct RECIP classification in 97% of the 67 cases with
14 asCR, 14 asPR, 20 asSD, and 19 asPD. 1027of the 1686 lesions identified onbaseline PETwere
seen on follow-up. 673 of the 1700 lesions identified on follow-up PETwere new. Conclusions:
For response assessment using 18F-DCFPyL PET/CT and RECIP imaging criteria, the automated
algorithm and manual detection achieved the same clinical classifications. Automated ap-
proaches may allow more granular lesion analysis The precision and accuracy this automated
process is being validated in prospective clinical studies. Research Sponsor: Lantheus.
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Utility of PSMA PET/CT for imaging ductal carcinoma of the prostate.

Ahmed M. Mahmoud, Patrick Navin, Miguel Muniz, Fernando Quevedo, Jacob Orme, Jack R. Andrews, Adam McLain Kase, Osama M Mosalem, Alan Haruo Bryce,
Irbaz Bin Riaz, Brian J. Burkett, Ayse T. Kendi, Geoffrey Johnson, Praful Ravi, Eugene D. Kwon, Oliver Sartor, Daniel S Childs; Mayo Clinic Rochester, Rochester, MN;
Department of Medical Oncology, Mayo Clinic, Rochester, MN; Mayo Clinic Arizona, Phoenix, AZ; Mayo Clinic Florida, Jacksonville, FL; Mayo Clinic Arizona, Scottsdale, AZ;
Division of Hematology and Oncology, Mayo Clinic, Scottsdale, AZ; Dana-Farber Cancer Institute, Boston, MA

Background: Ductal carcinoma (DC) is the second most commonly encountered histologic
variant of prostate cancer. Previous studies have described its molecular features and aggres-
sive behavior, but fewhave explored the performance of PSMAPET/CT in the initial staging and
follow-up ofDC.Methods:To address this gap,weperformed a single-institution retrospective
analysis using the Mayo Clinic PSMA PET database. All patients receiving a PSMA PET/CT scan
in the interval of January 1, 2021, to December 31, 2022, were eligible for inclusion. Cases were
filtered and categorized by histology at the time of diagnosis to select for pure DAC and mixed
ductal variants. Trained research personnel annotated disease- and treatment-related vari-
ables. A board-certified radiologist performed tumor burden segmentationwith calculations of
SUV max, total lesion SUV mean and volume, and total lesion uptake, and ascribed a miPSMA
expression score. Results: We queried 1792 patients from our PSMA PET/CT registry and
identified 32 (1.8%) patients with a pathologically confirmed DC, including 8 (25%) patients
with pure ductal and 25 (75%) patients with mixed histology. The indication for PSMA PET/CT
was biochemical progression or restaging for 29 (91%) patients and initial staging for 3 (9%)
patients. The median (IQR) time from prostate cancer diagnosis to PSMA PET scan was 41.6
(11.5-64.7)months, during this time 50% (n= 16) of patients developed CRPC. At the time of the
PSMA PET/CT scan, the median age was 70 years, the median (IQR) PSA was 0.5 ng/mL (0.2-
2.6). The distribution of metastatic spread and quantitative imaging parameters from PSMA
PET are shown in theTable.Conclusions:Despite lowPSA at the time of imaging, PSMAPET/CT
frequently detected high volume osseous and/or visceral metastases in patients with DC.
However, it is noteworthy that more than 50% of patients with DC had a low miPSMA score
(0-1). Additional studies are needed to better understand the performance of novel imaging
modalities when evaluating variant prostate cancers. Research Sponsor: None.

Features
Pure Ductal

(n=8)
Mixed Ductal

(n=24)

PSA at PSMA PET/CT scan (Median/IQR) ng/mL 1.1
(0.06-4.23)

0.4
(0.20-2.38)

Distribution of disease
- Pelvic recurrence
- Distant lymph nodes
- Osseous
1-5 lesions
>5 lesions
- Visceral
Lung
Liver
Multiple

2 (25%)
4 (50%)
6 (75%)
4 (50%)
2 (25%)
3 (37.5%)
1 (12.5%)
0 (0%)
2 (25%)

11 (45.8%)
4 (16.7%)
8 (33.3%)
5 (20.8%)
3 (12.5%)
4 (16.7%)
4 (16.7%)
0 (0%)
0 (0%)

miPSMA score
0
1
2
3

1 (12.5%)
3 (37.5%)
2 (25%)
2 (25%)

0 (0%)
13 (54.2%)
9 (37.5%)
2 (8.3%)

Total tumor volume (Median/IQR) 8.3 (1.1-193.4) 1.9 (1.1-4.3)
SUV mean (Median/IQR) 3.9 (1.5-6.5) 3.3 (1.9-4.5)
SUV max (Median/IQR) 6.6 (2.5-14.9) 6.2 (2.5-8.9)

PSA: Prostate Specific Antigen, PSMA: Prostate SpecificMembrane Antigen, CT: Computed Tomography,
IQR: Interquartile Range, SUV: Standardized Uptake Value.
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Survival and fracture risk with radium-223 therapy in metastatic castrate-resistant
prostate cancer (mCRPC): A real-world analysis.

Hanbo Zhang, Jeffrey Graham, Piotr Czaykowski, Joel Roger Gingerich, Bohdan Bybel, David E Dawe; Medical Oncology and Hematology, University of Manitoba,
CancerCare Manitoba, Winnipeg, MB, Canada; Nuclear Medicine, University of Manitoba, Winnipeg Health Sciences Centre, Winnipeg, MB, Canada

Background: Radium-223 is a life-prolonging radionuclide therapy for men with bone-
predominant metastatic castrate-resistant prostate cancer (mCRPC). It accumulates at sites
of high bone turnover with emerging evidence suggesting use of radium-223 increases risk of
pathologic fractures. Bone-protective agents (BPAs) reduce skeletal-related events including
pathologic fractures inmenwithmCRPC.We evaluated real-world outcomes of patients treated
with radium-223, including the effect of BPA use on pathologic fracture risk. Methods: This
was a single institution retrospective cohort study that included patients with mCRPC treated
with radium-223 in Manitoba, Canada from 2014 to 2021. Outcomes of interest included
incidence of pathologic fracture, pain response, alkaline phosphatase (ALP) response, and
overall survival. Kaplan-Meier method was used for time to event outcomes and multivariable
Cox regressionmodelswere used to adjust for covariates.Results:We identified 92patientswho
received radium-223 for mCRPC (Table). Thirty patients (33%) completed 6 cycles of radium-
223. Documentedpain relief occurred in 39%ofpatients. For thosewith elevatedALPat baseline
(n = 46), 57% had at least 30% reduction in total ALP. PSA reduction occurred in 29%with 11%
having at least 30% reduction in PSA. Median overall survival (OS) was 9.4 months (95% CI 5.8
to 15.9). Of those who did not receive concurrent BPA, 26% developed a pathologic fracture,
compared to 3%who received concurrent BPAduring amedian follow up of 8.1months. BPAuse
was associated with significant delay in time to pathologic fracture (median not reached vs.
15.9 months; HR = 0.20, 95% CI: 0.05 – 0.76, p , 0.05) after adjusting for number of bone
metastases and corticosteroid use. Conclusions: In this real-world study, concurrent BPA use
was associated with significant reduction in risk of pathologic fractures in mCRPC patients
receiving radium-223. BPA administration should be considered for patients receiving radium-
223. Research Sponsor: None.

Baseline characteristics (n = 92).

Age, Median (range) 72 (50 -89)

ECOG 0 – 1, no. (%) 57 (62%)
ECOG 2, no. (%) 35 (38%)
BPA use during radium 223 – no. (%)
None 39 (42%)
Zoledronic acid 51 (55%)
Denosumab 2 (2%)
Two or more lines of prior systemic therapy – no. (%) 58 (63%)
Six or more bone metastases on baseline bone scan – no. (%) 87 (95%)
Corticosteroid use > 1 months prior to radium 223 – no. (%) 72 (78%)
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Real-world comparison of prostate-specific antigen (PSA) response in patients with
metastatic castration-sensitive prostate cancer (mCSPC) treated with apalutamide
(APA) or enzalutamide (ENZ).

Benjamin H. Lowentritt, Shawn Du, Dominic Pilon, Ibrahim Khilfeh, Erik Muser, Carmine Rossi, Frederic Kinkead, Lilian Diaz, Jill Korsiak, Lorie Ellis, Patrick Lefebvre,
Gordon Andrew Brown; Chesapeake Urology, Towson, MD; Janssen Scientific Affairs, LLC, Horsham, PA; Analysis Group, Inc., Montréal, QC, Canada; Delaware Valley
Urology, LLC, Hammonton, NJ

Background: APA and ENZ, two androgen receptor synthesis inhibitors (ARSIs), used in
combination with androgen deprivation therapy (ADT) are among the recommended treat-
ments for patientswithmCSPC. Deep PSA response, evaluated as$90%PSA decline (PSA90), is
an important outcome after ARSI initiation, with early, deep response associated with longer
survival. The primary objective of this study was to compare PSA90 response in ARSI-naı̈ve
patients with mCSPC by 6 months after initiating APA or ENZ in real-world clinical practice.
Methods: Linked electronic medical record (EMR) data of US community urology practices in
the fromPPS Analytics and administrative health data fromKomodoHealth Solutions Research
Database were evaluated. Patients with mCSPC were selected into two cohorts, based on the
index date, defined as the first paid pharmacy claim or in-office dispensation for APA or ENZ on
or after 16 Dec 2019. Patients were required to have $12 months of pre-index EMR clinical
activity. Pre-index characteristics (i.e., age, race, geographic region, payer type, index year,
time frommetastasis, time from first prostate cancer [PC] diagnosis, de novoPC, ADTuse, first-
generation antiandrogen use, chemotherapy use, metastasis locations, most recent PSA level,
testosterone level, and Gleason score) were balanced between cohorts with inverse-probability
treatment weighting (IPTW). Patients were followed from index date until the earliest of index
ARSI discontinuation or switch, radiopharmaceutical initiation, end of open administrative
claimor EMRclinical activity, or end of data availability (30 Sep 2022). PSA90was defined as the
earliest$90% decline in PSA relative tomost recent pre-index PSA. The proportion of patients
achieving PSA90 was compared using a weighted Kaplan-Meier analysis and the time-to-
PSA90 response was compared using a weighted Cox proportional hazards model. Results: In
total 860 APA and 869 ENZ patients were identified. Patient pre-index characteristics were
balanced with IPTW (Table). By 6months post-index, 80.3% of APA and 75.0% of ENZ patients
had$1 PSA test result. By6months, significantlymoreAPApatients attained aPSA90 response,
as compared to ENZ patients (p=0.005; Table). The median time to PSA90 response was
3.5months for APA and 4.9months for ENZ. Conclusions: This US real-world study of patients
with mCSPC demonstrated that treatment with APA produces a deep, early PSA response by
6 months in a greater percentage of patients than treatment with ENZ. Research Sponsor:
Janssen Scientific Affairs, LLC.

Weighted cohorts.

Baseline
APA

N=860
ENZ

N=869 Standardized Difference (%)

Mean age, years 74.0 74.0 0.2
White (%) 70.4 69.3 2.2
Black (%) 18.6 18.9 0.8
Prior ADT (%) 86.9 86.5 1.1
Mean PSA level, ng/mL 22.8 23.4 1.1
Follow-up PSA90 response (%) Hazard ratio (95% CI), P-value
By 6 months 63.9 55.1 1.23 (1.06, 1.42) 0.005
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Real-world treatment patterns in patients with BRCA 1/2-positive (BRCA+) meta-
static castration-resistant prostate cancer (mCRPC) initiating first-line (1L)
therapy.

Mehmet Asim Bilen, Ibrahim Khilfeh, Kevin H Li, Carmine Rossi, Erik Muser, Lilian Diaz, Laura Morrison, Annalise Hilts, Patrick Lefebvre, Dominic Pilon, Daniel J. George;
Winship Cancer Institute of Emory University, Atlanta, GA; Janssen Scientific Affairs, LLC, Horsham, PA; Analysis Group, Inc., Montréal, QC, Canada; Duke Cancer Institute,
Durham, NC

Background: Patients with BRCA+ mCRPC have an aggressive disease course. Recently, they
have been shown to be responsive to treatment with poly ADP-ribose polymerase inhibitors,
such as niraparib, olaparib, and rucaparib, used in combination with abiraterone acetate and
prednisone or prednisolone, or as monotherapy. This study aimed to describe real-world
treatment patterns and outcomes among patients with BRCA+ mCRPC. Methods: De-
identified electronic health records from the Flatiron Health – Foundation Medicine Inc.
(FMI) Metastatic PC Clinico-Genomic Database (01/01/2011 – 06/30/2022) were used to select
BRCA+ mCRPC patients initiating 1L therapy on or after 01/01/2019 or monotherapy with
androgendeprivation therapy (ADT). Patientswere classified as recipients of ADTmonotherapy
if they used ADT at mCRPC diagnosis and did not initiate any subsequent advanced PC therapy.
Distribution, line of therapy (LOT) sequences, and reasons for censoring were described in 1L,
and among patientswho advanced to second-line (2L) therapy. FlatironHealth and FMI did not
participate in data analyses. Results: A total of 98 treated patients with BRCA+ mCRPC were
included (mean age 72 years, 58% White, 15% Black, 55% Medicare-insured), 19 of whom
received ADT monotherapy (mean age 70 years, 53% White, 26% Black, 47% Medicare-
insured). The top five treatment regimens for mCRPC were ADT monotherapy (19%), enza-
lutamide (ENZ; 14%), olaparib (OLA; 13%), abiraterone acetate (AA; 11%), and docetaxel (DOC;
10%), with 14%of patients receiving$1medication. Themain reasons for censoring in patients
with ADT monotherapy were death (52.6%), loss to follow-up (26.3%), and end of data
availability (21.1%). Among the 79 patients treated with other than ADT monotherapy in 1L,
43.0% (n=34) did not advance to 2L, ofwhich 35.3%were lost to follow-up, 29.4%died (median
time-to-death: 2.25 months), 29.4% were censored at the end of data availability, and 5.9%
initiated a clinical trial drug. Themost prescribed 2L therapieswere DOC (22.2%), OLA (20.0%),
AA (13.3%), and ENZ (11.1%). In those who advanced to 2L (n=45), the most common 1L → 2L
treatment sequences were OLA→DOC (11.1%), ENZ→DOC (6.7%), AA→ ENZ (6.7%), and AA→

OLA (6.7%). In patients receiving 2L, 51.1% (n=23) did not advance to third-line therapy, of
which 34.8% died, 34.8% were lost to follow-up, 26.1% were censored at the end of data
availability, and 4.3% initiated a clinical trial drug. Conclusions: Among treated patients with
BRCA+ mCRPC, ADT monotherapy, ENZ, OLA, AA, and DOC were most commonly used. The
majority of ADT monotherapy patients died, while a substantial proportion of patients initi-
ating 1L therapy died or initiated a clinical trial drug and did not advance to 2L, suggesting
unmet need formore effective 1L treatment for patientswith BRCA+mCRPC. Research Sponsor:
Janssen Scientific Affairs, LLC.
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Prostate-specific antigen (PSA) response among patients with metastatic
castration-sensitive prostate cancer (mCSPC) initiated on apalutamide (APA) or
abiraterone acetate (ABI) in real-world urology practices.

Gordon Andrew Brown, Ibrahim Khilfeh, Shawn Du, Carmine Rossi, Lilian Diaz, Frederic Kinkead, Erik Muser, Jill Korsiak, Patrick Lefebvre, Dominic Pilon, Lorie Ellis,
Benjamin H. Lowentritt; Delaware Valley Urology, LLC, Hammonton, NJ; Janssen Scientific Affairs, LLC, Horsham, PA; Analysis Group, Inc., Montréal, QC, Canada;
Chesapeake Urology, Towson, MD

Background: Recently approved oral therapies APA and ABI (plus prednisone) are effective
mCSPC treatments. Prior real-world evidence showed that, relative to ABI, patients who
initiated APA had significantly higher rates of PSA decline $90% (PSA90), which has been
associated with longer overall survival. The objective of this study was to compare PSA90
response among an enhanced cohort of patients withmCSPC initiated on APA or ABI.Methods:
Electronic medical records from PPS Analytics including data from US community urology
practices were linked with administrative claims from the Komodo Health Solutions Research
Database. Androgen receptor signaling inhibitor (ARSI)-näıve patients with mCSPC
with $12 months of pre-index clinical activity were selected into the APA or ABI cohort based
on their first paid claim/dispensation on or after 17 Sep 2019 (index date). Patients were
followed to earliest of index ARSI discontinuation or switch, radiopharmaceutical use, end
of insurance or clinical activity, or end of data availability (30 Sep 2022). Inverse probability
treatment weighting (IPTW) was used to reduce potential pre-index confounding, controlling
for age, race, region, insurance payer, index year, time frommetastasis to index date, time from
first prostate cancer (PC) diagnosis to index date, metastasis locations, de novo PC, use of
androgen deprivation therapy, first-generation antiandrogens or chemotherapy, most recent
PSA and testosterone levels, and most recent Gleason score. PSA90 was defined as the earliest
attainment of $90% decline in PSA relative to pre-index (most recent value within 13 weeks).
The proportion of patients achieving PSA90 was compared using a weighted Kaplan-Meier
analysis and the time-to-PSA90 response was compared using a weighted Cox proportional
hazards model. Results: A total of 917 APA and 632 ABI patients were identified. Patient
characteristics were balanced with IPTW (Table). By 6 months post-index, 80.9% of APA
and 72.8% of ABI patients had a PSA measurement. By 6 months, significantly more APA
patients attained a PSA90 response, as compared to ABI patients (P , 0.001; Table). Median
time-to-PSA90was 3.5months for APA patients and 8.8months for ABI patients. Conclusions:
This real-world study supports previous findings that a greater percentage of patients with
mCSPC in the US initiating APA achieved deep PSA response compared to those initiating ABI.
Research Sponsor: Janssen Scientific Affairs, LLC.

Weighted cohorts.

Baseline
APA

N = 917
ABI*

N = 632 Standardized Difference (%)

Mean age, years 73.5 73.2 3.9
White, % 73.7 73.3 1.1
Black, % 16.4 16.0 1.2
Pre-index ADT use, % 87.0 86.3 2.2
Mean PSA level, ng/mL 23.1 24.4 2.2
Follow-up PSA90 Response (%) Hazard ratio (95%CI), P-value
6 months 65.4 44.2 1.65 (1.38, 1.96), P , 0.001

*Concurrent prednisone use was not required for inclusion to ABI cohort.
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Financial toxicity from PARP inhibitors in castrate-resistant prostate cancer.

David Joseph Benjamin, Nataniel Hernan Lester-Coll, Arash Rezazadeh; Hoag Family Cancer Institute, Newport Beach, CA; Department of Surgical Pathology, University of
Vermont Medical Center, Burlington, VT; University of California, Irvine Medical Center, Orange, CA

Background: Approximately 5-10% ofmen with prostate cancer (PC) are eligible for treatment
withPARP inhibitors. As an estimated 120,000men living in theUShavemetastatic PC, between
6,000-12,000 men may be eligible for treatment with PARP inhibitors. Recently, several PARP
inhibitors have been approved as single or combination therapies in the first-line castrate-
resistant (CR) setting and later-line setting including: olaparib, olaparib plus abiraterone
(AAP), and talazoparib plus enzalutamide. It is unclear if these newly approved therapies
may be cost prohibitive for patients and/or health care systems. Methods: Using average sale
price data from UpToDate for PARP inhibitors and novel hormone therapies (NHTs), we
calculated the total cost of treatment for each single or combination therapy regimen. We
used phase II/III clinical trial data to determine the median duration of treatment for each
regimen. Results: The three approved PARP inhibitors have total costs in descending order as
follows: AAP plus olaparib ($689,813.77), talazoparib plus enzalutamide ($388,390.46), and
olaparib ($202,845.22). In comparison, in the PROfound trial, the cost of AAP alone was
$192,140.37 and in the TALAPRO-2 trial, the cost of enzalutamide alone was $ 253,780.80.
The difference in estimated cost between olaparib plus AAP versus talazoparib plus enzalu-
tamide per patient is $37,970.29. Conclusions:Despite several new approved therapies in BRCA
mutated and HRR mutated mPC, the total costs for PARP inhibitors remain prohibitive for
health care institutions. The estimated difference between two newly approved PARP plus NHT
regimens could translate in a difference of $455,643,480 in healthcare system costs if all
eligible U.S.men received treatmentwith olaparib plus AAP over talazoparib plus enzalutamide.
Research Sponsor: None.

Estimated costs associated with treatment of PARP inhibitors in mPC.

Drug Name(s) Trial Name Dosing Cost per Day

Median Dura-
tion of

Treatment
Total Estimated

Costs

Olaparib plus
Abiraterone

PROfound Olaparib 300 mg
PO BID

$953.22 with ola-
parib; $437.08 to-
tal (435.48 for AAP

plus 1.60 for
prednisone)

17.5 months of
olaparib;

18.2 months of
AAP

$ 467,077.80 (ola-
parib) + $

222,735.97 (AAP)
= $689,813.77

Talazoparib
plus
Enzalutamide

TALAPRO-2 Talazoparib
0.5 mg PO daily

plus enzalutamide
160 mg PO daily

$700.56 with tala-
zoparib; $546.00
with enzalutamide

19.8 months
with talazoparib

and
22.2 months

with
enzalutamide

$ 388,390.46
(talazoparib) + $
339,393.60 (enza-
lutamide) = $
727,784.06

Olaparib PROPEL Olaparib 300 mg
PO BID

$953.22 with
olaparib

7.6 months $ 202,845.22

Abiraterone PROfound Abiraterone
1,000 mg plus

prednisone 5 mg
PO BID

$437.08 total
(435.48 for AAP
plus 1.60 for
prednisone)

15.7 months $ 192,140.37

Enzalutamide TALAPRO-2 Enzalutamide
160 mg PO daily

$546 16.6 months
with enzaluta-
mide in placebo

group

$ 253,780.80
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Real-world treatment (Tx) sequences and time to discontinuation (rwTTD) in the
first-line (1L) metastatic castration-resistant prostate cancer (mCRPC) setting.

Emily Nash Smyth, Samuel Whipple, Mark Guinter, Nadine Haddad, Wenxian Piao, Zhanglin Lin Cui, Arjun Vasant Balar; Eli Lilly and Company, Indianapolis, IN; Flatiron
Health, Inc., New York, NY

Background: There is limited real-world data on tx sequencing in metastatic prostate cancer.
Additionally, while guidelines support adding novel hormonal agents (NHA) to androgen
deprivation tx (ADT) for metastatic hormone-sensitive prostate cancer, use is limited because
of clinical and/or pt-driven factors. We evaluated tx patterns, rwTTD, and time-to-
chemotherapy (rwTTC) for 1L mCRPC pts, including Black/African Americans (BAA) treated
predominantly in a community oncology setting. Additionally, we analyzed systemic treat-
ments prior to 1LmCRPCaswell as progression to 2LmCRPC.Methods:This retrospective study
included pts with mCRPC from the nationwide Flatiron Health EHR-derived, deidentified
database who initiated 1L tx between 1/2013 and 1/2023. Study end was 4/2023. Tx patterns
were described by time period (TP) of 1L initiation: TP1 - 01/2013–12/2017 and TP2 - 01/
2018–01/2023; Kaplan-Meier analyses were conducted for rwTTD/TTC and a Cox proportional
hazards regressionmodel was used to determine the association between pt characteristics and
rwTTD/TTC for 1L mCRPC. Subgroup analyses were performed for BAAs. Results: Of the 8915
1L-tx pts (median age 74 yrs), 871 (10%) were BAA (median age 70 yrs) and 5870 (66%) were
NHA-naı̈ve at 1L mCRPC. Overall, the percent of pts who were NHA-naı̈ve decreased from 2018
(72%) to 2023 (39%) and a similar trend was observed for BAA (74% [2018] to 25% [2023]). 1L
NHA use in mCRPC increased from TP1 to TP2 (overall: 70% to 80%; BAA: 73% to 83%),
primarily driven by enzalutamide (Enz) (overall: 30% to 39%; BAA: 33% to 38%) and decrease
in chemotherapy (overall: 16% to 12%; BAA: 17% to 13%). The top 3 1LmCRPC regimens for the
overall population and BAAwere abiraterone (Abi) (35%; 38%), Enz (32%; 33%), and docetaxel
(10%; 11%). Among pts who progressed to 2LmCRPC, themost common sequences for patients
txwith Abi or Enz for 1LmCRPCwereADTmonotherapy in the prior line of tx and a switch to Abi
(19%) or Enz (24%) upon progression from 1L to 2L. 1L rwTTD for the overall cohort is in the
Table. Age $80 years, ECOG PS $1, socioeconomic status = 5 (highest), and median
time #39.8 months from initial dx to mCRPC were associated with a higher hazard of discon-
tinuation (all p #0.05). Conclusions: Overall, most pts received their first NHA in 1L mCRPC;
NHA use increased and chemotherapy use decreased from TP1 to TP2. There was heterogeneity
in tx sequences in patients treatedwith anNHA in 1LmCRPC; someptswere rechallengedwith a
different NHA in 2L despite lack of robust prospective data to support use. Overall, 1L rwTTD
was short with a small numerical increase in TP2. Factors contributing to discontinuation, such
as treatment resistance, need to be better understood to further improve real-world outcomes.
Research Sponsor: Eli Lilly and Company.

TP Pts Events, n (%) rwTTD Median (95% CI), Months

TP1 3583 3430 (95.7) 4.3 (4.1, 4.6)
TP2 5332 4277 (80.2) 5.3 (5.1, 5.6)
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Identifying patient profiles and mapping treatment journeys of ARPI-treated,
taxane-naive patients with metastatic prostate cancer across three countries
in a digital patient survey.

Joe M. O’Sullivan, Reiner Lehmann, Henning Sievert, Stephen Allen, Ernst-Günther Carl, Howard Wolinsky, Andreas Poschenrieder, Osvaldo Mirante, Alicia K. Morgans;
Queen’s University Belfast, Belfast, United Kingdom; Don’t Be Patient Intelligence GmbH, Hamburg, Germany; Tackle Prostate Cancer, London, United Kingdom; Europa
Uomo, Antwerp, Belgium; TheActiveSurveillor.com and AnCan Foundation, Flossmoor, IL; Advanced Accelerator Applications, a Novartis Company, Geneva, Switzerland;
Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA

Background: A fully digital survey of patients with prostate cancer (PCa) was conducted in
Germany (DE), the US and the UK tomap characteristics, experiences and attitudes. Real-world
profiles and treatment journeys, as well as intercountry differences, of taxane-naive patients
with metastatic PCa (mPCa) are relatively unknown; data from the survey were leveraged to
gain insights into these. Methods: From February 9 to April 10, 2021, DontBePatient Intelli-
gence conducted a survey of patients with PCa. We identified responses from patients with
mPCa who were taxane-naive and received at least one androgen receptor pathway inhibitor
(ARPI), such as abiraterone or enzalutamide. Demographics, disease characteristics, diagnostic
trends and treatments journeys were analyzed, using descriptive and inductive statistics.
Results: In total, 458 taxane-naive patients (mean age 68.9 years) had received one ARPI,
while 36 had received two. There were differences in time since, mode of, and disease stage at
diagnosis between countries (Table). Notably, more US patients were diagnosed through
routine screening, yet more had been diagnosed with metastases vs UK/DE. UK patients more
frequently reported hospital urologists and oncologists being involved in diagnosis vs DE/US
patients. In DE, practice urologists were more frequently reported as being involved vs other
specialties throughout the patient journey and these weremore involved than in the UK/US. UK
patients were more satisfied with radio/brachytherapy and hormone therapy and less satisfied
with surgery vs DE/US patients. We uncovered considerable differences in treatment journeys
between countries. UK patients had received less surgery vs DE/US patients (9.8%vs 41.5/33.1%
patients), driven by less use in 1L. Radio/brachytherapy use was highest in the US (69.4%) and
lowest in DE (37.3%), driven by infrequent 1L use in DE. Treatment with bone strengthening
agents was less common in the UK (16.4%) vs DE/US (37.3/33.8%). Conclusions: In different
countries, taxane-naive patients who received one ARPI have different characteristics at
diagnosis and distinct patterns of care. It is important to understand how these differences
may affect diagnostic and therapeutic trends to maximally improve patient care in this
treatment setting. Research Sponsor: Novartis.

Taxane-naive patients; 1 prior ARPI.

Characteristic
DE

N = 118
UK

N = 183
US

N = 157
Total

N = 458

Age, years, mean 68.9 69.6 68.1 68.9
Time since diagnosis, years, mean 5.4 4.3 4.5 4.7
Gleason score, median 8 8 9 8
Disease at diagnosis M0, n (%) 70 (59) 105 (57) 82 (52) 257 (56)

M1, n (%) 48 (41) 78 (43) 75 (48) 201 (44)
Mode of diagnosis Routine screening, n (%) 39 (33) 37 (20) 83 (53) 159 (35)

Symptoms, n (%) 48 (41) 107 (58) 45 (29) 200 (44)
Benign prostatic hyperplasia

therapy, n (%)
3 (3) 1 (1) 8 (5) 12 (3)

Other/NA, n (%) 28 (24) 38 (21) 21 (13) 87 (19)
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Real-world survival of men with metastatic castration-sensitive prostate cancer
(mCSPC) initiated on apalutamide (APA) or enzalutamide (ENZ) in an oncology
database: ROME Study.

Mehmet Asim Bilen, Shawn Du, Ibrahim Khilfeh, Carmine Rossi, Jill Korsiak, Alvi Rahman, Patrick Lefebvre, Dominic Pilon, Neal D. Shore; Winship Cancer Institute of Emory
University, Atlanta, GA; Janssen Scientific Affairs, LLC, Horsham, PA; Analysis Group, Inc., Montréal, QC, Canada; Carolina Urologic Research Center, Myrtle Beach, SC

Background: Androgen receptor signaling inhibitors (ARSIs), including APA and ENZ, have
demonstrated progression-free and overall survival benefits formenwithmCSPC in the clinical
trial setting, but data evaluating real-world treatment effectiveness remains limited. The aimof
this study was to describe real-world survival among men with mCSPC who initiated APA or
ENZ in the United States (US).Methods: In this retrospective longitudinal cohort study, clinical
data from the Flatiron Metastatic Prostate Cancer (PC) Core Registry Electronic DataMart (1/1/
2013–05/31/2023)were used. Patientswith chart-confirmedmetastasis andwithout castration
resistance were classified into two treatment cohorts based on earliest initiation of APA or ENZ
on/after 12/16/2019 (index date). Patients had $12 months of clinical data pre-index and were
followed from the index date until the earliest of 24months post-index, end of clinical activity,
or end of data availability. Patients’ date of deathwas obtained from electronicmedical records,
Social Security Death Index, or other confirmed sources. Using an intention-to-treat approach,
Kaplan-Meier analysis was used to describe the proportion of patients surviving by 24months
post-index. An unadjusted Cox proportional hazards model was used to describe crude dif-
ferences in survival rates between patients initiating APA andENZ.Results:Therewere 234APA
(mean age: 73.2 years; 59.8% White, 13.7% Black) and 527 ENZ (mean age: 73.9 years; 55.2%
White, 13.1%Black) patients included in this study (Table). APAmedian time on-treatment was
10.9 months over a median observation period of 13.3 months, while ENZ median time on-
treatment was 11.1 months over a median 14.8 months observation period. By 24 months, a
higher proportion of patients in the APA cohort survived than in the ENZ cohort (85.4% vs
73.9%; unadjusted hazard ratio=0.59, 95% confidence interval: 0.39, 0.95; p=0.030; Table).
Conclusions: In this real-world analysis of patients with mCSPC, more patients treated with
APA survived by 24months following treatment initiation as compared to treatment with ENZ.
While the current study reports unadjusted analyses, future studies adjusting for potential
confounding variables should be conducted to confirm these findings in order to inform
clinicians on treatment selection for patientswithmCSPC. ResearchSponsor: JanssenScientific
Affairs, LLC.

APA
N=234

ENZ
N=527

Baseline Characteristics
Community-based practice, % 75.2% 82.4%
Median time between PC diagnosis and
metastasis, months (IQR)

51.9 (7.9, 125.1) 48.4 (0.0, 121.7)

Median time between metastasis and
index date, months (IQR)

2.3 (1.1, 9.0) 2.8 (1.2, 13.3)

Kaplan-Meier Rates, %
6 months 97.0% 96.6%
12 months 91.5% 90.4%
18 months 87.9% 80.3%
24 months 85.4% 73.9%

PROSTATE CANCER - ADVANCED



58 Poster Session

Analysis of real-world survival for patients with metastatic castration-sensitive
prostate cancer (mCSPC) treated with apalutamide (APA) or abiraterone acetate
(ABI) in an oncology database: ROMA study.

Mehmet Asim Bilen, Ibrahim Khilfeh, Carmine Rossi, Shawn Du, Jill Korsiak, Alvi Rahman, Patrick Lefebvre, Dominic Pilon, Neal D. Shore; Winship Cancer Institute of Emory
University, Atlanta, GA; Janssen Scientific Affairs, LLC, Horsham, PA; Analysis Group, Inc., Montréal, QC, Canada; Carolina Urologic Research Center, Myrtle Beach, SC

Background: Androgen receptor signaling inhibitors (ARSI), including APA and ABI plus
prednisone, are approved for the treatment of mCSPC. However, studies evaluating survival
for these agents in clinical trials or the real-world have not been investigated. This study
describes real-world survival among men with mCSPC who initiated APA or ABI in the United
States (US). Methods: Data from the Flatiron Metastatic Prostate Cancer (PC) Core Registry
Electronic DataMart (1/1/2013–05/31/2023) was used to identify ARSI-naı̈ve patients with
chart-confirmed metastasis and without evidence of castration resistance at ARSI initiation.
Patientswere classified into two treatment cohorts based on the start date for APA or ABI (index
date) on/after 9/17/2019. Patients had$12months of clinical data pre-index andwere followed
from the index date until the earliest of 24months post-index, end of clinical activity, or end of
data availability. Patients’ date of death was obtained by integrating data from electronic
medical records, the Social Security Death Index, and or other confirmed sources. Using an
intention-to-treat approach, Kaplan-Meier analysis was used to describe the proportion of
patients surviving by 24 months post-index. An unadjusted Cox proportional hazards model
was used to describe crude differences in survival rates between patients initiating APA andABI.
Results:This study included 242APA (mean age: 73.0 years; 60.3%White, 13.6%Black) and607
ABI (mean age: 73.1 years; 57.3%White, 16.8% Black) patients. APAmedian time on-treatment
was 11.4 months over a median observation period of 14.3 months. ABI median time on-
treatment was 10.8 months over a median observation of 14.0 months. By 24 months,
85.7%of theAPA cohort and75.9%of theABI cohortwere living (unadjustedhazard ratio=0.60,
95% confidence interval: 0.38, 0.96; p=0.033; Table). Conclusions: In this study, we observed
that more ARSI-naı̈ve patients with mCSPC survived by 24 months after initiating APA than
those who initiated ABI. While the current study presents unadjusted comparisons, additional
causal analyses controlling for confounding variables should be conducted to confirm these
initial findings. Research Sponsor: Janssen Scientific Affairs, LLC.

APA
N=242

ABI
N=607

Baseline Characteristics
Community-based practice, % 75.6% 70.6%
Median time between PC diagnosis and metastasis, months
(IQR)

50.1 (7.9, 123.3) 36.8 (0.0, 97.7)

Median time betweenmetastasis and index date,months (IQR) 2.3 (1.1, 9.4) 2.5 (1.2, 10.1)
Kaplan-Meier Rates, %
6 months 96.6% 94.8%
12 months 91.3% 88.4%
18 months 88.0% 82.9%
24 months 85.7% 75.9%
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A real-world observational study characterizing patients (pts) with metastatic
castration-sensitive prostate cancer (mCSPC) treated with or without androgen
receptor pathway inhibitors (ARPIs).

Michael Paul Kolinsky, Dylan E. O’Sullivan, Devon J. Boyne, Darren R Brenner, Simran Shokar, Winson Y. Cheung; Department of Medical Oncology, Cross Cancer Institute,
University of Alberta, Edmonton, AB, Canada; Department of Oncology, Cumming School of Medicine, University of Calgary, Calgary, AB, Canada; AstraZeneca Canada,
Mississauga, ON, Canada

Background: mCSPC treatment is rapidly evolving with androgen deprivation therapy (ADT)
plus ARPIs viewed as the standard of care formost pts. Data are needed to understand the real-
world characteristics and treatment patterns ofmCSPC (PC) pts in this dynamic field. This study
aimed to define clinical features of mCSPC pts, estimate the proportion of pts receiving ARPIs,
and evaluate clinical and demographic features associated with ARPI use. Methods: This
retrospective cohort study used data from electronic health records and administrative data-
bases in the province of Alberta, Canada. All newly diagnosed metastatic PC pts between 2017-
2020 were identified. Pts were considered to have mCSPC if they initiated ADT within 30 days
prior to, or at any time after diagnosis. ARPI exposure was defined as receiving ARPI within
180 days of initiating ADT. ARPI-näıve pts may have received ADT alone or other non-ARPI
therapy (i.e., docetaxel) within 180 days of initiating ADT. Multivariable logistic regression was
used to evaluate pt characteristics related to the receipt of ARPI. Overall survival (OS) was
defined as the date of diagnosis to death from any cause or last known contact. Results: Of the
976 mCSPC pts identified, 33.5% received an ARPI. In ARPI exposed pts, the median time from
ADT to ARPI start was 7.9weeks andmedian time on ARPI was 13.1months (mos). Inmultivari-
able analyses, ARPI use was associated with younger pt age, more recent diagnosis, fewer
comorbidities, a higher metastatic burden, treatment centre, referral to a medical oncologist,
and prior local therapy (all p,0.05). The median time to next therapy was 24.6 mos (95%
CI=19.5-33.0) vs. 18.5 mos (95%CI+16.9-21.1), and median OS was 38.5 mos (95%CI=32.8-NA)
vs. 34.2 mos (95%CI=33.3-38.8) for APRI exposed vs. ARPI-naive pts, respectively (p=0.03).
Conclusions: This study identified factors associated with ARPI use in mCSPC, potentially
allowing targeted efforts to improve ARPI uptake for pts in whomuse is low. These findings are
important as they reflect outcomes seen in real world pts. Research Sponsor: AstraZeneca
Canada.
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Remote delivery of cancer genetic testing in veterans with metastatic prostate
cancer: A Million Veteran Program study.

Robert Bruce Montgomery, Julie Ann Lynch, Jessica Brown, Kara Noelle Maxwell, Nismeta Kabilovic, Katie Stoll, Julie Simon, Maria Kogan, Stacey Whitbourne,
J. Michael Gaziano, Heather H. Cheng, Ruth Douglas Etzioni, Colin C. Pritchard; VA Puget Sound Health Care System, Seattle, WA; Veterans Healthcare Administration,
Bedford, MA; Corporal Michael Crescenz VA Medical Center, Philadelphia, PA; Genetic Support Foundation, Olympia, WA; VA Puget Sound HCS, Seattle, WA; VA Million
Veteran Program, Boston, MA; VA Boston Healthcare System, Massachusetts Veterans Epidemiology Research & Information Center, Roxbury Crossing, MA; University of
Washington, Seattle, WA; Fred Hutchinson Cancer Research Center, Seattle, WA; Department of Laboratory Medicine and Pathology, University of Washington, Seattle, WA

Background: Germline pathogenic alterations are found in approximately 10% of men with
metastatic prostate cancer (mPC) and can inform precision therapy, surveillance, and cancer
prevention for family. National guidelines recommend germline genetic testing be offered to all
men withmPC, yet uptake of testing in the community has been documented to be 6-12%with
many barriers to testing. We conducted a study to determine uptake of testing using remote
consenting and testing for veterans with mPC who had participated in the Veteran’s Admin-
istrationMillion Veteran Program (MVP). Wewanted to know if remote testing could overcome
limitedpoint-of-care counseling andordering to increase uptakeof germline testing.Methods:
This prospective study enrolled veterans who participated in MVP study with a diagnosis of
mPC. Veterans were contacted by mail with an option to opt-out of further contact. Those who
did not opt-out were mailed information regarding the study and received a follow-up phone
call to establish interest in germline testing with a CLIA-level germline test (BROCA). Those
expressing interest provided verbal informed consent and were mailed a saliva collection kit
for amultigene cancer predisposition gene panel test (University ofWashington). Results were
disclosed by phone andmailed to the patient with genetic counseling support andwas also sent
to the oncology provider by email, phone or both. Two research coordinators and twopart-time
genetic counselors provided review of consenting, counseling and return of results. Results: As
of September 17, 2023, 1952 veterans who were alive with an incident diagnosis of mPC were
identified throughMVPanddidnot opt out of further contact. Informational letterswere sent to
the home address of all eligible participants. 681 (22%) of veteranswere reached and completed
informed consent. All participants were then sent a saliva kit and 432 (63%) completed testing,
with 23 tests currently pending. Among the participants, 70% were White, 21% were Black,
0.5% Asian and 8% unknown. Thirteen percent (53/409) were found to have a germline
pathogenic variant. Conclusions: We evaluated uptake of germline testing using a remote,
VA system-wide approach to identify and offer genetic testing for veterans with mPC with
access and cost issues removed. We completed germline testing at rates significantly higher
than those reported in the community with modest personnel requirements, while also
reaching a more diverse population of patients. Remote genetic testing can improve uptake
of testing in large integrated health care systems. Research Sponsor: None.
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Time to next systemic therapy after stereotactic body radiation therapy for oli-
goprogressive metastatic castrate-resistant prostate cancer.

Corbin J. Eule, Nellowe Candelario, Tyler P. Robin; Division of Medical Oncology, University of Colorado Cancer Center, Aurora, CO; Fred Hutchison Cancer Center, University
of Washington, Division of Hematology and Oncology, Seattle, WA; Department of Radiation Oncology, University of Colorado Cancer Center, Aurora, CO

Background: Patients with castrate-resistant prostate cancer (CRPC) with progressive disease
are generally require a change/escalation in systemic therapy. For patients with limited (#3)
sites of progressive disease (oligoprogression), metastasis-directed therapy with stereotactic
body radiation therapy (SBRT) may allow a longer interval before next line systemic therapy,
but there is limited data describing this approach. Methods: This is a retrospective study of
patients with oligoprogressive metastatic CRPC (omCRPC) treated with SBRT at a single center
between 2011-2022. The primary endpoint was time to next systemic therapy (TTNST) after
SBRT. Secondary endpoints included overall survival (OS) after SBRT and TTNST stratified by
presence of untreated non-progressingmetastases.Results:Thirty-two patientswith omCRPC
received SBRT to 38metastases. Patients had a median age of 72.5 years (range 50.6-84.3) and
median PSA 6.85 ng/mL (range 0.39-922.0) at time of SBRT. The majority had an ECOG of 1-2
(29 patients, 90.6%) and metastases detected on conventional CT and/or bone scans (26
patients, 81.3%). The most commonly utilized SBRT regimen was 3000 cGy in 5 fractions
(18 metastases, 47.4%) (Table). Sixteen patients were treated to all known sites of disease,
whereas 16 patients received SBRT to oligoprogressive metastases but had at least one un-
treated non-progressing metastasis at the time of SBRT. Of 32 patients, 23 (65.7%) received
SBRT tobone only, 3 (9.4%) to lymphnode (LN) only, and6 (18.8%) to other sites (pelvic tumor,
n=2; pelvic tumor + LN, n =1; LN + bone, n=1; dura + bone, n=1; liver, n=1). Patients had
received a median of 1.0 prior line of androgen receptor signaling inhibitors and were pre-
dominantly (26 patients, 81.3%) chemotherapy näıve. Following SBRT, themedian TTNSTwas
10.1 months and median OS was 41.3 months. For patients with 0 versus $1 untreated non-
progressingmetastasis, TTNSTwas 11.3 versus 8.7months, respectively (HR0.67, 95%CI 0.33-
1.36, logrank p=0.24). There were no grade $3 toxicities due to SBRT. Conclusions: In this
cohort, patients with omCRPC treatedwith SBRT delayed the next line of systemic therapy for a
median of 10.1months. SBRT in patientswith omCRPCmay delay initiation of next line systemic
therapy in well selected patients, including those with $1 untreated non-progressing metas-
tases. Research Sponsor: None.

SBRT dosing regimens for CRPC metastases.

SBRT Dosing n = 38

1600 cGy, 1 Fx 1
2400 cGy, 3 Fx 5
2700 cGy, 3 Fx 5
2500 cGy, 5 Fx 4
3000 cGy, 5 Fx 18
3500 cGy, 5 Fx 3
4000 cGy, 5 Fx 2
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Clinical and patient factors associated with treatment intensification for metastatic
castration-sensitive prostate cancer.

Sreevalsa Appukkuttan, Troy Williams, Jay Jhaveri, David Campbell, Sheldon Kong, Bashir Kalayeh, Scott David Ramsey; Bayer HealthCare Pharmaceuticals Inc., Iselin, NJ;
Curta Inc, Seattle, WA; Bayer HealthCare Pharmaceuticals Inc., Whippany, NJ

Background: Intensified therapies convey a survival advantage over androgen deprivation
therapy (ADT) alone in metastatic hormone sensitive prostate cancer (mHSPC). We sought
to identify area- and patient-level factors that are associated with intensification of therapy
amongmHSPC patients treated in US health systems.Methods: Electronic health records from
OPTUM were used to identify patients aged $18 with mHSPC who received ADT between 2020
and 2022. Treatment intensification was defined as receiving one of the following within
90 days of initiation of ADT: apalutamide, enzalutamide, abiraterone +/- prednisone +/-
docetaxel, darolutamide +/- docetaxel, docetaxel +/- other systemic therapy, and external
beam radiation therapy (EBRT).Multivariable logistic regressionwas used to determine factors
associated with intensification. We used Chi-squared tests to select the model with the best
statistical fit. Results: We identified 1,123 patients with mHSPC who received $1 ADT in the
post-index period with mean age of 71.2 (9.5), 73% Caucasian, 18% African American, and 2%
Asian. Overall, 640 (57%) patients received treatment intensification within 90 days of ADT
initiation. The proportion of patients receiving intensification increased from 53% to 63%
between 2020 and2022. Themost common intensification treatmentswere abiraterone acetate
(46%) and enzalutamide (38%). The median time to first treatment after metastasis was
15 days for receiving intensified therapy and 34 days for non-intensified therapy. Inmultivari-
able logistic regression, younger age, presence of bone/bone marrow metastasis at baseline,
region (Northeast and West), and lower modified Charlson Comorbidity Index (CCI) score
(excluding cancer) were significantly associatedwith receiving intensified therapy (Table). PSA
wasnot included inmodels due to substantialmissingness (40%).Conclusions: Just over half of
eligible patients received treatment intensification following ADT. There are also significant
disparities in treatment by age, region, and site of metastases. Future studies examining
physician and patient preferences for intensification, as well as possible misperceptions and
biases, would provide evidence to address undertreatment in this setting. Research Sponsor:
Bayer Healthcare Pharmaceuticals Inc.

Results of multivariable logistic regression.

Independent Variable
Odds Ratio
(95% CI) p-value Independent Variable

Odds Ratio
(95% CI) p-value

Model 1 Model 2
Age: <65 1.58 (1.20, 2.08) 0.001 Modified CCI score # 2 1.67 (1.26, 2.22) ,0.001
Bone / bone marrow
metastasis

1.58 (1.22, 2.04) ,0.001 Bone / bone marrow
metastasis

1.59 (1.23, 2.05) ,0.001

Region: Northeast 1.53 (1.13, 2.06) 0.005 Region: Northeast 1.51 (1.12, 2.04) 0.006
Region: West 1.42 (1.01, 2.02) 0.046

Note: Age and modified CCI score were not included within the same model due to multicollinearity.
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Real-world economic burden of patients with metastatic castration-sensitive
prostate cancer (mCSPC).

Deborah Kaye, Ibrahim Khilfeh, Erik Muser, Laura Morrison, Ana Urosevic, Frederic Kinkead, Patrick Lefebvre, Dominic Pilon, Daniel J. George; Duke University Cancer
Center, Durham, NC; Janssen Scientific Affairs, LLC, Horsham, PA; Analysis Group, Inc., Montréal, QC, Canada; Duke Cancer Institute, Durham, NC

Background: In patients with prostate cancer (PC), progression to a metastatic disease stage is
associatedwith substantial decline in prognosis aswell as incremental economic burden. There
is limited real-world evidence combining clinical data and payer claims to evaluate economic
outcomes of patients with mCSPC. This study described healthcare costs of patients with
mCSPC before and after the initiation of advanced therapy. Methods: Linked data from the
Flatiron Metastatic PC Core Registry and all-payer claims data from Komodo Health Solutions
were evaluated (Jan 2016 to Dec 2021). Patients in Flatiron who initiated advanced therapy for
mCSPC (index date) in 2017 or later and had a corresponding pharmacy or medical claim in
Komodo, following evidence of metastasis in the absence of castration resistance were in-
cluded. Advanced therapies considered were androgen-receptor signaling inhibitors, chemo-
therapies, estrogens, immunotherapies, poly ADP-ribose polymerase inhibitors, and
radiopharmaceuticals. Patients were excluded if they initiated a clinical trial drug as their
index regimen or had ,12 months of health insurance eligibility pre-index. All-cause and PC-
related total costs (medical and pharmacy) per-patient-per-month (PPPM) were described
from a payer’s perspective in the 12-month pre- and post-index period using 2022 US dollars.
The post-index period was censored at evidence of castration resistance. Flatiron Health, Inc.
did not participate in data analyses. Results: In total, 418 patients with mCSPC were identified
(mean age 68 years, 56%white, 53% commercially insured, and 37% onMedicare). Pre-index
androgen deprivation therapy was observed in 74% of patients. Pre-index, mean all-cause
costs were $2,334 PPPM and PC-related costs were $964 PPPMwith $90 PPPM attributable to
PC-related pharmacy costs (Table). Post-index, patients averaged 14.5months of follow-up, in
which mean all-cause costs were $8,829 PPPM with PC-related costs of $7,232 PPPM, an
increase of.7 times compared to pre-mCSPC therapy initiation. Conclusions: This real-world
study demonstrated that costs associated with disease progression in PC are significant and
lead to a need for more innovative therapies and medical management in this patient pop-
ulation. Approaches that effectively slowdisease progression at earlier stages of PC diseasemay
result in better overall outcomes and lower overall costs associated with progression to
metastatic disease. Research Sponsor: Janssen Scientific Affairs, LLC.

PPPM costs in patients with mCSPC.

Mean 6 SD [median] Pre-index Post-index

All-cause medical and pharmacy costs 2,334 6 5,020 [1,092] 8,829 6 13,483 [5,728]
Pharmacy costs 324 6 1,057 [34] 5,108 6 8,303 [2,344]
Medical costs 2,010 6 4,847 [824] 3,721 6 10,306 [1,034]
PC-related medical and pharmacy costs 964 6 2,988 [303] 7,232 6 11,478 [4,495]
Pharmacy costs 90 6 570 [1] 4,761 6 8,189 [2,046]
Medical costs 874 6 2,881 [273] 2,471 6 7,860 [622]
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Survival Outcomes of APA as a Starting treatment: Impact in real-world patients
with mCSPC (OASIS).

Benjamin L. Maughan, Suneel Mundle, Mehregan Nematian-Samani, Xiayi Wang, Shawn Du, Yanfang Liu, Lawrence Ivan Karsh; Huntsman Cancer Institute at the University
of Utah, Salt Lake City, UT; Janssen Pharmaceuticals Inc, Raritan, NJ; Medical Affairs, Solid Tumors, Janssen-Cilag GmbH, Neuss, Germany; Department of Janssen Data
Science, Titusville, NJ; Janssen Scientific Affairs, LLC, Horsham, PA; Department of Global Real-World Evidence, Janssen Pharmaceuticals LLC, Raritan, NJ; The Urology
Center of Colorado, Denver, CO

Background: Over the last decade,androgen receptor signaling inhibitors (ARSIs; apalutamide
[APA], enzalutamide [ENZ], abiraterone acetate + prednisone [AAP]) in combination with
androgen-deprivation therapy (ADT) have emerged as more effective life-prolonging treat-
ment options for mCSPC. We examined the impact of ARSI starting therapy in mCSPC on long-
term clinical outcomes in real-world clinical practice in the US. Methods: This retrospective,
observational cohort study evaluated clinical outcomes in adult patients with mCSPC using the
ConcertAI RWD 360 prostate cancer dataset. All patients with newly diagnosed mCSPC from 1
Jan 2018 to 30 Sept 2022 were enrolled and followed up until 31 Mar 2023. Among other
outcomes, PSA50 and PSA90 (PSA response defined as a $50% and $90% decline from
baseline, respectively) and undetectable PSA (PSA #0.2 ng/mL) were assessed using the
Kaplan-Meier method. Relative risks of onset of castration resistance (CR) and death were
estimated usingmultivariate Cox proportional hazardmodels adjusted for potential confound-
ing factors (age, comorbidities, BMI, baseline PSA). Results: 165 patients with mCSPC started
on APA + ADT, 643 started on ENZ + ADT, 1064 on AAP +ADT, 293 on docetaxel (DTX) + ADT,
and 543 on ADT alone (Table). A higher proportion of patients initiating APA achieved PSA50,
PSA90, or undetectable PSA compared with other treatments. CR-free survival was signifi-
cantly longer in patients first treated with an ARSI + ADT than those treated with DTX + ADT or
ADT alone. Reduced risk of developing CR was observed in patients starting with APA + ADT
compared with ADT alone (adjusted hazard ratio [aHR] 0.36, 95% CI 0.19, 0.67; p=0.0016). OS
was longer in patients started on ARSIs compared to ADT alone. Patients starting with APA +
ADT were observed to have a lower risk of death compared with ENZ + ADT (aHR 0.48, 95% CI
0.23, 0.99; p,0.05) or AAP + ADT (aHR 0.43, 95% CI 0.21, 0.90; p,0.05). Conclusions: ADT
alone continues to be used widely despite the availability of newer and more effective life
prolonging therapies. Use of APA + ADT as starting treatment for mCSPC demonstrated
significantly better clinical outcomes than other ARSIs, DXT + ADT, or ADT alone in real-
world clinical practice in the US. Research Sponsor: Janssen Global Services, LLC.

Characteristics and outcomes in patients with mCSPC by starting regimen.

APA+ADT
N=165

ENZ+ADT
N=643

AAP+ADT
n=1064

DTX+ADT
n=293

ADT alone
n=543

Age, median (SD) 73 (8) 75 (9) 73 (9) 68 (9) 74 (9)
Baseline PSA,
median (Q1, Q3)

9.3 (1.7, 46.5) 14.5 (3.3, 66.8) 13.4 (2.5, 67.8) 26.9 (3.9, 128.0) 5.1 (0.5, 33.9)

Follow-Up period,
median (m)

11.5 (6-19.3) 12.6 (6.2-22.3) 15.3 (7.8, 26.1) 12.5 (6.1,25.8) 11.0 (4.,20.8)

Overall Survival at 24 m % 78 64 66 54 61
CR-free survival at 24 m, % 74 65 68 42 60
PSA50 at 3 months (m) % 85 67 63 60 45
PSA90 at 3 m % 50 43 38 33 20
Undetectable PSA at 3 m % 24 20 13 7 19
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Underutilization of androgen deprivation therapy (ADT) intensification for the
treatment of men with metastatic hormone-sensitive prostate cancer (mHSPC): A
systematic review of real-world database studies.

Amit D Raval, Stephanie Chen, Natasha Littleton, Niculae Constantinovici, Peter J. Goebell; Bayer HealthCare Pharmaceuticals, Whippany, NJ; Bayer Ltd, Dublin, Ireland;
Bayer Consumer Care AG, Basel, Switzerland; University Clinic Erlangen, Erlangen, Germany

Background: In the last decade, intensification of ADT with chemotherapy or androgen re-
ceptor pathway inhibitors (ARPi) has shown clinical benefits formenwithmHSPC compared to
ADT alone and has been recommended formHSPC in clinical guidelines. The transition of these
guidelines into real-world practice was investigated by several studies; however, these data
have not been systematically summarized across the globe. Thus, we conducted a systematic
literature review of real-world database (RWD) studies to summarize treatment patterns in
mHSPC. Methods: An electronic search was performed in PubMed and Embase (covering
citations until July 2023) and for relevant conferences of the past 2 years to identify RWD
studies examining treatment patterns in men with mHSPC. Treatment patterns were summa-
rized by overall study population across major geographies and factors associated with ADT
intensification were described. Results: Of 2,325 retrieved citations, 29 studies met the in-
clusion criteria, with a total of 344,473 men with mHSPC covering study periods from 2014 to
2021. Most were cohort studies (n=26), utilizing electronic medical records (EMR)/chart re-
views (n=18), andwithRWDs from theUnited States (US) (n=21), followed by Europe (n=8), and
Asia (n=6).Most studies includedmenwith amedian age of$70 years (n=23) and.80%ofmen
had an Eastern Cooperative Oncology Group performance status (ECOG PS) of 0/1 (n=5 of 8). In
the US, most studies showed that ADT monotherapy was predominantly utilized (.50%),
followed by ADT/ARPi (20-40%), and ADT/chemotherapy (10-20%). Abirateronewas themost
frequently used ARPi followed by enzalutamide. In Europe, most studies also reported ADT
monotherapy (.45%), followed by ADT/ARPi (11-25%), or ADT/chemotherapy (12-34%). In
Asia, ADTmonotherapy (.62%)was themost common treatment inmost studies, with lowuse
of ADT/ARPIs (,20%), and ADT/chemotherapy (,15%). A few studies with recent EMR data
(covering the 2020-21 data period) from cancer centers/registries showed high use of ADT/
ARPi (.40%) in both the US and Europe. Reported quantitative factors (n=13) associated with
intensification beyond ADT were high disease burden (spread of metastases, high volume),
young age, ECOG PS 0/1, low comorbidities, and treating physician specialty-oncologist;
qualitative factors (n=2) were patient preference, unsatisfactory response to ADT treatment,
ability to tolerate adverse events, and lack of cost barriers. Conclusions: This comprehensive
review shows ADT monotherapy remained highly utilized across major geographies until 2021
despite new evidence and updated guideline recommendations. However, the utilization of
intensified treatment with ARPi combinations is slowly increasing after the recent approvals in
mHSPC. Research Sponsor: Bayer HealthCare Pharmaceuticals.
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Effect of prednisone dosing on mineralocorticoid-related side effects with abir-
aterone in prostate cancer.

Maksym Goryachok, Andrew Nicklawsky, Hiba Ahmad, Thomas W. Flaig; University of Colorado School of Medicine, Aurora, CO; University of Colorado Cancer Center
Anschutz Medical Campus, Aurora, CO; University of Colorado Health, Anschutz Cancer Pavilion, Urologic Oncology, Aurora, CO; Division of Medical Oncology, University of
Colorado Cancer Center, Aurora, CO

Background: Abiraterone, a 17a hydroxylase inhibitor, is used for prostate cancer and can lead
to mineralocorticoid excess syndrome (e.g. hypertension and hypokalemia). Concurrent pred-
nisone mitigates these effects; however, the optimal prednisone dosage is unclear. This study
examines the occurrence of mineralocorticoid side effects from Abiraterone with 5 mg of
prednisone daily versus 5 mg twice daily. Methods: Data for 1410 patients treated with
abiraterone from 2011 to 2022 were identified from a large academic/community hospital
system (Health Data Compass Data Warehouse project). Laboratory measures, clinical param-
eters, and ICD10 codes were collected from 6 months prior to abiraterone initiation through
treatment duration. 348 patients were excluded for missing medication data, discordant
prednisone initiation, and use of a second steroid; 1062 patients remained (5 mg daily, N =
555, 10mgdaily, N=507). Prednisone dosewas treated as a time-varying covariate due to dose-
switching (N = 122). Hypokalemia and hypertension incidence over 24 weeks after abiraterone
initiation was analyzed via time to event frailty cox-proportional hazard models using both
CTCAE v5.0 grade and ICD 10 code outcomes.Results:Patients on 5mgof prednisone twice daily
had approximately a 96% longer average time to first event for a combined-endpoint of
hypertension and hypokalemia via ICD10 code methodology at any point during the 24 weeks
following abiraterone initiation (HR 0.51, CI 0.43 - 0.62, P, 0.001). This trendwas durable with
individual ICD10 analysis in hypertension (HR 0.52, CI 0.43 - 0.62, P, 0.001) and hypokalemia
(HR 0.45, CI 0.30 - 0.66, P = ,0.001). Assessing direct clinical measurements via incidentally
recorded blood pressure and potassium lab values, the analysis for grade 2/3 hypertension (HR
0.81, CI 0.7-0.93, P = 0.004) and grade 3 hypokalemia (HR 0.46, CI 0.26-0.82, P = 0.008) also
showed a corresponding increase in average time to firstmeasure favoring the 5mg twice daily
cohort during the 24-week period. Conclusions: This study shows a significant delay in the
development of hypertension and hypokalemia from abiraterone with 5 mg twice daily com-
pared to 5mg of prednisone daily. This was observed both with ICD10 coding and direct clinical
measurements of these events within the EMR. Assessments of other physiologic parameters
and survival are ongoing. These findings highlight the impact of prednisone dosing with
abiraterone, which may merit additional consideration in specific at-risk patient populations
including those with baseline hypertension or cardiovascular risk factors. Research Sponsor:
None.
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Number of prescriptionmedications and overall survival in veterans withmetastatic
hormone-sensitive prostate cancer.

Krishny Karunanandaa, Carley Pickett, Daniel B. Eaton, Steven Tohmasi, Kara Ingram, Deepika Gopukumar, Varun Puri, Martin W. Schoen; Saint Louis University School of
Medicine, St. Louis, MO; VA St. Louis Health Care System, St. Louis, MO; Washington University School of Medicine, St. Louis, MO

Background: Robustassessment of comorbid conditions is essential to clinical care and the
risk-stratification of patients for adverse events and death. Prescription medications may be a
simple and readily available tool to estimate patient risk independent of established comor-
bidity indices, such as the Charlson Comorbidity Index (CCI). Clinicians have access to med-
ication lists, facilitating assessment of comorbidities. We sought to examine the relationship
between prescription medications and long-term outcomes in veterans treated for metastatic
hormone-sensitive prostate cancer (mHSPC). Methods: We conducted a nationwide retro-
spective observational study of United States Veterans diagnosed with mHSPC in the Veterans
Health Administration from 2010-2021. We determined the number of unique drugs and their
respective Anatomic Therapeutic Chemical (ATC) Level One classes prescribed in the year prior
to the initiation of treatment. Multivariable logistic regression and Cox proportional hazard
modeling was used to assess the association between number of drugs with all-cause 90-day
mortality and overall survival (OS) while accounting for covariates including age, CCI, body
mass index, prostate specific antigen, and race.Results:Among 8,434 Veterans, amedian (IQR)
of 9 (5-14) uniquemedications and5 (3-7) uniqueATCmedication classeswere filled in the year
prior to treatment. The mean age was 74.2 (SD 10.1) years, and 2,126 Veterans were black
(25.2%). The median CCI was 3 (2.75-6). Increasing age was associated with increased CCI
across age stratawithmean CCI of 3.16 in age,60, 3.76 in 60-70, 4.43 in 70-80, and 5.25 in 80+
(p,0.001). Increasing age was associated with an increased number of unique medicines with
mean 8.59 in age ,60, 9.53 in 60-70, 10.1 in 70-80, and 10.4 in 80+ (p,0.001). There was no
significant difference in the number ofmedications prescribed based on race. Veteranswith 1-4
medicines had the longest average survival at 38.2 months compared to 5-9 medicines
(33.1 months), 10-14 medicines (27.1 months), and 15+ medicines (22.0 months) (p,0.001).
After adjusting for relevant patient, tumor, and treatment factors, the number of medications
and drug classeswere each independently associatedwith increasedmortalitywith adjustedHR
(95%CI) of 1.03 (1.02-1.03) and 1.05 (1.04-1.07), respectively. Veterans treatedwith 5-9, 10-14,
and 15+medicines had an increased risk of death compared to Veterans on 1-4medicines [aHR
1.11 (1.03-1.19); 1.29 (1.19-1.39); and 1.51 (1.39-1.65) respectively]. Conclusions: The number of
prescription medications and drug classes are independently associated with OS in patients
diagnosed with mHSPC, even after accounting for important covariates including age and CCI.
Assessment of patient medications may provide a simple, yet reliable tool to assess comor-
bidities, risk of adverse events, and death. Research Sponsor: Prostate Cancer Foundation.
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Understanding variation in treatment intensification for de novo metastatic
castration-sensitive prostate cancer (mCSPC): A population-based cohort study.

Christopher J.D. Wallis, Raj Satkunasivam, David-Dan Nguyen, Khatereh J.D. Aminoltejari, Amanda Elizabeth Hird, Soumyajit Roy, Scott C. Morgan, Shawn Malone,
Bobby Shayegan, Rodney H. Breau; Division of Urology, University of Toronto, Toronto, ON, Canada; Houston Methodist Hospital, Houston, TX; University of Toronto,
Toronto, ON, Canada; Sunnybrook Health Sciencies, Toronto, ON, Canada; Rush University Medical Center, Chicago, IL; The Ottawa Hospital, University of Ottawa, Ottawa,
ON, Canada; St. Josephs Healthcare, McMaster University, Hamilton, ON, Canada; Ottawa Hospital, Ottawa, ON, Canada

Background:Treatment intensificationusing androgen receptor signaling inhibitors (ARSIs) or
chemotherapy is guideline-recommended for patientswithmCSPC based on improved survival
and preserved quality of life. However, numerous studies across jurisdictions have shown
relatively limited uptake, with most patients receiving androgen deprivation therapy (ADT)
monotherapy. Therefore, we sought to understand patient, physician, and tumor character-
istics associated with treatment intensification.Methods: This population-based cohort study
in Ontario, Canada included oldermen (age$66 years) diagnosedwith de novomCSPC between
Jan 2014 andNov 2021 for whom the ADT-prescribing physician could be identified (.99.5% of
all mCSPC patients). We used hierarchical regression modelling to assess the association
(presented as odds ratio, OR) between patient sociodemographic characteristics and comor-
bidities, tumor characteristics, and physician characteristics with receipt of intensified treat-
ment for mCSPC, defined as receipt of an ARSI, docetaxel, or both within 6mo. We used
Darlington’s method to assess the relative importance of these predictors (presented as
standardized regression coefficients, SRC). Results: Among 4450 eligible older men newly
diagnosedwith de novomCSPC, 18.8%received treatment intensification, with rates increasing
from 6.3% in 2014 to 31.9% by 2021. In multivariable modeling, patient age was the most
influential variable, with older patients significantly less likely to receive treatment intensi-
fication (SRC -43.8, OR 0.91, 95% CI 0.90-0.92). Socioeconomic status (SRC -12.2; OR 0.54,
95% CI 0.33-0.88 for quintile 1 vs 5) and a history of stroke (SRC -11.5, OR 0.28, 95% CI 0.09-
0.86), but no other patient factors including comorbidity, were significantly associated with
intensification. Patients prescribed ADT for mCSPC by radiation oncologists were less likely to
receive intensification (SRC -16.5; OR 0.47, 95% CI 0.23-0.95) compared to other providers
without significant differences between patients treated by urologists, medical oncologists, or
other physicians. No other physician-level characteristic (age, sex, years in practice, or annual
volume of prostate cancer patients) was associated with treatment intensification. More
contemporary year of diagnosis was also strongly predictive (mean SRC 31.2) of intensification.
We noted significant geographic variation (mean SRC 10.2; p,0.0001), that could not be
explained by rurality (p=0.08) and persisted after adjustment for socioeconomic status and
patient characteristics. Conclusions: Patient, disease, and physician characteristics contribute
to variation in treatment intensification formCSPC. These datamay allow focused intervention
to improve guideline-concordant care for patients with mCSPC. Research Sponsor: Canadian
Urological Association Scholarship Fund - Early Investigator Research Scholarship Grant;
University of Toronto Department of Surgery - Urologic Oncology Research and Innovation
Fund.
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Testosterone suppression and recovery in patients with advanced prostate cancer
treated with intermittent androgen deprivation therapy (iADT) with relugolix.

Patrick Campbell, Georges Gebrael, Arshit Narang, Chadi Hage Chehade, Vinay Mathew Thomas, Gliceida Galarza Fortuna, Nicolas Sayegh, Nishita Tripathi, Clara Tandar,
Emre Dal, Haoran Li, Umang Swami, Neeraj Agarwal, Benjamin L. Maughan; University of Utah Health, Salt Lake City, UT; Huntsman Cancer Institute at the University of
Utah, Salt Lake City, UT; Huntsman Cancer Institute, University of Utah Health Care, Salt Lake City, UT; University of Kansas Cancer Center, Westwood, KS

Background: Many patients with advanced prostate cancer do not want to pursue continuous
androgen deprivation therapy (cADT) because of concerns about side effects, and pursue iADT.
However, even intermittent treatment with GNRH agonist therapy may not lead to rapid
recovery of testosterone during the off-treatment period. In the pivotal HERO trial of relugolix
(GNRH antagonist) the testosterone recovery time was in weeks [PMID 32469183]. The
objective of the study was to measure the time to testosterone suppression to castrate level
and time to recovery of serum testosterone to non-castrate level in real-world patients with
advanced prostate cancer undergoing intermittent relugolix therapy. Methods: In this IRB-
approved retrospective study, the eligibility was: patients with advanced prostate cancer
undergoing iADT with relugolix. iADT with relugolix was defined as initiating relugolix at
PSA$ 10 ng/ml and holding relugolix when PSA# 4ng/ml. The primary endpointswere: 1) time
to serum castrate level of testosterone after relugolix initiation and 2) time to recovery to non-
castrate level after discontinuation of relugolix. Castrate level of serum testosterone was
defined as serum testosterone level # 50 ng/dL. Results: Overall 25 consecutive patients with
advanced prostate cancer treated with iADT with relugolix were eligible and included. The
median age was 75 [range 68-88]. Patients with a Gleason score of $ 8 comprised 44% of the
cohort. Themedian PSA at the start of therapywas 18.2 ng/ml [5.1–99.1 ng/ml].Median time to
testosterone # 50 ng/dl after relugolix initiation was 1.13 months [0.67 – 2.5 months], and
median time to testosterone recovery after relugolix discontinuation was 1.4 months [0.83 –
6.57 months]. The median PSA nadir achieved with relugolix was 2.02 ng/ml [0.1 – 4.8], and
median time to PSA nadir was 1.35 months from initiation of therapy (0.67 – 4.8 months).
Median time to PSA relapse $ 10 ng/dl after holding relugolix was 3.4 months (0.9 –
8.23 months). Conclusions: This is the first real-world study to show that iADT with relugolix
is associated with a rapid time to testosterone suppression and recovery. These results may
guide patients’ counseling, monitoring of serum testosterone and PSA levels in patients
wishing to pursue iADT for advanced prostate cancer. These hypothesis-generating data need
external validation. Research Sponsor: None.
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Challenges in patient-centered germline testing delivery for veterans with advanced
prostate cancer (APC).

Daniel H Kwon, Marissa McPhaul, Eliza Hearst, Saffanat Sumra, Carling Jade Ursem, Evan Justin Walker, Maren Theresa Scheuner, Sunny Wang, Rahul Raj Aggarwal,
Franklin W. Huang, Jeffrey Belkora; Department of Medicine, Division of Hematology/Oncology, University of California, San Francisco, San Francisco, CA; University of
California, San Fransisco Medical Center, San Francisco, CA; Geisel School of Medicine at Dartmouth, Dartmouth, NH; University of California, San Francisco, San
Francisco, CA; San Francisco VA Health Care System, San Francisco, CA; San Francisco VA Medical Center, San Francisco, CA

Background: In aquest to tailor care to tumor biology, oncologists nowoffer germline testing to
all patientswithAPC.Weexplored the degree towhich germline testing decisions reflect patient
preferences about potential benefits and harms discussed by oncologists. Methods: We
conducted a prospective qualitative study of consecutive patients with APC who were offered
germline testing at an oncology visit at the San Francisco VA. We audio-recorded visits and
conducted semi-structured interviews using a theory-informed guide with patients after their
visit to understand their decision-making process for germline testing. We analyzed the
interviews using the Critical Incident Technique to identify positive or negative deviations
from well-informed, preference-based decisions. We also reviewed consent documentation in
the electronic health record. Results: Of 61 patients approached, 30 completed interviews after
their germline testing discussion.Mean agewas 75y; 19 (63%)wereWhite, 9 (30%)Black, and 2
(6%) Other race; and 13 (43%) were service-connected for APC. Twenty-six (87%) patients
consented to germline testing; the primary reasons were altruistic (to help family and con-
tribute to knowledge). Four patients (13%) declined testing, all primarily due to the fear of
potential loss or reduction of service-connected benefits. All four patients reported they would
reconsider testing if assured that these benefits would be protected regardless of test results. Of
the four patients, two had initially consented to testing with their oncologist but later changed
their minds and did not notify anyone. The two patients received germline testing when they
underwent PSA testing, but theywere not aware that they hadgermline testing performed. Both
had negative test results, and they therefore did not experience threats to their service-
connected benefits. Conclusions: Some Veterans with service-connected benefits for APC
decline germline testing due to the fear of potential loss or reduction of these benefits, thereby
foregoing potential treatment benefits. An advisory board isworkingwith the VeteransBenefits
Administration to protect service-connected benefits for these Veterans. In addition, a few
Veterans may agree to germline testing with their oncologist, but then change their minds due
to concerns surrounding service-connected benefits. From a quality improvement perspective,
the experiences of the patients in this study who changed their minds counts as a near-miss.
Although uptake of germline testing was high in this cohort, current workflowsmay need to be
addressed to account for a change of heart, and further research is needed to understand root
causes and identify possible remedies of the near-misses. Overall, our findings illustrate the
importance of informed consent for germline testing to ensure that results are desired and
valued by both oncologist and patient. Research Sponsor: Department of Defense.
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Survival outcomes in patients (pts) with prostatic cancer (PCa) based on patho-
logically confirmed sites of metastasis.

Gliceida Galarza Fortuna, Shayan Nazari, Umang Swami, Andrew Elliott, Georges Gebrael, Aditya Bagrodia, Dhruv Puri, Chadi Nabhan, Rana R. McKay,
Emmanuel S. Antonarakis, Neeraj Agarwal; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT; Caris Life Sciences, Tempe, AZ; Caris Life Sciences,
Irving, TX; University of California, San Diego, La Jolla, CA; Department of Urology, University of California, San Diego, La Jolla, CA; Caris Life Sciences and the University of
South Carolina, Deerfield, IL; Department of Medicine, University of Minnesota, Masonic Cancer Center, Minneapolis, MN

Background: In a meta-analysis of 9 phase III trials involving 8,820 pts with metastatic
castration-resistant prostate cancer, overall survival progressively decreased from those with
lymph node only disease to those with bone, lung, and liver metastases. Herein, we aimed to
validate these results in a large real-world dataset based on pathologically confirmed site of
metastasis.Methods:PCa tissue specimens derived from theprimary Pca (PPCa) andmetastatic
sites were molecularly profiled by Caris Life Sciences (Phoenix, AZ). Overall survival (OS) was
assessed using insurance claims data, with OS calculated fromdate of initial tumor diagnosis to
death or lost to follow-up using Kaplan Meier estimates and log-rank test. Molecular and
immunologic differences by specific metastatic site are presented in a companion abstract. All
the analyses were done using CODEai. Results: 6,069 PCa specimens were included in the
analysis [n= 3,411 prostate, n=1,634 non-visceral (bone and lymph node), n=1,029 visceral
disease (lung, liver, peritoneum, brain, other.)]. PCa specimens (n=6,069)were stratified based
on tumor biopsy site, including prostate (n= 3411), NV (bone and lymph node; n=1,631), and
visceral (lung, liver, peritoneum, brain, other; n=1027) subgroups. The median OS from initial
diagnosis was significantly longer for pts with PPCa compared to those with visceralmetastatic
PCa (median OS 70.2 vs 55.5 months; HR 1.42, 95% CI: 1.28-1.58, p,0.001) as well as non-
visceral PCa (median OS 70.2 vs 63.9 months; HR 1.15, 95% CI: 1.05 – 1.27, p=0.004). The
comparison of median OS by site of metastatic disease compared to bone metastasis is
presented in the Table. Conclusions: We validate the results of prior studies in a real-world
PCa population and show differential OS based on the site of metastases, with liver metastases
associated with the shortest OS and lung metastases showing the longest OS. These data argue
against combining liver and lungmetastases into a single category of visceral metastases when
visceral metastasis is used as stratification factor for randomized trials. Research Sponsor:
None.

mOS of different sites of metastatic disease compared to metastatic disease to the bone.

Site of Metastatic Disease Median OS HR 95% CI P value

Bone 59.4 m Ref
Lung 82.2 m HR 0.6108, 95% CI: 0.47- 0.7988, p,0.001
LN 66.6 m HR 0.845, 95% CI: 0.7435-0.9875, p= 0.018
Brain 59.6 m HR 1.08, 95% CI: 0.69-1.69, p = 0.74
Adrenal 49.8 m HR 1.27, 95% CI: 0.8436-1.942, p= 0.258
Liver 45.3 m HR 1.58, 95% CI: 1.36-1.83, p,0.001

PROSTATE CANCER - ADVANCED



73 Poster Session

Does use of apalutamide enhance outcomes in combination with radiotherapy in
metastatic hormone-sensitive prostate cancer? A real-world experience from the
UK.

Prantik Das, Anand Sharma, Salil Vengalil, Yakhub Khan, JunHao Lim, Abdelfattah Elmasry, Rania Mohammed, Aruni Ghose, Seheli Bandyopadhyay, Hasanthi Nillegoda,
Bahaaeldin Baraka, Syeda Tasmia, Navin Mathiyalagan; University Hospitals of Derby and Burton NHS Foundation Trust, University of Nottingham, School of Medicine,
Nottingham, United Kingdom; Mount Vernon Cancer Centre, Northwood, United Kingdom; University Hospitals of North Midlands NHS Trust, Stoke on Trent, United
Kingdom; University Hospitals Coventry & Warwickshire NHS Trust, Coventry, United Kingdom; Nottingham University Hospitals, Nottingham, United Kingdom; University
Hospitals of Derby and Burton NHS Foundation Trust, Derby, United Kingdom;Mount Vernon Cancer Centre UK, London, United Kingdom; NottinghamUniversity NHS Trust,
Nottingham, United Kingdom

Background: Management of metastatic prostate cancer has undergone a significant change
over the past decade, with the introduction of several novel agents and repurposing of others.
Latest update from STAMPEDE trials shown prostate radiotherapy (RT) improves OS, without
detriment in QoL in metastatic home sensitive prostate cancer mHSPC along with Docetaxel in
thosewith low volumemetastatic disease. There is no published data on impact of radiotherapy
to prostate on Apalutamide treated mHSPC patients. Here we report our real-world experience
of Apalutamide in mHSPC with radiotherapy.Methods: Patients with mHSPC (N = 266) from 5
UK centres, were treated with Apalutamide (240 mg) and ADT along with radiotherapy to
prostate as per treating clinician’s discretion. The primary endpointwas objective rate (ORR) as
determined by patients achieving a PSA decline of $90% (PSA90) and $50% (PSA50) and
secondary endpoints included biochemical progression free survival (bPFS) and safety.Results:
Themedian age for thewhole cohortwas 73.4 years (interquartile range52-91), A total of 11.6%
had received prior radical treatment (prostatectomy or radiotherapy for localised disease) and
88.4% had de novo metastatic disease. Median baseline PSA was 47 ng/ml (range 0.4-17100).
Theproportionof patients PSA90andPSA50 at 3, 6 and 12months is shown in theTable.Median
PSA nadir was 0.1 ng/ml(rage 0.01- 48.2) and median time to reach nadir was 6 months (range
3-24 months). 13.5% (35) patients were treated with radiotherapy (RT) after at least 3 months
(range 3 -6 months) of starting apalutamide. Patients received either a daily (55 Gy in 20
fractions over 4weeks) or weekly (36 Gy in six fractions over 6 weeks) of radiotherapy (68% vs
32%). Higher number of patients in RT group had achieved PSA90 compared to no radiotherapy
cohort (97.14 % vs 87.3%, p =0.15). Patients treated with RT hadmedian post treatment of PSA
0.01 ng/ml compared to 0.1 ng/ml in non RT group (p=0.0062). After median follow up of
8.4months, proportion of patients shown biochemical progression in RT vs non RT groupwere
5.7% vs 15% respectively (p= 0.04). Patients with de novometastatic disease have shown poor
PSA response and higher chance of progression compared to patients who had initial radical
treatment. Radiotherapy was well tolerated, with 17 % adverse events (Radiation Therapy
Oncology Group grade 3–4) reported in radiotherapy group. Conclusions: Early experience of
using apalutamide and radiotherapy in mHSPC showed improved PSA response and delayed
progression. Treatment was well tolerated. Further follow up and clinical trials are needed to
understand the impact on overall survival. Research Sponsor: None.

3 months 6 months 12 months

DP 1.304348 1.081081 2.173913
<50% PSA Reduction 0.869565 0.540541 1.086957
50% PSA Reduction 4.782609 3.243243 2.173913
90% PSA Reduction 93.04348 95.13514 94.56522
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Survival and comorbid diabetes mellitus in metastatic hormone-sensitive prostate
cancer.

Priya Baxi, Daniel B. Eaton, Varun Puri, Martin W. Schoen; Saint Louis University School of Medicine, St. Louis, MO; VA St. Louis Health Care System, St. Louis, MO;
Washington University School of Medicine, St. Louis, MO; St. Louis Veterans Affairs Medical Center, St. Louis, MO

Background: Diabetes is increasing in prevalence and management of comorbid disease in
cancer is important for outcomes. Comorbid diabetes mellitus in patients with metastatic
hormone sensitive prostate cancer (mHSPC) is important to consider as cancer treatments can
adversely affectmetabolic health and have added interactions with diabetesmedicines. Little is
known about the comparative effectiveness of diabetes management with insulin or oral
medications. We aim to assess the survival of patients with comorbid diabetes based on insulin,
oral, or no medication management. Methods: Patients diagnosed with mHSPC from 2000-
2021 were identified within the VeteransHealth Administration. Uncomplicated or complicated
diabetes was determined using Charlson codes from the International Classification of Dis-
eases. Treatment was determined by prescriptions of insulin, oral medication, or no use in VHA
prescription records in the year prior, up to 14 days before diagnosis. Kaplan-Meier, ANOVA,
and Cox proportional hazardmodelswere used to analyze the data and covariates such as body-
mass index, age, race, and baseline PSA. Results: Patients with mHSPC had significant differ-
ences in survival with diagnosis of diabetes, see table. Patients with complicated diabetes had a
highermean BMI than patients with uncomplicated diabetes (28.3 vs. 29.1, p,.001). In patients
with diabetes (n = 4740), insulin was used in 1091, oral medication in 1833, or no medicines in
1816. Oral diabetes medication was associated with improved survival compared to insulin and
no medication use had the lowest survival (26.6 months vs. 24.3 vs. 21.9, p ,0.001). In an
adjusted multivariable model, both insulin and oral medicine use were associated with in-
creased risk of death with adjusted Hazard Ratio (aHR) for insulin 1.25 (95% CI 1.17-1.35), for
oral medicine aHR 1.11 (95% CI 1.05-1.18). Conclusions: Among veterans withmHSPC, diabetes
was associated with decreased survival. Within patients with a diagnosis of complicated or
uncomplicated diabetes, the use of oral medication was associated with longer survival
compared to insulin. Further assessment of the management of comorbid diabetes may help
guide treatment and prevent adverse events. Research Sponsor: Prostate Cancer Foundation.

mHSPC (n=16721).

Overall Survival
(months)

Hazard Ratio
(95% CI)

Adjusted HR
(95% CI)

No Diabetes n=11981 30.9 ref ref
Uncomplicated Diabetes
n=2399

25.5 1.15 (1.10-1.21) 1.16 (1.10-1.22)

Complicated Diabetes
n=2341

23.2 1.35 (1.28-1.42) 1.21 (1.15-1.28)
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Cardiovascular medications and overall survival in metastatic hormone-sensitive
prostate cancer.

Kara Ingram, Carley Pickett, Daniel B. Eaton, Steven Tohmasi, Krishny Karunanandaa, Deepika Gopukumar, Varun Puri, Martin W. Schoen; Saint Louis University School of
Medicine, St. Louis, MO; VA St. Louis Health Care System, St. Louis, MO; Washington University School of Medicine, St. Louis, MO

Background: The assessment of comorbid cardiovascular disease can predict health outcomes
andmay risk-stratify patients for adverse events and death. Current methods used to estimate
patient risk, such as the Charlson Comorbidity Index (CCI), are based on International Clas-
sification of Diseases (ICD) codes, which are a poor indicator of severity and complexity of
comorbid disease. Alternatively, the number of cardiovascular drugs could be an efficient tool
for estimating patient risk. In this study, we examined the relationship between cardiovascular
medications and survival in patients being treated for metastatic hormone-sensitive prostate
cancer (mHSPC).Methods: A nationwide retrospective observational study of US Veterans with
de novo mHSPC in the Veterans Health Administration between 2011-2021 with at least 1
prescription medicine of any class. We determined the number of cardiovascular drugs from
Anatomic Therapeutic Chemical (ATC) drug class C prescribed in the year prior up to 14 days
before initiation of treatment. Multivariable logistic regression and Cox proportional hazard
modelingwas used to assess the association betweennumber of drugswith overall survival (OS)
while accounting for important covariates including age, body-mass index (BMI), prostate
specific antigen (PSA), CCI, race, and weight change. Results: Among 7,875 veterans, a median
(IQR) of 2 (1-4) unique cardiovascular medications were filled in the year prior to treatment.
The mean age was 74.3 years (SD 10.0) with a median CCI of 3 (3-6). Age was associated with
increased number of cardiac medicines with a mean of 1.6 drugs in ,60 years, 2.2 drugs in 60-
69, 2.5 drugs in 70-80, and 2.5 drugs in 80+ years (p,0.001). Increased number of medications
was associated with decreased OS using the Kaplan-Meier method (p,0.001, see table). After
adjusting for age, race, BMI, weight change, PSA, and CCI, the number of medications was
independently associated with increased mortality with an adjusted hazard ratio (aHR) of 1.05
(1.03-1.06) for each additional cardiac drug. Increased mortality was observed in patients
treated with 2 or more cardiac drugs (see table). Conclusions: The number of cardiovascular
medications is associated with decreased survival in veterans undergoing treatment for
mHSPC, even after accounting for important covariates including age, BMI, PSA, and CCI.
The assessment of cardiovascular medications may provide a simple and reliable tool to
estimate comorbid disease and survival in patients with cancer. Research Sponsor: Prostate
Cancer Foundation.

Number of Cardiovascular
Medicines (n, %)

Median Overall
Survival (months)

Adjusted Hazard
Ratio for Death

95% Confidence
Interval

0 medicines (1671, 21.2%) 37.5 ref ref
1 medicine (1342, 17.0%) 34.6 1.05 0.96-1.15
2 medicines (1426, 18.1%) 28.8 1.15 1.06-1.26
3 medicines (1385, 17.6%) 27.7 1.15 1.06-1.26
4 medicines (1008, 12.8%) 25.1 1.18 1.07-1.30
5+ medicines (1043, 13.2%) 23.7 1.27 1.15-1.41
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Impact of exposure to clinical trials and standard-of-care therapy in metastatic or
recurrent prostate cancer: An update.

Grace G Kim, Heba Mohamed, Ishmam Bhuiyan, Corin Macphail, Taylor Sidhu, Amir Emami, Longlong Huang, Shaun Zheng Sun, Scott Tyldesley, Jenny J. Ko; Faculty of
Medicine, University of British Columbia, Vancouver, BC, Canada; Medical Oncology Department, Abbotsford, BC, Canada; The University of British Columbia, Vancouver,
BC, Canada; University of Alberta, Edmonton, AB, Canada; Abbotsford Regional Hospital and Cancer Centre, Abbotsford, BC, Canada; Department of Mathematics and
Statistics, University of the Fraser Valley, Abbotsford, BC, Canada; British Columbia Cancer Agency, Vancouver, BC, Canada; BC Cancer – Abbotsford, Abbotsford, BC,
Canada

Background: Treatment (tx) options for metastatic prostate cancer (mPC) have advanced
significantly. Literature shows that access to, and uptake of, clinical trials or standard in-
tensified tx in mPC may be low. Methods: We conducted further survival analysis on all
consecutive patients (pts) diagnosed with any stage of PC between 2016-2017 in British
Columbia, and only included pts with de novo metastasis or later recurrence. We performed
descriptive statistics, univariate and multivariate analysis to examine overall survival (OS).
Results: This study included 796 pts with either de novo metastatic (n=554, 69.6%) or
recurrent PC (N=242; 30.4%); 743 (93.3%) had metastasis by time of cutoff (Sep 1, 2022).
Median age at diagnosis of mPC in all patients was 73 (range 45-98). 790 (99.2%) started
androgen deprivation tx (ADT). 263 (35.4%) had additional line of tx started with ADT at
hormone sensitive mPC (mHSPC); 309 (38.8%) had 1st line tx started at castrate resistant mPC
(mCRPC). Radiotherapy (RT) to prostate formPCwere given to 93 (11.6%). 307 (38.6%) received
1 line of tx; 181 (22.7%), 2; 128 (16.1%), 3 or more. 432 (54.3%) received $1 androgen receptor
pathway inhibitors (ARPI). At cutoff, 474 (59.5%) died; most (n=400; 84.4%) died of prostate
cancer. 35 pts who went on trial had longer mOS than those who did not go on trial (63.6 vs
39.5m, p=0.025). Pts with 5 or 6 lines of therapy had numerically longer but statistically similar
mOS than those who had 1 (51.7m vs. 63.7m vs. 38.1m, p=0.47). Pts who got 1 line of ARPI had
statistically similar mOS than those not exposed to ARPI (43.3m vs. 39.5m, p=0.89). In pts with
de novo mPC, more than 1 line (44.3m) or 1 line of ARPI (42.1m) were associated with
numerically longer but statistically similar mOS compared to no ARPI (30.1m, p=0.47); pts
with recurrent mPC showed an opposite trend (22.5 vs 48.5m vs. not reached, p=0.009). In
multivariable analysis, RT to prostate for mPC was associated with better mOS in mHSPC (HR
0.409, 95% CI 0.180 – 0.92, p=0.032) but not mCRPC. None of age, PSA at metastasis, Gleason
score, or ADT type was identified as an independent factor affecting mOS. No significant
differences in mOS was seen with varying years of mPC diagnosis (2015-2022).
Conclusions:Ourmulticentre data suggest that access to clinical trials and timelyRT toprostate
in appropriate pts withmPC are associated with longermOS and should be considered standard
of care. Access to clinical trials may be challenging for a significant proportion of pts. Exposure
to as many lines of tx/ARPI as possible may potentially help in pts with de novo mPC, but more
data are required to determine benefit in all subgroups. Research Sponsor: None.
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Real-world outcomes of patients with metastatic castration-resistant prostate
cancer (mCRPC) and tumors harboring androgen receptor (AR) ligand-binding
domain (LBD) mutations.

