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Al virtual patient navigation to promote re-engagement of U.S. inner city patients
nonadherent with colonoscopy appointments: A quality improvement initiative.

Alyson B. Moadel, Denise Galeano, Johnna Bakalar, Camille Garrett, Shira Greenstone, Avital (Tali) Segev, Itay Baruchi, Ruth Poliakine Baruchi, Shalom Kalnicki; Montefiore
Einstein Comprehensive Cancer Center, Bronx, NY; MyndYou, New York City, NY

Background: Colorectal cancer disparities loom large for underserved communities of color in
the US where barriers to screening uptake can contribute to late-stage diagnosis and poor
outcomes. Despite active outreach by skilled patient navigators (PN) at a NYC cancer center
serving an ethnically minoritized and disadvantaged population, 59% (1,925/3,276) of patients
either cancelled or did not show for their colonoscopy appointments in 2022. While PN re-
engagement efforts led to 410 (21%) completing colonoscopy, 1,500 patients did not undergo
potentially life-saving colon cancer screening that year. With the advent of conversational
Artificial Intelligence (AI)-driven applications within health care offering a potential extension
to a stretched workforce, our cancer center examined the use of an Al-based virtual patient
navigator, MyEleanor, as part of a colorectal cancer screening quality improvement (QI) project.
Methods: This QI project employed MyEleanor between Apr-Dec 2023 to target re-engagement
of 2,400 patients nonadherent with colonoscopy appointments in 2022-2023. In place of
human PNs, MyEleanor (a) called patients to discuss rescheduling, (b) assessed barriers to
uptake, c) offered live transfers to clinical staff to reschedule, and d) provided procedure prep
reminder calls. Evaluable outcomes included: (a) engagement with MyEleanor via identity
confirmation, (b) live transfers accepted (actionable), (c) colonoscopy completion rate, and (d)
patient volume, with (d) barriers to care, and (e) predictors of actionable engagement exam-
ined. Results: Over 8 months, 57% (1,368/2,400) of patients engaged with MyEleanor, with
58% (789) of this group, or 33% overall, accepting the live transfer. The completion rate for
patients who did not show for initial appointment nearly doubled from 10% to 19% from 2022 to
2023 (pre to post-MyEleanor). Overall patient volume increased by 36%. Patients who engaged
were a Mean age of 56.66 (41-79 yrs), female (66%), Hispanic (41%), Black (33%), English
(73%) or Spanish (25%) speaking, and partnered (37%). Nearly one third reported at least two
barriers to screening; top barriers included lack of perceived need (19%), time (18%), and MD
encouragement (16%), medical mistrust (14%), and concerns about findings (13%) and cost
(12%). Greater number of barriers predicted actionable engagement, (F(1366) = 354, p < 0.001),
with Spanish-dominant patients and those declining to identify their race reporting nearly
twice the number of barriers, F(1366) = 138.98 and F(1366) = 5.17, p < 0.001, respectively).
Conclusions: This project demonstrates high potential of an Al patient navigator in helping to
overcome patient attrition that can lead to colon cancer disparities while improving patient
volume. Next phase of the project will examine impact on patient prep adherence, staff burden,
and revenue. Research Sponsor: None.
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Multimodal artificial intelligence models from baseline histopathology to predict
prognosis in HR+ HER2- early breast cancer: Subgroup analysis.

Daniel Kates-Harbeck, Hans Heinrich Kreipe, Oleg Gluz, Matthias Christgen, Sherko Kuemmel, Monika Karla Graeser, Sven Mahner, Doris Mayr, Rachel Wuerstlein,
Akinori Mitani, Jingbin Zhang, Hans Pinckaers, Yi Ren, Jessica Keim-Malpass, Jacqueline Griffin, Gijs Smit, Felix Y Feng, Andre Esteva, Ronald E. Kates, Nadia Harbeck;
University Hospital LMU Munich, Otterfing, Germany; Medical School Hannover, Hannover, Germany; West German Study Group, Moenchengladbach, Germany; Breast Unit,
Kliniken Essen-Mitte, Essen, and Charité-Universitatsmedizin Berlin, Department of Gynecology with Breast Center, Essen, Germany; University Hospital LMU Munich,
Munich, Germany; Ludwig-Maximilians-University, Munich, Germany; West German Study Group, Moenchengladbach, Germany and Breast Center, Dept. Obstetrics &
Gynecology, University of Munich (LMU) and CCCLMU, Munich, Germany; Artera, Los Altos, CA; Artera, Mountain View, CA; Atera, Los Altos, CA; University of Virginia
Children’s Hospital, Charlottesville, VA; Radiology School of Medicine, University of California, San Francisco, San Francisco, CA; Breast Center, Department of Obstetrics
and Gynecology, LMU University Hospital Munich, Munich, Germany