Tyler F. Stewart, David Chandiwana, Ashley Doyle, Nana Boame, Jayati Saha, Nicole Zhang, Darrin Benjumea, Andrew Rava, Janaki Parameswaran, Michelle L. Edwards,
Joshua Michael Lang; University of California, San Diego Health, La Jolla, CA; Arvinas Operations, Inc., New Haven, CT; Genesis Research, Hoboken, NJ; Guardant Health,
Inc., Redwood City, CA; University of Wisconsin Carbone Cancer Center, Madison, WI

Background: InmCRPC, AR T878 and/or H875 and L702Hmutations have been associated with
disease progression and poor prognosis. This study characterized real-world overall survival
(rwOS), testing practices,mutation prevalence, and treatment patterns in patientswithmCRPC
with and without tumors with missense mutations in the AR LBD (amino acids 671–920).
Methods: In this retrospective analysis of the Guardant InformDatabase (Mar 11, 2014–Jun 30,
2022), men (aged $18 y) with mCRPC who were tested with Guardant360 (G360) next-
generation sequencing and diagnosed/treated at a clinical site in the US with a first-line
(1L) treatment were included. Matched rwOS was assessed in 2 subpopulations: patients with
any missense mutation in AR LBD, excluding those with AR L702H alone (AR LBD group), and
patients with AR T878 and/or H875 without L702H (AR 878/875 group) and compared with
patients without any AR LBDmissense mutations (control group). Patients were matched (1:5)
on key prognostic variables, including age, Elixhauser Comorbidity Index weighted score,
smoking status, prior novel hormonal agent (NHA) use, and 1L treatment year. Mutation
prevalence, patient demographics, frequency and timing of G360 tests, and treatment patterns
were assessed inpatients treated from2018 to2022 to reflectmore recent trends.Results: In the
matched rwOS analysis, patients in the AR LBD group (n=275) had statistically significantly
shorter 1L median rwOS compared with the control group (n=1375): 27.3 vs 47.8 months;
P,0.0001. Similarly, patients in the AR 878/875 group (n=154) had shortened median rwOS
compared with the control group (n=770): 28.9 vs 44.4 months; P=0.0004. Of 4833 patients
treated for mCRPC from 2018 to 2022, 20% had AR LBD mutations, 4% had AR 878/875 with
L702H, and 6% had AR 878/875 without L702H. Most patients (59%) were first tested at some
point after 1L therapy, with only 15% of patients receiving .1 G360 test. Mutation prevalence
was higher in patients tested in fourth-line (4L) compared with 1L, particularly for AR L702H
mutations (17% vs 10%) and all AR LBDmutations (27% vs 20%). Use of NHAs was lower in 4L
comparedwith 1L (20%vs 33%),whereas use of taxaneswashigher (31%vs 22%).Conclusions:
Patients with AR LBD–mutatedmCRPC had notably shorter rwOS than those whose tumors did
not harbor AR LBDmutations, indicating an unmet need for this population. The prevalence of
AR LBD mutations was higher in later lines of therapy, but repeat testing rates were low,
suggesting that AR LBD mutations may go undetected. Research Sponsor: Arvinas Androgen
Receptor, Inc.
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Clinical outcomes with systemic therapy given after progression on prostate
specific membrane antigen radioligand therapy (PSMA-RLT) in patients with
metastatic castration-resistant prostate cancer (mCRPC).

Soumaya Labidi, Aida Salehi, Parvaneh Fallah, Vincent G. Morin, Meredith Li, Stephan Probst, Cristiano Ferrario, April A. N. Rose; Segal Cancer Centre, Jewish General
Hospital, Montreal, QC, Canada; Jewish General Hospital, Montréal, QC, Canada

Background: PSMA-RLT is a novel therapeutic modality that improves overall survival in
mCRPC.However, outcomes for systemic therapy given after progression onPSMA-RLTare not
well described. We investigated treatment choices and outcomes in patients (pts) with mCRPC
who experienced disease progression after PSMA-RLT.Methods:Weperformed a single center
retrospective cohort study of pts with mCRPC, who received PSMA-RLT at the Jewish General
Hospital between 2020 and 2023. Clinical characteristics, PSA50, further lines of therapy post
PSMA-RLT and survival were abstracted from chart review. A log-rank test was used to assess
overall survival (OS). Post-PSMA-RLT specific OS (Post-RLT-OS) was defined from the date of
first systemic treatment after PSMA-RLT failure to death or last follow up. Results: We
identified 42 pts who received PSMA-RLT for mCRPC. The median age was 63 years (47-89)
and the majority (56.1%) of pts received PSMA-RLT as a 3rd or later line of therapy in mCRPC
setting. Amongst these pts, 15/42 (35.7%) achieved a PSA50 response to PSMA-RLT; 36 pts
experienced disease progression, and 25/36 with disease progression (69.4%) received sub-
sequent active systemic therapy. Post-PSMA-RLT systemic therapy included chemotherapy
(n=17), PARP inhibitors (PARPi) (n=3), bipolar androgen therapy (BAT) followed by androgen
receptor-axis targeted agent (ARAT) (BAT+ARAT) (n=2), Radium (n=2), BAT (n=1), and
different PSMA-RLT agent (n=1). Amongst the pts who received post-PSMA-RLT therapy,
5/25 (20%) achieved a PSA50 response. PSA50 responses were observed in pts who received
chemotherapy (n=2), BAT+ARAT (n=2) and PARPi (n=1). After a median follow-up of
10 months, the median Post-RLT-OS in the entire cohort was 11.7 months. Post-RLT-OS
was significantly associated with PSA levels at the time of post-PSMA-RLT systemic therapy.
The median Post-RLT-OS for pts with PSA , 100 (n=11), 100 # PSA , 1000 (n=5) PSA $ 1000
(n=5) was 15, 15.7, and 8.6 months respectively (P = 0.014). Conclusions: Some pts derive
benefit from post-PSMA-RLT systemic therapy; however, the overall response rate is low and
therapeutic options are limited. More research is needed to definemechanisms of resistance to
PSMA-RLT, and to identify novel therapeutic opportunities in this patient population. Research
Sponsor: None.
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Real-world utilization patterns of radium-223 in metastatic prostate cancer in the
United States: An administrative claims database study.

Amit D Raval, Yiqiao Zhang, Matthew J. Korn, Niculae Constantinovici; Bayer HealthCare Pharmaceuticals, Whippany, NJ; Bayer Consumer Care AG, Basel, Switzerland

Background: Radium (Ra)-223 is approved for use in men with symptomatic castration re-
sistant prostate cancer (CRPC) with bone metastases, demonstrating benefits in terms of
overall survival and quality of lifewith a reliable safety profile. In the rapidly evolving treatment
landscape for prostate cancer, real-world (RW) data on Ra-223 utilization are limited. We
aimed to examine the RW utilization patterns of Ra-223 in patients with metastatic prostate
cancer using a large administrative claims database in the US.Methods: A retrospective cohort
ofmen treatedwith Ra-223was identified using the closed claims private payor database of the
Komodo Research Dataset covering the period from 01/01/2017 to 06/30/2022. The earliest
administration of Ra-223 inmenwith bonemetastatic prostate cancer was considered as index
date. Individuals were required to have continuous insurance coverage at least 12-month pre-
index (baseline) and least 6-month post index or until death if patients survived , 6 months
(follow-up). Logistic regression was used to identify baseline demographic, clinical, medica-
tions, or healthcare resource use-related factors associated with receiving 5+ cycles of Ra-223.
Results: The study cohort comprised of 1,376 men with a median age of 68 years at the time of
Ra-223 initiation. Mostmenwere treated by oncologists (52.2%), having bone onlymetastases
(51.5%), having Charlson comorbidity index (CCI) $ 1 (76.2%). Diabetes (34.1%), peripheral
vascular disease (29.9%), pulmonary disease (25.9%) and mild liver disease (25.1%) were the
most common pre-existing comorbidities. Therapies received prior to Ra-223 were androgen
receptor pathway inhibitors (75.4%), chemotherapy (32.1%), sipuleucel-T (13.7%) and bone
health agents (73.7%). Ra-223 was utilized as a combination therapy by 26.0% of the overall
population, predominately with enzalutamide. Nearly 15%, 38%, and 31% received Ra-223
(mono or combination therapy) as 1st, 2nd, and 3rd line therapy, respectively. Approximately
46% of the overall cohort and 54% of those who survived $ 6 months had received 5+ cycles,
respectively. In regression analysis, men with short survival (,6month) [Odds ratio, OR: 0.05,
95% confidence interval (CI): 0.03, 0.10], low CCI (0 vs. 4+) (OR: 0.38, 95% CI:0.19, 0.76), and
pulmonary disease (OR: 0.71, 95% CI: 0.52, 0.97) had lower likelihood of completion of 5+
cycles. Conclusions: Nearly half of men completed 5+ cycles of Ra-223 therapy in a large US
cohort of relatively young mCRPC men with private health insurance. Advanced disease state
with short survival and low comorbidity were key factors associated with lower completion of
5+ cycles. The findings highlight the importance of utilizing Ra-223 early after mCRPC di-
agnosis, when the probability of .6-month survival is higher, to enhance treatment comple-
tion that has been shown to result in better outcomes. Research Sponsor: None.
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Implementation outcomes of a multidisciplinary approach for Lu177-PSMA-617
therapy.

Marybeth Nedrud, John Wang, Valeria Maldonado Grijalva, Colm Kelleher, Terence Z. Wong, Hannah Dzimitrowicz McManus, Matthew Labriola; Department of Radiology,
Duke University School of Medicine, Durham, NC; Duke University School of Medicine, Durham, NC; Department of Medicine, Duke University School of Medicine, Durham,
NC; Department of Radiology, Division of Nuclear Medicine and Radiotheranostics, Duke University School of Medicine, Durham, NC; Duke Cancer Institute Center for
Prostate and Urologic Cancer, Duke University School of Medicine, Durham, NC

Background: Lu177-PSMA-617 (LuPSMA) is a recently approved treatment for patients with
metastatic castration resistant prostate cancer (mCRPC). Successful treatment in real-world
practice requires coordination between nuclear medicine, radiation safety, and medical on-
cology. We report outcomes from implementation of a multidisciplinary approach for LuPSMA
administration at our institution. Methods: Our practice prior to treatment included collab-
orative radiologist review of PSMA PET/CT and oncologist review of prior therapies, perfor-
mance status, and baseline laboratory values to establish candidacy. For each administration,
procedures included confirming IV patency, use of a shielded infusion pump, IV hydration, and
standardized radiation safety recommendations. On treatment, practices included scheduled
laboratorymonitoring, standardized treatment holds and dose reductions, coordination of care
with a dedicated advanced practitioner, and mid-treatment conventional imaging. Retrospec-
tive chart reviewwas completed for 100mCRPC patients who received$1 dose of LuPSMA from
June 2022 to August 2023 under this protocol. Outcomes including number of treatments, dose
reductions/holds, PSA, and clinical imaging responses were reviewed. Results: Ninety-eight
patientswere included in the analysis (2 patientswere excluded due to prior LuPSMAon clinical
trial). In patients completing LuPSMA at time of data collection, median number of treatments
was 4.0 (IQR=4.0, n=95), with 41% receiving all 6 planned treatments (n=39/95). During
treatment, 16% experienced a treatment hold (n=16/98) with 25% ultimately completing 6
treatments (n=4/16; median=3.0, IQR=3.25). Holds were due to worsening symptoms (44%,
n=7/16) or cytotoxicity (44%, n=7/16). Dose reductions occurred in 8% (n=8/98), with 38%
completing 6 treatments (n=3/8; median treatments= 4.5, IQR= 3.0). Early discontinuation
primarily occurred due to clinician-assessed progression (57%, n=32/56) or cytotoxicity (25%,
n=14/56). Of those with early discontinuation due to progression, 70% had a rising PSA at time
of discontinuation (n=21/30) and all had worsening disease on available mid-treatment
imaging (n=15/15). For the remainder with early discontinuation due to progression, 20%
had stable PSA (n=6/30) and 10%had decreasing PSA at time of discontinuation (10%, n=3/60).
In those with stable or rising PSA, 75% terminated treatment due to worsening disease on
available mid-treatment imaging (n=6/8). Conclusions: Our protocol for LuPSMA adminis-
tration allows for early identification of clinical progression and completion of therapy when
appropriate. Treatment holds and dose reductions facilitate therapy completion in select
patients. Mid-treatment imaging may identify worsening disease in the setting of stable or
decreasing PSA, underlying the potential importance of this practice for clinical decision
making. Research Sponsor: None.
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Patient characteristics, treatment patterns, and outcomes among early adopters of
lutetium Lu 177 vipivotide tetraxetan (177Lu-PSMA-617): A real-world United States
(US) study.

Xiao X. Wei, Daniel J. George, Jeetvan Patel, Jennifer Nguyen, Barinder Kang, Amrita Sawhney, Magdaliz Gorritz, Chi-Chang Chen, Queenie Paltanwale, Kainan Sun,
Neal D. Shore; Dana-Farber Cancer Institute, Boston, MA; Duke Cancer Institute, Durham, NC; Novartis Pharmaceuticals Corporation, East Hanover, NJ; IQVIA, Inc., Wayne,
PA; IQVIA, Inc., Durham, NC; Carolina Urologic Research Center/Genesis Care, Myrtle Beach, SC

Background: In March 2022, the US Food and Drug Administration approved 177Lu-PSMA-617
for the treatment of patients with prostate-specific membrane antigen (PSMA) positive
metastatic castration resistant prostate cancer (mCRPC) who have been treated with androgen
receptor pathway inhibition (ARPI) and taxane-based chemotherapy. This real-world study
aims to describe clinical characteristics, treatment use, clinical outcomes in patients treated
with 177Lu-PSMA-617 in a growing US dataset. Methods: Adults ($18 years) with $1 claim for
177Lu-PSMA-617 between 3/01/22 and 6/30/2023 in the IQVIA open-source pharmacy and
medical claims databases were retrospectively identified and included in this analysis. Clinical
characteristics and treatment use, including prior treatment exposures, were derived from this
cohort. A subset of these patients with available PSA results were assessed for PSA response
after initiation of 177Lu-PSMA-617. Baseline PSA was defined as the closest PSA value within
90 days prior to or on the first 177Lu-PSMA-617 claim (index date). Post-treatment PSA
response was defined as the lowest PSA value $28 days after the index date. The proportion
of patientswith$50%,$80%and$90%PSA reductionswere reported.Results:A total of 1,710
patients treated with 177Lu-PSMA-617, with mean (standard deviation) age was 72.2 (8.5)
years, met eligibility and were included in the study. Common comorbidities included hyper-
tension (34.7%), osteoarthritis (27.3%) and dyslipidemia (23.9%). Based on ICD-10 codes,
1,447 (84.6%)patients hadbonemetastases, and575 (33.6%)had visceralmetastases, ofwhom
128 (7.5%)had livermetastases. Only 59 (3.5%) patients had lymphnode onlymetastasis. In the
pre-index period, 83.4% patients had used prior ARPI and/or taxane chemotherapy, and 98%
patients had used other systemic therapies. In a sub-analysis of 159 (9.3%) patients with pre-
and post-index PSA values available (whose clinical characteristics are comparable to the
overall cohort of 1,710 patients), median PSA at baseline before initiation of 177Lu-PSMA-617
was 61 ng/ml. Among these patients, 53.5%, 29.6% and 22.6% had PSA reductions
of$50%,$80%and$90%, respectively, while on treatment. Rate of PSA response was similar
regardless of history of ARPI or taxane use. Conclusions: To our knowledge, this is the first
large-scale report of real-world US patients treated with 177Lu-PSMA-617. Clinical charac-
teristics and PSA responses observed are consistent with results from the VISION clinical trial
demonstrating benefit with 177Lu-PSMA-617 treatment. Subsequent analysis with longer
follow up are needed to understand the long-term outcomes associated with 177Lu-PSMA-
617 in real-world US patients. Research Sponsor: NOVARTIS.
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Impact of TP53, RB1, and PTENmutations on overall survival in metastatic prostate
cancer: A multi-center study via the Guardian Research Network.

Mohammad Arfat Ganiyani, Pushan Prabhakar, Atulya Aman Khosla, Shreyas S Bellur, Arjun Pon Avudaiappan, Liz Bond, Suresh Marada, Andrea McCracken,
Charlie Hurmiz, Bruno R. Bastos, Rohan Garje; Miami Cancer Institute, Baptist Health South Florida, Miami, FL; Guardian Research Network, Spartanburg, SC

Background: The treatment paradigm for metastatic prostate cancer has significantly im-
proved in the past decade. Nevertheless, there remains an unmet need for novel biomarker-
driven risk stratification. Studies have shown that genetic alterations in any of the PTEN, RB1,
and TP53 genes influence the prognosis, potential for androgen independence and overall
survival of individuals diagnosed with advanced prostate cancer. Based on these findings, we
compared survival rates by contrasting patients with any of these mutations to those lacking
them, using an extensive real-world sample from community oncology centers across the
Guardian Research network (GRN). Methods: All patients diagnosed with metastatic prostate
cancer who had undergone Next-Generation Sequencing (NGS) were included across an
oncology-focused hospital consortium network database (GRN). Study participants were
classified into two cohorts based on the presence or absence of biomarkers. Patients harboring
at least one of the following genomic alterations—TP53, Rb, or PTEN—were categorized as
"biomarker-positive." Those without these mutations were designated as "biomarker nega-
tive." Overall survival (OS) was compared between the two cohorts by Kaplan-Meier Curve
analysis.Results:We identified 350 patients withmetastatic prostate cancer, of which 140were
biomarker positive and 210 were biomarker negative. The biomarker-positive cohort had a
lower overall survival (p=0.002) when compared to the biomarker-negative cohort. For the
sub-group with a minimum follow up of four years, median survival was 35.8 months vs
67.2 months for biomarker marker positive and negative cohorts, respectively. Furthermore,
thebiomarker-positive cohortwas associatedwith significantly higher number of patientswith
bone and liver metastases. Conclusions: Our study indicates poor overall survival in patients
with TP53, RB1, and PTEN mutated prostate cancer, underscoring the need for novel treatment
strategies for this aggressive disease genotype. Future studies based on genomic risk strati-
fication are needed to customize therapies through appropriate intensification or de-
intensification based on individual genomic profiles. Research Sponsor: None.

Variable Biomarker Negative (n=210) Biomarker Positive (n=140) p-value

Age (median in years [IQR]) 69 [62 -75] 67 [61-74] 0.32
White 165 (78.6%) 111 (79.3%) 0.56
African Americans 36 (17.1%) 25 (17.9%)
Synchronous presentation 110 (52.4%) 81 (57.9%) 0.37
Bone Metastasis 109 (51.9%) 98 (70.0%) 0.001
Liver Metastasis 14 (6.7%) 20 (14.3%) 0.03
Gleason score (% ‡ 9) 72 (34.3%) 38 (27.1%) 0.051
2 years Survival rate (%) 84% (CI:78-90%) 78% (CI: 71-86%)
5-year Survival rate (%) 66% (CI: 56-76%) 46% (CI: 36-61%)
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Real-world clinical outcomes of patients treated with Lu-177-PSMA-617 for
metastatic castration-resistant prostate cancer (mCRPC): A single-institution
experience.

Valeria Maldonado Grijalva, John Wang, Marybeth Nedrud, Colm Kelleher, Terence Z. Wong, Matthew Labriola, Hannah Dzimitrowicz McManus; Department of Medicine,
Duke University School of Medicine, Durham, NC; Duke University School of Medicine, Durham, NC; Department of Radiology, Duke University School of Medicine, Durham,
NC; Department of Radiology, Division of Nuclear Medicine and Radiotheranostics, Duke University School of Medicine, Durham, NC; Duke Cancer Institute Center for
Prostate and Urologic Cancer, Duke University School of Medicine, Durham, NC

Background: The radiopharmaceutical Lu177-PSMA-617 (LuPSMA) was FDA approved in
March 2022 for patients with mCRPC previously treated with both an androgen receptor
signaling inhibitor (ARSI) and a taxane, if eligible based on PSMAPET. However, data regarding
realworld LuPSMA treatment outcomes are limited.Methods:This is a retrospective analysis of
the first 100mCRPCpatients who received at least 1 cycle of LuPSMA at a single institution from
June 2022 to August 2023. Demographic and clinical characteristics as well as laboratory values
were collected. Central review of qualifying PSMA PET/CT was performed to assess disease
distribution. A PSA decrease of 30%, 50%, or 90% from baseline at any point during treatment
was the primary measure of response (PSA30, PSA50, and PSA90 respectively). Results: Of the
100 patients identified, 2were excluded fromanalysis due to prior receipt of LuPSMAon clinical
trial. Three patients were still receiving LuPSMA at the time of data collection. Median age was
72 (range, 50 - 93) andmedian number of treatments received was 4.0. On baseline PET/CT, 43
patients (44%) had bone + nodal metastases only, 19 (19%) had bone metastases only, 8 (8%)
had nodal metastases only, and 11 (11%) had liver metastases. As for prior therapies, 47% had
received$2 ARSIs (n=47/98), 48%had received 2 prior taxanes (n= 47/98), 42%had received 1
prior taxane (n=41/98), 17% received radium-223 (n=17/98), and 10% were treated off-label
with no prior chemotherapy (n=10/98). Median follow up from the start of LuPSMA treatment
was 7.6 months (range= 0.6-14.1 months, n=98). During treatment, 21 (21%) patients
achieved aPSA90 response, 51 (52%)patients achieved a PSA50 response and60 (61%)patients
achieved a PSA30 response. An increase or no change in baseline PSAwas seen in 28% (n=26/94
evaluable patients). Among patients with an initial rise in PSA after the first treatment, 10%
had a subsequent reduction from baseline PSA (n=3/29). Conclusions: In this cohort of heavily
pretreated mCRPC patients, we observed a PSA50 response of 54% and 21% of patients
experiencing a PSA reduction $90%. This data supports the clinical benefit of LuPSMA in
real-world clinical practice. Characterization of response rates within subgroups by prior
treatment and disease characteristics are ongoing. Research Sponsor: None.
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Real-world analyses ofmortality risk after androgen deprivation therapy initiation in
Black vs. White patients with prostate cancer.

Judd W. Moul; Duke University Trent Center for Bioethics Humanities and History of Medicine, Durham, NC

Background: 2 studies found significantly longer overall survival in Black vs. White patients
withmetastatic castration-resistant prostate cancer (PCa): a 2019meta-analysis of 9 phase III
trials and a 2020 registry study. Our real-world data study compared all-causemortality risk for
Black vs. White PCa patients. Compared to the prior studies, our study encompasses a broader
scope and is not exclusive to men with castration-resistant PCa.Methods: Data were collected
from the Decision Resources Group Real World Evidence repository, which links medical and
prescription claims, and US Electronic Healthcare Records. The analysis set included PCa
patients who received $1 androgen deprivation therapy (ADT) injection between 1991-2020.
Cox regression was used to compare all-cause mortality rates between White and Black
patients. Multivariable regression model accounted for the following variables: baseline me-
tastasis, BMI, oncology vs. urology setting, antagonist vs. agonist, personal major adverse
cardiovascular event (MACE) history, tobacco history, baseline PSA (.4 vs. #4 ng/mL), race
(White vs. Black), statin use, increasing age per year, ethnicity (non-Hispanic vs. Hispanic),
increasing ADT exposure per year, diabetes, hypertension, and family MACE history. Results:
44,439 patients were included for the all-patient analyses. 34,762 patients were included in the
Black vsWhite analyses: 5,817 and28,945wereBlack andWhite, respectively. Overall,mortality
riskwas2.6%and 17%at 1 and4years after ADT initiation, respectively.Mortality risk after ADT
initiation was 1.6% and 2.6% at 1 year and 11.7% and 18.1% at 4 years for Black and White
patients, respectively. Both unadjusted (HR=1.66, 95% CI 1.53-1.80, p,0.05) and adjusted
(HR=1.24, 95% CI 1.01-1.52, p,0.05) mortality risks were higher for White vs. Black patients.
Conclusions: All-cause mortality incidence was higher in White vs. Black patients. Adding to
the body of evidence, our research also reveals that Black race is associated with a protective
effect on survival for all-cause mortality in men undergoing ADT. Potential hypotheses for
higher mortality in White vs. Black patients include survival bias to MACE (i.e., Black patients
may have died fromPCa before havingMACE), survival bias to be diagnosedwith PCa (i.e., Black
patients may have higher rate of CV death and kidney failure prior to PCa diagnosis), and
protective effects of higher BMI in Black patients against cancer cachexia. The large size
(~45,000 patients from a database with .300 million patients), long follow-up (10 years for
some patients), recent clinical experience (99% from 2010-2020), and diversity of the dataset
giveweight to the results being an accurate representation of current clinical experience. Future
studies should confirm our findings that White PCa patients have higher mortality risk and
investigate the above hypotheses. Research Sponsor: Tolmar, Inc.
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Real-world experience on tolerability and safety of relugolix combined with an-
drogen signaling inhibitors in patients with advanced prostate cancer.

Jian Guan, Shubham Adroja, Zainub Ajmal, Yuan Gao, Nicholas Spetsieris, Siqi Hu, Raj Satkunasivam, Michael A Brooks, Andrew M. Farach, E. Brian Butler, Brian Miles,
Eleni Efstathiou; Houston Methodist Cancer Center, Houston, TX; Houston Methodist Neal Cancer Center, Houston, TX; Long Island Community Hospital, Patchogue, NY;
Houston Methodist Hospital, Houston, TX; Department of Urology, Houston Methodist Hospital, Houston, TX; Department of Radiation Oncology, Houston Methodist
Hospital, Houston, TX; Houston Methodist Hospital, Department of Radiation Oncology, Houston, TX; Department of Medical Oncology, Houston Methodist Hospital,
Houston, TX

Background: Relugolix is the first oral GNRH antagonist approved by the FDA in 2021 for the
treatment of advanced prostate cancer (PCa). Approval was based on HERO study, which
showed a rapid and sustained testosterone suppression superior to that of Leuprolide coupled
with a significantly shorter time to eugonad state after discontinuation. Relugolix was asso-
ciated with a 54% lower risk of major adverse cardiovascular events as compared with
Leuprolide. There is very little data available regarding the tolerability safety of Relugolix in
combination Enhanced Androgen Signaling Inhibitors (ASI). Here we provide real world
experience on the combination of Relugolix and ASIs in patients(pts) with advanced PCa,
focusing on safety, tolerability and pharmacodynamic outcome measures. Methods: Houston
Methodist Genitourinary Oncology records were reviewed for identification of pts treated with
combination Relugolix plus ASI for at least 1 month, from 09/21 to 07/23. Data collected
included pts’ baseline and tumor characteristics, cardiovascular and metabolic comorbidities
concomitant medication. We recorded Adverse Events, potential Drug Drug Interaction (DDI)
and Testosterone (T) and PSA decline.Results:We report 152 advanced hormone-naive PCa pts
with median age of 71 (range 48-96). 81% were White or/and Hispanic, 17 % black, 2 % Asian.
Majority (90%) had at least 1 cardiovascular risk factor; hypertension (72%), hyperlipidemia
(52%), obesity (41 %), diabetes mellitus (26%), coronary artery disease (30%) and atrial
fibrillation (13%). ASIs combined with Relugolix included: Darolutamide (78%), Abiraterone
(14%), Apalutamide (7%) and Enzalutamide (1%). All but one ptwere compliant (99%).Median
treatment exposure is 8months (range 1 -21). All pts had baseline Testosterone.150ng/dL. All
pts reached castrate T levels and 90% of patients achieved a T , 20 ng/dL. 55% pts reached
PSA ,0.1 at median of 4ms, 75% PSA decline . 90% and 91% PSA decline $50%. 7% pts
discontinued Relugolix due to adverse events. Three pts (2%) had a major adverse cardiovas-
cular event, including one sudden death, one with congestive heart failure, and one with
myocardial infarction. Two pts (1%) reported grade 3 fatigue. G3 LFT elevations recorded in
2 pts (1%). No clinical signals of DDI reported.Conclusions:This is the first large original report
of the combination of Relugolix with ASIs in real world practice. The combination has a
favorable safety and tolerability profile with no new safety concerns. No new DDI concerns
were raised. These findings in combination with pharmacodynamic outcome measures of T /
PSA support the use of Relugolix in combination with ASIs as standard of care in advanced PCa.
Research Sponsor: None.

PROSTATE CANCER - ADVANCED



86 Poster Session

Real world outcomes in patients with metastatic castration-resistant prostate
cancer (mCRPC) treated with lutetium-177-PSMA-vipivotide tetraxetan (Lu177-
PVT).

Colin P Bergstrom, Hong Song, Shann Mika Ruiz, Joanne Chien, Kaidi Moore, Divya Ahuja Parikh, Sumit Shah, Alice C. Fan, Sandy Srinivas, Andrei Iagaru, Ali Raza Khaki;
Stanford University Medical Center, Stanford, CA; Stanford University, Stanford, CA; Cancer Center, Stanford Health Care, Palo Alto, CA; Stanford Health Care, San Jose, CA;
Stanford Health Care, Palo Alto, CA; Stanford Hospitals and Clinics, Stanford, CA; Stanford Cancer Center, Stanford, CA; Department of Medicine, Division of Oncology,
Stanford University School of Medicine, Stanford, CA

Background:Lu177-PVT is a novel radioligand,whichwas recently approved by the FDA to treat
mCRPC. Real world data on its use and efficacy is limited. We aimed to build a new retrospective
cohort of patients withmCRPC treated with 177Lu PSMA-617 in order to investigate clinical and
pathological variables associated with treatment responses. Methods: We identified patients
with a confirmed diagnosis of prostate cancer and were treated at Stanford University Medical
Center with at least one dose of Lu177-PVT including trial patients. Data collection included
demographic, clinicopathological and outcome variables. Statistical analysis was performed
using Chi-squared and log-rank Kaplan-Meier analysis.Results:We identified 85 patients who
met study criteria andwere treated betweenMarch 2021 and June 2023, themedian age was 66,
33% were non-white, median PSA at treatment initiation was 60, and 94% had osseous
metastasis. Patients were pretreated with a median of six lines (range: 1-10) of prior therapy
including local therapies; prostatectomy (28%), radiation (61%), brachytherapy (11%), taxane
(78%), immunotherapy including checkpoint inhibitor andSipuleucel-T (24%), PARP inhibitor
(6%), and Radium-223 (15%). A majority of patients also received prior germline or somatic
genetic testing (79%), with homologous recombination germline and somatic deficiencies
present in 13% of patients. Of the identified cohort, 19 patients were still undergoing active
treatment with Lu177-PVT at the time of data collection. Of the 66 patients not currently
undergoing active Lu177-PVT treatment, 29 patients discontinued treatment due to progres-
sive disease (44%) and 14 (21%) to toxicity related to 177LuPSMA-617, completing amedian of 4
cycles. 47 patients (71%) had an overall decline in their PSA from baseline, with 32 patients
(49%) experiencing a decrease greater than fifty percent. Median overall survival of patients
not actively receiving 177Lu PSMA-617 treatment was 366 days. Age, previous lines of therapy,
and median time from diagnosis were not predictive of PSA treatment response (greater than
fifty-percent reduction from baseline PSA). Conclusions: Lu177-PVT is a promising treatment
for mCRPC in patients. Our results confirm ‘real-world’ activity of Lu177-PVT and align well
with VISION study results, though real-world overall survival was comparatively shorter
(12 months vs 15 months in VISION trial). Further investigation is warranted into predictors
of response and toxicity. Research Sponsor: None.
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Patient outcomes after therapy with 177Lu-PSMA-617 (LuPSMA) for metastatic
castrate-resistant prostate cancer (mCRPC): A tertiary center experience.

Meryam Losee, Nuno Vaz, Jolivette Ritzer, AndrewWolanski, Sudhir Bhimaniya, Atish Dipankar Choudhury, Hyewon Hyun, Emma Kelly, Kerry L. Kilbridge, Alicia K. Morgans,
Mark Pomerantz, Matthew Robertson, Christopher Sakellis, Hina Shah, Rajitha Sunkara, Mary-Ellen Taplin, Xiao X. Wei, Bridget Whelpley, Praful Ravi, Heather Jacene;
Dana-Farber Cancer Institute, Boston, MA; Brigham and Women’s Hospital, Boston, MA; Dana-Farber Cancer Institute/Brigham and Women’s Hospital, Boston, MA

Background: While LuPSMA has a proven overall survival (OS) benefit in patients (pts) with
mCRPC who have received prior taxane chemotherapy and androgen receptor pathway in-
hibitors, there is limited data on outcomes and efficacy of subsequent therapy in pts who have
received LuPSMA. This study aimed to assess the clinical and treatment courses of pts with
mCRPC after LuPSMA. Methods: We queried an IRB-approved prospectively maintained reg-
istry to evaluate all pts with mCRPC who received standard-of-care LuPSMA at our institution
between June 2022 and July 2023. Clinical data pertaining to LuPSMA therapy as well as
subsequent treatments were extracted from the medical record, including type and number
of subsequent systemic therapies, reason for treatment cessation, hematologic support, and
PSA response to subsequent therapy. PSA-50 was defined as a $50% decrease in PSA on
therapy. Hematologic adverse events to therapies after LuPSMA were recorded and graded per
CTCAEv5.0. Results: A total of 96 patients were evaluated; median age was 72 years (range 52-
87), and median follow-up was 10 months. 18 pts completed all 6 cycles, 35 discontinued prior
to cycle 6 of LuPSMA due to progressive disease, 10 died mid-treatment, and 33 were midway
through treatment; median number of cycles received for all pts was 4 (range 1-6). None of the
18 who completed all 6 cycles had yet transitioned to a next line therapy. Of the 35 who
discontinued LuPSMA, 17 transitioned to hospice due to disease progression, 15 initiated a
subsequent line of therapy, and 3 had a treatment break.Median overall survival was 13months
in the entire cohort. Of the 15 receiving another line of therapy, 11 received cabazitaxel 6

carboplatin/cisplatin, 1 received carboplatin with cisplatin substituted during carboplatin
shortage, and 4 received other non-chemotherapy regimens; a PSA-50 response to subsequent
therapy was seen in 4 patients (27%), all of whom received cabazitaxel6 carboplatin/cisplatin.
Of the 12 pts who received chemotherapy, themedian number of cycles receivedwas 3 (range 1-
7); 4 pts (33%) had grade$3 anemia, 2 (17%) had grade$3 thrombocytopenia and 7 pts (47%)
required platelet growth factor support or transfusion of blood products. Conclusions: 47% of
pts discontinuing LuPSMA transitioned to hospice due to disease progression while 44%
proceeded to a subsequent line of therapy, the majority of whom received cabazitaxel. Out-
comes to subsequent therapywere generally poor,with a 27%PSA-50 response rate. This initial
experience may be biased by number of patients with limited standard of care options at the
time of FDA approval of LuPSMA and could improvewith better patient selection. However, this
also highlights the continued need to develop novel therapeutic strategies for CRPC pts post-
LuPSMA. Research Sponsor: None.
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Quality of treatment with targeted agents for advanced prostate cancer by treating
specialist.

Kassem S Faraj, Mary Oerline, Samuel Kaufman, Megan Veresh Caram, Vahakn B. Shahinian, Brent K. Hollenbeck; University of Michigan, Ann Arbor, MI; University of
Michigan Medical Center, Ann Arbor, MI; Massachusetts General Hospital, Boston, MA

Background:Urologists are increasingly prescribing oral targeted agents tomenwith advanced
prostate cancer, who traditionally have been cared for by medical oncologists. These agents
require closemonitoring, since theymechanistically affect androgen biosynthesis and can lead
to cardiovascular and metabolic adverse events. It is unclear whether patients treated by
urologists—whose practice scope typically does not involve systemic therapies—experience
more frequent therapy-related adverse events. Further, thesemedications are expensive, often
subjecting patients to high out-of-pocket costs, which can lead to coping strategies like
treatment non-adherence. Urologists may have less experience discussing these costs and
exploring cheaper alternatives. Methods: A 20% sample of National Medicare claims was used
toperforma retrospective cohort study ofMedicare beneficiarieswith advancedprostate cancer
between 2012-2020 who were treated with a targeted agent (abiraterone or androgen receptor
blocker). The primary outcome was the composite of any hospital or emergency department
visit for a cardiometabolic event within 1 year of starting a targeted agent. Secondary outcomes
includedmonthly out-of-pocket costs in thosewithout low-income subsidies and adherence to
treatment in first 6 months after initiating treatment. Multivariable regression models were
fitted to assess the association between prescribing specialist (urologist or medical oncologist)
and each outcome. Results: There were 1,462 (25%) and 4,501 (75%) patients who were
prescribed a targeted agent by a urologist and medical oncologist. Men who were managed
by urologists were more often started on an androgen receptor blocker, compared to those
managed by medical oncologists (67% vs 36%, p,0.001).There were no differences in the
adjusted frequencies of composite adverse events of patients managed by urologists and
medical oncologists in those who were started on abiraterone (7.7 % vs 8.1%, P=0.79) or an
androgen receptor blocker (6.4% vs 6.2%, p=0.91). Out-of-pocket costs did not vary between
patients who were managed by urologists vs medical oncologists in those who were started on
abiraterone ($748 % vs $778%, P=0.48) or an androgen receptor blocker ($795 vs $834,
p=0.33). Adherence to treatment was similar between the specialties in those prescribed
abiraterone (67% vs 64%, P=0.15), but the likelihood of adherence was higher in men pre-
scribed an androgen receptor blocker by a urologist (65% vs 61%, p=0.04). Conclusions:
Although urologists may be less accustomed to primarily managing advanced prostate cancer
than medical oncologists, patients fared no worse when assessing adverse events, out-of-
pocket costs, or adherence to treatment. This study provides further support for urologists’
increased role in managing advanced prostate cancer. Research Sponsor: National Cancer
Institute.
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A multi-center retrospective cohort study of patients with mCRPC who received
lutetium Lu177 vipivotide tetraxetan.

Kunal Desai, Kerry Roe Schaffer, Katy Beckermann, Gary Smith, Kristin Kathleen Ancell, Meghan Catenacci, Daniel Appelbaum, Akash Patnaik, Jonathan Trujillo,
Walter Michael Stadler, Brian I. Rini, Russell Zelig Szmulewitz; University of Chicago Cancer Center, Chicago, IL; Vanderbilt-Ingram Cancer Center, Nashville, TN

Background: Lu177-vipivotide tetraxetan (Pluvicto) (Lu177-Plu) is the first FDA approved
theragnostic for mCRPC. Since FDA approval in March 2022, there have been no published
multicenter evaluations of real-world experienceswith Lu177-Plu in theUnited States (US).We
therefore present data from 2 academic centers on patient (pt) characteristics, treatment
patterns and outcomes for mCRPC pts receiving SOC Lu177-Plu. Methods: Retrospective data
was aggregated fromUniversity of Chicago&Vanderbilt University onpt demographics, disease
course and treatment for mCRPC pts who received SOC Lu177-Plu between 6/1/2022 and 9/1/
2023. Research was conducted under IRBs VU211334 and IRB23-0718. 146 pts were identified
who completed Lu177-Plu treatment by data cutoff 9/1/2023; their data is reported here.
Results: Median age at cycle 1 (C1) was 72 years (range 49-93). Self-reported race was Black
(23%), White (65%), Other/Unknown (UNK) (12%). Mean distance from home to treatment
center was 79mi. (range 1-1,317); 37% travelled. 50mi. At diagnosis, Gleason score was.8 in
57%; 55% had locoregional disease, 44% had metastases, 1% were UNK. Median lines of prior
systemic therapy were 4 (range 1-6), 95% received prior taxane(s) and 100% received prior
androgen receptor signaling inhibitor (ARSI); 67% received 2 prior ARSI classes. PSMA-PET
scan reported disease in bone in 93% of pts, lymph node 63%, liver 14%, lung 6%, other 25%
(mostly prostate & soft tissue). While undergoing 177Lu-Plu, 10% received concurrent ARSI
(n=9 abiraterone, n=6 enzalutamide). Median cycles received was 3.5. 27 pts (18%) discon-
tinued after C1, 46 (32%) after C2/3, 24 (16%) after C4/5 and 49 (34%) completed 6 cycles. 38%
had a PSA. 50%decline on treatment. 71 pts (49%) got scans between C1 and C6. Reasons cited
for discontinuation prior to 6 cycles (n=97) included: progressive disease (including radio-
graphic and/or PSA progression) (31%), progressive disease and toxicity (13%), toxicity (30%),
clinical decline (including ECOG PS, transition to hospice or death) (23%), other (3%). 36 pts
(25%) required supportive carewith bloodproducts (n=35RBC, n=2platelets). At data cutoff, 73
of 146 pts were alive (confirmed (n=66), unconfirmed (n=7)). Of deceased patients, median
survival fromC1 to deathwas 4.8months (range 0.4-11.7). Conclusions: To our knowledge, this
is the largest multicenter retrospective analysis of a racially diverse cohort of mCRPC pts
receiving SOC Lu177-Plu following FDA approval in the US. PSA decline, median number of
cycles received, fraction not requiring blood products in this cohort were all lower than in the
VISION trial, likely due to baseline pt characteristics and potentially more liberal pt selection.
Our data highlights numerous areas of need: expanded geographic access, optimized pt
selection, standardization of scan type and interval on therapy and further data on concurrent
therapy. Research Sponsor: None.
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Trends in local therapy utilization and survival of patients with de-novo metastatic
prostate cancer treated by hormone therapy with or without systemic therapy in-
tensification with chemotherapy.

Siqi Hu, Zachary Melchiode, Jiaqiong Xu, Carlos Riveros, Emily Huang, Dharam Kaushik, Andrew M. Farach, Brian Miles, Guru P. Sonpavde, Eleni Efstathiou,
Christopher J.D. Wallis, Raj Satkunasivam; Houston Methodist Hospital, Houston, TX; Center for Health Data Science and Analytics, Houston Methodist Hospital, Houston,
TX; Department of Urology, Houston Methodist Hospital, Houston, TX; Department of Radiation Oncology, Houston Methodist Hospital, Houston, TX; AdventHealth Cancer
Institute, Orlando, FL; Department of Medical Oncology, Houston Methodist Hospital, Houston, TX; Division of Urology and Surgical Oncology, Department of Surgery,
Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada

Background: Guideline-recommended treatment for de novo metastatic prostate cancer
(mPCa) includes hormone therapy (HT) and androgen receptor axis-targeted (ARAT) therapy
with or without chemotherapy. While retrospective data have implicated the potential survival
benefit of treating the primary tumor with radical prostatectomy, prospective clinical trials
have demonstrated a benefit of definitive local radiotherapy in the context of low-volume
mPCa. Given this emerging data, we sought to assess population-based treatment trends in the
utilization of local therapy (LT) for mPCa and the association between the receipt of contem-
porary LT and overall survival in patients with mPCa. Methods: Using the National Cancer
Database from2004 to 2020,we identifiedmen aged 18-90+whowere diagnosedwith de-novo
mPCa. To mitigate potential confounding, propensity score matching (PSM) was employed to
balance patient characteristics between the two groups, including metastatic volume. High-
volumemPCawas defined as the presence of any visceralmetastases or bonemetastaseswith at
least 1 distant invasion. Cox proportional hazard models with clustering were utilized to
estimate hazard ratios (HRs) for the risk of all-cause mortality to account for the inherent
correlation created by PSM. Results: Among 30,713 patients, 2,569 (8.36%) received both LT
and systemic therapy, while 26,038 (84.78%) received systemic therapy alone. Of these, 5,453
(19.06%) had high-volume PCa, and 23,154 (80.94%) had low-volume PCa. No upward trend in
LT utilization was observed from 2004 to 2020, with fluctuations in rates observed over time.
After PSM, LT was associated with lower all-causemortality risk (HR=0.87, 95% CI: 0.81-0.93,
p,0.001). In patients without chemotherapy intensification, LT was correlated with an 18%
lower all-cause mortality risk (HR=0.82, 95% CI: 0.26-0.70, p,0.001), specifically, radical
prostatectomy with a 72% lower risk (HR=0.28, 95% CI: 0.20-0.38, p,0.001). For patients
receiving chemotherapy intensification, definitive radiotherapy was related to an 18% in-
creased all-cause mortality risk (HR=1.18, 95% CI: 1.01-1.39, p=0.04), while radical prosta-
tectomy showed a 54%decreased risk (HR=0.46, 95%CI: 0.29-0.74, p=0.001).Conclusions:We
did not observe an increasing population-based utilization of LT. This contemporary analysis
showed that LT was associated with a 13% reduction in the risk of all-cause mortality.
Importantly, this observation was also seen in patients receiving systemic therapy intensifi-
cation with chemotherapy. The retrospective nature of this data, as well as residual confound-
ing despite PSM (including metastatic volume), remain important limitations in this study.
Ongoing Phase 3 trials (S1802) will be critical for informing future widespread uptake of LT in
mPCa. Research Sponsor: None.

PROSTATE CANCER - ADVANCED



91 Poster Session

HRR testing and PARPi utilization among patients with metastatic castration re-
sistant prostate cancer treated in the real-world setting.

Anupama Vasudevan, Harvey I. Katzen, Mike Gart, Simon Blanc; Integra Connect PrecisionQ, West Palm Beach, FL

Background:HRRmutations (HRRm) have prognostic value inmetastatic castration-resistant
prostate cancer (mCRPC). Treatmentwithpoly (ADP-ribose) polymerase inhibitors (PARPi) has
shown better outcomes among patients with HRR mutations. This study aimed to understand
the HRR testing rates amongmCRPC patients and utilization of PARPi(s) amongHRRmmCRPC
patients treated in the real world.Methods: A random sample of 480 mCRPC patients from the
Integra Connect PrecisionQ de-identified database were included in this retrospective obser-
vational analysis with additional information supplemented by curation. The database contains
~80% community oncology and ~20% academic practices with over 2 million cancer patients
across 500 sites of care. Eligible male patients were those aged $18 years, diagnosed with
mCRPC, and who received treatment between 2020 and 2023. HRR testing rates and utilization
of PARPi use were assessed and presented for this study. Results: The mean (SD) age of 480
mCRPC patients was 76.9 (8.3) years; 78.3 % reported being White, 7.9% as African American,
1% as Asian, and 12.7% as Other. Most of the patients reported a payer type of Medicare/
Medicaid (69.2%) followed by 15.6%Commercial and 15.2%as Self-Pay/Other. Testing forHRR
was reported in 235 (48.9%) of the mCRPC patients and 59 (25.1%) of those patients were
HRRm. Themean (SD) age of 59 HRRmmCRPC patients was 77.1 (7.2) years; 88.1%were white,
6.8% African/American, and 5.1% Other. Payer type was reported as being Medicare/Medicaid
in 72.9% followed by 18.6%Commercial and 8.5%as Self-Pay/Other. BRCA andATMmutations
were reported among 22/59 (37.2%) and 15/59 (25.4%) patients, respectively. Among the 59
HRRm mCRPC patients, 53 (90%) were noted to have received prior NHA (novel hormone
agents) while only 36/53 (67.9%) were noted to have received PARPi. Conclusions: Fewer than
half of those patients with mCRPC were tested for HRR. This highlights the lack of testing
among those receiving care in a real-world setting. The underutilization of PARPi in these
patients is a missed potential opportunity for improving their outcomes. Research Sponsor:
None.
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Nonadherence to medications for chronic conditions and risk of nonadherence to
androgen receptor signaling inhibitors (ARSIs) in patients with prostate cancer.

Morgan RL Lichtenstein, Rohit R. Raghunathan, Alexander Z Wei, Boris Gershman, Mark N. Stein, Dawn L. Hershman; Beth Israel Deaconess Medical Center, Boston, MA;
Herbert Irving Comprehensive Cancer Center, Columbia University Irving Medical Center, New York, NY; Columbia University Irving Medical Center, New York, NY; Columbia
University, New York, NY

Background: While ARSIs have become a cornerstone in treatment for prostate cancer, non-
adherence to these oral medications is common. We investigated the association between
patterns of prior nonadherence tomedications for chronic conditionswith ARSI nonadherence.
Methods: In this retrospective cohort study, the MarketScan database was searched for
patients .18 years old with a prostate cancer claim between 1/1/2014 and 12/31/2019 and
who filled .2 ARSI prescriptions between 9/1/2013 and 12/31/2020. Nonadherence to medica-
tions for 4 chronic conditions (hypertension, hyperlipidemia, diabetes, benign prostatic hy-
pertrophy (BPH)) in the 12 months before diagnosis was defined as a medication possession
ratio (MPR),80%. Nonadherence to ARSIs was defined as anMPR,80%between the first and
last ARSI prescription up to 1 year. We used logistic regression to examine the relationship
betweennonadherence to priormedications andnonadherence to ARSIs.Results:Among4,898
patients, 967 (19.7%) were nonadherent to ARSIs. Regarding prior medication nonadherence,
of the patients prescribed hypertension medications (n=2602), 15.4% (n=402) were non-
adherent to hypertension medications, of those prescribed hyperlipidemia medications
(n=2234), 18.8% (n=419)were nonadherent to hyperlipidemiamedications, of those prescribed
diabetes mediations (n=826), 19.1% (n=158) were nonadherent to diabetes mediations, and of
those prescribed BPH medications (n=1827), 13.4% (n=245) were nonadherent to BPH med-
ications. Among those without prior medications (n=1031 [21.1%]), 21.3% of patients were
nonadherent to ARSIs. Compared to those without prior medications, those who used at least 1
medication prior to ARSI and were adherent to all of them (n=2919 [59.6%]) had a 17.2%
nonadherence rate toARSI treatment (OR: 0.77; 95%CI: 0.64, 0.91; p: 0.003). Thosewhoused at
least 1medication prior to ARSI andwere nonadherent to 1 of them (n=722 [14.7%]) had a 24.0%
nonadherence rate toARSI (OR: 1.16; 95%CI: 0.93,1.46; p: 0.195),while thosewhoused at least 1
medication prior to ARSI and were nonadherent to .2 (n=226 [4.6%]) had a 30.5% non-
adherence rate to ARSI (OR: 1.62; 95% CI: 1.18,2.23; p: 0.003). Conclusions: Nonadherence to
medications for chronic conditions prior to ARSI treatment is common and associated with
greater nonadherence to ARSIs in patients with prostate cancer. History of medication non-
adherence could serve a marker to target a high-risk population for adherence interventions.
Research Sponsor: None.

ARSI nonadherence among those nonadherent to medications for chronic conditions.

Nonadherent to ARSI (%) OR (CI) p-value

No prior medications 220 (21) – –
Adherent to all prior medications 502 (17) 0.77 (0.64, 0.91) 0.003
Nonadherent to 1 prior medication 173 (24) 1.16 (0.93, 1.46) 0.195
Nonadherent to >2 prior medications 69 (31) 1.62 (1.18, 2.23) 0.003

PROSTATE CANCER - ADVANCED



93 Poster Session

A cost-effectiveness analysis assessing systemic treatments in metastatic
castration-sensitive prostate cancer (mCSPC) by volume of disease.

Syed Arsalan Ahmed Naqvi, Kunwer Sufyan Faisal, Muhammad Ali Khan, Kaneez Zahra Rubab Khakwani, Holly K. Van Houten, James P. Moriarty, Bijan J. Borah,
Parminder Singh, Daniel S Childs, Vidit Sharma, Stephen A. Boorjian, Mitchell R. Humphreys, Oliver Sartor, Ewan Kemar Cobran, Irbaz Bin Riaz, Alan Haruo Bryce; Division of
Hematology and Medical Oncology, Mayo Clinic, Phoenix, AZ; Ziauddin Medical University, Karachi, Pakistan; Nishtar Medical University, Multan, Pakistan; University of
Arizona, Tucson, AZ; Mayo Clinic Rochester, Rochester, MN; Mayo Clinic, Phoenix, AZ; Department of Medical Oncology, Mayo Clinic, Rochester, MN; Mayo Clinic Arizona,
Phoenix, AZ; Mayo Clinic College of Medicine and Science, Scottsdale, AZ; Division of Hematology and Oncology, Mayo Clinic, Scottsdale, AZ; Mayo Clinic Arizona,
Scottsdale, AZ

Background: The treatment paradigm formCSPC patients has rapidly evolved over the last few
yearswith the emergence of triplet therapy andprognostication by volumeof disease. However,
the health economic implications of triplet therapy by disease volume remain unclear.
Methods: A Markov model where patients transitioned between the progression-free, pro-
gression and death states was developed. State utilities were derived from the LATITUDE trial.
Point probabilities for overall survival, progression-free survival, grade $ 3 and 5 toxicities
were obtained from the eligible mCSPC phase III clinical trials. Medicare Advantage and
commercial total paid amounts (2022 US$) of treatments were obtained from OptumLabs Data
Warehouse. Costs and disutilities of adverse events were derived from published literature.
Half-cycle corrected costs and utilities were accrued monthly over a 20-year lifetime horizon
and were discounted at 3%. Monte Carlo simulation was used to calculate incremental cost-
effectiveness ratios (ICERs). A willingness-to-pay (WTP) threshold of US$100,000 was used.
Results: In terms of Medicare Advantage payer’s perspective (Table), docetaxel (D)+ADT was
observed to provide additional 0.068QALYs compared to ADTat an ICERofUS$16,544 per QALY
in high volume disease. Compared to D+ADT, abiraterone (AAP) triplet provided additional 1.03
QALYs at US$56,641 per QALY. Compared to AAP triplet, apalutamide (APA)+ADT provided
additional 0.048 QALYs at US$5,846,248 per QALY in high volume disease. In low volume
disease, D+ADT provided 0.45 more QALYs at US$20,690 per QALY compared to ADT alone.
Compared to D+ADT, AAP triplet provided an additional 1.51 QALYS at US$44,267 per QALY. In
terms of total paid commercial costs, AAP triplet provided an additional 1.19 QALYs compared to
ADT at US$91,952 per QALY in high volume disease. In low volume, D+ADT provided additional
0.38 QALYs at US$22,058 per QALY compared to ADT. Compared to D+ADT, AAP triplet
provided a 0.97 QALY gain at US$105,958 per QALY. Compared to AAP triplet, darolutamide
(DARO) triplet provided a 0.47 QALY at US$689,196 per QALY. Compared to DARO triplet,
APA+ADT provided an additional 0.49 QALYs at an ICER of US$971,389 per QALY. All other
treatments (not reported here) were dominated. Conclusions: At the selected WTP of
US$100,000 per QALY, AAP triplet therapy wasmost likely the cost-effective strategy in overall
mCSPC population particularly in patients with high volume disease. However, these results
should be interpreted with careful accounting for timing of metastases. Research Sponsor:
None.

Medicare Advantage

Strategy Costs ($) QALYs ICER ($)

High Volume
ADT 43,133.66 1.77 Reference
D+ADT 44,258.98 1.84 16,544.31
AAP Triplet 102,719.83 2.87 56,641.60
APA+ADT 385,234.81 2.92 5,846,248.71
Low Volume
ADT 126,433.59 5.28 Reference
D+ADT 135,656.36 5.72 20,690.94
AAP Triplet 202,693.04 7.24 44,267.84
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Adherence to American Society of Clinical Oncology (ASCO) language of respect
(LoR) guidelines in ASCO Annual Meeting prostate cancer (PCa) abstracts.

Regina Barragan-Carrillo, Megan Hoikei Wong, Nazli Dizman, Daniela V. Castro, Benjamin D. Mercier, Xiaochen Li, Amber Faridi, Jaya Goud, Trishita Paul, Ethan Chan,
Akasha Dukkipati, Teebro Paul, Miguel Zugman, Hedyeh Ebrahimi, Tanya B. Dorff, Alex Chehrazi-Raffle, Sumanta Kumar Pal, Narjust Florez, Tatiana Michelle Prowell; City
of Hope Comprehensive Cancer Center, Duarte, CA; The University of Texas MD Anderson Cancer Center, Houston, TX; City of Hope Comprehensive Cancer Center, Los
Angeles, CA; Sociedade Beneficente Israelita Brasileira Hospital Albert Einstein, Sao Paulo, Brazil; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA;
Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD

Background: The ASCO LoR guidelines were adopted by ASCO in advance of the 2020 Annual
Meeting to promote use of patient-respectful language in Annual Meeting presentations. The
guidelines call on the oncology community to avoid language that dehumanizes people living
with cancer or casts blame.We sought to evaluate adherence to these guidelines inPCa abstracts
accepted to the 2023 ASCO Annual Meeting. Methods: Six reviewers screened all PCa abstracts
presented at the 2023 ASCO Annual Meeting and tabulated all statements that referred to
patients related to diagnosis, treatment, or clinical outcome. Sentences were classified accord-
ing to their compliance with the 3 principal LoR directives: (1) “Do not blame patients,” (2)
“Respect the role of the patient,” and (3) “Do not dehumanize patients.” All abstracts were
evaluated by two independent reviewers. Each abstract was given a conformity score based on
the extent to which the overall abstract adhered to the LoR guidelines. Descriptive statistics
were used to characterize compliance across abstracts. Univariate and multivariate analyses
were used to identify factors associated with non-compliance with guidelines. Results: We
reviewed 195 PCa abstracts. Most abstracts were accepted as poster presentation (52%)
followed by publication only (45%) and oral abstract (3%). The majority were clinical (81%)
or translational (17%) research. 85% of the abstracts had a first author affiliated with a native-
English speaking institution. Most abstracts came from multi-institutional collaborations
(84%), and from a single country (67%). In total, 119 (61%) of abstracts contained at least
one non-compliant statement. Among the directives not followed, “Do not dehumanize
patients” had the lowest compliance score in 49% of statements, followed by “Do not blame
the patient” in 17%, and “Respect the role of the patient” in 1%. We explored potential
associations between primary author’s institution, country and number of collaborating in-
stitutions. Univariate analysis demonstrated greater odds of non-adherence to LoR guidelines
in abstracts whose first author was affiliated with an institution in a non-English speaking
country (OR 2.80 [95% CI 1.08-7.23, p=.034]. Multivariate analysis was not significant.
Conclusions: Despite formal guidelines having been adopted by ASCO in 2020, the majority
of PCa abstracts selected for the 2023 ASCO Annual Meeting contained at least one statement
that did not adhere to the LoRguidelines. The only factor that identified an increasedORofnon-
adherent language was submissions from a non-English speaking institution. Translation of
the LoR Guidelines into other languages, international educational outreach, and increased
attention to language in the abstract review process are recommended. Research Sponsor:
None.
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Impact of combined novel hormonal agents on testosterone levels of patients with
prostate cancer undergoing treatment with leuprorelin.

Dr. Paulo Sergio Lages, Daniel Vargas Pivato de Almeida, Paulo Gustavo Bergerot, Michelle Barbosa, Luciana Lages, Igor Alexandre Protzner Morbeck,
Guilherme Augusto Zulli; Oncoclinicas, Brası́lia, Brazil; Oncoclinicas, Brasilia, Brazil; GEAP, Brasilia, Brazil; Oncocĺınicas, Brasilia, Brazil; Oncoclinicas Brazil, Rio De Janeiro,
Brazil

Background: Novel hormonal agents (NHA) are part of the management of prostate cancer
(PCa) since from the high-risk localized disease throughout the disease continuum, while
sustained androgen deprivation therapy (ADT), through the utilization of gonadotropin-
releasing hormone (GnRH) agonists or antagonists, stands as the cornerstone of this combined
treatment regimen. Although deeper and earlier PSA response rates were demonstrated with
these combinations, there is a lack of information on the testosterone levels during the
treatment with this doublet. In this retrospective real-world study, we meticulously analyzed
data on testosterone tests obtained from a prominent Brazilian institution to comprehensively
assess the clinical efficacy of leuprorelin either in monotherapy or in combinations on the
management of PCa. Methods: We conducted a retrospective analysis by gathering data from
themedical records of pts diagnosedwith PCawhowere undergoing treatmentwith leuprorelin
alone or in combinationwith a novel hormonal agent (NHA). Descriptive statisticswas assessed
by medians and comparison between groups was assessed by chi-square test. This data
collection spanned a nine-year period from 2014 to 2023. Results: A total of 1,744 tests were
collected from 240 individual pts. Median baseline testosterone level was 373.9 ng/mL among
those treated with leuprorelin monotherapy and 368 ng/mL for those receiving leuprorelin +
NHA. Testosterone levels , 50 ng/mL were achieved in 776/786 tests (98.7%) of pts receiving
leuprorelin and945/958 tests (98.6%) in pts receiving leuprorelin +NHA (p=0.9). Testosterone
levels, 20ng/mLwere found in 633/786 tests (80.5%) of pts receiving leuprorelin and842/958
tests (87.9%) in pts receiving leuprorelin + NHA (p , 0.0001). Conclusions: In this robust
institutional database analysis, we demonstrated that leuprorelin demonstrated similar levels
of testosterone suppression (, 50 ng/mL) both in monotherapy or combined with NHA.
However, when analyzing deeper testosterone suppression levels, the addition of NHA was
associated with statistically significant difference in the rate of patients with testosterone, 20
ng/mL. These results reinforce the importance of intense hormonal treatment in pts with PCa
receiving leuprorelin. Research Sponsor: authors.
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Association of body-mass index (BMI) with age, PSA, and survival in metastatic
prostate cancer.

Martin W. Schoen, Robert Bruce Montgomery, Saira Khan, Daniel B. Eaton, Nicholas Fedele, Ashwin Sachdeva, Andrew Warren Hahn, Ruth Douglas Etzioni; St. Louis
Veterans Affairs Medical Center, St. Louis, MO; VA Puget Sound Health Care System, Seattle, WA; Washington University School of Medicine, St. Louis, MO; VA St. Louis
Health Care System, St. Louis, MO; Saint Louis University School of Medicine, St. Louis, MO; University of Manchester, Manchester, United Kingdom; The University of
Texas MD Anderson Cancer Center, Houston, TX; Fred Hutchinson Cancer Research Center, Seattle, WA

Background: Increased body-mass index (BMI) is associated with increased prostate cancer
incidence and death. However, an ‘obesity paradox’ exists where patients with BMI have longer
survival once diagnosedwith cancer.We investigated the influence of BMI on overall survival of
veterans with metastatic hormone-sensitive prostate cancer (mHSPC) and metastatic
castration-resistant prostate cancer (mCRPC). Methods: Two cohorts were identified in the
US Veterans Health Affairs. The mHSPC cohort included patients diagnosed with de-novo
mHSPC from 2011-2021. ThemCRPC cohort was treatedwith abiraterone or enzalutamide from
May 2011 to June 2017. We determined BMI at time of treatment and weight loss during the one
year prior. BMI was categorized as #20, .20-25, .25-30 or .30 kg/m2. We used Kruskal-
Wallis testing for ordinal variables and Cox hazard models to assess the association between
BMI, age, Charlson comorbidity index, PSA level at diagnosis, Black race, weight loss, and
survival. Results: We identified 5019 veterans with mHSPC and 8159 with mCRPC. Mean BMI
was 27.2 (SD 5.9) in mHSPC and 28.2 (SD 5.8) in mCRPC. Mean age was 75.7 years (SD 9.8) in
mHSPC andmean age of 74.6 (SD9.3) inmCRPC.Median overall survival was 25.6months (95%
CI 24.6-26.6) in mHSPC and 20.5 months (95% CI 19.9-21.1) in mCRPC. There were significant
differences in age, Black race, and PSA at diagnosis across BMI strata with BMI.30 having the
youngest age, lowest percentage of Black race, lowest PSA, and longest survival in mHSPC and
mCRPC (seeTable). In unadjusted analyses, veteranswith BMI.30had lowest risk of deathwith
Hazard Ratio (HR) 0.66 (95% CI 0.60-0.71) in mHSPC and 0.60 (95% CI 0.56-0.64) in mCRPC
compared to BMI.20-25. In adjusted analyses, veterans with BMI.30 had lowest risk of death
with adjusted hazard ratio (HR) 0.89 (95% CI 0.81-0.97) in mHSPC and HR 0.77 (95% CI 0.72-
0.83) in mCRPC compared to BMI.20-25. Conclusions: Increased BMI is associated with
younger age at diagnosis, lower PSA, and longer survival in both mHSPC and mCRPC. Further
studies between BMI and prostate cancer are warranted to understand these complex in-
teractions. Research Sponsor: Department of Defense and Prostate Cancer Foundation.

mHSPC (n=5019).

BMI (kg/m2) £20 n=416 >20-25 n=1549 >25-30 n=1694 >30 n=1360 P value
Age (mean years) 79.1 78.3 75.7 71.8 ,0.001*
PSA (median ng/mL) 227.2 126 78.7 54.3 ,0.001*
Overall Survival (months) 12.5 21.3 28.0 34.0 ,0.001#

aHR (95% CI) 1.39 (1.23-1.56) Ref 0.89 (0.83-0.97) 0.89 (0.81-0.97)
mCRPC (n=8159)
BMI (kg/m2) £20 n=409 >20-25 n=2088 >25-30 n=2945 >30 n=2717 P value
Age (mean years) 76.6 77.2 75.3 71.5 ,0.001*
PSA (median ng/mL) 133.7 64.8 40.6 31.7 ,0.001*
Overall Survival (months) 12.9 19.7 26.3 31.5 ,0.001#

aHR (95% CI) 1.38 (1.23-1.54) Ref 0.87 (0.82-0.92) 0.77 (0.72-0.83)

*Krusal-Wallis.
#Log-Rank.
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Real-world genomic testing patterns in patients with prostate cancer.

Dalia Kaakour, Nataliya Mar; University of California, Irvine, Orange, CA; University of California, Irvine Health, Orange, CA

Background: The armamentarium of therapies for metastatic prostate cancer (PCa) has now
expanded to include genomically targeted agents and CPIs. Men with both somatic and germ-
line alterations in the DNA damage repair (DDR) pathway, most commonly BRCA2, are can-
didates for PARP inhibitors. Recent data from the PROPEL and MAGNITUDE trials led to
approval of PARP inhibitors in combination with novel hormonal therapies earlier in the
PCa continuum, in the first-line metastatic castrate-resistant space. Some PCas harbor ge-
nomic alterations, such as TMB.10 m/Mb and MSI high, which predispose to increased
responses to CPIs, leading to tumor agnostic approval of pembrolizumab in these patient
populations. However, it is imperative to perform timely genomic testing to assess for presence
of these alterations. Methods: We conducted a 15-question survey using the Qualtrics XM
software to assess genomic testing patterns of various providers in academic and community
settings managing PCa patients. The survey link was distributed electronically to providers
predominantly in the Western United States. Results: A total of 47 survey responses were
received, with 59.6% (28/47) self-identifying as medical oncologists (Onc), 21.3% (10/47) as
urologists (Uro), 4.3% (2/47) as radiation oncologists, 8.5% (4/47) as advanced practitioners,
and 6.4% (3/47) as other. Academic Onc comprised 23.4 % (11/47), community Onc comprised
36.2% (17/47), academic Uro comprised 17.0% (8/47), and community Uro comprised 4.6% (2/
47) of providers. Timing of ordering of germline and somatic genomic testing by selected
provider type is outlined in the Table. Conclusions: Given availability of targeted therapies in
PCa management, ordering germline and somatic germline genomic testing is imperative.
Despite the small sample size, several trends emerge from this dataset. Oncs at academic
centers tend to order genomic testing earlier than Oncs at community practices, while Uros
were less likely to order genomic testingwhen compared to Oncs in general. Research Sponsor:
None.

Timing of ordering of genomic testing by provider type.

Type of
genomic
testing

Provider
type

Localized
PCa

Biochemical
recurrence

Locally
advanced

PCa mCSPC mCRPC

Only if
high
risk

based
on

family
history

Never
order Other N/A

Germline Academic
Onc

18.2% (2/
11)

0% (0/11) 36.4% (4/
11)

9.1%
(1/11)

9.1%
(1/11)

9.1%
(1/11)

0% (0/
11)

18.2%
(2/11)

0% (0/
11)

Community
Onc

0% (0/17) 17.6% (3/17) 0% (0/17) 47.1%
(8/17)

5.9%
(1/17)

17.6%
(3/17)

0% (0/
17)

5.9%
(1/17)

5.9%
(1/17)

Academic
Uro

12.5% (1/
8)

0% (0/8) 12.5% (1/
8)

12.5%
(1/8)

0% (0/
8)

25% (2/
8)

25%
(2/8)

12.5%
(1/8)

0% (0/
8)

Somatic Academic
Onc

18.2% (2/
11)

0% (0/11) 27.3% (3/
11)

36.4%
(4/11)

18.2%
(2/11)

0% (0/
11)

0% (0/
11)

0% (0/
11)

0% (0/
11)

Community
Onc

0% (0/17) 0% (0/17) 5.9% (1/
17)

41.2%
(7/17)

35.3%
(6/17)

0% (0/
17)

11.8%
(2/17)

0% (0/
17)

5.9%
(1/17)

Academic
Uro

12.5% (1/
8)

0% (0/8) (25.0% (2/
8)

(25.0%
(2/8)

0% (0/
8)

0% (0/
8)

37.5%
(3/8)

0% (0/
8)

0% (0/
8)
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Secondary primary malignancies among patients with GU cancer.

Nikita Tripathi, Ahsan Ayaz, Syed Arsalan Ahmed Naqvi, Muhammad Ali Khan, Akshat Saxena, Arifa Bibi, Aneeta Channar, Mark Tyson, Irbaz Bin Riaz, Ewan Kemar Cobran,
Alan Haruo Bryce, Haidar Abdul-Muhsin, Parminder Singh; Division of Hematology andMedical Oncology, Mayo Clinic, Phoeniz, AZ; Montefiore St. Luke’s Cornwall Hospital,
Newburgh, NY; Division of Hematology and Medical Oncology, Mayo Clinic, Phoenix, AZ; Division of Hematology and Oncology, Mayo Clinic, Phoenix, AZ; Division of
Hematology and Medical Oncology, Mayo Clinic, Scottsdale, AZ; Mayo Clinic Arizona, Phoenix, AZ; Division of Hematology and Oncology, Mayo Clinic, Scottsdale, AZ; Mayo
Clinic College of Medicine and Science, Scottsdale, AZ; Mayo Clinic Arizona, Scottsdale, AZ; Department of Oncology, Mayo Clinic, Phoenix, AZ

Background: The risk of secondary primary malignancies (SPM) among the survivors of GU
cancer is not well-established. In this study, we attempt to describe the patterns of SPMs in
patients diagnosedwithGUcancers.Methods:TheSurveillance, Epidemiology, andEndResults
(SEER) database (SEER*Stat 8.4.2) was searched to obtain data on the incidence of SPM in adult
patients (age .18 years) diagnosed with GU cancers, including prostate, renal, and bladder
cancer. Standardized incidence ratios (SIRs) with a 95% confidence interval (CI) were calcu-
lated. SIRwas defined as theobserved SPMS fromeach categorydivided by the expectednumber
of SPMs in the age-matched US population for the same period. The data was further stratified
by age (,50y, 50-70y, .70y), race (White, Black, Asian/Pacific Islander), ethnicity (Hispanic,
non-Hispanic), chemotherapy, and radiotherapy exposure. Results: A total of 1,041,217 pa-
tients were included in this analysis. In patients diagnosed with GU cancer, the incidence of
overall SPM was 11%. Particularly, patients with GU cancers were observed to have a high
incidence of Endocrine system SPM (1.52; 1.45-1.59), and urinary system SPM (1.51; 1.49-1.53)
These results were consistent by different sociodemographic groups. In patients diagnosed
with prostate cancer, the incidence of thyroid SPMwas increased (1.31; 1.23-1.39). Particularly,
prostate cancer patients treated with radiation therapy had increased incidence rates of SPM in
the peritoneum, omentum andmesentery (1.57; 0.79-2.81) and urinary bladder (1.36;1.32-1.40)
was higher as compared to those with no exposure to radiation therapy (1.11;1.08-1.13 and 1.03;
1-1.06 respectively). Bladder cancer patients had an overall increased incidence of SPM in the
esophagus (1.21; 1.08-1.35), lung, bronchus, trachea, and other respiratory organs (1.97;1.92-
2.01), prostate (3.50;3.4-3.6) and kidney (1.86;1.76-1.97). A higher incidence of renal pelvis,
ureter and other urinary organ SPM (11.08;10.48-11.07) was also notable in this population.
Similarly, kidney cancer patients had a higher incidence of the endocrine system (3.00;2.74-
3.27), prostate (1.24;1.2-1.29) and bladder 1.78;1.68-1.79 SPMs. Conclusions: This population-
based study shows an increased risk of SPM development in GU cancer survivors compared to
the general population. Clinicians should keep a high index of suspicion for SPMs and initiate
appropriate workups at early warning signs. Research Sponsor: None.
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Preliminary reliability of the FACT-RNT in standard-of-care Lu-PSMA therapy of
metastatic castration-resistant prostate cancer.

Lisa Marie Gudenkauf, Vishnu Murthy, Ethan C. Lam, Xiaoyin Li, Linda Gardner, Scott T. Tagawa, Adam P. Dicker, David Cella, Johannes Czernin, Jeremie Calais,
Brian D. Gonzalez; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; University of California, Los Angeles, Mountain House, CA; Ahmanson Translational
Theranostics Division, University of California, Los Angeles, Los Angeles, CA; University of California, Los Angeles, Los Angeles, CA; Division of Hematology & Medical
Oncology, Weill Cornell Medicine, NewYork-Presbyterian Hospital, New York, NY; Kimmel Cancer Center, Thomas Jefferson University, Philadelphia, PA; Robert H. Lurie
Comprehensive Cancer Center, Northwestern University, Chicago, IL; Department of Nuclear Medicine, University of California, Los Angeles, Los Angeles, CA

Background: The Functional Assessment of Cancer Therapy-Radionuclide Therapy (FACT-
RNT) was recently developed as the first patient-reported outcome (PRO)measure designed to
monitor RNT-relevant symptoms and toxicities for patients with advanced metastatic
castrate-resistant prostate cancer (mCRPC). This study aimed to examine preliminary re-
liability of the FACT-RNT in patients receiving RNT as part of standard of care. Methods:
Patients scheduled to start 177Lu-PSMA-617 for advanced mCRPC December 2022 – August
2023whowere fluent in English or Spanish completed the FACT-RNTonday 1 of eachRNTcycle
administered at UCLA. The FACT-RNT is a 15-itemmeasure assessing symptoms and toxicities
on a 0-4 scale; total scores range from0-60, with higher scores indicating better quality of life.
Reliability was assessed in R using data from cycles 1-4 with Cronbach’s alpha test of internal
consistency, Guttman’s Lamba 6 test of split-half reliability, inter-item correlations, and test-
retest reliability.Results:Patients (N=43)were, on average, 69 years old (SD=9, range = 51-91)
atRNTcycle 1,weremostly non-Hispanic (79%)andWhite (58%)withGleason score$7 (67%)
at diagnosis. Patients had undergone surgery (35%), chemotherapy (98%), radiation (65%),
hormone therapy (100%), and/or immunotherapy (28%). Some patients who recently began
therapy were not yet due for follow-up cycles, and 9 (21%) died during the study period.
Completion of the FACT-RNT ranged fromn=43 (Cycle 1) to n=19 (Cycle 4). The FACT-RNT total
score ranged from 18-60 across cycles. Internal consistency reliability ranged from 0.82 (good)
to 0.91 (excellent), and split-half reliability ranged from0.92 to 0.99 (excellent). Average inter-
item correlations were acceptable for scaling purposes (all exceeding 0.20). Within-subject
correlations between scoreswere r=0.75 for cycles 2 vs. 3 and r=0.94 for cycles 3 vs. 4, indicating
good measurement stability across cycles. Conclusions: In preliminary analyses, the FACT-
RNT demonstrates good to excellent internal consistency across the first four cycles, moderate
to strong consistency of measuring a common underlying construct, and good measurement
stability. Findings support reliability of the FACT-RNT and its use in future research. Research
Sponsor: None.
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Days spent with healthcare contact by patients with metastatic castrate-resistant
prostate cancer in the last year of life.

Daniel Sentana Lledo, Amelia Barnett, David Johnson Einstein, Arjun Gupta, Alicia K. Morgans; Beth Israel Deaconess Medical Center, Boston, MA; University of Minnesota
Masonic Cancer Center, Minneapolis, MN; Dana-Farber Cancer Institute, Boston, MA

Background: Days spent with healthcare contact while pursuing cancer treatment (i.e., “time
toxicity”) may be particularly relevant when life expectancy is most limited. Patients with
metastatic castrate resistant prostate cancer (mCRPC) ultimately choose whether to pursue
further cancer directed therapies or receive supportive care and reduce expected healthcare
contact. We sought to define the evolution of time toxicity over the last year of life in patients
with mCRPC. Methods: Contact days, defined as any day with healthcare contact outside the
home, were retrospectively assessed and categorized (e.g., infusion, ER visit) in 96 patients at
an academic cancer center. The primary objective was to compare contact days in the 90-day
period between 12 and 9 months prior to date of death (“first quarter”) and the 90-day period
prior to death (“last quarter”) using the Wilcoxon signed rank test. Additional exploratory
analyses were performed evaluating the association between clinicodemographic variables and
systemic treatments received.Results:Therewere highermedian [IQR] total contact days in the
last quarter (6 [2,17]) compared to the first quarter (4 [3,6], p , 0.01), driven by ER visits and
hospitalizations. Compared to patients off treatment/supportive care (4 [3,4]) in the first
quarter, chemotherapy (5 [4,6], p = 0.02) and radiotherapeutics (5 [4,9], p = 0.03) were
associated with greater contact days, but androgen signaling inhibitors were not (3 [2,5], p
= 0.20). However, there were no significant differences in contact days between any treatment
vs non-treatment in the last quarter. Non-White patients (n = 27) and those without higher
education (n= 30)hadmore contact days in the last quarter (9 [2,19], p,0.01 for both). Patients
who enrolled on hospice 7 days (n = 11) or 30 days (n = 39) before date of death hadmore contact
days in the last quarter than thosewith earlier enrollment (23 [7,28], p,0.01; 13 [4,24], p,0.01
respectively). Conclusions: Healthcare contact was higher in the last 3 months of life due to
increased number of days with inpatient level of care. Further studies to define healthcare
exposure and time toxicity of mCRPC treatments are warranted to inform patient expectations
towards the end-of-life. Research Sponsor: None.

Comparison of median [IQR]/mean (SD) contact days between first and last quarters.

First Quarter
(n = 96)

Last Quarter
(n = 96) P-value*

Total contact days 4 [3,6] / 5.1 (4.25) 6 [2,17] / 10.2 (10.5) < 0.01
Provider 3 [2,4] / 3.7 (2.5) 3 [1,5] / 3.3 (2.4) 0.15
Infusion 0 [0,1] / 0.5 (0.9) 0 [0,0] / 0.3 (0.8) 0.11
Laboratory 0 [0,0] / 0.2 (0.1) 0 [0,0] / 0 (0.4) 0.57
Imaging 0 [0,1] / 0.5 (0.8) 0 [0,0] / 0.3 (0.7) 0.01
ER 0 [0,0] / 0.1 (0.5) 0 [0,1] / 0.7 (1.0) < 0.01
Hospitalization 0 [0,0] / 0.4 (2.2) 0 [0,10] / 5.1 (7.6) < 0.01
Rehabilitation facility 0 [0,0] / 0 (0) 0 [0,0] / 0.5 (2.9) 0.12

*Reflects comparison between median contact days; significance was maintained with mean contact
days.
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Marijuana use may be associated with reduced prevalence of prostate cancer: A
cross-sectional study using the national survey on drug use and health database.

Turab J Mohammed, James Yu, Yong Qiao, Youngchul Kim, Helen Swede, Zhao Wu, Eric Mortensen, Jingsong Zhang; H. Lee Moffitt Cancer Center and Research Institute,
Tampa, FL; University of Connecticut School of Medicine, Farmington, CT; University of Connecticut, Farmington, CT; Department of Genitourinary Oncology, H. Lee Moffitt
Cancer Center and Research Institute, Tampa, FL

Background: Preclinical data from cell lines and animal xenograft models support the anti-
tumor effects of cannabinoids in prostate cancer (PC). Methods: We performed a cross-
sectional study to investigate this association using National Survey on Drug Use and Health
(NSDUH) data consisting of 2503 participants accrued from 2002 to 2020. Key independent
variable was defined as current, former, and never users of marijuana (MJ). Dependent variable
was self-reported PC (yes, no). OtherMJ-related variables evaluated: age at first use, number of
days used in the past 30 days, use of medical MJ, legality of MJ use in state of residence.
Demographic variables assessed as potential confounders or covariates were: age, sex, race/
ethnicity, education, marital status, total family income, insurance status, sexual identity,
residence status, served in armed forces, cigarette smoking, and alcohol consumption. Mul-
tivariate (MV) logistic regression was employed to calculate odds ratios (OR) and 95th per-
centile confidence intervals (CI) to quantify relationship with MJ use in relation to PC status.
Results: Prevalence of PC was significantly lower among current MJ users (46/145, 31.7%), and
former users (323/1021, 31.6%) in comparison to non-users (534/1337, 39.9%, p, 0.001). Older
MJ users ($ 65) had significantly lower prevalence of PC compared to nonusers (36.4% vs.
42.4%, p = 0.016). A similar significant reduction was documented among non-Hispanic white
(NHW) MJ users when compared to nonusers (28.9% vs. 38.3%, p , 0.001). There were no
significant differences in the prevalence of PC between MJ users and non-users among the
young (50-64) or other race/ethnicity. In MV logistic regression analyses, former MJ use was
associated with a lower prevalence of PC compared to never use (OR = 0.74, 95%CI 0.62 - 0.90,
p=0.001). CurrentMJ use also was suggestive of reduced prevalence but did not reach statistical
significance (OR=0.77, 95% CI 0.52 – 1.14, p=0.198) possibly due to low sample size.
Conclusions: Our findings provide additional data to link MJ use with low prevalence of PC,
particularly in NHW. Future prospective studies using regulatory approved medical MJ are
warranted. Research Sponsor: None.

MV Logistic regression of odds for having PC in relation to MJ use.

Variable OR 95% CI P-Value

MJ use
Current 0.77 0.52 – 1.14 0.198
Former 0.74 0.62 – 0.90 0.001*
Never user Ref — —
Age (years)
>65
50-64

2.31
Ref

1.65 – 3.26
—

,0.001*

Race/Ethnicity
Non-Hispanic Black
Hispanic
Non-Hispanic Other
NHW

5.63
2.11
1.34
Ref

3.75 – 8.62
1.32 – 3.37
0.75 – 2.34

—

,0.001*
0.002*
0.308

Alcohol consumption
Current
Former
Never

1.36
1.03
Ref

0.95 – 1.96
0.71 – 1.51

—

0.096
0.871
—

Insurance status
Medicare and private
Medicare only
Private insurance only
Special insurance only
Other

2.01
1.82
2.74
3.07
Ref

1.03 – 4.11
0.93 – 3.72
1.48 – 5.42
1.27 – 7.57

—

0.046*
0.089
0.002*
0.013*
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A study of the association between enzalutamide blood concentrations and adverse
events in patients with castration-resistant prostate cancer.

Taro Iguchi, MInoru Kato, Yukiyoshi Hirayama, Takeshi Yamasaki, Sayaka Yasuda, Nobuyo Morita, Ippei Chikazawa, Wakaba Fukushima, Satoshi Tamada,
Katsuhito Miyazawa; KanazawaMedical University, Ishikawa, Japan; Department of Urology, Graduate School of Medicine, Osaka City University, Osaka, Japan; Osaka City
General Hospital, Osaka, Japan; Department of Urology, Osaka Metropolitan University, Osaka, Japan; Bell-Land General Hospital, Sakai, Japan; Kanazawa Medical
University, Kahoku, Japan; Osaka Metropolitan University, Osaka, Japan; Bell-Land General Hospital, Osaka, Japan

Background: Enzalutamide (ENZA) is effective in castration-resistant prostate cancer (CRPC),
but subjective adverse events (AEs) such as fatigue and decreased appetitemaymake it difficult
to continue ENZA due to AEs despite its effectiveness. Owing to AEs, half of the patients
required a dose reduction to 120 mg, thereby eliminating the AEs and enabling patients to
continue taking ENZA. We hypothesized that a dose reduction to 120mg of ENZA would reduce
AEs inpatientswhile keeping serumconcentrations in the therapeutic range.Methods:Patients
with CRPCwere treatedwith ENZA from2015 to 2020 atOsaka CityUniversityHospital and their
serum was stored at least twice with written consent. All patients were treated with an initial
dose of 160 mg of ENZA, and the dose was reduced to 120 mg if they complained of AEs. In the
full dose group (no AEs with 160 mg of ENZA), serum concentrations of ENZA and its active
metabolite (N-desmethyl enzalutamide: M2) were measured at 1, 3, and 6 months. In the
reduced dose group, serum concentrations were measured before and after dose reduction. To
clarify the relationship between AEs and the serum ENZA and M2 concentrations, the serum
ENZA and M2 concentrations in patients with/without AEs and before/after dose reduction
were compared. To examine whether dose reductions affect the efficacy of ENZA, PSA pro-
gression free survival, and the overall survival were compared between the full dose group and
the reduced dose group. Results: Serum ENZA and M2 concentrations were measured in 246
samples from 84 patients and mean effective serum concentrations of ENZA + M2 were 28.0,
30.4, and 29.2 mg/mL in the full dose group at 1, 3, and 6 months, respectively; and 29.1 and
24.1 mg/mL at a dose of 160mg and 120mg, respectively, in the reduced dose group.Most of AEs
were resolved by dose reduction and there was no statistically significant difference in PSA
progression free survival (HR: 0.86, 95% CI: 0.44-1.68) or overall survival (HR: 0.60, 95% CI:
0.26-1.40) between the full dose group and the reduced dose group. Conclusions: A correlation
between the ENZA dose and serum ENZA +M2 concentration was observed, but no association
between AE and serum ENZA or M2 concentration was observed. Dose reduction to 120 mg
reduced serum ENZA and M2 concentrations of the patients with AEs and resolved the AEs but
did not affect the efficacy of ENZA. These results suggest that patients with AEs at 160 mg of
ENZA can have their AEs resolved by reducing the dose to 120 mg without loss of efficacy.
Research Sponsor: Astellas Parma.

PROSTATE CANCER - ADVANCED



103 Poster Session

Implementing consultation audio recording applications to improve informed
decision-making (IDM) in patients (pts) with metastatic castration-resistant
prostate cancer (mCRPC) eligible for docetaxel.

Daniel H Kwon, Lauren Trihy, Eliza Hearst, Nika Darvish, Gurleen Kaur, Samantha Nesheiwat, Hala Borno, Rohit Bose, Jonathan Chou, Ivan de Kouchkovsky, Arpita Desai,
Kelly N. Fitzgerald, Lawrence Fong, Terence W. Friedlander, Vadim S Koshkin, Eric J. Small, Rahul Raj Aggarwal, Jeffrey Belkora; Department of Medicine, Division of
Hematology/Oncology, University of California, San Francisco, San Francisco, CA; University of California, San Francisco, San Francisco, CA; Geisel School of Medicine at
Dartmouth, Dartmouth, NH; University of California, Berkeley, Berkeley, CA; University of California, San Francisco Medical Center, San Francisco, CA

Background: PtswithmCRPChavemultiple treatment options and face challenges to IDM. This
leads some to make poorly informed or goal-discordant decisions. Consultation audio re-
cordings are known to improve IDM by improving recall, but uptake has been limited. It is
unclear whether pt-administered apps are an effective, feasible strategy to increase access to
recordings and improve IDM. Methods: We conducted a single-site implementation trial. Pts
were English-speaking with progressive mCRPC and an upcoming oncology visit in which
treatment options including docetaxel would be discussed. Pre-visit, a coordinator sent in-
structions, provided coaching, and sent text reminders to help pts create recordings using their
mobile device. To evaluate change in IDM pre- vs post- the audio-recorded visit, we used an
investigator-developed questionnaire testing pt knowledge about docetaxel (19 items, 0-100%
correct) and the decisional conflict scale-informed subscale (3 items, 0=feels extremely un-
informed to 100=feels extremely informed). Change was evaluated using theWilcoxon signed-
rank test. We also measured implementation: rates of consent, instruction receipt, recording,
and listening, as well as pt-reported helpfulness of the app in decision-making. Lastly, we
interviewed pts to understand benefits, barriers, and facilitators.Results:Of 78 pts approached,
44 (56%) consented, and 41 (53%) were evaluable. Top reasons for not consenting were too
busy (7, 21%), illness (5, 15%), and inadequate devices (4, 12%).Mean agewas 75y [56-90], and
34 (83%) were White. Median knowledge about docetaxel increased from 47 to 53 (P=0.048),
corresponding to one additional correct response.Median informed subscore increased from50
to 75 (P=0.011), corresponding to an improvement from feeling neither informed nor un-
informed to feeling informed. All pts received instructions, 38 (93%) recorded their visits, and
28 (68%) listened to the recording. Twenty-six pts (63%) found the app helpful in decision-
making. In pt interviews, benefits of recording were better recall of treatment options and
toxicities, greater decision confidence, and peace of mind. Most frequently reported barriers to
use were technology unfamiliarity and disconnected pt portal, telehealth, and recording
applications; facilitators were app simplicity and caregiver/coordinator assistance.
Conclusions: Implementation of self-administered mobilerecordings was feasible and asso-
ciated with increased pt knowledge and feeling more informed about treatment with docetaxel
in pts with mCRPC. Future efforts should focus on non-White, no/limited-English-speaking
populations, and increasing recording/listening rates by addressing barriers and augmenting
facilitators (e.g., integrating recordings in electronic pt portals). Clinical trial information:
NCT05127850. Research Sponsor: Conquer Cancer - Association of Northern California
Oncologists.
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A study to evaluate patient benefit/risk preferences for treatment of metastatic
prostate cancer (mPC) in Hong Kong: A discrete choice experiment.

Chi-Fai Ng, Yeuk-Lam Hong, Kenneth C.W. Wong, Wing-Yan Kong, Chi-ho Leung, Pui-Tak Lai; SH Ho Urology Centre, Hong Kong, Hong Kong; Department of Clinical
Oncology, Hong Kong Cancer Institute, The Chinese University of Hong Kong, Hong Kong, Hong Kong

Background: The patient’s preference for treatment is dynamic across different cultures and at
various stages of cancer. Yet little is known regarding their priorities in making treatment
decisions. The study’s primary objective is to examine the preference weightings in terms of
risk/ benefit attributes of therapy in metastatic prostate cancer (mPC) patients in both the
hormone-sensitive (mHSPC) and castration-resistant (mCRPC) settings. Methods: This is a
non-interventional cross-sectional survey study. A discrete choice experiment was used to
assess their priorities on treatment options. 300 consecutive patients with mPC (200 mHSPC
and 100 mCRPC) diagnosed within 5 years were recruited from the specialty clinics of our
hospital from Feb 2023 to Jul 2023. A facilitated group interview session of 5 patients was
conducted to evaluate the importance and relevance of potential attributes selected from the
literature search. Five attributes were adopted, and each has 3 levels compromised between
real-life rates and expectations of patients from the interview session. Patients were random-
ized into 2 blocks by recruitment sequence and chose 1 medication profile out of 2 throughout
the 9 questions in each block of the questionnaire. A mixed logit model was used for data
analysis. Results: Median age was 75 (IQR:71-81). One hundred and seventy (56.7%) had no
income, and 245 (81.7%) claimed to take care of themselves. The mean maximum amount
affordable for treatment was US$20,456 (SD:43,568), and 160 (53.3%) said they would not
consider further treatment if the cost exceeded their affordability. Compared to intravenous
formulation, oral medication once/day had a non-statistically significant favorable preference
(0.06 p:0.272), and oralmedication twice/day had a negative statistically significant preference
(-0.20 p:0.040). The percentage of retained self-care ability (4.37 p,0.001) and percentage of
extension in life expectancy (2.83 p,0.001) had a statistically significant favorable preference.
In contrast, the chance of adverse effects leading to complicated medication treatment or
hospitalization (-6.97, p,0.001) and treatment cost (in HK$ million) (-3.14 p,0.001) had a
negative statistically significant preference. ThemCPRCgroupwasmore sensitive to changes in
treatment cost (-3.61 vs. -2.97), percentage of extension in life expectancy (3.47 vs. 2.55) and
the chance of adverse effects (-7.55 vs -6.80) than the mHSPC group. Those who could afford
treatment weremore sensitive to the percentage of retained self-care ability (4.89 vs. 4.02) and
the chance of adverse effects (-7.57 vs -6.70) than those who could not. Conclusions: The
chance of adverse effects took the largest weighting in treatment decisions, followed by the
percentage of retained self-care ability. Research Sponsor: Bayer HealthCare Limited.
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Patient-reported outcomes (PRO) in patients (pts) with BRCA1/2-altered metastatic
castration-resistant prostate cancer (mCRPC) receiving niraparib (NIRA) with
abiraterone acetate and prednisone (AAP): Results from MAGNITUDE study.