Background: Prognostic assessment in HR+ HER2- early breast cancer (EBC) remains chal-
lenging given relatively low rates of disease progression. Modern artificial intelligence (AI)-
based techniques have already provided substantial medical progress, particularly in prostate
cancer. We have leveraged ArteraAl’s multimodal artificial intelligence (MMAI) platform to
develop a research-level prognostic model in HR+ HER2- EBC, based on the WSG PlanB and
ADAPT trials. Here, we quantify the value added by MMALI within clinically relevant subgroups.
Methods: Histopathology image data was generated from pre-treatment breast biopsy and
surgical hematoxylin and eosin (H&E) slides from the WSG PlanB and ADAPT trials. Patients
with available images and complete data (n=5259) were allocated (stratified by trial, random-
ization arm and distant recurrence (DR)) to development (60%) and validation (40%) cohorts.
An MMAI-based model using image data combined with clinical prognostic variables (age, T
and N stage, tumor size) was developed to predict risk of DR. Univariable and multivariable
Fine-Gray models were used to assess performance in the validation cohorts; subdistribution
hazard ratios (sHR) refer to validation cohorts and are reported per standard deviation increase
of the model scores (image-alone or combined). Pre-specified prognostic subgroups for
analysis were defined by nodal status, menopausal status, and central tumor grade. All
statistical tests were 2-sided at .05 significance. Results: The trained MMALI score was signif-
icantly associated with risk of DR in the validation cohort (sHR [95% CI] = 2.3 [2.0-2.8]) as a
whole and in all considered subgroups. The score remained significant (SHR [95%CI] = 2.2 [1.7-
2.8]) after adjusting for clinical prognostic factors. Moreover, the MMAI image component
alone had significant prognostic value (sHR [95%CI] = 1.6 [1.3 - 1.9]) in the validation cohort.
Remarkably, the MMAI image component alone had significant prognostic value separately
within the G2 and G3 sub-groups, with sHR of about 1.5 per standard deviation increase, and
also in most of the other predefined clinical subgroups. Conclusions: Preliminary results from
the current MMAI breast model provide evidence that ArteraAl MMAI technology can be
leveraged for outcome prediction in HR+ HER2- EBC using H&E-stained images to further
personalize breast cancer management. The ability of image-only AI models to provide
significant prognostic value within grade subgroups suggests that self-supervised AI has
identified some novel image features with prognostic value beyond grade. To put the results
into the clinical context, comprehensive validation analyses will be presented at the meeting.
Research Sponsor: None.
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Real-world and clinical trial validation of a deep learning radiomic biomarker for
PD-(L)1 immune checkpoint inhibitor response in stage IV NSCLC.

Chiharu Sako, Chong Duan, Kevin Maresca, Sean Kent, Hugo Aerts, Ravi Bharat Parikh, George R. Simon, Petr Jordan; Onc.Al, San Carlos, CA; Pfizer Inc., Cambridge, MA;
Department of Radiation Oncology and Radiology, Dana-Farber Cancer Institute, Brigham and Women's Hospital, Harvard Medical School, Boston, MA; Perelman School of
Medicine, University of Pennsylvania, Philadelphia, PA; H. Lee Moffitt Cancer Center and Research Institute, Celebration, FL