Dana E. Rathkopf, Guilhem Roubaud, Kim N. Chi, Eleni Efstathiou, Gerhardt Attard, David Olmos, Eric J. Small, Marniza Saad, Elena Castro, Won Kim, Daphne Wu,
Kristi Bertzos, Shiva Dibaj, Jenny Zhang, Peter St. John Francis, Matthew Raymond Smith; Memorial Sloan Kettering Cancer Center, New York, NY; Department of Medical
Oncology, Institut Bergonié, Bordeaux, France; University of British Columbia, Vancouver, BC, Canada; Department of Medical Oncology, Houston Methodist Hospital,
Houston, TX; University College London, London, United Kingdom; Hospital Universitario 12 de Octubre. Instituto de Investigación Sanitaria Hospital 12 de Octubre, Madrid,
Spain; Helen Diller Family Comprehensive Cancer Center, University of California, San Francisco, San Francisco, CA; Department of Clinical Oncology, Faculty of Medicine,
University of Malaya, Kuala Lumpur, Malaysia; University Hospital Virgen de la Victoria (HUVV), Málaga, Spain; Janssen R&D US, Los Angeles, CA; Janssen Research &
Development, LLC, Los Angeles, CA; Janssen Global Commercial Strategy Organization, Horsham, PA; Janssen Research & Development, LLC, San Diego, CA;
Johnson&Johnson, Spring House, PA; Janssen Research & Development, LLC, Raritan, NJ; Massachusetts General Hospital Cancer Center and Harvard Medical School,
Boston, MA

Background: MAGNITUDE, an international phase 3 randomized double-blind study, demon-
strated that mCRPC pts with BRCA1/2 alterations receiving NIRA + AAP had significantly
improved radiographic progression-free survival, and clinically relevant prolongations in time
to symptomatic progression and time to cytotoxic chemotherapy comparedwith placebo (PBO)
+ AAP. Here, we report PRO results (pain, health-related quality of life [HRQoL], and side effect
bother) in the BRCA1/2 subset of mCRPC pts in the final analysis of MAGNITUDE.Methods: Pts
were screened prospectively for homologous recombination repair (HRR) gene alterations.
Eligible pts had ECOG status #1 and a Brief Pain Inventory–Short Form (BPI-SF) worst pain
score#3 (scale of 0-10), andwere randomized 1:1 toNIRA+AAPor PBO+AAPorally daily in 28-
day cycles. PRO assessments on day 1 of specified cycles included BPI-SF and Functional
Assessment of Cancer Therapy–Prostate (FACT-P). Time to deterioration (TTD) in pain
(BPI-SF worst, average, and pain interference, and FACT-P pain-related scale [PRS]) were
compared between treatment arms using proportional hazards regression models. Changes
frombaseline inHRQoL (FACT-P total, scale of 0-156)were compared using repeatedmeasures
analysis, and side-effect bother was assessed in both arms as a single item from FACT-P (GP5).
Results: PRO compliance for FACT-P and BPI-SF was .85% in 225 pts with BRCA1/2-altered
mCRPC. At baseline, mean BPI-SF pain scores was 1.09 (SD, 1.57) in NIRA + AAP and 1.35 (SD,
1.98) in PBO+AAP.Mean FACT-P Total in NIRA +AAP and PBO +AAPwas 116.33 (SD, 18.42) and
114.8 (SD, 18.9), respectively. Median TTD in BPI-SF worst pain, pain interference, average
pain, and FACT-P PRSwere numerically longer for NIRA + AAP vs. PBO + AAP (Table). Repeated
measures results showed HRQoL was maintained on treatment for the BRCA subgroup with no
clinically meaningful differences in the FACT-P total score over time or between treatment
arms. Analysis of FACT-P itemGP5 in the BRCA subset showed side effect botherwas rated “not
at all” or “a little bit” by 87% of NIRA + AAP and 92% of PBO + AAP subjects across treatment
cycles. Conclusions: In pts with BRCA1/2-altered mCRPC, NIRA + AAP maintained HRQoL. Pts
experienced minimal bother from side effects associated with treatment. These data further
support the benefit-risk profile of NIRA + AAP for the treatment of mCRPC pts with BRCA1/2
alterations. Clinical trial information: NCT03748641. Research Sponsor: None.

NIRA + AAP vs. PBO + AAP

Median TTD (months) HR (95% CI)

BPI-SF worst pain NR vs 32.2 0.81 (0.52-1.25)
Pain interference NR vs 41.5 0.77 (0.48-1.23)
Average pain 30.4 vs 14.8 0.69 (0.46-1.04)
FACT-P PRS 7.2 vs 4.6 0.82 (0.6-1.13)

AAP, abiraterone acetate and prednisone; HR, hazard ratio; NIRA, niraparib; NR, not reached; PBO,
placebo; TTD, time to deterioration.
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Safety outcomes in patients with metastatic castration-resistant prostate cancer
treated with radium-223 following external beam radiation therapy: REASSURE US
subset.

A. Oliver Sartor, Peter Conti, Mary-Ellen Taplin, Daniel Song, Saby George, Jeffrey John Tomaszewski, John Sylvester, Constantine Anastasios Mantz, Robert Given,
Robert K. Brookland, Jeffrey Meltzer, Matthew J. Korn, Jacqueline Parkin, Svetlana Babajanyan, Celestia S. Higano; Tulane Cancer Center, Tulane University School of
Medicine, New Orleans, LA; University of Southern California, Los Angeles, CA; Dana-Farber Cancer Institute, Boston, MA; Johns Hopkins University, Baltimore, MD; Roswell
Park Comprehensive Cancer Center, Buffalo, NY; MD Anderson Cancer Center at Cooper, Camden, NJ; 21st Century Oncology, Lakewood Ranch, FL; GenesisCare USA, Fort
Myers, FL; Urology of Virginia, PLLC, Virginia Beach, VA; Chesapeake Urology Research Associates, Owings Mills, MD; Bayer HealthCare Pharmaceuticals Inc., Whippany,
NJ; Bayer AG, Dexter, MI; Bayer HealthCare Pharmaceuticals, Whippany, NJ; University of British Columbia, Vancouver, BC, Canada

Background: In the Phase 3 ALSYMPCA trial, radium-223 (Ra-223) demonstrated an overall
survival (OS) benefit and a favorable safety profile in patients with metastatic castration-
resistant prostate cancer (mCRPC). REASSURE (NCT02141438) is a global, prospective, single-
arm, observational study of Ra-223 use in patients with mCRPC with bone metastases within
routine clinical settings. Utilizing data from the second planned interim analysis, we evaluated
safety outcomes in patientswithmCRPC treatedwithRa-223 following external beam radiation
therapy (EBRT) in the US. Methods: In this descriptive analysis (data cutoff 3-20-2019), we
included patients who received EBRT to bone prior to Ra-223 (#2 years prior to Ra-223 first
dose); results are presented relative to theoverall US subset of patients enrolled intoREASSURE.
The focus of this abstract is on incidence of hematological toxicities, bone fractures, and second
primarymalignancies (SPM).Results:Of N=498 patients in the US subset, 118 patients received
prior EBRT to bone. Median duration of observation was 11.7 months among patients who
received EBRT and 11.9 months for the overall US subset. Any-grade drug-related hemato-
logical treatment-emergent adverse events (TEAEs) occurred in 8% (10/118) and 9% (47/498)
of patients who received EBRT and the overall subset, respectively (Table). Grade $3 drug-
related hematological TEAEs occurred in 5% (6/118) and 6% (32/498) of patients who received
EBRT and the overall subset, respectively. Bone fractures occurred in 7% (8/118) and 4% (19/
498) of patientswho received EBRT and the overall subset, respectively. Six SPMsoccurred in 5/
118 patients who received EBRT (4%), and 11 SPMs occurred in 10/498 patients in the overall
subset (2%). Results of bone fracture events by bone health agent usewill be included in the full
presentation. Conclusions: In this descriptive analysis of real-world data, patients who re-
ceived EBRT prior to Ra-223 did not demonstrate an increased incidence of hematological
toxicities relative to the overall US subset. Although percent of SPMs and bone fractures seems
higher among patients treated with EBRT relative to the overall US subset, the real-world
incidence of these events remains low. Research Sponsor: Bayer US, LLC.

EBRT to Bone
Prior to Ra-223

N=118

Overall US
Subset
N=498

Any-grade drug-related
hematological TEAEs, n (%)

Anemia 9 (7.6) 38 (7.6)
Bone marrow failure 0 1 (0.2)
Leukopenia 1 (0.8) 5 (1.0)
Neutropenia 0 4 (0.8)
Pancytopenia 0 3 (0.6)
Thrombocytopenia 2 (1.7) 7 (1.4)
Bone fractures, n (%) 8 (6.8) 19 (3.8)
Number of SPMs, n (%) 6 in 5 pts (4.2) 11 in 10 pts (2.0)

PROSTATE CANCER - ADVANCED



107 Poster Session

Apalutamide toxicity and tolerability: A real-world multicentre experience in met-
astatic hormone-sensitive prostate cancer (MHSPC) in the United Kingdom (UK).

Sindhu Ramamurthy, Thiraviyam Elumalai, Rachel Pearson, Iakov Bolnykh, Tehreem Muhammad-Afzal, Gbenro Olukiran, Ananya Arora, Gay Bradley, Kate Taft,
Nayan Lin Myint, Ei The Htike, Will Ince, Xue Yan Jiang; United Lincolnshire Hospitals NHS Trust, Lincoln, United Kingdom; Addenbrooke’s Hospital, Cambridge University
Hospitals NHS Foundation Trust, Cambridge, United Kingdom; Northern Centre for Cancer Care, Newcastle-upon-Tyne, United Kingdom; United Lincolnshire Hospitals NHS
Trust, United Lincolnshire Hospitals NHS Trust, United Kingdom; School of Medicine, University of Cambridge, Cambridge, United Kingdom; Cambridge University Hospital
NHS Foundation Trust, Cambridge, United Kingdom

Background: Apalutamide became available for mHSPC along with androgen deprivation
treatment (ADT) in the UK in November 2021. We present here, to our best knowledge the
first real world multicentre experience of Apalutamide use in mHSPC patients from three
tertiary cancer centres from theUK.Ourprimary aimwas to assess for toxicity and tolerability at
this stage. Methods: We collected retrospective data from hospital prescription registries
including all patients withmHSPC receiving Apalutamide between November 2021 and January
2023. Median period of follow up in our cohort was 14 months. Results: Two hundreds and ten
patients received Apalutamide for mHSPC from three centres. The median age was 73 years. A
total of 16.4% of the patients had recurrentmHSPC previously treated for localised PC and 83%
were de novo metastatic. Of all patients, 43.3% had high-volume disease, and 56.7% had low-
volumedisease. Themedianpresenting Prostate Specific Antigen (PSA)was62ng/l at diagnosis
(range 0.87 to 5580). Undetectable PSA achieved in 43.3% of patient after starting Apalutamide
and ADT. For those who have detectable PSA,median value was 0.22. Ninety percent of patients
maintained their performance status (PS) at 0or 1 on treatment.Most commonside effectswere
fatigue (35.7%) and rash (11.4%). Cardiac adverse effects were recorded in 1.9% and throm-
boembolic events in 0.4%. Overall grade 3 and 4 toxicity was 5.2% across all symptoms
assessed. To date, 83.3% patients continue on Apalutamide, 7.6 % discontinued due to toxicity
and 9.1% had progressive disease (PD). Three deaths were recorded and all due to PD.
Conclusions: In this multicentre retrospective analysis we found that Apalutamide and ADT
is well tolerated in the real-world setting. Our patients are older and had lower volume
metastasis compared with patients from the registry Trial (TITAN). Fatigue is more prevalent.
Majority patients continue on Apalutamidewithmanageable side effects and good PS. Research
Sponsor: None.
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Association of inherited steroidogenic genotype with body composition changes
after androgen signaling inhibition (ASI) in men with biochemical recurrent (BCR),
hormone-sensitive prostate cancer (HSPC).

Neha Venkatesh, Rebecca Tidwell, Yao Yu, Ana Aparicio, Amado J. Zurita, Sumit Kumar Subudhi, Bilal Ahmed Siddiqui, Justin R. Gregg, Paul Gettys Corn, Pavlos Msaouel,
Efstratios Koutroumpakis, Jennifer Leigh McQuade, Daniel Frigo, Patrick Glen Pilié, Christopher Logothetis, Chad Huff, Andrew Warren Hahn; Baylor College of Medicine,
Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Genitourinary Medical Oncology, The University of Texas MD Anderson
Cancer Center, Houston, TX

Background: ASI is reported to cause adverse changes in body composition, including a loss of
muscle mass and increased adiposity and weight. Clinically, interpatient body composition
changes are heterogeneous, but there are no predictive biomarkers to identify those at-risk for
body composition morbidity. Herein, we test the hypothesis that inherited variants in ste-
roidogenic genes are associated with differential change in body composition after exposure to
ASI. Methods: Men with BCR after definitive localized therapy and no prior systemic therapy
who received 8 months of LHRH analog (LHRHa) +/- an ASI were eligible if they had: 1) cross-
sectional CT imaging of L3 available prior to and after treatment, and 2)nucleated cells available
for germline DNA next-generation sequencing (NGS). Cardiometabolic co-morbidities were
retrospectively extracted from the electronic medical record at treatment initiation. Body
composition was measured using Voronoi Data Analysis Facilitation Suite and normalized
for height. Germline DNA whole exome or genome sequencing was performed with a focus on
variants in steroidogenic genes. Body composition measures were compared between groups
using the non-parametric Kruskal-Wallis test. Results: Body composition was measured at
baseline and after 8 months in 162 men. After 8 months of LHRHa +/- ASI, median skeletal
muscle mass (SMMi) loss was 6.6% (IQR -10.3, -3.0), skeletal muscle density (SMD) loss was
3.4% (IQR -9.6, 5.5), subcutaneous adipose tissue (SATi) gain was 12.3% (IQR 1.2, 21.7), and
visceral adipose tissue (VATi) loss was 3.1% (IQR -12.3, 12.2). For the 150 patients with germline
NGS available, HSD3B1 rs104703 was associated with a difference in VATi before (63.0 cm2/m2

vs. 77.9 for AA vs. AC + CC genotype, p=0.05) and after 8months of ASI (61.3 vs. 73.4 for AA vs AC
+ CC genotype, p=0.01), and AKR1C3 rs12529 was associated with a difference in VATi after ASI
(59.4 vs. 70.7 for CC vs. GC + GG, p=0.04). Notably, SRD5A2 rs523349 correlated with a
differential % change in SMD after exposure to ASI (-1.3% for CC vs. -7.1% for GC + GG,
p=0.04), and it was maintained in a multivariable analysis incorporating cardiometabolic co-
morbidities andprior receipt of LHRHa defined by a directed acyclic graph. Time to testosterone
recovery after discontinuation of ASI was not associatedwith genotypes in steroidogenic genes.
Conclusions: In men with BCR HSPC, 8 months of LHRHa +/- ASI induced notable losses of
skeletal muscle and increase subcutaneous adipose tissue. Inherited polymorphisms in ste-
roidogenic genes are associatedwith differences in body composition, and SRD5A2 is associated
with differential skeletal muscle toxicity. These findings suggest that polymorphisms in
germline DNA may contribute to the body composition toxicity observed with LHRHa +/-
ASI. Research Sponsor: Prostate Cancer Foundation; Department of Defense.
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Patient reported outcomes (PROs) among patients with metastatic castration-
resistant prostate cancer (mCRPC) by homologous recombination repair muta-
tions (HRRm) gene clusters: Findings from the phase 3 TALAPRO-2 study cohort 2.

Karim Fizazi, Neal D. Shore, Peter C.C. Fong, Arun Azad, Nobuaki Matsubara, Fred Saad, Ugo De Giorgi, Jae Young Joung, Robert J. Jones, Stefanie Zschaebitz,
Jan Oldenburg, Curtis Dunshee, Joan Carles, Andre P. Fay, Paul Cislo, Melissa Kirker, Cynthia G. Healy, Alexander Niyazov, Neeraj Agarwal; Department of Cancer Medicine,
Institut Gustave Roussy, University of Paris Saclay, Villejuif, France; Carolina Urologic Research Center, Myrtle Beach, SC; Auckland Hospital, Auckland, New Zealand; Peter
MacCallum Cancer Centre; and Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, VIC, Australia; Department of Medical Oncology,
National Cancer Center Hospital East, Chiba, Japan; Centre Hospitalier de l’Université de Montréal, Montreal, QC, Canada; IRCCS Istituto Romagnolo per lo Studio dei
Tumori (IRST) Dino Amadori, Meldola, Italy; National Cancer Center, Goyang, South Korea; The Beatson West of Scotland Cancer Centre, Glasgow, United Kingdom;
National Center for Tumor Diseases (NCT), Heidelberg University Hospital, Heidelberg, Germany; Akershus University Hospital (Ahus), Lørenskog, Norway; Urological
Associates of Southern Arizona, Tucson, AZ; Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; PUCRS School of Medicine,
Porto Alegre, Brazil; Pfizer, New York, NY; Pfizer, Inc., San Francisco, CA; Pfizer, Inc., New York, NY; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT

Background: Cohort 2 of the TALAPRO-2 (NCT03395197) study demonstrated benefit in
radiographic progression-free survival (rPFS) with talazoparib (TALA) plus enzalutamide
(ENZA) (n=200) vs placebo (PBO) + ENZA (n=199) across gene subgroups in men with HRRm
receiving first-line treatment formCRPC. Post-hoc analyses aimed to understand PROs byHRR
gene clusters. Methods: PROs were assessed at day 1 and scheduled visits (every 4 weeks until
week 53, then every 8 weeks) until radiographic progression using the EORTC QLQ-C30 and
PR25 and BPI-SF. Prespecified PRO endpoints included overall mean change from baseline (per
longitudinal repeated measures mixed-effects model) and time to definitive deterioration
(TTDD) with a clinically meaningful change of $10-points for the EORTC QLQ-C30. Stratified
log-rank test and Cox proportional hazards model were used to make TTDD between-arm
comparisons.Mutually exclusive gene clustering alteration dominance hierarchywas applied in
the following order: any BRCA1/2 alteration (BRCAm cluster), PALB2 (PALB2 cluster), CDK12
(CDK12 cluster), ATM (ATM cluster), then any of all other HRR7genes (MLH1, CHEK2, NBN,
FANCA, ATR, RAD51C,MRE11A).Results:A significantly longer TTDD in GHS/QoLwas observed
for TALA +ENZA vs PBO+ENZA in the BRCAm (HR=0.54, 95%CI (0.29, 0.99); p=0.043;median
NE vs 19.0) and CDK12 clusters (HR=0.43 (0.19, 0.98); p=0.019, median 30.7 vs 16.6). Overall
changes from baseline in GHS/QoL and worst pain are reported in the Table. Conclusions: PRO
findings by HRR gene clusters are consistent with rPFS benefit analyses by gene clusters. This
was an exploratory post-hoc analysis limited by missing PRO assessments and sample sizes
especially in the PALB2 cluster. Clinical trial information: NCT03395197. Research Sponsor:
Pfizer Inc.

GHS/QoL Worst Pain

HRRm
Cluster
(n1,n2)*

TALA + ENZA
mean (95% CI)

PBO + ENZA
mean (95% CI)

Mean difference
(95% CI) P value

TALA + ENZA
mean (95% CI)

PBO + ENZA
mean (95% CI)

Mean difference
(95% CI), P value

BRCAm (71, 85) -1.9 (–6.2, 2.4) –5.8 (-9.7, –1.9) 3.9 (–1.9, 9.7) p=0.184 -0.2 (-0.6, 0.3) 0.5 (0.1, 1.0) -0.7 (-1.3, -0.1) p=0.030
PALB2 (7, 8) –6.4 (–11.0, –1.8) 2.9. (–1.5, 7.3) -9.2 (15.7, -2.8) p=0.005 -0.6 (-3.5, 2.4) 0.9 (-1.9, 3.6) -1.4 (-5.5, 2.6) p=0.479
CDK12 (35, 36) –0.2 (–5.7, 5.3) –6.9 (–12.8, –0.9) 6.7 (–1.4, 14.8) p=0.105 -0.4 (0.8, 0.1) 0.3 (-0.2, 0.8) -0.6 (-1.3, 0.0) p=0.047
ATM (42, 28) –6.1 (–10.8, -1.5) –5.1 (–11.2, 1.0) -;1.0 (-8.7, 6.6) p=0.789 -0.1 (-0.6, 0.3) 0.3 (-0.2, 0.9) -0.5 (-1.2, 0.2) p=0.1954
Other (41, 40) –6.5 (–10.8, –2.3) –1.3 (-5.7, 3.1) -5.2 (-11.4, 0.9) p=0.095 -0.5 (-1.1, 0.1) 0.0 (-0.6, 0.6) -0.5 (-1.3, 0.3) p=0.230

Positive scores indicate better GHS/QoL; negative scores indicate better pain scores. Means are estimated least-square (LS) means from mixed
effect models that adjust for baseline score.
*Sample size = (n1 = TALA + ENZA), (n2 = PBO + ENZA).
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Toxicity-benefit analysis of advanced prostate cancer trials using weighted toxicity
scoring.

Jaspreet Kaur Gill, Rubens Copia Sperandio, Tuan Hoang Nguyen, Urban Emmenegger; Odette Cancer Centre, Sunnybrook Health Sciences Centre, Toronto, ON, Canada

Background: The weighted toxicity score (WTS) is a metric suitable for comparing the toxicity
burden in experimental versus control arms of randomized controlled trials (RCTs). When
compared against clinical endpoints, theWTS can be used to evaluate the cost versus benefit of
anti-cancer agents. This study sought to apply the WTS to prostate cancer (PC) clinical trials.
Methods:Select phase 3PCRCTswith reported adverse event (AE) datawere compiled. TheWTS
was computed for each trial arm and compared to reported hazard ratios (HRs) of primary and/
or secondary endpoints (i.e., overall survival (OS) and progression-free survival (PFS)). Average
WTSs for the experimental versus control arms were used to calculate the toxicity differential
between treatment arms. Average HRs for OS and PFS were used to compare efficacy. Results:
Sixteen RCTs were analyzed (investigational agents: androgen-receptor signaling inhibitors
(ARSi) [n = 4], poly (ADP-ribose) polymerase inhibitors (PARPi) monotherapy [n = 3], ARSi +
PARPi as well as ARSi + ARSi combination therapies [n = 3 each], and triple therapy [n=3]). The
median number of distinct reported AEs across all studies was 18 (range, 9-61). Overall, toxicity
and efficacy were greater among experimental than control arms (6.62 versus 4.00 median
WTS; median HR for OS 0.71, median HR for PFS 0.61). The triple therapy studies observed the
lowest increase in toxicity by adding an ARSi to control therapy (10.4%), associated with 52%
lower risk of progression, and 29% lower risk of death. Comparably, the ARSi + PARPi trials
noted the highest increase in toxicity (79.7%), with 32% lower risk of progression and 12%
lower risk of death. The PARPi monotherapy, ARSi monotherapy, and ARSi + ARSi combination
therapy studies reported increased toxicity due to experimental therapy in descending order
(Table). Conclusions: The WTS enables toxicity versus benefit assessment for anti-cancer
regimens. Clinical application of thismetricmay facilitate individualized treatment planning in
advanced PC management. Research Sponsor: Joseph and Silvana Melara Cancer Fund.

Investigational Agent
No. of
Studies

Treatment
Group:

Average WTS
Control Group:
Average WTS

% Increase
in Toxicity

Average
HR for PFS

Average
HR for OS

ARSi for mCSPC 4 7.17 5.29 35.5 0.50 0.66
Triple Therapy for mCSPC 3 3.84 3.48 10.4 0.48 0.71
PARPi Monotherapy for mCRPC 3 6.83 4.57 49.5 0.63 0.81
ARSi + PARPi for 1L mCRPC 3 7.15 3.98 79.7 0.68 0.88
ARSi + ARSi Combination
Therapy*

3 8.63 6.76 27.8 0.67 0.79

*For mCRPC (n=2) and non-metastatic PC (n=1); mCSPC, metastatic castration-sensitive prostate
cancer; mCRPC, metastatic castration-resistant prostate cancer.
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Comparative health-related quality of life (QoL) in metastatic castration-sensitive
prostate cancer (mCSPC): A living systematic review.

Rodolfo Garza Morales, Syed Arsalan Ahmed Naqvi, Ahsan Ayaz, Kaneez Zahra Rubab Khakwani, Zaryab Bin Riaz, Ammad Raina, Praful Ravi, Daniel S Childs,
Jack R. Andrews, Jacob Orme, Ewan Kemar Cobran, Parminder Singh, Irbaz Bin Riaz, Alan Haruo Bryce; Division of Hematology and Oncology, Mayo Clinic, Scottsdale, AZ;
Division of Hematology and Medical Oncology, Mayo Clinic, Phoenix, AZ; Montefiore St. Luke’s Cornwall Hospital, Newburgh, NY; University of Arizona, Tucson, AZ; Rashid
Latif Medical College, Lahore, Pakistan; Canyon Vista Medical Center, Sierra Vista, AZ; Dana-Farber Cancer Institute, Boston, MA; Department of Medical Oncology, Mayo
Clinic, Rochester, MN; Mayo Clinic Arizona, Phoenix, AZ; Mayo Clinic College of Medicine and Science, Scottsdale, AZ; Mayo Clinic, Phoenix, AZ; Mayo Clinic Arizona,
Scottsdale, AZ

Background: Comparative evidence of quality of life (QoL) outcomes regarding life-prolonging
treatments for the management of first-line treatment of metastatic castration sensitive
prostate cancer (mCSPC) is not known. Methods: This systematic review uses the living
interactive evidence synthesis framework (PMID: 36862387). Phase III randomized controlled
trials assessing contemporary systemic treatments inmCSPC were included. Small sample size
adjusted standardized mean differences (SMD; Hedges’ g) with 95% confidence intervals (CI)
were computed for global QoL at 3, 6, 12, and 24 mo. Positive SMD indicated better health-
related QoL, with zero indicating a null effect.Mixed treatment comparisonsweremade using a
networkmeta-analysis. P-scores were computed; a higher score indicated better QoL. Results:
Of 10 clinical trials initially included, eight trials (15 references) reportedQoL. At 3moglobal QoL
was improved with abiraterone (AAP)+ADT compared to D+ADT (SMD: 0.26; 95% CI: 0.13-
0.39), enzalutamide (E)+ADT (0.18; 0.03-0.33), and ADT (0.14; 0.02-0.27). At 6mo, AAP+ADT
significantly improved global QoL compared to D+ADT (0.74; 0.62-0.87), E+ADT (1.74; 1.56-
1.92), and ADT (1.79; 1.65-1.93). D+ADT also improved global QoL at 6mo compared to ADT
(1.05; 0.93-1.16) but not when compared to E+ADT. At 12mo, AAP+ADT improved global QoL
compared to E+ADT (0.20; 0.05-0.34) and ADT (0.19; 0.07-0.31) but not compared to D+ADT
(0.05; -0.07-0.17). D+ADTalso improved global QoL at 12mo compared toADT (0.14; 0.03-0.24)
(Table). Global QoL has not been reported for ARASENS trial at this time. These results are
available on the Living interactive website. Conclusions: The totality of evidence suggests
improved global QoL with androgen-pathway inhibitors (API) doublet therapy. D+ADT may
offer better QoL at longer 6 and 12 months of follow-up. QoL data for triplet therapy is still
emerging andwill be incorporated in the living review as soon as it becomes available. Research
Sponsor: None.

Drug

3 Months 6 Months 12 Months

P score Rank P score Rank P score Rank

API+ADT 0.87 1 0.998 1 0.645 2
D+ADT 0.002 3 0.502 2 0.811 1
ADT 0.63 2 ,0.0001 3 0.045 3
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The effect of radiotherapy on the course of disease in prostatic cancer with high
metastatic burden.

Tal Falick, Philip Blumenfeld, Antoni Skripai, Marc R. Wygoda; Hadassah University Hospital Jerusalem Israel, Jerusalem, Israel; Hadassah Medical Center, Jerusalem,
Israel

Background:Many retrospective studies suggest that local RT for the prostate in themetastatic
setting improves overall survival, however the question of whether metastatic burden is an
independent factor influencing the results of localized treatment was not directly addressed.
Moreover, results are conflictingwith the outcomes fromprospective trials on the subject. Thus
overall, there is a limited, conflicting and insufficient data on the effect of radiotherapy on
prostate cancer patients with a significant metastatic burden. Here we show that RT treatment
in prostate cancer patients with a significant metastatic burden (four or more bonemetastases
with one ormore outside the vertebral bodies or pelvis or a visceralmetastases) is beneficial and
extends overall survival while reducing symptoms. Methods: We conducted a retrospective
study examining 100 high metastatic burden prostate cancer patients treated in Hadassah Ein
Karem Medical Center between the years of 2004-2022. Data was collected from the medical
records of the hospital. Variables that were recorded include basic demographics, time and
durations of hospitalization, cancer staging, treatment course, RT course, imaging after RT,
vital status, clinical symptoms and PSA levels. Tumors could be of any grade (Gleason score
6–10) and T or N stage (T1-T4; N0-N1;M1). Prostate RT included external EBRT to the prostate
with/ without pelvis. Radiotherapy dosage between 30-60 gy using conventional fractionation.
Results: Overall Survival was higher in the RT group when compared to NRT group (P, 0.046).
Progression free survival (PFS) was not significantly higher in the RT group as compared to the
NRT group (P , 0.153). However, a trend towards better PFS was noted. Biochemical progres-
sion free survival was higher in the RT group when compared to NRT group (P , 0.033). Time
without symptomworsening as defined by time since treatment beginning until worsening of a
symptom or appearance of a new symptom reported by the patient included urinary incon-
tinence, urinary urgency, and increased frequency, need for catheter or urinary obstruction.
Time without symptom worsening was higher in the RT group as compared to NRT group (P,

0.017). The amount of hospitalization wasn’t significantly higher in the RT group when
compared to NRT group (P , 0.460). The duration of hospitalization was significantly higher
in the NRT group when compared to the RT group (P , 0.038). Conclusions: Here we show for
the first time an increase of overall survival specifically in the high metastatic burden group
when adding the RT to a standard treatment of choice (ADTwith orwithout chemotherapy).We
also demonstrate an improvement in QOL of our patients. Research Sponsor: None.
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Adverse outcomes (AOs) in patients (pts) with metastatic castration-sensitive
prostate cancer (mCSPC) treated with intensified androgen deprivation therapy
(ADT+).

Nabiel Ali Mir, Waqaas Akmal, Maaz Imam, Mihai Giurcanu, Russell Zelig Szmulewitz, Walter Michael Stadler; University of Chicago Medical Center, Chicago, IL; The
University of Chicago Bioinformatics Program, Chicago, IL; The University of Chicago Institute for Population and Precision Health, Chicago, IL; University of Chicago
Bucksbaum Institute for Clinical Excellence, Chicago, IL; University of Chicago, Chicago, IL

Background: mCSPC pts experience adverse outcomes (AOs) with intensified androgen dep-
rivation, resulting in treatment discontinuation; however, there is limited data to identify those
at risk. The IRONMAN registry is a global initiative to enroll advanced prostate cancer patients
worldwide, and survey data on AOs, patient-reported outcomes (PROs), and clinico-
epidemiologic (demographic, cancer, and treatment) details. We report the prevalence and
predictors of AOs from baseline demographic, clinical, and PRO information with the onset of
AOs and present a risk prediction model for clinical use. Methods: We analyzed data from 553
mCSPC patients in the IRONMAN registry from inception to March 2023 who received ADT+
alone (Abiraterone 47.6%, Enzalutamide 26.9%, Apalutamide 22.6%, Darolutamide 2.9%) and
had completed baseline PROs.WedefinedAOs, reported by60global sites, as non-progression-
related clinically significant serious adverse events (csSAE), treatment discontinuation, and
dose reductions (DR/DC), delineated as a composite outcomebased on first event.We processed
baseline variable groups: Demographics (race, ethnicity, marital status, study site), Clinical
Factors (age, ECOG score,metastatic sites, ADT+, concurrentmedications, labs [ALP, Hb, LDH,
and PSA]), Concurrent therapies (steroid use within 30 days [d] & steroid dose, radiation/
surgery prior or planned in 6months) and PROs (EORTCQLQ-C30 and EPIC-23).We developed a
multifactorial logistic regression model to predict adverse outcomes (AOs) within two years of
initiating ADT+ therapy. All variables with less than 25-30% missing data were included.
Variable selection was conducted in two layers: intra-group stepwise selection followed by an
inter-group selection of variables retained from the first layer. The model’s discriminatory
ability was evaluated using the area under curve (AUC). Results: 553 pts met inclusion (51.6%
North America, 72% White, mean age: 71 years [range, 40 to 96 years], and 62.9% confirmed
bone-metastatic mCSPC). 119 pts (21.5%) developed AOs (61 csSAEs [18 dead; Median: 140 d;
IQR 81-360 d], 58 DR/DC [Median: 122 d; IQR 43-262 d]). ,5% went off study. The multifac-
torial model (n=314 pts) performed well at predicting AOs (AUC 0.77 [0.70-0.84]), with
significant factors beingmore self-reported pain, greater urinary frequency, prednisone.5mg
within 30d, more self-reported weakness and poor sexual function within 3 months of ADT+
initiation. Conclusions: 1 in 5 mCSPC patients on ADT+ experienced non-progression-related
AOs at 2 years. Significant, easily assessedpredictive factors are identified andmaybeutilized in
their clinical management. A novel multifactorial model is presented to predict AOs at 2 years.
Further validation, assessment of missingness bias, and imputation are planned. Research
Sponsor: Movember Foundation; Prostate Cancer Clinical Trials Consortium (PCCTC); Amgen;
Astellas; AstraZeneca; Bayer; Janssen; Merck; Sanofi.
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PRO-WAVE1: Monitoring patient reported outcomes (PROs) in prostate cancer
through Wave Health, a novel ePRO health platform.

Diego Cacho, Belen Congregado, Ines Rivero Belenchon, Estefania Linares Espinos, Laura Basterretxea, Gemma Sancho, Nuria Lainez, David Buchser,
Francesco Sanguedolce, Ibon Gurruchaga, Borja Gomez Mediavilla, Brigida Esteban, Amaia Hernandez, Matthew Lashey, Ignacio Duran; Marquis of Valdecilla University
Hospital, Santander, Spain; Hospital Universitario Virgen del Rocı́o, Sevilla, Spain; University Hospital Virgen del Rocio, Seville, Spain; Hospital Universitario La Paz, Madrid,
Spain; Oncológico de Donostia, Donostia, Spain; Servicio de Oncologı́a Radioterápica, Hospital de la Santa Creu i Sant Pau, Barcelona, Spain; Hospital Universitario de
Navarra, Pamplona, Spain; Hospital Universitarios Cruces, Barakaldo, Spain; Fundació Puigvert Barcelona, Barcelona, Spain; Hospital Universitario de Navarra, Madrid,
Spain; IDIVAL, Santander, Spain; Oncology Department, ESI/OSI, Donostialdea, Spain; Oncologikoa, San Sebastian, Spain; Treatment Technologies & Insights, Inc., El
Segundo, CA; Hospital Universitario Marques de Valdecilla, IDIVAL, Santander, Cantabria, Spain

Background: It iswell established that themonitoring and evaluation of PROs in cancer patients
has a positive impact in both quality of life and overall survival.1 In parallel, the widespread use
of electronic devices such as smart phones in the general population have increased signif-
icantly over recent years,2 representing a unique opportunity to operationalize ePROs. How-
ever, there is uncertainty about the feasibility and applicability of these technologies in certain
patient population such as prostate cancer (PC) patients. PRO-WAVE1 aims to determine the
acceptability and engagement of the Wave Health patient app and healthcare provider portal,
enhanced for PC patients. Specific endpoints include measuring longitudinal use of varying
ePROs to impact care management, patient health literacy, and ability to identify and manage
emerging risks. Methods: The study is underway across eight sites in Spain. Patient ePRO
engagement is being evaluated through the administration of 19 ePRO questionnaires over the
course of 13weeks, including: health-related QoL (FACT-P); health literacy (CHLT-30-Dkspa);
and weekly reviews of symptoms (WSR). Compliance rates per patient and per cohort will be
reported at assessment time-points and for the entire study period. Secondary objectives
evaluated include engagement with Wave Health App; changes in HRQoL; changes in health
literacy; and the perceived value of the platformbypatients andHCPs.Results:98patientswere
enrolled in the study. Patient cohort representation included: 44.9% mHSPC, 36.7% mCRPC,
and 18.3%nmPC. Of the 98 patients, 84 successfully became active in the study and participated
(85.7% acceptance). As of September 20, 2023, among the completed patients (N=46), the
compliance rate for the ePRO questionnaires was 93.7%. During their participation, these
patients used the app for an average of 12.2 weeks, and approximately two-thirds (67.4%) used
the app for all 13 weeks. Weekly “usefulness” ratings among the HCPS averaged 3.6 (scale: 1
“not at all useful” to 5 “very useful”). Conclusions: Study results exceeded expectations for
patient acceptability and engagementwith the app; aswell as perceived usefulness of the portal
among HCPs– suggesting the platform as an impactful tool for patients working with HCPs to
manage treatment journeys. A larger study using a comparator arm will help further evaluate
the impact on costs and clinical outcomes. 1. Basch E., JAMA 2017. 2. Statista, 2023. Research
Sponsor: Treatment Technologies and Insights Inc.
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The frequency of use and enrollment impact of patient-centered outcomes in
prostate cancer clinical trials.

Madison Krischak, Merrick Bank, Mary Byrnes, Kristian Stensland; University of Michigan, Ann Arbor, MI; Michigan State University College of HumanMedicine, Lansing, MI;
Dow Division of Health Services Research, Department of Urology, University of Michigan Medical School, Ann Arbor, MI

Background: Cancer treatments should help patients live either longer or better by improving
patient quantity or quality of life. However, some trial endpoints do not correlate with overall
survival, and are not noticeable to patients. Selecting endpoints for clinical trials that reflect
these goals could improve the discovery process by ensuring trial results are of direct interest to
patients, and perhaps by improving enrollment rates to trials. However, how frequently
prostate cancer clinical trials use patient-centered outcomes, and how outcome type impacts
trial enrollment, is unknown. Methods: On October 23, 2022, we queried ClinicalTrials.gov for
full text records of phase 2-3 prostate cancer trials started after January 1, 2007. We extracted
primary outcomes and other trial characteristics using a custom Python script. Two reviewers
categorized each outcome into categories (e.g., overall survival, response rate, patient reported
measure). As previously studied, the only valid surrogate for overall survival is metastasis-free
survival. We considered these two outcomes or any outcome directly noticeable to a patient to
be a patient-centered outcome. For completed or terminated trials, we defined ‘sufficient
accrual’ as attaining 85% of a trial’s goal enrollment. We identified associations between trial
outcome types and sufficient trial enrollment with chi-square tests and logistic regression.
Results: Of 1,717 prostate cancer trials, only 37% used a patient-centered outcome, with 6%
using overall or metastasis-free survival. Among 318 Phase 3 trials, 49% used a patient-
centered outcome and 26% used overall or metastasis-free survival. Of 731 completed or
terminated prostate cancer trials, 55% of trials and 68% of phase 3 trials reached sufficient
enrollment (85% of enrollment goal). On multivariable analysis, trials with an overall survival
endpoint hadhigher oddsof sufficient enrollment (OR8.0 [95%CI 2.2-33.5], p,0.01), but trials
with any patient-centered outcome had lower odds of sufficient enrollment (OR 0.25 [95% CI
0.11-0.54], p,0.01).Conclusions: Less thanhalf of prostate cancer trials use an outcome that is
clearly patient-centered (i.e., affecting overall survival or an outcome noticeable to a patient).
Further work is needed to clarify the use, understanding, and effect of outcome selection in
cancer trials. Realigning trial efforts with patient-centered goals could improve the efficiency,
productivity, and applicability of clinical trials. Research Sponsor: National Institutes of Health
K12.
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Patient-reported outcomes (PROs) with talazoparib (TALA) plus enzalutamide
(ENZA) vs. placebo (PBO) plus ENZA in men with metastatic castration-resistant
prostate cancer (mCRPC): Subgroup analysis of patients with novel hormonal
therapy (NHT) pretreatment in the TALAPRO-2 study.

Ugo De Giorgi, Arun Azad, Karim Fizazi, Nobuaki Matsubara, Fred Saad, Jae Young Joung, Peter C.C. Fong, Robert J. Jones, Stefanie Zschaebitz, Jan Oldenburg,
Neal D. Shore, Curtis Dunshee, Joan Carles, Andre P. Fay, Paul Cislo, Melissa Kirker, Cynthia G. Healy, Alexander Niyazov, Neeraj Agarwal; IRCCS Istituto Romagnolo per lo
Studio dei Tumori (IRST) Dino Amadori, Meldola, Italy; Peter MacCallum Cancer Centre; and Sir Peter MacCallum Department of Oncology, University of Melbourne,
Melbourne, VIC, Australia; Gustave Roussy, University of Paris-Saclay, Villejuif, France; Department of Medical Oncology, National Cancer Center Hospital East, Chiba,
Japan; Centre Hospitalier de l’Université de Montréal, Montreal, QC, Canada; National Cancer Center, Goyang, South Korea; Auckland Hospital, Auckland, New Zealand; The
Beatson West of Scotland Cancer Centre, Glasgow, United Kingdom; National Center for Tumor Diseases (NCT), Heidelberg University Hospital, Heidelberg, Germany;
Akershus University Hospital (Ahus), Lørenskog, Norway; Carolina Urologic Research Center, Myrtle Beach, SC; Urological Associates of Southern Arizona, Tucson, AZ; Vall
d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; PUCRS School of Medicine, Porto Alegre, Brazil; Pfizer, New York, NY; Pfizer,
Inc., San Francisco, CA; Pfizer, Inc., New York, NY; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT

Background: In TALAPRO-2 (NCT03395197), TALA +ENZA vs PBO + ENZA demonstrated
significant improvement in radiographic progression-free survival, a manageable adverse
event (AE) profile, and a delay in time to definitive clinical meaningful deterioration in global
health status (GHS)/quality of life (QoL) overall and across all pre-specified subgroups. This
post hoc analysis evaluated PROs in patients with prior NHT treatment. Methods: PROs were
assessed on day 1 and scheduled visits (every 4 weeks until week 53 then every 8 weeks) until
radiographic progression using the EORTC QLQ-C30 and its prostate cancer module, QLQ-
PR25. PRO analyses, performed in NHT-pretreated/ patients for GHS/QoL functional and
symptom scales, included on treatment comparison of overall change from baseline (per
longitudinal repeated measures mixed-effects model). Results: Of the 805 men randomized
and treated, 49 patients were included in this subgroup analysis (TALA + ENZA n= 22, PBO +
ENZAn= 27). A statistically significant and clinicallymeaningful estimated overall change from
baseline favored TALA + ENZA in physical functioning (20.5 [95% confidence interval {CI}: 8.8,
32.2]; P=0.0007), role functioning (20.4 [95% CI 4.8, 35.9]; P=0.0103), pain (32.9 [95% CI 50.3,
15.5]; P=0.0002), and constipation (12.5 [24.4, 0.6]; P=0.0399). No significant differences
disfavoring TALA + ENZA were observed. Conclusions: In these subgroup analyses of NHT
pretreated patients, significant differences in PROs favoring TALA + ENZA were observed.
Results should be interpreted with caution given the small sample sizes and exploratory nature
of this analysis. Clinical trial information: NCT03395197. Research Sponsor: Pfizer Inc.
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Maintenance of patient-reported quality of life (EQ-5D-3L) post neoadjuvant
relugolix prior to the initiation of prostate radiation therapy.

Min Ji Koh, Min Jung Koh, Jessica Hsueh, Lindsey Gallagher, Malika Danner, Alan Zwart, Marilyn Ayoob, Thomas M. Yung, Deepak Kumar, Michael Carrasquilla,
Paul Denis Leger, Nancy Ann Dawson, Simeng Suy, Sean P. Collins; Department of Radiation Medicine, Georgetown University Hospital, Washington, DC; Georgetown
University Hospital, Washington, DC; Georgetown University Medical Center, Washington, DC; Biotechnology Research Institute, North Carolina Central University, Durham,
NC; Department of Oncology, Lombardi Comprehensive Cancer Center, Georgetown University Medical Center, Washington, DC; MedStar Georgetown University Hospital,
Washington, DC

Background: Injectable GnRH receptor agonists have been shown to improve cancer control
when combined with radiotherapy (RT) for unfavorable intermediate- to high-risk prostate
cancer. Relugolix is a new oral GnRH receptor antagonist that achieves high rates of rapid
profound castration (total testosterone , 20 ng/dL), which may impact health-related quality
of life. This prospective study sought to evaluate the impact of neoadjuvant relugolix onhealth-
related quality of life in prostate cancer patients prior to the start of prostate RT. Methods:
Patients treated at Georgetown betweenMay 2021 and August 2023 with neoadjuvant relugolix
(at least 2 months prior to RT) per an institutional protocol were included in the study (IRB 12-
1775). The 5-item EQ-5D-3L, a validated questionnaire that assesses the patient-reported
health status outcome, was collected for each patient at baseline (before relugolix initiation)
and one hour prior to RT initiation. EQ VAS Score Overall ranges from 0-100with a higher score
indicating better quality of life. Individual items including mobility, self-care, usual activities,
pain/discomfort, and anxiety/depression were scored on a three-point scale from 1 (No
problems) to 3 (Extreme). To examine changes before and after relugolix treatment, McNe-
mar’s test and paired samples t-test were used. Minimally important difference (MID) calcu-
lated by 0.5 of standard deviation at baseline was used to examine clinical significance. Results:
Of 79 patients, the median age was 73 years, and 42% were non-white. Patients initiated
relugolix at amedian of 4months prior to questionnaire administration (IQR: 3.9-5.4), atwhich
most (95%) patients achieved castration (# 50 ng/dL). The VAS Score Overall was significantly
higher at baseline (Mean 6 SD: 83 6 10) than the paired score at the start of RT (80 6 14, p =
0.01). This change was not clinically significant. There were no statistically or clinically
significant differences in any of the 5 individual items. Conclusions: Neoadjuvant relugolix
prior to prostate radiation therapy did not clinically significantly affect patient-reported
quality of life. Also, therewas no statistically significant decrease in each of the 5 individualized
items evaluating health-related quality of life. Future studies should focus on comparing it to
GnRH agonist-induced change in quality of life. Research Sponsor: None.

EQ-5D-3L baseline and start of RT (post hormonal therapy).

Characteristics

No. (%)

Pvalue MIDBaseline Start

VAS Score Overall,
Mean 6 SD

83 6 10
(n = 72)

80 6 14
(n = 72)

0.01 NS

Sections#

Mobility
Self-Care
Usual Activities
Pain/Discomfort
Anxiety/Depression

67 (85)
77 (97)
73 (92)
56 (71)
71 (90)

63 (80)
78 (99)
69 (87)
57 (72)
66 (84)

0.3
-

0.4
.0.99
0.2

NS
NS
NS
NS
NS

#No. (%) of patients with no problems (point = 1) in each section. NS: non-significant.
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Interaction of age and benefit of treatment intensification in advanced prostate
cancer: An aggregate meta-analysis of 14 randomized trials.

Alicia K. Morgans, Soumyajit Roy, Pedro C. Barata, Jason R Brown, Angela Jia, Nicholas George Zaorsky, Santosh Rao, Prateek Mendiratta, Andrew J. Armstrong,
Christopher Sweeney, Gert Attard, Nicholas D. James, Karim Fizazi, Yilun Sun, Daniel Eidelberg Spratt; Dana-Farber Cancer Institute, Boston, MA; Rush University Medical
Center, Chicago, IL; University Hospitals Seidman Cancer Center, Cleveland, OH; CaseWestern Reserve University, Cleveland, OH; Duke University Trent Center for Bioethics
Humanities and History of Medicine, Durham, NC; South Australian Immunogenomics Cancer Institute, University of Adelaide, Adelaide, Australia; University College
London Cancer Institute, London, United Kingdom; Institute of Cancer Research, The Royal Marsden Hospital NHS Foundation Trust, London, United Kingdom; Gustave
Roussy, University of Paris-Saclay, Villejuif, France; Department of Population Quantitative Health Sciences, Case Western Reserve University School of Medicine,
Cleveland, OH; University Hospitals Seidman Cancer Center, Case Western Reserve University School of Medicine, Cleveland, OH

Background: Treatment intensification (TI) for men with advanced prostate cancer consis-
tently demonstrates improvements in overall survival (OS) when compared to androgen
deprivation therapy (ADT) alone. However, TI increases morbidity and may contribute to
worsening other-cause mortality. Herein, we aim to determine if there is an interaction of
age andTI onOS inmenwith advanced prostate cancer.Methods:A systematic literature search
in MEDLINE, Embase, and conference proceedings were searched to identify contemporary
randomized phase 3 trials in advanced prostate cancer evaluating the role of TI with chemo-
therapy and/or androgen receptor-signaling inhibition (ARSI) between 1/1/2010-9/1/2023.
Trials in metastatic hormone-sensitive prostate cancer (mHSPC) and non-metastatic
castration-resistant prostate cancer (nmCRPC) were included given potential for competing
risks; mCRPC trials were excluded. Meta-analyses were performed with random-effect mod-
eling. Meta-regression was performed using Hartung-Knapp methods in mHSPC trials ac-
counting for drug (docetaxel, abiraterone acetate/prednisone (AAP), non-AAP ARSIs
(apalutamide, enzalutamide, or darolutamide)), use of RT to primary, percent high volume
disease, percent synchronous metastatic disease, and median PSA. Age was dichotomized as,
or $ 70 in 8 trials, and , or $ 65 in 6 trials. Results: Fourteen trials with 16 randomized
comparisons (n=17,765 patients) were included. A total of 9,229 younger and 7,458 older men
were included in age-specific analyses. Overall, TI significantly improved OS (HR 0.72, 95%CI
0.69-0.76, p,0.0001), whichwas consistent irrespective of disease state (mHSPCHR0.72, 95%
CI 0.78-0.77; nmCRPCHR 0.74, 95%CI 0.66-0.83). There was a significant interaction between
age andTI onOS (p-interaction,0.001); TI in youngermen significantly improvedOS (HR0.65,
95%CI 0.59-0.72, p,0.0001). Oldermen derived less benefit fromTI, but TI did improve OS (HR
0.80, 95%CI 0.74-0.87, p,0001). In subgroup of older men in mHSPC trials, a significant
treatment effect difference based on drug class was observed (p=0.047); AAP (HR 0.92, 95%CI
0.78-1.10, p=0.38), docetaxel (HR0.86, 95%CI 0.70-1.05, p=0.13), andnon-AAPARSIs (HR0.71,
95%CI0.63-0.81, p,0.001). Onmeta-regression ofmHSPC trials, age remained an independent
variable associated with TI benefit (p=0.005). Limitations include the post-hoc nature of this
aggregate meta-analysis and use of dichotomized age. Conclusions: TI improves OS for men
withmHSPCandnmCRPC, but a significant interaction between age andTI onOSwas identified.
Further work leveraging individual patient data is needed to understand drivers of this
observation, including impact of treatment compliance, comorbid conditions, adrenal sup-
pression, outcomes in different prognostic groups, and competing risks in older patients.
Research Sponsor: None.
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Baseline characteristics of patients with PSMA-PET–positive and –negative dis-
ease with high-risk of biochemical recurrence (BCR) after radical prostatectomy
(RP) in the ongoing phase 3 PRIMORDIUM study.

Boris A. Hadaschik, Nicolas Mottet, Piet Ost, Cosimo De Nunzio, Nina Tunariu, Renata Zaucha, Klaus Brasso, Ignacio Osman-Garcia, Deniz Tural, Martin Lukac, Hind Stitou,
Geneviève Pissart, Michela Efficace, Stefano Fanti; Department of Urology, University of Duisburg-Essen and German Cancer Consortium (DKTK)-University Hospital
Essen, Essen, Germany; CHU St. Etienne, Saint-Étienne, France; Radiation Oncology, Iridium Network, GZA Ziekenhuizen, Antwerp, Belgium; Urology, Sant’Andrea Hospital,
Rome, Italy; Royal Marsden Hospital, Sutton, United Kingdom; Medical University of Gdańsk, Gdańsk, Poland; Copenhagen Prostate Cancer Center, Rigshospitalet,
Copenhagen, Denmark; Urology, Hospital Universitario Virgen del Rocio, Seville, Spain; Bakirkoy Dr. Sadi Konuk Training and Research Hospital, Istanbul-Turkey, Anyalya,
Turkey; Parexel International Czech Republic s.r.o, on behalf of Janssen Pharmaceutica NV, Beerse, Belgium; Medical Affairs, Janssen-Cilag SAS, Issy-Les-Moulineaux,
France; Medical Affairs, Janssen Pharmaceutica NV, Beerse, Belgium; Statistics and Decision Sciences Medical Affairs, Janssen-Cilag SpA, Milan, Italy; IRCCS Azienda
Ospedaliero Universitaria di Bologna, Bologna, Italy

Background: Positron emission tomography of radiolabeled prostate-specific membrane an-
tigen (PSMA-PET) ismore sensitive and specific than conventional imaging for the detection of
lesions in patients with BCR prostate cancer. PRIMORDIUM (NCT04557059) includes stan-
dardized PSMA-PET imaging and enrolls PSMA-PET positive patients ($1 locoregional lesion;
interventional cohort) and PSMA-PET negative patients (no lesion; observational cohort); all
patients are non-metastatic by conventional imaging at screening. Methods: We presented
studymethods at ESMO2021 (Poster 649TiP). All patients enrolled in PRIMORDIUMhave high-
risk BCR (prostate specific antigen [PSA] doubling time#12 months or Gleason score$8) after
RP. PSMA-PET-positive patients are randomized 1:1 to either the control arm (whole pelvic
salvage radiotherapy [RT] + 6 months of luteinizing hormone-releasing hormone agonist
[LHRHa]) or the interventional arm (RT + LHRHa + apalutamide 240 mg/day for 180 days);
stereotactic body RT (SBRT) to#3 distant lesions is optional. PSMA-PET-negative patients are
managed per routine clinical practice. Results: Key baseline characteristics of 198 enrolled
patients at data cutoff (12-Jan-2023) are summarized in the table. Conclusions: The PRIMOR-
DIUM study aims to evaluate the intensification of treatment with apalutamide for patients
assessed with PSMA-PET. From 198 enrolled patients with high-risk BCR, positive PSMA-PET
was documented in 44%of patients at amedian of 39months after RP and amedian PSA of 0.51
ng/mL, while negative PSMA-PET was observed in 56% of patients at a median of 26 months
after RP and amedian PSA of 0.35 ng/mL. In this analysis, all PSMA-PET-positive patients had
locoregional lesion(s) and 10% also had distant lesion(s) on PSMA-PET. Clinical trial in-
formation: NCT04557059. Research Sponsor: Janssen Pharmaceutica.

Interventional:
PSMA-PET
Positive
(n=88)

Observational:
PSMA-PET
Negative
(n=110)

Age, years 69 [65; 74] 66.5 [61; 72]
Months from RP to PSMA-PET* 39.4 [21.5; 66.0] 26.0 [16.7; 45.6]
PSA closest to PSMA-PET, ng/mL† 0.51 [0.30; 1.30] 0.35 [0.24; 0.60]
Locoregional lesion(s) by PSMA-PET 88 (100.0) 0
Distant metastases by PSMA-PET 9 (10.2) 0
Gleason score ‡8 32 (36.4) 41 (37.3)
PSA doubling time† £6 months 43 (48.9) 51 (46.8)
PSA doubling time† >6-12 months 39 (44.3) 44 (40.4)
PSA doubling time† >12 months‡ 6 (6.8) 14 (12.8)

Data are median [25th; 75th percentile] or non-missing n (%). *n=87 for PSMA-PET positive; †n=109 for
PSMA-PET negative; ‡Includes values #0.
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Effect of concomitant medications on treatment response and survival in de novo
metastatic prostate cancer: Secondary analysis of the LATITUDE study.

Soumyajit Roy, Fred Saad, Rishav Akilla, Yilun Sun, Daniel Eidelberg Spratt, Amar Upadhyaya Kishan, Shawn Malone, Christopher J.D. Wallis, Scott C. Morgan; Rush
University Medical Center, Chicago, IL; Centre Hospitalier de l’Université de Montréal/CRCHUM, Université de Montreal, Montreal, QC, Canada; University of Houston,
Houston, TX; Department of Population Quantitative Health Sciences, Case Western Reserve University School of Medicine, Cleveland, OH; University Hospitals Seidman
Cancer Center, Case Western Reserve University School of Medicine, Cleveland, OH; Department of Radiation Oncology, University of California, Los Angeles, Los Angeles,
CA; The Ottawa Hospital, University of Ottawa, Ottawa, ON, Canada; Division of Urology, Department of Surgery, University of Toronto, Toronto, ON, Canada

Background: Prior studies have shown that exposure to concomitant medications such as
metformin and statins influences survival in metastatic castrate resistant prostate cancer
treated with androgen receptor pathway inhibitors (ARPI). However, it is unclear if such
exposure to concomitantmedications influences treatment response and survival inmetastatic
hormone sensitive prostate cancer (mHSPC) treated with ARPI. Methods: We performed a
secondary analysis of the LATITUDE trial to determine whether exposure to concomitant
medications influenced the effect from abiraterone, in addition to ADT, on overall survival
(OS) and prostate cancer specific mortality (PCSM) in men with de novo high risk mHSPC. We
focused on 7 commonly prescribed classes of medications: metformin, statins, proton pump
inhibitors, cyclooxygenase 2 (COX-2) inhibitors, aspirin, acetaminophen, and NSAIDs (non-
selective COX inhibitors except aspirin). To identify effect modification, we applied Cox re-
gression models for OS with an interaction term between the medication classes and the
randomized treatment regimen. To determine the independent association of eachmedication
with OS and PCSM, we applied separate multivariable Cox regression and competing risk
regression models, respectively. To account for multiple testing, 2-sided p,0.0024 was set
as the threshold for statistical significance.Results:Overall, 1135menwere eligible. Therewas a
non-significant evidence of differential effect from abiraterone on OS among men with
concomitant exposure to aspirin (Hazard ratio [HR]: 0.93; 95% CI: 0.63-1.36) vs. those who
did not (HR: 0.61 [0.51-0.73]) (interaction p=0.04). Similarly, there was a non-significant
evidence of a differential effect from abiraterone on OS among men exposed to NSAIDs (HR:
0.54 [0.42-0.70]) vs. thosewhodid not (HR: 0.74 [0.60-0.91]) (interaction p=0.05). Exposure to
concurrent NSAIDs was associated with a significantly inferior OS (HR: 1.37 [1.15-1.62];
p,0.001) and higher relative incidence of PCSM (subdistribution HR: 1.47 [1.21-1.78];
p,0.001) in the overall cohort. There was a significantly higher relative excess risk of
grade$3 cardiovascular adverse events by interaction of concomitant exposure to aspirin with
abiraterone (RERI: 3.39 [0.68-6.11]). Conclusions: In this secondary analysis, concomitant
exposure to 7 classes of medications was not associated with any statistically significant
modification of abiraterone effect on OS in de novo high risk mHSPC. Men who received
concurrent NSAIDs had a higher risk of PCSM and inferior OS even after adjustment for skeletal
metastases burden and pain score. The excess risk of serious cardiovascular adverse events by
interaction of abiraterone and exposure to aspirin could be due to reverse causality due to
underlying burden of cardiovascular comorbidity in the exposed group. Research Sponsor:
None.
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Interim results from a phase 1/2 study of HPN328, a tri-specific, half-life (T1/2)
extended DLL3-targeting T-cell engager, in patients (pts) with neuroendocrine
prostate cancer (NEPC) and other neuroendocrine neoplasms (NEN).

Himisha Beltran, Afshin Dowlati, Prantesh Jain, Melissa Lynne Johnson, Rachel E. Sanborn, Jonathan Robert Thompson, Hirva Mamdani, Erin L. Schenk,
Rahul Raj Aggarwal, Kamya Sankar, AnnW. Gramza, Banmeet S Anand, Noura J. Choudhury; Dana-Farber Cancer Institute, Boston, MA; University Hospital Siedman Cancer
Center, Case Western Reserve University, Cleveland, OH; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Sarah Cannon Research Institute, Nashville, TN; Earle A
Chiles Research Institute, Portland, OR; Froedtert and the Medical College of Wisconsin Workforce Health, Milwaukee, WI; Barbara Ann Karmanos Cancer Institute, Detroit,
MI; University of Colorado Anschutz Medical Campus, Aurora, CO; University of California, San Francisco, San Francisco, CA; Cedars-Sinai Medical Center, Los Angeles, CA;
Harpoon Therapeutics, Inc., South San Francisco, CA; Harpoon Therapeutics Inc, South San Francisco, CA; Memorial Sloan Kettering Cancer Center, New York, NY

Background:HPN328 is a delta-like canonical Notch ligand 3 (DLL3)-targeting T-cell engager.
HPN328 has 3 binding domains including anti-DLL3 for target engagement, anti-albumin for
T1/2 extension, and anti-CD3 for T cell engagement and activation. HPN328 treatment resulted
in robust and specific anti-tumor activity in preclinical in vitro and in vivo DLL3-expressing
NEPC models. Methods: Patients (pts) with relapsed/refractory, metastatic NEPC, small cell
lung cancer (SCLC) and other NEN associated with DLL3 expression are eligible. Verification of
DLL3 expression is required for NEN other than SCLC or NEPC for eligibility. Primary objectives
are safety, maximum tolerated dose (MTD), recommended dose(s) for expansion (RDE) de-
termination, and pharmacokinetics (PK). Secondary objectives are immunogenicity and effi-
cacy. HPN328 is administered IV weekly or biweekly with a priming dose preceding the target
dose in higher dose cohorts. Adverse events (AEs) are graded (G) by CTCAE 5.0, and ASTCT for
cytokine release syndrome (CRS). Results: As of 21Aug23, 66 pts received HPN328 as a single
agent at target doses of 0.015-24 mg across 14 dose escalation cohorts. Ten (10) pts had NEPC
and 2 had small cell bladder cancer (SCBC). The remainder were SCLC or other NEN. Median
number of prior regimens for all patients was 2 (1-6). Treatment is ongoing in 29 pts, with 3
from early escalation cohorts on study formore than a year. Treatment-related AEs in.10% of
pts included CRS (52%), fatigue (35%), dysgeusia (33%), nausea (17%), vomiting and diarrhea
(14% each), decreased appetite (12%), and pyrexia (11%). Nearly all CRS occurred after the
initial priming dose and not with subsequent infusions. The most common $ G3 events were
neutropenia (9%) and pneumonia and anemia (5% each). G3 CRS was a dose-limiting toxicity
(DLT) in 2 pts at a priming dose of 2 mg; subsequent target dose escalation continued to 24mg
with a priming dose of 1 mg and no further DLTs of CRS; MTD at the target dose has not been
reached. The 2 SCBCpatients had confirmedpartial responses (PR). Of the 10NEPCpatients, 3 of
6with at least one imaging study had unconfirmed PRs. HPN328 exhibited linear PKwith dose-
proportional increases in exposure and amedian T1/2 of 71 hrs. Transient increases in cytokines
up to 24 hrs post-dose and T-cell activation were observed. Conclusions: HPN328 is well
tolerated and clinically active. MTD determination, dose escalation, and dose optimization are
ongoing. Updated safety and efficacy results including recently enrolledNEPC and SCBC ptswill
be presented. Clinical trial information: NCT04471727. Research Sponsor: None.
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Outcomes, frailty status, and body composition of men with hormone-sensitive
prostate cancer treated with bicalutamide and dutasteride.

Justin M Lebenthal, Andrew Warren Hahn, Rebecca Tidwell, Krystal Zhang, Ana Aparicio; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of
Genitourinary Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Prostate cancer is often a disease of the frail in which androgen withdrawal can
further the risk of morbidity and mortality. This study aimed to describe a single institution
experience with peripheral androgen blockade using bicalutamide and dutasteride (B+D) in
men with hormone-sensitive prostate cancer (HSPC) in the context of body composition and
frailty.Methods: Patients with HSPC treated with B+D at MD Anderson Cancer Center between
2010 and 2022 were retrospectively identified. Baseline and post-B+D frailty scores were
calculated using the G8 geriatric score. Body composition was objectively measured from
pre-treatment CT imaging. Differences in patient and disease characteristics between frail
vs. not frail patients were compared with Kruskal Wallis tests or chi-square tests. Time on
treatment (ToT), time to next treatment (TTnT) and overall survival (OS) were calculated by
Kaplan-Meier methods, and comparisons by frailty status were made with the log rank test.
Results: Forty-four patients were evaluable: median G8 frailty score was 13.5 with 22 patients
classified as frail (G8 score# 14) at baseline and after 6months of B+D. ToT was shorter in frail
individuals than non-frail (18.9 vs 38.2 months, p=0.03). TTNT was also shorter in frail
individuals (20.9 vs 38.2 months, p=0.03). Only 3 patients have died, and 5-year OS is 81.3%
for the entire cohort. Sarcopenia was found in 11 patients (52%) and sarcopenic obesity in 3
(14%). Conclusions: Bicalutamide and dutasteride was generally safe and feasible in a cohort of
HSPC with increased pre-treatment frailty and sarcopenia. These findings suggest that pe-
ripheral androgen blockade is a eugonad treatment option that may warrant prospective study
in at-risk populations and the application of frailty scores and measures of body composition
can refine the relevant population. Research Sponsor: Cancer Center Support Grant; Prostate
Cancer Foundation; Department of Defense.

Body composition measurements pre B+D.1

Frailty at Treatment Start

No
(N=8)

Yes
(N=13)

Total
(N=21)

Skeletal muscle mass (cm2) 156.8 (123.1, 204) 154.4 (119.5, 185.4) 155.4 (119.5, 204)
Skeletal muscle index (cm2/m2) 2 51.7 (42.5, 63) 50.2 (36.8,57.8) 50.8 (41.3, 63)
Skeletal muscle density (HU)3 38.2 (23.5, 46.5) 43.3 (25.6, 49.8) 41.2 (23.5, 59.1)
Intramuscular adipose tissue (cm2) 11.7 (4.9, 16.5) 9.3 (4.4, 22.9) 10.3 (3.9, 22.9)
Visceral adipose tissue (cm2) 244.2 (78.4, 458.8) 258.3 (66.7, 642.8) 252.6 (111.8, 642.8)
Skeletal adipose tissue (cm2) 230.3 (120.5, 307.5) 213.5 (84.3, 326.6) 220.4 (84.3, 326.6)
1All values represent mean values with the range of means in parentheses. 2Patients were considered
sarcopenic if skeletal muscle index (SMI),43 cm/m2 for patients with BMI, 25 kg/m2 and SMI., 53 for
patients with a BMI$ 25 kg/m2. 3Low skeletal muscle density was defined as , 41 HU in patients with
BMI #24.9 kg/m2 and , 33 HU in patients with BMI. $ 25 kg/m2. 5 out of 21 patients had low skeletal
muscle density.
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PETRANHA: Phase 1/2 study of AZD5305 + novel hormonal agents in patients with
metastatic prostate cancer–Interim safety and pharmacokinetic results.

Arun Azad, Mark Voskoboynik, Anthony M. Joshua, Andrew James Weickhardt, Peter Sankey, Simon Pacey, Elisabeth I. Heath, Laurence Krieger, Lisa Horvath,
Patrick Glen Pilié, Lynsey Womersley, Spiros Linardopoulos, Ganesh Moorthy, TJ Zhou, Jessica Brown, Bruno de Paula, Edit Lukacs, Andrew Hudson; Peter MacCallum
Cancer Centre, Melbourne, Australia; Alfred Health, Monash University, Melbourne, Australia; Kingshorn Cancer Centre, Sydney, Australia; Olivia Newton-John Cancer
Wellness & Research Centre, Heidelberg, VIC, Australia; University Hospitals Plymouth NHS Trust, Derriford Hospital, Plymouth, United Kingdom; Cambridge University
Hospitals NHS Foundation Trust & Department of Oncology, Clinical School, University of Cambridge, Addenbrookes Hospital, Cambridge, United Kingdom; Wayne State
University Karmanos Cancer Institute, Detroit, MI; Genesis Care, North Shore, Royal North Shore Hospital, Sydney, Australia; Chris O’Brien Lifehouse, Camperdown,
Australia; The University of Texas MD Anderson Cancer Center, Houston, TX; AstraZeneca, Cambridge, United Kingdom; AstraZeneca, Boston, MA; AstraZeneca, Waltham,
MA; The Christie, Manchester, United Kingdom

Background: The combination of PARP inhibitors (PARPi) with novel hormonal agents (NHAs)
has recently demonstrated significant improvement in progression-free survival in patients
(pts) with metastatic castration-resistant prostate cancer (mCRPC) compared with NHAs
alone. AZD5305, a PARP1-selective inhibitor, has the potential for an improved safety profile
and limited drug-drug interactions (DDIs) compared with first-generation PARPi. PETRANHA,
an open-label nonrandomized study, is evaluating the safety and DDIs of AZD5305 with
physician’s choice of NHA (enzalutamide [enza], abiraterone acetate [abi] or darolutamide
[daro]) in pts with metastatic prostate cancer. Methods: Pts were aged $18 years with
histologically confirmed mCRPC or metastatic castration-sensitive prostate cancer (mCSPC),
suitable for NHA treatment, with or without HRR mutations in tumor tissue. Key exclusion
criteria were previous PARPi, platinum chemotherapy, or targeted radioligand therapy for pts
withmCRPC ormCSPC; and previous NHA or docetaxel in pts withmCSPC. Pts were assigned to
receive AZD5305 60mg once daily (OD; first dose level tested) and either enza 160mg OD (Arm
1), abi 1000mg + 5mg prednisone OD (Arm 2), or daro 600mg twice daily (Arm 3) until disease
progression or any intolerable adverse event (AE) occurred. Primary objectives were safety and
tolerability. DDIs were evaluated for each combination. Results: At data cutoff (July 10, 2023),
48 pts were included in the interim safety analysis (Arm 1, n=11; Arm 2, n=19; Arm 3, n=18). In
total, 32 (66.7%) pts had mCRPC, 16 (33.3%) pts had mCSPC, and 8 (16.7%) pts were pre-
exposed to NHAs. Median duration of AZD5305 exposure was 6.3 months (range, 1.05–12.58)
across all arms. Safety data are presented in the Table. The most common AEs were anemia
(52.1%; Gr$3, 16.7%), fatigue (50.0%; Gr$3, 2.1%), and neutropenia (33.3%; Gr$3, 6.3%). No
dose-limiting toxicities or AE-related deaths occurred in any arm; AEs leading to discontin-
uations were uncommon. No clinically significant DDIs were measured with any of the
combinations. Conclusions: Initial safety, tolerability, and DDI data from the PETRANHA study
indicates that AZD5305 can be safely combined with three individual NHAs with low rates of
dose interruptions or reductions. The study is ongoing in Australia, Italy, UK, and USA. Clinical
trial information: NCT05367440. Research Sponsor: AstraZeneca.

Safety Parameters, n (%)
mCRPC
(n=32)

mCSPC
(n=16)

All pts*
(N=48)

Any AE 31 (96.9) 16 (100.0) 47 (97.9)
Treatment-related AE 28 (87.5) 14 (87.5) 42 (87.5)
Any AE Grade ‡3 9 (28.1) 5 (31.3) 14 (29.2)
Any serious AE 8 (25.0) 1 (6.3) 9 (18.8)
AE leading to:
Discontinuation of
AZD5305 / NHA

1 (3.1) / 1 (3.1) 1 (6.3) / 0 2 (4.2) / 1 (2.1)

Dose reduction of
AZD5305 / NHA

4 (12.5) / 1 (3.1) 3 (18.8) / 0 7 (14.6) / 1 (2.1)

Interruption of
AZD5305 / NHA

10 (31.3) / 5 (15.6) 7 (43.8) / 5 (31.3) 17 (35.4) / 10 (20.8)

*Includes AZD5305 in combination with any NHA.
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Preliminary data from a dose-escalation phase 1 study with HP518, an AR PROTAC
degrader: Safety, tolerability, pharmacokinetics (PK), and first assessment of anti-
tumor activity in patients (Pts) with metastatic castration-resistant prostate cancer
(mCRPC).

Arun Azad, Howard Gurney, Craig Underhill, Lisa Horvath, Mark Voskoboynik, Xinghai Li, Ivan King, Lisa Shao, Yiyun Dai, Frank Perabo; Peter MacCallum Cancer Centre; and
Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, VIC, Australia; Faculty of Medicine, Health and Human Sciences, Macquarie University,
Sydney, NSW, Australia and Crown Princess Mary Cancer Centre, Westmead Hospital, Macquarie Park, Australia; Border Medical Oncology, East Albury, Australia; Chris
O’Brien Lifehouse, Camperdown, Australia; The Alfred, Melbourne, Australia; Hinova Pharma, Chengdu, China; Hinova Pharma, San Diego, CA

Background: HP518 is an oral proteolysis targeting chimera (PROTAC) protein degrader that
target androgen receptor (AR) mutations for the treatment of mCRPC. To evaluate the safety,
PK, and anti-tumor activity of HP518, and select a recommended phase 2 dose (RP2D), we
conducted a first-in-human, Phase 1, open-label, multicenter, non-randomized, dose esca-
lation study in ptswithmCRPC.We report results of the ongoing Phase 1 study at five Australian
sites. Methods: Pts with mCRPC with disease progression on at least 1 novel hormonal agent
(NHA) and# 1 line of chemotherapy receivedHP518QDorally in sequential cohorts (25, 50, 100,
200, and 300, 400, 500mg per day, BayesianN-CRMdesign). Primary objectives were to assess
HP518 safety and select the RP2D. Secondary objectives included evaluating the PK of HP518,
PSA50 response and radiographic progression per Response EvaluationCriteria in Solid Tumors
(RECIST) v1.1 and Prostate Cancer Working Group 3 (PCWG3) criteria. Exploratory objectives
were to evaluate AR expression in CTCs before and after 12 weeks of treatment and conduct
genomic profiling using cfDNA. Results: As of 08Sep2023, a total of 22 pts were enrolled, with
current one-daily dosing of 500mg HP518. Overall, HP518 was well tolerated, with cumulative
10 SAE (1 related/9 unrelated). No DLT was observed. There were 13 Grade $3 treatment-
emergent adverse events (TEAEs) in 6 pts treated up to 500 mg; no grade $4 TEAEs. The most
common TEAE in all cohorts was grade 1 or 2 vomiting and nausea which were well managed
with prophylactic anti-emetics. Preliminary PK results were obtained from 18 pts dosed with
25 mg to 500 mg per day. Following multiple oral doses of HP518, median peak plasma
concentrations were observed at 3 -12 hours post-dose. Over the 5-fold dose range (100 to
500 mg), the increase in Cmax and AUC0-last was approximately dose proportional on day 1.
Steady state was reached between day 56 and day 84. Among 16 pts who finished the DLT
period, a PSA50 response was seen in 3 pts. 2 pts had confirmed partial responses per RECIST
criteria, with 8 pts remaining on treatment. 2 pts received HP518 for $24 weeks including 1 pt
with a durable PSA50 response for 52 weeks, who also showed PR. Notably, this patient
harbored an F877L, E873_F879del AR ligand-binding domain (LBD) mutations.
Conclusions: HP518, a novel AR PROTAC degrader, demonstrates in this Phase 1a dose-
escalation study, an acceptable safety/tolerability profile and a signal of efficacy in an un-
selected mCRPC patient population. The presence of AR LBD mutations may predict benefit
from HP518, and merits further investigation in pts with mCRPC. Clinical trial information:
NCT05252364. Research Sponsor: None.
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Long-term outcomes for patients with radiorecurrent prostate cancer treated with
salvage combination IMRT and brachytherapy.

Michael J. Dattoli, Arvind B. Soni, Lauren Yanthis, Jone Fay, Gregory Lawrence; Dattoli Cancer Center & Brachytherapy Research Institute, Sarasota, FL; Dattoli Cancer
Foundation, Sarasota, FL

Background: Effective salvage of locally recurrent prostate cancer after definitive radiation is
typically disappointing and may be associated with significant complications. Methods: 133
consecutive prostate cancer patients (ages 46-78) with biopsy proven local failures were
treated between 2001 and 2021 and followed, prospectively with respect to clinical and/or
biochemical failure and toxicity. Pre-recurrence treatment had consisted of external beam
radiation (Photons: 102 patients, Protons: 16 patients) or iodine 125 brachytherapy (15 pa-
tients). Prior to salvage treatment, an extensiveworkup ruled out gross extracapsular extension
or distant disease spread. Salvage treatment consisted of an attenuated dose of IMRT to the
prostate (1200 cGy/8 fxs) followed by an attenuated Pd-103 brachytherapy boost (median 9000
cGy) within 24-72 hours. The Pd-103 isotope was used given its steep radial dose fall off,
thereby reducing dosage to previously irradiated surrounding tissues. All patients were treated
with a median 6 months of androgen deprivation. Mean pretreatment PSA was 5.9 ng/mL
(range 1.9 - 22.3,median 3.9)with 64 patients having aGleason score of greater than or equal to
8, 61 patients having a Gleason score of 7, and 8 patients having a Gleason score of 6. Follow-up
fromdate of implant ranged from 3 years to 20 years (median 14 years). Biochemical failurewas
defined using PSA greater than or equal to 0.2 and nadir +2 at last follow up. All biochemically
failing patients underwent transperineal prostate biopsies (median 18 cores). Results: Overall,
72%(96/133 patients) havemaintained aPSA less thanor equal to 0.2 ng/mLatmedian 14 years.
Biochemical freedom at 5 years was 91%. PSA prior to re-treatment was highly predictive of
distant progression with no patient having a PSA greater than 15 being successfully salvaged.
Prostate biopsies of failing patients revealed only 3 local failures. 4 patients required post-
implant TURP and 2 TURP patients developed low volume stress incontinence, 2 patients
developed urethral strictures which were successfully treated to resolution. No patient has
developed rectal ulceration, prostatic-vesicorectal fistula, or chronic cystoproctitis.
Conclusions: This study helps strengthen the rationale for the use of Brachytherapy-based
regimens in the treatment of radiorecurrent prostate cancer. In view of its even steeper radial
dose falloff, we are currently exploring the advantages of Cs-131 in these patients. Research
Sponsor: None.
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Differential treatment effect on overall survival (OS) based on early prostate-
specific antigen (PSA) response in metastatic hormone-sensitive prostate can-
cer (mHSPC): A secondary analysis of TITAN trial.

Soumyajit Roy, Shawn Malone, Yilun Sun, Christopher J.D. Wallis, Amar Upadhyaya Kishan, Scott C. Morgan, Georges Gebrael, Umang Swami, Angela Jia, Jason R Brown,
Fred Saad, Neeraj Agarwal, Daniel Eidelberg Spratt; Rush University Medical Center, Chicago, IL; The Ottawa Hospital, University of Ottawa, Ottawa, ON, Canada; Case
Western Reserve University, Cleveland, OH; Division of Urology, Mount Sinai Hospital, Toronto, ON, Canada; Department of Radiation Oncology, University of California, Los
Angeles, Los Angeles, CA; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT; University Hospitals Seidman Cancer Center, Cleveland, OH; Centre
Hospitalier de l’Université de Montréal, Montreal, QC, Canada

Background: Early PSA response has been found to be associated with improved outcome in
mHSPC patients treated with androgen deprivation therapy (ADT) plus androgen receptor
pathway inhibitors (ARPI). However, it is unknown if the treatment effect onOS varies based on
early PSA response in these patients. Methods: We performed a secondary analysis of TITAN
study in which men with mHSPC were randomly assigned to ADT plus placebo vs. ADT plus
apalutamide (ADT+APA). To compare the association of OS with early PSA response, defined as
achieving a PSA nadir of #0.2 ng/mL at #6 months of randomization, between two arms, we
appliedmultivariable Cox regressionmodel on a landmark population with an interaction term
between the treatment arm and PSA response. Adjusted OS were calculated. Confounders were
chosen based on their association with PSA response and OS. Results: Overall, 1049 patients
were eligible with 526 in the ADT arm and 523 in the ADT+APA arm. Approximately 24% (125/
526) patients in the ADT arm and 62% (323/523) patients in the ADT+APA arm achieved early
PSAnadir. On landmark analysis, ADT+APAwas associatedwith improved OS among thosewith
an early PSA nadir (HR: 0.66; 95% CI: 0.44-1.00) but no improvement in OS among those
without an early PSA nadir (HR: 1.15 [0.87-1.46]) with differential treatment effect between
groups stratified by early PSA nadir by 6months (p=0.03). Adjusted 4-year OS for patients who
reached PSA nadir was 66% (95% CI: 56-75) in the ADT alone arm and 78% [74-83] in the
ADT+APA armwhile for patientswho did not reach PSAnadir, adjusted 4-year OSwas 46% [41-
52] and 47% [40-54] in the ADT alone and ADT+APA arm, respectively. Numbers needed to
treat (NNT) was 7.8 (95% CI: 6 to 15) for the overall landmark population, 7.7 [5 to 36] for
patientswith PSAnadir by6months, and 55 [10 to -4] for thosewithout PSAnadir, respectively.
Conclusions: In this exploratory analysis of TITAN study, early PSA nadir at or before 6months
was associated with superior OS in both treatment arms. However, there was evidence of
differential treatment effect on OS based on early PSA nadir with no beneficial effect from
ADT+APA in those who did not reach early PSA nadir. Patients with lack of early PSA nadir had
inferior and similar OS in both treatment groups. Further investigation is needed to determine
how to best manage patients treated with doublet therapy without an early PSA response.
Research Sponsor: None.
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Dose modification in enzalutamide and abiraterone plus prednisolone for
castration-resistant prostate cancer: Sub-analysis from ENABLE for PCa, a mul-
ticenter, randomized controlled trial.

Kouji Izumi, Atsushi Mizokami; Kanazawa University Graduate School of Medical Science, Kanazawa, Japan

Background: Head-to-head comparison between enzalutamide (ENZ) and abiraterone plus
prednisolone (ABI) demonstrated similar survival benefit for castration-resistant prostate
cancer (CRPC) in ENABLE study for PCa. As it is previously reported that reduced dose of
ENZ and ABI can maintain sufficient inhibitory ability of androgen receptor signaling, we
analyzed the efficacy of modified dose in ENABLE study for PCa. Methods: ENABLE study for
PCa is an investigator-initiated, multicenter, randomized controlled trial conducted in Japan.
We analyzed survivals, prostate-specific antigen (PSA) response rate ($50% decline from
baseline), and safety assessment in patients treated with modified dose (ENZ #120 mg/day,
ABI #750 mg/day) compared to those treated with standard dose (ENZ 160 mg/day, ABI 1000
mg/day) as a starting dose. Results: In total 92 patients in each arm treated and analyzed, the
number ofmodified dose patients in the ENZ and the ABI armwas 16 and 16, respectively. Total
32 modified dose patients showed significantly better time to PSA progression (TTPP) and
overall survival than 152 standard dose patients (HR 0.47, 95%CI 0.27-0.83, p=0.0379 and HR
0.35, 95%CI 0.19-0.63, p=0.0162). Although there was significantly longer TTPP in modified
ABI group than standard ABI group (HR 0.29, 95%CI 0.14-0.62, p=0.0248), no significant
difference was observed in TTPP between modified ENZ group and standard ENZ group
(p=0.5366). There was significant difference in PSA response rate between modified ABI and
standard ABI group (79% and 53%, respectively; P=0.0036). Similar adverse event rates and
grades were observed in each treatment group. Conclusions: Modified ABI showed better
outcomes than standard ABI and may be a potential treatment option for CRPC patients;
however, all patients were of Japanese and patients in other countries were not included.
Further study should be conducted including other ethnic backgrounds and focusing on
different constitutions. Clinical trial information: UMIN000015529. Research Sponsor: the
Japanese Foundation for Multidisciplinary Treatment of Cancer.
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Association of prior poly(ADP-ribose) polymerase (PARP) inhibitor therapy with
response to 177Lu-PSMA-617 (LuPSMA) in men with DNA damage repair (DDR)
mutations.

Ruben Raychaudhuri, George Mo, Abuzar Moradi Tuchayi, Laura Graham, Roman Gulati, Colin C. Pritchard, Michael C. Haffner, Todd Yezefski, Jessica E. Hawley,
Robert Bruce Montgomery, Heather H. Cheng, Peter Nelson, Delphine L Chen, Thomas A. Hope, Amir Iravani, Michael Thomas Schweizer; Fred Hutchinson Cancer Center,
Seattle, WA; University of Washington, Seattle, WA; University of California, San Francisco, San Francisco, CA; University of Colorado Cancer Center Anschutz Medical
Campus, Aurora, CO; Department of Laboratory Medicine and Pathology, University of Washington, Seattle, WA; Division of Hematology & Oncology, University of
Washington & Fred Hutchinson Cancer Center, Seattle, WA; Department of Radiology, University of Washington & Fred Hutchinson Cancer Center, Seattle, WA

Background: LuPSMA, a radioligand therapy targeting the cell surface protein PSMA, is
approved for men with PSMA-positive mCRPC previously treated with androgen receptor
signaling inhibitor (ARSI) and taxane chemotherapy. Several PARP inhibitors (PARPi) are also
currently approved for patients with mCRPC harboring alterations in genes associated with
DNAdamage repair (DDR).Given that both therapeutics result inDNAdamage,wehypothesized
that therewould be clinical evidence of cross-resistance between the two classes of agents,with
decreased efficacy in patients receiving LuPSMA following a PARPi. Methods: We abstracted
retrospective data from patients at three centers who received at least one cycle of LuPSMA per
the FDA label and had panel-based tumor sequencing performed. Patients with PARPi qual-
ifyingmutations were included in the analysis. PSA50 responses (i.e.$50% decline in PSA from
baseline), PSA progression free survival (PFS) and overall survival (OS) following treatment
with LuPSMAwere compared between patients who received prior PARPi (PARPi-T cohort) and
those who did not (PARPi-NT cohort). Results: Forty-nine patients with a PARPi qualifying
alteration who received at least one cycle of LuPSMA were identified. Baseline characteristics
(Gleason score, visceral metastases, race, ECOG PS, PSMA SUVmean/max) were similar between
cohorts. Prior non-PARPi lines of therapy, including receipt of radium-223 (14% vs 21%),
carboplatin (33% vs 36%), $ 2 prior ARSI (67% vs 68%), and $ 2 prior taxanes (43% vs 47%)
were also similar between the PARP-NT and PARP-T cohorts respectively. Median PSA PFS and
OS were both significantly increased in the PARPi-NT cohort as compared to the PARPi-T
cohort (Table). PSA50 responses were numerically increased in the PARP-NT cohort, although
this did not reach statistical significance. The most common PARPi qualifying alteration was
BRCA2 (N=15). PARP-NT patients with BRCA2 alterations had significantly increased PSA PFS
and OS as well as PSA50 response rates compared to the PARP-T patients. Conclusions: Prior
receipt of PARPi therapy appears to negatively associate with the clinical activity of LuPSMA,
with the largest difference in outcomes observed in patients with BRCA2mutations. These data
support the hypothesis that PARPi therapy may lead to clinically significant cross-resistance
with LuPSMA. Prospective studies to evaluate the optimal sequence of LuPSMA and PARPi
therapy are justified. Research Sponsor: None.

LuPSMA clinical outcomes.

All PARPi Eligible Patients Patients with BRCA2-mut

Clinical Outcome PARPi-NT PARPi-T p-value PARPi-NT PARPi-T p-value

PSA50 responses, n/N (%) 13/21 (61%) 13/28 (46%) 0.28 4/4 (100%) 4/11 (36%) 0.029
PSA PFS (Months, 95% CI) 8.2 (6.1 - NR) 4.1 (2.7 - 8.8) 0.024 10 (8.9 - NR) 2.2 (1.6 - NR) 0.051
OS (Months, 95% CI) 23 (NR-NR) 9 (5.3 - NR) 0.029 23 (NR-NR) 3.1 (2.7 - NR) 0.031
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Real-life data on [177Lu]Lu-PSMA-617: Descriptive analysis on the largest meta-
static castration-resistant prostate cancer (mCRPC) cohort treated in France.

Guilhem Roubaud, François Somme, Philippe Barthelemy, Pierre Olivier, Vincent Massard, Anne Laure Giraudet, Aude Flechon, Sylvie Girault, Sophie Abadie Lacourtoisie,
Clément Bailly, Caroline Viala, Yann Godbert; Department of Medical Oncology, Institut Bergonié, Bordeaux, France; ICANS, Strasbourg, France; Institut de Cancérologie
Strasbourg Europe, Strasbourg, France; CHRUNancy, Hopital Brabois, Vandœuvre-Lès-Nancy, France; Institut de Cancérologie de Lorraine, Vandœuvre-Lès-Nancy, France;
Centre Léon Bérard, Lyon, France; ICO Paul Papin, Angers, France; CHU de Nantes, Hotel Dieu - HME, Nantes, France; CHU de Nantes, Nantes, France; Institut Bergonié
Cancer Center, Bordeaux, France

Background: VISION study showed that [177Lu]Lu-PSMA-617 added to BSoC prolonged
imaging-based progression-free survival and overall survival in patients (pts) with PSMA-
positive mCRPC. French Health Authorities has granted a "cohort" early access for [177Lu]Lu-
PSMA-617 in this indication. Methods: PSMA positive mCRPC pts pretreated with at least 1
taxane-based chemotherapy regimen and$1 androgen receptor pathway inhibitor (ARPI) were
included. [177Lu]Lu-PSMA-617 (7.4 GBq) was administered up to 6 cycles every 6 weeks. Pts’
characteristics and safety data are described for the entire population. Efficacy was analyzed
within a sub-population with 6 months follow-up min after 1st [177Lu]Lu-PSMA-617 in-
jection. Adverse events (AE) grading was not evaluated. Results: From 12/1/2021 to 6/30/2023,
945 pts were included, and 535 pts were analyzed for efficacy. At data cut-off, 474 were still
under treatment, and 471 stopped treatment due to disease progression (50.1%), AE (7.2%) or
death (7.4%). 124 pts (26.3%) completed all 6 injections. Pts baseline characteristics: median
age 73.2 (44-92) years; ECOG 0-1: 86.3%;median PSA level 70.9 (0.1 -6972) ng/ml; metastatic
sites: bone 93.8%, lymph node 62.4%, liver 10.7%; previous taxane regimen: 97.1% of which
61.6% have received 2; prior ARPI treatment: 100% and 66.6% received 2 or more (median: 2).
Concomitant treatment with ARPI was observed in 26.8%. In terms of efficacy results, the best
imaging response was assessed by investigators (by RECIST 1.1 and PCWG3 on CT/bone scan
and/ormetabolic responses PETPSMA): 1.2%CR, 35.7%PR, 26.7%SD. 68.1%ptshad adecrease
in PSA level at any time point. Median time to PSA decrease was 1.22 (0.1–9.6) months. 12.8%
(n= 121) of pts experienced.1 treatment-related (TR) AE, including 99 ptswith$1 serious AE. 3
fatal cases related to treatment have been reported. The most reported TRAEs were throm-
bocytopenia (5.4% of pts) and anemia (5.0% of pts). Conclusions: In this large real-life cohort
of mCRPC treated with [177Lu]Lu-PSMA-617 pts are heavily pretreated, received less con-
comitant ARPI treatment and higher incidence of 2 prior taxane regimens compared to VISION
study. Safety profile of [177Lu]Lu-PSMA-617 remains favorable. Since the cohort is still
ongoing, updated results will be presented at ASCO GU congress, including longer follow-up
period and higher number of pts who completed treatment. Research Sponsor: Adacap, a
Novartis company.
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(ARTO trial-NCT03449719): Role of local treatment after progression in patients
with castrate-resistant prostate cancer undergoing first-line abiraterone treatment.

Giulio Francolini, Vanessa Di Cataldo, Beatrice Detti, Pietro Garlatti, Saverio Caini, Alessio Bruni, Gianluca Ingrosso, Rolando Maria D’Angelillo, Anna Rita Alitto,
Matteo Augugliaro, Luca Triggiani, Silvana Parisi, Gaetano Facchini, Marco Banini, Gabriele Simontacchi, Isacco Desideri, Icro Meattini, Richard K. Valicenti, Lorenzo Livi;
Radiation Oncology Unit, Azienda Ospedaliera Universitaria Careggi, University of Florence, Florence, Italy; Department of Biomedical, Experimental and Clinical Sciences
"Mario Serio", University of Florence, Florence, Italy; Institute for Cancer Research, Prevention and Clinical Network, Cancer Risk Factors and Life-Style Epidemiology Unit,
Florence, Italy; Radiotherapy Unit, Department of Oncology and Hematology, University Hospital of Modena, Modena, Italy; Radiation Oncology Section, Department of
Medicine and Surgery, University of Perugia, Perugia, Italy; Radiation Oncology, Department of Biomedicine and Prevention University of Rome "Tor Vergata", Rome, Italy;
UOC di Radioterapia Oncologica, Dipartimento di Diagnostica per Immagini, Radioterapia Oncologica ed Ematologia, Fondazione Policlinico Universitario "A. Gemelli"
IRCCS, Rome, Italy; Unit of Radiotherapy, Azienda USL - IRCCS di Reggio Emilia, Reggio Emilia, Italy; Università degli Studi di Brescia, Department of Radiation Oncology,
Brescia University, Brescia, Italy; Radiation Oncology Unit - Department of Biomedical, Dental Science and Morphological and Functional Images, University of Messina,
Messina, Italy; Medical Oncology Unit, SM delle Grazie Hospital, Napoli, Italy; University of California, Davis Comprehensive Cancer Center, Sacramento, CA

Background: ARTO (NCT03449719) is a multicentre, randomized phase II trial testing the
benefit of concomitant stereotactic body radiation therapy (SBRT) and abiraterone acetate
(AA)+ prednisone administration in oligometastatic Castrate Resistant Prostate Cancer (CRPC)
patients. Results already showed significant benefit in terms of biochemical response and
Progression Free Survival (PFS) in the experimental arm. To explore role of local treatment
throughout the whole clinical history of these patients, here is reported a subgroup analysis
focusing on impact of treatment (SBRT vs second line systemic therapy) after progression.
Methods: Patients affected by oligometastatic CRPC (,/= 3 non-visceral metastatic lesions)
were enrolled in the trial and randomized 1:1 to receive either AA+ prednisone alone (control
arm) or associated with concomitant SBRT on all sites of disease (treatment arm). PFS2 was
defined as time between first progression event and second progression, death or last followup.
Cox regression analysiswas performed to compare PFS2 inpatients treatedwith SBRTonoligo-
progressive metastatic sites vs patients undergoing second line systemic therapy (primarily
taxane chemotherapy). Results: One hundred fifty-seven patients were enrolled in ARTO trial.
At last follow up (August 2023), 77 patients progressed after abiraterone+ prednisone treat-
ment (23 vs 54 in the experimental vs control arm, respectively). Of these, 14 received best
supportive care and were excluded from the analysis, 23 underwent SBRT on oligo-progressive
metastatic sites (17 and 6 originally randomized to the experimental vs control arm, re-
spectively), 40 were treated with second line systemic treatment. A second progression event
was detected in 14 patients.Median PFS 2was 10months (95%CI 10-17) and 10months (95%CI
7-12) for patients undergoing SBRT vs second line treatment, respectively (HR 1.26, 95% CI
0.33-4.75, p 0.73). Conclusions: When oligoprogressive status is detected, SBRT may achieve
similar benefit if compared to second line systemic treatment. These data, in the context of a
randomized trial with positive results for primary endpoints, suggest that repeated SBRT may
be a viable treatment option in selected patients. Clinical trial information: NCT03449719.
Research Sponsor: None.
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Intensification of ADT with enzalutamide in high-risk patients with biochemical
relapse following radical prostatectomy undergoing salvage radiation: Initial results
from RTOG 3506 (STEEL).

Edwin Melencio Posadas, Hiram Alberto Gay, Joseph P Rodgers, Todd Matthew Morgan, Ying Xiao, James B. Yu, Jeff M. Michalski, Myriam Bouchard, Neil B Desai,
Ryan Funk, Thomas Boike, Donald James Jurgens, Anthony C. Wong, Xinglei Shen, Lloyd T Miyawaki, Christopher S Bland, John C Hairston, Howard M. Sandler,
Stephanie L Pugh, Felix Y Feng; Cedars-Sinai Cancer, Cedars-Sinai Medical Center, Los Angeles, CA; Washington University School of Medicine, St. Louis, MO; NRG
Oncology Statistics and Data Management Center, American College of Radiology, Philadelphia, PA; University of Michigan, Ann Arbor, MI; Department of Radiation
Oncology, University of Pennsylvania, Philadelphia, PA; Smilow Cancer Hospital at Saint Francis Hospital, Hartford, CT; Centre Hospitalier Universitaire de Sherbrooke,
Sherbrooke, QC, Canada; UT Southwestern Medical Center, Dallas, TX; Minnesota Oncology Hematology PA - Maplewood, Maplewood, MN; MHP Radiation Oncology
Institute, Farmington Hills, MI; CentraCare Health System, Sartell, MN; University of California, San Francisco, San Francisco, CA; University of Kansas Medical Center,
Kansas City, KS; Marin Cancer Institute, Greenbrae, CA; Pfizer Inc., New York, NY; Astellas Pharma Inc., Northbrook, IL; Cedars-Sinai Medical Center, Los Angeles, CA;
Statistical Center, Radiation Therapy Oncology Group, Philadelphia, PA

Background: Patients with high-risk features who experience biochemical relapse (BCR) after
radical prostatectomy (RP) benefit from the addition of androgen deprivation therapy (ADT) to
salvage radiotherapy (SRT). We hypothesized that intensification of androgen receptor (AR)
blockade with enzalutamide would improve SRT outcomes for high-risk patients. Methods:
Post prostatectomyprostate cancer patientswhohavehadBCR (PSA$0.2ng/mL)with at least 1
high-risk feature (Gleason 8-10, seminal vesicle invasion, pN1, persistent PSA.0.1 ng/mL after
RP, and PSA$ 0.7 ng/mL)were eligible. Patients were randomized 1:1 to 24months of ADTwith
an LHRH analog (LHRHa) or intensified ADT comprised of LHRHa + enzalutamide. The primary
endpoint was progression free survival (PFS) with progression defined as PSA$ 0.05 ng/mL or
initiation of new therapy following SRT. The target accrual of 170 patients provided 80%power
to detect a HR=0.65 using a one-sided logrank test with a type I error of 0.10. Results: Between
April 2019 and August 2022, 188 patients were enrolled. The patient characteristics were well
balanced between the two arms. Median age was 64 years. Nodal involvement (pN1), pT3a-b,
and Gleason 9 were noted in 22%, 77%, and 52% of patients, respectively. Over 70% had . 1
aggressive feature. Median follow-up time at the time of this report was 15.8 months. Prostatic
fossa and pelvic SRT were mandatory. Para-aortic radiotherapy (RT), and lymph node and
prostatic fossa lesion RT boosts were left at the discretion of the radiation oncologist. PFS
favored the enzalutamide-intensified arm (HR=0.72, 80% confidence interval [CI]:0.56-0.94,
one-sided p=0.14). Grade 3 adverse events (AEs) related to treatment in the standard versus
enzalutamide arms were 11 vs. 23%, while Grade 4 AEs were 4% vs. 1%, respectively. The most
common AEs (all grades, .15%) included hot flashes, fatigue, diarrhea, and
decreased lymphocytes. The grade 3+ AEs (.3%) included decreased lymphocytes and hyper-
tension. The largest differences (.7%) in AEs included insomnia, decreased lymphocytes.
Diarrhea was less frequent with enzalutamide (40% vs 54%). Conclusions: The addition of
enzalutamide to standard ADT did not meaningfully increase toxicity. While there was a trend
toward PFS benefit from intensification, it has not yet met statistical significance. Updates on
PFS and other clinical endpoints including quality of life will be reportedwith longer follow-up.
Clinical trial information: NCT03809000. Research Sponsor: Pfizer/Astellas.
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ARTO trial: Overall survival analysis from a randomized phase II trial testing the
benefit of adding stereotactic body radiotherapy to abiraterone acetate in patients
with oligometastatic castrate-resistant prostate cancer.

Giulio Francolini, Vanessa Di Cataldo, Pietro Garlatti, Beatrice Detti, Saverio Caini, Alessio Bruni, Gianluca Ingrosso, Rolando Maria D’Angelillo, Anna Rita Alitto,
Matteo Augugliaro, Luca Triggiani, Silvana Parisi, Gaetano Facchini, Marco Banini, Gabriele Simontacchi, Isacco Desideri, Icro Meattini, Richard K. Valicenti, Lorenzo Livi;
Radiation Oncology Unit, Azienda Ospedaliera Universitaria Careggi, University of Florence, Florence, Italy; Department of Biomedical, Experimental and Clinical Sciences
"Mario Serio", University of Florence, Florence, Italy; Institute for Cancer Research, Prevention and Clinical Network (ISPRO), Firenze, Italy; Radiation Oncology Unit,
Department of Oncology and Hematology, University Hospital of Modena, Modena, Italy; Radiation Oncology Section, Department of Medicine and Surgery, University of
Perugia, Perugia, Italy; Radiation Oncology, Department of Biomedicine and Prevention University of Rome "Tor Vergata", Roma, Italy; UOC di Radioterapia Oncologica,
Dipartimento di Diagnostica per Immagini, Radioterapia Oncologica ed Ematologia, Fondazione Policlinico Universitario "A. Gemelli" IRCCS, Rome, Italy; Unit of
Radiotherapy, Azienda USL - IRCCS di Reggio Emilia, Reggio Emilia, Italy; Università degli Studi di Brescia, Department of Radiation Oncology, Brescia University, Brescia,
Italy; Radiation Oncology Unit - Department of Biomedical, Dental Science and Morphological and Functional Images, University of Messina, Messina, Italy; Medical
Oncology Unit, SM delle Grazie Hospital, Pozzuoli, Italy; University of California, Davis Comprehensive Cancer Center, Sacramento, CA

Background: ARTO (NCT03449719) is a multicentre, randomized phase II trial testing the
benefit of stereotactic body radiation therapy (SBRT) addition to abiraterone acetate (AA) in
oligometastatic Castrate Resistant Prostate Cancer (CRPC) patients. Trial ended in October
2022. Results already showed significant benefit in terms of biochemical response and Pro-
gression Free Survival (PFS) in the experimental arm, the trial was positive for its primary
endpoint. Herewe present an updated overall survival (OS) analysis.Methods: Patients affected
by oligometastatic CRPC (, 3 non-visceral metastatic lesions) were enrolled in the trial and
randomized 1:1 to receive either AA alone (control arm) or associatedwith concomitant SBRTon
all sites of disease (treatment arm). Kaplan-Meier survival analysis was performed to compare
OS in the different arms of treatment. Results: One hundred fifty-seven patients were enrolled
in ARTO trial. After a median follow up of 27 months, 29 patients died (9 vs 20 in the
experimental vs control arm, respectively). Median OS was not reached in neither of the two
arms of treatment, with a non-significant trend in favour of the experimental arm (p=0.07).
Conclusions: After an updated follow up analysis, results confirmed good prognosis for this
population of oligo-metastatic CRPC patients. First line abiraterone acetate conferred long
term OS in a selected cohort of patients affected by oligometastatic disease. A positive, non-
significant trend was found in favour of experimental arm. Considering the low number of
events detected, longer follow up is needed to explore impact of upfront SBRT on OSwithin this
randomized phase II trial. Clinical trial information: NCT03449719. Research Sponsor: None.
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The efficacy and safety of tinengotinib in patientswith heavily pretreatedmetastatic
castration-resistant prostate cancer (mCRPC).

Guo Hongqian, Sumit Kumar Subudhi, Weiqing Han, Chih-Yi Liao, Shun Zhang, Tao Dai, Peng Peng, Caixia Sun, Hui Wang, Katie Hennessy, Ximei Fu, Yingying Yu,
Yingtong Wu, Qing Li, Ruolan Xu, Peng Huang, Levin Neo, Frank Wu, Jean Fan, Sarina A. Piha-Paul; Nanjing Drum Tower Hospital, Nanjing, China; The University of Texas
MD Anderson Cancer Center, Houston, TX; Hunan Cancer Hospital, Changsha, China; The University of Chicago Medical Center, Chicago, IL; TransThera Sciences (Nanjing),
Inc., Nanjing, China; TransThera Sciences (US), Inc., Gaithersburg, MD

Background: Tinengotinib is a spectrum-selective multi-kinase inhibitor that targets cell
proliferation, angiogenesis, and immune-oncology pathways by inhibiting Aurora kinases
A/B, Janus kinases (JAK), and receptor tyrosine kinases (FGFRs, VEGFRs). It has been reported
that the activation of JAK/STAT and fibroblast growth factor receptor (FGFR) signaling drives
prostate tumor plasticity. Here we present the preliminary safety and efficacy data of tinen-
gotinib in patients with mCRPC from three early phase clinical trials conducted in the US and
China.Methods:EligiblemCRPCpatientswhohaveno available standard therapeutic treatment
options were enrolled to the three studies. Tinengotinib was given asmonotherapy at 8mg QD,
10mg QD and 12mg QD. Efficacy tumor assessments were based on RECIST v1.1 for measurable
disease and Prostate Cancer Working Group 3 criteria for non-measurable (bone) disease.
PSA50 response was also evaluated. CTCAE v5.0 was used for safety assessments. Results: As of
28AUG2023, 30 patients with mCRPC were treated at dose levels of 8 mg QD (n=1), 10 mg QD
(n=19) and 12 mg QD (n=10). Median age was 67 years (range 52-82) with ECOG performance
status of 1 in 93% of patients. All patients had at least 2 prior therapies including 77% prior
docetaxel, 87% prior abiraterone, and 30% prior enzalutamide. The median follow-up time is
5.4 months. Twenty-two (22) patients were efficacy evaluable, of which 13 were evaluable per
RECIST v1.1. Fourteen (14) patients were PSA evaluable. Themedian radiographic progression-
free survival (rPFS) was 5.6months (95%CI, 3.3-7.3). Overall response rate (ORR)was 46% (6/
13) and the disease control rate (DCR) was 85% (11/13). Median duration of response (DoR) was
3.0 months. The PSA50 response rate was 50% (7/14). Treatment-related adverse events
(TRAEs) occurred in 28 patients (93%). The most common TRAEs ($20%) included blood
thyroid stimulating hormone increase (43%), anemia (37%), hypertension (27%), aspartate
aminotransferase increase (23%), electrocardiogram QT prolongation (20%) and white blood
cell count decrease (20%). Conclusions: Tinengotinib safety profile was tolerable andmanage-
able. The preliminary efficacy data showed promising clinical benefit of tinengotinib mono-
therapy in patientswith heavily pretreatedmCRPC. Further study of tinengotinib in this disease
iswarranted. Clinical trial information: NCT03654547, NCT04742959,NCT05253053. Research
Sponsor: TransThera Sciences (Nanjing), Inc.
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First-in-human phase 1 study of CC-94676, a first-in-class androgen receptor (AR)
ligand-directed degrader (LDD), in patients (pts) with metastatic castration-
resistant prostate cancer (mCRPC).

Dana E. Rathkopf, Manish R. Patel, Atish Dipankar Choudhury, Drew W. Rasco, Nehal J. Lakhani, Jessica E. Hawley, Ana Aparicio, Vivek Narayan, Sandy Srinivas,
Karie Runcie, Hamid Emamekhoo, Zachery R Reichert, Michael Anthony Carducci, Amber L. Wells, Can Liu, Raju Kandimalla, Jiaju Wu, Marie Huong Nguyen,
Michael Pourdehnad, Andrew J. Armstrong; Memorial Sloan Kettering Cancer Center, New York, NY; Sarah Cannon Research Institute/Florida Cancer Specialists, Sarasota,
FL; Dana-Farber Cancer Institute, Boston, MA; START Center for Cancer Care, San Antonio, TX; Cancer & Hematology Centers of Western Michigan, Grand Rapids, MI;
University of Washington Medical Center, Seattle, WA; The University of Texas MD Anderson Cancer Center, Houston, TX; University of Pennsylvania-Abramson Cancer
Center, Philadelphia, PA; Stanford University Medical Center, Stanford, CA; Columbia University Irving Medical Center, New York, NY; Carbone Cancer Center, University of
Wisconsin-Madison, Madison, WI; University of Michigan Medical School, Ann Arbor, MI; The Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins University,
Baltimore, MD; Bristol Myers Squibb, San Francisco, CA; Bristol Myers Squibb, Princeton, NJ; Duke Cancer Institute Center for Prostate and Urologic Cancers, Durham, NC

Background: Androgen receptor (AR) signaling is the principal driver of PC at all stages. CC-
94676 (BMS-986365) is a heterobifunctional, first-in-class, orally bioavailable AR LDD
designed to induce rapid, sustained, and highly selective AR degradation in pts who progressed
on standard of care therapies. We report initial results from an open-label, multicenter study,
NCT04428788, evaluatingCC-94676 inptswith progressivemCRPC.Methods:PtswithmCRPC
whoprogressed on androgen deprivation therapy,$ 1 second generation hormonal therapy (eg,
enzalutamide [enza], abiraterone [abi], darolutamide, and apalutamide) and taxane chemo-
therapy (chemo) (unless refused or not indicated) were enrolled to evaluate the safety,
tolerability, PK/PD, and preliminary efficacy of CC-94676. Escalation doses evaluated were
100–1200 mg QD and 600–900 mg BID; expansion doses were 600 mg QD and 400–900 mg
BID.Results:As of Aug 21, 2023, 95 pts received CC-94676 (median age 71 yrs) with amedian of
5 (range 2–12) prior therapies, including enza (80%), abi (72%), both enza & abi (56%), and
chemo (56%) (docetaxel 55%; cabazitaxel 20%). There were no $ Grade (G) 4 treatment-
related adverse events (TRAEs) or discontinuations due to TRAEs. Of 27 pts treated in esca-
lation, treatment (Tx) was well tolerated; 2 pts had non-serious G3 TRAEs at doses $ 800 mg
QD, which were manageable with dose modifications. One dose-limiting toxicity of asymp-
tomatic QTc prolongationwas observed at 900mgBID and resolvedwith dose interruption. The
maximum tolerated dose was not reached. Of 68 pts treated in expansion, the most common
TRAEs were dose-dependent: QTc prolongation (asymptomatic) (43%; G3: 9%), bradycardia
(31%; $G3: none), and fatigue (24%; $G3: none). G3 TRAEs were manageable with dose
modifications. The rate of pts with confirmed PSA reductions $ 30% (PSA30) increased
dose-dependently from 400 to 900 mg BID. 23/68 (34%) pts across all dose levels
achieved $ PSA30. At 900 mg BID, 11/20 (55%) pts showed PSA30; 7/20 (35%) and 2/20
(10%) had confirmed PSA declines of $50% and $90%, respectively. PSA responses and
radiographic tumor shrinkage occurred across all dose levels, including in pts with ARwildtype
(WT), amplifications, and mutations (by cfDNA), and in heavily pretreated pts who progressed
on abi, enza, and chemo. At 900mgBID, themedian duration of Txwas 182 days (range 21-448)
and 9/20 (45%) pts remained free of radiographic progression with treatment ongoing at
6months.Conclusions:CC-94676 iswell toleratedwith amanageable safety profile. CC-94676
shows promising and prolonged clinical activity in heavily pretreated mCRPC pts who pro-
gressed on abi, enza, and chemo with activity seen in pts with tumors expressing WT and
mutant ARs. Selection of the recommended phase 2 dose is ongoing. Clinical trial information:
NCT04428788. Research Sponsor: Celgene/BMS.
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Predictors of PSA response to Lu177-PSMA-617 in metastatic castration-resistant
prostate cancer.

Rebecca Hassoun, Mark Tann, Justin Sims, Ashleigh Auxier, Sandra K. Althouse, Tareq Salous, Jennifer King, Nabil Adra; Indiana University Simon Comprehensive Cancer
Center, Indianapolis, IN

Background: Lu177-PSMA-617 (Lu177) therapy is effective in a subgroup of patients with
metastatic castration resistant prostate cancer (mCRPC). We evaluated PSA responses in sub-
groups of pts with mCRPC.Methods: Pts with mCRPC who progressed after androgen receptor
pathway inhibitor (ARPI) and taxane chemotherapy (or who have refused chemotherapy) were
treated with Lu177. Baseline clinical/molecular characteristics and PSMA PET parameters were
analyzed and association with PSA30 and PSA50 response was evaluated. Results: 97 pts were
included.Median agewas 73.4 (55.9, 90.2). At baseline PSMAPET: 78 pts had PSMA+ disease in
bone, 61 lymph nodes, 9 lungs, 5 liver, and 1 brain. 33 pts had 1 prior ARPI, 64 pts had$2 prior
ARPI. 13 pts had no prior taxane regimen, 42 had 1 prior taxane, 31 had 2 prior taxanes and 11
had$3 taxane regimens. 17ptshadpriorPARP inhibitor.With amedian follow-upof6.5months
(1.38-14.54) from starting Lu177 therapy, 56 (57.7%) pts achieved a PSA30 response, and 49
(50.5%) pts achieved a PSA50 response. 59 (60.8%) pts achieved any confirmed PSA response.
Grade$3 toxicity occurred in 9 pts. Differential PSA response by subgroups is listed in the Table.
Conclusions: There is a trend with higher PSA30 and PSA50 response to Lu177 with higher
SUVmean, higher SUVmax, and less prior taxane exposure. Research Sponsor: None.

Number and % of Pts Achieving
PSA30 and PSA50 Response

Characteristic (N)
PSA30

Response, N (%)
PSA30
p-value

PSA50
Response, N (%)

PSA50
p-value

Location of PSMA + mets
$ Bone (78)
$ Liver (5)
$ Lymph node (61)
$ Lung (9)

40 (51.3%)
4 (80%)
36 (59%)
8 (88.9%)

0.009
0.39
0.74
0.07

34 (43.6%)
3 (60%)

32 (52.5%)
7 (77.8%)

0.006
1.0
0.62
0.16

HRR mutation present (BRCA1, BRCA2,
ATM, CHEK2, PALB2, CDK12, FANCA)
-Yes (29)
-No (68)

16 (55.2%)
40 (58.8%)

0.74
13 (44.8%)
36 (52.9%)

0.46

Prior ARPI
-1 (33)
-2 (53)
-‡3 (11)

15 (45.5%)
31 (58.5%)
10 (90.9%)

0.03
13 (39.4%)
26 (49.1%)
10 (90.9%)

0.01

Prior taxane chemo regimens
-0 (13)
-1 (42)
-2 (31)
-‡3 (11)

10 (76.9%)
24 (57.1%)
16 (51.6%)
6 (54.5%)

0.50
10 (76.9%)
22 (52.4%)
12 (38.7%)
5 (45.5%)

0.14

SUVmean quartiles
-£7.96 (22)
-8.20-11.4 (22)
-11.6-15.9 (23)
-‡16.0 (22)

9 (40.9%)
9 (40.9%)
14 (60.9%)
20 (90.9%)

0.002
7 (31.8%)
8 (36.4%)
12 (52.2%)
18 (81.8%)

0.004

SUVmax quartiles
-£23.0 (23)
-24.48-41.0 (23)
-42.0-63.0 (25)
-‡67.0 (24)

8 (34.8%)
11 (47.8%)
18 (72%)
17 (70.8%)

0.02
7 (30.4%)
9 (39.2%)
15 (60%)
16 (66.7%)

0.04

Number of PSMA + lesions
-<20 (26)
-20-50 (33)
->50 (33)

15 (57.7%)
18(54.5%)
19 (57.6%)

0.96
13 (50%)
15 (45.5%)
17 (51.5%)

0.88

Total lesion uptake
quartiles (SUV*mL)
-£361 (21)
-367-1504.9 (22)
-1633-3656.2 (22)
-‡3833.37(21)

12 (57.2%)
13 (59.1%)
11 (50%)
12 (57.1%)

0.93

10 (47.6%)
11 (50%)
10 (45.5%)
11 (52.4%)

0.97
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Post hoc analysis of rPFS and OS from the TALAPRO-2 (TP-2) study: Genomic
subgroups based on likelihood of BRCA or HRR gene alteration status.

Neal D. Shore, Neeraj Agarwal, Arun Azad, Joan Carles, Andre P. Fay, Nobuaki Matsubara, Ugo De Giorgi, Jae Young Joung, Peter C.C. Fong, Eric Voog, Robert J Jones,
Curtis Dunshee, Stefanie Zschaebitz, Jan Oldenburg, Xun Lin, Cynthia G. Healy, Nicola Di Santo, Douglas Laird, Fabian Zohren, Karim Fizazi; Carolina Urologic Research
Center, Myrtle Beach, SC; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT; Peter MacCallum Cancer Centre, Melbourne, Australia; Vall d’Hebron
University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; PUCRS School of Medicine, Porto Alegre, Brazil; National Cancer Center Hospital East,
Chiba, Japan; IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) Dino Amadori, Meldola, Italy; National Cancer Center, Goyang, South Korea; Auckland City Hospital,
Auckland, New Zealand; Clinique Victor Hugo Centre Jean Bernard, Le Mans, France; School of Cancer Sciences, University of Glasgow, Beatson West of Scotland Cancer
Centre, Glasgow, United Kingdom; Arizona Urology Specialists, Tucson, AZ; National Center for Tumor Diseases (NCT), Heidelberg University Hospital, Heidelberg,
Germany; Akershus University Hospital (Ahus), Lørenskog, Norway; Pfizer Inc., La Jolla, CA; Pfizer Inc., Collegeville, PA; Pfizer Inc., Durham, NC; Pfizer Inc., New York, NY;
Gustave Roussy, University of Paris-Saclay, Villejuif, France

Background: Prior to randomization in TP-2, patients (pts) (N=805; all-comers) were pro-
spectively assessed for HRR gene alterations in tumor tissue and/or ctDNA using Foundatio-
nOne CDx and/or FoundationOne Liquid CDx. In the all-comers cohort, talazoparib (TALA) +
enzalutamide (ENZA) as first-line treatment for ptswithmCRPC significantly improved rPFS vs
ENZA (HR 0.63; 95% CI 0.51–0.78). To investigate if ITT results for TP-2 all-comers were
driven by unidentified biomarker-positive pts, we assessed the correlation between rPFS/OS
outcomes and pt BRCA or HRR alteration status.Methods:Within each analysis by BRCA or HRR
alteration status, three exploratory subgroups based on the likelihood of BRCA/HRR alterations
were defined using all available FoundationOne records from prospective and retrospective
exploratory testing. BRCA1/2 mutated (BRCAm; 10% ITT) or HRR mutated (HRRm; 33% ITT):
pts were identified via a positive test result in either ctDNA and/or tumor tissue testing.
Undetermined BRCAm (38% ITT) or undetermined HRRm (28% ITT): pts with one negative
BRCAm/HRRm test result not confirmed by the other test, or for whom the results of both tests
were indeterminate. Non-BRCAm (51% ITT) or non-HRRm (39% ITT): pts with negative
BRCAm or HRRm status confirmed by both ctDNA and tumor tissue testing. Results: A benefit
in rPFS was demonstrated in the non-BRCAm and non-HRRm subgroups (Table) with a non-
BRCAmmedian rPFS of 33.1 vs 22.1months favoring TALA + ENZA (HR 0.71; 95%CI 0.52–0.96).
A trend towards improved OSwas also observed in the non-BRCAmand non-HRRm subgroups.
OS data in the undetermined HRRm (36%) and undetermined BRCAm (39%) groups were least
mature. For both rPFS and OS for undetermined BRCAm and undetermined HRRm, HRs were
higher than those for BRCAm, non-BRCAm, HRRm, or non-HRRm; the reasons for this are
unclear.Conclusions:The statistically significant rPFS improvement in theTP-2 all-comer ITT
population did not seem to be attributable to pts with undetected BRCA/HRR alterations. There
was evidence of rPFS benefit in the non-BRCAm and non-HRRm subgroups in favor of TALA +
ENZA. While the OS data are still maturing, there is a clear benefit for pts with BRCAm and no
detrimental impact for pts negative for BRCAmorHRRmby both tumor and ctDNA. Clinical trial
information: NCT03395197. Research Sponsor: None.

Group
n (ITT, N=805)

rPFS
HR (95%CI)
Median (mo)

OS
HR (95% CI)
Median (mo)

BRCA alteration status
BRCAm
84

0.24 (0.12–0.49)
NR vs 11

0.53 (0.28–1.03)
41.9 vs 25.6

Undetermined BRCAm
309

0.75 (0.53–1.07)
NR vs 27.3

1.14 (0.79–1.63)
NR vs 39.8

Non-BRCAm
412

0.71 (0.52–0.96)
33.1 vs 22.1

0.76 (0.56–1.03)
NR vs 35.7

HRR alteration status
HRRm
266

0.51 (0.36–0.72)
NR vs 16.6

0.68 (0.47–0.99)
41.9 vs 34.4

Undetermined HRRm
225

0.73 (0.47–1.13)
NR vs 27.3

1.17 (0.75–1.82)
NR vs NR

Non-HRRm
314

0.69 (0.49–0.98)
NR vs 22.1

0.88 (0.63–1.23)
NR vs 37.5

HR = Hazard ratio; TALA + ENZA vs ENZA; Median = TALA + ENZA vs ENZA; mo = months; NR = not
reached.
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Association of initial adjustment dose of apalutamide with progression to
castration-resistant prostate cancer and skin-adverse events in men with meta-
static castration-sensitive prostate cancer: A multicenter retrospective study of
CsJUC cohort.

Yoichiro Tohi, Takuma Kato, Keita Kobayashi, Kei Daizumoto, Hideo Fukuhara, Shin Ohira, Satoshi Katayama, Ryutaro Shimizu, Atsushi Takamoto, Kenichi Nishimura,
Kenichiro Ikeda, Taichi Nagami, Mikio Sugimoto, Chu-shikoku Japan Urological Consortium; Kagawa University, Kita-Gun, Japan; Yamaguchi University, Yamaguchi,
Japan; Department of Urology, Tokushima University Graduate School of Biomedical Sciences, Tokushima, Japan; Kochi Medical School, Kochi, Japan; Department of
Urology, Kawasaki Medical School, Kurashiki, Japan; Okayama University Graduate School of Medicine, Okayama, Japan; Tottori University Faculty of Medicine, Tottori,
Japan; Fukuyama City Hospital, Fukuyama, Japan; Department of Urology, Ehime University Hospital, Matsuyama, Japan; Hiroshima University, Hiroshima, Japan;
Shimane University, Shimane, Japan; Kagawa University, Kagawa, Japan

Background: Japanese patients with prostate cancer (PC) treated with apalutamide often
encounter skin-adverse events (AE),whichmight lead to adjust the initial-dose of apalutamide.
However, concerns have emerged regarding the potential impact of these dose adjustments on
the overall efficacy of apalutamide in real-world clinical practice. We aimed to evaluate the
association between adjustment of apalutamide dose and clinical outcome in Japanese men
with metastatic castration-sensitive PC (mCSPC). Methods: We retrospectively evaluated 108
mCSPCpatients treatedwith apalutamide.Wedivided patients into twogroups: initial full-dose
and reduced-dose recipients. The primary outcome was the impact of apalutamide dose
adjustment on progression to castration-resistant prostate cancer (CRPC) and PSA response.
The secondary outcomes were the impact of apalutamide dose adjustment on the incidence of
the skin-AE. Results: Initial reduced-dose recipients of apalutamide were observed in 16.7%.
There were no differences in cancer characteristics, such as CHAARTED criteria between the
groups. Initial full-dose recipients were significantly associated with a longer time to CRPC
than initial reduced-dose recipients [median NA (NA - NA) vs. 19 months (95% CI, 10 - NA),
P=0.0161], although thepercentages of the initial full-dose recipientswho reduced apalutamide
dose were 30%, 44.4%, 60%, and 63.3% at 3, 6, 9, and 12months, respectively. The percentage
of PSA,0.2 decline at 3months did not differ between the groups (59.1% vs 50%, P=0.602), but
overall PSA 90% decline was higher in the initial full-dose recipients (88.8% vs 66.7%,
P=0.027). Skin-AE occurred 50% in initial reduced-dose recipients and 51.1% in initial full-
dose recipients, with no difference between the groups (P.0.999). Furthermore, time to skin-
AEwas not different between the groups (74 days vs. 69 days, P=0.992). Conclusions:Our study
suggested the potential negative implications of initial apalutamide dose adjustments on
clinical outcomes in Japanese men with mCSPC. Research Sponsor: None.
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Phase II trial of pembrolizumab for patients suffering from metastatic castration
resistant prostate cancer (mCRPC) with DNA repair defects, high tumour mutation
burden, and/or high CD3 counts (PERSEUS1).

Pasquale Rescigno, Maria Dolores Fenor de la Maza, Stephanie M. Burnett, Guillermo Villacampa, Morgaine Stiles, Fay Helen Cafferty, Nick Beije, Suzanne Carreira,
Ines Figueiredo, Penelope Flohr, Bora Gurel, Claudia Bertan, Daniel Westaby, Khobe Chandran, Mateus Crespo, Carla Perna, Nina Tunariu, Adam Sharp, Christina Yap,
Johann S. De Bono; The Institute of Cancer Research, London, United Kingdom; Clinical Trials and Statistics Unit at The Institute of Cancer Research, London, United
Kingdom; The Institute of Cancer Research and The Royal Marsden NHS Foundation Trust, London, United Kingdom; Royal Surrey County Hospital, Guildford, United
Kingdom

Background: Immunotherapy is an ineffective approach inmolecularly unselectedmCRPC, and
improving patient selection for targeted treatment in this setting is an unmetmedical need.We
evaluated the antitumour activity of pembrolizumab in a subset ofmolecularly selectedmCRPC
with putative phenotypes associated with immunotherapy sensitivity. Methods: PERSEUS1
(NCT03506997) is a multicentre, open-label, single arm, phase II trial in patients suffering
from mCRPC progressive on at least one approved treatment for mCRPC, and who had at least
one of the following molecular profiles: mismatch repair deficiency (MMRd); bi-allelic CDK12
loss; high microsatellite instability with either MMRd, a high CD3 count, or high mutational
load (HIMUT); HIMUT with high CD3 or a deleterious mutation in a DNA repair gene; or DNA
repair defects with high CD3. Patients were treated with pembrolizumab 200mg intravenously
every 3 weeks until progression, unacceptable toxicity, or 2 years. The primary endpoint was
composite response rate by 24-weeks based on either: iRECIST, circulating tumour cell (CTC)
count conversion from$5 to,5/7.5ml, or PSA decline$50%. The trial used a two-stage Simon
Minimax design; Ha=40%, H0=20%. We report stage 1, with target n=24 participants and .5
responses required to warrant progression to stage 2. Progression-free survival (PFS), overall
survival (OS) and safety using CTCAE v4.0 were secondary endpoints. Results: From Nov-2018
to May-2023, 25 participants were enrolled, with 24 reaching response-evaluability. Median
follow-up was 28.4 months. Median age of evaluable patients was 69 years, and patients had
received 1-4 previous lines of treatment. Participants received a median of 6 cycles of pem-
brolizumab (range 2–13). Seven out of 24 patients (29.2%) had a composite response by
24 weeks (95% CI 12.6%-51.1%). Responses according to iRECIST, CTC and PSA criteria were
3/24 (12.5%), 3/24 (12.5%) and 4/24 (16.7%) respectively. Median PFS was 4.2 months (95% CI
3.0–8.3). Median OS was 14.5 months (95% CI 9.9–18.4). Of the 3 radiological responses, 2
patients were MMRd, including one with complete metabolic response (iRECIST partial re-
sponse (PR); 49 months, ongoing) and another with PR (8.3 months PFS). Eight patients
(33.3%) experienced grade 3-4 toxicity. This led to discontinuation in twopatients: one (patient
with complete metabolic response) with immunotherapy-induced colitis, and another with
immune-related myocarditis and pneumonitis. Conclusions: Pembrolizumab showed pro-
longed antitumour activity against a subset of molecularly selected mCRPC. Although the
analysis met the pre-specified threshold of composite response criteria, due to slow accrual
and modest clinical relevance in most responders, it was decided not to continue to stage 2 of
the trial. Clinical trial information: NCT03506997. Research Sponsor:Merck, Sharp and Dohme
(MSD); NIHR Biomedical Research Centre at The Royal Marsden NHS Foundation Trust and
The Institute of Cancer Research, London, UK.
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Phase 1/2a study of PRL-02, a long-acting IM depot injection of abiraterone
decanoate, in patients with prostate cancer including those previously treated with
enzalutamide.

Jose W. Avitia, Neal D. Shore, Luke T. Nordquist, Ryan J. Malone, David Morris, Cody J. Peer, William Richardson, Keith Thomas Schmidt, William Douglas Figg,
Jacqueline M. Walling, Katherine McDougall, Joel Robert Eisner, William R. Moore, Ronald F. Tutrone; New Mexico Oncology Hematology Consultants Ltd., Albuquerque,
NM; Carolina Urologic Research Center, Myrtle Beach, SC; Urology Cancer Center and GU Research Network, Omaha, NE; First Urology, Jeffersonville, IN; Urology
Associates, P.C., Nashville, TN; National Cancer Institute, Bethesda, MD; Propella Therapeutics, Inc., Pittsboro, NC; Consultant, Chapel Hill, NC; Chesapeake Urology
Research Associates, Towson, MD

Background: PRL-02 is a novel long-acting intramuscular (IM) depot injection prodrug of
abiraterone (AA) that was designed to provide better safety through lower and less variable
plasma exposures. Clinical results show that PRL-02 has a potentially superior therapeutic
index compared to oral AA due to preferential inhibition of CYP17 lyase and lack of induction of
progesterone, a known oncogenic driver, and tissue and lymphatic distribution. PRL-02
markedly depressed testosterone (T) through 14 wks in a castrate monkey model treated
with a single dose. We present an interim report of data from an ongoing phase 1 study that
includes the provisional RP2D and data frompatients (pts)with prior exposure to enzalutamide
(enza) recruited in either dose escalation or a dedicated expansion cohort.Methods: The study
has a standard 3+3 dose escalation design (dose limiting toxicity [DLT] period = 28 days) with
IM PRL-02 depot administered every 84 days. Pts with biochemical relapse, mCSPC, or mCRPC
and ongoing GnRH analogue therapy (in absence of orchiectomy) with screening T , 50 are
included. Pts with prior treatment with a CYP17 inhibitor and concurrent treatment with an AR
blocking agent are excluded. Two expansion cohorts are recruiting: prior exposure to AA or
enza. Results: Dose escalation: 22 pts (9 mCRPC, 12 mCSPC, 1 CSPC), median age 68, were
treated at 5 dose levels: 180/360/720/1260/1800 mg (n=3/3/4/6/6) with median time on
treatment (TOT) in months (mo) of 2.17 (1.88-2.20), 2.93 (2.37-23.52), 19.97 (1.91-21.48),
16.18 (11.81-19.87), and 10.66 (4.74-17.11), respectively. At 720 and 1260 mg, the median
baseline T was 6.7 ng/dL and T suppression without significant changes in cortisol due to
inhibition of CYP17 hydroxylase was observed in all pts. Minor transient progesterone eleva-
tions were observed at 1800mg only. 3 of 4 pts at 720 and all pts at 1260mg achieved a prostate
specific antigen (PSA) response and had either a 90% reduction in T or values # 1. One pt
(1800 mg, CRPC heavily pretreated) progressed on treatment. No DLTs, treatment related
serious adverse events (SAEs), or AEs related to PRL-02 with severity greater than CTCAE G2
were observed. In the prior enza expansion cohort 8 pts have been treated. Of the 10 pts with
prior enza across both the escalation and expansion cohort, 8 had no prior chemo. Median TOT
is currently 4.34+ mos. 3 pts progressed. All 7 active pts demonstrated either a PSA decrease
from baseline or a flattening of PSA trajectory, including 2 with early PSA50s. Conclusions:
PRL-02 was well tolerated. The RP2D of 1260mgwas selected over 1800mg due to the absence
of progesterone rises at 1260 mg. PRL-02 produces durable dose dependent T suppression and
associated PSA response. The phase 1 data encourages continued investigation of PRL-02 for
pts who have developed androgen receptor pathway inhibitor (ARPI) resistance. Clinical trial
information: NCT04729114. Research Sponsor: None.
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Phase 1/2 trial of oral EPI-7386 (masofaniten) in combination with enzalutamide
(Enz) compared to Enz alone in patients with metastatic castration-resistant
prostate cancer (mCRPC): Phase 1 (P1) results and phase 2 (P2) design.

Christos Kyriakopoulos, Gurkamal S. Chatta, Andrew Leonard Laccetti, Nicholas Iannotti, Alexandra Sokolova, Sebastien J. Hotte, Ronald F. Tutrone,
Mark Christopher Markowski, Luke T. Nordquist, Roberto Pili, Fred Saad, Jingsong Zhang, Karen Villaluna, Brett Younginger, Ronan Le Moigne, Alessandra Cesano;
University of Wisconsin-Madison Carbone Cancer Center, Verona, WI; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Memorial Sloan Kettering Cancer Center,
New York, NY; Hematology Oncology Assoc. of the Treasure Coast, Fort Pierce, FL; OHSU Knight Cancer Institute, Portland, OR; Juravinski Cancer Institute, McMaster
University, Hamilton, ON, Canada; Chesapeake Urologic Research Associates, Towson, MD; Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD;
Urology Cancer Center, PC, Omaha, NE; University at Buffalo, Buffalo, NY; University of Montréal Hospital Centre, Montreal, QC, Canada; H. Lee Moffitt Cancer Center and
Research Institute, Tampa, FL; Essa Pharmaceuticals, South San Francisco, CA

Background: EPI-7386 (masofaniten) is a next-generation aniten that inhibits androgen
receptor (AR) activity by binding the N-terminal domain and blocking transcription, irre-
spective of ligand-binding domain resistance mechanisms. Preclinically, the combination of
masofaniten with Enz results in a deeper blockade of the AR pathway and greater antitumor
activity than either agent alone. Methods: This is a Phase 1/2 multicenter clinical trial
(NCT05075577) enrolling patients (pts) with mCRPC on androgen deprivation therapy and
näıve to second-generation antiandrogens (one line of prior chemotherapy in the metastatic
hormone-sensitive setting allowed). P1 examines escalating doses of masofaniten + Enz at 120
or 160mgQD. Primary and secondary endpoints of P1 evaluate the safety and pharmacokinetics
(PK) of masofaniten + Enz when co-administered to establish the recommended P2 combi-
nation doses (RP2CDs). P2 is designed as a two arm, 2:1 randomized, open-label trial evaluating
the antitumor activity ofmasofaniten in combinationwithEnz versusEnz alone; approximately
120 pts will be randomized with masofaniten 600 mg BID + Enz 160 mg QD (n=80) vs single
agent Enz at 160mgQD (n = 40).Results: P1 completed enrollment with 18 pts in 4 cohorts with
16 pts evaluable for efficacy as per protocol. The combination regimenwaswell tolerated with a
safety profile consistent with Enz monotherapy. One grade 3 rash was observed in cohort 4
evaluating masofaniten 600 mg BID + Enz 160 mg QD. PK results demonstrated Enz exposure
was not impacted by concomitant administration of masofaniten, allowing testing of the full
dose of Enz (160 mg). By contrast, masofaniten exposure was consistently reduced by con-
comitant administration of Enz (CYP3A4 inducer that metabolizes masofaniten) but remained
within the clinically relevant range with the highest exposures and Cmin observed using
masofaniten BID dosing. Although efficacy data are still maturing, to date, response rates
were PSA50 88% (14/16 pts), PSA90 69% (11/16 pts) and PSA ,0.2 ng/mL 56% (9/16 pts) in
evaluable pts, regardless of their previous chemotherapy status.Conclusions:TheRP2CD for P2
was established at masofaniten 600 mg BID + Enz 160 mg QD. Updated results, including long
term follow-up of the dose escalation patients, and P2 study design, will be presented. Clinical
trial information: NCT05075577. Research Sponsor: ESSA Pharma.
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Real-world effects of novel androgen receptor axis-targeted agents on oncological
outcomes in non-metastatic castration-resistant prostate cancer: A multi-
institutional retrospective study.

Naoki Fujita, Shingo Hatakeyama, Ryuji Tabata, Takahiro Yoneyama, Yasuhiro Hashimoto, Satoshi Sato, Chikara Ohyama; Department of Urology, Hirosaki University
Graduate School of Medicine, Hirosaki, Japan; Department of Urology, Sano Kosei General Hospital, Sano, Japan; Ageo Central General Hospital, Ageo, Japan

Background: The benefits of novel androgen receptor axis-targeted agents (ARATs) on on-
cological outcomes in patients with non-metastatic castration-resistant prostate cancer
(nmCRPC) in real-world settings are unclear. Methods: This multi-institutional retrospective
study included 178 patients with nmCRPC treated between September 2003 and August 2022.
Patients were divided into two groups: thosewhowere treatedwith any novel ARATs, including
apalutamide, enzalutamide, darolutamide, and abiraterone acetate, during any line of nmCRPC
treatment (novel ARATs group) and those who were not (control group). Multivariable Cox
proportional hazards regression analyses were performed to evaluate the effects of novel
ARATs on metastasis-free survival (MFS) and overall survival (OS). Results: The median age
and follow-upperiod after nmCRPCdiagnosiswere 76 years and 37months, respectively. Of the
178 patients, 122 (69%) were treated with novel ARATs after nmCRPC diagnosis. The MFS and
OS in the novel ARATs groupwere significantly longer than those in the control group (P,0.001
and P = 0.020, respectively). In multivariable analyses, a prostate-specific antigen doubling
time (PSADT) of, 3 months and novel ARATs were independently and significantly associated
withMFS and OS (Table). The effects of novel ARATs onMFSwere consistently observed across
subgroups stratified by age (, 75 years or$ 75 years), history of radical treatment (no or yes),
biopsy Gleason score (, 9 or$ 9), clinical stage (# cT3 and cN0, or cT4 or cN1), and PSADT ($
3 months or , 3 months). Conclusions: Novel ARATs were significantly associated with
improved oncological outcomes in patients with nmCRPC in a real-world setting, regardless
of tumor aggressiveness. Research Sponsor: None.

Multivariable analyses.

Metastasis-free Survival Factor P value Hazard Ratio 95% CI

Age Continuous 0.214 0.979 0.946–1.012
Time of nmCRPC diagnosis Before 2014 0.768 1.077 0.657–1.767
Gleason score $9 0.297 1.296 0.796–2.109
Clinical T and N stages T4 or N1 0.512 0.841 0.502–1.409
PSADT ,3 months ,0.001 3.039 1.780–5.188
Novel ARATs Positive ,0.001 0.324 0.196–0.538

Overall Survival Factor P value Hazard Ratio 95% CI

Age Continuous 0.049 1.045 1.000–1.092
Time of nmCRPC diagnosis Before 2014 0.710 0.899 0.511–1.580
Gleason score $9 0.665 1.121 0.668–1.882
Clinical T and N stages T4 or N1 0.548 1.182 0.685–2.039
PSADT ,3 months ,0.001 2.704 1.536–4.758
Novel ARATs Positive ,0.001 0.397 0.231–0.682

CI, confidence interval.

PROSTATE CANCER - ADVANCED



143 Poster Session

Characteristics and outcomes of patients (pts) with metastatic castration-resistant
prostate cancer (mCRPC) treated with lutetium-177–PSMA-617 (PSMA-RLT) in a
real-world setting.

David Kersting, Moon-Sung Kim, Lukas Puellen, Kathi Seidl-Rathkopf, Nicole Schinwald, Philani Mpofu, Ivy Altomare, Arun Sujenthiran, Trevor Joseph Royce,
Christoph Buhl, Viktor Grünwald, Ken Herrmann, Jens Kleesiek, Boris A. Hadaschik; Department of Nuclear Medicine, University of Duisburg-Essen and German Cancer
Consortium (DKTK)-University Hospital Essen, Essen, Germany; Institute for Artificial Intelligence in Medicine (IKIM), University Hospital Essen, Essen, Germany;
Department of Urology, University of Duisburg-Essen and German Cancer Consortium (DKTK)-University Hospital Essen, Essen, Germany; Flatiron Health GmbH, Köln,
Germany; Flatiron Health, Inc., New York, NY; Flatiron Health UK Ltd, London, United Kingdom; Clinic for Internal Medicine (Tumor Research) and Department of Urology,
University of Duisburg-Essen and German Cancer Consortium (DKTK)-University Hospital Essen, Essen, Germany

Background: The VISION trial demonstrated a survival benefit of PSMA-RLT treatment (tx) for
pts with PSMA-positive mCRPC. However, outcomes in a real-world setting are unknown.
PSMA-RLT has been used at Essen University Hospital (UKE) in Germany since 2017. This
retrospective cohort study describes characteristics and real-world overall survival (rwOS) of
pts with mCRPC treated with PSMA-RLT. We contextualize these findings with results from a
US-based mCRPC cohort that did not receive this novel tx. Methods: The UKE cohort included
mCRPC pts treated with $ 1 cycle of PSMA-RLT from 11/2017 to 10/2022. Data comprised
structured andunstructured data fromUKE’s electronic health record (EHR). TheUS cohortwas
selected from the nationwide EHR-derived Flatiron Health database. It included pts with
mCRPC diagnosis (dx) from 01/2014 to 09/2021 who received tx (=index tx) following $ 1
taxane and$ 1 androgen receptor pathway inhibitor (ARPI).Results: In theUKE cohort (N=219,
median (med) age: 73, interquartile range (IQR): 67, 78)med time from initial dx andmCRPC dx
to the initiation of PSMA-RLTwas 69mos (IQR: 42, 128) and 23mos (IQR: 13, 40), respectively.
Pts were heavily pre-treated (1 taxane: 55.5%, $ 2 taxanes: 27.8%; 1 ARPI: 37.3 %, $ 2 ARPIs:
58.9%). Disease burden at the time of tx start was extensive, as indicated by sites ofmetastases
(for tumor patterns see table).MedianOS (mOS) from the start of PSMA-RLTwas9.8mos (95%
CI: 8.6, 11.3). In the US cohort (N = 857, med age = 71, IQR: 65, 78) med time from initial dx and
mCRPC dx to index tx was 49mos (IQR: 27, 99) and 16mos (IQR: 10, 25), respectively. 88.9% of
pts received prior txwith 1 taxane and 11.1%with$2 taxanes, 65%with 1 ARPI and 35%with$ 2
ARPIs. Med OS for US patients was 8.5 mos (95% CI:7.6, 9.1). Conclusions: This study provided
the unique opportunity to describe real-world outcomes for late stage mCRPC patients treated
with PSMA-RLT. The study design did not allow for a direct comparison between the two
cohorts. Qualitatively, UKE patients were heavily pre-treated with extensive disease burden at
the start of PSMA-RLT. Nevertheless, the study demonstrated promising rw outcomes for
patients with mCRPC under PSMA-RLT. Future work, including the direct comparison of
PSMA-RLT versus other tx in a similar disease setting, will help further characterize the
benefit of this novel tx in practice. Research Sponsor: University Hospital of Essen; Flatiron
Health, Inc., which is an independent member of the Roche Group.

UKE
(N = 219)

US
(N = 857)

Median PSA at index (IQR) 137 (39, 559) 83 (22, 308)
Gleason score at initial dx, %
8-10 57.5 56.7
Pre-index Sites of Metastases, %
Bone 95 91.5
Liver 12.8 15.1
Lymph nodes (regional + distant) 82.6 51.5
Lung 18.3 9.8

*Index UKE: Date of 1st PSMA-RLT cycle; index US: Start of tx following $ 1 taxane and $ 1 ARPI.
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Analysis of patients with metastatic castration-resistant prostate cancer (mCRPC)
treated with carboplatin-paclitaxel after multiple lines of treatment.

Elisa Marı́a Fernández Pérez, Isabel Beltrán Guerra, Adrian Sánchez Vegas, Carlos Enrique Robles, Gloria Lourenzo Aguilera, Marta Fernández Carca~no,
Carlos Ayala De Miguel, Sebastián Dı́az López, Guillermo Garcı́a González, Leonid Bachurin, Javier Rico López, Jose Fuentes Pradera, Jeronimo Jimenez Castro,
Marı́a Rodrı́guez de la Borbolla, Pilar López Álvarez, Marı́a José Gómez Reina, Manuel Chaves Conde, Eva Fernández Parra; Hospital Universitario Virgen de Valme, Sevilla,
Spain

Background: Metastatic castration-resistant prostate cancer (mCRPC) occurs in men with
advanced disease progressing to androgen deprivation therapy, with serum testosterone , 50
ng/dL. In this setting, several active therapies are available, such as chemotherapy and
androgen receptor-targeted agents. We analyzed the efficacy of the carboplatin - paclitaxel
(C-P) combination in mCRPC patients after several lines of treatment. Methods: In this
retrospective observational study, we analyzed the clinical data of 43 patients with mCRPC
who received treatment with biweekly C-P between 2015-2022 at the Hospital Universitario
Virgen de Valme. The data collected refer to the baseline characteristics of the patients at the
start of treatment (age, functional status), stage at diagnosis and treatments received in first
and successive lines, among others. The response variables analyzed were both overall survival
(OS) and progression-free survival (PFS). Treatment-derived toxicity was collected. The data
were processed with IBM-SPSS Statistics v. 25. The information was collected from Diraya
Estación Clı́nica v 4.0.80 and Farmis-Oncofarm. Results: As of September 2022, data had been
collected for 43menwithmCRPC. Histologywas adenocarcinoma in all cases. At the start of C-P
treatment: 48.9% of patients were in good functional status (ECOG # 1), median age was 71
years and 62.8%had received at least 3 lines of treatment. Patients received C-P for amedian of
12 weeks: 76.7% showed clinical improvement and 44.2% had PSA decline, with PSA decline $

30% in 27.5% of patients. The median OS (mOS) was 8 months (95% CI 6.46-9.54) and the
medianPFSwas 14weeks. ByKaplan-Meier survival analysis,we comparedmOSas a functionof
PSA: response/non-response, the differences being statistically significant: 11 (95% CI=6.22-
15.78) vs. 6 (95% CI=4.21-7.79) months, respectively (Log Rank 0.001). The main toxicity was
hematological. Conclusions: The C-P combination may be an effective treatment option in
patients with mCRPC refractory to various lines of therapy, with PSA being a good marker of
response to treatment. Research Sponsor: None.
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Real-world (RW) survival and outcomes with androgen receptor pathway inhibitor
(ARPI) –doublet therapy in patients (pts) with de novo metastatic castration-
sensitive prostate cancer (mCSPC).

Joshua Parrish, Thomas J. Polascik, Agnes Hong, Nader N. El-Chaar, AmandaMarie De Hoedt, Janet Kim, Claire Trustram Eve, Maelys Touya, Krishnan Ramaswamy, Lin Gu,
Stephen J. Freedland; Section of Urology, Durham VA Health Care System, Durham, NC; Duke Cancer Institute, Duke University School of Medicine, Durham, NC; Pfizer Inc.,
New York, NY; Astellas Pharma Inc., Northbrook, IL; Samuel Oschin Comprehensive Cancer Institute, Cedars-Sinai Medical Center, Durham VAMedical Center, Los Angeles,
CA

Background:With multiple phase 3 trials showing improved overall survival (OS) with doublet
therapy (androgen-deprivation therapy [ADT]+ARPI), it has become the standard of care for
pts with mCSPC. However, data on RW effectiveness of ARPI doublets are limited. This study
assessed OS, time to progression to metastatic castration-resistant prostate cancer (mCRPC),
and PSA decline to,0.2 ng/mL in pts with de novomCSPC on ADT alone vs ADT+ARPI doublets
or ADT+first-generation nonsteroidal antiandrogens (NSAAs). Methods: Men in the Veteran’s
Health Administration with $1 ICD code for PC and de novo mCSPC diagnosis confirmed by
clinical chart reviewwere identified and categorized into first-line (1L) ADT alone, ADT+NSAA,
or ADT+ARPI cohorts (study period: Feb 20182Mar 2023). Target recruitment quotas ensured
representation of each treatment (Tx) regimen. Index date was the ADT initiation date. OS and
time tomCRPC were calculated using inverse probability of Tx weighting (IPTW)-adjusted Cox
regression. IPTW-adjusted incidence rate ratios (IRR) of the proportion of pts with PSA decline
to ,0.2 ng/mL at any time during 1L Tx were estimated using Poisson regression. Results: 384
menwith de novomCSPCwere identified (Table).Median follow-up rangewas 34.8–38.1mo. 1L
Tx duration for ADT+ARPI was over twice as long as ADT alone (Table). Importantly, pts on
ADT+ARPI had a 39% lower risk of death vs ADT alone (HR: 0.61, 95% CI: 0.43–0.87); while OS
was similar between ADT+NSAA vs. ADT alone (HR: 1.09, 95% CI: 0.79–1.49). Consistent with
the improved OS, ADT+ARPI showed a 54% lower risk of progression tomCRPC (HR: 0.46, 95%
CI: 0.33–0.66) and significant superiority in achieving PSA ,0.2 ng/mL (57% vs 17%; Table)
thanADT alone.Conclusions:This is one of the first RWstudies to validate clinical trial findings
of the effectiveness of ARPI-doublets for de novo mCSPC as evidenced by significantly im-
proved OS, time tomCRPC, and PSA response. ADT+NSAAmay have limited value vs ADT alone,
and ARPI-doublet is an effective Tx for de novo mCSPC. Research Sponsor: Astellas Pharma
Inc., Pfizer Inc.

ADT alone
n=163

ADT+NSAA
n=101

ADT+ARPI
n=120

Age at index (yrs), median (IQR) 76 (70–85) 76 (70–86) 72 (65–78)
PSA at index (ng/mL), median (IQR) 121.6 (29.6–435.0) 92.8 (26.5–310.3) 162.7 (40.0–426.7)
Follow-up time among alive pts (mo),
median (IQR)

37.2 (31.9–42.4) 38.1 (31.3–46.1) 34.8 (29.6–41.3)

1LTx duration (days), median (IQR) 241 (145–529) 290 (132–413) 617 (241–902)
Time to mCRPC (mo), median (IQR) 14.6 (10.5–26.9) 14.4 (11.8–1.9) NE (32.4–NE)
Progression to mCRPC, HR (95% CI) Ref Not performeda 0.46 (0.33–0.66)
PSA <0.2 ng/mL, IRR (95% CI)b Ref 0.81 (0.42–1.59) 3.20 (1.89–5.43)
OS, HR (95% CI) Ref 1.09 (0.79–1.49) 0.61 (0.43–0.87)
aProportionality assumptions violated for comparative analysis of 3 groups; bADT alone, n=161;
ADT+NSAA, n=100. NE, not estimable; Ref, reference.
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Efficacy and safety between first-line therapies in metastatic castration-resistant
prostate cancer in combination in the PARPi and ARSI era: A systematic review and
network meta-analysis.

Xuanjun Guo, Yixin Li, MengyingWang, Hexiang Peng, Huangda Guo, Tianjiao Hou, Hanyu Zhang, Jin Jiang, Tao Sheng, Yu Fan, TaoWu, Zhisong He; Department of Urology,
Peking University First Hospital, Institute of Urology, Peking University, National Urological Cancer Center, Beijing, China; Department of Epidemiology and Biostatistics,
School of Public Health, Peking University, Key Laboratory of Epidemiology of Major Diseases (Peking University), Ministry of Education, Beijing, China; Department of
Nutrition and Food Hygiene, School of Public Health, Peking University, Key Laboratory of Epidemiology of Major Diseases (Peking University), Ministry of Education,
Beijing, China; Pfizer Global Biopharma Business China Medical, Pfizer, Shanghai, China

Background: The treatment landscape of metastatic castration-resistant prostate cancer
(mCRPC) has evolved tremendously, while little is known about the efficacy and safety
comparison between current first-line mCRPC systemic therapies in the overall patient pop-
ulation and in the context of clinically relevant subgroups.Methods:Weconducted a systematic
literature review and network meta-analysis (NMA) of randomized controlled trials (RCTs).
Multiple databases (PubMed, Embase, and Cochrane Library), ClinicalTrials.gov, and major
congress abstracts were searched in the first-line treatment of mCRPC. The primary efficacy
outcomes were radiographic progression-free survival (rPFS) and overall survival (OS). The
safety outcomeswere adverse events (AEs), serious AEs (sAEs), and grade$3 AEs. Two separate
pairwise meta-analyses were conducted since there were no common arms between therapies
with and without docetaxel (Doc) when considering OS and safety outcomes, while only trials
without Doc assessed rPFS.Moreover, we performed subgroup analyses according to treatment
regimens and homologous recombination repair (HRR) gene alteration status. Results: The
analysis included data from 35 clinical trials (38 references) published as of June 6, 2023,
comprising a total of 24,400 patients. For the non-Doc group, analysis of treatment ranking
revealed that PARPi doublet, especially talazoparib plus enzalutamide, had the highest likeli-
hood of improving rPFS and OS compared with ARSI doublet, ARSI monotherapy, and immu-
notherapy, mainly in the HRR-deficient patients while raising some concerns about safety
profiles. Regarding therapies based on Doc, most Doc doublet regimens demonstrated subtle
improvement in OS compared to Doc monotherapy with tolerable toxicity. Conclusions: This
systematic review and meta-analysis provided a comprehensive analysis of the therapeutic
effects and safety profiles of various first-line mCRPC systemic therapies. Our findings may
provide decision-making guidance to clinicians and help inform mCRPC patients-centered
treatment regimens. In an era of PARPi combination with ARSI, unfortunately, because of the
lack of common arm delivery of Doc, we cannot estimate the relative value of Doc versus non-
Doc as first-line mCRPC therapies. Research Sponsor: None.

PROSTATE CANCER - ADVANCED



147 Poster Session

Final study analysis of PRINT: Prostate cancer intensive, non–cross-reactive
therapy for CRPC.

Bobby Chi-Hung Liaw, Himanshu Joshi, Tianxiang Sheng, Che-Kai Tsao, Matt D. Galsky, Richard Lorne Bakst, Robert Stewart, Richard Stock, William K. Oh; Tisch Cancer
Institute, Icahn School of Medicine at Mount Sinai, New York, NY; Icahn School of Medicine at Mount Sinai, New York, NY

Background: The long-standing approach to mCRPC management has been to treat sequen-
tially with one agent until resistance is met. PRINT explores the efficacy of treating mCRPC
with a rapidly-cycling, non–cross-reactive regimen as a way to more effectively treat an
intrinsic heterogeneous disease, delay or prevent drug resistance, and minimize treatment
toxicity. Methods: All patients receive treatment with 3 consecutive treatment modules, each
lasting 12 weeks: 1. abiraterone acetate 1000 mg PO daily + prednisone 5 mg PO BID; 2.
cabazitaxel 20 mg/m2 IV + carboplatin AUC 4 IV q3 weeks; 3. enzalutamide 160 mg PO daily
+ radium-223 55 kBq/kg IV q4 weeks. Upon completion of regimen, patients are followed on
ADT alone. Primary endpoint for the study is time to progression (TTP), either by PSA or
imaging. Secondary endpoints are PSA response rate with each module, changes to alkaline
phosphatase levels, and safety. Results: From 3/2017 to 11/2020, 40 men with mCRPC were
enrolled, with 33 completing the 9-month study regimen and evaluable for endpoint analysis.
With median follow up of 139 weeks, median TTP after regimen completion was 15.9 weeks
(95% CI 10.6-25.0 weeks), which did not meet prespecified TTP of 20 weeks to be considered a
significant improvement over standard management. PSA response rates showed successive
improvement with each sequential treatment module (Table). 77.8% of patients with elevated
baseline alkaline phosphatase levels had normalization post-treatment. Previously reported,
the treatment regimen was well-tolerated, with few grade 3/4 AE’s attributable by the in-
vestigator to the study regimen. Five patients (15.2%) were able to remain on post-study
surveillance with ADT alone without the addition of a mCRPC agent for over a year, with one
patient subsequently discontinuing ADT with PSA remaining undetectable in setting of re-
covering testosterone levels. Conclusions: Treatment of mCRPC with a rapidly cycling non–
cross-reactive regimen did not significantly improve time to disease progression as compared
to standard management. However, it is associated with significant antitumor response, with
potential for long-term suppression of disease. Additional analysis into clinicopathologic and
genomic factors that may predict for prolonged disease control is ongoing. Clinical trial
information: NCT02903160. Research Sponsor: Sanofi; Bayer.

PSA response rates compared to baseline by treatment module.

Module 1
Abiraterone

Module 2
Cabazi/Carbo

Module 3
Enza/Radium

>90% PSA Reduction 36.4% 57.6% 69.7%
>50% PSA Reduction 84.8% 93.9% 97.0%
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Pembrolizumab (pembro) plus lenvatinib (lenva) in patients (pts) with docetaxel-
pretreated, metastatic castration-resistant prostate cancer (mCRPC): KEYNOTE-
365 cohort E.

Marinela Augustin, Brigitte Laguerre, Capucine Baldini, Ahmed H. Zedan, Enrique Gonzalez-Billalabeitia, Peter C.C. Fong, Ruslan Zukov, Peter Hammerer, Mark Prentice,
Neal D. Shore, Andrea Necchi, Tilman Todenhöfer, Elizabeth R. Kessler, Fatih Köse, Howard Gurney, Begona Perez Valderrama, Pengfei Zhu, Kentaro Imai, yingjie liu,
Raymond S. McDermott; Universitätsklinik der Paracelsus Medizinische Privatuniversität, Nürnberg, Germany; Centre Eugène Marquis, Rennes, France; Drug Development
Department (DITEP), Gustave Roussy, Villejuif, France; Department of Oncology, Vejle Hospital, University Hospital of Southern Denmark, Vejle, Denmark; Hospital
Universitario 12 de Octubre, Madrid, Spain; Auckland City Hospital and University of Auckland, Auckland, New Zealand; V.F. Voino-Yasenetsky Krasnoyarsk State Medical
University, Krasnoyarsk, Russian Federation; Städtisches Klinikum Braunschweig gGmbH, Braunschweig, Germany; Royal Free Hospital, London, United Kingdom; Carolina
Urologic Research Center, Myrtle Beach, SC; Vita-Salute San Raffaele University, IRCCS San Raffaele Hospital, Milan, Italy; Studienpraxis Urologie, Nürtingen, Germany;
University of Colorado Cancer Center, Anschutz Medical Campus, Aurora, CO; Başkent University, Ankara, Turkey; Macquarie University Hospital, Sydney, NSW, Australia;
Hospital Universitario Virgen del Rocı́o, Seville, Spain; Merck & Co., Inc., Rahway, NJ; St. Vincent’s University Hospital, Cancer Trials Ireland, Dublin, Ireland

Background: More efficacious treatment options are needed to extend survival and disease
control for pts withmCRPCwhose disease progressed after treatment with docetaxel. The PD-1
inhibitor pembro has shown manageable safety and limited antitumor activity in pts with
mCRPC. Preclinical evidence suggests the VEGF/TKI inhibitor lenva inhibits angiogenesis and
cell proliferation in prostate cancer. In cohort E of the phase 1b/2 KEYNOTE-365 study
(NCT02861573), the safety and efficacy of pembro + lenva was evaluated in pts with
docetaxel-pretreated mCRPC. Methods: Eligible pts were aged $18 years with confirmed
mCRPC, an ECOG PS of 0 or 1, and prior treatment with docetaxel for mCRPC. Prior treatment
with 1 other chemotherapy for mCRPC and #2 next-generation hormonal manipulations were
allowed. Pts received pembro 200 mg IV Q3W for up to 35 cycles plus lenva 20 mg PO QD
continuously from day 1 of cycle 1, unless specific withdrawal or discontinuation criteria were
met. Primary end pointswere prostate-specific antigen (PSA) response rate, objective response
rate (ORR) per RECIST v1.1 by blinded independent central review (BICR), and safety. Secondary
end points included duration of response (DOR) and disease control rate (DCR: CR and PR of any
duration and SD or non-CR/non-PD of $6 months) per RECIST v1.1 by BICR, radiographic
progression-free survival (rPFS) per PCWG3-modifiedRECIST v1.1 byBICR, andoverall survival
(OS). Results: Of 39 treated pts, median age was 67 years (range, 55-84), 64% had RECIST
v1.1–measurable disease per BICR, and 59% had an ECOG PS of 1. At data cutoff (January 25,
2023), 64% pts had discontinued study treatment, 31% due to PD; 36% pts had ongoing
treatment. Median time from first dose to data cut-off was 9.7 months (range, 7.4-15.2).
Confirmed PSA response was 34% (95% CI, 20-51 [13/38 pts]) for pts with a baseline PSA
measurement. ORR for pts with RECIST v1.1–measurable disease was 36% (95% CI, 18-58 [9
PR]). Median DOR was not reached (NR; range, 2.1+ to 6.9+ months); 3 pts had a response
duration of$6months. DCR for all ptswas 51%.Median rPFSwas 7.9months (95%CI, 4.1-NR);
estimated 12-month rPFS rate was 35%. Median OS was 9.4 months (95% CI, 8.4-NR);
estimated 12-month OS rate was 37%. Treatment-related AEs (TRAEs) occurred in 92% of
pts; most common ($30%) were hypertension (51%), hypothyroidism (44%), fatigue (38%),
diarrhea (36%), dysphonia (31%), and weight decreased (31%). Grade 3-5 TRAEs occurred in
62% of pts and most common ($20%) were hypertension (36%) and fatigue (21%). Two pts
died of AEs (acute kidney failure and death), but neither were treatment related. Conclusions:
Pembro + lenva demonstrated promising and durable antitumor activity in selected pts with
docetaxel-pretreated mCRPC. Safety was generally consistent with the individual profiles and
for the combination of these agents. Clinical trial information: NCT02861573. Research Spon-
sor: Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.
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Coformulation of pembrolizumab and vibostolimab in patients (pts) with docetaxel-
pretreated metastatic castration-resistant prostate cancer (mCRPC): KEYNOTE-
365 cohort G.

Peter C.C. Fong, Mariusz Kwiatkowski, Alessandra Mosca, Begona Perez Valderrama, Yi-Hsiu Huang, Ahmed H. Zedan, Kamil Kuc, Pawel Wiechno, Brigitte Laguerre,
Enrique Gonzalez-Billalabeitia, Mikhail Osipov, Didem Sener Dede, Jeffrey Goh, Gedske Daugaard, Pengfei Zhu, Kentaro Imai, yingjie liu, Jose Angel Arranz Arija; Auckland
City Hospital and University of Auckland, Auckland, New Zealand; Szpital Wojewódzki im. Mikolaja Kopernika w Koszalinie-Oddzial Dzienny Chemioterapii, Koszalin,
Poland; Candiolo Cancer Institute FPO-IRCCS, Torino, Italy; Hospital Universitario Virgen del Rocı́o, Seville, Spain; Taipei Veterans General Hospital, National Yang Ming
Chiao Tung University, Taipei, Taiwan; Vejle Hospital, University Hospital of Southern Denmark, Vejle, Denmark; St. Pio’s Provincial Hospital, Przemyśl, Poland; Maria
Skłodowska-Curie National Research Institute of Oncology, Warsaw, Poland; Centre Eugène Marquis, Rennes, France; Hospital Universitario 12 de Octubre, Madrid, Spain;
Leningrad Regional Clinical Hospital, Saint Petersburg, Russian Federation; Ankara Bilkent City Hospital, Ankara, Turkey; Royal Brisbane and Women’s Hospital, Herston,
QLD, Australia; Copenhagen University Hospital, Rigshospitalet, Copenhagen, Denmark; Merck & Co., Inc., Rahway, NJ; Hospital General Universitario Gregorio Mara~non,
Madrid, Spain

Background: Novel therapeutic options to extend disease control and survival for pts with
mCRPC whose disease progressed after docetaxel chemotherapy remain a clinical need. The
anti-TIGIT (T-cell immunoreceptor with immunoglobulin and ITIM domain) antibody vibos-
tolimab is well tolerated and has antitumor activity in advanced solid tumors as monotherapy
and in combination with the PD-1 inhibitor pembrolizumab. In cohort G of the phase 1b/2
KEYNOTE-365 study (NCT02861573), the safety and efficacy of a coformulation of pembro-
lizumab and vibostolimab were evaluated in pts with docetaxel-pretreated mCRPC. Methods:
Eligible pts were aged $18 years with confirmed mCRPC, an ECOG PS of 0 or 1, and prior
treatment with docetaxel for mCRPC. Prior treatment for mCRPC with 1 other chemotherapy
and#2next-generationhormonalmanipulationswere allowed. Pts received a coformulation of
pembrolizumab 200 mg plus vibostolimab 200 mg IV Q3W for #35 cycles. Primary end points
were prostate-specific antigen (PSA) response rate, objective response rate (ORR) per RECIST
v1.1 by blinded independent central review (BICR), and safety. Secondary end points included
duration of response (DOR) and disease control rate (DCR; CR and PR of any duration and SD or
non-CR/non-PD of $6 months) per RECIST v1.1 by BICR, radiographic progression-free
survival (rPFS) per PCWG3-modified RECIST v1.1 by BICR, and overall survival (OS). Results:
A total of 40 pts received pembrolizumab plus vibostolimab. The median age was 72 years
(range, 50-83), 73%hadRECIST v1.1–measurable disease per BICR, and68%had anECOGPSof
1. Median time from first dose to data cutoff date (January 25, 2023) was 10.2 months (range,
8.6-15.7). As of data cutoff date, 90%of pts had discontinued study treatment (60%due to PD);
10%were continuing treatment. Confirmed PSA response was 18% (7/40 pts; 95%CI, 7-33) for
ptswith abaseline PSAmeasurement. ORR for ptswithRECISTv1.1–measurable diseasewas 7%
(95% CI, 1-23; 1 CR, and 1 PR, both ongoing for $6 months). DCR for all pts was 13%. Median
rPFSwas 2.1months (95%CI, 2.0-4.0); estimated 12-month rPFS rate was 10%.Median OSwas
8.6months (95%CI, 7.1-NR); estimated 12-monthOS ratewas48%.A total of 63%ofptshad an
any-grade treatment-related adverse event (TRAE), most commonly ($10%) pruritus (25%)
and nausea (10%); 23% of pts had a grade 3-5 TRAE, most commonly ($5%) pyrexia (5%) and
rash (5%). Three deaths occurred because of an AE (pulmonary sepsis, cardiac arrest, pulmo-
nary embolism); 1 was considered treatment related (pulmonary embolism). Conclusions: The
coformulation of pembrolizumab and vibostolimab had limited antitumor activity in pts with
mCRPC previously treated with docetaxel. The safety profile was manageable and generally
consistent with the individual profiles of each agent. Clinical trial information: NCT02861573.
Research Sponsor: Merck Sharp & Dohme LLC., a subsidiary of Merck & Co., Inc., Rahway, NJ,
USA.
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Oral cyclophosphamide (Cyc) in patients (pts) with metastatic castration-resistant
prostate cancer (mCRPC): A retrospective cohort from a tertiary public cancer
center in Brazil.

Yumi Ricucci Shinkado, Diana Del Cisne Pineda Labanda, Gabriel Berlingieri Polho, Gustavo Alves Contado, Nathália de Souza Del Rey Crusoé, Vivian Horita,
Jo~ao Carlos Resende Martins, Guilherme Fialho de Freitas, David Queiroz Borges Muniz, Jose Mauricio Mota; Instituto do Câncer do Estado de S~ao Paulo, University of S~ao
Paulo, S~ao Paulo, Brazil; Sao Paulo Cancer Institute, S~ao Paulo, Brazil; Cancer Institute of the State of S~ao Paulo, S~ao Paulo, Brazil

Background: Oral Cyc is an active treatment for mCRPC, although largely unused in current
clinical practice due to the rise of more effective options and no evidence of survival benefit.
Real-world data on its use in developing countries is still scarce. Methods: We reviewed our
institutional database to identify mCRPC pts who received oral Cyc. Medical charts were
analyzed to extract clinical data. PSA50 response was determined as the proportion of patients
achieving a prostate specific antigen (PSA) declines $50%. Radiographic responses and pro-
gression were evaluated by Prostate Cancer Working Group 3. Survival estimates used the
Kaplan-Meier method and correlations were made with the Chi-square test for categorical
variables. Results: From January 2011 to January 2023, 287 pts received oral Cyc. Most patients
(.96%) received 100 mg once daily 3 weeks on/1 week off. Median age was 64.3 years
(interquartile range [IQR] 35.8-85.3). 63.1% had metastatic de novo disease, 57.1% had
Gleason $8, and 5.9% had visceral metastasis. 78.1% received two or more previous lines of
treatment, and most pts (73.5%) had docetaxel previously. Any PSA decline was observed in
36.0%, and 15.0% had a PSA50 response. Median time for a PSA50 response was 2.7 months
(IQR 1.3-3.8). Radiographic overall response rate was 24.2%. Median time on treatment was
2.53 months (IQR 0.40-51.9). Median time to PSA, clinical, or radiological progression among
responders was 6.9 months (IQR 0.7-51.9), but 16.6% (n=7) had responses lasting
for $12 months. Permanent treatment discontinuation due to toxicity occurred in 14.1%,
and 8.0% were hospitalized due to adverse events. Table shows the association between
baseline factors with PSA50 response. Correlative biomarker studies are ongoing and will be
presented. Conclusions: Metronomic oral Cyc can benefit a small proportion of patients with
mCRPC in a scenario of limited healthcare resources. Research Sponsor: None.

Baseline factors and association with PSA50 response.

Variable PSA50 - n (%) OR (CI 95%) P

ECOG
0-1 29 (18.2) reference
‡2 12 (9.4) 0.46 (0.23 - 0.95) 0.03
Previous Docetaxel
No 16 (21.9) reference
Yes 25 (11.7) 0.47 (0.24-0.94) 0.03
Visceral metastasis
No 37 (15.0) reference
Yes 5 (12.2) 0.78 (0.29-2.13) 0.63
Previous therapies
>2 21 (11.7) reference
£ 2 20 (18.5) 1.71 (0.88-3.33) 0.11
De novo metastatic disease
No 17 (16.0) reference
Yes 24 (13.3) 0.83 (0.47-1.47) 0.51
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Radiographic progression without PSA progression in metastatic hormone-
sensitive prostate cancer (mHSPC): A retrospective analysis from the ENZAMET
trial (ANZUP 1304).

Ian D. Davis, Andrew James Martin, Robert Richard Zielinski, Alastair Thomson, Thean Hsiang Tan, Shahneen Sandhu, M. Neil Reaume, David William Pook, Francis Parnis,
Scott A. North, Gavin M. Marx, John McCaffrey, Raymond S. McDermott, Andrisha Jade Inderjeeth, Lisa Horvath, Mark Frydenberg, Simon Chowdhury, Kim N. Chi,
Martin R. Stockler, Christopher Sweeney, The Australian and New Zealand Urogenital and Prostate Cancer Trials Group; Monash University Eastern Health Clinical School,
Box Hill, VIC, Australia; NHMRC Clinical Trials Centre, The University of Sydney, Sydney, Australia; Orange Hospital & Dubbo Base Hospital & Bathurst Base Hospital,
Orange, Dubbo, Bathurst, NSW, Australia; Royal Cornwall Hospitals NHS Trust, Truro, United Kingdom; Royal Adelaide Hospital, Adelaide, Australia; Peter MacCallum
Cancer Centre, Melbourne, Australia; Ottawa Hospital Cancer Centre, Ottawa, ON, Canada; Monash University, Melbourne, VIC, Australia; Ashford Cancer Centre Research,
Kurralta Park, SA, Australia; Division of Medical Oncology, Cross Cancer Institute, University of Alberta, Edmonton, AB, Canada; Sydney Adventist Hospital, Sydney,
Australia; Mater Misercordiae University Hospital, Dublin, Ireland; Cancer Trials Ireland, Dublin, Ireland; Peter MacCallum Cancer Centre, Melbourne, VIC, Australia; Chris
O’Brien Lifehouse, Camperdown, Australia; Monash University, Dept. of Surgery, Melbourne, Australia; Guy’s, King’s, and St. Thomas’ Hospitals, London, United Kingdom;
BC Cancer Agency, University of British Columbia, Vancouver, BC, Canada; NHMRC Clinical Trials Centre, The University of Sydney, Camperdown, NSW, Australia; South
Australian Immunogenomics Cancer Institute, University of Adelaide, Adelaide, Australia

Background: ENZAMET randomized 1125 participants with mHSPC to compare enzalutamide
(ENZA) versus a standard non-steroidal anti-androgen (NSAA) and demonstrated superior
progression-free survival and overall survival (PFS and OS) with ENZA. Radiographic progres-
sion in the absence of prior/concurrent PSA progression (rProg1st) is an emerging biomarker of
poor clinical outcomes. We sought to determine the frequency of rProg1st, and correlate the
impact of enzalutamide on transitions between disease states for the ENZAMET cohort.
Methods: The ENZAMET dataset was analyzed using a multi-state Cox proportional hazards
regression model that partitioned the clinical experience of participants (pts) into 4 states: (1)
Evt-Free (event-free), (2) rProg1st (radiologic progression recorded without prior/concurrent
evidence of confirmed PSA progression), (3) OtherProg (All Other type of clinical progression
events (PSA and treatment switch, excluding death), (4) Death. Results: Radiographic pro-
gression was recorded in 388/1125 (34%) pts. Radiographic progression without confirmed
prior/concurrent PSA progression per protocol was recorded in 114/1125 (10%) with similar
proportions in those assigned ENZA 55/114 (48%) vs NSAA 59/114 (52%). Baseline character-
istics of the 114 pts with rProg1st were similar to the other pts in ENZAMET, and were similar in
the ENZA and NSAA groups (Table 1). Compared with NSAA, ENZA delayed both rProg1st (HR
0.66, 95%CI: 0.46 to 0.96, p=0.03) and OtherProg (HR 0.37, 95%CI: 0.31 to 0.44, p,0.001). 5-
year OS rateswere 24%(95%CI: 18-34) in the rProg1st group versus 42%(95%CI: 38-47) in the
OtherProg group. Of those who had not progressed (495/1125) with a median follow-up of
68 months, 8% had died of causes other than prostate cancer. As previously reported ENZA
prolonged overall survival in the whole trial cohort (N=1125, HR 0$70, 95%CI 0$58 to 0$84,
p,0$0001). Conclusions: Participants who had radiographic progression without prior/
concurrent PSA progression had worse overall survival whether assigned NSAA or enzaluta-
mide. Enzalutamide reduced the hazards for, and delayed the times to, rProg1st and OtherProg.
Therewere nobaseline characteristics that helped identify these pts upfront;we planmolecular
biological analyses to help identify this unique group earlier. Clinical trial information:
NCT02446405. Research Sponsor: Astellas; Pfizer; Cancer Council Australia; The Australian
and New Zealand Urogenital and Prostate Cancer Trials Group (ANZUP).

ENZAMET rProg1st* cohort (N=114).

Baseline Characteristic
NSAA
n=59

ENZA
n=55

All
n=114

Planned concurrent Docetaxel (%) 26 (44%) 37 (67%) 63 (55%)
Synchronous Disease (%) ** 36 (61%) 36 (65%) 72 (63%)
High volume Disease (%) 32 (54%) 35 (64%) 67 (59%)

* rProg1st = Radiographic progression without prior/concurrent PSA progression. ** M1 at initial
diagnosis.

PROSTATE CANCER - ADVANCED

http://www.clinicaltrials.gov/ct2/show/NCT02446405


152 Poster Session

Enfortumab vedotin (EV) as monotherapy in patients (pts) with metastatic
castration-resistant prostate cancer (mCRPC): Results of stage I of a phase 2 trial.

Umang Swami, Benjamin L. Maughan, Kenneth M. Boucher, Blake Nordblad, Jennifer Lloyd, Julia Batten, Tenzin Kunsang Phunrab, Joshua Quertinmont, Manish Kohli,
Sumati Gupta, Neeraj Agarwal; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT

Background: EV is an antibody-drug conjugate consisting of a fully human antibody directed
against the extracellular domain of Nectin-4, which is conjugated to a microtubule-disrupting
agent, monomethyl auristatin E (MMAE) by a protease-cleavable linker. In animal models of
prostate cancer, metastatic lesions showed high membranous Nectin-4 expression (PMID:
30767361). We aimed to investigate EV in pts with mCRPC. Methods: This IRB-approved,
investigator-initiated, single-arm, single-center, phase 2 study administered EV at 1.25mg/kg
IV on days 1, 8, and 15 of 28 days cycle. Key eligibility criteria: $18 years age, mCRPC with
histologically/cytologically confirmed adenocarcinoma without small cell histology, perfor-
mance status# 1, adequate organ function, prior treatment (Rx)with$3 cycles of docetaxel and
at least one androgen-receptor pathway inhibitor, received/refused all therapies shown to
improve overall survival except cabazitaxel which is exclusionary. Primary objective: To assess
antitumor activity of EV as determined by one of the following: 1) objective response by RECIST
1.1 in those with measurable disease, 2) confirmed conversion of circulating tumor cell count
(CTC) to ,5/7.5 mL blood, 3) PSA decline of $ 50%, and 4) stable disease for $ 6 months per
PCWG3modified RECIST 1.1. Simon’s two-stage designwas used. The null hypothesis (H0) that
true response rate (RR) is 25% is tested against a one-sided alternative. In stage I if #3
responses were observed of 11 pts, the study will be stopped. Otherwise, 23 additional pts will
be accrued (total 34). H0will be rejected if$13 responses are observed in 34 pts (type I error rate
0.046, power 0.854 when true RR is 50%). Results: Herein, we present results of 11 pts treated
on stage I of study. All pts were non-Hispanic white withmedian age of 72 years (range 43-78).
Median number of prior systemic therapies in addition to castration: 5 (range 3-8). Median
follow-up of the cohort was 9months (range 1-13). 4/11 had RECISTmeasurable disease and 7/
11 had CTC$5 at baseline. Overall 7/11 (64%) pts had protocol-defined response (5/11 PSA 50%
responses, 3/4 objective response, 4/7 confirmed CTC response and 2/11$ 6months on Rx). Of
the 9 ptswho discontinued Rx, 8 discontinued due to disease progression (1 withdrew consent).
Median number of completed cycles were 6 (range: 2-12) and median radiographic
progression-free survival was 5.5 months (95% CI 5.3-not reached). Most common grade 3/
4 treatment-related adverse events (TRAEs) were anemia, AST increase, dry skin, fatigue,
hyperglycemia, rash, leucopenia (1 pt each) and nausea and decrease in neutrophil (2 pts each).
8 pts had dose interruptions and dose reductions. No Grade 5 TRAEs. Conclusions: EV showed
promising efficacy and an acceptable safety profile in pts with heavily treated refractory
mCRPC. Further enrollment in stage 2 of the trial is ongoing. Clinical trial information:
NCT04754191. Research Sponsor: Funding and drug support provided by Astellas Pharma
Global Development, Inc./Seagen Inc.
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Outcomes of elderly patients (pts) treated with docetaxel (DOC) for metastatic
castration-sensitive prostate cancer (mCSPC): Results from ECHOS, a multicenter
Italian observational study.

Orazio Caffo, Marco Maruzzo, Federico Pravisano, Consuelo ButtIgliero, Mariella Sorarù, Cristina Masini, Stefania Gori, Roberto Sabbatini, Annalisa Pappalardo,
Carlo Cattrini, Giuseppe Fornarini, Isabella Vittimberga, Alessandro Rametta, Paolo Andrea Zucali, Emanuela Fantinel, Francesco Grillone, Lucia Fratino, Luca Galli,
Monica Giordano, Umberto Basso, on behalf of ECHOS trial group; Medical Oncology Department, APSS Santa Chiara Hospital, Trento, Italy; Oncology Unit 1, Istituto
Oncologico Veneto, IOV-IRCCS, Padua, Italy; Department of Oncology, Santa Maria della Misericordia Academic Hospital, Department of Medicine (DAME), University of
Udine, Udine, Italy; Department of Oncology, University of Turin, San Luigi Gonzaga University Hospital, Orbassano, Turin, Italy; UO Oncologia, Ospedale di Camposampiero
(PD), Camposampiero, Italy; AUSL-IRCCS di Reggio Emilia, Reggio Emilia, Italy; Oncologia Medica - IRCCS Ospedale Sacro Cuore Don Calabria, Negrar Di Valpolicella (VR),
Italy; Medical Oncology Unit, Department of Oncology and Hemathology, University Hospital of Modena, Modena, Italy; Santa Maria delle Grazie Hospital, Pozzuoli, Mexico;
Maggiore della Carità University Hospital, Novara, Italy; Medical Oncology Unit 1, IRCCS Ospedale Policlinico San Martino, Genoa, Italy; Oncologia Medica Ospedale A
Manzoni, Lecco, Italy; Department of Medical Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori, Milano, Italy; Department of Biomedical Sciences, Humanitas
University, Pieve Emanuele; Department of Oncology, IRCCS, Humanitas Clinical and Research Center, Milano, Italy; Oncology Unit, Azienda Ospedaliera Universitaria
Integrata di Verona, Verona, Italy; SOC Oncologia - Azienda Ospedaliera Universitaria Renato Dolbecco, Catanzaro, Italy; Department of Medical Oncology, Centro di
Riferimento Oncologico (CRO)-IRCCS, Aviano, Italy; UO Oncologia Medica 2 Universitaria Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy; S. Anna Hospital, Como,
Italy; Medical Oncology 1 Unit, Department of Oncology, Istituto Oncologico Veneto IOV IRCCS, Padua, Italy

Background: ECHOS trial is a large real-world studywhich is collecting data onmCSPC patients
treated in the daily clinical practice in Italy from 2015. To date,. 1500 pts were included in the
study,most of them treatedwith DOC, according to the availability of the active agents over the
time in Italy. In the present analysis, we assessed the outcomes of pts$75 yrs old who received
DOC for mCSPC. Methods: We retrospectively and prospectively reviewed the clinical records
of a consecutive series of mCSPC pts treated with DOC in the daily clinical practice in 69 Italian
Hospitals. The treatment mostly consisted of DOC at the standard dose of 75 mg/sqm every 3
wks for six courses. For each pt we recorded the pre and post-DOC clinical history, the baseline
characteristics of the pts, the treatment details and clinical outcomes. For the purpose of the
present study, we considered only pts who ended chemotherapy by September 2022. Results:
Among 920 mCSPC pts treated with DOC, 132 (14.4%) were $ 75 yrs old. Most of them (76%)
presented de novo disease with high-volume features. Their baseline characteristics were
similar to those of younger pts excepting for baseline hemoglobin levels which were signif-
icantly lower in older pts (median 12.6 vs 13.5; p=0.001). Older pts received either a reduceddose
(16.7%) or amodified schedule (8.4%)more frequently than younger one (p, 0.0001). Thirty-
six pts experienced a grade 3-4 toxicity, which was mainly hematological (75% of the cases).
The median progression-free survival (PFS) was 12.6 mos in older pts compared to 14.9 mos
observed in younger ones (p 0.2). The median number of life prolonging agents administered
after DOC progression was 1 in pts$75 yrs as well as in pts, 75 yrs. Themedian overall survival
(OS) was 27.9 mos and 42.4 mos in older and younger pts, respectively (p , 0.0001).
Conclusions: Our data suggest that DOC was efficacious and well-tolerated in mCSPC
pts $75 yrs although the treatment was administered with either dose or schedule modifica-
tions in about 25% of the cases. No differences were observed in terms of PFS between pts$75
andones, 75 yrs. Nevertheless, themedianOSof older ptswas significantlyworse compared to
that of younger ones. Research Sponsor: None.
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Anti-tumor activity of RP12146, a PARP1/2 inhibitor, in patients with metastatic
castration-resistant prostate cancer.