Background: Immune checkpoint inhibitor (ICI) therapy is standard-of-care for treatment of
mutation-negative advanced non-small cell lung cancer (NSCLC). However, given known
inaccuracy of PD-(L)1 markers, there is an unmet need to better identify patients most likely
to derive clinical benefit from ICI. We developed and externally validated a generalizable CT
imaging-based biomarker to predict response to ICI. Methods: We developed and validated a
deep learning radiomic biomarker using an internally curated real-world dataset (RWD) of
2,010 stage IV NSCLC patients treated with PD-(L)1 ICIs in academic and community settings
from US and Europe. Patients with missing baseline imaging, missing follow-up data, or EGFR/
ALK oncogenic driver mutations were excluded, resulting in a total of 1,188 subjects. This RWD
consisted of a discovery cohort (Dataset A, N=844) and a temporally distinct holdout cohort
(Dataset B, N=344), which were used to generate performance metrics of the biomarker. To test
generalizability, we validated our biomarker in a prospective clinical trial dataset evaluating
Sasanlimab in PD-(L)1 therapy-naive, advanced NSCLC patients (NCT02573259, Dataset C,
N=54). We utilized a two-stage learning approach to model 6-month PFS. First, we used an
independent multi-task deep-learning feature extractor trained on 19,184 whole chest CT
scans. Second, we input the extracted features into a Cox proportional hazard (CoxPH) model
along with age, sex, and baseline lesion measurements (sum of longest diameter and distant
metastases counts), and the model generated a time-dependent PFS function and a response
score. We performed 6-fold cross-validation on Dataset A to train and evaluate the models,
which were subsequently ensembled and applied to independent Datasets B and C. To assess
independence from PD-L1 status and key demographic covariates, we herein report multivar-
iate adjusted hazard ratios (HR) for the group identified as low-risk based on the biomarker.
Results: In Dataset A, the biomarker showed a cross-validation PFS adjusted HR of 0.49 (95% CI
0.38-0.63) in the all-comers cohort and 0.28 (0.17-0.46) in the first-line ICI monotherapy
cohort (1LMono). In Dataset B, the PFS adjusted HRs were 0.54 (0.35-0.83) in all-comers and
0.18 (0.05-0.61) in 1LMono. In Dataset C, the adjusted HRs were 0.30 (0.14-0.68) for PES, 0.29
(0.10-0.83) for 0S, 0.31 (0.14-0.72) for TTP. Conclusions: In our validations in RWD and clinical
trial cohorts, a deep-learning radiomic biomarker based on routine pre-treatment CT scans
predicted response to ICI and stratified patients independently from PD-L1 status. This tool
may inform clinical decision-making, such as to help guide whether concomitant chemother-
apy may not be needed. In future work, we plan to further validate our approach in larger
prospective datasets and expand its use to new indications. Research Sponsor: None.



SPECIAL CLINICAL SCIENCE SYMPOSIA

103 Clinical Science Symposium

Telisotuzumab vedotin monotherapy in patients with previously treated c-Met-
overexpressing non-squamous EGFR wildtype advanced NSCLC: Primary analysis
of the LUMINOSITY trial.

David Ross Camidge, Jair Bar, Hidehito Horinouchi, Jonathan W. Goldman, Fedor Vladimirovich Moiseenko, Elena Filippova, Irfan Cicin, Tudor Eliade Ciuleanu,
Nathalie Daaboul, Chunling Liu, Penelope Ann Bradbury, Mor Moskovitz, Nuran Katgi, Pascale Tomasini, Alona Zer, Jim Looman, Christine Ratajczak, Martha Li,
Summer Xia, Shun Lu; University of Colorado Cancer Center, Aurora, CO; Sheba Medical Center, Ramat Gan, Israel; Department of Thoracic Oncology, National Cancer
Center Hospital, Tokyo, Japan; Department of Medicine, University of California, Los Angeles, Los Angeles, CA; N.P. Napalkov St. Petershurg City Cancer Center, Saint
Petershurg, Russian Federation; Center of Palliative Medicine De Vita, Saint-Petershurg, Russian Federation; Istinye University Medical Center, Istanbul, Turkey; Institutul
Oncologic, Cluj-Napoca, Romania; CICM, Charles-LeMoyne Hospital, University of Sherbrooke, Greenfield Park, QC, Canada; The Affiliated Cancer Hospital of Xinjiang
Medical University, Urumgqi, China; Princess Margaret Cancer Centre, University of Toronto, Toronto, ON, Canada; Davidoff Cancer Center, Petah Tikva, Israel; Dr. Suat Seren
Chest Diseases and Chest Surgery Training and Research Hospital, Izmir, Yenisehir, Turkey; Aix-Marseille University, APHM, INSERM, CNRS, CRCM, Marseille, France;
Rambam Health Care Campus, Haifa, Israel; AbbVie Inc., North Chicago, IL; Shanghai Lung Cancer Center, Shanghai Chest Hospital, Shanghai, China