Piotr Jan Wysocki, Maciej Tadeusz Lubaś, Mateusz Łobacz,, Ewa Kalinka, Piotr Tomczak, Michal Kwiatek, Iwona A. Lugowska, Dominik Chraniuk, Prajak J. Barde,
Swaroop V.S. Vakkalanka, Martin Smakal; Jagiellonian University-Medical College, Krakow, Poland; Kraków University Hospital, Krakow, Poland; Polish Mother’s Memorial
Hospital - Research Institute, Lodz, Poland; Clinical Hospital No. 1 of the Poznan University of Medical Sciences, Poznań, Poland; Pratia Poznań Medical Center, Poznan,
Poland; Maria Sklodowska-Curie National Research Institute and Oncology Centre (MSCI), Warsaw, Poland; Clinical Trials Site Nasz Lekarz, Toruń, Poland; Rhizen
Pharmaceuticals AG, Basel, Switzerland; Rhizen Pharmaceuticals, La Chaux De Fonds, Switzerland; Multiscan s.r.o, Prague, Poland

Background: RP12146 is an orally bioavailable, potent small-molecule inhibitor of poly (ADP-
ribose) polymerase (PARP) 1 and PARP 2. RP1246 demonstrated anti-proliferative activity in
both BRCA and non-BRCA mutant cancer cell lines of different tumor types as well as in
xenograft models. In combination with abiraterone, RP12146 synergistically inhibited cell
growth in both androgen-dependent (VCAP, LNCaP) and androgen-independent (C4-2) met-
astatic prostate cancer cell lines, signifying the role of RP12146 in this indication.Methods:The
phase I/Ib study was designed as a two-part study in patients with advanced/metastatic solid
tumors who received at least one prior therapy in a metastatic setting. Phase I was a 3+3, dose
escalation for the determination of MTD and enrolled pts with tumors harboring DNA repair
mechanism impairments. Phase Ib was amultiple tumor type expansion phase to delineate the
anti-tumor activity of RP12146 at the MTD/optimal dose. Twelve patients with metastatic
castration-resistant prostate cancer (mCRPC) having deleterious HRR mutation were enrolled
in one of the expansion cohorts. RP12146 was given orally in a 28-day cycle until disease
progression.Results:A total of 14mCRPCpts [(2 ptswithoutHRRmutation in dose escalation at
200mg BID and 400 mg BID) and 12 pts with deleterious HRR mutation in dose expansion at
400mg BID] were enrolled in the study. In pts with HRRmutation, 5 pts had CHEK2mutations,
3 pts each had ATMand BRCA2mutations and 1 pt had a CDK12mutation. As of 13 Sept 2023, the
median duration of treatmentwas 3.8+months. RP12146waswell toleratedwith themajority of
the reported TEAEs being mild to moderate in severity. There was no DLT reported. Related
Grade 3 AE was limited to a single event of anemia which was resolved. There were no dose
reductions due to TEAEs related to RP12146. None of the pts developed related SAEs or
discontinued due to an AE. Out of 14 enrolled mCRPC patients, 5 pts with HRR mutation had
at least one measurable lesion at baseline. Out of these 5 pts, one pt (gBRCA2/CHEK2) showed
complete response and 2 pts (gCHEK2) showed stable disease with an ORR (overall response
rate) of 20%. One patient (gBRCA2) with elevated PSA (no measurable lesion) at baseline
showed a PSA response (.50% PSA reduction). Three patients with BRCA2 mutations showed
good disease control and continue to be on therapy. Themedian duration of treatment in these
BRCA2 mutated patients was 8.6 (8.36-9.53+) months. Conclusions: RP12146 has shown a
differentiated safety profile so far in patientswithmCRPC,with limitedhematological toxicities
as compared to the first-generation PARP inhibitors. Encouraging activity was seen in mCRPC
patients with BRCA2 mutation. Updated safety and efficacy data will be provided at the time of
presentation. Clinical trial information: NCT05002868. Research Sponsor: Rhizen Pharma-
ceuticals AG, Switzerland.
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Effect of camelid B7-H3 tri-specific killer engagers on natural killer cells in patients
with prostate cancer.

Nicholas Zorko, Madison Shackelford, Asha Bozicevich, Joshua Walker, Peter Hinderlie, Gwen Phung, Melissa Khaw, Jacobi Rugloski, Amanda Russell, Yvette Soignier,
Laura Kotz, Laura Bendzick, Justin Hwang, Emmanuel S. Antonarakis, Martin Felices, Jeffrey S. Miller; University of Minnesota, Minneapolis, MN; University of Minnesota
Masonic Cancer Center, Minneapolis, MN; University of Chicago Graduate Program in Immunology, Chicago, IL

Background: Recombinant human (rh) IL-15, the homeostatic factor for natural killer (NK)
cells, is being clinically developed, but it has little antitumor activity alone. B7H3 (CD276) is an
immune checkpoint inhibitor that is associated with poorer prognosis and is highly-expressed
onprostate cancer. NKcells canbe given as allogeneic products and, unlike T cells, donot induce
cytokine-release syndrome or neurotoxicity. Here we developed a B7H3 targeting Tri-Specific
Killer Engager (TriKE) as a novel dual camelid (cam) TriKE containing WT IL-15 and two cam
engagers targeting CD16 on NK cells and B7H3 on tumor targets, making NK cells antigen
specific. We have previously demonstrated that NK cells infiltrate prostate cancer tumors. As
proof of concept, a clinical trial of a CD33-targeted TriKE for AML (NCT03214666) induced
endogenous NK cell expansion and activation in refractory AML patients. Methods: Prostate
cancer cell lines or patient-derived xenografts (PDX) were incubated with healthy donor or
prostate cancer patient NK cells with or without B7H3 TriKE. PDXwere propagated in NSGmice
and thenhomogenized for in vitro assays. NK cell functionwasmeasured by flow cytometry and
IncuCyte live tumor imaging assays. Castration-sensitive and -resistant prostate cancer (CSPC
and CRPC, respectively) patient or normal donor peripheral blood mononuclear cells (PBMC)
were immunophenotyped using 42-marker NK specific or broad immune cytometry time-of-
flight (CyToF) panels. Results: B7H3 TriKE resulted in a dose-dependent proliferation of NK
cells, but not T cells. This was in marked contrast to rhIL-15, which stimulated both cell types.
camB7H3 was broadly expressed on prostate, head and neck, ovarian and glioblastoma cancers
as well as multiple myeloma. We observed a B7H3 TriKE dose-dependent increase in CD107a
degranulation and inflammatory cytokines to all B7H3 positive targets that was highly specific,
with no response seen with B7H3 negative hematologic targets and CRISPR KO controls.
Compared to rhIL-15, B7H3 TriKE given at molar equivalent dosing induced B7H3+ target
killing in in a dose-dependent manner above that seen with rhIL-15 induced natural cytotox-
icity. Using CSPC and CRPC patient PBMC (n=11-15), we demonstrated that there is no
significant loss in NK cell degranulation/interferon gamma production or target cytotoxicity
compared to healthy age- and sex-matched donors when treated with B7H3 TriKE. CyToF
analysis of CSPC and CRPC patient PBMC is ongoing. In vivo activity in xenogeneic models of
human tumor is underway. Conclusions: B7H3 TriKE delivers an NK cell specific IL-15 signal to
expand NK cells and is highly specific against B7H3+ prostate cancer cell lines and PDX.
Clinical-grade B7H3 TriKE is undergoing validation and a Phase 1/2 clinical trial is planned
to open in the 3rd Quarter of 2024 for CRPC patients progressing on one or more therapies the
CRPC setting. Research Sponsor: Prostate Cancer Foundation; Department of Defense Prostate
Cancer Research Program; W81XWH-22-1-0242; Randy Shaver Community Cancer Fund;
University of Minnesota Center for Urologic Cancers Philanthropy Fund.
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Enzalutamide combination treatment (tx) suspension in men with high-risk bio-
chemically recurrent (BCR) prostate cancer: Outcomes from EMBARK.

Stephen J. Freedland, Paul R. Sieber, Martin Gleave, Ugo De Giorgi, Bryan Allyn Mehlhaff, Daniel Costin Danila, Curtis Dunshee, Costas D. Lallas, Marc Pliskin, Yiyun Tang,
Gabriel P. Haas, Matt Rosales, Jamal Christo Christo Tarazi, Fabian Zohren, David Russell, Neal D. Shore; Division of Urology, Samuel Oschin Comprehensive Cancer
Institute, Cedars-Sinai Medical Center, Los Angeles, CA and Durham VA Medical Center, Durham, NC; Keystone Urology Specialists, Lancaster, PA; The University of British
Columbia, Vancouver, BC, Canada; IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) Dino Amadori, Meldola, Italy; Oregon Urology Institute, Springfield, OR;
Memorial Sloan Kettering Cancer Center, New York, NY; Urological Associates of Southern Arizona, Tucson, AZ; Jefferson Urology Associates, Philadelphia, PA; TriState
Urologic Services PSC Inc., dba The Urology Group, Cincinnati, OH; Pfizer Inc., New York, NY; Global Product Development, Astellas Pharma Inc., Northbrook, IL; Carolina
Urologic Research Center, Myrtle Beach, SC

Background: The 3-arm EMBARK trial found statistically superior and clinically meaningful
improvements in metastasis-free survival (MFS) with enzalutamide + leuprolide acetate (enza
combo) and enza monotherapy vs placebo + leuprolide (alone) in patients (pts) with high-risk
BCRprostate cancer. Txwas suspended atweek 37 in 321 (90.9%) pts in the enza combo armand
240 (67.8%) in the leuprolide-alone arm based on prostate-specific antigen (PSA) response.
Outcomes in the enza combo vs leuprolide-alone arms by tx suspension status are reported.
Methods: The phase 3 EMBARK study enrolled pts with high-risk BCR, defined as PSA doubling
time #9 months, and PSA $2 ng/mL above nadir post-radiotherapy (RT) or $1 ng/mL after
radical prostatectomy (RP) 6 postoperative RT. Pts were randomized 1:1 to enza 160 mg/day +
leuprolide (22.5 mg every 12 weeks) or leuprolide alone. Tx was suspended at week 37 if serum
PSAwas,0.2 ng/mL at week 36 and restarted when PSA reached$2 ng/mL (primary RP) or$5
ng/mL (no primary RP). A secondary endpoint was the proportion of pts with undetectable PSA
2 years after suspension. MFS (per blinded independent central review) was analyzed de-
scriptively between tx arms by suspension status. P-values were nominal. Results: The 3-year
MFS rate (95% CI) in the suspension group was 94.4% (91.2–96.5%) with enza combo and
90.0% (85.3–93.2%) with leuprolide alone; in the no suspension group, 3-yearMFS rates were
76.2% (33.2–93.5%) and 66.9% (55.4–76.1%), respectively. MFS in the suspension group was
improved with enza combo vs leuprolide alone (HR 0.470, 95% CI 0.308–0.717; P=0.0003); no
difference in MFS was observed in the no suspension group (HR 0.719, 95% CI 0.225–2.295;
P=0.5763), although sample size was small for enza combo (n=9). Compared with no
suspension, a higher proportion of pts in the suspension group received prior RP and a lower
proportion received prior RT (Table). Two years after suspension, 16.8% (95% CI, 12.9–21.4%)
of enza combo pts and 9.6% (95%CI, 6.2–14.0%) of leuprolide-alone pts had undetectable PSA
(P=0.0089). Conclusions:MFS was improved with enza combo vs leuprolide alone for pts with
BCRwho suspended tx. No difference inMFSwas observed in the no suspension group, but firm
conclusions were precluded by the limited number of pts who did not suspend tx with enza
combo. Pts who suspended tx had higher rates of prior RP vs those who did not. Pts who had
received enza combo prior to tx suspension were more likely to have undetectable PSA 2 years
thereafter compared with those who received leuprolide alone. Clinical trial information:
NCT02319837. Research Sponsor: The study was sponsored by Pfizer Inc. and Astellas Pharma
Inc., the co-developers of enzalutamide.

Suspension at week 37* No suspension at week 37*

Prior treatment at baseline, %
Enza combo

n=321
Leuprolide alone

n=240
Enza combo

n=9
Leuprolide alone

n=92

Prior hormonal therapy 30.2 27.1 66.7 43.5
Prior RP 76.6 78.3 33.3 52.2
Prior RT 73.8 76.7 100 85.9

*Pts who discontinued tx #week 37 were balanced across tx arms and excluded from the analysis.
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PSA flare in patients with metastatic castration-resistant prostate cancer un-
dergoing 177Lu-PSMA treatment.

Haoran Li, Elizabeth Marie Wulff-Burchfield, Saqib Abbasi, Arshit Narang, Emre Dal, Joseph Donald, Wendell Y Yap, Xinglei Shen, Ronald C. Chen, Rahul Atul Parikh;
University of Kansas Cancer Center, Westwood, KS; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT; KU Health System, Shawnee, KS; University of
Kansas Medical Center, Kansas City, KS

Background: 177Lu-PSMA (Lu-177) is an FDA-approved radiopharmaceutical agent for met-
astatic castration-resistant prostate cancer (mCRPC) progressed on prior chemotherapy and
androgen receptor pathway inhibitor. The chronology, frequency and associationPSA flarewith
Lu-177 on overall treatment outcome is unclear. Our retrospective study evaluates the asso-
ciation of PSA flare with clinical outcomes in mCRPC patients undergoing Lu-177 therapy.
Methods: A retrospective study was conducted from 4/2022-8/2023 for patients treated with
Lu-177 at the University of Kansas Cancer Center. PSA flare was defined as an initial rise in PSA
levels that subsequently declined. A bone flare is defined as increased radiotracer uptake in bone
scans. The primary outcome was progression-free survival (PFS). The secondary outcomes
included overall survival (OS), PSA response, disease control rate (DCR) and safety. Results: A
total of 46 patientswere included in this study. Themedian agewas 73 years (range: 52-100). Of
these, 14 patients (30.4%) had completed 6 cycles of treatment. The median number Lu-177
cycles received was 3 (range: 1-6). PSA flare was observed in 7 patients (15.2%), and all of the
PSA flare occurred in the first cycle. Themedian time from the start of treatment to the onset of
PSA flare was 2 weeks (range: 1-4). The median change in PSA from baseline to flare increased
by 41% (range: 22-1133%). The median time from PSA flare to PSA nadir was 12 weeks (range:
9-30). Themedian change in PSA from flare to nadir decreased by 73% (range: 57-95%). Bone
flare was seen in 4 patients (13.8%) and themedian onset time is 12 weeks (range: 10-17). There
was no significant difference in PFS and OS between patients with or without PSA flare [median
PFS: 7.1 vs. not reached (NR), p=0.11; median OS: NR vs. NR, p=0.27). A total of 22 patients
(56.4%) exhibited a 50% PSA decrease (PSA 50). The proportion of patients with PSA 50
response was similar in both the PSA flare group (57.1%) and the non-PSA flare group (56.3%)
(p=0.97). Among the patients who underwent radiographic assessment (n=29), the DCR was
achieved in 66.7% vs. 60.9% of patients with or without PSA flare (p=0.79). Themost common
side effects in patients with or without flare included fatigue (71.4% vs. 66.7%, p=0.81),
arthralgia (0% vs. 26.7, p=0.31), nausea (14.3% vs. 20%, p=0.73), diarrhea (28.6% vs. 10%,
p=0.20), and anorexia (28.6% vs. 10%, p=0.20). Conclusions: PSA flare in patients treated with
Lu-177 is not uncommon. Our study suggests the clinical response appears consistent regard-
less of the flare. Further studies and additional long-term follow-up are needed to validate our
findings. Research Sponsor: None.
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Characteristics and outcomes of patients (pts) with metastatic castration-sensitive
prostate cancer (mCSPC) showing a primary resistance (PR) to docetaxel (DOC):
Results from a large real-world database.

Orazio Caffo, Consuelo ButtIgliero, Paola Ermacora, Mariella Sorarù, Stefania Di Girolamo, Roberto Sabbatini, Stefania Gori, Gaetano Facchini, Carlo Cattrini,
Andrea Marchetti, Francesca Valcamonico, Francesca Vignani, Vincenza Conteduca, Donata Sartori, Carmen Barile, Emanuele Naglieri, Nicola Calvani, Alessia Cavo,
Claudia Biasini, Davide Bimbatti, on behalf of ECHOS trial group; Medical Oncology Department, APSS Santa Chiara Hospital, Trento, Italy; Department of Oncology,
University of Turin, San Luigi Gonzaga University Hospital, Orbassano, Turin, Italy; Department of Oncology, ASUFC Santa Maria della Misericordia, Udine, Italy; UO
Oncologia, Ospedale di Camposampiero (PD), Camposampiero, Italy; Medical Oncology Unit, AUSL-IRCCS di Reggio Emilia, Reggio Emilia, Italy; Medical Oncology Unit,
Department of Oncology and Hemathology, University Hospital of Modena, Modena, Italy; Oncologia Medica - IRCCS Ospedale Sacro Cuore Don Calabria, Negrar Di
Valpolicella (VR), Italy; Medical Oncology Unit, SM delle Grazie Hospital, Pozzuoli, Italy; Maggiore della Carità University Hospital, Novara, Italy; Oncologia Medica, IRCCS
Azienda Ospedaliero-Universitaria di Bologna., Bologna, Italy; Medical Oncology Department, ASST Spedali Civili, Brescia, Italy; Medical Oncology, Ordine Mauriziano
Hospital, Turin, Italy; Unit of Medical Oncology and Biomolecular Therapy, Department of Medical and Surgical Sciences, University of Foggia, Policlinico Riuniti, Foggia,
Italy; Oncology Unit, Azienda ULSS 3 Serenissima, Mirano, Italy; Oncology Unit, Azienda ULSS 5 Polesana, Rovigo, Italy; Medical Oncology Unit, Istituto Tumori IRCCS
Giovanni Paolo II, Bari, Bari, Italy; Medical Oncology & Breast Unit, A. Perrino Hospital, Brindisi, Italy; Azienda Ospedaliera Villa Scassi Ospedale Civile Sampierdarena,
Genova, Italy; Hospital Piacenza, Oncology and Hematology Department, Piacenza, Italy; Oncology Unit 1, Istituto Oncologico Veneto, IOV-IRCCS, Padua, Italy

Background:ECHOS trial is a large real-world study,which is collecting data onmCSPCpatients
treated in the daily clinical practice in Italy from 2015. To date,. 1500 pts were included in the
study,most of them treatedwith DOC, according to the availability of the active agents over the
time in Italy. In the present analysis, we assessed the characteristics and outcomes of mCSPC
pts progressing within 6 mos from the start of DOC. Methods: We retrospectively and pro-
spectively reviewed the clinical records of a consecutive series ofmCSPC pts treatedwithDOC in
the daily clinical practice in 69 Italian Hospitals. The treatment mostly consisted of DOC at the
standard dose of 75 mg/sqm every 3 wks for six courses. For each pt we recorded the pre and
post-DOC clinical history, the baseline characteristics of the pts, the treatment details and
clinical outcomes. For the purpose of the present study, we considered only pts who ended
chemotherapy by September 2022. PR was defined as the onset of progressive disease within 6
mos from theDOC start.Results:Among 920mCSPC pts treatedwith DOC, 122 (14.3%)were PR.
Most of them (95.6%) presented a de novo (DN) disease, which showed mostly high volume
(HV) features (82.3%). Compared to the pts without PR, those showing PR presented more
frequently a visceral involvement (26.2% vs 18.2%; p = 0.038), had lower baseline levels of
hemoglobin (12.8 g/dl vs 13.4 g/dl; p , 0.0001), and higher baseline levels of lactate de-
hydrogenase (266 U/L vs 220,5 U/L; p, 0.002). No other significant differences were observed
in termsof baseline PSAandalkaline phosphatase levels, symptomsdegree, disease volumeand
timing of mets presentation between PR e no-PR pts. The median number of life prolonging
agents administered after DOC progressionwas 1 in ptswith PR aswell as in ptswithout PR. The
median overall survival was 11.9 mos and 44.9 mos in PR and no-PR pts, respectively (p ,

0.0001). Conclusions: Our data suggest that PR led a significant worsening of prognosis with a
relevant shortening of life expectancy in pts who receive DOC for mCSPC. Research Sponsor:
None.
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MK-5684 (ODM-208), a CYP11A1 inhibitor, in patients with metastatic castration-
resistant prostate cancer (mCRPC) with and without AR-LBD mutations: CYPIDES
phase 2 results.

Karim Fizazi, Guilhem Roubaud, Alice Bernard-Tessier, Gwenaelle Gravis, Aude Flechon, Raffaele Ratta, Philippe Barthelemy, Robert J. Jones, Omi Parikh, Arif Hussain,
Hans van der Voet, Natalie Cook, Niamh Peters, Minna Tanner, Robert Hugh Jones, Chris Garratt, Pasi Pohjanjousi, Tarja Ikonen, Christian Heinrich Poehlein,
Emmanuel S. Antonarakis; Gustave Roussy, University of Paris-Saclay, Villejuif, France; Department of Medical Oncology, Institut Bergonié, Bordeaux, France; Institut
Gustave Roussy, University of Paris-Saclay, Villejuif, France; Institut Paoli-Calmettes, Marseille, France; Centre Léon Bérard, Lyon, France; Hôpital Foch, Suresnes, France;
Medical Oncology, Institut de Cancérologie Strasbourg Europe, Strasbourg, France; School of Cancer Sciences, University of Glasgow, Beatson West of Scotland Cancer
Centre, Glasgow, United Kingdom; Lancashire Teaching Hospitals NHS Trust, Oncology, Preston, United Kingdom; University of Maryland Medical Center, Greenebaum
Comprehensive Cancer Center, Baltimore, MD; The James Cook University Hospital, Middlesbrough, United Kingdom; University of Manchester and The Christie NHS
Foundation Trust, Manchester, United Kingdom; Christie NHS Foundation Trust, Manchester, United Kingdom; Tampere University Hospital, Tampere, Finland; Cardiff
University and Velindre NHS Trust, Cardiff, United Kingdom; Orion Corporation, Nottingham, United Kingdom; Orion Corporation, Kuopio, Finland; Orion Corporation, Espoo,
Finland; Merck & Co., Inc., Rahway, NJ; Department of Medicine, University of Minnesota, Masonic Cancer Center, Minneapolis, MN

Background:MK-5684 (previously ODM-208) is a first-in-class, oral, non-steroidal, selective
inhibitor of CYP11A1, the first and rate-limiting enzyme of steroid biosynthesis. MK-5684
suppresses the production of all steroid hormones and precursors that may activate the
androgen receptor (AR) signaling pathway. Initial phase 1 (ASCO-GU 2022) and phase 2 results
in AR-LBD mutation-positive (ESMO 2022) mCRPC patients were previously presented. Now
we report phase 2 results for both AR-LBDmutation-positive and negative patients.Methods:
MK-5684 5mg BID (with dexamethasone and fludrocortisone) was evaluated in an open-label
expansion cohort in patients with progressing mCRPC who had previously received $1 line of
2nd generation AR pathway inhibitor and $1 line of taxane-based chemotherapy. An initial
expansion cohort enrolled 45 patients with an activating AR-LBD mutation identified in cell-
free DNA (Guardant360 assay, 74-gene panel), a subsequent extension cohort includedmainly
AR-LBD mutation-negative patients to attain comparable groups of about 60 patients each,
with and without AR-LBD mutations. Study objectives were safety and preliminary efficacy
assessed by PSA and RECIST response and standard safety measures. MK-5684 treatment was
continued until subsequent disease progression. The study was conducted at 18 sites in France,
Finland, UKandUSA.Data are basedon a 17 July 2023data cut-off.Results:A total of 66AR-LBD
mutation-positive and 68 AR-LBD mutation-negative patients (median age 68.3 years) were
enrolled and received MK-5684 treatment. 53% and 33.8% of patients had previously received
both abiraterone and enzalutamide, and 63.6% and 55.9% patients had received cabazitaxel in
AR-LBDmutation positive and negative groups respectively. MK-5684 profoundly suppressed
androgen synthesis resulting in PSA50 responses in 55.6% and 16.7% of patients and PSA30

responses in 69.8%and 30.0%of patients,with andwithoutAR-LBDmutations respectively. At
the time of abstract data cut-off, objective responses by RECIST had occurred in 8 patients, all
with AR-LBD mutations (ORR 20.5% for AR-LBD positive). MK-5684 was well-tolerated: the
most common treatment-related adverse events were related to adrenal suppression with the
rate of hospitalization for adrenal insufficiency beingmuch lower than in phase 1when typically
higher MK-5684 doses were administered (3.0% vs. 33% respectively). Data with a minimum
follow up of approximately 4 months after last patient enrolment will be presented.
Conclusions: Administration of MK-5684 to heavily pre-treated mCRPC patients showed
promising antitumor activity. PSA50 responses were most frequent among patients harboring
activating AR-LBD mutations. Clinical trial information: NCT03436485. Research Sponsor:
Orion Corporation and Merck & Co., Inc.
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Mature results of a phase 2 pilot study of radium-223 and radiotherapy in untreated
hormone-näıve men with oligometastatic prostate cancer to bone.

Jonathan David Tward, Skyler B Johnson, Kristine E. Kokeny, Shane Lloyd, Donald Maurice Cannon, Christopher B. Dechet, Brock ONeil, Robert A Stephenson,
Kenneth M. Boucher, Manish Kohli, Sumati Gupta, Umang Swami, Benjamin L. Maughan, Neeraj Agarwal; Huntsman Cancer Institute at the University of Utah, Salt Lake
City, UT; University of Utah, Salt Lake City, UT; Huntsman Cancer Hospital, Salt Lake City, UT

Background:Wehypothesized that treatmentwithRadium-223 (Ra223) and to#5 sites of bony
metastases could safely delay the time to start androgen deprivation therapy (ADT) and
maintain quality of life (QoL). Methods: 20 men previously treated with surgery, radiation,
or both for M0 PCa later developed #5 bone-only mets were eligible for this prospective trial.
Inclusion: testosterone $ 100 ng/dL and mets on conventional bone scan, validated by a CT,
MRI, or PET/CT. Exclusion: LHRH therapies after initial treatment or N1 disease at diagnosis of
bone mets. Therapy was 6 cycles of Ra223 and SBRT (30 Gy in 5 fractions between cycles 1-2).
Bone scan was performed at baseline and q3 months. PSA was evaluated monthly during the
Ra223 course and q3 months after. Therapeutic effectiveness was defined as $20% of patients
meeting the primary endpoint of freedom from ADT (FFAdt) use at 15months. Discontinuation
of study therapy occurred if: PSA rise . 10% if baseline PSA .20ng/ml, PSA.20 if baseline
PSA,20 ng/ml, radiographic progression or a skeletal-related event (SRE). All endpoints were
timed from the Cycle 1 radium date. Patients were followed for 2 years. Clinically significant
changes in patient-reported outcome (PRO)measures were defined as.1/2 standard deviation
from the mean baseline value and were censored after the time of ADT use. Continuous and
categorical covariates were compared using the Wilcoxon rank sum and Pearson’s Chi2 tests
and univariate Cox regression. Statistical significance was considered at P,0.05. Results: The
median number of Ra223 cycles was 6. 6 patients had,6 cycles (range 2-5) due to progression.
FFAdt at 15 and 24 months was 50.0% and 40.0%, respectively (p,0.001). Median time to ADT
was 15 months. 11 (55%) and 5 (25%) patients had a PSA decline exceeding 50% and 90%,
respectively. Two patients had undetectable (PSA,0.01) at 2 years. There were no significant
changes from baseline in any PRO QoL domain (physical functioning, anxiety, depression,
fatigue, satisfactionwith participation in social roles, sleep disturbance, and pain interference).
There were 2 patients with Grade 3 SREs (bone fracture, pain). Grade 2+ events attributed as
possible or likely to Ra-223were seen in 4 patients (bone pain, fatigue, fracture, decreasedWBC
count, and other). Grade 2+ events attributed as possible or likely to EBRT were seen in 2
patients, including fatigue and other pain. No differenceswere noted for age, baseline PSA, days
fromprimary treatment, NCCN risk group, TNMstage, ISUPgrade group, BMI, or # of lesions in
those who met or failed the primary endpoint (all p.0.05). Conclusions: In this prospective
pilot study, the first-line use of Ra223 and SBRT to conventionally imaged oligomets in
hormone-näıve men resulted in a significant delay in ADT use compared to historical control.
The therapy is well tolerated, maintains QoL, and may result in undetectable PSA. Clinical trial
information: NCT03304418. Research Sponsor: Bayer.
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Comparison of adverse event rate of prostate-specific membrane antigen (PSMA)-
targeted radionuclide therapy (TRT) with antibody or small molecule ligand tar-
geting vector.

Samuel Francis Ruder, Michael Philip Sun, Charlene Thomas, Ana M. Molina, Jones T. Nauseef, Joseph Osborne, Cora N. Sternberg, David M. Nanus, Neil Harrison Bander,
Scott T. Tagawa; NewYork-Presbyterian Hospital, Weill Cornell Medical Center, New York, NY; Division of Hematology & Medical Oncology, Weill Cornell Medicine, New
York, NY; Weill Cornell Medicine, New York, NY; NewYork-Presbyterian Hospital, Weill Cornell Medical College, New York, NY; Division of Hematology & Medical Oncology,
Weill Cornell Medicine; Sandra and Edward Meyer Cancer Center, New York, NY; Hematology/Oncology, Weill Cornell Medicine, New York, NY; Weill Cornell Medical Center,
NewYork-Presbyterian Hospital, New York, NY; Division of Hematology & Medical Oncology, Weill Cornell Medicine, NewYork-Presbyterian Hospital, New York, NY

Background: PSMA-targeted radionuclide therapy (PSMA-TRT) has been established with use
of eithermonoclonal antibodies (mAb) or smallmolecule ligands (SML) as the targeting vectors
for delivery of 177Lu to PSMA-expressing prostate cancer. mAb and SML differ in their
molecular weight, pharmacokinetics, and biodistribution which is predicted to result in dif-
ferent adverse effect profiles. Methods: In this study with written informed consent, we
compare the adverse effects from individual patients receiving PSMA-TRT for mCRPC using
mAb (J591) vs SML (PSMA-617 orPSMA I&T) for delivering 177Lu in prospective clinical trials or
registry. All-grade treatment-emergent adverse events (TEAEs) were extracted from trial
databases. Adverse effects were graded 0-5. Pearson’s Chi-squared test was used to assess
TEAEs and association with treatment type. Multivariable logistic regression was used to
compare TEAEs after adjusting for administered radioactivity dose and CALGB (Halabi) prog-
nostic score.Results: 248 patientswithmCRPCwere treated fromMarch 2001 to February 2023.
166 (67.7%) receivedmAb (177Lu-J591), 81 received SML [76 (30.6%) 177Lu-PSMA-617, 5 (2%)
177Lu-PSMA-I&T)]. The median age was 70.9 years (44.5 yrs to 93.8 yrs). At the time of trial
enrollment, 137 (55.2% [68%SML and 49%mAb]) patients had exposure to chemotherapy, 112
(45.1%) had exposure to androgen-receptor pathway therapy, 193 (77.8%) had bone metas-
tases, 120 (48.3%) LN mets, 42 (16.9%) lung mets, and 20 (8.0%) liver mets. 142 (57.2%) had
Halabi score high disease. All-grade hematologic TEAEs were more common with mAb:
neutropenia in 122 (74%) patients vs 16 (20%) (p,0.001), anemia in 122 (73%) vs 26 (33%)
(P,0.001), and thrombocytopenia in 145 (87%) vs 25 (32%) (p,0.001). Gr .3 neutropenia
occurred in 79 (47%) and Gr.3 thrombocytopenia in 98 (59%) receiving mAb. All-grade non-
hematologic TEAEs were generally more common with SML: fatigue in 31 (53%) vs 79 (48%)
(p=0.5), pain in 32 (54%) vs 73 (44%) (p=0.2), nausea in 21 (36%) vs 34 (20%) (p=0.02) and
xerostomia in 36 (61%) vs 1 (0.6%) (p,0.001). After adjusting for administered dose andHalabi
score, treatmentwith 177Lu via SML vectorwas associatedwith less neutropenia (OR 0.04, 95%
CI 0.02-0.09, p,0.001), anemia (OR 0.11, 95% CI 0.06-0.22, p,0.001), and thrombocytopenia
(OR0.04, 95%CI 0.02-0.09, p,0.001) butmore nausea (OR 3.2, 95%CI 1.54-6.72, p=0.002) and
xerostomia (NA due to low event rate inmAb).Conclusions:As predicted, PSMA-TRTwithmAb
vs SML is associated with different toxicity profiles. PSMA-TRT with the mAb 177Lu-J591 is
more commonly associatedwithhematologic toxicities compared to the SML 177Lu-PSMA-617
and 177Lu-PSMA-I&T, which aremore commonly associated with non-hematologic toxicities.
Research Sponsor: Department of Defense; Weill Cornell Medical College; Prostate Cancer
Foundation.
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Systemic and tumor-directed therapy for oligometastatic prostate cancer (SOLAR):
A phase II trial for veterans with de novo oligometastatic prostate cancer.

Nicholas George Nickols, Sonny Tsai, Nathanael Kane, Silvia Diaz-Perez, Leila Ghayouri, Samantha Tran, Sai Duriseti, Luca Valle, Steve Pai-hsun Lee, Robert Kwon,
Greg E Gin, Michael George Chang, Hann-Hsiang Chao, Michael L. Steinberg, Robert Evan Reiter, Amar Upadhyaya Kishan, Gholam Reza Berenji, William Aronson,
Isla Garraway, Matthew Rettig; VA Greater Los Angeles Healthcare System, Los Angeles, CA; VA Long Beach Healthcare System, Long Beach, CA; VA Richmond Healthcare
System, Richmond, VA; Department of Radiation Oncology, University of California, Los Angeles, Los Angeles, CA; Department of Urology, University of California, Los
Angeles, Los Angeles, CA

Background: Treatment paradigms for oligometastatic castration-sensitive prostate cancer
patients are evolving. Molecular imaging improves staging, intensified systemic and primary
tumor directed therapy improves survival, metastasis-directed therapy improves local control.
The impact of combining these imaging and therapeutic approaches into a plannedmultimodal
treatment strategy is unknown. Here we report a prospective phase II single-arm trial com-
bining local, metastasis-directed, and intensified systemic therapies of limited duration with
the objective to durably render Veterans free of progression off therapy. Methods: Veterans
with de novo M1a/b prostate cancer and 1-5 radiographically visible M1 lesions underwent
radical local treatment, intensified systemic therapy for six months (leuprolide, abiraterone
acetate with prednisone, apalutamide), and metastasis-directed stereotactic ablative radio-
therapy (SBRT). Radical local therapy was either radical prostatectomy (n=12) with lymph node
dissection and post-operative radiotherapy (pT$3a, N1, or positive margins) or radical radio-
therapy (n=12) directed to the prostate, SVs, and pelvic LNs. The primary endpoint was the
percentage of patients achieving an undetectable serum PSA (for radical prostatectomy) or ,2
ng/mL (for radical radiotherapy) six months after recovery of testosterone to $150 ng/dL.
Secondary endpoints included time to biochemical progression, time to radiographic progres-
sion, time to initiation of alternative antineoplastic therapy, prostate cancer specific survival,
health related quality-of-life, safety and tolerability. Results: Twenty-eight patients enrolled
and 4 dropped out (3 prior to start of treatment). All were staged by PSMA PET/CT except two
(oneby Fluciclovine PET/CT, andonebyNaFPET/CT, CT,MRI). Twenty-nine percentwereM1a,
seventy-onepercentwereM1b.Median follow-upwas 30months (range 20-61months).Mean
andmedian number of M1metastases were both two. Sixty-two percent completed all planned
systemic therapy without dosemodification. One did not recover testosterone after 29months.
Twenty-two had.6months follow-up after testosterone recovery, 19 of 22 (86%) remain free
of any progression (primary endpoint). Three had metastatic progression, one poly nodal M1a
progression, one multiple bone metastases, one multiple bone and nodal metastases. Grade 2
and 3 toxicities for primary tumor therapy were 46% and 4%; SBRT 0% and 0%; systemic
therapy 42% and 4%. There was one Grade 4 toxicity. Conclusions: Although a small trial, a
majority of patients with molecular imaging defined de novo oligometastatic prostate cancer
treated with primary and metastasis-directed therapy with intensified systemic therapy of
limited duration remained free of progression with a recovered testosterone off all active
therapy. Clinical trial information: NCT03298087. Research Sponsor: VA ORD CSR&D.
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Lurbinectedin in prostatic small cell and neuroendocrine carcinoma.

Haley MMeyer, Rajitha Sunkara, Himisha Beltran, Emily Rothmann, Kevin Dale Courtney, Andrew J. Armstrong, Andrea Lipucci, Melissa L. Stanton, Alan Haruo Bryce; Mayo
Clinic Arizona, Phoenix, AZ; Dana-Farber Cancer Institute, Boston, MA; University of Texas Southwestern Medical Center, Dallas, TX; Division of Medical Oncology, Duke
University Medical Center, Duke Cancer Institute, Duke University, Durham, NC; Duke University Medical Center, Durham, NC; Mayo Clinic Arizona, Scottsdale, AZ

Background: Lurbinectedin (L) is a novel inhibitor of oncogenic transcription that was granted
accelerated approval by the Food and Drug Administration in June 2020 for the treatment of
metastatic small cell lung cancer (SCLC) following disease progression on or after platinum-
based chemotherapy (PBC). Prostatic small cell or neuroendocrine carcinoma (SC/NEPC) is a
high-grade, invasive malignancy that accounts for , 1% of all prostate cancers. SC/NEPC is
distinct from prostatic adenocarcinoma and behaves similar to SCLC. NCCN guidelines for SC/
NEPC recommend following the SCLC treatment guidelines. Using these guidelines, L may be
used as a second-line treatment in patients (pts) with SC/NEPC who progress on or after PBC.
We aimed to characterize the baseline characteristics, clinical course and therapeutic outcomes
of pts treated with L for SC/NEPC. Methods: After IRB approval, 18 cases were gathered from 4
academic oncology centers. Baseline patient data, prior treatments and L treatment outcomes,
including best radiographic and serologic responses, overall survival (OS), progression-free
survival (PFS) and treatment toxicity were assessed. The Kaplan-Meier method was used to
calculate OS andPFS from theL start date. Clinical benefit rate (CBR) includedptswith complete
response (CR), partial response (PR) and stable disease (SD) on imaging. Results: At the time of
first L dose, all had metastatic disease with 2-6 distinct sites of metastases, most commonly
bone (14/18, 77.8%), lymph nodes (14/18, 77.8%) and liver (13/18, 72.2%); median age was 63.5
(Range: 53-84); 11 pts (61.1%) had an ECOG 0-1; 4 pts (22.2%) had an ECOG of 2-3. Themedian
total number of systemic therapies administered prior to L was 4 (Range: 2-7). All pts received
PBC prior to L. The most common dose of L prescribed was 3.2 mg/m2 every 21 days (15/18,
83.3%). Androgen deprivation therapy was administered in conjunction with L in 9 pts (50%).
The median number of cycles of L was 5 (Range: 1-10). L was discontinued due to toxicity in 1
patient (5.6%), disease progression in 10pts (55.6%), transition tohospice in 2pts (11.1%), 3 pts
(16.7%) diedwhile receiving treatment (not due toL toxicity), and2 pts (11.1%) remained onL at
the time of data reporting. The median OS and PFS from date of first L dose was 6.01 months
(0.23 – 16.69) and 3.35 months (0.16 – 7.79), respectively. CBR was 9/16 (56.3%) with partial
response in 5pts (31.3%), stable disease in 4pts (25%), andprogressive disease in 7 pts (43.8%).
Two pts did not have post-treatment imaging available to assess response. There were no
hospitalizations for L treatment related adverse events (tRAE). The most common tRAE were
grade I and II fatigue and anemia; 9 pts (50%) experienced no tRAE. The only grade IV toxicity
was neutropenia in 3 pts (16.7%).Conclusions: L is awell-tolerated and active treatment option
for patients with SC/NEPC. Prospective studies are needed to determine the role of L in the
treatment of SC/NEPC. Research Sponsor: None.
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Efficacy of olaparib (O) plus abiraterone (A) versus placebo (P) plus A in patients
(pts) with metastatic castration-resistant prostate cancer (mCRPC) with single
homologous recombination repair gene mutations (HRRm) in the PROpel trial.

Neal D. Shore, Noel Clarke, Andrew J. Armstrong, Mototsugu Oya, Giuseppe Procopio, Jo~ao Daniel Cardoso Guedes, Cagatay Arslan, Niven Mehra, Emma Brown,
Friederike Schlürmann, Jae Young Joung, Mikio Sugimoto, Karina Vianna, Christian Hosius, Alan Barnicle, Yu-Zhen Liu, Elizabeth Harrington, David McGuinness,
Paula Michelle del Rosario, Fred Saad; Carolina Urologic Research Center, Myrtle Beach, SC; The Christie and Salford Royal Hospital NHS Foundation Trusts and University
of Manchester, Manchester, United Kingdom; Duke Cancer Institute Center for Prostate and Urologic Cancers, Durham, NC; Keio University School of Medicine, Tokyo,
Japan; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Hospital de Base de S~ao José do Rio Preto, S~ao José Do Rio Preto, Brazil; Izmir Economy University
Medical Park Hospital, Karsiyaka, Turkey; Radboud Universitair Medisch Centrum, Nijmegen, Netherlands; University Hospital Southampton, Southampton, United
Kingdom; Centre Hospitalier de Cornouaille, Quimper, France; National Cancer Center, Goyang, South Korea; Kagawa University, Kagawa, Japan; Centro Integrado de
Oncologia de Curitiba, Curitiba, Brazil; MSD Sharp & Dohme GmbH, Munich, Germany; AstraZeneca, Translational Medicine, Oncology R&D, Cambridge, United Kingdom;
AstraZeneca Precision Medicine, Oncology R&D, Cambridge, United Kingdom; AstraZeneca Global Medicines Development, Oncology R&D, Cambridge, United Kingdom;
Centre Hospitalier de l’Université de Montréal, Montreal, QC, Canada

Background: PROpel (NCT03732820) met its primary endpoint and showed a significant
investigator-assessed radiographic progression-free survival (rPFS) benefit with O + A vs P
+ A in first-line mCRPC (hazard ratio [HR] 0.66, 95% confidence interval [CI] 0.54–0.81;
P,0.001). At final prespecified analysis,median overall survival (OS)withO+A vs P+Awas 42.1
vs 34.7months (HR 0.81, 95%CI 0.67–1.00; P=0.0544). We report gene-by-gene efficacy of O +
A vs P + A for pts from PROpel with a HRRm.Methods: PROpel was a Phase 3 randomized (1:1),
double-blind trial. Pts were enrolled irrespective of biomarker status and received O (300 mg
twice daily [bid]) or P, plus A (1000 mg once daily) and prednisone/prednisolone (5 mg bid).
rPFS by investigator assessment was the primary endpoint (data cutoff [DCO]: 7/30/2021). OS
was a key secondary endpoint (DCO: 10/12/2022). Following randomization and before primary
analysis, HRRm status was assessed by tumor tissue (FoundationOne CDx) and ctDNA (Foun-
dationOne Liquid CDx) tests and is reported using aggregated results from both tests. Genes
assessedwereATM,BRCA1,BRCA2,BARD1,BRIP1, CDK12, CHEK1, CHEK2, FANCL,PALB2,RAD51B,
RAD51C,RAD51D, andRAD54L. HR andCIs are not reported in subgroupswith,5 events in either
arm for both rPFS and OS. Results: 28.4% pts had an HRRm.For most pts with a single gene
HRRm, there was a lower proportion of rPFS events and deaths in the O + A arm relative to the P
+ A arm (Table). Themost prevalent genemutations were BRCA2, ATM and CDK12; HRs for rPFS
andOSnumerically favoredO+A (rPFS:BRCA2, HR0.20, 95%CI 0.08–0.44;ATM, HR0.55, 95%
CI 0.20–1.38; CDK12, HR 0.51, 95% CI 0.20–1.18. OS: BRCA2, HR 0.20, 95% CI 0.07–0.48; ATM,
HR 0.79, 95% CI 0.33–1.77; CDK12, HR 0.57, 95% CI 0.24–1.27). Conclusions: BRCA2, ATM and
CDK12were themost prevalent single genemutations and clinical benefit was observedwithO+
A. Other single gene mutations were rare, limiting interpretation. The greatest treatment
benefit was observed in pts with BRCA mutations. Clinical trial information: NCT03732820.
Research Sponsor: AstraZeneca; Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc.,
Rahway, NJ, USA.

O + A rPFS
events/
pts (%)

O + A rPFS
median,
mths

P + A rPFS
events/
pts (%)

P + A rPFS
median,
mths

O + A OS
events/
pts (%)

O + A OS
median,
mths

P + A OS
events/
pts (%)

P + A OS
median,
mths

BRCA2 8/30 (26.7) NR 20/28 (71.4) 8.4 6/30 (20.0) NR 18/28 (64.3) 23.6
ATM 6/21 (28.6) NR 14/28 (50.0) 19.9 9/21 (42.9) NR 15/28 (53.6) 31.9
CDK12 8/19 (42.1) NR 14/21 (66.7) 16.6 9/19 (47.4) NR 15/21 (71.4) 33.7
CHEK2 5/7 (71.4) 5.7 8/12 (66.7) 13.8 4/7 (57.1) 25.8 6/12 (50.0) 33.7
BRCA1 0/6 (0) NR 3/3 (100) 5.5 1/6 (16.7) NR 3/3 (100) 25.7
PALB2 1/3 (33.3) NR 3/4 (75.0) 7.3 2/3 (66.7) 39.1 3/4 (75.0) 17.6
RAD54L 2/3 (66.7) 15.1 1/2 (50.0) NR 2/3 (66.7) 31.9 0/2 (0) NR
FANCL 3/3 (100) 2.9 0/0 (0) NR 2/3 (66.7) 30.8 0/0 (0) NR
BARD1 0/0 (0) NR 1/2 (50.0) NR 0/0 (0) NR 1/2 (50.0) NR

NR, not reached; BRIP1, RAD51B, RAD51D n=1; CHEK1, RAD51C n=0.
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Overall survival with darolutamide vs placebo in combination with androgen-
deprivation therapy (ADT) and docetaxel: A sensitivity analysis from ARASENS
accounting for subsequent therapy.

Neal D. Shore, Bertrand F. Tombal, Maha H. A. Hussain, Fred Saad, Karim Fizazi, Cora N. Sternberg, E. David Crawford, Todd Fralich, Rui Li, Matthew Raymond Smith;
Carolina Urologic Research Center, Genesis Care Clinics, Myrtle Beach, SC; Division of Urology, IREC, Cliniques Universitaires Saint Luc, UCLouvain, Brussels, Belgium;
Northwestern University, Feinberg School of Medicine, Chicago, IL; University of Montreal Hospital Center, Montreal, QC, Canada; Gustave Roussy, University of Paris-
Saclay, Villejuif, France; Englander Institute for Precision Medicine, Weill Cornell Department of Medicine, Meyer Cancer Center, NewYork-Presbyterian Hospital, New York,
NY; University of California, San Diego School of Medicine, La Jolla, CA; Bayer HealthCare Pharmaceuticals Inc., Whippany, NJ; Massachusetts General Hospital Cancer
Center, Boston, MA

Background: Darolutamide (DARO) + ADT + docetaxel (DOC) is approved for metastatic
hormone-sensitive prostate cancer (mHSPC) based on the phase 3 ARASENS study
(NCT02799602). To address the impact of informative intercurrent events (eg, use of sub-
sequent therapy) in censored patients (pts), as defined by the European Medicines Agency, we
performed a post hoc sensitivity analysis of OS.Methods: Pts with mHSPC were randomized 1:1
to oral DARO 600 mg twice daily or placebo (PBO) + ADT + DOC. The primary endpoint was OS
using a log-rank test, with HR (95%CI) calculated by Coxmodel, stratified by extent of disease
(EoD; nonregional lymph node vs bone 6 lymph node vs visceral 6 lymph node/bone metas-
tases) and alkaline phosphatase (, vs$ upper limit of normal). Pts with no documented death
were censored at last known alive or data cut-off date, whichever was earlier. The post hoc
sensitivity analysis counted initiation of subsequent systemic antineoplastic therapy as an
event in censored pts still alive at end of follow-up. In addition planned sensitivity analyses
used an unstratified log-rank test/Cox model, a log-rank test/Cox model with stratification
factors fromelectronic case report forms, anda log-rank test/CoxmodelwithEoDstratification
factors from central imaging review. Results: In the primary analysis DARO + ADT + DOC
significantly improved OS (P,0.0001; Table), despite a high percentage of pts who entered
follow-up in the PBO group receiving subsequent life-prolonging systemic therapies (374/495,
76%). Time to first subsequent systemic antineoplastic therapy (a key secondary endpoint)was
significantly longer with DARO + ADT + DOC vs PBO + ADT + DOC (HR 0.39, 95% CI 0.33–0.46,
P,0.001). Findings from the post hoc sensitivity analysis counting initiation of subsequent
systemic antineoplastic therapy as an event in censored pts (pts with events: DARO 300/651,
46.1%; PBO 476/654, 72.8%) and the planned sensitivity analyses were consistent and sup-
ported the primary OS analysis (Table). Treatment-emergent adverse events (TEAEs) were
similar between groups. TEAEs led to DARO/PBO discontinuation in 13.5%/10.6% of pts.
Conclusions: The results of the post hoc and planned sensitivity analyses were consistent with
and supportive of the ARASENS primary OS analysis. These data reinforce DARO+ADT+DOC as
an effective and well tolerated new standard of care for early treatment intensification in pts
with mHSPC. Clinical trial information: NCT02799602. Research Sponsor: Bayer and Orion
Pharma.

ARASENS OS sensitivity analyses.

Analysis HR (95% CI) DARO vs PBO

Primary OS analysis 0.68 (0.57–0.80)
Sensitivity analyses
Counting initiation of subsequent systemic antineoplastic
therapy as an event in censored pts

0.47 (0.40–0.54)

Unstratified 0.69 (0.58–0.82)
Using stratification factors based on eCRF 0.68 (0.57–0.81)
Using EoD stratification factors from central imaging review 0.68 (0.57–0.81)

PROSTATE CANCER - ADVANCED

http://www.clinicaltrials.gov/ct2/show/NCT02799602


167 Poster Session

The prognostic value of ductal adenocarcinoma of the prostate in patients with
advanced prostate cancer treated with abiraterone acetate.

Yifu Shi, Xinyuan Wei, Fengnian Zhao, Jinge Zhao, Pengfei Shen, Ni Chen, Hao Zeng; Department of Urology, Institute of Urology, West China Hospital, Sichuan University,
Chengdu, China; Department of Pathology, West China Hospital, Sichuan University, Chengdu, China

Background: Previous studies have indicated that ductal adenocarcinoma of the prostate (DA)
is associated with adverse prognosis in patients with localized prostate cancer (PCa). However,
the clinical significance of DA in advanced PCa remains largely ambiguous. This study en-
deavors to investigate the relationship between the existence of DA in prostate biopsy spec-
imens and treatment outcomes among patients with advanced PCa receiving abiraterone
acetate (AA) therapy. Methods: We retrospectively analyzed data from 440 patients with
advanced PCa who received AA at either the metastatic hormone-sensitive (mHSPC, N=123)
or castration-resistant PCa (mCRPC, N=317) stage. The presence of DA and its proportion was
evaluated based on prostate biopsy specimens. Kaplan-Meier curves and COX regression were
used to evaluate the predictive significance of DA on AA efficacy, including PSA response, PSA
progression-free survival (PSA-PFS), and radiographic progression-free survival (rPFS).
Results: In aggregate, DA was detected in 35/440 (8.0%) patients, with 13/440 (3.0%) and
22/440 (5.0%) men harboring DA,5% and $5%, respectively, in the total tumors. The overall
PSA response rate in the entire cohort was 302/440 (68.6%), and it was comparable for people
with andwithoutDA,with both groups having a response rate of 68.6%. Of note, comparedwith
patientswithout DA,menwithDAhave significantly longermedian PSA-PFS (mPSA-PFS, 12.1-
vs. 25.0-Mo, P=0.005) andmedian rPFS (mrPFS, 19.8 vs. 38.2-Mo, P=0.034). Subgroup analysis
based on DA proportion further revealed that in comparison with PCa without DA, DA$5%was
an indicator of favorable PSA-PFS (HR, 95%CI: 0.28, 0.14-0.56, p,0.001) and rPFS (HR, 95%CI:
0.35, 0.18-0.72, p=0.004), while DA,5%was not. Inmultivariate COX regression analysis, after
adjusting by clinicopathological factors, including mCRPC/mHSPC stage, ISUP grading, met-
astatic burden, pain score and pretreatment hemoglobin, alkaline phosphatase, and lactate
dehydrogenase, DA$5% was still independently associated with better therapeutic efficacy of
AA treatment (PSA-PFS: HR, 95%CI: 0.36, 0.17-0.74, p,0.001; rPFS: HR, 95%CI: 0.47, 0.23-
0.96, p=0.040). Conclusions: A DA proportion $5% in the tumor is related to improved
treatment efficacy for individuals with advanced PCa receiving AA. Thus, in the pathological
diagnosis of PCa, it is necessary to routinely report the presence andproportion ofDA inorder to
aid with treatment decision-making. Research Sponsor: the National Natural Science Foun-
dation of China; NSFC 82203110, 82172785, and 81974398; 1.3.5 project for disciplines of
excellence, West China Hospital, Sichuan University; ZYJC21020; Science and Technology
Support Program of Sichuan Province; 2021YFS0119; Clinical and Translational Medicine Re-
search Project, Chinese Academy ofMedical Sciences; 2022-12M-C&T-B-098; Beijing Bethune
Charitable Foundation; mnzl202002, mnzl202007; Postdoctoral Research and Development
Fund of West China Hospital of Sichuan University; 2023HXBH024.
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Optimal sequential therapy formetastatic castration-resistant prostate cancer after
androgen receptor pathway inhibitors in the up-front era.

Yushi Naito, Jun Nagayama, Yuta Sano, Satoshi Inoue, Kazuna Matsuo, Tomoyasu Sano, Shohei Ishida, Yoshihisa Matsukawa, Masashi Kato, Shusuke Akamatsu;
Department of Urology, Nagoya University Hospital, Nagoya, Japan; Nagoya University Graduate School of Medicine, Nagoya, Japan; Nagoya University Hospital, Nagoya,
Japan; Department of Urology, Nagoya University Graduate School of Medicine, Nagoya, Japan

Background: The optimal sequential therapy for metastatic castration-resistant prostate
cancer (mCRPC) following the use of up-front androgen receptor pathway inhibitors (ARPIs)
for metastatic hormone-sensitive prostate cancer (mHSPC) is still unclear.Methods: A total of
220 patients who received systemic therapy for de novo mHSPC at Nagoya University Hospital
and its affiliated institutions between 2014 and 2022 were included in the study. Patients who
received up-front therapy with ARPI as first-line therapy for mHSPC, followed by ARPI as
primary therapy for mCRPC were defined as the AA group, followed by docetaxel (DOC) as
primary therapy formCRPCwere defined as theADgroup. On the other hand, the vAAgroupwas
defined as patients who received androgen deprivation therapy alone or combined androgen
blockade as “vintage” first-line therapy for mHSPC, followed by two consecutive ARPIs as
sequential therapy for mCRPC, and the vAD group was defined as patients who received ARPI
followed by DOC as sequential therapy formCRPC. Patient characteristics and progression-free
survival (PFS) of the second agent after the first ARPIwere compared in each group.Results:We
identified 14 patients in the AAgroup, 16 in theADgroup, 84 in the vAAgroup, and 59 in the vAD
group. There were no differences in patient background such as initial PSA, Gleason score, and
metastatic burden between the groups, while patient age was lower in the AD and vAD groups
compared to the AA and vAA groups. The PFS of the second agent in the AA group was
significantly shorter than that in the vAA group (median, 6.8 vs. 1.9 months; hazard ratio
[HR], 0.25; 95% confidence interval [CI], 0.25-0.87; p=0.017). In contrast, there was no
significant difference in PFS of the second agent in the vAD and AD groups (median, 7.0 vs.
4.0 months; HR, 0.63; 95%CI, 0.29-1.34; p=0.235). Conclusions: The effect of each agent after
ARPI therapy in the UP-FRONT era may be poorer than that in the VINTAGE era. In the setting
after up-front ARPI, sequential therapy with DOC may be more appropriate than sequential
therapy with ARPI. Research Sponsor: None.
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Novel dual inhibitors of AR/AR variants and AKR1C3: Preclinical activities for
advanced prostate cancer therapy.

Allen Gao, Shu Ning, Cameron Armstrong, Enming Xing, Wei Lou, Pui-Kai Li, Christopher P. Evans; University of California, Davis Comprehensive Cancer Center, Sacramento,
CA; University of California, Davis, Davis, CA; The Ohio State University, Columbus, OH; University of California, Davis, Sacramento, CA

Background: AR/AR-variants and AKR1C3 play critical roles in prostate cancer progression and
driving resistance to antiandrogens, and are attractive targets for therapeutic intervention for
advanced prostate cancer. However, there are currently no clinically available therapies that
simultaneously target both AR/AR variants and AKR1C3. We have developed the novel small
molecule inhibitors, LX-1 and its analog LX-1S, which target both the AR-V7 splice variant and
the enzyme AKR1C3. Methods: A library of the LX compounds was designed and synthesized
according to structure based computer modeling. The effects of the lead LXs on the expression
and activity of AR/AR-variants andAKR1C3were evaluated. RNA-seqwas performed on the lead
LXs. Resistant cell sublines generated from C4-2B cells resistant to enzalutamide (MDVR),
apalutamide (ApalR), darolutamide (DaroR), or abiraterone (AbiR) were treated with LX-1 or
their respective antiandrogen. Mice bearing VCaP xenograft tumors and LuCaP35CR PDX
tumors were treated with LX-1/LX-1s and effects on tumor growth were assessed. Results:
Molecular docking studies and in vitro experiments demonstrated that LX compounds effec-
tively bind to the AKR1C3 active site and inhibit AKR1C3 enzymatic activity. LX compoundswere
also shown to reduce AR/AR-V7 expression and inhibit their target gene signaling, induce G0/
G1 arrest in anti-androgen resistant cell lines. LX-1/LX-1S treatment resulted in reduced tumor
volumes and decreased intratumoral testosterone in both xenograft tumor and PDX models.
LX-1 effectively inhibited the conversion of androstenedione into testosterone in tumor-based
ex vivo enzyme assays.Moreover, LX-1 synergizedwith enzalutamide and abiraterone aswell as
docetaxel, suggesting its potential to enhance the anti-tumor activity of these standard
therapies in resistant prostate cancer. Furthermore, LX-1/LX-1S improved enzalutamide
treatment in resistant prostate cancer tumor models. Notably, LX-1S demonstrates signifi-
cantly better bioavailability and efficacy than LX-1 in reducing resistant cell growth in both in
vitro and in vivo animalmodels. Conclusions: Our study unveils the potential of LX compounds,
especially LX-1 and its analog LX-1S, as promising therapeutic agents for advanced prostate
cancer. These compounds not only inhibit AR and AKR1C3 signaling but also suppress resistant
tumor growth and synergize with antiandrogens to enhance their therapeutic efficacy. Re-
search Sponsor: NCI; CA271327, CA253605, CA250082, CA225836.
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A double-blinded, placebo-controlled, cross-over pilot trial in healthy men to study
the effects of Angelica gigas herbal supplement on prostate cancer–relevant in-
flammatory cytokines.

Anne-Laure Strong, Deepkamal N. Karelia, Todd D. Schell, Diane Hershock, Tongyao Fan, Dongxiao Sun, Junjia Zhu, Elizabeth Proctor, Cheng Jiang, Monika Joshi,
Junxuan Lu; Penn State College of Medicine, Hershey, PA; Penn State, Harrisburg, PA; Department of Microbiology and Immunology, Penn State Health Milton S. Hershey
Medical Center, Hershey, PA; Penn State Hershey Institute, Hershey, PA; Penn State Cancer Institute, Hershey, PA; Penn State Neuroscience Institute, Hershey, PA;
Department of Pharmacology, Penn State College of Medicine, Hershey, PA

Background: The ethanol extract of the root of Angelica gigas Nakai (AGN) dose-dependently
inhibits animal models of prostate cancer. Multi-omic analyses have implicated immune and
anti-inflammatory responses in the anti-cancer action. In our single dose-PK study
(NCT02114957) in healthy volunteers with AGN dietary supplement CognI.Q, we observed a
near doubling of the natural killer (NK) mRNA signature in peripheral bloodmononuclear cells
(PBMC) at 24 h after dosing while the inflammatory cytokine IL-8mRNAwas decreased by one
half over the pre-dose baseline. Given NK incapacitation and inflammation have been linked to
prostate cancer, the current trial (NCT03630328) was designed to assess safety and to delineate
CognI.Q-specific immune and anti-inflammation functions. Methods: We used a double-
blinded, placebo-controlled and crossover trial design to monitor hepatic and renal safety
metrics based on Comprehensive Metabolic Panel (CMP) and compare the immune cell and
cytokine responses to CognI.Q and placebo. Supplement period of 3 weeks was followed with a
2-weekwashout period.We employed the Ellamicrofluidicmultiplex immunoassay to evaluate
select plasma cytokines. Results: Fourteen healthy men completed the trial protocol. Physical
examination on study visit days did not reveal any adverse events. Blood CMP monitoring
detected abnormal hepatic integrity values in three subjects, all in the second washout period
and were attributed to use of anti-allergy medication, an herbal tea for tooth ache, and
excessive alcohol, respectively. Analysis of plasma cytokines detected corresponding elevation
of MIG, CCL4, CXCL10 and IL-8 with these hepatic damage events. With the exclusion of these
subjects or time point, the plasma cytokine measurement did not reveal a significant response
to CognI.Q supplement vs. placebo. Conclusions: CognI.Q supplement at the current recom-
mended dose (400mg, twice per day) did not impair hepatic integrity or renal function, nor did
it modulate select plasma cytokines in healthy men. Phase I dose-escalation trials should be
implemented to establish safety profile and assess immune and inflammation modulatory
effects of AGN supplement beyond the current dose. Clinical trial information: NCT03630328.
Research Sponsor: Endowed Professorship - Penn State College of Medicine; Translational
Science Fellowship (TSF) program.
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Comparative survival in metastatic castration-sensitive prostate cancer (mCSPC)
by prognostic subgroups: A living network meta-analysis.

Syed Arsalan Ahmed Naqvi, Irbaz Bin Riaz, Kaneez Zahra Rubab Khakwani, Arifa Bibi, Jack R. Andrews, Daniel S Childs, Praful Ravi, Jacob Orme, Parminder Singh,
Christopher Sweeney, Alan Haruo Bryce; Division of Hematology and Medical Oncology, Mayo Clinic, Phoenix, AZ; Division of Hematology and Oncology, Mayo Clinic,
Scottsdale, AZ; University of Arizona, Tucson, AZ; Mayo Clinic Arizona, Phoenix, AZ; Department of Medical Oncology, Mayo Clinic, Rochester, MN; Dana-Farber Cancer
Institute, Boston, MA; Mayo Clinic, Phoenix, AZ; South Australian Immunogenomics Cancer Institute, University of Adelaide, Adelaide, Australia; Mayo Clinic Arizona,
Scottsdale, AZ

Background: Treatment effects vary by volume of disease and timing of metastatic presen-
tation inpatientswithmCSPC. Therefore,weupdated the existing bodyof evidence to assess the
comparative efficacy of systemic therapy in mCSPC by prognostic subgroups to inform clinical
practice guidelines. Methods: This living systematic review was conducted using the living
interactive evidence (LIvE) synthesis framework. Phase III clinical trials assessing contempo-
rary systemic therapy in mCSPC and reporting overall survival (OS) by four prognostic sub-
groups were included. Prognostic subgroups included synchronous high volume (SHV),
synchronous low volume (SLV), metachronous high volume (MHV), and metachronous low
volume (MLV) disease. Mixed treatment comparisons were made using a network-meta-
analytic approach in each subgroup. P-scores were used to assess relative treatment rankings
in congruency with pairwise estimates. Higher scores indicated better efficacy. Results: This
study included a total of nine trials with eight unique treatment options. In patients with SHV
disease, darolutamide+docetaxel+ADT (DARO+D+ADT) significantly improved OS when com-
pared to D+ADT (HR: 0.69; 0.57-0.85), enzalutamide (E)+ADT (HR: 0.67; 95% CI: 0.46-0.99),
and apalutamide (APA)+ADT (HR: 0.65; 95% CI: 0.43-0.96). In patients with SLV disease,
E+ADT (HR: 0.62; 95%CI: 0.42-0.91) andAAP+ADT (HR: 0.66; 95%CI: 0.49-0.89) significantly
improved OS when compared to ADT. Although E+D+ADT trended toward improvement
compared to other treatments, the results were not statistically significant. In patients
withMHV disease, no statistically significant differences were observed among mixed treat-
ment comparisons. However, OS with DARO+D+ADT trended toward improvement when
compared to D+ADT (HR: 0.69; 95% CI: 0.39-1.23), APA+ADT (HR: 0.72; 95% CI: 0.23-
2.33), E+ADT (HR: 0.67; 95% CI: 0.24-1.86), and E+D+ADT (HR: 0.59; 95% CI: 0.26-1.34).
In patients with MLV disease, E+ADT significantly improved OS compared to ADT (HR: 0.51;
95% CI: 0.32-0.79), and D+ADT (HR: 0.48; 95% CI: 0.27-0.85). APA+ADT significant improved
OS compared to ADT (HR: 0.22; 95% CI: 0.09-0.54), and D+ADT (HR: 0.21; 95% CI: 0.08-0.55).
No other statistically significant differences were observed among mixed treatment compar-
isons. Conclusions: Current evidence suggests that triplet systemic therapymay be preferred in
SHV, E systemic triplet and E hormonal doublet in SLV, DARO systemic triplet and APA
hormonal doublet inMHV, and APA or E hormonal doublets inMLVmCSPC. Research Sponsor:
None.

P-scores (rank).

Treatment SHV SLV MHV MLV

DARO+D+ADT 0.89 (1) 0.54 (5) 0.84 (1) NA
AAP+D+ADT 0.85 (2) 0.43 (6) NA NA
E+D+ADT 0.73 (3) 0.78 (1) 0.36 (5) 0.48 (3)
AAP+ADT 0.47 (4) 0.63 (3) NA NA
D+ADT 0.39 (5) 0.19 (7) 0.53 (3) 0.16 (5)
E+ADT 0.36 (6) 0.69 (2) 0.52 (4) 0.68 (2)
APA+ADT 0.3 (7) 0.63 (4) 0.58 (2) 0.97 (1)
ADT ,0.001 (8) 0.11 (8) 0.18 (6) 0.22 (4)
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First-line PARP inhibitors (PARPi) with androgen receptor pathway inhibitors (ARPi)
in metastatic castration-resistant prostate cancer (mCRPC): A systematic review
and meta-analysis.

Muhammad Ali Khan, Syed Arsalan Ahmed Naqvi, Manal Imran, Aneeta Channar, Akshat Saxena, Ammad Raina, Kaneez Zahra Rubab Khakwani, Zaryab Bin Riaz,
Adam McLain Kase, Mitchell R. Humphreys, Cassandra N. Moore, Jacob Orme, Daniel S Childs, Parminder Singh, Alan Haruo Bryce, Jeanne M. Palmer, Irbaz Bin Riaz;
Division of Hematology and Medical Oncology, Mayo Clinic, Phoenix, AZ; DowMedical College, Karachi, Pakistan; Mayo Clinic Arizona, Phoenix, AZ; Division of Hematology
and Medical Oncology, Mayo Clinic, Scottsdale, AZ; Canyon Vista Medical Center, Sierra Vista, AZ; University of Arizona, Tucson, AZ; Rashid Latif Medical College, Lahore,
Pakistan; Mayo Clinic Florida, Jacksonville, FL; Division of Hematology and Oncology, Phoenix, AZ; Department of Medical Oncology, Mayo Clinic, Rochester, MN; Mayo
Clinic, Phoenix, AZ; Mayo Clinic Arizona, Scottsdale, AZ; Division of Hematology and Oncology, Mayo Clinic, Scottsdale, AZ

Background: The data for combining PARPi and ARPi inmCRPC have shown conflicting results.
Here, we report a quantitative summary of benefits by clinically meaningful subgroups (HRR
mutation status, BRCA mutation status) to guide the use of PARPi and ARPi combination in
mCRPC setting. Methods: MEDLINE, EMBASE, and CENTRAL were systematically searched
from each database’s inception through September 7, 2023. Phase III studies comparing PARPi
+ ARPi with ARPi + placebo in mCRPC were included. Radiographic progression-free survival
(rPFS) and overall survival (OS) in patient subgroups based on HRR and BRCA mutation status
were assessed.Hazard ratios for rPFS andOSwith95%CIwere collected at the level of each trial,
and a random-effects meta-analysis was conducted using an inverse variance approach.
Subgroup differenceswere assessed andp-value of interaction,0.1was considered statistically
significant. Results: The literature search identified 4976 studies from which 3 trials (11
references) – TALAPRO2, PROpel and MAGNITUDE met the inclusion criteria. A total of
2254 participants were eligible for analysis. PARPi + ARPi prolonged rPFS in patients with
HRRmutations (HR: 0.55, 95%CI: 0.38-0.78) aswell as in patientswithoutHRRmutations (HR:
0.74, 95%CI: 0.63-0.88). There is no evidence of treatment interaction by HRRmutation status
(p = 0.14). In patients harboring HRR mutations, improved rPFS was observed in those with
BRCA mutations (HR: 0.28, 95%CI: 0.13-0.62) as well as those without BRCA mutations (HR:
0.72, 95%CI: 0.59-0.87). However, there is evidence that patientswith BRCAmutations derived
greater rPFS benefit as compared to patients without BRCA mutations (p =0.02). PARPi + ARPi
showed no significant improvement in overall survival either in patients with HRR mutations
(HR: 0.79, 95%CI: 0.59-1.05) or in patients without HRR mutations (HR: 0.92, 95%CI: 0.74-
1.14). Conclusions: Genomic testing for HRR genes is mandatory to guide clinical decision
making in mCRPC patients. Patients harboring BRCA mutations are most likely to derive
clinically meaningful benefit from combination PARPi + ARPi treatment. Research Sponsor:
None.

Outcome Subgroup HR (95%CI) Subgroup Difference (p-value)

rPFS HRRm 0.55 (0.38-0.78) 0.14
non-HRRm 0.74 (0.63-0.88) -
BRCAm 0.28 (0.13-0.62) 0.02

non-BRCAm 0.72 (0.59-0.87) -
OS HRRm 0.79 (0.59-1.05) 0.42

non-HRRm 0.92 (0.74-1.14) -
BRCAm 0.52 (0.18-1.55) -

non-BRCAm - -

Hazard ratios (95% CI) for radiographic rPFS and OS across different patient subgroups based on gene
mutation status. rPFS: Radiographic Progression Free Survival; OS: Overall Survival; HRRm:Homologous
Recombination Repair gene mutation; BRCAm: Breast Cancer gene mutation.
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Systemic and tumor-directed therapy for oligorecurrent metastatic prostate cancer
(SATURN): Primary endpoint results of a phase II clinical trial.

John Nikitas, Matthew Rettig, John Shen, Robert Evan Reiter, Alan Lee, Michael L. Steinberg, Luca Faustino Valle, Ankush Sachdeva, Tahmineh Romero, Jeremie Calais,
Johannes Czernin, Nicholas George Nickols, Amar Upadhyaya Kishan; Department of Radiation Oncology, University of California, Los Angeles, Los Angeles, CA;
Department of Medical Oncology, University of California, Los Angeles, Los Angeles, CA; Department of Urology, University of California, Los Angeles, Los Angeles, CA;
Department of Medicine Statistics Core, University of California, Los Angeles, Los Angeles, CA; Ahmanson Translational Theranostics Division, University of California, Los
Angeles, Los Angeles, CA

Background: Nearly all men with metastatic hormone-sensitive prostate cancer who receive
intermittent androgendeprivation therapy (ADT)will experience a relapsewithin sixmonths of
testosterone recovery. We hypothesized that intensifying intermittent ADT with dual next-
generation androgen receptor signaling inhibitors (ARSIs) and adding metastasis-directed
stereotactic body radiotherapy (SBRT) would significantly increase the number of men who
remain relapse-free sixmonths after testosterone recovery.Methods:Menwith 1-5 extrapelvic
metastases on prostate-specificmembrane antigen (PSMA) PET/CT after initial treatmentwith
definitive-intent radical prostatectomy were enrolled on this phase II study (NCT03902951).
Men with visceral metastases were excluded. Patients were treated with 6 months of androgen
annihilation therapy (AAT) using leuprolide, abiraterone acetate plus prednisone, and apalu-
tamide. After the first month of AAT, patients received SBRT to all metastases with or without
radiotherapy directed to theprostate bed andpelvic lymphnodes. Theprimary endpointwas the
percentage of patients who maintained PSA ,0.05 ng/mL six months after testosterone re-
covery to $150 ng/dL, with the study powered to detect an improvement from 1% to 12%.
Secondary endpoints included progression-free survival (PFS) starting from AAT initiation
and, for patients whose testosterone recovered, eugonadal PFS starting from the time of
testosterone recovery. Progression was defined as PSA $0.05 ng/mL. Results: 28 men enrolled
fromMarch 2021-June 2022.Median follow-upwas 20months (range: 14–27months). Twenty
patients (71.4%) completed six months of ADT with dual ARSIs and SBRT, 5 patients (17.9%)
completed ADT with a single ARSI and SBRT, 1 patient (3.6%) completed six months of ADT
monotherapy with SBRT, and 2 patients (7.1%) withdrew prematurely. 13/26 patients (50%)
maintained PSA,0.05 ng/mL sixmonths after testosterone recovery (95% confidence interval
[CI]: 32–67%) compared to the study hypothesis of 12%.Median PFSwas 19.3months (95%CI:
12.8–25.7). 1-year PFS was 69.2%. 21/26 patients (81%) had testosterone recovery at a median
of 9.4months (95%CI: 8.5–10.4) from the start of AAT.Median eugonadal PFSwas 11.4months
(95% CI: 4.9–18.0). AAT had 21.4% grade 2 and 21.4% 3 toxicity rates. SBRT had 7.7% grade 2
and no grade 3 toxicity. Conclusions:Half ofmenwith PSMA PET-defined oligorecurrentM1a-
b diseasewho received sixmonths of AAT andmetastasis-directed SBRT remained relapse-free
six months after testosterone recovery. The regimen was well tolerated, with 90% of patients
completing sixmonths of ADT and at least one next-generation ARSI. Further prospective data
will evaluatewhether dual ARSIs are necessary and the extent towhich SBRTwith short-course
AAT outperforms SBRT with ADT monotherapy in this patient population. Clinical trial in-
formation: NCT03902951. Research Sponsor: None.
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Outcomes for patients with mCRPC and liver metastasis receiving 177-Lu-PSMA-
617 treatment.

Miguel Muniz, A. Oliver Sartor, AhmedM. Mahmoud, Jacob Orme, John Y. Kwon, Jack R. Andrews, AdamMcLain Kase, OsamaMMosalem, Alan Haruo Bryce, Irbaz Bin Riaz,
Matthew Thorpe, Ayse T. Kendi, Geoffrey Johnson, Praful Ravi, Eugene D. Kwon, Daniel S Childs; Department of Medical Oncology, Mayo Clinic, Rochester, MN; Mayo Clinic
Rochester, Rochester, MN; Mayo Clinic Arizona, Phoenix, AZ; Mayo Clinic Florida, Jacksonville, FL; Mayo Clinic Arizona, Scottsdale, AZ; Division of Hematology and
Oncology, Mayo Clinic, Scottsdale, AZ; Dana-Farber Cancer Institute, Boston, MA

Background: It is well-known that patients with liver metastases from metastatic castration
resistant prostate cancer (mCRPC) have poorer or transient responses to many forms of
systemic therapy. Data on outcomes following treatment with Lutetium-177–PSMA-617 is
scarce. The VISION trial reports hazard ratios for overall survival in the subgroup of patients
with liver metastases without disclosing the absolute duration of survival. Using real-world
clinical data, we examine this important subgroup of patients, describing their PSA response
rates and survival.Methods: A single institution database was assembled to include all patients
receiving 177-Lu-PSMA-617 at Mayo Clinic Rochester, MN, and starting treatment in the
interval of March 2022 to March 2023. Baseline clinicopathologic and imaging characteristics
were abstracted. Patientswere categorized basedon thepresence or absence ofmeasurable liver
metastases on their baseline PSMA PET scan. Best PSA response while on treatment was
annotated and reported as percent decline from baseline. Survival was calculated from date
of first cycle of 177-Lu-PSMA-617. PSA50 response and overall survival (OS) outcomes for the
two groups (liver metastases versus no liver metastases) were compared using Chi square test
and Kaplan-Meiermethod, respectively. Those with available pre-treatment circulating tumor
DNA (ctDNA) genomic profiling, performed by Guardant (83 gene panel), were assessed for the
presence of pathogenic and likely pathogenic alterations. Findings are summarized using
descriptive statistics. Results: The overall cohort consisted of 212 patients, including 29
(14%) with liver metastases on pre-treatment PSMA PET/CT. The median number of cycles
received was 4 (range, 1-6) for patients with liver metastases and 6 (range, 1-6) for those
without hepatic involvement. The observed PSA50 response trended lower for those with liver
metastases (34.5% [10/29] versus 51% [94/183], p= 0.091). Atmedian (IQR) follow-up of 10 (8-
12) months, there was a numerical but not statistically significant difference in median OS
(11.28 months versus NR, p=0.066). In the exploratory analysis of baseline ctDNA, BRCA2 copy
number loss was relatively enriched among patients with livermetastases (4 of 19, 21%) versus
patients without liver disease (5.7%, 9/158). Conclusions:Our data suggest that the presence of
liver metastases predict poorer outcomes in patients receiving Lutetium-177–PSMA-617
treatment, which is similar to data reported with other forms of systemic therapy for mCRPC.
To maximize the anti-tumor activity of radioligand therapy in the liver, combination ap-
proaches should be explored. Research Sponsor: None.
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Predicting abiraterone efficacy in advanced prostate cancer: Insights from marker
of proliferation Ki-67.

Fengnian Zhao, Jinge Zhao, Yifu Shi, Xinyuan Wei, Ni Chen, Pengfei Shen, Hao Zeng; Department of Urology, Institute of Urology, West China Hospital, Sichuan University,
Chengdu, China; Department of Pathology, West China Hospital, Sichuan University, Chengdu, China

Background: The marker of proliferation Ki-67 (KI67) is a well-known biomarker reflecting
cell proliferation activity and was reported to be associated with the treatment efficacy of
chemotherapy in different tumors. However, it is unknown whether KI67 also has a role in
predicting the efficacy of thenext-generationhormone therapies, e.g., abiraterone, for patients
with prostate cancer (PCa). Methods: Clinicopathological data of 144 men with metastatic PCa
who received abiraterone therapy were retrospectively collected. The KI67 positivity was
examined by immunohistochemistry (IHC) using the prostate biopsy specimen. The predictive
value of KI67 and other factors on the therapeutic efficacy of abiraterone treatment was
explored. Kaplan-Meier curve and COX regression analysis were used for survival analysis.
The endpoints were PSA progression-free survival (PSA-PFS) and radiographic progression-
free survival (rPFS) according to the PCWG3 criteria. Results: Among the 144 included patients,
82 (56.9%) and 62 (43.1%), respectively, received abiraterone therapy at metastatic hormone-
sensitive (mHSPC) and castration-resistant PCa (mCRPC) stage. The median KI67 positivity
was 20% for the total cohort (interquartile range: 10%-30%). When taken as a continuous
variable, KI67 positivity was adversely related to both PSA-PFS (HR, 95%CI: 1.02, 1.01-1.03,
P=0.001) and rPFS (HR, 95%CI: 1.02, 1.02-1.03, P=0.001) of the abiraterone therapy, while was
not associated with PSA response. The results of multivariate COX regression analysis implied
that, after adjusting bymHSPC/mCRPC stage, ISUPgrading, pain score, visceralmetastasis, and
metastatic burden, KI67 was still an independent predictor of PSA-PFS (HR, 95%CI: 1.02, 1.01-
1.03, P=0.001) and rPFS (HR, 95%CI: 1.02, 1.01-1.03, P=0.008) of the abiraterone therapy.
Moreover, when patients were divided into two groups with high and low KI67, using cutoffs
of 10%, 20%, and 30%, KI67 remained a significant predictor of both PSA-PFS (HR: 1.67, 1.91,
2.29; P value: 0.052, 0.004,,0.001) and rPFS (HR: 1.54, 1.83, 1.88; P value: 0.119, 0.008, 0.008) of
the abiraterone treatment. Subgroup analysis basedonwhether patients received abiraterone at
mHSPC or mCRPC stage suggested that KI67 30% (median PSA-PFS: 11.4- vs. 27.6-Mo,
P,0.001; median rPFS: 16.6- vs. 33.6-Mo, P=0.001) was the optimal cutoff tomaximize patient
prognostic differentiation for the mHSPC cohort, while KI67 20% (median PSA-PFS: 6.9- vs.
14.9-Mo, P=0.033; median rPFS: 10.1- vs. 16.5-Mo, P=0.030) was the optimal cutoff for the
mCRPC cohort. Conclusions: Our study revealed that KI67 positivity in prostate biopsy spec-
imens was a robust predictor of abiraterone efficacy for patients with advanced PCa. Further
validation using datasets from other centers is needed to strengthen the findings of our work.
Research Sponsor: National Natural Science Foundation of China; NSFC 82203110;1.3.5 project
for disciplines of excellence, West China Hospital, Sichuan University; ZYJC21020; Science and
Technology Support Program of Sichuan Province; 2021YFS0119; Clinical and Translational
Medicine Research Project, Chinese Academy of Medical Sciences; 2022-12M-C&T-B-098;
Beijing Bethune Charitable Foundation; mnzl202002; Beijing Bethune Charitable Foundation;
mnzl202007; National Natural Science Foundation of China; NSFC 82172785; National Natural
Science Foundation of China; NSFC 81974398; Postdoctoral Research andDevelopment Fund of
West China Hospital of Sichuan University; 2023HXBH024.
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Effect of combined treatment with sipuleucel-T and IL-15 on tumor control, tumor-
infiltrating immune effectors, and key mediators of immunoresistance in a pre-
clinical prostate cancer model.

Russell Kent Pachynski, Muhammad Azeem Saeed, Bo Peng, Brian Andrew Van Tine, Nadeem Anwar Sheikh, Todd A. Fehniger; Washington University School of Medicine,
St. Louis, MO; Department of Medicine, Division of Oncology, Washington University School of Medicine, St. Louis, MO; Washington University in St. Louis, St. Louis, MO;
Dendreon, Seattle, WA

Background: Sipuleucel-T (sip-T) is an autologous therapeutic vaccine producedusing a tumor
antigen-cytokine fusion protein, and the only FDA approved cellular immunotherapy for
metastatic castration-resistant prostate cancer (mCRPC) patients. Sip-T significantly im-
proves overall survival (OS), but has limited impact on PSA and radiographic responses. Here,
we present the first high dimensional analysis of the sip-T product; we used a preclinicalmodel
of humanprostate cancer to show the effects of IL-15 on anti-tumor efficacy, tumor infiltration
of effector cells, and reversal of immunosuppressive mediators. Methods: We performed a
comprehensive assessment of the sip-T product collected from prostate cancer patients using
mass cytometry (CyTOF). Control and IL-15 stimulated sip-T were evaluated, and changes in
leukocyte subsets as well as markers of activation and exhaustion were identified. Using a
preclinical mousemodel of human prostate cancer, we examined the effects of IL-15 treatment
on sip-T. CyTOF, flow cytometry, RNAseq, and qPCR were used to evaluate the effects of IL-15
on sip-Tphenotype, function, and in vitro and in vivo efficacy.Results:CyTOF analysis revealed
that CD3+ T cells constituted the highest proportion of sip-T, followed by B-cells, natural killer
(NK) cells, NKT, andmonocytes,with only a small percentage of dendritic cells. Following sip-T
stimulation with IL-15, a significant expansion and activation of CD8+ T-cell and NK cell
populationswas seen. Co-culture of sip-Twith IL-15 and control or prostate-relevant antigens
showed significant activation and expansion of CD8 T and NKT cells in an antigen-specific
manner, with significantly increased tumor cytotoxicity and evidence of antigen spread. IL-15
treatment combinedwith sip-T in a preclinicalmousemodel showed significant suppression of
tumor growth compared to sip-Talone,with increased tumor-infiltrating lymphocytes (TIL). A
significant increase in interferon (IFN)-g producing CD8+ T and NKT cells within the tumor
microenvironment was seen in the IL-15 group. Tumor transcriptomic analyses revealed IL-15
treatment was able to reverse immunoresistance, with significant decreases in PD-L1, CTLA,
TIGIT, B7-H3, and others compared to sip-T alone. Conclusions: This is the first study to
evaluate the sip-T product using CyTOF, and the first pre-clinical in vivo prostate tumor
modeling of sip-T. IL-15 treatment significantly enhances anti-tumor efficacy, effector im-
mune cell activation and tumor infiltration, and reverses key mediators of immune suppres-
sion. Studies with modified IL-15 cytokines are ongoing and will be presented. Research
Sponsor: Departmental/Philanthropy.
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Exploratory analyses of homologous recombination repair (HRR) gene subgroups
and potential associations with secondary efficacy endpoints in the HRR-deficient
population from TALAPRO-2.

Stefanie Zschaebitz, Karim Fizazi, Nobuaki Matsubara, Douglas Laird, Arun Azad, Neal D. Shore, Consuelo ButtIgliero, Cezary Szczylik, Andre P. Fay, Joan Carles,
Robert J Jones, Eric Voog, Siska Van Bruwaene, Ugo De Giorgi, Steven M. Yip, Nicola Di Santo, Xun Lin, Cynthia G. Healy, Neeraj Agarwal; National Center for Tumor
Diseases (NCT), Heidelberg University Hospital, Heidelberg, Germany; Gustave Roussy, University of Paris-Saclay, Villejuif, France; National Cancer Center Hospital East,
Chiba, Japan; Pfizer Inc., La Jolla, CA; Peter MacCallum Cancer Centre, Melbourne, Australia; Carolina Urologic Research Center, Myrtle Beach, SC; Department of Oncology,
University of Turin, San Luigi Gonzaga Hospital, Orbassano, Turin, Italy; Department of Oncology, European Health Centre, Otwock, Poland; PUCRS School of Medicine,
Porto Alegre, Brazil; Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; School of Cancer Sciences, University of Glasgow, Beatson West of Scotland Cancer
Centre, Glasgow, United Kingdom; Clinique Victor Hugo Centre Jean Bernard, Le Mans, France; AZ Groeninge, Kortrijk, Belgium; IRCCS Istituto Romagnolo per lo Studio dei
Tumori (IRST) Dino Amadori, Meldola, Italy; Tom Baker Cancer Centre and Cumming School of Medicine, Calgary, AB, Canada; Pfizer Inc., Durham, NC; Pfizer Inc.,
Collegeville, PA; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT

Background: TALAPRO-2 demonstrated statistically significant improvement in radiographic
PFS with 1L talazoparib (TALA) + enzalutamide (ENZA) in patients (pts) with metastatic
castration-resistant prostate cancer (mCRPC) with and without HRR gene alterations (HRRm).
Tumors were prospectively determined to harbor HRRm. Pts were randomized 1:1 to TALA
0.5 mg (N=200) or placebo (PBO; N=199) + ENZA 160 mg QD. Exploratory biomarker analyses
assessed HRR gene subgroups and potential associations with secondary efficacy endpoints in
pts with HRRm tumors. Methods: Prospective testing used a 12-gene HRR panel (HRR12) of
FoundationOne CDx/FoundationOne Liquid CDx.For single gene groups, only pts bearing
alteration(s) in that gene and no other HRR12 genes were analyzed. Gene cluster alteration
dominance hierarchy: any BRCA1/2 alteration (BRCA cluster); any PALB2 (PALB2 cluster); any
CDK12 (CDK12 cluster); any ATM (ATM cluster); all other HRR12 genes (each pt counted once).
Endpoints: ORR, time to progression or death on first subsequent antineoplastic therapy
(PFS2), PSA response$50%, time to PSAprogression (TTPP), and time to initiation of cytotoxic
chemotherapy (TTCC). Results: TALA + ENZA demonstrated differential benefit for BRCA2
single gene group across endpoints: ORR, 78.9% vs 33.3% (odds ratio [OR], 0.13 [95% CI,
0.03–0.63]); PFS2, median not reached (NR) vs 26.1 mo (HR, 0.44 [0.20–0.97]); PSA
response .50%, 87.0% vs 58.3%; TTPP, NR vs 9.2 mo (HR, 0.20 [0.10–0.41]); TTCC, NR vs
17.0mo (HR, 0.27 [0.13–0.57]). Similar broad benefitwas seen forBRCA cluster andBRCA1 single
gene groups and to a lesser extent PALB2 single gene and cluster groups (allowing for small n in
the latter 3 groupings). Broad differential benefit was evident for CDK12 single gene group:ORR
70.0% vs 28.6% (OR 0.17 [0.01–2.03]); PFS2, 36.4 vs 18.8 mo (HR, 0.29 [0.11–0.75]); PSA
response$50%, 85.7%vs 53.3%; TTPP, 13.8 vs 11.1mo (HR0.61 [0.29–1.26]); the exceptionwas
TTCC, NR vs NR (HR 1.32 [0.43–4.06]). Similar benefit was seen for CDK12 cluster. For ATM
single gene group, differential numerical benefit was seen for ORR, 81.8% vs 20.0% (OR 0.06
[0.00–1.17]); TTPP, 26.8 vs 15.9 mo (HR, 0.61 [0.25–1.47]); TTCC, NR vs NR (HR 0.60
[0.18–1.96]); no differential benefit was seen in other endpoints (similar for ATM cluster).
The CHEK2 single gene group showed numerically differential benefit for PSA endpoints and
TTCC. The other HRR12 gene cluster typically showed comparable efficacy between arms with
potential exception of TTPP, 28.6 vs 14.0 mo (HR 0.65 [0.33–1.31]), and TTCC, NR vs NR (HR
0.65 [0.26–1.62]).Conclusions:Broad differential efficacy benefit was evident for TALA+ENZA
vs PBO + ENZA across multiple molecular subgroups and was most pronounced for the BRCA1-
PALB2-BRCA2 axis and CDK12. Additional analyses are warranted. Clinical trial information:
NCT03395197. Research Sponsor: Pfizer.
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The survival outcomes formenwithmetastatic castration-resistant prostate cancer
(mCRPC) with and without homologous recombination deficiencies (HRD) treated
with radium-223: Princess Margaret Cancer Centre (PMCC) experience.