Background: Approximately 25% of patients (pts) with non-squamous (NSQ) EGFR wildtype
(WT) NSCLC have c-Met protein overexpression (Ansell et al. 2022 CRUK), which is associated
with a poor prognosis (Liang, Wang. Onco Targets Ther. 2020). Telisotuzumab vedotin (Teliso-
V) is a c-Met—directed antibody-drug conjugate comprising the mAb telisotuzumab and the
microtubule polymerization inhibitor monomethyl auristatin E. The phase 2 LUMINOSITY trial
(NCT03539536) aimed to identify the c-Met—overexpressing (OE) NSCLC population best
suited to Teliso-V and expand selected group(s) for further evaluation of efficacy. We report
on the primary analysis for pts with c-Met OE NSQ EGFRWT NSCLC. Methods: This phase 2,
non-randomized, multicenter study enrolled pts with locally advanced/metastatic c-Met OE
NSCLC, =2 prior lines of therapy (chemotherapy [CTx] + immunotherapy [10] or sequential CTx
+ 10), and =1 line of chemotherapy. c-Met OE (Ventana MET [SP44] clinical trial assay [CTA])
was defined as =25% tumor cells with 3+ staining (high: =50% 3+; intermediate [int]: 25
to <50% 3+). Teliso-V was dosed at 1.9 mg/kg IV Q2W. Primary endpoint was overall response
rate (ORR) by independent central review per RECIST v1.1. Results: 172 pts with NSQ EGFR WT
NSCLC received =1 dose of Teliso-V and comprised the safety population; 161 (c-Met high, 78;
c-Met int, 83) were included in baseline and efficacy analyses. Median age was 64 yrs (range
33—83), 69% were male, and 70% had ECOG PS 1. 97.5% had prior platinum and 82.0% had prior
immune checkpoint inhibitor. Efficacy data are presented in Table below. ORR was 34.6% (c-
Met high), 22.9% (c-Met int), 28.6% (overall). Median DOR was 9.0 mo (c-Met high), 7.2 mo
(c-Met int), 8.3 mo (overall). Most common any-grade treatment-related AEs (TRAESs) were
peripheral sensory neuropathy (30%), peripheral edema (16%), and fatigue (14%). Grade 5
TRAESs occurred in 2 pts (interstitial lung disease, respiratory failure). Conclusions: Teliso-V
has shown compelling and durable responses in pts with c-Met OE NSQ EGFR WT NSCLC,
especially in pts with c-Met high. Teliso-V had an acceptable safety profile that was clinically
manageable, which is consistent with previous data. Clinical trial information: NCT03539536.
Research Sponsor: AbbVie.

Efficacy endpoints.

c-Met High c-Met Int c-Met OE
n=78 n=83 Total N=161
ORR,* n (%) [95% CI] 27 (34.6) 19 (22.9) 46 (28.6)
[24.2, 46.2] [14.4, 33.4] [21.7, 36.2]
DCR,* n (%) [95% CI] 47 (60.3) 48 (57.8) 95 (59.0)
[48.5, 71.2] [46.5, 68.6] [51.0, 66.7]
Median DOR,* mo [95% ClI] 9.0 7.2 83
[4.2,13.0] [5.3,11.5] [5.6,11.3]
DOR* 26 mo, n/no. of responders (%) 17/27 (63.0) 9/19 (47.4) 26/46 (56.5)
Median PFS,* mo [95% ClI] 5.5 6.0 5.7
[4.1,8.3] [4.5,8.1] [4.6,6.9]
Median 0S, mo [95% Cl] 14.6 14.2 14.5
[9.2, 25.6] [9.6, 16.6] [9.9, 16.6]
Median follow-up, mo 20.2 18.9 19.3

*Per independent central review.


http://www.clinicaltrials.gov/ct2/show/NCT03539536
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Sacituzumab tirumotecan (SKB264/MK-2870) in patients (pts) with previously
treated locally recurrent or metastatic triple-negative breast cancer (TNBC): Results
from the phase Il OptiTROP-Breast01 study.