Esmail M. Al-Ezzi, Osama Abdeljalil, Katherine Lajkosz, Shreya S. Gramolini, Nely Mercy Diaz Mejia, Husam Alqaisi, Jenny Peng, Richard Thomas O’Dwyer,
Mohammed Alghamdi, Sulaiman Almuthri, Vikaash Kumar, Di Maria Jiang, Nazanin Fallah-Rad, Srikala S. Sridhar; Division of Medical Oncology and Hematology, Princess
Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Department of Biostatistics, Princess Margaret Cancer Centre, University Health Network,
Toronto, ON, Canada

Background: Radium-223 (223Ra) is a radiopharmaceutical that emits alpha particles and
specifically targets bone metastases in mCRPC, where it has been shown to improve overall
survival (OS). Since 223Ra induces double-strand DNA breaks, we hypothesized that patients
with HRDmay exhibit heightened sensitivity to 223Ra, resulting in improved survival outcomes
compared to patientswithoutHRD.Methods:This retrospective analysiswas performed inmen
with mCRPC and bone metastases, with and without HRD, treated with 223Ra at PMCC. De-
mographics and disease characteristics were collected. Germline and/or somatic DNA sequenc-
ing data were identified. OS and progression free survival (PFS) were calculated using the
Kaplan–Meiermethod; differences in outcomeswere assessed using the log-rank test. Alkaline
phosphatase (ALP) and prostate specific antigen (PSA) responses were calculated at 12 weeks
post 223Ra treatment. Results: We identified 40 mCRPC patients who had germline and/or
somatic DNA sequencing and received 223Ra betweenDecember 2015 andMay2022. Themedian
age at the start of 223Ra was 76.5 (range: 66.5-80.8), and ECOG was 0/1 (75%). A total of 29
(72.5%) patients received 233 Ra following abiraterone or enzalutamide treatment while 10
(25%) received 233 Ra post docetaxel. Overall, 22 (54%) received $4 cycles of ²²³Ra. Median
baseline PSA was 58.6 (range: 25.2-143) and median baseline ALP was 109 (range: 71.8-200).
Germline/somatic HRD mutations were found in 9/40 (22.5%) patients (BRCA2 [n=6], CHEK2
[n=2], CDK12 [n=1]). Baseline characteristics were well balanced between HRD and non-HRD
groups.Withmedian follow up of 13.7months, themedian OS of HRDgroup vs. non-HRDgroup
was 24 months (95%CI: 14-not evaluable [NE]) vs. 12 months (95%CI: 7-22); p=0.038). The
median PFS of HRD group vs. non-HRD group was 5.7 months (95%CI: 3-NE) vs. 3.3 months
(95%CI: 2.5-13.4); p=0.74). Themedian time to the next treatment of HRD group vs. non-HRD
group was 4.2 months (95%CI: 3.1-NE) vs. 3.75 months (95%CI: 3.5-13.5); p=0.89. ALP re-
sponse was 66.7% of HRD group vs. 58.1% of non-HRD group; p=0.72. PSA response was 33.3%
of HRD group vs. 9.7% of non-HRD group; p=0.11. For all patients with ALP response, the three
years survival probability of HRD group vs. non-HRD group was 33% vs. 11%; p=0.03.
Conclusions: While the number of patients included in our review was small, our analysis
suggested that patients with HRD may have a slight improvement in OS after 223Ra treatment.
Validation in a prospective dataset is required, and whether HRD status has implications for
other radiopharmaceuticals such as lutetium-177 remains to be seen. Research Sponsor: None.
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Somatostatin receptor 1 (SSTR1) expression as a potential predictive biomarker for
response to androgen receptor signaling inhibitor (ARSI) therapy in metastatic
castration-resistant prostate cancer (mCRPC).

Xiaolin Zhu, Daniel J Vis, Martin Sjöström, Raunak Shrestha, Jeroen Kneppers, Tessa Severson, Yanyun Zhu, Haolong Li, Tatyanah Farsh, Meng Zhang, Arian Lundberg,
ThaidyMoreno Rodriguez, AdamFoye, AndreM. Bergman, Wilbert Zwart, David Alan Quigley, Rahul Raj Aggarwal, Eric J. Small, Michiel Simon Van Der Heijden, Felix Y Feng;
University of California, San Francisco, San Francisco, CA; Netherlands Cancer Institute, Amsterdam, Netherlands; The Institute of Cancer Research and the Royal Marsden
Hospital, London, United Kingdom; Department of Medical Oncology, Netherlands Cancer Institute, Amsterdam, Netherlands

Background: Overcoming ARSI resistance is an unmet need for mCRPC patients. Known re-
sistance mechanisms include genetic alterations augmenting androgen receptor (AR) function
(e.g., amplifications of the AR gene and its enhancer and AR mutations) and treatment-
emergent evolution from an AR-driven to an AR-indifferent phenotype such as small cell
neuroendocrine prostate cancer. Other mechanisms remain unexplored. Methods: To pheno-
type ARSI-resistant prostate cancer, we compared the RNA-seq profiles of paired metastatic
biopsies from 31 mCRPC patients obtained before the initiation of first-line abiraterone or
enzalutamide, andupon radiographic progression. Thepatient sampleswere obtained from two
independent cohorts, the Stand Up To Cancer/Prostate Cancer Foundation (SU2C/PCF) West
Coast Prostate Cancer Dream Team (WCDT) and amulti-institutional cohort from the Nether-
lands sequenced through the Hartwig Medical Foundation. We first evaluated RNA-seq data to
identify the most differentially expressed genes and then performed survival analysis in the
retrospective WCDT cohort (n=115, including 54 ARSI-näıve and 61 ARSI-experienced tumors)
to assess the association between gene expression and overall survival, defined as the time
interval from biopsy to death from any cause. Results: In the analysis of paired RNA-seq data
from 31 mCRPC patients, SSTR1 was identified as the most significantly altered gene; SSTR1
expression was consistently decreased in post-treatment, ARSI-resistant tumors (log2[fold
change]=-2.5, p=1.08310-16). SSTR1 encodes somatostatin receptor 1, a G-protein coupled
receptor that, when activated by the endogenous peptide hormone somatostatin or exogenous
somatostatin analogues, mediates anti-proliferative, anti-migratory, and anti-secretory ef-
fects on target cells. Retrospective analysis in the 115 WCDT patients demonstrated that low
SSTR1 expression was associated with worse overall survival (p=0.047); ARSI treatment im-
proved survival for patients with SSTR1-high ($ median) tumors (HR=0.29, p=0.0002) more
significantly than those with SSTR1-low (, median) tumors (HR=0.67, p=0.17), with an in-
teraction (SSTR1 expression * ARSI treatment) towards statistical significance (p=0.0598). A
differential survival benefit of ARSI therapywith respect to SSTR1 expressionwas observed only
among the 61 ARSI-experienced patients. Conclusions: SSTR1 expression is a potential pre-
dictive biomarker for response to ARSI in mCRPC, with higher SSTR1 expression predicting
better response. This observation could be explained by an anti-tumor effect of SSTR1 signal-
ing. Further work is warranted to prospectively validate these findings and to investigate SSTR1
as an actionable drug target to overcome ARSI resistance. Research Sponsor: Conquer Cancer,
the ASCO Foundation; Prostate Cancer Foundation.
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Primary sarcoma of prostate: A genomic landscape study.

Osama Batayneh, Joseph M Jacob, Gennady Bratslavsky, Philippe E. Spiess, Ashish M. Kamat, Petros Grivas, Andrea Necchi, Liang Cheng, Jeffrey S. Ross, Alina Basnet;
SUNY Upstate Medical University, Syracuse, NY; Department of Urology, SUNY Upstate Medical University, Syracuse, NY; H. Lee Moffitt Cancer Center and Research
Institute, Tampa, FL; The University of Texas MD Anderson Cancer Center, Houston, TX; Division of Hematology & Oncology, University of Washington & Fred Hutchinson
Cancer Center, Seattle, WA; Vita-Salute San Raffaele University, IRCCS San Raffaele Hospital, Milan, Italy; Warren Alpert Medical School of Brown University, Providence,
RI; Department of Hematology/Oncology, SUNY Upstate Medical University, Syracuse, NY

Background: Primary sarcoma of prostate is exceedingly rare and not well-studied. We sought
to describe the genomic landscape of this rare entity and identify potential therapy targets.
Methods: From 19,057 cases of prostate cancers, only 11 (,.01%) cases of primary sarcomas
were identified and underwent comprehensive genomic profiling (CGP) using FDA-approved
hybrid capture-based system to assess all classes of genomic alterations (GA). Genomic-based
ancestry, genomic signature, gLOH, MSI and TMB status were determined by CGP. Germline
status was predicted using a Somatic-Germline-Zygosity algorithm. PD-L1 expression was
determined by IHC (Dako 22C3TPC scoring).Results:The routine histology and IHC stains from
all 11 caseswere reviewed centrally. Therewere 9 stromal sarcomas, and 1 each leiomyosarcoma
and rhabdomyosarcoma. All patients (median age 57)were clinically advanced stage at the time
of CGP. The primary tumor sitewas used in6 patients andmetastatic sites (3 bone, 1 ureter and 1
lungmetastasis) in 5 patients. Themean number of GA per case was 2.3 (1 to 4 GA/sample). The
most frequent GA were in TP53 (36.4%), RB1 (27.3%), ATRX (18.2%). Potentially targetable GA
were rare and included MTOR pathway inhibitors for GA in TSC2 and PTEN (1 case each) and
PIK3CA inhibitors (GA in PIK3CA in 1 case). There were 3 cases with non “targetable” gene
rearrangements including a STAT6-NAB2 fusion in a stromal sarcoma (possible solitary fibrous
tumor of prostate), a BCOR-MAML3 fusion and a TMPRSS2-ERG fusion in a stromal sarcoma
with an adjacent focus of Gleason 6 prostate adenocarcinoma. 1 case featured a predicted
germlinemutation of the FLCN gene. All cases weremicrosatellite stable. TMB ranged from 0 to
9.8mutations/Mb withmedian of 3.4mutations/Mbwith no cases at$10mutations/Mb. gLOH
scores were low, ranging from 0% to 10.9% (median 2.6%). Genomic ancestry was European in
7 patients and Admixed American in 4 others. There were no specific genomic signatures
identified. PD-L1 was tested in 4 cases (all negative). Conclusions: Prostate sarcoma is an
exceedingly rare primary cancer of the prostate with limited opportunities for targeted therapy
or immunotherapy strategies. These tumors do not appear to be driven by “targetable” gene
fusions and individual “targetable” mutations are uncommon. Research Sponsor: None.

Age (median) 57 years

Sample Used for Sequencing (primary tumor/metastasis) 6/5
GA/sample 2.3
Genomic Ancestry 64% European
Germline Mutations (1 per case) 9.1%

FLCN
Most Frequent SV GA TP53 (36%)

RB1(27%)
ATRX(18%)

Rearrangements STAT6-NAB2
BCOR-MAML3

TMPRSS2-ERG (small focus of low-grade
prostate adenocarcinoma also present)

MSI Stable 100%
TMB (mut/Mb) Mean
‡ 10

2.3
0%

PD-L1 Low Positive TPS 0%
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Prevalence of HRR mutations in Indian patients with mCRPC.

Atul Batra, Nandini Sharrel Menon, Bharat Vaswani, Vineet Talwar, Rajat Bajaj, MV Chandrakanth, Sachin Sharadchandra Hingmire, Kumar Prabhash, Priyanshu Choudhary,
Bhavana Pathania; Department of Medical Oncology, BRA-IRCH, All India Institute of Medical Sciences (AIIMS), New Delhi, India; Tata Memorial Centre, Mumbai, India;
Yashoda Hopsitals, Secunderabad, Secunderabad, India; Rajiv Gandhi Cancer Institute and Research Center, New Delhi, India; Fortis Hospital and Research Centre, New
Delhi, India; Narayana Health, Howrah, India; Deenanth Mangeshkar Hospital and Research Centre, Pune, India; Tata Memorial Hospital, Mumbai, India; All India Institute of
Medical Science (AIIMS), Delhi, India; Astra Zeneca, Bangalore, India

Background: Prostate cancer is the 12th most common cancer in India. Almost all patients with
metastatic prostate cancer progress to castration-resistant prostate cancer. Ph3 studies dem-
onstrated benefit of PARPi for patients with mutations in HRR pathway. However, the prev-
alence of HRR gene mutations in Indian patients with mCRPC is not known. This non-
interventional multicenter study aimed to determine the prevalence of HRR gene mutations
in the Indian patients with mCRPC. Methods: The study included mCRPC patients from 8
centres across India. A total of 213 patients were screened, of which 192 patients completed the
study. Comprehensive molecular profiling on tumour tissue was performed using next-
generation sequencing (NGS) to identify 15 HRR genemutations. The QC-passed libraries were
sequenced to aminimumdepth of.250X on a validated Illumina sequencing platform.Results:
NGS analysis revealed HRR gene mutations (Pathogenic, likely pathogenic and VUS) in 41/192
(21.4%, 95% CI: 15.78, 27.83)) of the patients (Table). Among the HRR gene mutations
identified, BRCA2 mutations were the most prevalent.68/192 (35%) patients failed tumor
testing and underwent reflex germline testing. Among patients having no known family
history, 24 patients (12.5%) harboured a HRR gene mutation. Most patients (n=23, 12.0%)
had Gleason score of 9 to 10. Conclusions: Pathogenic and likely pathogenic HRR gene
mutations were prevalent in approximately one-fifth of the mCRPC patients in India. 64.5%
patients had a successful test result on the tumor tissue sample. Research Sponsor: AZPIL.

Presence of HRR Mutation

Statistics
n (%)
95% CI

Total Patients
Including VUS

(n=192)

Total Patients
Excluding VUS

(n=186)

Yes 41 (21.4) 35 (18.8)
(15.78, 27.83) (13.47, 25.19)

Type of HRR Mutation
Presence of
HRR Mutation

Total Patients
Excluding VUS

(N=186)
N (%) 95% CI

Patient with HRR gene mutation Yes
ATM 10 (5.4) 2.61, 9.66
BARD1 1 (0.5) 0.01, 2.96
BRCA1 1 (0.5) 0.01, 2.96
BRCA2 15 (8.1) 4.58, 12.95
BRIP1 2 (1.1) 0.13, 3.83
CDK12 4 (2.2) 0.59, 5.41
CHEK1 1 (0.5) 0.01, 2.96
CHEK2 0
FANCL 0
PALB2 2 (1.1) 0.13, 3.83
PPP2R2A 0
RAD51B 0
RAD51C 0
RAD51D 0
RAD54L 3 (1.6) 0.33, 4.64
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The prognostic value of circulating miRNAs in patients with localized/locally ad-
vanced prostate cancer after radical prostatectomy and radiotherapy.

Ahmed H. Zedan, Torben Hansen, Jonna Skov Madsen, Palle Jörn Sloth Osther; Department of Oncology, Vejle Hospital, University Hospital of Southern Denmark, Vejle,
Denmark; Department of Biochemistry, Vejle Hospital, University Hospital of Southern Denmark, Vejle, Denmark; Department of Urology, Vejle Hospital, University of
Southern Denmark, Vejle, Denmark

Background: The outcome after curative intendedmanagement of local prostate cancer (PC) is
promising. However, there is still a risk of biochemical relapse (BR) after either radical
prostatectomy (RP) or radiotherapy (RT). MicroRNAs (miRNAs) have showed encouraging
results as alternative biomarkers in different settings of PCa. The aim of this study was to
investigate the prognostic value of circulating miRNAs after management of local PCa.
Methods: In total 107newly diagnosed patientswith local or locally advanced PCawere included
in the study. The cohort was divided into an interventional group with 59 patients (RP (39
patients) or RT (20 patients)) and an observational group with 48 patients (active surveillance
(AS)). Both baseline samples at time of diagnosis and follow-up samples six months after
treatment were collected. The relative expression of four miRNAs (miRNA-21, -93, -125b, and
miRNA-221) was assessed in plasma using real-time polymerase chain reaction.Results: In the
interventional cohort, the decrease inmiRNA-125b after RTwas significantly associated with a
longer time to biochemical recurrence (BR) (HR= 0.17, p=0.03), and a higher level of miRNA-
125b at baseline samples showed a tendency to higher risk for BR in the same population (HR=
2.82, p=0.09). On the other hand, lower levels of miRNA-221 at both baseline and follow-up
samples tended to be associated with lower risk of BR in patients managed by RT (HR=0.14,
p=0.07, and HR=0.13, p=0.07, respectively). None of these four miRNAs was associated with a
significant risk of progression in patients managed by AS. Conclusions: Both baseline and the
dynamics ofmiRNA-125bwas informative as to the risk of BR in patientswith PCa treated byRP.
Validation in independent cohorts is called for. Research Sponsor: None.
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A prospective study of comprehensive genomic testing to identify actionable
variants in patients (pts) with metastatic castration-resistant prostate cancer
(mCRPC).

Daniel Shevrin, Mathew Yang, Linda Sabatini, Nicklas Pfanzelter, Michael Akroush, Hussein Alnajar, Larry Helseth; NorthShore University Health System, Evanston Hospital
Kellogg Cancer Center, Evanston, IL; NorthShore University HealthSystem, Evanston, IL; Northshore University Healthsystem, Evanston, IL; NorthShore Univeristy Health
System, Evanston, IL

Background: Genomic testing in pts with mCRPC has become an important tool to identify
actionable variants, in particular with an on-label treatment recommendation. Testing pre-
viously required tumor tissue, but cfDNA is nowapproved as a companiondiagnostic for specific
HRR variants. In this prospective study at a community-based hospital, we conducted com-
prehensive genomic testing to identify pts with actionable variants. We report results on
variants specifically with an on-label treatment recommendation. Methods: Pts with mCRPC
had genomic testing with cfDNA using the PredicineCare NGS assay and germline and tissue
(archival and metastasis when available) using the NorthShore Expanded Cancer NGS Panel.
Sequence data were entered into Flype, our in-house software used for secondary analysis,
annotation of NGS results, and report sign-out. Clinical outcomes data were obtained using a
structured note and selected pts were discussed at amolecular tumor board. Results: Of the 108
enrolled pts, all had germline and cfDNA testing. Results from tumor tissuewere obtained in 48
pts (archival in 19, metastasis in 22, and both in 7). Overall, 42 pts (38%) had 1 ormore variants
with a recommendation for an on-label treatment. Of these, 40 pts had 1 or more HRR variants
(BRCA1/2 in 19, ATM in 7, CHEK2 in12, CDK12 in 3, other in 2) and 2 pts had MSI-H. Of the 19
BRCA1/2 variants reported, 14 were deletions and detected by cfDNA. Treatment was recom-
mended in 7 of these ptswhose testingwas done after therewas a change in the level of evidence
supporting this recommendation. The 7 pts with BRCA1/2 deletions reported prior to this
change are included in the total. Repeat cfDNA testing in 16 pts with tumor progression
detected a new HRR variant in 7 pts. They are included in the total. Of the 42 pts with a
treatment recommendation, 23 pts (56%) have received an on-label treatment, 19 with a PARP
inhibitor and 4 with pembrolizumab. Of the 48 pts with both tissue and cfDNA results, 19 had
variantswith a treatment recommendation, with cfDNAdetecting 68%, tissue 16%, and both in
16%. Conclusions: In this prospective study, 38% of pts with mCRPC were identified to have
variantswith anon-label treatment recommendation, highlighting the value of comprehensive
testing to identify a relatively high number of these pts. In pts with both cfDNA and tissue
testing, cfDNA alone detected 68% of these pts, emphasizing the value of cfDNA as a com-
plement or alternative to tissue testing. Repeat cfDNA testing in a cohort of pts detected a new
on-label variant in almost half of the pts tested, emphasizing the potential value of serial
testing with tumor progression. As of this report, 56% of pts have received treatment with an
on-label drug and clinical outcomes are being evaluated. Pts with other potentially actionable
variants are being evaluated for off-label treatment or clinical trials. Research Sponsor:
Goodman Family Foundation.
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Real-world effectiveness of PARP inhibitors (PARPi) in metastatic castration-
resistant prostate cancer (mCRPC) by genomic homologous recombination re-
pair (HRR) alterations and homologous recombination deficiency signature
(HRDsig).

Daniel Triner, Ryon Graf, Ole Gjoerup, Hanna Tukachinsky, Jeffrey S. Ross, Heather H. Cheng, Colin C. Pritchard, Amado J. Zurita, Joaquin Mateo, Marcin Cieslik,
ToddMatthewMorgan; Department of Urology, MichiganMedicine, Ann Arbor, MI; FoundationMedicine, Inc., Boston, MA; FoundationMedicine, Inc., Cambridge, MA; SUNY
Upstate Medical University, Syracuse, NY; University of Washington, Seattle, WA; Department of Laboratory Medicine and Pathology, University of Washington, Seattle,
WA; The University of Texas MD Anderson Cancer Center, Houston, TX; Medical Oncology, Vall d’Hebron University Hospital and Vall d’Hebron Institute, Barcelona, Spain;
University of Michigan, Ann Arbor, MI

Background: Multiple randomized controlled trials have demonstrated efficacy of poly ADP-
ribose polymerase (PARP) inhibitors in patients with metastatic castration resistant prostate
cancer (mCRPC) harboring deleterious BRCA1 or BRCA2 alterations (BRCAalt). Alterations in
other DNA HRR gene pathways are common and the efficacy of PARPi in these populations is
less clear. We sought to evaluate the real-world effectiveness of PARPi in commonly defined
HRR groups and explore clinical validity of HRDsig to additionally predict outcomes on PARPi.
Methods: This study used the nationwide (US-based) de-identified Flatiron Health-
Foundation Medicine Prostate Cancer clinico-genomic database (FH-FMI CGDB), originating
from approximately 280 US cancer clinics (~800 sites of care). Patients withmCRPC and tumor
genomic profiling (tissue or liquid) who underwent single agent PARPi treatment were in-
cluded, grouped by biomarkers with deleterious alterations detected: BRCA, ATM, other HRR
(ATR, ATRX, BAP1, BARD1, BRIP1, CHEK1/2, CDK12, FANCA, FANCL,MRE11, RAD51B/C/D, RAD54L,
PALB2), or no HRR. Separately, patients with mCRPC and tumor tissue profiling were grouped
byHRDsig status (+ vs -) using amachine learning- based algorithm built using a diverse set of
copy number features. KaplanMeier estimates andmultivariable Cox PHmodels assessed time
to next therapy (TTNT), time to treatment discontinuation (TTD), and real-world overall
survival (rwOS). Results: 313 patients with mCRPC met inclusion criteria, of which 162 had
tissue specimens for genomics evaluations and 151 had liquid profiling. In the tissue cohort,
BRCAalt had more favorable TTNT (median 10.0 months, 95% CI 8.0 – 14.1) relative to ATM
(median 3.8 months, 95% CI 2.7 – 6.9), other HRR (median 4.9 months, 95% CI 3.6 – 7.2) and
no HRR (median 4.9, 95% CI 3.6– 7.2 months). Other proxies for drug effectiveness (TTD, PSA
kinetics) and rwOS had consistent results. More granular mutational analyses and liquid
profiling data will be presented at the conference. Among evaluable patients without BRCAalt
on tissue biopsy receiving PARPi, 5 of 75 (7%) were HRDsig(+) and had directionally more
favorable (vs. HRDsig(-)) TTNT (HR: 0.39, 95%CI 0.14 – 1.12), TTD (0.46, 95%CI 0.16 – 1.31)
and rwOS (HR: 0.27, 95%CI 0.07 – 1.14). Conclusions: We observe no significant outcomes
difference between non-BRCAalt groups (defined as ATM, other HRR, and no HRR) in this
cohort with respect to proxies of drug effectiveness. These results are largely consistent with
biomarker-defined subgroup analyses from completed clinical trials. However, HRDsigmay be
able to identify a small non-BRCAalt subgroup with enhanced benefit. Associations of
BRCAalt(-)/HRDsig(+) and PARPi performance deserve further attention in additional cohorts.
Research Sponsor: Foundation Medicine, Inc.
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Tumor suppressor genes (TSG), treatment, and survival in de novo metastatic
hormone-sensitive prostate cancer.

Martin W. Schoen, Robert Bruce Montgomery, Eric Marshall Knoche; St. Louis Veterans Affairs Medical Center, St. Louis, MO; VA Puget Sound Health Care System, Seattle,
WA

Background: The standard of care for metastatic hormone sensitive prostate cancer (mHSPC)
has changed substantially in less than a decade. For patients with suitable functional status,
combination therapy is recommended. A diverse molecular landscape of mHSPC exists, how-
ever molecular findings have yet to inform treatment in mHSPC. Outcomes for patients vary
according to baseline molecular features and patients with mutations of tumor suppressor
genes (TSG) haveworse survival.We sought to examine the impact of TSG alterations on overall
survival (OS) formenwith de novomHSPC.Methods:We identified patients diagnosedwith de-
novo mHSPC from July 2017-December 2021 within the Veterans Health Affairs. Alterations in
TSG including TP53, PTEN, and RB1 were determined from National Precision Oncology Pro-
gram (NPOP) testing collected at any time and all alterations were included. Only patients who
survived 4 months and treated within 4 months of diagnosis were included. Treatments
included androgen deprivation therapy (ADT) alone, docetaxel, or androgen receptor pathway
inhibitors (ARPI). Kaplan-Meier and Cox proportional hazard models to assess the association
between TSG and age, BMI, weight change in the year prior to mHSPC, Charlson comorbidity
index, PSA at diagnosis, Black race, treatments formHSPC, and OS.Results:We identified 2808
veterans with de novo mHSPC and 915 (32.6%) had NPOP data available. Patients with NPOP
data were younger (mean age 71.4 vs. 75.2 years, p,0.001) and had longer OS than veterans
without testing (43.7 months vs. 31.0, p,0.001). TSG alterations were found in 475 of 915
veterans (51.9%) and included 344 TP53 (37.6%), 206 PTEN (22.5%) and 50 RB1 (5.5%).
Veterans with TSG had shorter OS compared to no TSG, median OS 48.5 months without
TSG vs 37.7 with 1 or more TSG (p,0.001). Each TSG alteration was associated with mortality,
TP53 adjustedHazard Ratio (aHR) and 95%confidence interval 1.68 (1.35-2.09), PTEN aHR 1.33
(1.02-1.73), RB1 aHR 1.51 (1.01-2.26). ADT alone was given in 354 veterans (38.7%), docetaxel in
139 (15.2%), and ARPI in 422 (46.1%). In veterans with one or more TSG neither docetaxel nor
ARPI therapywas associatedwith OS in unadjusted or adjusted analyses compared to ADT alone
(Table). Conclusions: TSG alterations were associated with shorter survival in de novo mHSPC
in veterans with molecular testing. In this real-world observational study, treatment inten-
sificationwith docetaxel or ARPI in veteranswithTSGwasnot associatedwith improved overall
survival. Research Sponsor: Prostate Cancer Foundation.

Patients with NPOP data n=915.

Overall Survival
(months)

Hazard Ratio
(95% CI)

Adjusted HR
(95% CI)

No TSG n=440 48.5 ref ref
1 TSG n=358 41.5 1.33 (1.06-1.69) 1.38 (1.08-1.75)
2 or more TSG n=117 31.2 2.15 (1.58-2.92) 2.38 (1.74-3.25)
One or more TSG mutations n=475
ADT alone n=187 41.5 ref ref
Docetaxel n=67 34.2 1.17 (0.78-1.76) 1.15 (0.74-1.79)
ARPI n=221 34.9 1.16 (0.85-1.59) 1.16 (0.83-1.61)
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Baseline bone pain as a prognostic marker for survival for men with metastatic
hormone-sensitive prostate cancer (mHSPC): Patient-level analysis of SWOG 1216
trial.

Georges Gebrael, Yeonjung Jo, Umang Swami, Melissa Plets, Chadi Hage Chehade, Arshit Narang, Shilpa Gupta, Zin Myint, Nicolas Sayegh, Catherine Tangen,
Maha H. A. Hussain, Tanya B. Dorff, Primo N Lara, Seth P. Lerner, Ian M. Thompson, Neeraj Agarwal; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT;
SWOG Statistics and Data Management Center, Seattle, WA; Cleveland Clinic Taussig Cancer Institute, Cleveland, OH; University of Kentucky, Lexington, KY; Fred
Hutchinson Cancer Research Center, Seattle, WA; Northwestern University, Feinberg School of Medicine, Chicago, IL; City of Hope Comprehensive Cancer Center, Duarte,
CA; University of California, Davis Comprehensive Cancer Center, Sacramento, CA; Baylor College of Medicine, Houston, TX; UT Health San Antonio, San Antonio, TX

Background: Pain frombonemetastasis significantly predicts overall survival (OS) inmenwith
castration-resistant prostate cancer (PMID: 18487572). However, it has not been extensively
evaluated in men with mHSPC. We hypothesized that baseline bone pain in men with mHSPC
will be a significant prognostic marker for OS. Therefore, SWOG 1216 trial data which ran-
domized men with mHSPC to androgen deprivation therapy (ADT) with orteronel vs bicalu-
tamide was evaluated (PMID: 35446628,NCT01809691). Methods: Patient level data from
SWOG 1216 were analyzed for those with documentation of baseline bone pain (yes or no).
Patients were categorized into 2 cohorts: thosewith bone pain (BP1) vs thosewithout bone pain
(BP0). Progression-free survival (PFS) and OS were summarized by median with 95% confi-
dence intervals (CI). Multivariable analyses on PFS and OS were done using Cox proportional
hazard model, and were adjusted for treatment arm, disease burden, Gleason score, PSA (log
base 2–transformed) and age (Table). All the analyses were done using R version 4.2.1. Results:
Of the 1279 study participants: 301menwere in BP1 (23.5%) vs 896were in BP0 (70.51%) cohort.
Bone pain statuswas unavailable in 82men (6.4%)men. Compared to BP0, BP1 cohort had lower
median age (66 vs 68 years, p,0.01) andhigher disease burden (70.4%vs 41.6%, p,0.001).Men
in BP0 cohort had significantly better median PFS (3.7 vs. 1.3 yrs; p,0.001) and OS (NR vs 3.9 vs
NR, p,0.001) thenmen in BP1 cohort. After adjustment for other prognostic variables including
treatment, disease burden, Gleason score, log2PSA and age; bone pain was significantly
associated with decreased PFS and OS (Table). Conclusions: Men with mHSPC with bone pain
at baseline have worse survival outcomes despite treatment intensification and may be pri-
oritized for enrollment in clinical trials. These datamay aid patient counseling and warrant the
inclusion of bone pain in the prognostic models of mHSPC. Clinical trial information:
NCT01809691. Research Sponsor: U.S. National Institutes of Health U.S. National Institutes
of Health, Millennium Pharmaceuticals (Takeda Oncology).

Multivariate Cox proportional hazard model for PFS and OS.

Characteristics
PFS

(HR, 95% CI; P-value)
OS

(HR, 95% CI; P-value)

Bone Pain (yes vs No) 1.52, 1.28 - 1.82; ,0.001 1.76, 1.43 - 2.17; ,0.001
Treatment (ADT+ orteronel
vs ADT + bicalutamide)

0.56, 0.48 - 0.66; ,0.001 0.87, 0.72 - 1.04; 0.13

Extensive Disease Burden
(yes vs no)

1.75, 1.49 - 2.06; ,0.001 1.78, 1.46 -2.18; ,0.001

Gleason score (‡8 vs <8) 1.25, 1.06 - 1.47; 0.007 1.19, 0.98 - 1.46; 0.082
Log2PSA 1.12, 1.08-1.16; ,0.001 1.07, 1.03-1.12; ,0.001
Age (per 1 year) 1.00, 0.99-1.01; 0.9 1.01, 1.00-1,02; 0.044
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Disease characteristics, survival outcomes, and tumor molecular landscape in
patients (pts) with metastatic hormone-sensitive prostate cancer (mHSPC) har-
boring CDK12 alterations (CDK12a) receiving intensified androgen deprivation
therapy (ADTi).

Chadi Hage Chehade, Georges Gebrael, Ayana Srivastava, Nishita Tripathi, Nicolas Sayegh, Vinay Mathew Thomas, Gliceida Galarza Fortuna, Beverly Chigarira,
Blake Nordblad, Patrick Campbell, Clara Tandar, Haoran Li, Benjamin L. Maughan, Neeraj Agarwal, Umang Swami; Huntsman Cancer Institute at the University of Utah, Salt
Lake City, UT; Huntsman Cancer Institute, University of Utah Health Care, Salt Lake City, UT; University of Utah Health, Salt Lake City, UT; University of Kansas Cancer
Center, Westwood, KS

Background: CDK12 is one of the homologous recombination repair (HRR) genes involved in
genomic stability. The presence of CDK12a has been associated withworse survival outcomes in
pts with metastatic prostate cancer [PMID: 32988971; 32462107]. However, the impact of
CDK12a on outcomes in pts with mHSPC undergoing ADTi with doublets has never been
reported. Herein, we sought to assess this impact while evaluating disease characteristics
and tumor molecular landscape. Methods: This was a retrospective IRB-approved study.
Eligibility: pts with mHSPC undergoing ADTi with either docetaxel or an androgen receptor
pathway inhibitor (ARPI) (i.e., abiraterone, enzalutamide, apalutamide) harboring pathogenic
CDK12a on comprehensive genomic profiling (CGP) of primary prostate tissue, metastatic
lesion, or on cell-free DNA. Descriptive statistics were used for clinical features and survival
outcomes. Optimal PSA response (PSA-R) was defined as PSA # 0.2 ng/ml. Progression-free
survival (PFS)was defined from the start of therapy formHSPC to progression (per PCWG-3) or
death from any cause. Overall survival (OS) was defined from treatment initiation formHSPC to
death from any reason or censored at the last follow-up. Concurrent genomic alterations with a
frequency $ 10% were reported. Results: Of 323 pts with mHSPC receiving ADTi doublet with
CGP testing, 19 pts harbored CDK12a and were included. The median age at diagnosis was 66.1
(56 – 77), with 63.2% of pts receiving ADTi with an ARPI. Baseline characteristics are
summarized in the Table. Overall, 7 pts (36.8%) achieved an optimal PSA-R by 6 months
(mo). Themedian PFSwas 18.8mo (95%CI 4.2– 33.4mo), and themedianOSwas 33.1mo (95%
CI 9.5– 56.7mo). CGPwas performed on primary tissue (84.2%), followed bymetastatic lesion
(10.5%) and blood (5.3%). PIK3CA and TP53 were the most frequent associated genomic
alterations (15.8%), followed by ARID1A, CTNNB1, RB1, and TMPRSS2 (10.5%). Conclusions:
This is the first real-world study to report outcomes of pts with mHSPC and tumor CDK12a
undergoing ADTi with doublets. We show these pts to have inferior outcomes than those
enrolled in the registration trials of mHSPC with ADTi. Upon external validation in larger
cohorts, these hypothesis-generating data may guide future clinical trial design for these pts,
their preferential selection for trials, and counseling andprognostication in the clinic. Research
Sponsor: None.

Baseline characteristics.

Variable N = 19

Age, median (range) 66.1 (56 – 77)
De novo disease, n (%) 8 (42.1)
Gleason Score ‡ 8, n (%) 16 (84.2)
High volume of disease at ADT start, n (%) 12 (63.2)
PSA at ADT start, median (range) (ng/ml) 39.5 (8.4 – 650)
ADTi with ARPI, n (%) 12 (63.2)
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Androgen receptor blockade to activate NK cells and to upregulate the surface
expression of HLA-E in prostate cancer cell lines.

Maximilian Schwermann, Praveen Srinivasan, Vida Tajiknia, William Jonah MacDonald, Andrea Schmidt, Lindsey Carlsen, Andre Luiz De Souza, Dragan Golijanin,
Anthony E. Mega, Howard Safran, Wafik S. El-Deiry, Benedito A. Carneiro; Brown University, Providence, RI; Brown University, Legorreta Cancer Center, Providence, RI;
Brown University, Lifespan Cancer Institute, Providence, RI; The Minimally Invasive Urology Institute, Division of Urology, The Miriam Hospital, Warren Alpert Medical
School of Brown University, Providence, RI; Lifespan Cancer Institute, Division of Hematology/Oncology, Cancer Center at Brown University, Providence, RI; Brown
University, Lifespan Cancer Institute, Legorreta Cancer Center, Providence, RI

Background: The blockade of the androgen receptor (AR) pathway is an effective treatment for
prostate cancer (PCa), but most patients progress to castration-resistant prostate cancer
(mCRPC). AR signaling modulates CD8+ T cytotoxic function, revealing the immune-
modulatory function of the AR pathway. We have described the activation of NK cells by AR
inhibitors and the potential synergistic effect with anti-NKG2a combination.1 Strategies to
activate NK cells can be limited by the expression of HLA-E, a ligand of the inhibitory
checkpoints onNK cells NKG2A.We investigated themechanisms of AR-dependentmodulation
of HLA-E on tumor cells and the ADT-enhancing effect on patient-derived NK cells. Methods:
PC cell lines were treated with second-generation androgen pathway inhibitors in vitro (enza-
lutamide 10uM, darolutamide 15 uM), and the expression of HLA-E was evaluated by flow
cytometry. To evaluate the modulation of HLA-E by AR, the AR-negative cell lines (PC3 and
DU145) were stably transduced with an inducible AR system. The pan HDAC inhibitors vorino-
stat (0.4 uM) and panobinostat (2.5 uM) were used to evaluate the regulation of HLA-E by
epigenetics. We analyzed the activation status of paired peripheral blood NK cells isolated from
patients with PCa prior to and post-androgen deprivation therapy (ADT). The patients (n=6)
had amedian time between collection of 26.362.3 days. Results: The AR-responsive LNCaP cell
line displayed an increase in surface expression of HLA-E upon treatment with enzalutamide
(Enza) or darolutamide (Daro) ([C]: 12.161.3%, Enza: 22.363.3%, Daro: 19.161.1%, p=0.004). AR
blockade did not change the surface expression of HLA-E of AR negative PC3 ([C]: 10.562.7%,
Daro: 13.162.3%, p=0.17) or DU145 cell lines ([C]: 3.561.7%, Daro: 2.560.6%, p=0.12). Trans-
duction of AR in PC3 and DU145 lead to upregulation of HLA-E expression with AR blockade
(PC3-AR+ [C]: 13.163.7%, Daro: 43.165.3%, DU145-AR+ [C]: 4.561.4%, Daro: 27.263.6%,
p=0.001). The upregulation of HLA-E upon AR blockade was suppressed if cell lines were
co-treated with vorinostat or panobinostat. Patient-derived peripheral blood NK cells dis-
played enhanced cytotoxic activity after ADT (expression of Granzyme B pre-ADT: 12.362.3%,
post-ADT: 36.565.7% p=0.0017, Perforin pre-ADT: 360.6%, post-ADT: 26.563.7% p=0.001),
and upregulation of the inhibitory checkpoint NKG2a (pre-ADT: 5.261.2%, post-ADT:
12.361.4%, p=0.04). Conclusions: Androgen inhibitors upregulate the expression of HLA-E
in PCa cell lines by an AR-dependent mechanism regulated by epigenetics. ADT promotes
peripheral blood patient-derived NK cell activation and upregulation of inhibitory NKG2A
receptor. These findings support further investigative approaches targeting the HLA-E and
NKG2A in mCRPC. 1. Schwermann, AACR 2023. Research Sponsor: None.
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Prognostic value of PSMA-extracellular vesicles in oligometastatic castration-
sensitive prostate cancer treated with stereotactic ablative radiotherapy: A
multi-center observational study.

Fabrice Lucien, Jack R. Andrews, Yohan J Kim, Edlira Horjeti, Ali Arafa, Philip Sutera, Aurélie De Bruycker, Carole Mercier, Ryan Phillips, Daniel Song, Ana Ponce Kiess,
Piet Ost, Phuoc T. Tran, Daniel S Childs, A. Oliver Sartor, Jacob Orme, Sean Sunghun Park; Mayo Clinic Rochester, Rochester, MN; Mayo Clinic Arizona, Phoenix, AZ;
University of MInnesota, Minneapolis, MN; Johns Hopkins University, Baltimore, MD; University Hospital Ghent, Ghent, Belgium; Iridium Kankernetwerk, Antwerpen,
Belgium; Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD; Ghent University, Ghent, Belgium; University of Maryland, Baltimore, MD;
Department of Medical Oncology, Mayo Clinic, Rochester, MN; Department of Radiation Oncology, Mayo Clinic, Rochester, MN

Background: Two randomized clinical trials have demonstrated that SABR can prolong time to
progression in oligometastatic castration-sensitive prostate cancer (omCSPC) patients. How-
ever, there is a need for predictive tools to identify patients whowill benefit from SABR alone or
with systemic therapy. We investigated the prognostic value of PSMA-positive extracellular
vesicles (PSMA+EVs) in a blinded observational study using blood samples from three in-
dependent patient cohorts. Methods: We obtained plasma samples from 157 omCSPC patients
treated with SABR from the ORIOLE cohort (N=30, JHU) and STOMP-like cohorts (N=80,
UGhent; N=47, Iridium Net). Baseline PSMA+EV levels (EV/ml) were measured by nanoscale
flow cytometry. Primary clinical endpoints were biochemical progression (bPFS) and radio-
graphic progression (rPFS). Optimal cutoffs for PSA (ng/ml) and PSMA+EV (EVs/ml) were
defined as the point with the most significant log-rank test split. Kaplan-Meier curves and
univariate Cox regression models were used to determine the association of PSMA+EV levels
with clinical outcomes. Results: Twenty percent of patients (N=157 total) were diagnosed with
bone scan, 79% with PET imaging, and 1% with other modalities. Ninety-four percent of
patients presented with#3metastases on imaging. In the pooled STOMP-like cohorts, median
bPFS was 27.9 and 18.0 months for PSMA+EV low and high groups, respectively (p=0.039).
Median rPFS was 36.0 versus 27.0 months (p=0.029). In the ORIOLE cohort, median bPFS was
24.3 and 5.9 months in PSMA+EV low and high, respectively (p=0.021). Median rPFS was 36.0
versus 11.1months (p=0.019). High baseline PSMA+EV levels were associatedwith higher risk of
both biochemical and radiographic progression (Table). Combination of baseline PSA low and
PSMA+EV low outperformed either biomarker alone and better predicted risk of disease pro-
gression after SABR. Conclusions: While prospective biomarker-guided trials are warranted, a
PSMA+EV blood test can aid patient selection by identifying omCSPC patients who may have
durable responses to SABR without ADT. Research Sponsor: Erivan K. and Helga Haub Family
Fund in Image-Guided Urology.

Association of baseline PSA and PSMA+EV with oncological outcomes.

Cutoff
Number

of Patients
Hazard
Ratio 95% CI P value

Ghent U/
Iridium
Net

bPFS PSA low #1 ng/ml 46 1.74 1.14-2.74 0.01**
PSMA-EV low #4.5x106 EVs/ml 49 1.54 1.03-2.35 0.04*
PSA low +
PSMA-EV low

19 2.5 1.33-5.34 0.009***

rPFS PSA low #1 ng/ml 46 2.28 1.42-3.80 0.001***
PSMA-EV low #4.5x106 EVs/ml 49 1.59 1.03-2.52 0.04*
PSA low +
PSMA-EV low

19 4.01 1.8-11.4 0.003***

ORIOLE bPFS PSA low #7 ng/ml 17 3.27 1.30-8.6 0.01**
PSMA-EV low #2.1x106 EVs/ml 17 2.75 1.15-6.85 0.02*
PSA low +
PSMA-EV low

9 6.23 2.04-27.2 0.004***

rPFS PSA low #7 ng/ml 17 3.56 1.36-9.93 0.01**
PSMA-EV low #2.1x106 EVs/ml 17 3.02 1.17-8.33 0.02*
PSA low +
PSMA-EV low

9 6.52 1.83-41.6 0.01**
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Advancing the drug development process in metastatic prostate cancer through
machine learning.

David Alan Quigley, Julian C. Hong, Nicholas Lillis, Ali Sabbagh, Isabel D Friesner, Adina Bailey, Rahul Raj Aggarwal, Li Zhang, Meera Reddy Chappidi, Hari Singhal,
Joel Greshock, Ke Zhang, Margaret K. Yu, Eric J. Small; University of California, San Francisco, San Francisco, CA; Department of Radiation Oncology, University of
California, San Francisco, San Francisco, CA; Helen Diller Family Comprehensive Cancer Center, University of California, San Francisco, San Francisco, CA; Helen Diller
Family Comprehensive Cancer Center, San Francisco, CA; Janssen Research and Development, San Francisco, CA; Janssen Research & Development, Spring House, PA;
Janssen Research and Development La Jolla, San Diego, CA; Janssen Research & Development, LLC, Los Angeles, CA

Background: Despite advances in the development of systemic therapeutics, metastatic pros-
tate cancer (mPC) remains a lethal disease. The drug approval process is slow, and delays in
approving active agents translate into lives lost, and increased morbidity for men living with
mPC. Clinical benefit end points proximate to survival that could support regulatory approval
have been sought. Methods that accelerate the prediction of overall survival (OS) from baseline
and short-term clinical data could dramatically accelerate the "readout" timeline for registra-
tional studies. Methods: Curated, anonymized data from 5,679 mPC patients (pts) across six
completed clinical trials were used: COU-AA-301, COU-AA302, ACIS, GALAHAD, LATITUDE,
and TITAN. These trials comprise heterogeneous pts across castrate sensitive (TITAN, LAT-
ITUDE) and castrate resistant (COU-AA-301, COU-AA-302, ACIS, GALAHAD) populations.
Transcriptomic profiles of primary tumors were available from a subset of these pts (N =
605) in COU-AA-302, ACIS, TITAN using the DECIPHER platform (Decipher Biosciences, Inc.).
We harmonized pts study data and are developing machine learning models in an attempt to
predict long term outcomes using baseline clinical features, short term PSA kinetics, and
transcriptional profiling data. Associations between clinical and transcriptional signature
profiles and overall survival were assessed with the Cox proportional hazards model.
Results: Pts were assigned to training (N = 3167) and test (N = 2,512) cohorts. Cohorts were
balanced by age, self-reported race, ECOG performance status, extent of disease, and disease
site, andhad statistically indistinguishable survival curves. Atmonth 3 on study, 97%of pts had
PSAdata available; 88%had$2PSA values.Matched genomic datawas evaluated in 504 and 101
pts in training and test sets respectively. Training cohort pts with a 50% reduction in PSA by
month 3 (m3-PSA50) had significantly longer OS (HR 0.51 [0.38-0.67]; p = 1.2 x 106, median 26
vs. 38 months). ANOVA analysis identified expression signatures in the Decipher GRID that
significantly improved OS model performance when added to a model including only m3-
PSA50.We stratified pts by a combinedm3-PSA50 and signature score and identified signatures
that improved model fit over m3-PSA50 alone and significantly stratified pts in the test cohort
(P, 0.05). Conclusions: In this early analysis (prior to applyingmachine learning), m3-PSA50
was significantly associated with OS in a heterogeneous group of mPC pts. Although the
transcriptomic analysis was conducted on primary tumors obtained many years earlier, we
identified transcriptional signatures that significantly improved OS models (independent of
m3-PSA50) in men who subsequently developed mPC many years later. These results suggest
adding genomic signature data to models for predicting outcome using PSA kinetics may
provide improved predictive power. Research Sponsor: Prostate Cancer Foundation.
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Germline mutations in patients with metastatic prostate cancer: A prospective
cohort study in South Korea (KCSG GU20-19).

Joo-Hwan Park, Inkeun Park, Jinju Kim, Chang Seon Lee, Kwonoh Park, Jin Young Kim, Se Hyun Kim, Il Hwan Kim, Hyo Jin Lee, Woo Kyun Bae, Seok Jae Huh, Miso Kim,
Min-Young Lee, Seong Hoon Shin, Ho Young Kim, Byeong Seok Sohn, In-Ho Kim, Jae-Lyun Lee; Division of Medical Oncology, Department of Internal Medicine, Gachon
University School of Medicine, Gil Medical Center, Incheon, South Korea; Asan Medical Center, Seoul, South Korea; Division of Diagnostics Development, R&D Center,
NGeneBio, Seoul, South Korea; Hanyang University Seoul Hospital, Hanyang University College of Medicine, Seoul, South Korea; Keimyung University Dongsan Hospital,
Daegu, South Korea; Seoul National University Bundang Hospital, Seongnam, South Korea; Division of Oncology, Department of Internal Medicine, Haeundae Paik Hospital,
Inje University College of Medicine, Busan, South Korea; Department of Medical Science and Internal Medicine, College of Medicine, Chungnam National University,
Daejeon, South Korea; Department of Hemato-Oncology, Chonnam National University Hwasun Hospital, Hwasun, Republic of Korea, Hwasun-Gun, South Korea;
Department of Internal medicine, Dong-A University College of Medicine, Busan, South Korea; Seoul National University Hospital, Seoul, South Korea; Division of
Hematology and Oncology, Department of Internal Medicine, Soonchunhyang University Seoul Hospital, Seoul, South Korea; Kosin University Gospel Hospital, Busan,
South Korea; Department of Internal Medicine, Hallym University Medical Center, Hallym Univer, Anyang, South Korea; Inje University Sanggye Paik Hospital, Seoul, South
Korea; Seoul St. Mary’s Hospital, Seoul, South Korea; Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea

Background: Several clinical guidelines recommend screening for hereditary prostate cancer in
high-risk groups for metastatic prostate cancer. However, despite the recent increase in the
diagnosis of prostate cancer in Korea, genetic testing for hereditary prostate cancer is not being
performed, making it impossible to know the frequency of hereditary prostate cancer. This
study aimed to determine the prevalence of germline mutations in unselected Korean patients
with metastatic prostate cancer. Methods: Between July 2021 and December 2022, metastatic
prostate cancer patients were enrolled prospectively, without any specific selection based on
age or family history. Germline mutation analysis was performed on DNA from blood via next
generation sequencing using SOLIDaccuTestTM DNA HRD (NgeneBio, Korea). Results: A total
of 301 patients were enrolled and the prevalence of germline mutation was analyzed. At
diagnosis, the median age was 67 (46-91 years old), and the median PSA was 150 ng/mL
(3.07-5000). 250 patients had a Gleason score of 8 or higher. 36 patients (12.0 %) carried a
pathogenic (14/301, 4.6%)/likely pathogenic (22/301, 7.3%) variant in a germlinemutation. Of
these patients, 11 patients (3.65%) had BRCA2mutations. ATM (6/301, 1.99%) was the second
most frequently mutated gene, followed by FH (4/301, 1.33 %), FANCA, FANCD2, MRE11,
SLFN11, SMO (0.66 % of each, 2/301), BLM, CHEK2, ERBB3, MAP2K1, and VHL (0.33 % of
each, 1/301). Further analysiswill be conducted to evaluate the impact of germlinemutations on
somatic mutation results, treatment patterns, and clinical outcomes. Conclusions: The prev-
alence of pathogenic germline mutations among unselected Korean patients with metastatic
prostate cancer was 12.0 %. Germline mutation prevalence in this cohort was comparable to
previous reported results. This study provides the framework for the development of preventive
and treatment strategies based on hereditary genetic factors for prostate cancer in the Korean
population. Research Sponsor: None.

Likely pathogenic and pathogenic variants in our study population of prostate cancer patients.

Mutated Gene
P/LP
N (%)

BRCA2 11 (3.65 %)
ATM 6 (1.99 %)
FH 4 (1.33 %)
FANCA, FANCD2, MRE11, SLFN11, SMO 2 (0.66 %)
BLM, CHEK2, ERBB3, MAP2K1, VHL 1 (0.33 %)

P, pathogenic; LP, likely pathogenic.
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Association of BTN2A1+microvesicleswith overall survival and the role ofgd T cells
as a potential therapeutic target in patients with hormone-sensitive metastatic
prostate cancer.

Emilien Billon, Caroline Imbert, Laurent Gorvel, Manon Richaud, Rania Ghossoub, Virginie Girault, Thierry Fest, Gwenaelle Gravis, Daniel Olive; Institut Paoli-Calmettes,
Marseille, France; Cancer Research of Marseille (CRCM), Institut Paoli-Calmettes, INSERM UMR1068, CNRS UMR725, Aix-Marseille University, Marseille, France; Cancer
Research of Marseille (CRCM), Institut Paoli-Calmettes, INSERM U1068, CNRS U7258, Aix-Marseille Université, Marseille, France; Cancer Research of Marseille (CRCM),
Marseille, France; Cancer Research of Marseille (CRCM), Institut Paoli-Calmettes, INSERM, CNRS, Aix-Marseille Université, Marseille, France; Université de Rennes 1,
INSERM, Établissement Français du Sang de Bretagne, UMR_S1236; Laboratoire d’Hématologie, Pôle de Biologie, Centre Hospitalier Universitaire, Rennes, France;
Immunity and Cancer Team, Department of Medical Oncology, Institut Paoli-Calmettes, INSERM, CNRS, CRCM, Aix-Marseille University, Marseille, France

Background: Despite the recent progress in cancer management, metastatic prostate cancer
remains incurable. In the context of immunotherapy failure, we need to identify new immune
biomarkers, to improve patient therapy, and explore their potential as therapeutic target. To
this end, we screened the prognostic value of soluble immune checkpoints in the plasma of
metastatic prostate cancer patients at diagnosis, and depicted their role in anti-tumor activ-
ities. Methods: Patients with hormone naive metastatic prostate cancer were prospectively
included in the NK-Prostate study (NCT02963155). Blood collection was performed before
treatment and patients were followed for 5 years. We determined by ELISA assay plasma levels
the soluble formof PD-L1, Pan-BTN3A, BTN3A1, BTN2A1 andBTLA. Large extracellular vesicles
(MVs) were pelleted at 10 000g by sequential ultracentrifugation. Results: 66 patients were
included in the NK-Prostate with a median follow-up of 42.6 months. Only plasma levels of
BTN2A1 were associated with overall survival . 50 months. Patients with enriched sBTN2A1
(soluble form of BTN2A1) presented poorer overall survival (HR for death 2.91 95%CI 1.33 –
6.33, p=0.0072) and progression-free survival than low-level patients (HR for progression 2.73
95%CI 1.48– 5.05, p=0.0012). Prostate cancer cell line produced sBTN2A1, with 40% associated
with extracellular vesicles. High level of BTN2A1+ microvesicles (MVs) were identified by
spectral cytometry in patient’ plasma but not in healthy volunteer plasma, and deep phenotyp-
ing revealed that B cell-derived BTN2A1+MVswere associatedwith shorter overall survival (HR
4.22 95%CI 1.68 – 10.57, p=0.0021). To evaluate the impact of BTN2A1+ MVs on gd T cells, we
generated BTN2A1 KO MVs, BTN2A1 overexpressed MVs, and BTN2A1 mutant overexpressed
MVs (that donot interactwith gdTCR).Wedemonstrated that BTN2A1 overexpressedMVs could
specifically interact with gd T cell; and impaired their proliferation and cytotoxicity against
prostate cancer cell lines (LNCaP, DU145 and PC3). Conclusions: Our study shows the negative
impact of B cell derived BTN2A1+ MVs in hormone näıve metastatic prostate cancer. Plasma
MVs phenotyping is an easy-to-perform test, accessible for all patients. Our results highlight
the role of gd T cell in the anti-tumor immunity in prostate cancer, making them an interesting
target for immunotherapy in this pathology. Clinical trial information: NCT02963155. Research
Sponsor: None.
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Genomic mutations and homologous recombination deficiency (HRD) score in
Japanese patients with metastatic hormone-sensitive prostate cancer (mHSPC):
The impact of intraductal carcinoma of the prostate (IDC-P).

Masashi Kato, Akiyuki Yamamoto, Hideji Kawanishi, Yushi Naito, Shusuke Akamatsu, Toyonori Tsuzuki; Nagoya University Graduate School of Medicine, Nagoya, Japan;
Toyohashi Municipal Hospital, Toyohashi, Japan; Department of Urology, Aichi Medical University Hospital, Nagakute, Japan; Department of Urology, Nagoya University
Hospital, Nagoya, Japan; Department of Urology, Nagoya University Graduate School of Medicine, Nagoya, Japan; Aichi Medical University, Nagakute, Japan

Background: Intraductal carcinoma of the prostate (IDC-P) is a significant prognostic factor
associated with adverse clinical outcomes. A recent study has revealed significant associations
between IDC-P and germline homologous recombination repair gene mutations (HRRm) and
alterations in tumor suppressor genes. However, no study has investigated the association
between IDC-P and gene mutations in a Japanese population. We evaluated the association
between IDC-P in prostate core needle biopsies and gene mutations in metastatic hormone-
sensitive prostate cancer (mHSPC) in a Japanese population. Methods: This study enrolled 102
mHSPC patients, classified as LATITUDE high-risk, diagnosed between 2018 and 2021 in
Nagoya University and affiliated hospitals, all within three years of diagnosis, and with in-
formed consent. Initial screening identified 106 patients with gene mutation data; four were
excluded due to inadequate metastatic lesions or insufficient biopsy number. A single geni-
tourinary pathologist assessed all biopsy slides according to 2019 ISUP grading system.
Furthermore, the genetic analysis involved the examination of 108 genes using the Myriad
myChoice HRD plus assay, alongside HRD (Homologous recombination deficiency) score
analysis. Results: Our study achieved a 91% success rate in genomic testing. In total, 20
(19.6%) and 73 patients (71.6%) exhibited HRRm and molecular alterations in pathway other
than HRR (MAOT-HRR), respectively. Notably, common HRRm included BRCA (n = 10; BRCA 1:
2, BRCA 2:8) and CDK12 (n = 6) mutations, whereas common MAOT-HRR included FOXA1 (n =
30) and TP53 (n = 18) mutations. MAOT-HRR were more common in IDC-P positive patients
(75.6% vs. 50%, p=0.06). PTEN and TP53 mutations were notably enriched in IDC-P positive
patients (PTEN: 5.8% vs. 0%, TP53: 20.9% vs. 0%, p=0.06). Patients with IDC-P exhibited
higher HRD scores (21.3 6 8.8 vs. 16.6 6 8.6, p = 0.06) compared to those without IDC-P, with
CDK12 and BRCA mutations being more common in this group (CDK12: 7.0% vs 0%, BRCA:
10.5% vs 6.3%). In addition, the frequency of HRRmwas slightly higher in patients with IDC-P
compared to those without IDC-P (21% vs. 12.5%, p = 0.73). Finally, the frequency of genetic
alterations (HRRm or MAOT-HRR) was significantly higher in patients with IDC-P positive
patients (82.6% vs. 50%, p=0.0082). Conclusions: Among Japanese mHSPC patients, IDC-P
demonstrates significant associations with an elevated incidence of genetic alterations and
increased HRD score, emphasizing its potential clinical significance. Research Sponsor: Astra
Zeneca.
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Evaluating early changes in circulating tumor DNA (ctDNA) tumor fraction (TF) as a
value add to PSA in predicting early progression in metastatic castrate resistant
prostate cancer (mCRPC).

Christopher Sweeney, Russell Petry, Chang Xu, Ryon Graf, David Fabrizio, Jie He, Ole Gjoerup, Lincoln Pasquina, Zoe June Assaf, Kobe Yuen, Matthew J. Wongchenko,
Pratyush Gupta, Sanjeev Mariathasan, Thomas Powles; South Australian Immunogenomics Cancer Institute, University of Adelaide, Adelaide, Australia; Foundation
Medicine, Inc., Boston, MA; Foundation Medicine, Inc., Cambridge, MA; Genentech, Inc., South San Francisco, CA; Barts Cancer Institute, Experimental Cancer Medicine
Centre, Queen Mary University of London, St Bartholomew’s Hospital, London, United Kingdom

Background: IMbassador250 (IM250)was a prospective phase III trial which showed no overall
survival (OS) benefit for adding atezolizumab to enzalutamide for men with mCRPC who had
prior progression on abiraterone. Analyzing IM250, we previously demonstrated baseline TF
and 75% reduction in TF (using a prototype TF) both to be prognostic. Here we hypothesized
that early detection of andchanges in ctDNATFare associatedwith clinical responses.Methods:
Pre-treatment (but post-abiraterone progression) plasma samples from IM250 were profiled
using FoundationOne Liquid CDx (F1LCDx). To enable tumor-näıve ctDNA monitoring while
avoiding non-tumor signal, we developed FoundationOne Monitor (F1M) which leverages the
same sequencing platform as F1LCDx and enables quantification of and changes in ctDNA TF
from prior F1LCDx or F1M results. Changes in status of TF (detected vs not detected) from
baseline to cycle 3, day 1 (C3D1, 6 weeks), as well as detection at C3D1 alone, were compared vs
radiographic progression-free survival (rPFS) and overall survival (OS), as well as changes in
PSA (50% reduction). Results: A total of 418 patients with advanced mCRPC were included:
median age: 70,median baseline PSA: 68.7 ng/ml,median baseline TF: 15.5%. In the cohort, 335
patients (80%) had detectable TF at baseline and 303 (72%) had detectable TF at C3D1. TF
detected at C3D1 was associated with shorter rPFS (HR 3.24, 95% CI: 2.46-4.28, p,0.001) and
OS (HR 5.03, 95% CI: 3.41-7.41, p,0.001). Patients with TF detected at both baseline and C3D1
had median rPFS: 4.1 months and median OS: 12.6 months. 88% of patients with “ctDNA
detected” at C3D1 had a rPFS#6months. The positive predictive value (PPV) for ctDNA status in
predicting non-durable response was 74% versus 67% for PSA. When TF and PSA reduction at
C3D1 were discordant, patients with [TF undetected/PSA not reduced] had more favorable
outcomes compared with [PSA reduced/TF detected] (median OS 22.1 months vs. 16 months,
p,0.001). TF also provided additional stratification for patients with clinically ambiguous
results who had no radiographic progression but lack of .50% PSA reduction, resulting in
high and low risk populations (median OS 13.0 months vs 20.5 months, HR=3.80, p,0.001).
Conclusions: Here we report on a new tumor-näıve monitoring assay (F1M) for molecular
response assessment which is based on ctDNA TF detection and dynamics. TF detection at C3D1
was linked to unfavorable outcomes and identified early progression post-abiraterone, with
increased information derived fromTF detection at baseline. TF on F1M thus complements PSA
testing, which had a lower PPV for identifying early progression than ctDNA. Together, we
provide a non-invasive strategy that is independent of and additive to PSA and may refine-
personalized approaches tailored to the individual patient’s risk of progression. Clinical trial
information: NCT03016312. Research Sponsor: None.
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Molecular profiling and clinical relevance of low PTEN expression in patients with
metastatic hormone-sensitive prostate cancer.

Marta Garcia de Herreros, Natalia Jiménez, Oscar Reig Torras, Vicente Ruiz de Porras, Juan Carlos Pardo, Albert Font Pous, Caterina Aversa, Laura Ferrer-Mileo,
Manuel Mazariegos, Leonardo Rodriguez-Carunchio, Isabel Trias, Mireia Jordà, Samuel Garcı́a-Esteve, Sara Cros Costa, Laia Fernandez-Ma~nas, Mariona Figols,
Enrique Gonzalez-Billalabeitia, Isabel Chirivella, Alejo Rodriguez-Vida, Bego~na Mellado-Gonzalez; Department of Medical Oncology, Hospital Clinic of Barcelona, Barcelona,
Spain; Institute of Biomedical Investigations, IDIBAPS, Barcelona, Spain; Institut Català d’Oncologia - Hospital Germans Trias i Pujol, Badalona, Spain; Institut Català
d’Oncologia, Hospital Universitari Germans Trias i Pujol (HUGTiP), Badalona, Spain; Hospital Clinic Barcelona, Barcelona, Spain; Program of Predictive and Personalized
Medicine of Cancer, Germans Trias i Pujol Research Institute (PMPPC-IGTP), Badalona, Spain; Hospital General de Granollers, L’hospitalet De Llobregat, Spain; Medical
Oncology Department, Fundació Althaia, Barcelona, Spain, Manresa, Spain; Hospital U. 12 de Octubre, Madrid, Spain; Hospital Clinico Universitario, Valencia, Spain;
Hospital del Mar, Barcelona, Spain; Medical Oncology Department, Hospital Cĺınic, Barcelona, Spain

Background: Genomic alterations in PTEN are associated with an aggressive disease and
treatment resistance in patients (pts) with castration-resistant prostate cancer (PC). The
aim of the present study is to characterize the molecular alterations associated to tumor
PTEN-lowmRNA expression in different cohorts ofmetastatic hormone-sensitive PC (mHSPC)
pts and its prognostic value. Methods: This is an ongoing multicenter ambispective study
enrollingmHSPCpts receiving different treatment strategies.PTEN statuswas assessed in FFPE
tumor samples bymRNAexpression bynCounter andRNA-seq.PTEN expressionwas correlated
with castration resistance-free survival (CRPC-FS) and overall survival (OS) by Kaplan Meier
andmultivariate Cox analysis. Results: 297 pts were included: 125 treated with ADT + docetaxel
(ADT+D), 79with androgen deprivation therapy (ADT) + abiraterone or enzalutamide (A/E) and
93withADTalone.Median follow-up of 46.3months (m) (6.7-223).Median agewas 66.4 years,
75.7% of pts presented de novo stage IV and 67.9%had high-volume disease. RNA-seq analysis
was performed to assess differences in gene expression between low vs. high/medium PTEN
expression tumors in 66 pts. There was a significant correlation between PTEN expression
detected by nCounter and by RNASeq (p=8.7e-11). Differential expression analysis found 13
genes differentially expressed (padj,0.05 &abs(LFC).0.26) in PTEN-low (25.8%) vs the rest,
including PTEN and 2 novel transcripts (Table). In the functional analysis PTEN-low tumors had
overexpression of several pathways including cell cycle, DNA repair, metabolism and immune
regulatory response, and infraexpression of the androgen-response hallmark. In the whole
cohort (n=297 pts), PTEN-low (30.5%)was independently associatedwith lowCRPC-FS (HR 1.8
(95%CI, 1.3– 2.4), p=8.7e-5) and OS (HR 1.7 (95%CI, 1.2– 2.2), p=0.0038). Conclusions: Lower
expression of PTEN correlates with a distinctmolecular profile and amore aggressive disease in
pts with mHSPC, supporting the development of new therapeutic strategies in pts. Research
Sponsor: None.

Differential expressed genes in PTEN-low pts.

HGNC Symbol gene_biotype

GPRC5A protein_coding
SLC26A3 protein_coding
GINS1 protein_coding
RLN1 protein_coding
CENPN protein_coding
ANPEP protein_coding
RPL12P13 Unprocessed pseudogene
LRRTM4 protein_coding
METTL1P1 Processedpseudogene
ABCA4 protein_coding
PTEN protein_coding
Novel transcript lncRNA
Novel transcript lncRNA
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Fragmentomics of cell-free DNA from targeted panels in genitourinary
malignancies.

Amy K Taylor, Kyle Helzer, Marina Nasrin Sharifi, Jamie M Sperger, Yue Shi, Matti Annala, Shannon Reese, Katherine Kaufmann, Jennifer L. Schehr, Nan Sethakorn,
David Kosoff, Christos Kyriakopoulos, Andrew J. Armstrong, Rana R. McKay, Felix Y Feng, Kari Braun Wisinski, Hamid Emamekhoo, Alexander William Wyatt,
Joshua Michael Lang, Shuang Zhao; University of Wisconsin Hospital and Clinics, Madison, WI; Department of Human Oncology, University of Wisconsin, Madison, WI;
University of Wisconsin Carbone Cancer Center, Madison, WI; Vancouver Prostate Centre, Department of Urologic Sciences, University of British Columbia, Vancouver, BC,
Canada; University of Wisconsin, Madison, WI; UW Madison Hospital and Clinics, Madison, WI; Duke Cancer Institute Center for Prostate and Urologic Cancer, Duke
University, Durham, NC; Moores Cancer Center at UC San Diego Health, San Diego, CA; Helen Diller Family Comprehensive Cancer Center, University of California, San
Francisco, San Francisco, CA; Carbone Cancer Center, Madison, WI

Background: The detection of genomic alterations in cancer is critical for identifying clinically
actionable alterations for treatment decisions. Tumor samples historically have been required,
but obtaining tissue for molecular profiling is not always feasible, especially in the metastatic
setting. The isolation and analysis of cell-free DNA (cfDNA) including circulating tumor DNA
(ctDNA) via blood-based “liquid” biopsies offers non-invasive sampling of the tumor. Re-
cently, fragmentation patterns of cfDNA (i.e. “fragmentomics”) have emerged as a method for
inferring epigenomic and transcriptomic information. However, these analyses use whole-
genome sequencing, which lacks the necessary depth to cost-effectively assess genomic
alterations, limiting the application of these techniques clinically. Methods: We developed a
novel cfDNA fragmentomics machine learning approach for standard targeted cancer gene
panels in order to identify genitourinary (GU) and non-GU cancers from two independent
metastatic cancer cohorts: a published cohort from GRAIL (prostate cancer, non-GU cancers,
normal samples, N=198) and an expanded institutional cohort from theUniversity ofWisconsin
(prostate adenocarcinoma, neuroendocrine prostate cancer (NEPC), renal cell carcinoma
(RCC), bladder cancer, non-GU cancers, normal samples, n = 431). Results: In the GRAIL
cohort, 10-fold cross-validation AUCs were 0.987 for identifying prostate cancer, 1.00 for
normal samples, and ranged from 0.922-0.958 for the non-GU cancers. In the UW cohort, 10-
fold cross-validation AUCs were 0.950 for bladder cancer, 0.982 for prostate cancer, 0.993 for
NEPC, 0.925 for RCC, and 0.980 for normal samples, and ranged from 0.874-0.954 for non-GU
cancers. Our assay can sensitively detect and accurately distinguish GU and non-GU malig-
nancies despite amedian ctDNA fraction of only 0.076 in theGRAIL cohort, and amedian ctDNA
fraction of only 0.022 in the UWcohort. Conclusions:Our enhancedmachine learning approach
for examining fragmentomics in standard cancer gene cfDNA panels unlocks the potential for
these established assays to be utilized to answer critical clinical questions beyond somatic
variant identification. The excellent performance of our innovative approach even in samples
with low ctDNA fractions suggest potential applications such as multi-cancer early detection
and minimal residual disease monitoring. This framework could dramatically expand the
potential of already existing clinically used assays and minimizes barriers for continued bio-
marker development. Research Sponsor: None.
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Survival outcomes of metastatic prostate adenocarcinoma by primary metastatic
site: A Surveillance, Epidemiology, and End Results (SEER) database study.

Shannon Bagot, Veronica Rasmusen, Sarah Kim, Amir A. Rahnemai-Azar; California University of Science and Medicine, Colton, CA; California University of Science and
Medicine, Loma Linda, CA

Background: Prostatic adenocarcinoma (PAC) is the second leading cause of cancer-related
death in men in the United States. The aim of this study is to investigate the effect of different
sites of primary metastasis on overall survival (OS) of patients with metastatic PAC as well as
identify risk factors that may impact prognosis. Methods: From the Surveillance, Epidemiol-
ogy, and End Results (SEER) database, 26,085 patients diagnosed withmetastatic PAC between
2010 and 2020 were analyzed to assess OS. Primary metastatic sites included in the study were
bone, brain, liver, or lung and patients with multiple metastatic sites were excluded. Kaplan-
Meier curves and Univariate Cox Regression analyses were used to determine the effect of
various primary metastatic sites on OS. Results: Of all PAC primary metastatic sites, bone was
the largest group (n=25,421, 97.5%), followed by lung (n=423, 1.6%), liver (n=194, 0.7%), and
brain (n=47, 0.2%). CoxRegression analysis of PACpatients found that primary livermetastasis
was associated with worst OS (Hazard Ratio (HR) 1.785, p,.001) while primary lungmetastasis
had better OS (HR 0.738, p,.001) when compared to patients with primary bone metastasis.
Further analysis of the bone metastasis group with Univariate Cox Regression models was
performed to evaluate the impact of age, treatment type, and race on OS. Factors found to
significantly decrease OS included diagnosis at or after age 70 (HR 1.536, p,.001) and treatment
with transurethral resection of the prostate (TURP) (HR 1.239, p,.001). Factors that signifi-
cantly improved OS included treatment with radical prostatectomy (HR 0.222, p,.001) and
radiation therapy (HR0.872, p=.002). No significant improvement inOSwas seenwith systemic
therapy. Regarding race, OS was observed to be higher among Hispanic (HR 0.911, p,.001) and
Asian/Pacific Islander (API) (HR 0.773, p,.001) populations when compared to Non-Hispanic
Whites (NHW). No statistically significant difference in OS was found between NHW, Black, or
American Indian and Alaska Native (AIAN) populations. Conclusions: Results of this study
differ from previous publications that found no improvement in OS with radiation therapy and
that identified AIAN race as a protective factor in PAC. These findings may inform future
treatment of patients based on the site of primarymetastasis and increase consideration of risk
factors that can contribute to decreased survival. Research Sponsor: None.
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Detection of neuroendocrine prostate cancer through plasma-based epigenomic
profiling.

Marc Eid, Karl Semaan, Ji-Heui Seo, Matthew P. Davidsohn, Brad Fortunato, Gitanjali Lakshminarayanan, Talal El Zarif, Hunter Savignano, John Canniff, Renee Maria Saliby,
Eddy Saad, Mark Pomerantz, Sylvan Baca, Matthew Freedman, Jacob E Berchuck, Toni K. Choueiri; Dana-Farber Cancer Institute, Boston, MA; Dana-Farber Cancer Institute,
Harvard Medical School, Boston, MA; The Lank Center for Genitourinary Oncology, Dana-Farber Cancer Institute, Boston, MA

Background: Neuroendocrine prostate cancer (NEPC) is an aggressive resistance phenotype
that can develop in men with metastatic prostate adenocarcinoma (PRAD). Early detection of
NEPC has prognostic and therapeutic implications, but is challenging due to spatial hetero-
geneity, sampling error associated with tissue biopsy, and a lack of distinguishing genetic
mutations that can be assessed from cell-free DNA (cfDNA). Herein, we introduce a novel
epigenomic-based approach to non-invasively identify NEPC from cfDNA. Methods: Plasma
was collected from patients with NEPC and PRAD at the Dana-Farber Cancer Institute. Chro-
matin immunoprecipitation and sequencing on cfDNA (cfChIP-seq) was performed on 1mL of
plasma for the post-translational histone modifications H3K4me3 and H3K27ac. Activity of
gene promoters and enhancerswas inferred based onH3K4me3 andH3K27ac cfChIP-seq signal
normalized to signal at constitutively active regulatory elements. A classifier was built to
distinguishNEPC fromPRAD based onH3K27ac signal at a published set of regulatory elements
with increased chromatin accessibility in neuroendocrine tumors compared to adenocarci-
nomas (NE-REs). The classifier performance was evaluated using the area under the receiver
operating characteristic (AUROC) curve.Results:Our cohort included 30 patients, 10 with NEPC
and 20 with PRAD. H3K4me3 signal at the promoter of chromogranin A (CHGA), a diagnostic
marker gene of NE-differentiation, was significantly elevated in plasma from patients with
NEPC vs. PRAD (p=4x10-11, Wilcoxon rank-sum test). H3K27ac signal at binding sites for
ASCL1, a master transcription factor driving NE-differentiation, was significantly elevated
in NEPC vs. PRAD plasma samples (p=7.2x10-5, Wilcoxon rank-sum test). H3K27ac signal at
NE-REs accurately distinguished patients with NEPC from patients with PRAD with an AUROC
curve of 0.97. Conclusions:We present a non-invasive approach to identify NE-differentiation
in patients with metastatic prostate cancer using 1mL of plasma. This method could help
overcome practical challenges associated with NEPC detection and further guide therapy
selection. Research Sponsor: None.
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Preclinical characterization of human Kallikrein 2 (hK2) as a novel target for the
treatment of prostate cancer.

Fei Shen, William Kevin Kelly, Neeta Pandit-Taskar, Theresa McDevitt, Ryan Smith, Krista Menard, Kathryn Packman, Ruchi Chaudhary, Brent Rupnow, Margaret K. Yu,
Mary E. Guckert, Shaozhou Ken Tian, Gerald Chu, Hong Xie, Daniel Patricia, Steven I Max, Michael J. Morris; Janssen Research & Development, LLC, Spring House, PA;
Department of Medical Oncology and Urology, Sidney Kimmel Medical College, Thomas Jefferson University, Philadelphia, PA; Weill Cornell Medical Center, New York, NY;
Memorial Sloan Kettering Cancer Center, New York, NY

Background: Treatment options that are durably effective for patients with metastatic (m)
castration-resistant prostate cancer (CRPC) remain limited despite available therapies,
highlighting a continued unmet need for novel drug development. hK2 is overexpressed in
prostate cancer (PC) and has little to no expression in non-prostate tissues. Here, we use a
series of preclinical experiments to evaluate hK2 as a therapeutic target in PC. Methods: hK2
expression was assessed by immunohistochemistry (IHC) in non-metastatic (nm) castration
sensitive PC (CSPC; n= 100),mCSPC (n=98), andmCRPC (n =45) samples obtained from tumor
banks and warm autopsy tumor microarrays. Multiplex immunofluorescence (IF) was used to
assess hK2 expression at different mCRPC tumor sites. hK2 cell surface expression in a human
prostate cancer cellmodel (VCaP) and freshmCRPCpatient tumor sampleswas assessed by flow
cytometry. hK2-targeting antibody internalization over time was visualized by confocal IF
microscopy in VCaP cells. VCaP xenograft models in immune-compromised NSG mice were
used to evaluate anti-tumor activity, defined as change in percent of tumor growth inhibition
(DTGI), following treatment with 3 unique hK2-targeting experimental agents (Table). Whole-
body planar and SPECT/CT imaging were used to assess hK2-targeting antibody tumor uptake
in patients with mCRPC. Results: IHC confirmed robust hK2 expression across different PC
stages with homogenous expression in nm/mCSPC and increased heterogeneity in mCRPC.
Mean percent tumor staining of hK2 in mCRPC samples was 67.6% (bone), 65.7% (lymph
nodes), and 33.5% (liver) by multiplex IF. Correlation of hK2 expression across mCRPC bony
lesions (r = 0.74, p , 1.6e-06) was observed, suggesting intrapatient and interlesion homoge-
neity. Confocal microscopy demonstrated hK2 cell surface expression in VCaP cells, with rapid
antibody internalization within 3 hours. Flow cytometry confirmed hK2 cell surface expression
in both VCaP cells and mCRPC samples. Robust antitumor activity was observed following
treatment with each hK2-targeting agent in the xenograft mouse model (Table). Whole-body
and SPECT/CT scans confirmed accumulation of the hK2-targeting antibody to PC tumors in
patients with mCRPC. Conclusions: hK2 expression was homogenous in nm/mCSPC, with
increased heterogeneity in mCRPC. Antitumor activity was observed across hK2-targeting
agents. These data demonstrate that therapeutic strategies targeting hK2 hold promise in
PC treatment and support further investigation of these agents in clinical studies. Research
Sponsor: Janssen Research & Development, LLC.

Antitumor activity of hK2-targeting agents in the VCaP xenograft mouse model.

Agent DTGI at the Highest Dose Level (Compared to Control)

hK2 radioconjugate (Ac225) 110% at 500 nCi
hK2xCD3 99% at 15 mg/kg
hK2 CAR-T 110% at 103106 CAR-T
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Association of a prostate cancer gastrointestinal transcriptional phenotype as
found in clinical mCRPC samples with response to AR-targeted therapy.

Aishwarya Subramanian, Meng Zhang, Marina Nasrin Sharifi, Thaidy Moreno Rodriguez, Eric Feng, Nicholas Robert Rydzewski, Raunak Shrestha, Xiaolin Zhu, Shuang Zhao,
Rahul Raj Aggarwal, Eric J. Small, Chien-Kuang Cornelia Ding, David Alan Quigley, Martin Sjöström; Helen Diller Family Comprehensive Cancer Center, University of
California, San Francisco, San Francisco, CA; University of California, San Francisco, San Francisco, CA; University of Wisconsin Carbone Cancer Center, Madison, WI;
University of Wisconsin, Madison, WI; Department of Human Oncology, University of Wisconsin, Madison, WI

Background: Prostate cancer is a heterogenous disease, but once metastatic it eventually
becomes resistant to all therapies. One mechanism of resistance to AR-targeting therapy is
lineage plasticity, where the tumor undergoes a transformation to an AR-indifferent pheno-
type, most studied in the context of neuroendocrine prostate cancer (NEPC). However, acti-
vation of additional de-differentiation programs, including a gastrointestinal (GI) gene
expression circuit, has been suggested as alternative methods of resistance. In this study,
we aimed to explore the GI prostate cancer phenotype (PCa GI) in a large cohort of metastatic
castration-resistant prostate cancer (mCRPC) biopsy samples. Methods: We interrogated a
dataset of 634mCRPC samples with batch effect corrected gene expression data from theWest
Coast Dream Team (WCDT), the East Coast Dream Team (ECDT), the Fred Hutchinson Cancer
ResearchCenter (FHCRC) and theWeill CornellMedical center (WCM). TheWCDTandECDThad
survival data annotated. A gene expression GI scorewas calculated using the sum of z-scores of
genes from a published set of PCa GI defining genes (N=38). Survival analysis was performed
using the Kaplan-Meier method and Cox proportional hazards regression with survival from
time of biopsy to death of any cause as endpoint. Results: The GI score had a bimodal
distribution, indicating a distinct set of tumors with an activated GI expression pattern.
Approximately 35%of sampleswere classified as PCaGIwhich is concordantwith prior reports.
Liver metastases had the highest median score but when excluding liver samples, 29% of
samples still were classified as PCa GI, suggesting a distinct phenotype not exclusive to liver
metastases. No correlation was observed between GI score and proliferation, AR signaling, or a
NEPC score. Furthermore, no difference in GI score was observed with genomic alterations in
AR, FOXA1, RB1, TP53 or PTEN. However, MYC amplified tumors showed higher GI scores
(p=0.0001). Patients with PCa GI tumors had a shorter survival (HR=1.5 [1.1-2.1], p=0.02),
but not after adjusting for liver asmetastatic site (HR=1.2 [0.82-1.7], p=0.35). Patients with PCa
GI low samples had a better outcome after androgen receptor signaling inhibitors (ARSI,
abiraterone or enzalutamide) than other therapies (HR=0.2 [0.07-0.54, p=0.002) while there
was no difference for PCa GI high samples (HR=1.1 [0.13-8.7], p=0.95, p interaction = 0.049). A
differential pathway analysis identified FOXA2 signaling to be upregulated PCa GI high tumors
(FDR = 1.7 x 10-28), in addition to high expression of GI related genes, including HNF4G, HNF1A
and SPINK1. Conclusions: The PCa GI phenotype is found in clinical mCRPC samples and may
represent a distinct biological entity. PCa GI tumors may respond less to ARSI and could offer a
strategy to study novel therapeutic targets. Research Sponsor: Prostate Cancer Foundation.
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Impact of androgen deprivation therapy (ADT) on circulating tumor DNA (ctDNA)
detection in de novo metastatic castration-sensitive prostate cancer (mCSPC).

Edmond Michael Kwan, Andrew J Murtha, Wilson Tu, Carlos Vasquez Rios, Cecily Q. Bernales, Shannen Keith Arviola, Gráinne Donnellan, Karan Parekh, Matti Annala,
Corinne Maurice-Dror, Gillian Vandekerkhove, Kim N. Chi, Alexander William Wyatt; BC Cancer Vancouver Centre, Vancouver, BC, Canada; Vancouver Prostate Centre,
Department of Urologic Sciences, University of British Columbia, Vancouver, BC, Canada; Tampere University, Tampere, Finland

Background: Plasma ctDNA is detected in most patients with metastatic castration-resistant
prostate cancer, enabling minimally invasive tumor genotyping that informs prognosis and
therapy decisions. However, most patients with de novo mCSPC will commence ADT before
referral for genomic testing, reducing ctDNA fraction (ctDNA%), potentially limiting its clinical
utility. Here, we identify clinical predictors of ctDNA%, and assess its association with clinical
outcomes in patients with de novo mCSPC. Methods: From a prospective British Columbia
biobank, we identified patients with de novo mCSPC that provided blood prior to or within
50 days of ADT commencement. Plasma cell-free DNA and matched white blood cell DNA
underwent deep targeted sequencing and ctDNA% was estimated (detection threshold $2%)
using validated mutation- and copy number-based methods. Associations between clinical
factors were related to ctDNA detection using ?2 or Fisher’s exact test. Time to castration-
resistance (TTCR) and overall survival (OS) were stratified by ctDNA parameters (detected vs
not detected, and by ctDNA% groups ,2% vs 2-30% vs .30%), and compared using Kaplan-
Meier and Cox regression analyses. Results: We examined 188 samples from 179 patients.
Median age was 68 years, 87% received treatment intensification, and disease burden was
consistent with typical de novo mCSPC (79% high-volume). CtDNA was detected in 66% (29/
44) of ADT-naive samples compared to 26% (37/144) of ADT-exposed samples. The strongest
predictor of ctDNA detection was duration of ADT exposure. CtDNA reduced over time, most
evident .7 days after ADT commencement (1-7 days: 88% detected; 8-14: 31%, 15-50: 15%;
p,0.001). Significant associations for ctDNA detection were also observed for abnormal
hemoglobin (OR 3.5, p,0.001) and visceral (liver/lung) disease (OR 3.0; p=0.012), but not
CHAARTED/LATITUDE criteria, PSA, or Gleason grade group. At a median follow-up of
48 months (mo), detected ctDNA and higher ctDNA% were associated with shorter TTCR
irrespective of ADT exposure (ADT-naive: HR 3.6, 95%CI 1.2-11, p=0.02; ADT-exposed: HR 1.9,
95% CI 1.2-3, p=0.01; interaction p= 0.35), with outcomes poorest in the ADT-exposed group
with high ctDNA% (median TTCR 32 vs 8.4mo in,2% and.30% ctDNA groups, respectively).
Only ADT-exposed ctDNA detection and ctDNA%were associated with OS (median 58 vs 29mo
in ctDNA– and ctDNA+ groups, respectively; HR 1.9, 95% CI 1.1-3.1, p=0.02). Conclusions: ADT
exposure is the strongest predictor of ctDNA non-detection in de novo mCSPC. However, a
quarter of patients will have detectable ctDNA despite receiving up to 50 days of ADT,
indicating a window for complementing tumor tissue-based genotyping with ctDNA tests.
Persistent ctDNA after ADT administration is prognostic and a potential biomarker to identify
patients for treatment intensification. Research Sponsor: None.
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Characterizing longitudinal molecular changes in ctDNA in patients (pts) with
metastatic castration-resistant prostate cancer (mCRPC).

Eli Tran, Chinmay Jani, Nicole Zhang, Jill Tsai, Elizabeth Pan, Justine Panian, Rana R. McKay; School of Medicine, University of California, San Diego, La Jolla, CA; Harvard
University, Boston, MA; Guardant Health, Inc., Redwood City, CA; University of California, San Fransisco, San Francisco, CA; University of California, San Diego, San Diego,
CA; University of California, San Diego, La Jolla, CA

Background: Next-generation sequencing (NGS) of ctDNA is a novel technology that can
complement tumor tissue NGS and has the potential to inform prognosis, treatment (tx)
selection, and real time evolution of tumor molecular alterations. While tx options for pts
with mCRPC have advanced, tx resistance is inevitable. Our real-world evidence study aims to
evaluate longitudinalmolecular changes in ctDNA following systemic tx to inform sequential tx
strategies for pts with mCRPC. Methods: We interrogated data from GuardantINFORM, a
clinical-genomics database with ctDNA molecular information and structured commercial
payer-claims data. We conducted genetic mutations analysis in pts diagnosed with prostate
cancer both before and after Androgen Receptor Signaling Inhibitors (ARSi), Poly(ADP-ribose)
Polymerase Inhibitors (PARPi), and taxanes. The post-tx analysis was performed on samples
collected within 3 months of tx discontinuation prior to initiation of a subsequent tx as a proxy
of disease progression. Mann-Whitney test was conducted to assess the differences in muta-
tions observed pre and post tx. We also examined the association between ctDNA burden and
overall survival (OS). Results: Overall, from a database of 21,682 patients with prostate cancer,
following the above filters, we analyzed 145 ptswith paired pre / post-ARSI, 54with paired pre /
post-PARPi, and 115 with paired pre / post-taxane samples. Table highlights the most com-
monly altered genes prevalent in post-tx samples. The most frequent (%pre/%post) AR
alterations post-ARSI included AR amplifications (11%/23%), AR T878A (5%/9%), AR
L702H (2%/6%), AR H875Y (0.7%/1.4%), and AR F877L (0%/1.4%). The most frequent HRR
alterations post PARPi included ATM (25%/25%), BRCA2 (25%/18%), BRCA1 (3%/5%), CDK12
(6%/5%), and PALB2 (3%/2%). All three tx exhibited a significantly higher prevalence of
mutations post-tx (mean increase in alterations 0.3-1.3, p,0.001 for all tx). Pts with higher
ctDNA burden in pre-tx samples had worse OS compared to pts with low or undetectable
burden.Conclusions:Our study revealed dynamic shifts ingeneticmutations inptswithmCRPC
following ARSi, PARPi and taxanes. Additionally, we highlight the prognostic significant of
ctDNA burden in mCRPC. These data can help inform personalized sequential tx strategies for
pts with mCRPC. Research Sponsor: None.

Gene Prevalence Pre-Tx Gained Post Tx Lost Post Tx Prevalence Post Tx

ARSI
TP53 37% 17% -5% 48%
AR 17% 23% -5% 35%
PIK3CA 7% 11% -4% 14%
EGFR 9% 8% -6% 11%
PARPi
TP53 50% 13% -4% 59%
AR 39% 7% -4% 43%
ATM 20% 9% -7% 22%
BRCA2 28% 0% -7% 20%
FGFR1 11% 7% -2% 17%
EGFR 4% 11% 0% 15%
BRAF 13% 6% -7% 11%
PIK3CA 11% 9% 0% 20%
Taxane
TP53 54% 14% -8% 60%
AR 44% 22% -8% 58%
EGFR 11% 11% -4% 18%
PIK3CA 11% 14% -5% 20%
BRAF 7% 8% -3% 11%
CCNE1 8% 10% -3% 14%
FGFR1 6% 10% -4% 11%
MYC 8% 7% -3% 12%
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Homologous recombination repair (HRR) alterations may be passenger events in
patients with advanced prostate cancer (PC) with high tumor mutational burden
(hTMB).