Binghe Xu, Yongmei Yin, Ying Fan, Quchang Ouyang, Lihua Song, Xiaojia Wang, Wei Li, Man Li, Xi Yan, Shusen Wang, Tao Sun, Yuee Teng, Xianjun Tang, Zhongsheng Tong,
Zhengkui Sun, Xiaoping Jin, Yina Diao, Gesha Liu, Junyou Ge; Cancer Hospital Chinese Academy of Medical Sciences, Beijing, China; Jiangsu Province Hospital, Nanjing,
China; Hunan Cancer Hospital, Changsha, China; Shandong Cancer Hospital and Institute, Jinan, China; Zhejiang Cancer Hospital, Hangzhou, China; The First Hospital of
Jilin University, Changchun, China; The Second Hospital of Dalian Medical University, Dalian, China; West China Hospital of Sichuan University, Chengdu, China; Sun Yat-
sen University Cancer Center, Guangzhou, China; Liaoning Cancer Hospital & Institute, Shenyang, China; The First Hospital of China Medical University, Shenyang, China;
Chongging University Cancer Hospital, Chonggqing, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; Breast Surgery, Jiangxi Cancer Hospital,
Nanchang, China; Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd., Chengdu, China

Background: TROP2 (trophoblast cell surface antigen 2) is highly expressed in TNBC and is
associated with worse survival. Sacituzumab tirumotecan (SKB264/MK-2870) is a TROP2 ADC
developed with a novel linker to conjugate the payload, a belotecan-derivative topoisomerase I
inhibitor with a drug-to-antibody-ratio (DAR) of 7.4. The hydrolytically linker permits both
extracellular pH-sensitive cleavage and intracellular enzymatic cleavage to release the mem-
brane permeable payload enabling the “bystander effect”. Here, we report the results from a
phase Il study of sacituzumab tirumotecan in pts with advanced TNBC (OptiTROP-Breasto1,
NCT05347134). Methods: In this randomized phase Il trial, SKB264 was compared with
physician’s choice of chemotherapy (eribulin, vinorelbine, capecitabine, or gemcitabine) in
pts with locally recurrent or metastatic TNBC who had received two or more prior therapies
including at least one for metastatic setting. The primary endpoint was progression-free
survival (PFS) by blinded independent central review (BICR). The TROP2 expression was
determined by immunohistochemistry (IHC) using the semi-quantitative H-score method.
Results: Pts were randomly assigned to receive SKB264 (n = 130) or chemotherapy (n = 133). The
median age was 51 years; 87% had visceral metastases; 26% received prior PD-1/PD-L1
inhibitors; 48% received three or more prior lines of chemotherapy for advanced disease.
The primary endpoint of PFS was met based on interim analysis (data cutoff: Jun 21, 2023) with a
69% reduction in risk of progression or death (HR 0.31; 95% CI, 0.22 to 0.45; P <0.00001). The
median PFS assessed by BICR was 5.7 months (95% CI, 4.3 to 7.2) with SKB264 and 2.3 months
(95% CI, 1.6 to 2.7) with chemotherapy; PFS at 6 months was 43.4% vs 11.1%. In the subset of pts
with TROP2 H-score > 200, the median PFS was 5.8 months with SKB264 and 1.9 months with
chemotherapy (HR 0.28; 95% CI, 0.17 to 0.48). At the first planned interim analysis for overall
survival (0S) (data cutoff: Nov 30, 2023) with median follow-up of 10.4 months, OS was
statistically significant in favor of SKB264 (HR 0.53; 95% CI, 0.36 to 0.78; P =0.0005); the
median OS was not reached (95% CI, 11.2 to NE) with SKB264 and 9.4 months (95% CI, 8.5 to
11.7) with chemotherapy. The objective response rate assessed by BICR was 43.8% with SKB264
and 12.8% with chemotherapy. Most common grade = 3 treatment-related adverse events
(SKB264 vs chemotherapy) were neutrophil count decreased (32.3% vs 47.0%), anemia (27.7%
vs 6.1%) and white blood cell count decreased (25.4% vs 36.4%). Conclusions: Sacituzumab
tirumotecan monotherapy demonstrated statistically significant and clinically meaningful PFS
and OS benefit over chemotherapy, with a manageable safety profile in pts with heavily
pretreated advanced TNBC and limited treatment options. Clinical trial information:
NCT05347134. Research Sponsor: Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT05347134
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Results from the randomized phase 3 DREAMM-8 study of belantamab mafodotin
plus pomalidomide and dexamethasone (BPd) vs pomalidomide plus bortezomib
and dexamethasone (PVd) in relapsed/refractory multiple myeloma (RRMM).