Vineel Bhatlapenumarthi, Navonil De Sarkar, Anannya Patwari, Emmanuel S. Antonarakis, Ariel Ann Nelson, Deepak Kilari; Department of Medicine, Division of Hematology
and Oncology, The Medical College of Wisconsin, Milwaukee, WI; Department of Pathology and Cancer Center, The Medical College of Wisconsin, Milwaukee, WI;
Department of Medicine, University of Minnesota, Masonic Cancer Center, Minneapolis, MN

Background: HRR and microsatellite instability-high (MSI-H) alterations (alt) are typically
mutually exclusive in pan-cancer cohorts. However, in PC 12.8% of BRCA1 and 3.4% of BRCA2
genomic alteration(alt) (Loss of function mutation or copy loss) co-occurred with MSI-H
(PMID: 35772050) but were not associated with elevated genome-wide loss of heterozygosity
(gLOH), suggesting that BRCA1/2 alt are likely ‘passenger’ events in the presence of MSI-H.
further characterize this potential bystander phenomenon, we hypothesized that patients (pts)
with HRR alt occurring in the context of hTMB will lack functional HRD signatures. Methods:
We queried the Stand Up to Cancer (SU2C) East Coast Dream Team’s exome dataset (N=429) to
identify ptswith hTMBand at leastmonoallelic HRR alterations. Demographics, treatment, and
outcomedatawere also collected. Adopting the approachper PMID: 34877933,wederived CSig3
(a COSMIC single-base-substitutionmutational signature indicative of HR dysfunction [HRD])
and iHRD (a functional signature of HR deficiency developed by our group) in this subset to
evaluate HRR functional activity. Results: 18 men with hTMB (.10mut/Mb) and concurrent
HRR alt were identified in SU2C. Of those, 9 had biallelic, and 9 had monoallelic HRR alt. 22%
had biallelic BRCA2, 22% had biallelic RAD and 39% had monoallelic BRCA2 alt. However, only
33%of theseHRR-altered tumorswere CSig3(+)/iHRD(+) (5 biallelic and 1monoallelic HRR alt)
and 67% were negative for both signatures (4 biallelic, 8 monoallelic HRR alt), indicating that
the HRR alt in these instances are likely bystander events. In all of the CSig3(+)/iHRD(+) cases,
TMB ranged between 10-20mut/Mb, whereas when TMBwas.20mut/Mb, those tumors were
invariably CSig3(-)/iHRD(-). None of these pts in the SU2C cohort were treated with Immune
checkpoint inhibitors or PARPi. Conclusions: In PC pts with hTMB and concurrent HRR
mutations, it is more likely that the HRR alteration is a ‘passenger’ event, and the likelihood
increases as TMB rises above.20mut/Mb. HRD signature (-) hTMBpts are unlikely to respond
to PARPimonotherapy, even if they have a concurrentHRR alt. HR functional signatures such as
CSig3 or iHRD could be utilized in treatment selection and to avoid diagnostic dilemmas.
Research Sponsor: None.
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Men with adrenal-permissive HSD3B1 genotype and prostate cancer mortality:
Results from the Veterans Affairs Health System Million Veteran Program.

Rana R. McKay, Tyler J. Nelson, Meghana Pagadala, Craig Teerlink, Anthony Gao, Alex Bryant, Fatai Agiri, Kripa Guram, Kathryn Pridgen, Tyler M Seibert, Kyung Min Lee,
Hannah Carter, Julie Ann Lynch, Richard Hauger, Brent S. Rose; University of California, San Diego, La Jolla, CA; University of California, San Diego Health, La Jolla, CA;
University of Utah, Salt Lake City, UT; Bedford VA Medical Center, Bedford, MA; University of Michigan, Ann Arbor, MI; VA Salt Lake City, Salt Lake City, UT; Department of
Veteran Affairs, Salt Lake City Health Care System, Salt Lake City, UT; VA Informatics and Computing Infrastructure, Salt Lake City, UT; Veterans Healthcare Administration,
Bedford, MA; VA San Diego Healthcare System, San Diego, CA

Background: The 3b-HSD1 protein, encoded by the HSD3B1 gene, catalyzes the rate-limiting
step necessary of non-testicular testosterone and dihydrotestosterone production. The com-
mon adrenal-permissive HSD3B1(1245C) allele is responsible for encoding 3b-HSD1 protein
with decreased susceptibility to degradation resulting in increased of extragonadal androgen
synthesis. Retrospective studies have suggested an association with the HSD3B1 CC genotype
and resistance in prostate cancer. Methods: We conducted a cohort analysis of patients with a
diagnosis of prostate cancer enrolled in the Million Veteran Program with genotyping and
phenotyping information available through Veterans Health Administration. The primary
endpoint was to evaluate prostate cancer-specific mortality (PCSM) in the overall cohort.
PCSM was defined as the time from diagnosis to death from prostate cancer, censored at the
date of last VA follow-up. Secondary endpoints included incidence of metastases and PCSM in
predefined subgroups. HSD3B1 genotype status was categorized as AA (wild type), AC (het-
erozygous), CC (homozygous).Results:The study included 5287menwith prostate cancer; 402
(7.6%) HSD3B1 CC, 1970 (37.3%) HSD3B1 AC, and 2915 (55.1%) HSD3B1 AA. The cohort included
29.6% (n=1567) Black men of whom 1.2% (n=19) were HSD3B1 CC. Cumulative incidence of
PCSM at five years after prostate cancer diagnosis was higher among men homozygote for
HSD3B1 variant genotype CC compared to heterozygotes AC and wild-type homozygotes AA
(1.9% for AA vs. 2.1% for AC vs. 4.0% for CC, p,0.017). While the cumulative incidence of
metastases was similar in between HSD3B1 genotype groups (12.3% for AA, 11.8% for AC, 13.2%
for CC, p=0.789), in patients who developed metastatic disease (n=619), the cumulative in-
cidence of PCSM at five years was higher in theHSD3B1 CC group compared to AC and CC (19.2%
for AA vs. 17.6% for AC vs. 37.3% for CC, p,0.005). Conclusions: Among men with prostate
cancer, HSD3B1 CC genotype is associated with inferior outcomes. The HSD3B1 biomarker may
help identify patients who may benefit from therapeutic targeting of 3b-HSD1 and the
androgen-signaling axis. Research Sponsor: None.
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Building a predictive model for outcomes with [177Lu]Lu-PSMA-617 in patients
withmetastatic castration-resistant prostate cancer using VISION data: Preliminary
results.

Ken Herrmann, Andrei Gafita, Johann S. De Bono, A. Oliver Sartor, Kim N. Chi, Bernd J. Krause, Kambiz Rahbar, Scott T. Tagawa, Johannes Czernin, Ghassan El-Haddad,
Connie Wong, Zhaojie Zhang, Celine Wilke, Osvaldo Mirante, Michael J. Morris, Karim Fizazi; Department of Nuclear Medicine, West German Cancer Center, University
Hospital Essen, University of Duisburg-Essen, Essen, Germany; Johns Hopkins University, Baltimore, MD; The Institute of Cancer Research and The Royal Marsden
Hospital, London, United Kingdom; Tulane Cancer Center, New Orleans, LA; University of British Columbia, BC Cancer-Vancouver Center, Vancouver, BC, Canada; Rostock
University Medical Center, Rostock, Germany; University Hospital Muenster, Muenster, Germany; Weill Cornell Medicine, New York, NY; University of California, Los
Angeles, Los Angeles, CA; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; Novartis Pharmaceuticals Corporation, Cambridge, MA; Novartis Pharma AG,
Basel, Switzerland; Advanced Accelerator Applications, a Novartis Company, Geneva, Switzerland; Memorial Sloan Kettering Cancer Center, New York, NY; Gustave Roussy,
University of Paris-Saclay, Villejuif, France

Background: 177Lu-PSMA-617 is approved in adults with PSMA+ metastatic castration-
resistant prostate cancer (mCRPC). This analysis of VISION data sought to build predictive
models for clinical outcomes after 177Lu-PSMA-617. Methods: In VISION, adults with PSMA+
mCRPC received 177Lu-PSMA-617 (7.4 GBq every 6 weeks, #6 cycles) plus protocol-permitted
standard of care (SoC) or SoC alone. In this post hoc analysis, 29 baseline parameters were
assessed for prognostic andpredictive value onoverall survival (OS), radiographic progression-
free survival (rPFS) and PSA response ($50% reduction; PSA50). Parameters associated with
outcome regardless of treatment were prognostic, and those associated with outcome after
treatmentwith 177Lu-PSMA-617+SoC vs SoCwere predictive. Cox proportional hazards (OS and
rPFS) or logistic regression (PSA50) models were used in univariate analyses for parameter
selection and to build statistical models. Here, univariate analyses are presented. Multiplicity
was corrected by use of q values (a=0.05).Results:Data from831 adultswere analyzed. In initial
univariate analyses, 76%, 69% and 38% of parameters assessed were prognostic for OS, rPFS
and PSA50, respectively; fewer were predictive of better outcomes after 177Lu-PSMA-617+SoC
vs SoC (subset shown). Conclusions: Baseline prognostic and predictive parameters were
identified for OS, as well as for rPFS and PSA50, in adults with mCRPC in VISION receiving
177Lu-PSMA-617+SoC or SoC alone. For clinical application, select parameters will be reas-
sessed categorically, and multivariate predictive models will be developed using identified
parameters and parameter shrinkage. Research Sponsor: Bristol Myers Squibb.

A subset of parameters in univariate analyses of outcomes in VISION.

Prognostic
for OS

Predictive
for OS

Prognostic
for rPFS

Predictive
for rPFS

Prognostic
for PSA50

Predictive
for PSA50

ECOG performance
status (0/1 vs 2)*

–
q < 0.05

q = 0.99 –
q < 0.05

+
q < 0.05

q = 0.97 q = 0.98

PSMA+ liver metastases
(yes vs no)*

–
q < 0.05

q = 0.99 –
q < 0.05

q = 0.13 –
q < 0.05

q = 0.74

Alkaline phosphatase
(U/L)†

–
q < 0.05

q = 0.83 –
q < 0.05

q = 0.81 –
q < 0.05

–
q < 0.05

Aspartate
aminotransferase (U/L)†

–
q < 0.05

q = 0.99 –
q < 0.05

+
q < 0.05

–
q < 0.05

q = 0.85

68Ga-PSMA-11 tumor
SUVmean

†
+

q < 0.05
q = 0.41 +

q < 0.05
q = 0.12 +

q < 0.05
+

q < 0.05
Lymphocyte count
(cells/mL)†

+
q < 0.05

q = 0.99 +
q < 0.05

q = 0.38 +
q < 0.05

q = 0.79

Neutrophil-to-lymphocyte
ratio†

q = 0.70 +
q < 0.05

q = 0.57 +
q < 0.05

q = 0.71 q = 0.59

Pan-immune-
inflammation
value†

q = 0.77 +
q < 0.05

q = 0.57 q = 0.38 q = 0.71 q = 0.79

Parameter treated as *categorical or †continuous.
For prognosticparameters, symbols denote correlation of higher/positive valueswithworse outcome (‘–‘) or
with better outcome (‘+’).
For predictive parameters, symbols denote correlation of higher/positive values with decreased (‘–‘) or
increased (‘+’) effect of 177Lu-PSMA-617 vs SoC.
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11-Ketotestosterone and time to castration resistance in patients with recurrent
non-metastatic prostate cancer receiving androgen deprivation therapy.

Chantal Guillemette, Cylia Dahmani, Patrick Caron, David Simonyan, Louis Lacombe, Armen G. Aprikian, Fred Saad, Michel Carmel, Simone Chevalier, Eric Levesque; CHU de
Québec - Université Laval, Québec, QC, Canada; McGill University, Montreal, QC, Canada; Centre Hospitalier de l’Université de Montréal, Montreal, QC, Canada; Université de
Sherbrooke, Faculty of Medicine, Sherbrooke, QC, Canada; McGill University Health Centre Reproductive Center, Montreal, QC, Canada

Background: The contribution of 11-oxygenated androgens to disease progression in men
receiving androgen deprivation therapy (ADT) for recurrent non-metastatic prostate cancer
(PCa) remains unresolved. We hypothesized that evaluating circulating levels of 11-oxygenated
androgens, such as the potent androgen receptor (AR) agonist 11-ketotestosterone (11KT),
could serve as a potential predictor for the onset of castration resistance (CRPC).Methods: The
multi-institutional prospective PROCURE cohort involves 2,026 patients who underwent
radical prostatectomy for localized PCa. In this cohort, a subset of 145 patients who received
ADT therapy for recurrent disease and had available plasma samples post-surgery were in-
cluded in this study. The effect of therapy on steroid levels was assessed in paired samples
obtained before and after the initiation of ADT (n=50), and samples from patients under
combined ADT with AR pathway inhibitors, enzalutamide (n=10) and abiraterone (n =15).
11-oxygenated androgens (n=7) and canonical steroids, such as testosterone (T) and dihy-
drotestosterone (DHT), were quantified bymass spectrometry. Kaplan-Meier survival analyses
were used to investigate relationships of androgen levels with the occurrence of CRPC. Results:
11-oxygenated androgens remained unaffected by ADT, which stands in contrast to the
observed changes in T, DHT and other steroids. In men with castrated T levels, 11KT was
the most abundant androgen. Elevated 11KT was associated with a sooner time to CRPC
(P=0.023). The 10-year CRPC event-free rate was 63% vs. 84% for 11KT levels above and below
the median, respectively. The initiation of enzalutamide had no impact on 11-oxygenated
androgen levels, whereas abiraterone significantly reduced 11KT levels owing to the adrenal
origin of its precursor. Conclusions: Our findings indicate that 11KT is a significant component
of the hormonal profile predictive of an earlier onset of CRPC and inhibition of its production by
the CYP17A1 inhibitor abiraterone. Research Sponsor: Canadian Institutes of Health Research
(CIHR); Cancer Research Society of Canada.

PROSTATE CANCER - ADVANCED



210 Poster Session

Homologous recombination repair gene mutation (HRRm) testing patterns and
treatment selection from a real-world cohort of patients with metastatic castration-
resistant prostate cancer (mCRPC).

Neal D. Shore, Christopher Craver, Simon Blanc, Pratheesh Sathyan, Lindsay Aton, Prateesh Varughese, Marni Brisson Tierno; Carolina Urologic Research Center, Myrtle
Beach, SC; Integra Connect, West Palm Beach, FL; Integra Connect PrecisionQ, West Palm Beach, FL; Illumina Inc., San Diego, CA

Background: Routine germline and somatic testing is recommended by professional guidelines
as standard of care for all mCRPC patients since the approvals of poly ADP ribose polymerase
inhibitors (PARPi) for treatment in those with tumors harboring select HRRm. Yet, analyses
suggest that many mCRPC patients are not offered testing and thus patients with HRRm+
tumors may not have the shared decision-making opportunity to consider PARPi therapy. We
reviewed HRR testing and treatment patterns within a real-world cohort of mCRPC patients to
identify potential clinical practice gaps. Methods: The IntegraConnect – Precision Q Database
that includes electronic, practice management and payer data from 500 US sites of care was
utilized to select a de-identified real-world cohort of newly diagnosed and actively treated
mCRPC patients (excluding those with lymph node only metastasis) between 1/1/2020– 12/31/
2021. Patient charts were manually reviewed by medical curators to extract data including
frequency and timing of germline and somatic testing for HRRm, testing modality (tissue or
liquid biopsy), results of HRRm testing, and the use of PARPi in the HRRm+ patient cohort.
Results: A total of 996 mCRPC patients met criteria with 93% managed by community
oncologists, 6% community urologists, and 1% academic oncologists. 59.2% (n=590) received
testing for HRRm (19.8% germline (n=117); 59.8% somatic (n=353); 4.1% (n=24) germline +
somatic; 16.3% (n=96) unknown) with testing rates increasing after PARPi approval: 15%
between 1/1/2020– 5/31/2020; 23% between 6/1/2020– 9/30/2020; 62% between 10/1/2020–
12/31/2021. The vast majority (64%) were tested after receiving mCRPC treatment, with 48%
tested after failure on first line therapy. Somatic tissue testing was the predominant testing
modality over liquid biopsy and germline testing. 31.7% (n=187) of tested patients wereHRRm+
(11.2% germline (n=21); 73.8% somatic (n=138); 2.1% (n=4) germline + somatic; 12.8% (n=24)
unknown), though not all tests utilized included the 14 HRR genes in the olaparib approval.
BRCA2, ATM, CHEK2, and CDK12 HRRm were most commonly detected with a higher frequency
of ATM and CHEK2mutations seen in liquid biopsies. Of themCRPC patients who were HRRm+,
66.8% (n=125) received PARPi. Conclusions: In this real-world analysis, 40.8% of mCRPC
patients did not receive germline or somatic testing while 33.2% of HRRm+ patients did not
receive PARPi. Optimizing germline and somatic testing formCRPC is a significant unmet need,
which negatively impacts therapeutic offerings. Research Sponsor: None.
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Correlation of PIM kinases with tumor immune microenvironment and clinical
presentation of metastatic hormone-sensitive prostate cancer.

Alejandro Recio-Boiles, Amber N Clements, Sachin Kumar Deshmukh, Aaron Bertolo, Ricardo J. Estrada-Mendizabal, Kathylynn Saboda, Sharon Wu, Joanne Xiu,
Milan Radovich, Kai Sutterby, Shailender S Chauhan, Rana R. McKay, Chadi Nabhan, Noel AWarfel; The University of Arizona Cancer Center, Tucson, AZ; Caris Life Sciences,
Phoenix, AZ; Tecnologico de Monterrey, Escuela de Medicina y Ciencias de la Salud, Monterrey, Mexico; University of California, San Diego, La Jolla, CA

Background: The Proviral Integration site for Moloney murine leukemia virus (PIM1, 2, and 3)
kinases are frequently overexpressed in prostate cancer (PC) and associated with aggressive-
ness and immune evasion. PIM overexpression increases macrophage infiltration and survival
in in vivo models of PC. Here, we characterized the association of PIM1/2/3 triplet-combined
High versus Low with PC immune signatures on real-world patients’ clinical presentation.
Methods: 44 patients of treatment-naive metastatic hormone-sensitive PC (mHSPC) patients
(pts) samples were analyzed by next-generation sequencing (592, NextSeq; WES, NovaSeq),
(WTS; NovaSeq) (Caris Life Sciences, Phoenix, AZ). PC with PIM1/2/3-high(H) (N=28) and
-low(L) (N=16) expressions were classified by top and bottom quartile, respectively. Pathway
enrichment was determined by GSEA (Broad Inst). Immune cell fractions were calculated by
deconvolution of WTS using Quantiseq. Statistical significance was determined by Mann-
Whitney U and adjusted for multiple comparisons (p,0.05). Continuous and categorical vari-
ableswere evaluated using t-tests or Kruskal-Wallis Rank sum tests and Chi-square or Fisher’s
exact tests, respectively. Results: mHSPC pts median ages were 67.28 (SD 10.65), 88% White,
44% non-Hispanic, ECOG ,2 95% and other demographics showed no differences between
PIM-H and L. PIM-H vs L tumors presentationwas 48 vs 35%Gleason.9, 82 vs 57%T.3, 76 vs
69%N1, and92 vs 81%M1, all p.0.05.Median PSA levels at diagnosiswere 66.0 [14.0-450.7] vs
24.0 [6.6-95.0] by PIM-H and L, p=0.14. PIM-H had a higher median MAPK activation score
compared to PIM-L PC (0.85 vs -1.38, q,0.05). PIM-H PC exhibited higher PSA (548.2 vs 213.2)
and AR (118.6 vs 50.8) expression, all q,0.05. PIM-H had enrichment of protein secretion
signaling pathway (NES: 1.2; FDR,0.25). PIM-H had higher expression of immunostimulatory
(IL1b, TNF, IL-2, and TNFSF13, FC: 1.9-3.1, p,0.05) and hypoxia-related genes (HIF1⍺, ARNT,
VEGFA, PDGFB, LDHA, NDRG1, SLC2A, PGK1, and DDIT4, FC: 1.3-2.4, p,0.05). PIM-H had higher
expression of MHC class I (HLA-A, -B, -C, TAP1, TAP2, B2M, FC: 1.9-2.2, all p,0.05) and MHC
class II (HLA-DPA1, -DRB1, -DPB2, -DQB2, -DBP1, -DQB1 FC: 1.8-3.2, all p,0.05) genes. PIM-H
had increased infiltration of B cells, M2MØ and NK cells (all p,=0.05). PIM-H PC had a higher
T cell inflamed score (70 vs -138, p,0.05). Conclusions: These data indicate a strong asso-
ciation of PIM expression with increased MAPK activation score, T cell inflamed score, in-
flammatory, PSA, AR, MHC class I and MHC class II gene expression, and differential immune
cell infiltration. However, this did not significantly translate to a worse clinical presentation of
mHSPC. A better understanding of these differences with additional research may provide a
rationale for tailored therapeutic approaches for PIM-expressing mHSPC. Research Sponsor:
None.
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Evaluation of ctDNA in patients with mCRPC with liver metastases.

Minqi Huang, Georges Gebrael, Nicolas Sayegh, Crystal Casado, Nicholas Habibian, Opeoluwa Akerele, Kanika Gupta, Alexandra Lieberman, Jennifer Schwartz,
Jodi Lyn Layton, Patrick L Sweeney, Brian E. Lewis, Neeraj Agarwal, A. Oliver Sartor, Elisa M. Ledet; Tulane University, New Orleans, LA; Huntsman Cancer Institute at the
University of Utah, Salt Lake City, UT; Huntsman Cancer Institute at the University of Utah, Department of Internal Medicine, Salt Lake City, UT; Tulane University School of
Medicine, New Orleans, LA; School of Medicine, Tulane University, New Orleans, LA; Tulane Medical University, New Orleans, LA; Mayo Clinic Rochester, Rochester, MN

Background: Patients with prostate cancer with liver metastases are known to have a worse
prognosis. In this study, we evaluated ctDNA in mCRPC (metastatic castration-resistant
prostate cancer) patients with and without liver metastases. Methods: A retrospective chart
review identifiedmCRPC patients with livermetastases at Tulane Cancer Center andHuntsman
Cancer Institute. Liver metastases were confirmed via molecular or conventional imaging. All
patients had ctDNA assessed with a multi-gene cancer panel via the Guardant 360 assay.
Alterations with ,0.1% allelic fraction, synonymous alterations, and variants of unknown
significance were excluded from analyses. Statistical analyses were performed using Fisher’s
Exact andWilcoxon Rank Sum Tests. Correction for multiple testing was not performed, hence
these alterations may be subject to a type 1 error. Results: 53 mCRPC patients with liver
metastases and 144 mCRPC patients without liver metastases were included in the study.
We found seven genes that are more likely to be pathologically altered in ctDNA in mCRPC
patients with liver metastases (See Tables 1-3): AR (OR=2.38, 95% CI: [1.25, 4.52], p=0.01),
BRAF (OR=2.74, 95% CI:[1.05, 7.18], p=0.05), BRCA2 (OR=5.33, 95% CI:[1.49, 19.02], p=0.01),
CDK6 (OR=4.09, 95% CI:[1.35, 12.42], p=0.01), EGFR (OR=3.12, 95% CI:[1.22, 7.99], p=0.02),
FGFR1 (OR=5.69, 95% CI:[1.81, 17.86], p-value=0.003), MYC (OR=4.55, 95% CI:[1.63, 12.68],
p=0.004), and PIK3CA (OR=4.34, 95% CI:[1.87, 10.06], p=0.01). Additionally, mCRPC patients
with livermetastases aremore likely to have copynumber alterations (CNA) (p=0.01) compared
tomCRPCpatientswithout liver involvement. Therewere no other significant differences in the
remaining 70genes interrogated. Germline pathogenic alterations did not vary between the two
groups. Conclusions: In mCRPC patients with liver metastases, these exploratory analyses
suggest ctDNA testing ismore likely to detect pathologic alterations in AR, BRAF, BRCA2, CDK6,
EGFR, FGFR1, MYC, and PIK3CA. Additionally, mCRPC patients were more likely to have copy
number alterations (CNA). Limitations of the Guardant 360 assays are notable in this setting
given the incomplete ascertainment of gene deletions and the incomplete number of prostate-
relevant genes assessed. Research Sponsor: None.

+CTRL% +Liver % OR Lower CI Upper CI p-value

AR 35% 57% 2.38 1.25 4.52 0.01
BRAF 7% 17% 2.74 1.05 7.18 0.05
BRCA2 3% 13% 5.33 1.49 19.02 0.01
CDK6 4% 15% 4.09 1.35 12.42 0.01
EGFR 7% 19% 3.12 1.22 7.99 0.02
FGFR1 3% 17% 5.69 1.81 17.86 0.003
MYC 5% 19% 4.55 1.63 12.68 0.004
PIK3CA 8% 28% 4.34 1.87 10.06 0.001
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Dissecting tumor-immune dynamics and radiotherapy response in oligometastatic
prostate cancer.

Sophia C. Kamran, Yukako Otani, David Qi, Isabella R Pompa, Richard Dzeng, Rea Pittie, Ella Chung, Keisuke Otani, Jennifer Yon-Li Wo, Anthony L. Zietman, Patrick Reeves,
Eliezer Mendel Van Allen, Jason A. Efstathiou, David Tomoaki Miyamoto; Massachusetts General Hospital, Harvard Medical School, Boston, MA; Massachusetts General
Hospital Cancer Center, Boston, MA; Massachusetts General Hospital, Boston, MA; Department of Radiation Oncology, Massachusetts General Hospital, Harvard Medical
School, Boston, MA; Massachusetts General Hospital and HarvardMedical School, Boston, MA; Massachusetts General Hospital and HarvardMedical School, Charlestown,
MA; Dana-Farber Cancer Institute, Boston, MA

Background: Radiation therapy (RT) can improve survival in oligometastatic prostate cancer
(OMPC) patients (pts). Reports implicate immune system contribution to both local tumor
control and systemic regression of metastases. Understanding molecular and immune drivers
of clinical responses in irradiated OMPCptsmay elucidatemechanisms of RT-driven antitumor
immune activity. Methods: Prospective samples from consented pts with OMPC (de novo/
oligorecurrent) receiving RT included baseline (pre-RT) and 3 post-RT blood samples (RT end,
3-, 6-months). Peripheral blood mononuclear cells (PMBC) were obtained at each timepoint.
PBMC sample barcoding and antibody labeling was performed prior to analysis by mass
cytometry by time of flight (CyTOF). Data were debarcoded/analyzed using standard
deconvolution/gating/clustering algorithms. Wilcoxon signed-rank tests identified longitu-
dinal differences in comparison to baseline. P ,0.05 denotes significance. Results: Between
2020-2022, 14 OMPC pts (56 samples) met inclusion criteria (2 de novo, 12 oligorecurrent). All
received androgen deprivation therapy. De novo OMPC pts received simultaneous RT to the
prostate, pelvis, and OM lesions. 6/12 oligorecurrent pts received simultaneous RT to a pelvic
field along with OM lesions, while the remainder received RT to the OM lesions alone. Median
follow-up was 17 months (r, 3-29). Four pts (28.6%) experienced recurrence (defined by PSA
progression). Median time to recurrence after RT was 10.5 months. Significant differences in
immune cell subsets after RT compared to pre-RT levels were identified by CyTOF analysis.
CD4+ näıve cells peaked 6 months post-RT, while CD4+ effector memory (EM) cells peaked
immediately post-RT (p=0.0012) and decreased to baseline levels at 3 months. CD4+ effector
cells expressing TIGIT, OX40, ICOS, and CD69 were significantly more abundant immediately
post-RT (p,0.05) compared to baseline. CD8+ cells expressing ICOS increased post-RT and
were significantly increased at 6 months (p=0.03). In marked contrast to recurrent pts, non-
recurrent pts exhibited increasing CD4+ T regulatory cells that peaked 6 months post-RT
(p=0.04) and CD4+ EM cells that peaked post-RT (p=0.02). CD4+ effector cells expressing ICOS
(p=0.01) andPD-1 (p=0.01)were both increased immediately post-RT,while cells expressing4-
1BB continued to increase and peaked 6 months post-RT (p=0.04). These changes were not
observed or not significant in the recurrent population. Conclusions: Longitudinal immune cell
subset changes can be observed after RT for OMPC. These data support immune activation,
particularly immediately post-RT innon-recurrent pts,with some longitudinal changes lasting
up to 6 months. Further analyses include TCR sequencing, inclusion of serum proteomics, and
baseline genomic markers that may predict immune system activation and clinical outcomes.
Research Sponsor: Prostate Cancer Foundation; MGH Department of Radiation Oncology.
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Chromatin modifications on plasma ctDNA as a tool to phenotype castration-
resistant prostate cancer.

Asli Munzur, Joonatan Sipola, Clara Seo, Edmond Michael Kwan, Karan Parekh, Cecily Q. Bernales, Gráinne Donnellan, Ingrid Bloise, Gillian Vandekerkhove, Matti Annala,
Corinne Maurice Dror, Kim N. Chi, Cameron Herberts, David Yoshio Takeda, Alexander William Wyatt; Vancouver Prostate Centre, Vancouver, BC, Canada; National Cancer
Institute, Bethesda, MD; Vancouver Prostate Centre, Department of Urologic Sciences, University of British Columbia, Vancouver, BC, Canada; Instituto Brasileiro de
Controle ao Cancer, Sao Paulo, Brazil; Tampere University, Tampere, Finland; Department of Medical Oncology, BC Cancer, Vancouver, BC, Canada; BC Cancer Vancouver
Centre, Vancouver, BC, Canada; Dana-Farber Cancer Institute, Boston, MA

Background: Existing clinical ctDNA assays focus on mutations and copy number changes but
may incompletely inform tumor biology. Epigenomic modifications influence mCRPC cell
phenotype, and are implicated in treatment resistance and emergence of neuroendocrine
prostate cancer (NEPC). Intriguingly, plasma cell-free DNA (cfDNA) can be bound to histones
retaining cell-of-origin posttranslational modifications—and can be characterized via chro-
matin immunoprecipitation followed by sequencing (cfChIP-seq)—potentially simplifying
routine tumor epigenomic profiling. Here, we tested the potential for cfChIP-seq to clinically
stratifymCRPC.Methods:We analyzed 63 cfDNA samples from 33 pre-treatedmCRPC patients
(pts) and 19 controls. Pts were selected to represent varied clinical phenotypes, including
location and burden of metastases (defined via assessment of bone scintigraphy and computed
tomography imaging) and evidence of biopsy-confirmed NEPC. To enhance cfChIP-seq tumor
specificity, samples were also pre-selected to include those with high ctDNA fraction (ctDNA
%). cfDNA was subjected to H3K4me2 (canonically marking active gene promoters and en-
hancers) cfChIP-seq plus simultaneous deep targeted sequencing (including matched white
blood cells) to inform on driver genotypes. Results: Median age at first cfDNA collection was
69.5 (IQR: 65-72). Prior to first cfDNAcollection, 47%ofptshad received$1 line ofAR-targeted
therapy and 17%had received$1 line of taxane chemotherapy. 51%of pts had.10 bone lesions,
20% had liver, 15% had lung, and 58% had bone metastases without visceral involvement.
Frequent TP53 (61% of pts), RB1 (18%), and PTEN (19%; homozygous deletion only) disruption
mirrored clinically aggressive disease. Promoter H3K4me2 counts in established (PC) genes
(e.g. KLK3, HOXB13) were markedly higher in ctDNA-positive samples than in ctDNA-negative
and healthy controls. Conversely, ctDNA-negative samples had comparatively elevated pro-
moter H3K4me2 counts in neutrophil- and leukocyte-related gene sets reflecting the hema-
topoietic origin of most non-tumor cfDNA. Leveraging a public pan-cancer ATAC-seq atlas,
H3K4me2 density was highest in PC-specific open chromatin regions relative to other cancers.
H3K4me2 was enriched at AR transcription-factor binding sites except in pts with NEPC. High
burden of liver metastases correlated with elevated promoter H3K4me2 counts in liver-
associated genes. Finally, KLK3 (encodes prostate specific antigen [PSA]) promoter
H3K4me2 count was strongly correlated with time-matched serum PSA (p,0.01) independent
of ctDNA%. Conclusions: cfChIP-seq captures mCRPC-specific epigenomic features,
indicating a new opportunity for minimally invasive disease phenotyping. cfChIP-seq may
augment conventional ctDNA profiling for discovery of predictive and prognostic biomarkers
and detection of treatment resistance. Research Sponsor: Terry Fox Research Institute: Terry
Fox New Frontiers Program Project Grant; Canadian Institutes of Health Research; Prostate
Cancer Foundation.
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The influence of the germline HSD3B1 adrenal-permissive variant (c.1100 C) on
somatic alteration landscape, transcriptome, and immune-cell infiltration in
prostate cancer.

Emmanuel S. Antonarakis, Shayan Nazari, Nicholas Zorko, Charles J. Ryan, Anna Prizment, Andrew Elliott, Chadi Nabhan, Pedro C. Barata, Rana R. McKay, Neeraj Agarwal,
Nima Sharifi, Justin Hwang; University of Minnesota Masonic Cancer Center, Minneapolis, MN; Caris Life Sciences, Tempe, AZ; University of Minnesota, Minneapolis, MN;
Prostate Cancer Foundation, Santa Monica, CA; Caris Life Sciences, Irving, TX; Caris Life Sciences and the University of South Carolina, Deerfield, IL; University Hospitals
Seidman Cancer Center, Cleveland, OH; University of California, San Diego, La Jolla, CA; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT; Desai Sethi
Urology Institute and Sylvester Comprehensive Cancer Center, Miami, FL

Background: A missense-encoding germline polymorphism in the HSD3B1 gene has been
shown to result in adrenal-permissive (c.1100 C, p.367 Thr) or adrenal-restrictive (c.1100 A,
p.367 Asn) phenotypes with respect to androgen synthesis from adrenal precursors, and the
adrenal-permissive variant is associated with inferior outcomes to hormonal therapies. How-
ever, the tumoral characteristics (somatic alteration landscape, transcriptome, immune-cell
composition) of prostate cancers that arise in the context of these germline genotypes are
unknown. Methods: We utilized the Caris Life Sciences (Phoenix, AZ) database to study the
relationship between germlineHSD3B1 c.1100 genotypes and somatic tumoral characteristics in
5,421 prostate cancer biopsies. Germline HSD3B1 status was inferred using variant allele
frequencies (VAFs) derived from tumor DNA sequencing: c.1100C VAF of 0% defined the AA
genotype, VAF of 40-60% defined the AC genotype, and VAF of 100% defined the CC genotype.
Each HSD3B1 genotype was interrogated for its associated mutational landscape (by exome
sequencing) and tumor transcriptome (byRNA-seq); immune-cell subsetswere explored using
the quanTIseq deconvolution algorithm. Results: The prevalence of the HSD3B1 c.1100 AA
genotype (restrictive–homozygous) was 54.4%, AC (heterozygous) was 34.2%, and CC
(permissive–homozygous) was 11.4%. Liver/lung metastases had the highest prevalence of
the CC genotype (14.2%), while lymph nodemetastases had the lowest (10.9%). Among the AR-
associated genes, compared to the AA genotype, the CC genotype had greater frequency of
TMPRSS2-ERG fusions (35.5% vs 29.7%, P,0.01), AR-V7 (17.2% vs 14.7%, P=0.17), and mRNA
expression of AR (median 124 vs 115 TPM, P=0.01), HOXB13 (37 vs 34 TPM, P=0.08) and KLK2
(490 vs 448 TPM, P=0.12); there were no associations with SPOP or FOXA1 mutations or
expression. Outside of AR pathways, the MAPK activation signature was higher in the CC
relative to the AA genotype (0.27 vs -0.04 MPAS, P=0.01). When examining immune-cell
subsets and immunotherapy targets, the CC genotype unexpectedly showed higher CD276
(B7-H3) expression (30 vs 27 TPM, P,0.01), higher dendritic cells (P=0.02) and T-regs
(P=0.03), and lower neutrophils (P=0.10) compared to the AA genotype. Conclusions: The
homozygous adrenal-permissiveHSD3B1 variant (c.1100 CC) is associatedwith distinct tumoral
features characterized by elevated AR signaling andMAPKactivation. It is also associatedwith a
unique immune-cell regulatory landscape, with higher B7-H3 expression, increased intra-
tumoral dendritic cells and decreased immunosuppressive neutrophils. This distinct molecular
landscape of HSD3B1 c.1100 CC–associated prostate cancers warrants special therapeutic
considerations, including possibly using B7-H3–targeted therapies. Research Sponsor: None.
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The opposing effects of Class 1B and Class 2 FOXA1 mutations in prostate cancer.

Justin Hwang, Sachin Deshmukh, Sharon Wu, Andrew Elliott, Nishant Gandhi, Alex Patrick Farrell, Chadi Nabhan, Rana R. McKay, Elisabeth I. Heath, Sylvan Baca,
Oliver Sartor, Scott Dehm, Emmanuel S. Antonarakis; University of Minnesota Masonic Cancer Center, Minneapolis, MN; Caris Life Sciences, Phoenix, AZ; Caris Life
Sciences, Irving, TX; Caris Life Sciences Research and Development, Phoenix, AZ; Caris Life Sciences and the University of South Carolina, Deerfield, IL; University of
California, San Diego, La Jolla, CA; Barbara Ann Karmanos Cancer Institute, Detroit, MI; Dana-Farber Cancer Institute, Boston, MA; Department of Medical Oncology, Mayo
Clinic, Rochester, MN; University of Minnesota, Minneapolis, MN; Department of Medicine, University of Minnesota, Masonic Cancer Center, Minneapolis, MN

Background: PCa harbors recurrent FOXA1 alterations, yet distinct alteration types may drive
divergent consequences. Here, we established several classes of FOXA1 alterations and eval-
uated their clinical outcomes, molecular correlates, and immunologic landscape in a large
cohort of primary and metastatic PCa samples from Caris Life Sciences. Methods: We in-
terrogated the Caris DNA (592-gene/whole exome) and RNA (whole transcriptome) NGS
databases. FOXA1 alterations were annotated based on amino acid (a.a.) location and prior
functional studies (Table). Real-world overall survival (OS) was determined from insurance
claims data using Kaplan-Meier estimates. Gene set enrichment analyses (GSEA) was used to
estimate signaling pathway activity. Immune-cell fractions were inferred from bulk RNA-seq
using quanTIseq. All comparisons are made relative to FOXA1 WT cases. Results: The overall
prevalence of FOXA1 alterations was 16%, with no enrichment in metastatic PCa samples
(15.5%). Class 2 mutations were enriched in histologic NEPC, were associated with a classical
NEPC mRNA signature, and showed poor survival with ADT (HR 5.6, 95% CI: 2.5–12.5,
p,0.001). Conversely, metastatic PCa patients with Class 1B mutations had numerically im-
proved survival with ADT (HR 0.76, 95% CI: 0.50–1.14, p=0.18). All FOXA1 alterations (except
Class 2) resulted in increased FOXA1 transcripts, with 1B and 1C having the greatest effects
(q,0.0001). Class 0 and 3 alterations had 2–5 fold higher frequency of TMB-high andMSI-high
status (q,0.05). Conversely, Class 1B exhibited lower TMB andmarkedly fewer TP53mutations
(35.7% vs 20.3%, q,0.001) and TMPRSS2-ERG fusions (34.5% vs 4.6%, q,0.001). Class 1B was
depleted of AR transcriptional signatures (q=0.01) but enriched of MYC signaling in GSEA
analysis (FDR,0.001), and showed reduced expression of B7-H3. On immune-cell deconvo-
lution analysis, Class 1B showed reduced dendritic cells, but increased B cells and neutrophils
(DC: 1.96% vs 0.01%, B cell: 4.27% vs 5.29%, neutrophils: 5.05% vs 8.00%, each q,0.001).
Conclusions: Different FOXA1 alterations exhibit divergentmolecular and clinical features, and
should not be interpreted in aggregate. In particular, Class 1B mutations are associated with a
uniquemolecular and immunological landscapewith potentially better outcomes to ADT,while
Class 2 mutations are associated with NEPC phenotype with inferior ADT sensitivity. Research
Sponsor: None.

WT Class 0 Class 1A Class 1B Class 1C Class 2 Class 3 Class 4

Classification No alteration Missense
(a.a. 1-167)

Missense
(a.a. 168-247)

Missense
(a.a. 248-269)

Truncating
(a.a. 1-269)

Missense
(a.a. R219)

Truncating
(. a.a. 270)

Amplification

Primary
(n, %)

2529, 83.7% 56, 1.9% 55, 1.8% 205, 6.8% 68, 2.2% 14, 0.5% 61, 2.0% 35, 1.2%

Metastatic
(n, %)

1683, 84.5% 45, 2.3% 36, 1.8% 118, 5.9% 22, 1.1% 10, 0.5% 49, 2.5% 28, 1.4%

Total
(n, %)

4212, 84.0% 101, 2.0% 91, 1.8% 323, 6.4% 90, 1.8% 24, 0.5% 110, 2.2% 63, 1.3%
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Lipidomic profiling as a biomarker for prostate cancer diagnosis and response to
enzalutamide (Enza).

Sara Bleve, Francesco Ravera, Silvia Rodrigues, Mohamed Omar, Emilio Francesco Giunta, Filippo Pederzoli, Hubert Pakula, Amelia Altavilla, Nicole Brighi, Giorgia Gurioli,
Maria Concetta Cursano, Chiara Casadei, Cristian Lolli, Giuseppe Schepisi, David M. Nanus, Pier Vitale Nuzzo, Ugo De Giorgi, Massimo Loda; IRCCS Istituto Romagnolo per
lo Studio dei Tumori (IRST) "Dino Amadori", Meldola, Italy; Università degli Studi di Genova, Genova, Italy; Department of Pathology and Laboratory Medicine, NewYork-
Presbyterian Hospital, Weill Cornell Medicine, New York, NY; Weill Cornell Medical College, New York, NY; Department of Pathology and Laboratory Medicine, New York
Presbyterian Hospital, Weill Cornell Medicine, New York, NY; Weill Cornell Medicine, New York, NY; IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) “Dino
Amadori", Meldola, Italy; Weill Cornell Medical Center, NewYork-Presbyterian Hospital, New York, NY; Department of Pathology and Laboratory Medicine, Weill Cornell
Medicine, New York, NY; IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) Dino Amadori, Meldola, Italy

Background: Metabolic rewiring, particularly reprogramming of lipid metabolism, is a hall-
mark of prostate cancer (PC). Upregulated lipogenesis plays a paramount role in PC patho-
genesis, progression, and treatment resistance, especially in therapies targeting the androgen
receptor (AR) pathway. Thus, we aimed to study whether lipidomic profiling can distinguish
men with PC from those with benign prostate lesions (BL), as well as predict the response to
Enza in metastatic castration-resistant PC (mCRPC).Methods: Plasma samples were collected
from 14men with BL and 13 pts with localized hormone-sensitive PC prior to the tissue biopsy,
and 54 with mCRPC prior to Enza as first-line treatment. Plasma lipidomic profiling was
performed by liquid chromatography and electrospray ionization-tandem mass spectrometry
(LC-MS/MS). Lipids were analyzed with an untargeted approach using MultiQuantTM 3.0.3.
Multiple comparisons weremade by two-way ANOVAwith Tukey’smultiple comparison test. A
machine learning approach was used to assess the correlation between the lipid profile and the
prediction of radiographic progression-free survival (rPFS) defined based on RECIST 1.1/
PCWG-3 criteria. Kaplan-Meier survival curves were generated for each selected lipid species
independently associated with rPFS adjusting for clinicopathological factors by a multivariate
Cox regression analysis. Results: LC-MS/MS quantified a total of 1839 plasma lipids species
comprising 17 classes. Ten lipid classes showed a higher expression in PC compared to BL, and
only Phosphatidylethanolamine (PE) was significantly different between the two groups (p ,

0.05). At the level of lipid species, 69 were found to be significantly dysregulated in pts with PC
compared to pts with BL: 26 species belonging to Ceramides, Phosphatidylethanolamine,
Phosphatidylglycerol, Phosphatidylinositol were upregulated, whereas 43 belonging to Cho-
lesterol esters, Diacylglycerides, Phosphatidylcholine, and Triacylglycerides were downregu-
lated. After a median follow-up time of 27.9 months, 24/54 (44%) pts with mCRPC progressed
on Enza. Median progression-free survival was 44.1 months (95% CI, 41.1 -NA months). The
baseline levels of 10 lipids were individually significantly associated with rPFS. Two lipids
belonging to the phosphatidylinositol (PI) class, PI.14.0_16.0 and PI.20.3_20.3, were inde-
pendent predictors of rPFS (p , 0.05) when they were modeled with PS ECOG score, BMI,
baseline PSA levels, Gleason score, and the number of metastatic sites in a multivariable Cox
regression. The results highlight the potential role of thePI class inmodulating theARpathway.
Conclusions: Lipidomic profiling can differentiate between BL and PC. Furthermore, lipidomic
profiling correlates with response to Enza in men with mCRPC. Further studies are needed to
externally validate the diagnostic and predictive role of lipid signatures in PC. Research
Sponsor: None.
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Effect of variants in the KLK3 gene on prostate cancer survival and time to me-
tastases in a large biobank prostate cancer dataset.

Meghana Pagadala, Tyler J. Nelson, Julie Ann Lynch, Anthony Gao, Fatai Agiri, Kathryn Pridgen, Tyler Seibert, Kyung Min Lee, Brent S. Rose, Hannah Carter, Craig Teerlink,
Richard Hauger; University of California, San Diego, La Jolla, CA; University of California, San Diego Health, La Jolla, CA; Veterans Healthcare Administration, Bedford, MA;
Bedford VA Medical Center, Bedford, MA; VA Salt Lake City, Salt Lake City, UT; Department of Veteran Affairs, Salt Lake City Health Care System, Salt Lake City, UT; VA San
Diego Healthcare System, San Diego, CA; VA Informatics and Computing Infrastructure, Salt Lake City, UT; University of Utah, Salt Lake City, UT

Background: Prostate Specific Antigen (PSA), a serine protease, is themost widely used clinical
biomarker to detect prostate cancer. It is a product of the KLK3 gene. Several SNPs in KLK3 gene
have previously been implicated in prostate cancer aggressiveness and PSA levels, however, the
effect of KLK3 SNPs on survival and metastatic disease is not clear. We surveyed common and
rare variants within 10-Kb of the KLK3 gene to estimate their effect on prostate cancer survival
and time tometastasis in a large biobank data set.Methods:We analyzed a cohort of 5,287men
who developed prostate cancer after enrollment in theMillion Veterans Program (MVP), 619 of
whom developed metastatic disease. We analyzed 1,583 imputed SNPs (Info-R2 . 0.3) that
occurredwithin 10-Kbof theKLK3gene, regardless ofminor allele frequency.We conducted two
separate analyses, the first concerned survival times of prostate cancer specific mortality and
the second analysis concerned time tometastatic disease using the Survival R package. For each
analysis, variants were collectively assessed for an effect on survival using SKAT-O (metaSeq R
package). We also performed a logistic regression to test each SNP for association with Gleason
score 8-10 at diagnosis. Results: We identified seven rare SNPs that significantly affected
prostate cancer survival (Bonferroni corrected p,3.16e-5) within 10-Kb of KLK3, 3 of which
occurred within the gene boundaries (SKAT-O p=1e-4). We also identified 11 other SNPs that
significantly affected time to metastasis (SKAT-O p=7e-3). The logistic regression of each SNP
on Gleason score 8-10 at diagnosis identified 20 significant SNPs. The SNPs emerging from
these analyses were all rare (minor allele frequency , 1e-4), and no SNPs were in linkage
disequilibrium with each other, indicating that they comprise independent signals.
Conclusions:Understanding themechanism and role of rare SNPs in the KLK3 gene in prostate
cancer detection has important clinical implications, especially in an era when patients’
genetics is being used to inform PSA screening. These findingmay identify patients who should
undergo prostate biopsy at lower PSA thresholds and/or for whom PSA biochemical recurrence
is a less reliable predictor of disease progression. Ongoing prospective and retrospective
analyses of Veteranswith these variants both prior to and absent any prostate cancer diagnoses
and progression. Research Sponsor: Office of Research and Development, Veterans Health
Administration.
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Genomic predictors of response and resistance to 177-Lu-PSMA-617 using cir-
culating tumor DNA.

Miguel Muniz, A. Oliver Sartor, Olivia Bobek, Jacob Orme, Jack R. Andrews, Fernando Quevedo, Ahmed M. Mahmoud, Adam McLain Kase, Osama M Mosalem,
Alan Haruo Bryce, Irbaz Bin Riaz, Matthew Thorpe, Brian J. Burkett, Ayse T. Kendi, Geoffrey Johnson, Praful Ravi, Eugene D. Kwon, Daniel S Childs; Department of Medical
Oncology, Mayo Clinic, Rochester, MN; Mayo Clinic Rochester, Rochester, MN; Mayo Clinic Arizona, Phoenix, AZ; Mayo Clinic Florida, Jacksonville, FL; Mayo Clinic Arizona,
Scottsdale, AZ; Division of Hematology and Oncology, Mayo Clinic, Scottsdale, AZ; Dana-Farber Cancer Institute, Boston, MA

Background:There is a critical need to identify biomarkers of response and resistance to 177Lu-
PSMA-617. Post-hoc analyses of VISION have explored the prognostic and predictive value of
select clinical parameters. However, we are still in the early stages of deciphering which
molecular changes are associated with favorable or adverse treatment outcomes. Methods:
We conducted a retrospective analysis of patients withmetastatic castration-resistant prostate
cancer (mCRPC), who received 177Lu-PSMA-617 atMayo Clinic in Rochester,Minnesota, in the
interval of March 2022 to March 2023. We included patients who provided research authori-
zation, had a baseline PSA of at least 2 ng/mL, received at least 2 cycles of treatment, and had
circulating tumor DNA (ctDNA) genomic profiling performed by Guardant (83 gene panel)
within 60 days of treatment initiation. Clinical, laboratory, genomic, and radiomic parameters
were abstracted by trained research personnel. Two independent analyses of “response” and
“resistance”were performed. Response to treatment was defined as 50%or greater decrease in
PSA frombaseline (PSA50 response: dichotomized yes versus no), and resistancewas defined as
non-decreasing or rising PSA during treatment (PSA non-response: dichotomized yes versus
no). Associations between gene alterations and response and resistance were evaluated via
Fisher’s exact tests.Results:BetweenMarch 2022 andMarch 2023, 273 patients received cycle 1
of 177Lu-PSMA-617. A total of 108 patients met the inclusion criteria. The median number of
cycles at data cutoff was 6 (IQR: 4,6) with 57 (53%) patients receiving all 6 planned cycles. The
median PSA at baseline was 16.65 ng/ml (IQR: 5.20, 66.12). A total of 65 patients (60%)
experienced a PSA50 response. No molecular alterations were associated with a higher rate
of PSA50 response; however, alterations in ARID1A, AR, and CHEK2were associated with lack of
PSA50 response (Fisher’s exact p , 0.05). Of the 108 evaluable patients, 20 (19%) met criteria
for PSA non-response. Alterations in AR, ARID1A, MYC, TP53, CHEK2, ATM, EGFR, and NOTCH1
were significantly associatedwith PSAnon-response (Fisher’s exact p, 0.05); in each case, the
presence of the alteration was positively associated with resistance (i.e., more instance of PSA
non-response). No biomarkers were found to be inversely associated with PSA non-response.
Conclusions: ctDNA assessed by commercially available, targeted sequencing panels prior to
treatment may be useful in identifying the patients least likely to benefit from 177Lu-PSMA-
617. Further work is ongoing to integrate ctDNA findings with clinical parameters in the hopes
of understanding the factors mediating response and resistance to therapy. Research Sponsor:
None.
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Canonical Wnt signaling pathway (WSP) alterations in metastatic prostate cancer.

Sharon Choi, Elizabeth Pan, Andrew Elliott, Himisha Beltran, Justine Panian, Christina Jamieson, Aditya Bagrodia, Brent S. Rose, Daniel Herchenhorn, Elisabeth I. Heath,
Chadi Nabhan, Emmanuel S. Antonarakis, Rana R. McKay; University of California, San Diego, San Diego, CA; University of California, San Diego, La Jolla, CA; Caris Life
Sciences, Irving, TX; Dana-Farber Cancer Institute, Boston, MA; Oncologia D’OR/Instituto D’OR de Ensino e Pesquisa, Rio De Janeiro, Brazil; Barbara Ann Karmanos Cancer
Institute, Detroit, MI; Caris Life Sciences, Phoenix, AZ; Department of Medicine, University of Minnesota, Masonic Cancer Center, Minneapolis, MN

Background: WSP aberrations have been implicated in the progression and treatment re-
sistance of metastatic prostate cancer (mPCa). Sustained exposure of PCa to androgen dep-
rivation has been shown to regulate the canonical WSP, induce beta-catenin expression and
stabilization, and promote androgen independence. This study interrogates a large dataset to
characterize the molecular and immune landscape of canonical WSP-altered mPCa and asso-
ciations with survival outcomes. Methods: We examined PCa patients who underwent tissue-
based DNA and RNA sequencing through a CLIA-certified commercial assay (Caris Life Sci-
ences). Comprehensive genomic profiling included next-generation sequencing (NGS) of DNA
(592-gene panel or whole exome) and RNA (whole transcriptome), on tissue samples from
primary prostatic and/or metastatic sites. Tumor samples were categorized as having aberrant
canonical Wnt signaling (WSP-act) if they harbored activating mutations in CTNNB, patho-
genic RSPO2 fusions, or inactivating mutations in either APC or RNF43. Subset analysis was
conducted in mPCa samples with microsatellite stability (MSS), after excluding those with
RNF43 (p.G659fs*) mutations which are passenger events in MSI-high cancers. Statistical
significance was determined using Fisher’s Exact or X2 tests with Benjamini–Hochberg
correction. Overall survival (OS) data was obtained from insurance claims and was analyzed
using Kaplan-Meier estimation.Results:Of all PCa samples (4,150) (N = 4,150), 17.4% (n = 722)
were classified as WSP-act; 299 (41.4%) were from the primary tumor and 423 (58.6%) were
from metastatic sites. WSP-act tumors were more prevalent in brain (46%), liver (31%), lung
(31%) and bone (25%)metastases compared to primary prostate cancers (10%). TheMSSmPCa
subgroup (N=1,638) comprised 321 WSP-act and 1,317 WSP-WT tumors. WSP-act mPCa
exhibitedmore SPOPmutations (14.2% vs. 6.3%, p, 0.001) as well as highermRNA expression
of CST1, NKD1, and ODAM (known canonical WSP activators) compared to WSP-WT cases. M2
macrophages predominated the tumor microenvironment, with a higher median fraction in
WSP-act tumors compared to WSP-WT (7.2 vs. 6.1%, p , 0.001). ROR1 gene expression was
significantly elevated inWSP-act tumors from both primary andmetastatic sites. There was no
significant difference in OS outcomes between WSP-act and WSP-WT mPCa patients.
Conclusions:WSP-act prostate cancer demonstrated a pronounced upregulation of ROR1 gene
expression, underscoring its potential involvement in the crosstalk between the canonical and
non-canonicalWnt signaling pathways. Additionally, the augmented levels ofM2macrophages
in WSP-act tumors, combined with the reported role of ROR1 in tumor immunosuppression,
suggests that ROR1 may contribute to immune evasion in WSP-act mPCa. Our findings may
provide rationale for developing novel therapeutic strategies targeting Wnt-activated prostate
cancers. Research Sponsor: None.
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Cost-effectiveness of triplet therapies in metastatic hormone-sensitive prostate
cancer used in PEACE-1 and ARASENS.

Nataniel Hernan Lester-Coll, David Joseph Benjamin, Hélène Ribault, Stéphanie Foulon, Karim Fizazi, Arash Rezazadeh; University of Vermont Larner College of Medicine,
Burlington, VT; Hoag Family Cancer Institute, Newport Beach, CA; Unicancer, Paris, France; Gustave Roussy Institute, Villejuif, France; Department of Cancer Medicine,
Institut Gustave Roussy, University of Paris Saclay, Villejuif, France; Division of Hematology/Oncology, University of California, Irvine, Orange, CA

Background: Recent findings from the PEACE-1 and ARASENS trials have demonstrated
survival benefits in men with newly diagnosed metastatic hormone-sensitive prostate cancer
using different triplet therapies, including Abiraterone and Darolutamide added to Androgen
Deprivation Therapy and Docetaxel. Given the rising costs of cancer care, this study aimed to
assess the cost-effectiveness of these treatment regimens.Methods:Drugpriceswere obtained
from drugs.com and assurance-maladie.ameli.fr at wholesale prices to evaluate both United
States (US) and France payer perspectives. Survival and progression data were sourced from
Kaplan-Meier curves of the PEACE-1 and ARASENS trials and fitted to Weibull distribution
models in R. The parameters were imported into TreeAge Pro 2023 for partitioned survival
analysis. Health states were classified as "Pre-Progression," "Post-Progression," and
"Death," each assigned specific health utility values and costs. Outcomes including total costs,
quality-adjusted life years (QALYs), and incremental cost-effectiveness ratios (ICERs) were
calculated. Uncertainty was addressed through one-way and probabilistic sensitivity analyses.
The baseline willingness-to-pay (WTP) threshold was $100,000 per QALY. Euros were con-
verted to US Dollars. Results: At the baselineWTP of 100,000, generic Abiraterone (US, France)
in PEACE-1 and Darolutamide in ARASENS from the French perspective were cost-effective.
Generic Abiraterone was dominant, associated with lower net costs (-1,347 to -333) and higher
QALYs (0.16) and Darolutamide had an ICER of .7,001 per QALY. In contrast, other triplet
therapies increased both net costs and QALYs. Abiraterone yielded ICERs of 408,074 (US) and
114,995 (France) per QALY. Darolutamide in the US had an ICER of $383,732 per QALY. On one-
way sensitivity analyses, most drugs would need to be priced at less than ~4,000 amonth to be
cost-effective at WTP of 100,000 per QALY. On probabilistic sensitivity analyses, with WTP of
100,000 per QALY, generic Abiraterone (US) was the cost-effective drug (88% of simulations),
while brand Abiraterone and Darolutamide (US) were the least cost-effective (0% of simula-
tions). Conclusions: Cost-effectiveness of therapies in metastatic hormone-sensitive prostate
cancer vary significantly based on pricing and country payer perspective. At aWTP threshold of
$100,000, only generic Abiraterone (US, FRA) and Darolutamide (France) were cost-effective.
Research Sponsor: None.

Drug Perspective ICER Threshold
% Cost Effective
100,000 per QALY

% Cost Effective
300,000 per QALY

Abiraterone Brand US $408,074 $4,234 0% 38%
Abiraterone Generic US n/a n/a 88% 87%
Abiraterone Brand France $114,995 $3,609 46% 75%
Abiraterone Generic France n/a n/a 86% 86%
Darolutamide US $383,732 $4,078 0% 26%
Darolutamide France $97,001 $4,100 57% 96%
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Estimating median overall survival of apalutamide compared to placebo in meta-
static hormone-sensitive prostate cancer (mHSPC) populations: Statistical ex-
trapolations of the TITAN study.

Neeraj Agarwal, Anders Bjartell, Álvaro Juárez, Ronja Kerßenboom, Nolen Perualila, Peter Wigfield, Kim N. Chi; Huntsman Cancer Institute at the University of Utah, Salt
Lake City, UT; Skåne University Hospital, Malmö, Sweden; Hospital Universitario de Jerez de la Frontera, Cadiz, Spain; Janssen, Nordrhein-Westfalen, Germany; Janssen,
Paris, France; Cytel, Inc, Waltham, MA; BC Cancer Vancouver Centre, Vancouver, BC, Canada

Background: Apalutamide plus ADT (APA) demonstrated significantly improved overall sur-
vival (OS) compared to placebo plus ADT (PBO) for patients with mHSPC in the TITAN study
(HR, 0.65; 95% CI, 0.53 to 0.79; P, .0001). At the time of final analysis, the median OS was not
reached in the APA armor subgroups after amedian follow up of 44months. Thiswork aimed to
estimate OS medians for APA and PBO arms beyond the TITAN follow-up by fitting validated
survivalmodels.Methods:OSwas predicted for the overall population treatedwith APA or PBO,
with or without Inverse probability of censoring weighting (IPCW) crossover adjustment, and
for the low and high-volume (LVD, HVD), HVD synchronous and HVD metachronous sub-
groups. General population mortality adjusted TITAN patient-level data was fitted to six
parametric models (Weibull, exponential, log-normal, log-logistic, generalized gamma, and
Gompertz) using the individual fits approach. Best fit was determined by statistical and visual
fits, along with the Akaike Information Criterion (AIC)/Bayesian Information Criterion (BIC)
ranking, according to the recommendations of the National Institute for Health and Care
Excellence Decision Support Unit 14. Results: Best fit extrapolation estimated median OS of
71.8months for the overallmHSPCpopulation treatedwithAPA (Table), leading to an estimated
median improvement of up to 32 months versus PBO. Median OS values predicted by the other
five models ranged from 62.4 to 78.1 months. Across subgroups, best fit models estimated
median OS of 113.7 months for APA in LVD and a consistent median OS of 52 months for HVD
subgroups. Conclusions: While results of this extrapolation study should not be equated to
those of a clinical trial, this analysis meets an evidence gap by predicting median OS in the APA
arm of the TITAN study for the overall mHSPC population as well as for various subgroups of
this heterogeneous population, strengthening the evidence supporting early treatment with
APA across the broad mHSPC population. Research Sponsor: Janssen.

Actual and best fit median OS extrapolations in TITAN.

Population

Median OS (months)

APA PBO Difference
(months)

Actual Predicted

Actual Predicted

Unadj. IPCW Unadj. IPCW Unadj. IPCW

ITT NE 71.8c 52.2 38.8 47.1d 39.6a 24.7 32.2
LVD NE 113.7d NE 45.8 63.1a 47.3e 50,6 66.4
HVD NE 52.1c 38.7 35.3 38.4c 33.8a 13.7 18.3
HVD synchronous NE 52.2c 36.7 34.0 37.7c 33.5a 14.5 18.7
HVD metachronous NE 52.1d 39.6 38.6 39.3c 33.3d 12.8 18.8

Best fit parametric distribution: aWeibull; bexponential; clog-normal; dlog-logistics; eGompertz.
Abbreviations: HVD: high volume disease; IPCW: Inverse probability of censoringweighting; ITT: intend to
treat; LVD: low volume disease; NE: not evaluable.
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Barriers and facilitators to first-line (1L) treatment intensification (TI) in metastatic
castration-sensitive prostate cancer (mCSPC): The IMPLEMENT study.

Stacy Loeb, Neeraj Agarwal, Nader N. El-Chaar, Laura de Ruiter, Janet Kim, Jessica Mack, Christopher S Bland, Sarah Rich-Zendel, Jin Su Joo, Judith Dyson; Department of
Urology and Department of Population Health, New York University Langone Health, New York, NY; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT;
Astellas Pharma Inc., Northbrook, IL; Pfizer Inc., New York, NY; Throughline Strategy, Toronto, ON, Canada; Birmingham City University, Birmingham, United Kingdom

Background: Despite evidence of benefits and guideline recommendations for first-line treat-
ment intensification (ie, androgen-deprivation therapy with chemotherapy, novel hormonal
therapies, or both) in mCSPC, it is underutilized. We examined barriers and facilitators that US
urologists and oncologists face with treatment intensification for mCSPC and identified
behavior change techniques to address these through an implementation science approach.
Methods: We conducted 36 double-blind, semi-structured, virtual interviews with practicing
US urologists and oncologists who manage mCSPC using an interview guide based on the
theoretical domains framework. Saturation was met when no new themes emerged. Physician
statements were coded into 11 domains and themes to identify barriers and facilitators. To
confirm codebook reliability, 10%of transcriptswere double coded independently (k=0.77). Key
domains and the associated barriers and facilitators were analyzed for frequency, perceived
potential to impact behavior, and presence of disagreement. Top domains were cross-
referenced with a taxonomy of validated behavior change techniques. Results: 36 interviewed
physicians (20 low intensifiers[#50% of patients get treatment intensification]; 16 high in-
tensifiers [.50% of patients get treatment intensification]), 14 (39%) were from academic
centers. Five impactful domains and the associated barriers and facilitators were identified
along with behavior change techniques to overcome them (Table). Conclusions: Underutili-
zation of treatment intensification in US is multifactorial. Poor knowledge, habit, anticipated
regret, costs, and reserving treatment intensification for later use were prominent barriers.
These can be addressed through behavior change techniques to improvemCSPC care. Research
Sponsor: Astellas Pharma Inc., Pfizer Inc.

Domains Barriers Facilitators
Behavior Change

Techniques

Knowledge Lack of knowledge, includ-
ing trial data

Good knowledge of trial data Compelling information on
trial data and real-world

evidence
Beliefs about
Consequences

Anticipated regret due to
perceived loss of treatment
options for progression

Anticipated regret about
losing the best chance at

improving survival

Information to show behav-
ior outcome; induce regret
for not doing behavior

Decision
Processes

Treatment intensification
only for high-volume dis-

ease or at progression; habit
of not intensifying

Habit or experience with
first-line treatment
intensification

Self-monitoring; monitoring
by others; feedback;

prompts, triggers, cues;
rehearsal

Social/
Professional
Role

Urologists not referring Good inter-disciplinary
collaboration

Social encouragement/
pressure

Environmental Treatment cost, insufficient
staff

Administrative support to
address cost, staff to facili-

tate treatment
intensification

Resources to facilitate
behavior
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The impact of SPOP gene alterations in men with metastatic prostate cancer:
Results from the Prostate Cancer Precision Medicine Multi-Institutional Collabo-
rative Effort (PROMISE) consortium.

Kyra Lee Yamamoto, Nicholas Henderson, Clara Hwang, Pedro C. Barata, Mehmet Asim Bilen, Deepak Kilari, Laura Graham, Rohan Garje, Shoshana Rothstein,
Vadim S Koshkin, Abhishek Tripathi, Frank Cameron Cackowski, Jones T. Nauseef, Michael Thomas Schweizer, Andrew J. Armstrong, Tanya B. Dorff, Ajjai Shivaram Alva,
Rana R. McKay; Moores Cancer Center at UC San Diego Health, La Jolla, CA; Department of Biostatistics, University of Michigan, Ann Arbor, MI; Division of Hematology/
Oncology, Department of Internal Medicine, Henry Ford Cancer, Detroit, MI; University Hospitals Seidman Cancer Center, Cleveland, OH; Winship Cancer Institute of Emory
University, Atlanta, GA; Department of Medicine, Medical College of Wisconsin Cancer Center, Medical College of Wisconsin, Milwaukee, WI; University of Colorado Cancer
Center Anschutz Medical Campus, Aurora, CO; Miami Cancer Institute, Baptist Health South Florida, Miami, FL; Karmanos Cancer Institute, Wayne State University, Detroit,
MI; Division of Hematology and Oncology, Department of Medicine, University of California San Francisco, Helen Diller Family Cancer Center, San Francisco, CA; University
of Oklahoma, Norman, OK; Barbara Ann Karmanos Cancer Institute, Wayne State University, Detroit, MI; Division of Hematology &Medical Oncology, Weill Cornell Medicine;
Sandra and Edward Meyer Cancer Center, New York, NY; University of Washington/Fred Hutchinson Cancer Center, Seattle, WA; Division of Medical Oncology, Duke
University Medical Center, Duke Cancer Institute Center, Durham, NC; Department of Medical Oncology & Experimental Therapeutics, City of Hope Comprehensive Cancer
Center, Duarte, CA; Department of Internal Medicine, Division of Hematology and Oncology, University of Michigan, Ann Arbor, MI

Background: Inactivating mutations in the SPOP gene, encoding speckled-type poxvirus and
zinc-finger protein, are common among men with localized and metastatic prostate cancer,
occurring at a frequency of 6-15%. Previous studies have suggested the presence of an
inactivating mutation in SPOP results in increased sensitivity to androgen deprivation therapy
(ADT). In this multi-institutional clinical-genomic database, we evaluated the impact of SPOP
alterations on survival outcomes in men with metastatic prostate cancer. Methods: Retro-
spective data from the PROMISE Consortium were utilized for this analysis. Eligible patients
hadmetastatic prostate cancer and had undergone standard of care next-generation sequenc-
ing (NGS). Patients with inactivating mutations in SPOPwere defined as SPOPmutated, where.
as those lacking such alterations were defined as SPOP wild-type. The primary endpoint was
overall survival defined as the time from diagnosis of metastatic prostate cancer to death from
any cause, censored at the date of last follow-up. Secondary endpoints included time from
metastatic disease to castration resistance and time from castration resistance to death.
Results: Of the 2097 patients with available NGS testing, 5.5% (n=115) had SPOP alterations.
The median age at diagnosis was 63 years, 427 were Black, and 83 were Hispanic. At last
assessment, 66% had bone metastases, 7% lung metastases, and 5% liver metastases. The
most frequent co-occurring alterations in the SPOP-mutated group were: TP53 (30.4%), APC
(25.2%), andAR (21.7%). 1832 patientswere included in the survival analysis [n=96 (5.2%)with
and n=1736 (94.8%)without SPOP alterations].Median overall survival was numerically longer,
though not statistically significant, in the SPOP-mutated compared SPOP-wild-type group
(75.9 versus 59.5 months, p=0.12). In patients with metastatic disease, median time to
castration resistance was 14.6 months in the SPOP-mutated group versus 12.2 months in the
SPOP-wild-type group (p=0.30).Median time frommetastatic castration resistant to deathwas
45.0 months in the SPOP-mutated group and 40.2 months in the SPOP-wild type group.
Conclusions: Our hypothesis generating data support that SPOP-mutated prostate cancer
likely represents a unique molecular subtype of prostate cancer that may confer prolonged
survival. Future studies of novel androgen-receptor targeting treatments should be tested in
this molecular population. Research Sponsor: None.
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Comparative effectiveness of ChatGPT 4.0 and medical oncologists in
telemedicine-based management of metastatic prostate carcinoma (mPC).

Emre Dal, Ayana Srivastava, Beverly Chigarira, Chadi Hage Chehade, Arshit Narang, Georges Gebrael, Richard Ji, Neeraj Agarwal, Umang Swami, Haoran Li; Huntsman
Cancer Institute at the University of Utah, Salt Lake City, UT; University of Kansas Cancer Center, Westwood, KS

Background: The advent of telemedicine, accentuated during the COVID-19 pandemic, offers a
prospective modality, especially when synergized with artificial intelligence (AI) tools such as
ChatGPT 4.0. In this investigation, we sought to investigate the proficiency of ChatGPT vs.
medical oncologists in the telemedicine-centric management of mPC. Methods: This IRB-
approved retrospective study compared the competencies of ChatGPT and oncologists in
conducting telemedicine consultations for patients with mPC. Out of 975 patients screened
between April 1, 2022, and March 30, 2023, 102 met the inclusion criteria of having a diagnosis
of mPC, attending at least one telemedicine consultation during the specified period, and
having documentation available for two consecutive visits to enable the analysis of treatment
decisions and outcomes. ChatGPT was asked to pre-chart and determine if a face-to-face
consultation is needed. Its clinical competence was assessed using miniCEX, and medical
decision-making (MDM). The Cohen’s kappa test was used to measure the level of agreement
between ChatGPT and oncologists in treatment decisions, and the Mann-Whitney U test was
used to compare miniCEX and MDM. Results: The majority of patients were White (97.06%),
with a median age of 75 years (range:53 to 99). Nearly all patients were diagnosed with
adenocarcinoma (96.08%), with a median Gleason score of 7 (range: 6 to 10). The prevalent
metastatic sites were bone (47.4%) and lymph nodes (44.16%). 26.88%had an ECOG score of 0,
54.84% had a score of 1, and 18.28% had a score greater than 1. Common coexisting conditions
included diabetes mellitus (11.11%), hypertension (29.82%), hyperlipidemia (24.56%), and
depression (7.6%). The primary outcome measured the concordance between ChatGPT and
oncologists on whether to continue or cease the current treatment There was a statistical
significance in sensitivity and specificity between clinicians and ChatGPT (Chi-squared=5.1,
p=0.02). Cohen’s Kappa showed amoderate concordance (Kappa=0.43, p,0.001). Therewas no
difference in the number of diagnoses made by the two parties (p=0.13 and 0.06, respectively).
ChatGPT’s median miniCEX score was 8 (SD=0.59), and its median MDM length was 41 words
(SD=6.06). The average time saved by ChatGPT in pre-charting was 41 minutes (SD=6).
Conclusions: ChatGPT showed moderate concordance with oncologists for the management
of mPC in telemedicine. Subsequent investigations are needed to explore its potential in
healthcare. Research Sponsor: None.
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The utility of ChatGPT in subspecialty consultation for patients (pts) withmetastatic
genitourinary (GU) cancer.

Ayana Srivastava, Gliceida Galarza Fortuna, Beverly Chigarira, Emre Dal, Chadi Hage Chehade, Georges Gebrael, Arshit Narang, Neeraj Agarwal, Umang Swami, Haoran Li;
Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT; University of Kansas Cancer Center, Westwood, KS

Background: Cancermanagement requires amultidisciplinary approach, often requiringmed-
ical consultation from subspecialists.With the advent of artificial intelligence (AI) technologies
like ChatGPT, it is hypothesized that these tools may help expedite the consultation process.
This study aimed to assess the efficacy of ChatGPT in providing guideline-based sub-speciality
recommendations for managing pts with metastatic GU cancer. Methods: In this single-
institution, IRB-approved, retrospective, proof-of-concept study, pts with metastatic GU
cancer over the past 3 years were screened. Those with at least one consultation referral to
subspecialty clinics were randomly selected. ChatGPT 3.5 was given the most recent clinic note
that triggered sub-specialty consultation. The AI tool was then asked to provide an assessment
and plan. Two physicians independently assessed the accuracy of diagnoses made by ChatGPT
and subspecialty physicians. The primary outcome was the consistency of ChatGPT recom-
mendationswith those of subspecialty physicians. SecondaryOutcomes included potential time
saved by using ChatGPT and comparison ofmedical decision-making (MDM) complexity levels
between ChatGPT and subspecialty physicians. Results: A total of 39 pts were included. Their
primary diagnoses included prostate cancer (51.3%), bladder cancer (23.1%) and kidney cancer
(15.4%). The referred subspecialty clinic included cardiology (33.3%), hematology (17.9%),
hepatology (2.6 %), hospice (10.3%), neurology (12.8%), pulmonary (15.4 %), and rheuma-
tology (7.7%). The average waiting time for pts to be seen in subspecialty clinics was 44.9 days
(SD = 42.4). Of 39 patient’s charts reviewed by ChatGPT, 30/39 (76.9%) had the same diagnosis
with consultant sub-specialties. The average diagnoses made by ChatGPT were 8.2, compared
with 3.4 made by sub-specialty physicians (p , 0.0001). The accuracy of diagnoses made by
ChatGPTwas the same, higher, and lower than human physicians in 10 (33.3%), 3 (10%), and 17
(56.7%) cases, respectively. Consistency of treatment plans between ChatGPT and physicians
was found in 18 cases (46.2%). ChatGPT recommended additional workup in 32 cases (85.1%).
The average number of words written in consultation notes by ChatGPT was 362.7 (SD = 72.9),
which was significantly greater than subspecialty physicians (n = 224.7, p , 0.0001).
Conclusions: These hypothesis-generating data suggest the potential utility of ChatGPT to
assist medical oncologists in managing increasingly complex pts with metastatic cancer.
Further studies are needed to validate our findings. Research Sponsor: None.
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Rate of hospitalization and length of hospital stay during and post docetaxel for
darolutamide in metastatic hormone-sensitive prostate cancer using ARASENS.

Alicia K. Morgans, Martin Boegemann, Noman Paracha, Jamie Grossman, Fernando Rodriguez Santamaria, Emma Tyas, Jane Candish, Neal D. Shore; Dana-Farber Cancer
Institute, Harvard Medical School, Boston, MA; Department of Urology and Pediatric Urology, West German Cancer Center, University Hospital Münster, Münster, Germany;
Bayer Pharmaceuticals, Basel, Switzerland; Bayer, Columbus, OH; Lumanity, London, United Kingdom; Lumanity, Sheffield, United Kingdom; Carolina Urologic Research
Center, Myrtle Beach, SC

Background: ARASENS was a randomized, double-blind, Phase III trial of darolutamide (daro)
+ docetaxel + androgen deprivation therapy (ADT) vs. placebo (pbo) + docetaxel + ADT in
patients with metastatic hormone sensitive prostate cancer (mHSPC). We sought to compare
rates of hospitalizations and length of hospital stay (LoS) per patient due to any reason, and due
to adverse events (AE) during or post docetaxel using data from ARASENS. Methods: We used
mixed effects negative binomial regression to estimate time-varying rate of hospitalization
and LoS by patient. Patients with records that began on the same start date were considered
duplicates and were condensed into one visit, using the latest end date. Patients with multiple
records with overlapping time periods were combined into one visit. A constant hospitalization
rate assumption was considered inappropriate since docetaxel is administered for 6-cycles
(~4.14 months). Hospitalizations that began within and after first 4 months of treatment were
grouped together. Conversely, LoS was assumed to be time invariant. Results: The first
4months of treatment (whenpatientswere receiving docetaxel)were associatedwith increased
hospitalization both due to any reason and to AE (Table 1). Darowas associatedwith a numerical
reduction in rate of hospitalization (per year) due to any reason during docetaxel (0.75 days
[95%CI: 0.61, 0.88]) vs. pbo (0.91 days [95%CI: 0.75, 1.07]) and after docetaxel (0.31 days [95%
CI: 0.26, 0.37]) vs. pbo (0.38 days [95% CI: 0.31, 0.45]). A similar trend was observed for
hospitalizations due toAE.Darowas associatedwith amarginally longer LoSperhospitalization
compared with pbo (+1.90 days). Similar results were seen for LoS due to AE (+1.67 days).
Conclusions: Daro was associated with a numerically lower rate of hospitalization, but mar-
ginally longer LoS compared to pbo. A lower rate of hospitalizationwas observed post docetaxel
as opposed to during docetaxel. Clinical trial information: NCT102799602. Research Sponsor:
Bayer.

Rate (during and post docetaxel) and length of hospitalization.

Model
Reason for

Hospitalization

Hospitalization Rate (95% CI)

Length of
Stay (95% CI)

During Docetaxel
(£ 4 months)

Post Docetaxel
(> 4 months)

Daro, per yr Pbo, per yr Daro, per yr Pbo, per yr Daro, days Pbo, days

Negative
binomial

Due to any
reason

0.75 (0.61,
0.88)

0.91 (0.75,
1.07)

0.31 (0.26,
0.37)

0.38 (0.31,
0.45)

7.84 (6.54,
9.14)

5.94 (4.92,
6.96)

Due to AE 0.43 (0.34,
0.52)

0.50 (0.39,
0.60)

0.23 (0.19,
0.27)

0.26 (0.21,
0.31)

7.13 (6.04,
8.23)

5.46 (4.55,
6.36)
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Risk of early non-cancer deaths in adults diagnosed with metastatic genitourinary
(mGU) cancers: A retrospective cohort study.

Ahsan Ayaz, Syed Arsalan Ahmed Naqvi, Zaryab Bin Riaz, Arifa Bibi, Kaneez Zahra Rubab Khakwani, Ewan Kemar Cobran, Parminder Singh, Alan Haruo Bryce, Irbaz Bin Riaz,
Sajid Ahmad Mir; Montefiore St. Luke’s Cornwall Hospital, Newburgh, NY; Division of Hematology and Medical Oncology, Mayo Clinic, Phoenix, AZ; Rashid Latif Medical
College, Lahore, Pakistan; University of Arizona, Tucson, AZ; Mayo Clinic College of Medicine and Science, Scottsdale, AZ; Mayo Clinic, Phoenix, AZ; Mayo Clinic Arizona,
Scottsdale, AZ; Division of Hematology and Oncology, Mayo Clinic, Scottsdale, AZ; Montefiore St. Luke’s Cornwall Program, Newburgh, NY

Background: We aim to investigate non-cancer cause of death in adults within 2 years after
initial diagnosis of mGU cancers including bladder cancer (BC), kidney cancer (KC), and
prostate cancer (PC). Methods: Surveillance, Epidemiology, and End Results (SEER) database
(2004-2020) was searched to obtain data on death caused by cardiovascular diseases (CVD),
kidney diseases (KD), respiratory diseases (RD), liver diseases (LD), diabetesmellitus (DM), and
sepsis in adults (.20y of age) diagnosed with mGU cancers. Standardized mortality ratios
(SMRs) with 95% confidence interval (CI) were calculated within 2y of initial diagnosis. SMR
was defined as the observed deaths from each category divided by the expected number of
deaths in the age-matched US population for the same period. SMR .1 indicated increased
while ,1 indicated decreased mortality. Stratification factors included age (,50y, 50-
70y, .70y), race (White, Black, Asian/Pacific Islander), ethnicity (Hispanic, non-Hispanic),
chemotherapy, and radiotherapy. Results: This study including 77,246 mGU cancer patients
showed that the greatest risk of early deathwas observed to be caused by sepsis (SMR: 4.21, 95%
CI: 3.64-4.84) followed by CVD (1.70, 1.62-1.80), KD (1.58, 1.31-1.90), LD (1.58, 1.16-2.09), DM
(1.56, 1.32-1.82), and RD (1.38, 1.22-1.56). Patients aged ,50y observed the highest risk of
mortality caused by sepsis (61.76, 30.83-110.5) followed by KD (28.06, 9.11-65.48) and CVD
(5.63, 3.60- 8.84). However, patients aged 50-70y were more likely to die by RD (2.47, 1.94-
3.09) andLD (2.01, 1.38-2.82). The resultswere consistent for Black patients; sepsis (6.59, 5.04-
8.46) followed by RD (2.01, 1.41-2.78) and KD (1.64, 1.04-2.46). Asian/Pacific Islanders were
more likely to die from CVD (2.52, 2.13- 3.00) and DM (2.21, 1.21-3.71). Hispanics were more
likely todie fromLD(3.11, 1.66-5.32) andnon-Hispanics fromsepsis (4.28, 3.68-4.96). This risk
of death due to sepsis was increased with chemotherapy (7.06, 5.22-9.33) and radiotherapy
(4.92, 3.58-6.61). Detailed results are available in Table. Conclusions: Sepsis remained the
leading cause of early non-cancer-deaths in mGU cancers consistently across all subgroups.
Younger adultsweremore likely to die fromCVD andKD, Black patients fromRD, andHispanics
from LD. Research Sponsor: None.

Cause of Death All GU Cancers BC KC PC

SMR (95 % CI)
Sepsis 4.21 (3.64-4.84) 14.75 (10.22-20.61) 8.69 (6.53-11.34) 2.84 (2.33-3.43)
Cardiovascular diseases 1.70 (1.62-1.80) 3.95 (3.56-4.40)] 2.91 (2.70-3.13) 1.43 (1.34-1.53)
Kidney diseases 1.58 (1.31-1.90) 3.35 (1.67-6.0) 4.93 (3.54-6.69) 1.02 (0.78-1.31)
Liver diseases 1.58 (1.16-2.09) 1.74 (0.36-5.08) 1.61 (0.77-2.97) 1.55 (1.08-2.16)
Diabetes mellitus 1.56 (1.32-1.82) 2.42 (1.25-4.22) 3.00 (2.17-4.06) 1.26 (1.03-1.53)
Respiratory diseases 1.38 (1.22-1.56) 3.65 (2.57-5.03) 2.36 (1.81-3.02) 1.07 (0.92-1.25)
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Risk of suicide-related deaths (SRD) among patients diagnosed with metastatic
genitourinary (mGU) cancers: A retrospective cohort study.

Ahsan Ayaz, Syed Arsalan Ahmed Naqvi, Manal Imran, Akshat Saxena, Ammad Raina, Kaneez Zahra Rubab Khakwani, Ewan Kemar Cobran, Sajid Ahmad Mir,
Parminder Singh, Alan Haruo Bryce, Irbaz Bin Riaz; Montefiore St. Luke’s Cornwall Hospital, Newburgh, NY; Division of Hematology and Medical Oncology, Mayo Clinic,
Phoenix, AZ; DowMedical College, Karachi, Pakistan; Division of Hematology andMedical Oncology, Mayo Clinic, Scottsdale, AZ; Canyon Vista Medical Center, Sierra Vista,
AZ; University of Arizona, Tucson, AZ; Mayo Clinic College of Medicine and Science, Scottsdale, AZ; Montefiore St. Luke’s Cornwall Program, Newburgh, NY; Mayo Clinic,
Phoenix, AZ; Mayo Clinic Arizona, Scottsdale, AZ; Division of Hematology and Oncology, Mayo Clinic, Scottsdale, AZ

Background: Elevated suicide risk is established in cancer patients compared with the general
population. We aim to investigate the risk of SRD among individuals diagnosed with mGU
cancers. Methods: Surveillance, Epidemiology, and End Results (SEER) database (2004-2020)
was queried to obtain data on suicide death in adults (.20 years of age) diagnosed with mGU
cancers including bladder cancer (BC), kidney cancer (KC), and prostate cancer (PC). Stan-
dardizedmortality ratios (SMRs) with 95% confidence interval (CI) were computed overall and
by latency period of,1, 1-5, and.5 years (y) after the initial diagnosis ofmGU cancers. SMR.1
indicated increasedwhile,1 indicated decreasedSRD. Stratificationwas doneby age (,50y, 50-
70y, .70y), race (White, Black, Asian, Native American), ethnicity (Hispanic, non-Hispanic),
chemotherapy, radiotherapy, surgery, andmarital.Results: This analysis included 87,357mGU
patients. In overall population, the risk of suicide-related deaths was highest ,1y after di-
agnosis (SMR: 3.29, 95% CI: 2.47-4.29) followed by 1-5y (2.61, 2.0-3.35) and .5y (1.27, 0.61-
2.34) after diagnosis. With respect to race, SRD was significantly higher in Whites (3.31, 2.46-
4.36) but not in Blacks (2.58, 0.31-9.33), and Asians (2.03 (0.05-11.3). In ethnic subgroups, non-
Hispanics were observed to have increased SRD (3.71, 2.77-4.86) but not Hispanics (0.83, 0.1-
3.0). Patients who received chemotherapy (3.74, 2.10-6.18) or those who did not receive
radiotherapy (3.66, 2.68-4.89) were more likely to die from suicide. In terms of marital status,
single patients had a higher SRD (4.39, 2.94-6.30) compared to those who were married (2.54,
1.65-3.76). Detailed results are outlined in the Table. Conclusions: Patients with GU malig-
nancies are at increased risk of SRD. Targeted and timely interventions in highest risk sub-
groups such as Non-Hispanic patients with a recent cancer diagnosis with no partner support,
may reduce the risk of SRD in patients diagnosed with mGU cancers. Research Sponsor: None.

Subgroup All GU Cancers BC KC PC

SMR (95 % CI)
Overall Population 3.29 (2.47-4.29) 5.98 (2.41-12.33) 5.99 (3.71-9.16) 2.21 (1.44-3.24)
Age 50-70 years 3.51 (2.25-5.22) 7.58 (2.07-19.41) 5.95 (3.08-10.4) 1.86 (0.80-3.67)
Age >70 years 3.38 (2.28-4.82) 5.27 (1.09-15.40) 8.43 (3.85-16.0) 2.48 (1.47-3.92)
White 3.31 (2.46-4.36) 6.32 (2.54-13.02) 5.50 (3.26-8.68) 2.33 (1.51-3.44)
Non-Hispanic 3.71 (2.77-4.86) 6.67 (2.68-13.73) 6.60 (3.97-10.3) 2.58 (1.68-3.77)
Chemotherapy - Yes 3.74 (2.10-6.18) 2.67 (0.32-9.65) 6.13 (3.06-10.96) 1.37 (0.17-4.94)
Radiotherapy - No 3.66 (2.68-4.89) 6.53 (2.40-14.21) 7.57 (4.56-11.82) 2.30 (1.42-3.52)
Surgery - Yes 2.28 (1.04-4.33) 3.15 (0.65-9.21) 2.93 (0.95-6.85) 0.78 (0.02-4.32)
Married 2.54 (1.65-3.76) 2.95 (0.36-10.67) 4.92 (2.46-8.81) 1.74 (0.90-3.03)
Single 4.39 (2.94-6.30) 10.14 (3.29-23.66) 7.86 (3.77-14.46) 2.89 (1.58-4.85)
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Trends in preferred place of death for prostate cancer in theUnited States from2003
to 2020: Analysis of CDC WONDER database.

Karan Jatwani, Mahnoor Sukaina, Atulya Aman Khosla, Rohit Singh, Navpreet Singh, Kamalpreet Singh Walia, Archit Patel, Vasanthan Muthusamy Kumarasamy,
Dharmesh Gopalakrishnan; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Karachi Medical and Dental College, Karachi, Pakistan; Corewell Health William
Beaumont University Hospital, Royal Oak, MI; Division of Hematology-Oncology, University of Vermont Medical Center, Burlington, VT; Gian Sagar Medical College, Punjab,
India; SGRD Institute of Medical Sciences & Research, Khanna, India

Background: Prostate Cancer (PCa) is themost common cancer inmen and the second cause of
cancer mortality. The identification of the preferred place of death (PPOD) has been shown to
improve the delivery of palliative care, reduce healthcare costs, and improve quality of care. We
evaluated the trends in PPOD for patients and hospice utilizationwith PCa in the USA from2003
to 2020 based on the CDC WONDER (Centers for Disease Control and Prevention for Wide-
ranging Online Data for Epidemiologic Research) database. Methods: The US nationwide and
state-level data was pooled using the CDC WONDER database from January 01, 2003, to
December 31, 2020. The data trends of PPOD for prostate cancer were pooled using the
International Classification of Diseases, Tenth Revision as C61: malignant neoplasm of pros-
tate. The analysis of trends in mortality over the past decade was stratified according to age,
census region, race, and place of death. Results: The analysis demonstrated that overall
mortality due to PCa was 526,783 from 2003 to 2020. Of these deaths, 43,813 (8.32%) were
recorded in hospice facilities. The hospicemortality steadily increased from0.4% in 2003 to the
highest of 9.20% in 2019, with a notable decline to 7.6% in 2020. We noticed that the PPOD
differed based on racial subgroups.More than half ofmortality in theNative American (NA) and
African-American (AA) subgroups was observed in a medical facility (51.81% and 58.21%,
respectively) compared toWhites (49.15%). Hospice or death at home inNAandAAgroupswere
(48.11% and 41.11%, respectively) compared to Whites (50.85%). The age-stratified mortality
analysis revealed increased hospice utilization in 25-44 years (11.95%) vs. 65+ years (8.13%).
Upon stratifying the results by census showed the highest hospice utilization in Florida,
compared to the lowest in North Dakota (22.6% vs. 0.02%). Conclusions: To our knowledge,
this is the first study utilizing the CDC WONDER database to analyze PPOD in PCa-related
deaths. We observed a steady increase in hospice utilization from 2003 to 2019 throughout the
US, with a decline in 2020, possibly due to the COVID-19 pandemic. The AA and NA groups had
higher mortality in medical facilities compared to Whites, whereas the White population
utilized more hospice services or died at home. This highlights the existing disparities in
end-of-life care in PCa andpromotes policy-level changes in the stateswith lower utilization of
hospice services to improve access of care in PCa patients. Research Sponsor: None.
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EORTC GUCG 2238 De-escalate: A pragmatic trial to revisit intermittent androgen-
deprivation therapy in metastatic hormone-näıve prostate cancer in the era of new
AR pathway inhibitors.

Guillaume Grisay, Fabio Turco, Anna Patrikidou, Enrique Gallardo Dı́az, Raymond S. McDermott, Saskia Litiere, Beatrice Fournier, Silke Gillessen, Bertrand F. Tombal; Centre
Hospitalier Jolimont, La Louvière, Belgium; Oncology Institute of Southern Switzerland, Bellinzona, Switzerland; Institut Gustave Roussy, Villejuif, France; Corporacio
Sanitaria i Universitaria Parc Tauli, Sabadell, Spain; St Vincent’s University Hospital, Cancer Trials Ireland, Dublin, Ireland; European Organisation of Reseach and Treatment
for Cancer (EORTC), Brussels, Belgium; Cliniques Universitaires Saint-Luc, Brussels, Belgium

Background: The development of androgen receptor pathway inhibitors (ARPI) - abiraterone
acetate, apalutamide, darolutamide and enzalutamide - has profoundly reshaped the man-
agement of metastatic hormone naı̈ve prostate cancer (mHNPC). Seven trials demonstrated
that combining these drugs with androgen deprivation therapy (ADT) reduces the risk of death
by 20-40%, delays further treatment, and improves health-related quality of life (HR-QoL).
These trials, however, suffer from two critical limitations: treatment duration and patient
selection. Treatment usually continues until biochemical, radiological, or clinical progression,
sometimes many years after drug initiation, exposing patients to chronic side effects affecting
their QoL. Furthermore, registration trials include those not representative of the general
population. Several sub-analyses of the registration trials demonstrated that patients
achieving a PSA#0.2 ng/ml have prolongedoverall survival (OS). In this study,wehypothesized
that patients reaching PSA # 0.2 ng/ml may benefit from treatment interruption without
compromising OS. Methods: The primary goal of this academic-led, open-label, multicenter,
pragmatic, randomized phase III study is to investigate whether intermittent maximum
androgen blockade (iMAB) can be safely administered to mHNPC patients who reached a
PSA # 0.2 ng/mL at 6-12 months of continuous treatment (cMAB), as compared to continuing
cMAB. Recommendations for restart include increasing clinical or radiological progression or
PSA to$ 50%of diagnostic PSAwith amaximumof 5ng/mL.Thiswill be demonstrated through
the following co-primary objectives: 1) The proportion of patients who do not need to restart
their MABwithin one year of interruption is not less than 70%. 2) OS using an iMAB regimen at
three years is non-inferior to continuous treatment. Secondary objectives include toxicity
comparisons, HR-QoL (physical functioning, role functioning and fatigue scales of EORTC
QLQ-C30, sexual activity scale of EORTC QLQ PR25), and assessing the impact on treatment
resources of using an intermittent schedule. The study will include 1600 patients treated by
cMAB for mHNPC for 6-12 months presenting with a PSA # 0.2 ng/mL. Patients may have
received docetaxel and radiotherapy as part of standard treatment. The PRECIS-2 (Pragmatic-
Explanatory Continuum Indicator Summary) will be used to evaluate the study as a pragmatic
trial. Clinical trial information: NCT05974774. Research Sponsor: None.
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Clinical study of rezvilutamide inhibiting the flare effect of GnRH agonists in the
treatment of newly diagnosed metastatic prostate cancer.

ShaogangWang, ZhihuaWang, Zhiquan Hu, Chunguang Yang; Huazhong University of Science and Technology, Wuhan, China; Urology Department, Tongji Hospital, Tongji
Medical College, Huazhong University, Wuhan, China; Department of Urology, Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology,
Wuhan, China; Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China

Background: To prevent ‘flare-up’ phenomenon, mainstream guidelines recommend
offering a first-generation antiandrogen for $7 days to metastatic prostate cancer starting
GnRH agonist. Our previous study found that in the 3-day regimen of a new AR antagonist
apalutamide (that is, GnRH agonist was given 3 days after application of apalutamide), PSA
decreased by 5-10%onday 1, and PSA decreased by about 1/3 after 3 days of oral administration,
which was equivalent to the inhibition of PSA synthesis by bicalutamide for 4 weeks, and no
clinical symptoms were worsened. Since the blood concentration of the new AR antagonists
could reach nearly 80% of the peak concentration after 1 hour of oral administration, our
research group further tried the 1-hour regimen (that is, GnRHagonist was given after 1 hour of
application of apalutamide), and 8 patients showed an increase in serum testosterone, but no
increase in PSA and aggravation of clinical symptoms,which initially indicated the feasibility of
the 1-hour regimen. The objective of this study is to explore the efficacy andmechanism of the
combined application of rezvilutamide and GnRH agonist (Goserelin Microspheres for In-
jection) on mHSPC to prevent flare-up. Methods: This is a multicenter, prospective, random-
ized controlled study (ChiCTR2300076106). Key inclusion criteria: Age $ 18 years, first
diagnosis of prostate adenocarcinoma by histologically confirmed within 1 month; at least
one distant metastasis (extrinsic pelvic lymph node metastasis, bone metastasis, or visceral
metastasis); PSA $ 2ng/ml and serum testosterone $ 150ng/dl. Sixty mHSPC patients are
expected to be enrolled and treated with rezvilutamide combined with GnRH agonist. The
patientswill be randomized 1:1 into the 1-day regimen (oral rezvilutamide 1 day in advance) and
the 1-hour regimen (oral rezvilutamide 1 hour in advance) with 30 patients each. The GnRH
agonist treatment is 3.6 mg Goserelin Microspheres for Injection i.m. every 4 weeks. Collect
patient baseline data: Age, tumor size, pathological classification, TNM stage, Gleason score,
clinical symptoms, PSA level, testosterone level. Periodic review of laboratory tests (PSA, LH,
testosterone, etc.), imaging changes (magnetic resonance, CT, PET/CT, etc.), changes in
clinical symptoms, changes in survival status, etc. The occurrence of flare-up effects and
hormone levels on day 1, day 3, day 7, day 14, and day 28 after medication will be described.
Kaplan-Meier survival analysis and Cox proportional-hazardsmodel were used to evaluate the
above indicators. Clinical trial information: ChiCTR2300076106. Research Sponsor: None.
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Measuring oncological value of exercise and statin: Can we improve the prognosis
of patients with cancer and change the microenvironment in different tumor types
with exercise and statins (MOVES study)?

Jorma T.J Sormunen, Annastiina Hakulinen, Jukka Kemppainen, Leena Tiainen, Synnöve Staff, Krista Kankaanranta, Teemu Murtola; University of Tampere, Tampere,
Finland; Turku University Hospital, Turku, Finland; Tampere University Hospital, Tampere, Finland

Background: Hypoxia is an important mechanism in cancer cells, which protects them from
body’s immune reactions. Exercise improves circulation thus reducing hypoxia. Therefore, we
study the effect of exercise and statins on prognosis of cancer patients. Lipid metabolism is an
important energy source during hypoxia. We expect to see that patients who participate in
regular physical exercise and use lipid-lowering medicine atorvastatin have longer survival
than patients without such intervention. Methods: The MOVES study is an open-label single-
centre randomised controlled phase 3 pilot trial. A total of 240 adult patients with stage IV
cancer (prostate, renal cell, breast or ovarian) and starting 1st line oncological treatment are
randomised 1:1:1 into one of three groups: 1) Supervised exercise for 3 months; 2) Supervised
exercise with 40mg atorvastatin daily for 3months; and 3) Control group. Patients are followed
at 3-month intervals for up to two years. Choice of oncological treatment is up to the clinician’s
discretion according to the patient’s clinical need. Radiological, clinical and/or biochemical
progression, death, side effects of the treatments and interruptions of the cancer treatments
are registered. The primary outcome is progression-free survival, measured as time to 2nd line
oncological treatment or death. The secondary outcomes are overall survival, quality of life,
levels of hypoxiamarkers and cancermetabolites in blood and urine and treatment tolerability.
A substudy will implement EF5-PET and FDG-PET scans to evaluate tumor hypoxia and
metabolic activity before and after the trial intervention. The Ethics Committee of Tampere
University Hospital has approved the study protocol. Results will be published after completion
of the study in international peer viewed journals. Clinical trial information: NCT05796973.
Research Sponsor: None.
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Apalutamide and stereotactic body radiation therapy for low-burden, metastatic,
hormone-sensitive prostate cancer: A randomized trial (PERSIAN).

Giulio Francolini, Angelo Porreca, Gaetano Facchini, Daniele Santini, Alessio Bruni, Nicola Simoni, Marco Trovò, Mattia Falchetto Osti, Giuseppe Fornarini, Michele Sisani,
Vanessa Di Cataldo, Beatrice Detti, Pietro Garlatti, Niccolò Bertini, Luca Burchini, Giulio Frosini, Ilaria Bonaparte, Sergio Serni, Andrea Minervini, Lorenzo Livi; Radiation
Oncology Unit, Azienda Ospedaliera Universitaria Careggi, University of Florence, Florence, Italy; Department of Oncological Urology, Veneto Institute of Oncology IOV-
IRCCS, Padova, Italy; Medical Oncology Unit, SM delle Grazie Hospital, Napoli, Italy; Oncologia Medica A, Policlinico Umberto 1, La Sapienza Università Di Roma, Roma,
Italy; Radiation Oncology Unit, Department of Oncology and Hematology, University Hospital of Modena, Modena, Italy; Radiotherapy Unit, Azienda Ospedaliera
Universitaria, Parma, Italy; Department of Radiation Oncology, University General Hospital, Udine, Italy; Department of Radiation Oncology, Sant’ Andrea Hospital, Sapienza
University of Rome, Rome, Italy; Medical Oncology Unit 1, IRCCS Ospedale Policlinico San Martino, Genoa, Italy; Medical Oncology, Usl Toscana Sud est, Arezzo, Italy;
Department of Biomedical, Experimental and Clinical Sciences "Mario Serio", University of Florence, Florence, Italy; Unit of Urological Robotic Surgery and Renal
Transplantation, Careggi Hospital, University of Florence, Florence, Italy; Unit of Urological Oncologic Minimally Invasive Robotic Surgery and Andrology, Careggi Hospital,
University of Florence, Florence, Italy

Background: TITAN trial showed that apalutamide + ADT improved OS in patients with
metastatic hormone sensitive prostate cancer (mHSPC), both in low and high-volume disease.
On the other hand, SABR-COMET trial suggested that stereotactic body radiotherapy (SBRT)
improved outcomes in oligometastatic patients if compared to systemic therapy alone. Re-
cently, one trial suggested that SBRT may offer significant benefit in terms of biochemical
response and progression free survival within oligometastatic castrate resistant prostate
cancer patients undergoing first line abiraterone acetate treatment (ARTO trial,
NCT03449719). However, there are no data specifically assessing the benefit offered by SBRT
in oligometastatic mHSPC treated with apalutamide. PERSIAN trial is aimed to test the
hypothesis that metastases directed SBRT will improve outcomes in select subgroups of pts
with oligometastatic mHSPC treated with apalutamide + ADT. Moreover, we implemented
baseline blood sample tests at enrollment/randomization, to evaluate the status of PIK3CA/
AKT1/PTEN and BRCA1/BRCA2 mutations, and to investigate the predictive value of these
alterations on treatment response. Furthermore, oncometabolites expression will be evaluated
through metabolomic analysis before and after start of SBRT. Methods: PERSIAN trial is a
prospective phase II randomized superiority study. All patients are affected by metachronous
oligometastatic HSPC defined as presence of, 5 non-visceral metastatic lesions. Patients with
de novo metastatic disease are excluded from the trial. Patients will be randomized to receive
standard systemic treatment alone with apalutamide + ADT (Arm A: Control) or the same
systemic treatment combined with SBRT on all sites of metastatic spread (Arm B: Treatment).
This trial designwill allowus to evaluate the benefit of SBRT in a selected cohort of patientswith
identical systemic treatments. Primary endpoint of the trial is the rate of patientswith complete
biochemical response (PSA , 0.2 ng/ml) 6 months after apalutamide + ADT start. Assuming a
rate of complete biochemical response of 61% in the control arm, a sample size of 180 patients
will have80%statistical power to detect an absolute benefit of 19% in the treatment group,with
alpha 0.05. Secondary endpoints are: time to PSA progression, radiologic progression free
survival, frequency of treatment severe adverse events, overall and cancer specific survival,
quality of life (measured with EORTC QLQ-C30 and EORTC QLQ-PR25 questionnaires). En-
rollment started in March 2023, 31 patients have been enrolled to date. Clinical trial informa-
tion: NCT05717660. Research Sponsor: None.
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Apalutamide (APA) plus intermittent versus continuous androgen-deprivation
therapy (ADT) in participants (pts) with metastatic castration-sensitive prostate
cancer (mCSPC): LIBERTAS phase 3 study design.

Arun Azad, Marco Antonio Badillo, Qiang Dong, Alicia K. Morgans, Dana E. Rathkopf, Karie Runcie, Tian Zhang, Raj Pruthi, Amitabha Bhaumik, Suneel Mundle,
Sharon McCarthy, Angela Mennicke Lopez- Gitlitz, Jennifer Whalen, Ashita S. Batavia, Clark Musto, Shir Netanel, Daniel P. Sanchez, Neeraj Agarwal; Peter MacCallum
Cancer Centre, Melbourne, Australia; Hospital Aranda de la Parra, Guanajuato, Mexico; West China Hospital, Sichuan University, Sichuan, China; Dana-Farber Cancer
Institute, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; NewYork-Presbyterian Hospital, Columbia University Medical Center, New York, NY; Division
of Hematology and Oncology, Department of Internal Medicine, University of Texas Southwestern, Dallas, TX; Janssen Research & Development, Raritan, NJ; Janssen
Research & Development, Titusvillle, NJ; Janssen Research & Development, Los Angeles, CA; Janssen Research & Development, Brisbane, CA; Janssen Research &
Development, Spring House, PA; University of Utah Health Hospitals and Clinics, Salt Lake City, UT

Background: ADT is associated with adverse events and decreased quality of life in pts with
advanced PC. This study evaluates if APA + intermittent ADT in mCSPC pts who achieved
prostate-specific antigen (PSA) ,0.2 ng/mL after 6 mo of initial therapy with APA + ADT
provides noninferior radiographic progression-free survival (rPFS) and reduces hot flash
burden compared with APA + continuous ADT. Broad eligibility criteria, used to achieve greater
inclusiveness of underserved populations, allow for increased diversity in race, ethnicity,
gender identity, and physical disability of study pts. LIBERTAS is the first phase 3 study
evaluating APA + intermittent vs continuous ADT in mCSPC pts. Methods: This prospective
international, open-label, randomized study is enrolling pts with mCSPC, inclusive of all
gender identities. Eligibility criteria: metastatic PC documented by conventional imaging
(CT, MRI, or bone scan), #3 mo ADT prior to enrollment with the exception of pts receiving
ADT as part of their gender-affirming care, and Eastern Cooperative Oncology Group perfor-
mance status (ECOG PS) 0 or 1; pts with ECOG PS 2 or 3 are eligible if their score is related to
stable physical disabilities (eg, spinal cord injury or blindness) and not to PC or associated
therapy. LIBERTAS is a de-gendered and trans-inclusive protocol seeking to drive recruitment
and enrollment of pts in sexual and gender minority populations that are underserved and
under-represented in clinical trials. Pts will receive APA 240 mg/d + ADT (GnRH agonist or
antagonist) during the initial 6-mo treatment phase. Stratification: tumor volume and prior
treatment for localized PC. Pts with confirmed PSA ,0.2 ng/mL at the end of the initial 6-mo
treatment phase will enter themain treatment phase and be randomized 1:1 to APA (240mg/d)
+ intermittent ADT or APA + continuous ADT. ADT can be restarted in the APA + intermittent
ADTgroup for ptswith new/worsening cancer symptoms, PSA increase to.10 ng/mL (or return
to baseline level when PSA was ,10 ng/mL before start of ADT), or PSA doubling time ,6 mo.
Radiographic progression is assessed using conventional imaging. Primary end points are rPFS,
measured by 18-mo event-free survival (EFS) rate, and reduction of hot flash burdenmeasured
by the hot flash severity adjusted score. Secondary end points include findings from objective
digital health tools measuring sleep, activity and neurocognitive function, and patient-
reported outcomes, including physical and mental wellbeing. ~333 pts will be enrolled over
2 yrs at 59 sites in 9 countries. An independent data monitoring committee will conduct an
interim analysis for futility for the primary end point of 18-mo EFS rate and periodic review of
safety data. Clinical trial information: NCT05884398. Research Sponsor: Janssen Research &
Development.
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Cohort expansion from the phase 1 JEWEL-101 study investigating the tissue
factor–targeting antibody-drug conjugate XB002 in patients with advanced solid
tumors: Metastatic castration-resistant prostate cancer cohort.

Susanna Varkey Ulahannan, Melissa Lynne Johnson, Mia C. Weiss, Andrae L. Vandross, Sofia Luz Vidal-Cardenas, Mustafa Syed, Anthony W. Tolcher; University of
OkahomaHealth Sciences Center, Oklahoma City, OK; Sarah Cannon Research Institute, Nashville, TN; Washington University School of Medicine in St. Louis, St. Louis, MO;
NEXT Oncology, Austin, TX; Exelixis, Inc., Alameda, CA; NEXT Oncology, San Antonio, TX

Background:There is a high unmet need for patients (pts) withmetastatic castration-resistant
prostate cancer (mCRPC) that has progressed on novel hormonal therapies (NHTs) due to
acquired resistance to treatment. Tissue factor (TF) is a transmembrane protein that functions
as a factor VIIa receptor and initiates the extrinsic coagulation cascade. Its overexpression has
been associated with disease progression and poor prognosis in multiple solid tumor types,
includingmCRPC. XB002 is a novel antibody-drug conjugate (ADC) composed of a high-affinity
TF-directed human monoclonal antibody conjugated to zovodotin, an auristatin-based pay-
loadwith a protease-cleavable linker. The zovodotin payload ofXB002 is designed tohave lower
off-target payload deconjugation and improved tolerability compared with other auristatin-
based ADCs. In preclinical studies, XB002 demonstrated antitumor activity and encouraging
safety without affecting coagulation. JEWEL-101 (NCT04925284) is a phase 1, open-label,
multicenter, first-in-human study evaluating XB002 alone and in combination regimens. The
study consists of a dose-escalation stage to determine the recommended dose and/or max-
imum tolerated dose of XB002, and a tumor-specific cohort expansion stage to evaluate the
safety andpreliminary antitumor activity in ptswith advanced solid tumors. Preliminary results
from the dose-escalation stage showed XB002 was well tolerated at multiple dose levels, with
low-grade ocular toxicity and no bleeding events or treatment-related peripheral neuropathy
(PN).1 Presented here is the design of the expansion cohort in pts with mCRPC. Methods: Pts
with mCRPC and primary histology of adenocarcinoma are eligible; neuroendocrine differen-
tiation and other histological features are also permitted. Pts must have documented pro-
gressive disease after 1–3 prior systemic therapies, including at least 1 prior NHT formetastatic
castration-sensitive or castration-resistant disease. Prior taxane-based chemotherapy is
optional, and bone-only disease without soft-tissue tumor components is allowed. No prior
treatment with TF-targeting or auristatin-based ADCs is allowed, and pts with significant
ocular disorders are excluded. PN not impacting activities of daily living is acceptable, and
concomitant use of anticoagulants is permitted. Pts in the mCRPC cohort will be treated with
XB002 single agent. The primary outcome is objective response rate per investigator assess-
ment. Secondary outcomes include safety, pharmacokinetics, immunogenicity, progression-
free survival, duration of response, and overall survival. Enrollment is ongoing in the United
States, Europe, and the Asia-Pacific region. 1. Ulahannan et al. ENA 2022. Clinical trial in-
formation: NCT04925284. Research Sponsor: Exelixis, Inc.

PROSTATE CANCER - ADVANCED

http://www.clinicaltrials.gov/ct2/show/NCT04925284


TPS238 Trials in Progress Poster Session

Peapod FOS trial: A phase 2 clinical trial of pembrolizumab in combination with
carboplatin and cabazitaxel in aggressive variant metastatic castration-resistant
prostate cancer.

Jorge Esteban Villarrubia, Teresa Alonso Gordoa, Bego~na Mellado-González, Ignacio Duran, Alvaro Pinto, Alfredo Sanchez, Albert Font Pous, Sergio Vazquez-Estevez,
Javier Puente, Enrique Grande, Miguel Ángel Climent, Pablo Maroto-Rey, Jose Luis Perez-Gracia, Santiago Ponce Aix, Daniel Castellano, Enrique Gonzalez-Billalabeitia;
Medical Oncology Department, 12 de Octubre University Hospital, Madrid, Spain; Medical Oncology Department, Hospital Universitario Ramón y Cajal, Madrid, Spain;
Department of Medical Oncology, Hospital Clinic of Barcelona, Barcelona, Spain; Department of Medical Oncology, Hospital Universitario Marqués de Valdecilla, Santander,
Cantabria, Spain; Medical Oncology Department, Hospital Universitario La Paz, Instituto de Investigacion Sanitaria Hospital La Paz (IdiPAZ), Madrid, Spain; Medical
Oncology Department, Hospital Provincial de Castellón, Castellón De La Plana, Spain; Medical Oncology Department, Catalan Institute of Oncology-Badalona, Germans
Trias i Pujol University Hospital, Universitat Autònoma de Barcelona, Badalona-Applied Research Group in Oncology (B-ARGO), Germans Trias I Pujol Research Institute
(Badalona), Badalona, Spain; Medical Oncology Department. Hospital Universitario Lucus Augusti, Lugo, Spain; Medical Oncology Department, Hospital Cĺınico San Carlos,
Instituto de Investigación Sanitaria del Hospital Cĺınico San Carlos (IdISSC), CIBERONC, Madrid, Spain; MD Anderson Madrid Cancer Center, Madrid, Spain; Instituto
Valenciano de Oncologı́a, Valencia, Spain; Servicio de Oncologia Medica, Hospital de la Santa Creu i Sant Pau, Barcelona, Spain; Department of Oncology, Clinica
Universidad de Navarra, Pamplona, Spain; Département d’Innovation Thérapeutique et Essais Précoces, Gustave Roussy; Hospital Universitario 12 de Octubre; Fundación
OncoSur, Madrid, Spain; Medical Oncology Department, Hospital Universitario 12 de Octubre, Madrid, Spain

Background: Metastatic prostate cancer is usually dependent on the androgen receptor (AR)
pathway. However, around 20% of metastatic prostate cancers are AR independent with an
aggressive behavior. Aggressive VariantmCRPC (AVPC) is considered a distinct entity and it has
been defined by seven clinical-pathological criteria (AVPC-C). These tumors have poor re-
sponse rates to conventional treatments and increased sensitivity to platinum-based combi-
nations. Carboplatin (CBDCA) and cabazitaxel is a recommended regime in this scenario (Corn
PG. Lancet Oncol 2019). These tumors are excluded from many mCRPC clinical trials and
treatment options remain an unmetmedical need.Methods: This is amulticentre, single-arm,
phase 2 study that will investigate the activity of the combination of CBDCA, cabazitaxel and
pembrolizumab in patients with AVPC. Patients will receive an induction phase consisting of 6
cycles of CBDCA area under the curve (AUC) 4 plus cabazitaxel 25mg/m2 plus pembrolizumab
200mg on day 1 of each 3-week cycle. After induction, a maintenance phase will follow, with
pembrolizumab 400mg administered every 6 weeks for 15 cycles or a total of 2 years. An initial
cohort of 6 patients will be treated for an initial safety assessment. If# 1 DLTs are observed an
additional 36 patients will be enrolled at the same doses. Key eligibility criteria include at least 1
of the AVPC-C: histologically proven small cell or neuroendocrine differentiation, exclusive
visceralmetastases, predominantly lytic bonemetastases (investigator criterion), bulky lymph
nodes ($ 5 cm in longest dimension) or high grade pelvic/prostatic masses, low PSA (#10 ng/
ml) at diagnosis in thepresence of extensive disease ($20metastases), elevated serumLDH($2
x ULN) or CEA ($2 x ULN) and time to castration resistance #6 months. Prior therapy with
docetaxel and/or novel hormonal agents is allowed. The primary endpoint is 6-months
radiographic progression-free survival (rPFS), by Prostate Cancer Working Group 3 (PCWG3)
criteria and secondary endpoints are 12-months rPFS; response rate and PSA response by
PCWG3, PSA PFS, overall survival and safety. A sample size of 42 patients achieves 80% power
at a 0.05% significance level to detect an improvement of 20% in 6m-PFS. Imaging tumor
assessments with CT scans and bone scintigraphy, and PSA will be done every 6 weeks in the
first 24weeks, every 12weeks after first 24weeks and at the end of treatment (EOT). Correlative
studies will evaluate exploratory biomarkers as potential predictive/prognostic factors. As-
sessments include blood samples at baseline, 12 weeks after starting treatment, at the end of
chemotherapy and at the EOT. Baseline FFPE tissue will be collected if obtained in the previous
12months, or newly obtained tumor biopsy. This study was approved by a Central Institutional
ReviewBoard. Clinical trial information: NCT05563558. Research Sponsor: Fundación OncoSur.
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A phase 2 study of cabozantinib and nivolumab in metastatic castration-resistant
prostate cancer (CANOPY).

Yu-Wei Chen, Lin Liu, Minya Pu, Samuel Pena, Qian Qin, Tian Zhang, Hamid Emamekhoo, Joshua Michael Lang, Akash Patnaik, Rana R. McKay; Moores Cancer Center at UC
San Diego Health, San Diego, CA; University of California, San Diego, La Jolla, CA; University of California, San Diego, San Diego, CA; Division of Hematology and Oncology,
Department of Internal Medicine, University of Texas Southwestern, Dallas, TX; University of Wisconsin, Madison, WI; University of Wisconsin Carbone Cancer Center,
Madison, WI; The University of Chicago Medicine, Chicago, IL

Background: Immune checkpoint inhibitors (ICIs) have revolutionized the treatment paradigm
acrossmany solid tumors. However, they have demonstrated limited activity as single agents in
prostate cancer. Despite the advent of many new therapeutic agents in the last two decades,
metastatic castration-resistant prostate cancer (mCRPC) remains a highly lethal disease.
Preclinical studies suggested that cabozantinib could activate neutrophil-dependent anti-
tumor activity in aggressive PTEN/p53-deficient prostate cancer. In early clinical studies,
cabozantinib in combination with PD-L1 antibody has demonstrated encouraging activity in
mCRPC. Building on these observations, this study aims to investigate the efficacy of cabo-
zantinib plus nivolumab (PD-1 inhibitor) in patients with mCRPC. Methods: This is an
investigator-initiated, phase II, multi-center, open-label, single-arm study of the combina-
tion of cabozantinib plus nivolumab in mCRPC. Patients diagnosed with mCRPC with histo-
logically or cytologically confirmed prostate adenocarcinoma (without small cell or
neuroendocrine component), and prior exposure to one taxane chemotherapy (or ineligible
for taxane or refuse taxane) and one ARSI (in the castration-sensitive or castration-resistant
setting) are eligible for enrollment. Enrollment of patients with only non-measurable disease
will be capped at 50%. Patients who have received more than one line of chemotherapy
(including both castration-sensitive and castration-resistant setting) are not eligible. Eligible
patients will undergo a baseline biopsy and will subsequently receive treatment with cabo-
zantinib 40mgPO daily and nivolumab 480mg IV every fourweeks (cycle length=28 days). On-
treatment biopsy will be performed during cycle 2. Patients will continue treatment until
radiographic progression, intolerable toxicity, death, or withdrawal. The primary endpoint
is 6-month radiographic progression-free survival (rPFS) by RECIST 1.1 for soft tissue, and
PCWG3 criteria for bone metastases. The study will enroll 50 patients. A Simon’s two-stage
MiniMax design is usedwith 80%power and one-sided significance level of 5%, hypothesizing
that the true 6-month rPFS rate is .30%. Key secondary endpoints include PSA response,
overall response rate, overall survival, and conversion of circulating tumor cell (CTC) count
(from $5 cells/7.5 mL blood at baseline to ,5 cells/7.5 mL). Key explorative objectives include
evaluating the immunomodulatory effects of, and mechanisms of response/resistance to,
cabozantinib/nivolumab via sequential assessments of biopsy tissue and blood correlates.
Correlations between the presence of germline/somatic pathogenic alterations and treatment
efficacy, baseline CTC count/tumor cfDNA and tumor burden on imaging will also be evaluated.
This trial is enrolling through the Hoosier Cancer Research Network. Clinical trial information:
NCT05502315. Research Sponsor: Bristol Myers Squibb; Exelixis.
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A phase 2 single-arm study testing SBRT, adenosine signaling modulation, and
immune checkpoint inhibition for men with hormone-sensitive oligometastatic
prostate cancer (SBRT-AMICO).

Kristine Peregrino Lacuna, Shing M Lee, Mark N. Stein, Noor Ahmad, Karie Runcie, Alexander Z Wei, Catherine S. Spina; Columbia University Irving Medical Center, New
York, NY; Columbia University - Mailman School of Public Health, New York, NY

Background: Oligometastatic hormone-sensitive prostate cancer (omHSPC) represents a dis-
tinct disease state that can benefit from local therapy. For patients (pts) with metachronous
omHSPC, metastasis-directed therapy (MTD) demonstrates benefit in prospective studies. In
the randomized phase 2 STOMP trial of MDT versus observation, MDT improved ADT-free
survival.1 In the randomized phase 2 ORIOLE trial of MDT with stereotactic body radiation
therapy (SBRT) versus observation, MDT improved PFS (HR = 0.30; 95% CI, 0.11-0.81; P =
.002).2 MDT may improve cancer-specific outcomes and delay initiation of ADT, offering a
significant impact on quality of life. Further investigation is needed to determine the optimal
approach for omHSPC, especially in the era of advanced imaging (PSMA-PET). Radiation
induces immunogenic cell death, releasing intracellular ATP that is rapidly metabolized by
ectonucleases CD39 and CD73, creating free adenosine. Within the tumor microenvironment,
adenosine binds to receptors A2ARandA2BR to promote immunosuppression,which blunts the
anti-tumor immune response.3,4 The adenosine signaling pathway is an attractive target for
therapeutic intervention in the context of metastasis-directed radiotherapy. Methods: SBRT-
AMICO is a single-armphase 2 trial testing the combination of a CD73 inhibitor (AB680), A2AR/
A2BR inhibitor (AB928), and anti-PD-1 (AB122) with metastasis-directed SBRT for omHSPC.
Eligible pts have newly diagnosed mHSPC including 1-3 asymptomatic metastases, who re-
ceived prior primary PC treatment, unexposed to ADTwithin 6months (mo), with a PSA 0.5-50
ng/mL and PSADT # 15 mo. Pts initiate treatment with AB680 100mg IV q2 weeks + AB928
150mg PO daily, on Week 1. SBRT (1-5 fractions depending on size/location per AAPM Task
Group 101) will be administered starting Week 4. AB122 240mg IV q2 weeks, will start within
1 week of completing SBRT. AB680, AB928, and AB122 will continue until progression, un-
acceptable toxicity, or death. The primary endpoint is progression of disease at 6 mo (per
PCWG3/RECIST 1.1). The design evaluates for an improvement inprogression of disease at 6mo,
from 80% (per experimental arm from ORIOLE) to 95%. Using a Simon Two-Stage Minimax
design (a = 0.1, power = 0.8), 14 pts will be enrolled in Stage 1. If 13/14 are progression-free at 6
mo, 9 ptswill be enrolled in Stage 2. The null hypothesis is rejected if 21/23 pts are progression-
free at 6 mo. Secondary endpoints include PSA response, ADT-free survival, time to pain
progression, and safety. Paired tumorbiopsies andperipheral bloodwill be collected fromall pts
to evaluate immunologic changes before, during, and after treatment. The study opened to
accrual 7/2023. 1. Ost et al. J Clin Oncol, 2018. 2. Phillips et al. JAMA Oncol, 2020. 3. Sek et al. Int J
Mol Sci, 2018. 4. Hasko et al. Arterioscler Thromb Vasc Biol, 2012. Clinical trial information:
NCT05915442. Research Sponsor: Arcus Biosciences; T32 NIH/NCI Molecular Oncology Train-
ing Program.
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A phase 1/2 study of ONCT-534, a dual-action androgen receptor inhibitor (DAARI),
in patients with metastatic castration-resistant prostate cancer.

Evan Y. Yu, Salim Yazji, Yisrael Katz, Elisabeth Coates, Luke T. Nordquist, Andrae Lavon Vandross, Mohamad Adham Salkeni, Joshua Michael Lang, Peter Nelson,
James Bradley Breitmeyer, Lawrence Fong, Johann S. De Bono; Fred Hutchinson Cancer Research Center, Seattle, WA; Oncternal Therapeutics, Inc., San Diego, CA; Urology
Cancer Center, PC, Omaha, NE; NEXT Oncology, Austin, TX; NEXT Oncology, Fairfax, VA; University of Wisconsin Carbone Cancer Center, Madison, WI; Division of
Hematology and Oncology, University of California, San Francisco, San Francisco, CA; The Royal Marsden Hospital NHS Foundation Trust, London, United Kingdom

Background: Current therapeutic strategies formetastatic castration-resistant prostate cancer
(mCRPC) include treatment with next-generation androgen receptor signaling inhibitors
(ARSIs), such as enzalutamide, darolutamide, and apalutamide, which all target the ligand-
binding domain (LBD) of the AR, and abiraterone, an androgen biosynthesis inhibitor. Ap-
proximately 5% to 10% of patients will have primary resistance to ARSIs and most initial
responders will develop resistance within 1 to 3 years. Eventually, nearly all men with prostate
cancer treatedwith ARSIs develop resistance via severalmechanisms including activation of AR
genomic alterations, epigenetic alterations, and expression of truncated constitutively active
AR splice variants. Hence, there is substantial unmet need for treatment of men with mCRPC
resistant to at least one next-generation ARSI. ONCT-534 is aDAARIwith a novelmechanismof
action that combines inhibition of AR functionwith degradation of the ARprotein. Importantly,
this activity includes interaction with the N-terminal domain (NTD), rendering it effective
against splice variants and LBD mutants, unlike existing ARSIs. ONCT-534 has demonstrated
preclinical activity in prostate cancer models against unmutated AR and multiple forms of AR
alteration, including amplification, mutations in the LBD, and splice variants with loss of LBD.
Methods: ONCT-534-101 is a phase 1/2, multi-center study to evaluate the safety, tolerability,
antitumor activity, and pharmacokinetics of ONCT-534 in subjects with mCRPC without
neuroendocrine differentiation or small cell features who have relapsed or are refractory (R/
R) to at least one next-generation ARSI. The study will be separated into a Phase 1 Dose
Escalation and a Phase 2 Dose Expansion. The Phase 1 portion will evaluate approximately 27
subjects in 5 dose levels using an adaptive Bayesian Optimal Interval (BOIN) design to assess
safety, tolerability andDLT at escalating doses and to determine theMTDand inform the 2 dose
levels or schedules to be tested in Phase 2. DLTs will be assessed during the first 28 days of
treatment. The AR phenotype and AR levels of each subject’s disease will be evaluated pre- and
post-treatment. The Phase 2 portion will evaluate approximately 32 subjects in 2 randomized
cohorts to assess safety and tolerability of ONCT-534, compare the 2 different dose levels or
schedules to select the optimal dose for further study, and assess the preliminary antitumor
activity ofONCT-534. In bothphases, after a screeningperiod, eligible subjectswithmCRPCwill
receive their assigned dose regimen of ONCT-534, which will be administered orally daily for 2
years or until disease progression and no longer clinically benefiting from treatment or de-
velopment of unacceptable toxicity. The study was opened for enrollment September 2023.
Clinical trial information: NCT05917470. Research Sponsor: Oncternal Therapeutics, Inc.
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LORIKEET: A phase 2, randomized, open-label study of lorigerlimab plus docetaxel
versus docetaxel alone in patients with metastatic castration-resistant prostate
cancer (mCRPC).

Sumit Kumar Subudhi, Ralph J. Hauke, Justin A Call, Jichao Sun, Denise Casey, Xiao X. Wei; The University of Texas MD Anderson Cancer Center, Houston, TX; Nebraska
Cancer Specialists, Omaha, NE; START Mountain Region, West Valley City, UT; Macrogenics, Rockville, MD; MacroGenics Inc, Rockville, MD; Dana-Farber Cancer Institute,
Boston, MA

Background: Lorigerlimab is an investigational bispecific, Fc-bearing (IgG4) DART molecule
that binds PD-1 and CTLA-4. Lorigerlimab is engineered to enhance CTLA-4 binding in the
tumor microenvironment (TME) while minimizing off-tumor CTLA-4 binding in normal
tissue.2 A phase 1 study of lorigerlimab monotherapy in 162 patients with advanced solid
tumors (NCT03761017) demonstrated a manageable safety profile. The objective response rate
(ORR) among 35 patients with heavily pretreated mCRPC and measurable disease was 25.7%.1

Chemoimmunotherapy combination regimens have demonstrated improved outcomes over
chemotherapy or immune checkpoint inhibitors given alone in multiple cancers. Although
recent data showed lack of survival improvement when anti-PD-1 antibody was combined with
docetaxel in mCRPC,3 dual blockade of PD-1 and CTLA-4 with lorigerlimab may be an effective
strategy to potentiate host immune responses in the TME with limited CTLA-4-associated
toxicities. In addition to direct antitumor activity, docetaxel may stimulate antitumor immu-
nity and enhance the immunomodulating effects of lorigerlimab. The phase 2 LORIKEET study
will compare the combination of lorigerlimab plus docetaxel versus docetaxel alone in patients
with mCRPC. Methods: Approximately 150 patients will be randomized 2:1 to lorigerlimab
(6mg/kg Q3W) combined with docetaxel (75 mg/m2 Q3W) and prednisone (5mg BID) versus
docetaxel andprednisone alone. Patients are stratified by thepresence of visceral disease (yes vs
no) and geographic region (North America vs other). Key eligibility criteria include age ³ 18;
ECOG performance status 0 or 1; disease progression by PCWG3 criteria following prior
androgen receptor axis-targeted therapy (e.g., abiraterone, enzalutamide, apalutamide); no
prior taxane chemotherapy formCRPC;immune checkpoint inhibitors. The primary endpoint is
radiographic progression free survival (rPFS) per PCWG3 criteria. Secondary endpoints include
ORR, duration of response, PSA response, safety, overall survival, and HRQOL measures in-
cluding change in pain severity and time to first symptomatic skeletal events. Eligible patients
randomized to receive docetaxel and prednisone alone who experience radiographic progres-
sion may remain on study and receive lorigerlimab monotherapy. Enrollment is ongoing. 1.
Luke, ASCO-GU 2023, Abstract 155. 2. Berezhnoy, PMID 33377134. 3. Petrylak, ASCO-GU 2023,
Abstract 19. Clinical trial information: NCT05848011. Research Sponsor: None.
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ARAMON: A phase 2, randomized, open-label study comparing darolutamide
(DARO) vs enzalutamide (ENZA) monotherapy on serum testosterone levels in
patients (pts) with castration-sensitive prostate cancer (CSPC) after biochemical
recurrence (BCR).

Andrew Leonard Laccetti, Matthew Raymond Smith, Howard I. Scher, Frank Verholen, Patrick Adorjan, Manjari Dissanayake, Xin Gao; Memorial Sloan Kettering Cancer
Center, New York, NY; Massachusetts General Hospital Cancer Center and Harvard Medical School, Boston, MA; Bayer Consumer Care AG, Basel, Switzerland; Bayer
HealthCare Pharmaceuticals Inc., Whippany, NJ

Background: DARO, a structurally distinct and highly potent androgen receptor inhibitor, has
low blood–brain barrier (BBB) penetration and limited potential for drug–drug interactions. In
phase 3 trials, DARO showed significant efficacy and a favorable safety profile. In ARAMIS
(NCT02200614), DARO and androgen-deprivation therapy (ADT) significantly improved
metastasis-free survival and overall survival (OS) vs placebo + ADT in pts with nonmetastatic
castration-resistant prostate cancer. In ARASENS (NCT02799602), DARO + ADT + docetaxel
significantly improved OS in pts withmetastatic hormone-sensitive prostate cancer vs placebo
+ ADT + docetaxel. In both studies, the incidence of adverse events (AEs) was similar between
treatment groups. Currently, the ARASTEP study (NCT05794906) is evaluating DARO and ADT
in pts with high-risk BCR following primary therapy who have prostate-specific membrane
antigen PET/CT-positive lesions. Based on a neuroimaging study of healthy volunteers,
cerebral blood flow was not altered with DARO but was significantly reduced in brain areas
related to cognitionwithENZA. It is postulated that the lowBBBpenetration ofDAROmay result
in lower serum testosterone elevations than those seen with ENZA, which may reduce the
frequency of AEs. The ARAMON study (NCT05526248) will compare the effect of DARO and
ENZA monotherapy on post-treatment testosterone levels in pts with CSPC who developed a
BCR after definitive treatment for localized disease. Methods: ARAMON is a two-stage, open-
label, phase 2 study of pts with histologically or cytologically confirmed adenocarcinoma of the
prostate who experienced BCR after radical primary prostatectomy (RP) or radiation therapy
(RT), with ,5 asymptomatic oligometastatic disease sites. Key inclusion criteria are prostate-
specific antigen (PSA)$2 ng/mL, PSA doubling time of#20 months, serum testosterone .150
ng/dL, and Eastern Cooperative Oncology Group performance status 0/1. During the lead-in
phase, 25 pts will receive DARO 600mg twice daily for 52 weeks. If serum testosterone criteria
aremet at 12weeks, the studywill proceed to the randomized phasewhere approximately 40pts
will be randomized 1:1 to DARO (600mg twice daily) or ENZA (160mg once daily) for 52 weeks.
The primary endpoint is the change in serum testosterone level from baseline to Week 12.
Secondary endpoints include the change in serum testosterone levels frombaseline toWeeks 24
and 52; PSA at Weeks 4, 12, 24, 36, and 52; changes in blood levels of endocrine, glycemic, and
lipid metabolism markers; incidence of AEs; and quality of life. As of September 2023, 23 of 25
planned pts in the lead-in phase have been enrolled. Clinical trial information: NCT05526248.
Research Sponsor: Bayer and Orion Pharma.
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A multicohort phase 2 trial of ADT, docetaxel plus nivolumab in patients with de
novo metastatic hormone-sensitive prostate cancer enriched for inflamed tumors
and DNA damage repair defects.

Xiao X. Wei, Wanling Xie, Jad Chahoud, Hamid Emamekhoo, Rana R. McKay, Catherine Handy Marshall, David Johnson Einstein, Joshua Michael Lang, Sarah Raymond,
Daniel Aaron Roberts, Rajitha Sunkara, Praful Ravi, Alok Tewari, Mark Pomerantz, Fei Dong, Stephanie Siegmund, Scott J. Rodig, Kathleen L. Pfaff, Christopher Sweeney,
Mary-Ellen Taplin; Dana-Farber Cancer Institute, Boston, MA; Department of Data Sciences, Dana-Farber Cancer Institute, Boston, MA; H. Lee Moffitt Cancer Center and
Research Institute, Tampa, FL; University of Wisconsin, Madison, WI; University of California, San Diego, La Jolla, CA; Johns Hopkins University, Baltimore, MD; Beth Israel
Deaconess Medical Center, Boston, MA; University of Wisconsin Carbone Cancer Center, Madison, WI; Dana-Farber Cancer Institute, Milford, MA; Stanford Hospital &
Clinics, Stanford, CA; Brigham and Women’s Hospital, Boston, MA; Department of Pathology, Brigham and Women’s Hospital, Harvard Medical School, Boston, MA; Center
for Immuno-Oncology, Dana-Farber Cancer Institute, Boston, MA; South Australian Immunogenomics Cancer Institute, University of Adelaide, Adelaide, Australia

Background: Intensification of upfront treatmentwith the addition of docetaxel chemotherapy
and/or a novel androgen signaling inhibitor to androgen deprivation therapy (ADT) have
improved clinical outcomes for patients with de novo metastatic hormone sensitive prostate
cancer (mHSPC). However, most patients develop castration resistance, the lethal form of
disease. ADT early in the hormone-sensitive setting and docetaxel may have immunostimu-
latory effects which sensitize tumors to immune checkpoint blockade. Immunotherapymay be
most effective in patients with pre-existing antitumor immunity or DNA damage repair defects
(DDRD). Methods: We are conducting a multicenter, multicohort, phase 2 clinical trial of ADT,
docetaxel, plus nivolumab in patients with de novomHSPC. Cohort allocation is assigned based
on tumor PD-L1 and CD8 staining by a multiplexed immunofluorescence platform (Immuno-
Profile), and DDRD status on a targeted cancer next-generation sequencing panel (OncoPanel).
Planned enrollment goal is 60 patients (20 patients per cohort; Table). Eligible patients must
have newly diagnosedmetastatic prostate cancer on conventional imaging, ECOG performance
status 0-2 (ECOG 2 allowed if attributed to metastatic disease), PSA .4.0 ng/mL before ADT
initiation, adequate organ function, andbe candidates for docetaxel chemotherapy. Patients are
allowed to receive up to 140 days of ADT prior to C1D1 study treatment. All patients receive
continuous ADT, docetaxel 75 mg/m2 plus nivolumab 360mg IV Q3W for 6 cycles, followed by
nivolumab 480mg IV Q4W for up to 2 years. After January 2022, the addition of standard of
care abiraterone/prednisone was allowed after 7 months of study treatment at investigator
discretion. The primary endpoint is PSA # 0.2 ng/mL at 7 months from initiation of chemo-
immunotherapy. Key secondary endpoints include PSA # 0.2 ng/mL during chemo-
immunotherapy, time to castration resistance, time to clinical progression, time to PSA
progression, objective response rate, overall survival, and safety. Planned exploratory analysis
include profiling circulating tumor cell (CTC) enumeration and analysis of PD-L1 and HLA I
expression on CTCs. The first patient was enrolled on 5/4/2020, and 45/60 patients have been
enrolled to date (N=7 in Cohort 1, N=18 in Cohort 2, and N=20 in Cohort 3). Study enrollment is
ongoing. Clinical trial information: NCT04126070. Research Sponsor: Bristol Meyers Squibb.

Cohort PD-L1 and CD8 (ImmunoProfile)1 DDRD (OncoPanel)2 Target Enrollment (N)

1 Negative or Positive Positive 20
2 Positive Negative 20
3 Negative Negative 20

PD-L1 Combined Positive Score (CPS)$ 1 and/or CD T cell density$ 200. Homozygous deletions and/or
deleterious mutations in a DDR gene, including and not limited to BRCA2, ATM, CHECK2, BRCA1, PALB2,
RAD51D, ATR, NBN, PMS2, GEN1, MLH1, MSH2, MSH6, RAD51C, MRE11A, BRIP1, FAM175A, and CDK12.
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A phase IIa study of sequential ("first strike, second strike") therapies, modeled on
evolutionary dynamics of anthropocene extinctions, for high-risk metastatic
castration-sensitive prostate cancer.

Jingsong Zhang, Jill Gallaher, Monica Sheila Chatwal, Rohit K. Jain, Juskaran Chadha, Julio M. Pow-Sang, Roger Li, Youngchul Kim, Joel S Brown, Alexander A Anderson,
Robert A Gatenby; Department of Genitourinary Oncology, H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; H. Lee Moffitt Cancer Center and Research
Institute, Tampa, FL; Moffitt Cancer Center, Tampa, FL

Background: Despite the approval of life prolonging treatments, metastatic prostate cancer
remains incurable and the annual estimated death from this disease is rising. We hypothesize
the survival frommetastatic prostate cancer can be improved through a sequential therapeutic
approach modeled on the eco-evolutionary dynamics of Anthropocene extinctions. The erad-
ication of a species typically results from a sequence of perturbations, that applied individually
could not achieve the same outcome. The 1st strike greatly reduces the size, spatial distribution,
and diversity of an initially large and heterogeneous population. The 2nd strike produces
destructive, amplifying feedbacks to further increase the small surviving population’s vulner-
ability to extinction (PMC7771333). The key tomaximize tumor killing is the timely switch from
1st strike to the 2nd strike despite the high level of efficacy with the initial treatment regimen,
otherwise resistance will inevitably emerge. Here we report an ongoing phase IIA single-
institution study testing a first-strike, second-strike strategy in high-risk metastatic castra-
tion sensitive prostate cancer (mCSPC). Methods: High risk mCSPC patients with adequate
organ function and no prior radical prostatectomy are eligible. High risk mCSPC is defined as
having 2 of the 3 risk factors: a Gleason score of 8 or more, at least 3 bone metastases, or the
presence of measurable visceral metastasis. Because androgen deprivation therapy (ADT)
remains the cornerstone for mCSPC treatment, we start the 1st strike with luteinizing
hormone-releasing hormone (LHRH) analog plus abiraterone, apalutamide or enzalutamide.
Based on ourmathematical modeling of Anthropocene extinctions inmCSPC, the 1st strike will
be completed on day 1 of week 13 if .90% PSA decline is achieved. The remaining subjects will
complete their 1st strike with a total of 18 weeks of combined ADT, regardless of PSA levels. 2nd
strike will start within 3 weeks of completing 1st strike, which involves continuing the LHRH
analog while adding 4 cycles of docetaxel 75 mg/m2 intravenously (IV) once every 3 weeks.
Patients with ,0.1 ng/ml PSA and a negative post treatment prostate biopsy will continue the
LHRH analog monotherapy beyond the 2nd strike. For patients with positive prostate biopsy
or.0.1 ng/mlPSA, the 2nd strikewill be consolidatedwith 2 additional cycles of docetaxel plus6
doses of anti-programmed cell death (PD)-1 agent, tislelizumab, given IV once every 3 weeks.
The primary objective is to improve overall survival, which will be measured at year 3 from
initiation of the 1st strike. Twenty of the 31 patients have been enrolled and the study has passed
the predefined interim analysis for futility. We aim to complete accrual before June 2024.
Clinical trial information: NCT05189457. Research Sponsor: H Lee Moffitt Cancer Center.
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SECuRE: A dose escalation/expansion study to assess the anti-tumor efficacy of
67Cu-SAR-bisPSMA in patients with metastatic castrate-resistant prostate cancer.

Geoffrey Johnson, Eva Lengyelova, Luke T. Nordquist, Vikas Prasad, Monique Anderson, Othon Gervasio, Michelle Parker, Robert M. Miller, A. Oliver Sartor, Scott T. Tagawa;
Mayo Clinic Rochester, Rochester, MN; Clarity Pharmaceuticals, Eveleigh, NSW, Australia; Urology Cancer Center, PC, Omaha, NE; Washington University in St. Louis, St.
Louis, MO; Weill Cornell Medical College, New York, NY

Background: Prostate cancer (PC) is common and despite recent advances in treatment
options, patientswithmetastatic disease still havepoor outcomes,warranting thedevelopment
of new effective therapies in this setting. Prostate-specific membrane antigen (PSMA) is
expressed in benign and malignant prostate tissues and luminal surface of salivary/lacrimal
glands, small intestine and renal tubules. The double PSMA bindingmoiety of SAR-bisPSMA in
64Cu-SAR-bisPSMA (imaging) and 67Cu-SAR-bisPSMA (therapy) may offer advantages com-
pared to currently used single-target PSMA agents. Clinical evidence demonstrated 2-3 times
higher uptake of 64Cu-SAR-bisPSMA compared to the single-target PSMA agent, 68Ga-PSMA-
11. Pre-clinical efficacy data of 67Cu-SAR-bisPSMA in mice showed statistically significant
tumor growth inhibition compared to the control group as well as a dose-dependent delay in
eventual tumor regression in a PC xenograft study. These results led to the development of this
clinical study, which aims to assess safety and anti-tumor efficacy of 67Cu-SAR-bisPSMA in
patients with metastatic castrate resistant PC (mCRPC). Methods: SECuRE is a phase I/IIa
multi-center, open-label, non-randomized, dose-escalation and cohort expansion study of
64Cu-SAR-bisPSMA and 67Cu-SAR-bisPSMA. mCRPC patients with progression, prior expo-
sure to at least one androgen receptor pathway inhibitor, and positive 64Cu-SAR-bisPSMA PET
may be treated with 67Cu-SAR-bisPSMA. This study is being conducted in 3 phases: a 64Cu-
SAR-bisPSMA Dosimetry Phase (n=6), a 67Cu-SAR-bisPSMA Dose Escalation Phase (n=up to
24), and a 67Cu-SAR-bisPSMA Cohort Expansion Phase (n=14). The primary and key secondary
objectives include assessment of 64Cu- and 67Cu-SAR-bisPSMA safety and dosimetry, de-
termining the maximum tolerated dose (MTD) or maximum feasible dose (MFD) and anti-
tumor efficacy of 67Cu-SAR-bisPSMA. The 67Cu-SAR-bisPSMA dose levels investigated in the
escalation phase include: 4 GBq (cohort 1, single dose), 8 GBq (cohort 2, single dose), 12 GBq
(cohort 3, single dose) and up to 24 GBq across two doses (cohort 4, two doses atMTD orMFD).
The Dose Expansion Phase of the study will allow the administration of up to 4 doses of 67Cu-
SAR-bisPSMA at the MTD/MFD. Response measurements include reduction in PSA levels,
radiological progression-free survival, duration of response and overall survival. Radiological
response will be assessed by RECIST 1 V1.1 and PCWG3. At the time of submission of this
abstract, cohort 3 is open for recruitment and no dose limiting toxicities have been observed to
date. Clinical trial information: NCT04868604. Research Sponsor: Clarity Pharmaceuticals.
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COMBAT: A study of 64Cu-SAR-BBN and 67Cu-SAR-BBN for identification and
treatment of GRPr-expressing metastatic castrate-resistant prostate cancer.

Luke T. Nordquist, Eva Lengyelova, Frankis Almaguel, Brandon Robert Mancini, Hong Song, Andrew J. Armstrong, Amado J. Zurita, Monique Anderson, Michelle Parker,
Robert M. Miller, Andrei Iagaru; Urology Cancer Center, PC, Omaha, NE; Clarity Pharmaceuticals, Eveleigh, NSW, Australia; Loma Linda University Cancer Center, Loma
Linda, CA; BAMF Health, Grand Rapids, MI; Stanford University, Stanford, CA; Duke University Trent Center for Bioethics Humanities and History of Medicine, Durham, NC;
The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Metastatic castrate resistant prostate cancer (mCRPC) is an advanced and lethal
form of prostate cancer. Prostate-specific membrane antigen (PSMA)-targeted theranostic
agents, 68Ga-PSMA-11 and 177Lu-PSMA-617, have been approved by the FDA for patient
selection and therapy for patients with mCRPC, respectively. Approximately 25% of patients
with mCRPC show low or no PSMA expression. Consequently, these patients are unlikely to
benefit from PSMA-targeted agents and represent a significant unmet need for both imaging
and therapy. The Gastrin Releasing Peptide receptor (GRPr) is a transmembrane G-protein
coupled receptor that is upregulated in many human cancers, including PC. A promising new
theranostic pair, consisting of 64Cu-SAR-BBN (imaging) and 67Cu-SAR-BBN (therapy), targets
the GRPr. This may offer a potential imaging and treatment option for patients with low or no
PSMA expression. Methods: COMBAT is a multi-center, open-label, phase I/IIa dose-
escalation and cohort expansion study of 64Cu-SAR-BBN and 67Cu-SAR-BBN administered
to patients with mCRPC. Eligible patients will have progressive mCRPC, prior exposure to at
least one androgen receptor pathway inhibitor, will be ineligible for 177Lu-PSMA-617 therapy,
and show a positive 64Cu-SAR-BBN PET. This study is being conducted in 2 phases: a Dose
Escalation Phase (n=up to 24) and a Cohort Expansion Phase (n=14). The primary and key
secondary objectives include assessment of safety of 64Cu- and 67Cu-SAR-BBN, determining
themaximum tolerated dose (MTD) or maximum feasible dose (MFD) and anti-tumor efficacy
of 67Cu-SAR-BBN. The 67Cu-SAR-BBN dose levels investigated in the escalation phase include:
6 GBq (cohort 1, single dosewith dosimetry assessment), 10 GBq (cohort 2, single dose), 14 GBq
(cohort 3, single dose), and up to 28 GBq across two doses (cohort 4, two doses at MTD/MFD).
Additional doses may be administered during the Dose Escalation Phase (maximum of 4 doses
in each cohort). The Dose Expansion Phase of the study will allow the administration of up to 4
doses of 67Cu-SAR-BBN at the MTD/MFD. Response measurements include reduction in PSA
levels, radiological progression-free survival, duration of response, and overall survival.
Radiological response will be assessed by RECIST 1 V1.1 and PCWG3. At the time of submission
of this abstract, cohort 1 is open for enrollment. Clinical trial information: NCT05633160.
Research Sponsor: Clarity Pharmaceuticals.
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A phase I, open-label, dose-finding study of fatty acid synthase (FASN) inhibitor
TVB-2640 administered in combination with enzalutamide (Enza) in men with
metastatic castration-resistant prostate cancer (mCRPC).

Pier Vitale Nuzzo, Caroline Fidalgo Ribeiro, Silvia Rodrigues, Escarleth Fernandez, Ana M. Molina, Jones Nauseef, Cora N. Sternberg, Scott T. Tagawa, Massimo Loda,
David M. Nanus; Department of Pathology and Laboratory Medicine, Weill Cornell Medicine, New York, NY; Department of Pathology and Laboratory Medicine, NewYork-
Presbyterian Hospital, Weill Cornell Medicine, New York, NY; NewYork-Presbyterian Hospital, Weill Cornell Medical Center, New York, NY; NewYork-Presbyterian Hospital,
Weill Cornell Medical College, New York, NY; Weill Cornell Medicine, New York, NY; Hematology/Oncology, Weill Cornell Medicine, New York, NY; Weill Cornell Medical
College, New York, NY; Weill Cornell Medical Center, NewYork-Presbyterian Hospital, New York, NY

Background: Recent studies have shown that targeting lipid synthesis is a novel therapeutic
strategy to overcome androgen resistance in mCRPC. TVB-2640 is a first-in-class FASN
inhibitor, a key enzyme in de novo lipogenesis that is overexpressed and androgen-
regulated in CRPC. FASN promotes the synthesis of palmitate that can be elongated and
desaturated to produce saturated fatty acids (SFAs) and monounsaturated FA (MUFAs) that
can support membrane synthesis and energy production, protect against free radicals and
chemotherapeutics, and regulate post-translational modifications of major oncogenic path-
ways. Our preliminary in vitro and in vivo data show that TVB-2640 co-administered with enza
to CRPC cells significantly reduced cell growth, increased apoptosis, and promoted cell cycle
arrest, as well as down-regulating full-length androgen receptor (AR) and its splice variant,
AR-V7.Methods: This is an open-label, single-arm, Phase I dose-escalation study that enrolls
pts with mCRPC who are candidates to receive enza. The primary objective is to determine the
maximum tolerated dose (MTD) and recommended Phase II dose (RP2D) of TVB-2640 in
combination with enza. Secondary objectives include safety, tolerability, pharmacokinetics,
pharmacodynamics, and preliminary antitumor activity. Exploratory objectives include the
effects of FASN inhibition onmetabolites, genetics, and lipids in humanblood and tumor tissue,
to identify potential predictive and prognostic markers of response. Pts with a confirmed
histological or cytological diagnosis of PC, evidence of metastatic PC on imaging (bone scan
and/or CT/MRI scan), serum testosterone ,50 ng/dl, who had progressed on androgen-
depletion therapy (ADT), with documented progressive metastatic castration-resistant pros-
tate cancer (mCRPC) based on Prostate Cancer Working Group 3 (PCWG3) criteria a are eligible.
Enrolled pts will receive enza at a daily dose of 160 mg for 36 days to reach a steady state,
followed by the addition of oral TVB-2640 starting at 100 mg/daily. The dose escalation will
follow the Bayesian optimal interval (BOIN) design with additional dose levels of 150 mg,
200 mg, 250 mg, and 300 mg daily. The maximum sample size for this study is 30 pts, with a
target dose-limiting toxicity (DLT) rate of 25% or less and a maximum of 15 pts at any given
dose level. This is the first clinical trial to evaluate the targeting of the AR pathway through
inhibition of lipid synthesis as a new approach to treatingmCRPC. Enrollment of Cohort 1 began
in August 2023. Clinical trial information: NCT05743621. Research Sponsor: None.

PROSTATE CANCER - ADVANCED

http://www.clinicaltrials.gov/ct2/show/NCT05743621


TPS249 Trials in Progress Poster Session

Phase 1b/2 study of pembrolizumab (pembro) plus platinum/etoposide and
platinum/etoposide for neuroendocrine metastatic prostate cancer (NEPC):
KEYNOTE-365 cohort I.

Evan Y. Yu, Anthony M. Joshua, Gero Kramer, Neal D. Shore, Haixia Hu, Christian Heinrich Poehlein, Charles Schloss, Johann S. De Bono; University of Washington, Seattle,
WA; St Vincent’s Hospital Sydney, Sydney, NSW, Australia; Medical University of Vienna, Vienna, Austria; Carolina Urologic Research Center, Myrtle Beach, SC; Merck & Co.,
Inc., Rahway, NJ; The Royal Marsden NHS Foundation Trust, London, United Kingdom

Background:MetastaticNEPC is an aggressive formof prostate cancer that canoccur de novoor
as a result of androgen deprivation therapy (ADT). Treatment-emergent NEPC (t-NE) or de
novo NEPC is often treated with platinum-based chemotherapy; however, no standard of care
for these patients exists. Pembro, a PD-1 inhibitor, has shown antitumor activity andmanage-
able safety in subsets of patientswithmetastatic castration-resistant prostate cancer (mCRPC).
Cohort I of the multicohort, open-label, phase 1b/2 KEYNOTE-365 study (NCT02861573) will
assess efficacy and safety of pembro + platinum/etoposide for metastatic NEPC. Methods:
Eligible patients are aged $18 years, have metastatic NEPC (t-NE or de novo NEPC) defined
by $1% of neuroendocrine (NE) cells in discrete regions of a recent biopsy specimen from a
metastasis, and have experienced disease progression within 6 months prior to screening. NE
histology must be confirmed by central review according to Epstein 2014 criteria. A limited
number of patients with metastatic de novo NEPC can enroll. Patients with NEPCmust have an
ECOG PS of 0 or 1 and have received prior treatment with ADT for metastatic disease; #2
chemotherapies for mCRPC and #2 prior NHAs are permitted. Docetaxel for metastatic hor-
mone sensitive prostate cancer ormCRPC is permitted. Patientswill be randomly assigned 1:1 to
receive carboplatin (AUC5 IV day 1) + etoposide (100mg/m2 IV days 1-3) in cycles 1-4 Q3W plus
pembro 200mg IVQ3W for#35 cycles or the same combination chemotherapywithout pembro.
Randomization will be stratified by ECOG PS (0 vs 1). Approximately 40 to 100 patients will be
enrolled in each treatment arm. Imaging assessments (computed tomography/magnetic res-
onance imaging, and bone scans)will be performedQ9W throughweek 54 andQ12W thereafter,
at treatment discontinuation, and during follow-up. PSAwill bemeasured Q3Wuntil treatment
discontinuation. Adverse events (AEs) will be monitored and assessed by investigators per NCI
Common Terminology Criteria for Adverse Events v4.0 throughout the study for 30 days
(90 days for serious AEs or 30 days if new anticancer therapy is initiated, whichever occurs
first) after last dose of study treatment. Primary end points are safety and tolerability, PSA
response rate, and ORR per RECIST v1.1 by blinded independent central review (BICR). Sec-
ondary end points include PSA progression; OS; rPFS, ORR, DOR and DCR per PCWG3-modified
RECIST v1.1 by BICR and DOR and DCR per RECIST v1.1 by BICR. Efficacy and safety will be
analyzed in all allocated patients who received $1 dose of study treatment. No formal hypoth-
esis testing will be performed. PSA response rates, ORR, and DCR will be estimated using the
Clopper-Pearson method. Kaplan-Meier method will estimate DOR, time to PSA progression,
rPFS, and OS. AEs will be summarized descriptively. Recruitment is ongoing. Clinical trial
information: NCT02861573. Research Sponsor: Merck Sharp & Dohme LLC, a subsidiary of
Merck & Co., Inc., Rahway, NJ, USA.
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Phase 1b/2 study of pembrolizumab plus belzutifan and belzutifan alone in patients
with docetaxel-treated metastatic castration-resistant prostate cancer (mCRPC):
KEYNOTE-365 cohort J.

Evan Y. Yu, Anthony M. Joshua, Neal D. Shore, Gero Kramer, Haixia Hu, Christian Heinrich Poehlein, Charles Schloss, Johann S. De Bono; University of Washington, Seattle,
WA; St Vincent’s Hospital Sydney, Sydney, NSW, Australia; Carolina Urologic Research Center, Myrtle Beach, SC; Medical University of Vienna, Vienna, Austria; Merck & Co.,
Inc., Rahway, NJ; The Royal Marsden Hospital NHS Foundation Trust, London, United Kingdom

Background: Treatment options are needed for patients (pts) with mCRPC whose disease
progresses after docetaxel. Hypoxia-inducible factor–2a (HIF-2a) is a transcription factor
established as an oncogenic driver in clear cell renal cell carcinoma (ccRCC). Expression of HIF-
2a in prostatectomy specimens has been associated with tumor volume and large tumorsmore
often exhibited higher levels of HIF-2a expression. The selective HIF-2a inhibitor, belzutifan,
blocks the heterodimerization of HIF-2awithHIF-1b and has demonstrated antitumor activity
and manageable safety in pts with ccRCC. The anti–PD-1 antibody pembrolizumab has been
shown to have activity asmonotherapy and combination therapy in ptswithmCRPC. Therefore,
the combination of pembrolizumab and belzutifan may provide additional benefit for mCRPC.
Cohort J of the multicohort, open-label, phase 1b/2 KEYNOTE-365 (NCT02861573) study will
evaluate the safety and efficacy of pembrolizumab in combination with belzutifan in pts with
mCRPC who previously received docetaxel.Methods: Eligible pts must be aged$18 years, have
histologically or cytologically confirmed adenocarcinoma of the prostate without small cell
histology, have an ECOG PS of 0 or 1, and have received docetaxel for mCRPC. Prior treatment
with 1 other chemotherapy and #2 second-generation hormonal manipulations are allowed.
Approximately 20 pts will receive belzutifan monotherapy 120 mg orally daily. If an efficacy
signal is detected in themonotherapy arm, up to 180 ptswill be randomly assigned 1:1 to receive
pembrolizumab 200 mg IV every 3 weeks (Q3W) + belzutifan 120 mg orally daily or belzutifan
alone in an expansion phase. Randomization for the expansion phase will be stratified by ECOG
PS (0 vs 1). Imaging assessments (computed tomography/magnetic resonance imaging, and
bone scans) will be performed every 9 weeks through week 54 and every 12 weeks thereafter, at
treatment discontinuation, and during follow-up. Prostate-specific antigen (PSA) will be
measured Q3W until progression. Adverse events (AEs) will be monitored and assessed by
investigators using NCI Common Terminology Criteria for Adverse Events version v4.0
throughout the study and for 30 days (90 days for serious AEs, or 30 days if new anticancer
therapy is initiated, whichever occurs first) after the last dose of study treatment. Primary end
points are safety and tolerability, PSA response rate (PSA decline $50%), and ORR per RECIST
v1.1 by blinded independent central review (BICR). Secondary end points include time to PSA
progression, ORR and rPFS per PCWG3-modified RECIST v1.1, DOR and DCR per RECIST v1.1 by
BICR, and OS. Efficacy and safety will be analyzed in all allocated pts who received $1 dose of
study treatment. No formal hypothesis testing will be performed. Enrollment for this study is
currently ongoing. Clinical trial information: NCT02861573. Research Sponsor: Merck Sharp &
Dohme LLC., a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.
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CaboLu: A phase 1b study of cabozantinib (cabo) in combination with lutetium (Lu
177) vipivotide tetraxetan (LVT) in patients (pts) with metastatic castration-
resistant prostate cancer (mCRPC).

Gliceida Galarza Fortuna, Colin Moynier, Kenneth M. Boucher, Blake Nordblad, Matthew Covington, Gabriel Fine, Susan Clement, Michelle Esplin, Manish Kohli,
Sumati Gupta, Benjamin L. Maughan, Neeraj Agarwal, Umang Swami; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT

Background: LVT is a b-emitting radioligand approved for pts with prostate-specific mem-
brane antigen (PSMA)-positive mCRPC with prior treatment with androgen receptor pathway
inhibitor (ARPI) and taxane-based chemotherapy.However, in theVISION trial, 50%ofptswith
measurable disease didn’t respond (PMID: 34161051). Prior studies have shown a significant
correlation between PSMA and VEGF expression (p,0.001) in LNCaP tumors and locally re-
current PCa after radiotherapy. Cabo is an oral, small-molecule tyrosine kinase inhibitor with
potent activity against multiple receptor tyrosine kinases including VEGFR2. Therefore, the
combination of cabo with LVTmay be synergistic. We initiated a phase 1b dose-scalation study
of cabo in combination with standard of care (SOC) LVT in pts withmCRPC.Methods: This is an
IRB-approved, investigator-initiated, single-arm, single-center, dose-escalation (DEsc) and
dose-expansion (DExp) study. The primary hypothesis is that Cabo+LVT will be safe and
effective in mCRPC pts. Key inclusion criteria: $18 years of age, mCRPC with histologically/
cytologically confirmed adenocarcinoma without small cell histology, ECOG performance
status#2, prior treatment with$2 cycles of taxane and at least 1 ARPI, adequate organ function
and eligible for SOC LVT. Key exclusion criteria: Prior treatment with cabo or PSMA-targeted
radioligand therapy. DEsc part will follow traditional 3+3 design to evaluate SOC LVT in
combination with 3 dose levels (DL) of daily oral cabo: 40 mg (DL 1), 60 mg (DL 2) and
20 mg (DL -1). Primary objective: to determine maximal tolerated dose (MTD), and recom-
mended dose and schedule for DExp phase. Secondary objective: To assess safety and toler-
ability of cabo with LVT. Expected enrollment 9 pts (range 4-18). DExp part will enroll 24
evaluable pts. Primary objective: to evaluate preliminary efficacy by estimating the
progression-free survival (PFS) at 24 weeks (PFS24w) as assessed by PCWG3-modified RECIST
v1.1. 2-sided 80% and 60% confidence intervals will be constructed for PFS24w via exponential
Greenwood’s formula for Kaplan-Meier survival estimate, providing 90% and 80% 1-sided
confidence for 30 pts at DExp dose (6 DEsc+24 DExp). Secondary objective: (1) To assess safety
and tolerability cabo+LVT (2) assess objective response rate, duration of response, radiographic
PFS, PFS at 38 weeks, PSA PFS, PSA 50% response rate, and OS. 1 patient has been enrolled.
Clinical trial information: NCT05613894. Research Sponsor: Funding and drug support pro-
vided by Exelixis, Inc.
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A phase Ib trial of enzalutamide with oral decitabine/cedazuridine in metastatic
castration-resistant prostate cancer (CRPC).

Arya Mariam Roy, Dharmesh Gopalakrishnan, Karan Jatwani, Kelly Green, Bailey Farmer, Neha Jaiswal, Kristopher Attwood, Ellis Glenn Levine, Himisha Beltran,
David Goodrich, Gurkamal S. Chatta; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Dana-Farber Cancer Institute, Boston, MA

Background:Exposure to androgen receptor (AR)-pathway inhibitors like enzalutamide (Enza)
is associatedwith the emergence of ARlow subclones that coexist with ARhigh subclones in CRPC.
These ARlow cells, including those in neuroendocrine prostate cancer (NEPC), are not critically
dependent on AR signaling for survival and proliferation. Alterations in RB1, TP53, and PTEN
tend to co-occur in human ARlow CRPC and NEPC. These as well as tumors from triple knockout
mousemodels demonstrate altered expression of epigenetic reprogramming factors, including
consistent upregulation ofDNAmethyltransferase 1 (DNMT1).1 DNAmethylation in CpG islands
is increased in human CRPC/NEPC as well as CRPC xenograft models indicating that elevated
DNMT activity may correlate with resistance to AR-targeted therapies.2 Treatment with
decitabine (Dec), a DNMT inhibitor, delays the development of ARlow NEPC and increases Enza
sensitivity in murine models of prostate cancer.2 Cedazuridine (Ced), an inhibitor of cytidine
deaminase which degrades Dec, increases its oral bioavailability. We hypothesize that the
combination of Enza with oral Dec/Ced will reverse acquired therapeutic resistance in ARlow

CRPC/NEPC tumors where DNMT activity is aberrantly elevated by RB1 and/or TP53 loss.
Methods: This is a single-center, open-label, non-randomized, dose escalation/de-
escalation phase Ib study of fixed drug combination (FDC) oral Dec/Ced [ASTX727, FDC
35mg/100mg] with Enza (160mg/day) in patients with Enza-refractory mCRPC. Three dose
levels of ASTX727 will be evaluated using a 3+3 study design - FDC of ASTX727 will be
administered on either 4 (cohort 1), 3 (cohort -1) or 5 (cohort 2) consecutive days of a 28-
day cycle. The primary endpoint will be safety with determination of the maximum tolerated
dose (MTD) and recommended phase II dosing (RP2D). We plan to include an expansion cohort
of 10 patients at the MTD, eligibility for which will be restricted to patients with genomic
alterations in RB1 and/or TP53. Correlative studies will be aimed at 1) Evaluation of DNMT1
levels and DNAmethylation patterns, 2) Analysis of circulating tumor DNA tomonitor changes
in DNA methylation and emergence of ARlow CRPC/NEPC, 3) Evaluation for tissue markers of
neuroendocrine lineage, RB1 loss and/or TP53 mutations to examine for treatment emergent
ARlow CRPC/NEPC and its correlation with RB1 and/or TP53 loss. The study is currently open
with 6 patients enrolled. 1) McCabe MT et al. Cancer Res. 2005;65(9):3624-32. 2) Ku SY et al.
Science. 2017;355(6320):78-83. 3) Zorn CS et al. Clin Cancer Res. 2007;13(7):2136-43. Clinical
trial information: NCT05037500. Research Sponsor: National Comprehensive Cancer Network
(NCCN) Oncology Research Program from general research support provided by Taiho Oncol-
ogy, Inc.
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Safety, tolerability, and dosimetry of 177Lu-TLX591 with best standard of care in
patients with PSMA-expressing metastatic castration-resistant prostate cancer
(ProstAct-SELECT).

Nat Lenzo, Ken O’Byrne, Stanley Ngai, Danielle Meyrick, Neel Patel, Colin Hayward; Genesiscare, East Fremantle, Australia; Princess Alexandra Hospital, Queensland
University of Technology, Translational Research Institute, Brisbane, Australia; Telix Pharmaceuticals, North Melbourne, Australia

Background: Prostate-specific membrane antigen (PSMA) has proven to be an ideal thera-
peutic target in prostate cancer (PC) as it is highly expressed bymalignant prostate cells. Based
on previous clinical evidence of its favorable safety profile and specificity for PC tumors, 177Lu-
DOTA-HuJ591-CHO (hereafter referred to as 177Lu-TLX591) may be a potential radioimmu-
notherapy for the treatment of PC. ProstACT-SELECT (NCT04786847) is a phase 1 study
designed to evaluate the safety, tolerability, biodistribution and dosimetry of 177Lu-TLX591
administered with standard of care (SoC) for patients with PSMA-expressing, metastatic
castration-resistant prostate cancer progressing despite prior treatmentwith a novel androgen
axis drug. We previously reported positive interim results, and primary analysis of safety and
dosimetry data is currently underway and expected to be available in mid-October 2023.
Methods: Approximately 30 participants were to be enrolled in 2 cohorts. Cohort 1: 5 patients
received a single (27 mCi) intravenous infusion of 177Lu-TLX591. SPECT images and pharma-
cokinetic blood samples will be acquired at several time points until Day 13 after dosing.
Dosimetry analysis and qualitative comparison of biodistribution of tracer level of 177Lu-
TLX591, as demonstrated by SPECT, with 68Ga-PSMA-11 on PET imaging were performed to
ensure equivalent (or improved) radiopharmaceutical tumour targeting. Patients were to
receive a second administration of 177Lu-TLX591, at a full therapeutic dose of 76 mCi, 14 days
following the initial dose after safety confirmed by independent review board. SoC was to
continue according to standard practice. Cohort 2: Subsequent patients were to receive 2
administrations of 76 mCi 177Lu-TLX591, with SPECT dosimetry and pharmacokinetics as in
cohort 1. The primary endpoints include the absorbed radiation dose of administered 177Lu-
TLX591 to kidneys, liver, lungs, spleen, bone/red marrow, and salivary glands; tumour-to-
healthy tissue ratios and residence times; and type, frequency, and severity of TEAEs. Clinical
trial information: NCT04786847. Research Sponsor: None.
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Darolutamide plus androgen-deprivation therapy (ADT) in patients with high-risk
biochemical recurrence (BCR) of prostate cancer: A phase 3, randomized, double-
blind, placebo-controlled study (ARASTEP).

Alex Chehrazi-Raffle, Alicia K. Morgans, Jürgen E. Gschwend, Neal D. Shore, Ashley Ross, Felix Y Feng, Thomas A. Hope, Lucia Trandafir, Iris Kuss, Marie-Aude Le Berre,
Heikki Joensuu, Karim Fizazi; Department of Medical Oncology and Therapeutics Research, City of Hope Comprehensive Cancer Center, Duarte, CA; Dana-Farber Cancer
Institute, Boston, MA; Universitätsklinikum rechts der Isar, Technical University Munich, Munich, Germany; Carolina Urologic Research Center and Genesis Care/Atlantic
Urology Clinics, Myrtle Beach, SC; Northwestern Medicine, Chicago, IL; Helen Diller Family Comprehensive Cancer Center, University of California, San Francisco, San
Francisco, CA; Radiology School of Medicine, University of California at San Francisco, San Francisco, CA; Bayer Consumer Care AG, Basel, Switzerland; Bayer AG, Berlin,
Germany; Bayer HealthCare SAS, Loos, France; Orion Corporation, Orion Pharma, Espoo, Finland; Gustave Roussy, University of Paris-Saclay, Villejuif, France

Background: Patients with prostate cancer treated with radiotherapy (RT) or radical prosta-
tectomy (RP) as primary therapymay develop BCR, defined as a prostate-specific antigen (PSA)
increasewithout evidence ofmetastases on conventional imaging. Prostate-specificmembrane
antigen (PSMA) positron emission tomography/computed tomography (PET/CT), a more
effective and precise imaging method, may detect small lesions in patients with BCR. Patients
with BCR at high risk of metastatic progression and who have lesions identified by PSMA PET/
CT need effective treatment to delay this progression. Darolutamide (DARO) is a structurally
distinct and highly potent androgen receptor inhibitor, which significantly improved
metastasis-free survival (MFS) and overall survival (OS) in patients with nonmetastatic
castration-resistant prostate cancer (nmCRPC). The ARASTEP study (NCT05794906) is
designed to evaluate whether DARO plus ADT improves radiological progression-free survival
(rPFS) by PSMA PET/CT vs placebo (PBO) plus ADT in patients with BCR following primary
therapy and PSMA PET/CT-positive lesions. Methods: Eligible patients must have prostate
cancer treated by primary RT or RP followed by adjuvant RT (ART) or salvage RT (SRT), or RP
alone if ART/SRT was not appropriate, with high-risk BCR (defined as PSA doubling time
[PSADT] ,12 months and PSA $0.2 ng/mL after primary RP [6 ART/SRT] or PSA $2 ng/mL
above nadir after primaryRT only),$1 PSMAPET/CT-positive lesion of prostate cancerwithout
visible lesions on conventional imaging, and serum testosterone .150 ng/dL. Approximately
750 patients from 184 sites worldwide will be randomized to oral DARO 600 mg twice daily or
PBO, both with ADT, for 24 months unless, during this period, there is disease progression,
unacceptable toxicity, or any otherwithdrawal criteria aremet. Patientswill suspend treatment
after 24months if PSA values are undetectable (,0.2 ng/mL). Patientswhose PSAvalues are still
detectable ($0.2 ng/mL) will continue with the study treatment until PSMA PET/CT progres-
sion. Image-guided radiotherapy or surgery is allowed within 12 weeks from randomization.
Randomization is stratified by PSADT ,6 vs $6–,12 months, intent to treat baseline PSMA
PET/CT lesionswith image-guided radiotherapy/surgery (Yes vsNo) anddistant6 locoregional
vs locoregional-only metastases. The primary endpoint is rPFS by PSMA PET/CT, assessed by
blinded independent central review (BICR). Secondary endpoints include MFS by BICR, time to
CRPC, OS, quality of life, and safety. As of September 2023, 1 patient has been enrolled. Clinical
trial information: NCT05794906. Research Sponsor: Bayer and Orion Pharma.

PROSTATE CANCER - ADVANCED

http://www.clinicaltrials.gov/ct2/show/NCT05794906


TPS255 Trials in Progress Poster Session

A phase II single-arm trial of niraparib in platinum-sensitive metastatic castration-
resistant prostate cancer with DNA repair defects (PLATPARP).

Erin Catherine Welch, Alexandra Torres, Joann Miller, Jennifer Louie, Daniel Lee, Naomi B. Haas, Samuel U Takvorian, Kara Noelle Maxwell, Susan M. Domchek,
Vivek Narayan; University of Pennsylvania-Abramson Cancer Center, Perelman Center for Advanced Medicine, Philadelphia, PA; University of Pennsylvania-Abramson
Cancer Center, Philadelphia, PA; University of Pennsylvania Health System, Philadelphia, PA; Abramson Cancer Center and Perelman School of Medicine, Philadelphia, PA;
University of Pennsylvania, Philadelphia, PA

Background: The optimal use of PARP inhibitor (PARPi) therapy is evolving for patients with
metastatic castration-resistant prostate cancer (mCRPC) harboring germline and/or somatic
homologous recombination repair genemutations (HRRm). The sensitivity to platinum-based
chemotherapy may predict improved clinical outcomes with PARPi. ‘Maintenance’ PARPi
strategies are routinely used in patients with advanced ovarian and pancreatic malignancies
with HRRm following an initial clinical response to platinum-based chemotherapy. Platinum-
based chemotherapy is increasingly used in patients with mCRPC and HRRm as either a
monotherapy or in combination with taxanes, but yields clinical responses of limited duration
and is hindered by cumulative toxicities. We hypothesize that maintenance niraparib, a PARPi
with demonstrated activity inmCRPC with HRRm, will prolong clinical responses to platinum-
based chemotherapy with manageable toxicity in mCRPC patients harboring germline and/or
somatic HRRm. Methods: We are conducting an open-label, single-arm, phase II study to
evaluate the clinical benefit of maintenance niraparib in biomarker-defined, platinum-
sensitive mCRPC patients. Eligible subjects harbor a pathogenic germline and/or somatic
mutation in BRCA1/2, ATM, FANCA, CDK12, RAD51B, RAD54L, PALB2, CHEK2, HDAC2, or BRIP1
and have received at least 3 cycles (or minimum9weeks) of platinum-based chemotherapy for
the treatment of mCRPC per investigator discretion. Following $4 weeks since completion of
chemotherapy, subjects without evidence of clinical or radiographic disease progression re-
ceive investigational treatment with maintenance niraparib (200 mg daily). The primary
objective is an improvement in 6 month PFS rate (PFS6) (H0: PFS6 rate 25%; H1: PFS6 rate
50%; power 0.77 with one-sided a = 0.05). Serial plasma samples are obtained for correlative
analyses of markers of response and/or resistance to maintenance niraparib. Eleven of a
planned total of 18 subjects have enrolled (N=4 germline BRCA2; N=1 germline BRCA1; N=3
somatic BRCA2; N=1 germline PALB2; N=1 germline ATM; N=1 germline CHEK2). This
investigator-initiated study incorporates a novel, combined genetic and clinical patient-
selection approach for PARPi therapy to optimize clinical outcomes. Clinical trial information:
NCT04288687. Research Sponsor: Janssen Scientific Affairs, LLC.
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ProstACT GLOBAL: A phase 3 study of best standard of care with and without 177Lu-
DOTA-rosopatamab (TLX591) for patients with PSMA expressing metastatic
castration-resistant prostate cancer progressing despite prior treatment with a
novel androgen axis drug.

Charlotte Hawkins, Nat Lenzo, Julie Gibson, Tracey Brown, Neel Patel, Stefanie Martina, Colin Hayward; Telix Pharmaceuticals, Fishers, IN; Genesiscare, East Fremantle,
Australia; Telix Pharmaceuticals, Melbourne, Australia; Telix Pharmaceuticals, North Melbourne, Australia; Telix Pharmaceuticals, Inc., Selma, NC

Background: The treatment of advanced prostate cancer (PC) is challenging, with undesirable
side effects that impact patient quality of life. Radioimmunotherapy (RIT) can localize therapy
to specific tumor cells in multiple organs to reduce or eliminate damage to normal tissue. The
cell surface glycoprotein prostate-specific membrane antigen (PSMA) is an ideal therapeutic
target as it is highly expressed bymalignant prostate cells. There is a strong rationale for further
investigation of the 177Lu-labeled, chelator-conjugated antibody, 177Lu-DOTA-rosopatamab,
as a potential RIT candidate for the treatment of PC. Methods: In this multinational, multi-
center, prospective, randomized, open label phase 3 study (NCT04876651), 387 patients with
PSMA-expressing metastatic castration-resistant PC (mCRPC) that have progressed despite
prior treatment with a novel androgen axis drug will be enrolled in a 2:1 ratio to receive either
the best standard of care (SoC) or 2 single intravenous (IV) injections of 76milicuries (mCi) each
(equivalent to a 45 mCi/m2 dose in a standard 1.7m2 individual) of 177Lu-DOTA- rosopatamab,
given 14 days apart, plus best SoC. Eligible patientsmust have received prior therapywith either
enzalutamide or abiraterone plus prednisone, and 1 line of prior taxane therapy or have refused
or are ineligible for taxanes. Patients must have adequate organ function including at least
150x109 /L platelets, hemoglobin 10 g/dL, and have PSMA-positive disease on 68Ga-PSMA-11
PET/CT imaging as confirmed by a central reader. Key exclusion criteria include small cell
histology, increased risk of hemorrhage or bleeding, known brain or hepatic metastases, or
history of stroke, seizure, or treatment with radioisotopes within 6 months prior to random-
ization. The primary endpoint is radiographic progression-free survival. Secondary endpoints
include 5-year overall survival, tumor objective response rate, time to symptomatic skeletal
event, progression free survival, and number of participants with treatment-related adverse
events. Clinical trial information: NCT04876651. Research Sponsor: None.
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A phase Ib/II study (IMMCO-1) of atezolizumab plus tivozanib in castrate-resistant
prostate cancer and certain other immunologically cold tumors.

Jonathan Alexander Chatzkel, Ji-Hyun Lee, Azka Ali, Carmen J. Allegra, Paul Crispen, Padraic O’Malley, Thomas J. George, Brian Hemendra Ramnaraign; University of
Florida/UF Health Cancer Center, Gainesville, FL; Taussig Cancer Center, Cleveland, OH; National Cancer Institute CTEP, Bethesda, MD; University of Florida, Gainesville, FL;
UF Health Cancer Center, Gainesville, FL

Background: Castrate resistant prostate cancer (CRPC) is an immunologically cold tumor,
with a 5% response rate reported to the PD-L1 inhibitor pembrolizumab. VEGF secreted by
tumors may play a key role in hindering the anti-tumor immune response, leading to the
development of an abnormal vasculature that may limit immune surveillance. VEGF also
inhibits dendritic cell differentiation, limiting the presentation of tumor antigens. The in-
hibition of VEGF may therefore potentiate the effect of PD-1/L1 directed therapy by enabling
immune surveillance and antigen presentation. VEGF-TKI and checkpoint inhibitor combi-
nations are currently approved in the treatment of advanced kidney, cervical, and endometrial
cancers. This signal-seeking study aims to determine whether the combination of the VEGF-
TKI tivozanib and the PD-L1 inhibitor atezolizumabmay be effective in CRPC and certain other
immunologically cold tumors. Methods: The trial is a single center phase Ib/II basket study in
multiple immunologically cold tumors. Co-primary endpoints are safety and the overall re-
sponse rate as measured via RECIST v1.1. The phase Ib 3+3 dose de-escalation portion of the
study has been completed. The study is designed to test for a 25%+ response rate as compared
to a null hypothesis of,7% (one-sided alpha = 0.05; 80% power). A Simon’s two-stage design
will be utilized and if$2 responses among the first 16 evaluable patients, a further 10 evaluable
patients will be accrued for a total of 26. Up to 33 subjects will be enrolled to account for a 20%
dropout rate. The null hypothesis will be rejected if at least 5 responses are observed. The
University of Florida’s Data Integrity and Safety Committee will review significant adverse
events. Atezolizumab is given at a dose of 1,680 mg every 28 days. A subsequent protocol
amendment decreased the starting dose of tivozanib from 1.34 mg/day for 21 days of each 28-
day cycle to 0.89mg/day for 21 days of each 28-day cycle. Treatment is until disease progression
or intolerance. Key inclusion criteria include adiagnosis of certain advanced andunresectable or
metastatic immunologically cold tumors (CRPC previously treated with an androgen inhibitor
or cytotoxic chemotherapy in the advanced or metastatic setting, bile duct or gallbladder
cancer, certain HR-negative HER2-positive breast cancers, ovarian cancer, pancreatic adeno-
carcinoma, soft tissue sarcoma, or vulvar cancer), at least one prior systemic therapy in this
setting, ECOG 0-1 (phase Ib) or ECOG 0-2 (phase II), age$ 18, adequate hematologic and end-
organ function, life expectancy of at least 12 weeks, andmeasurable disease by RECIST v1.1. Key
exclusion criteria include knownmismatch repair deficiency, microsatellite instability, or high
tumor mutational burden. Active enrollment continues. Clinical trial information:
NCT05000294. Research Sponsor: Genentech, Inc. and Aveo Oncology Pharmaceuticals, Uni-
versity of Florida.
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Borxpten: A phase II study of bortezomib (B) in patients (pts) with metastatic
castration-resistant prostate cancer (mCRPC) with PTEN deletion.

Vinay Mathew Thomas, Colin Moynier, Kenneth M. Boucher, Blake Nordblad, Susan Clement, Michelle Esplin, Manish Kohli, Sumati Gupta, Benjamin L. Maughan,
Neeraj Agarwal, Umang Swami; Huntsman Cancer Institute at the University of Utah, Salt Lake City, UT

Background: Despite recent therapeutic advancements, there is an unmet need for effective
treatment options in mCRPC. The tumor suppressor gene PTEN maps to chromosome region
10q23 and is deleted in 30% of primary and 60% of castration-resistant prostate cancer.
Approximately 40 kb upstream of PTEN is ATAD1, which encodes an ATPase involved in
mitochondrial protein homeostasis on the outermitochondrialmembrane. ATAD1 is frequently
co-deleted with PTEN, with the highest occurrence in prostate cancer (25%). Winter et al.
demonstrated that cells harboring a Chr10q23 deletion highly depend on the ubiquitin-
proteasome system and were exquisitely sensitive to the proteasome inhibitor, B (PMID:
36409067). Treatment of pts with mCRPC enriched for PTEN and ATAD1 co-deleted tumors
with B could lead to an effective treatment approach inmCRPC. Herein we evaluate the efficacy
of B in pts with mCRPC with PTEN deletion. Methods: This investigator-initiated, phase II,
single-arm, single-center study will enroll 22 pts. Treatment: B will be administered at 1.3 mg/
m2 of the body-surface area subcutaneously on days 1, 4, 8, and 11 in a 21-day cycle. Key
inclusion criteria: $18 years of age, mCRPC with histologically/cytologically confirmed ade-
nocarcinoma without small cell histology, PTEN deletion on next generation sequencing, prior
treatmentwith one androgen receptor pathway inhibitor (ARPI), no other treatment formCRPC
(except ARPI if not used in castration sensitive stage), ECOG performance status# 2, adequate
organ function. Key exclusion criteria: grade$ 2neuropathy, untreated brainmetastases or any
spinal cord compression. Primary objective: To evaluate the antitumor activity of B in pts with
mCRPC with PTEN deletion as assessed by PSA 30% response rate. Simon’s two-stage design
will be used. The null hypothesis is that the true response rate is 20% which will be tested
against a one-sided alternative. In the first stage, 10 pts will be accrued. If there are #2
responses, the study will be stopped. Otherwise, 12 additional pts will be accrued for a total
of 22 pts. The null hypothesis will be rejected if$8 responses are observed in 22 pts. This design
yields a type I error rate of 0.0492 and a power of 0.8065 when the true response rate is 45%.
Secondary Objectives: 1) To assess the antitumor activity of bortezomib in ptswithmCRPCwith
PTEN deletion as assessed by PSA 50% response rate, duration of PSA response, PSA progres-
sion free survival (PFS), objective response rate, duration of response, radiographic PFS, PFS,
and OS 2.) To assess the safety and tolerability of B in pts with mCRPC with PTEN deletion.
Exploratory analysis: Concurrent PTEN and ATAD1 loss will be correlated with treatment
responses with B. Clinical trial information: NCT06029998. Research Sponsor: Huntsman
Cancer Institute, University of Utah.
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