Suzanne Trudel, Meral Beksac, Ludék Pour, Sosana Delimpasi, Hang Quach, Vladimir I. Vorobyev, Michele Cavo, Kazuhito Suzuki, Pawel Robak, Kristin Morris, Amy Phillips-
Jones, Xiaoou Linnette Zhou, Giulia Fulci, Neal Sule, Brandon Kremer, Joanna Opalinska, Maria-Victoria Mateos, Meletios Athanasios Dimopoulos; Princess Margaret
Cancer Centre, Toronto, ON, Canada; Ankara University, Ankara, Turkey; University Hospital Brno, Brno, Czech Republic; General Hospital Evangelismos, Athens, Greece; St.
Vincent's Hospital Melbourne, University of Melbourne, Melbourne, Australia; Leningrad Regional Clinical Hospital, Saint-Petersburg, Russian Federation; Universita di
Bologna, Bologna, Italy; The Jikei University School of Medicine, Tokyo, Japan; Medical University of Lodz, Lodz, Poland; GSK plc, Philadelphia, PA; GSK plc, London, United
Kingdom; GlaxoSmithKline (GSK), Waltham, MA; GSK, Waltham, MA; GSK, Upper Providence, PA; Glaxo Smith Kline, Upper Providence, PA; Hospital Universitario de
Salamanca, Instituto de Investigacion Biomédica de Salamanca (IBSAL), Centro de Investigacion del Cancer (IBMCC-USAL, CSIC), Salamanca, Spain; Department of Clinical
Therapeutics, National and Kapodistrian University of Athens, School of Medicine, Athens, Greece

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2024, issue of the Journal of Clinical
Oncology.


http://meetings.asco.org
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Discontinuation of maintenance therapy in multiple myeloma guided by multimodal
measurable residual disease negativity (MRD2STOP).

Benjamin Avi Derman, Jennifer H. Cooperrider, Tadeusz Kubicki, Ajay Major, Ken Jiang, Aubrianna Ramsland, Karson Buckley, Samrawit Melka, Amanda Mclver,
Theodore Karrison, Andrzej J. Jakubowiak; University of Chicago, Chicago, IL; University of Chicago, Department of Medicine, Chicago, IL; University of Chicago Medical
Center, Chicago, IL; Division of Hematology, Department of Medicine, University of Colorado School of Medicine, Aurora, CO; Department of Medicine, University of Chicago
Medical Center, Chicago, IL

Background: Measurable residual disease (MRD) negativity is a potential marker for the
absence of disease in multiple myeloma (MM), which could be used to guide treatment
cessation. MRD2STOP (NCT04108624) is a prospective study investigating outcomes among
patients with sustained multimodal MRD negativity who discontinue maintenance therapy.
Methods: Discontinuation of maintenance was permitted if MRD negative by PET/CT, flow
cytometry (limit of detection [LoD] 1075), and NGS by clonoSEQ (threshold 10°°). Patients
underwent serial blood testing along with clonoSEQ, flow, and PET/CT annually for 3 years.
Concurrent BM aspirate samples also underwent CD138" immunomagnetic enrichment ana-
lyzed using clonoSEQ to achieve MRD 10”7 sensitivity. Primary endpoints were MRD resurgence
rate at the 10 %threshold, along with progression-free survival (PFS) and overall survival
among those MRD negative by the standard non-enriched clonoSEQ, Results: 83 patients were
screened, and 47 patients met eligibility to discontinue maintenance as of 1/21/24. Median age
was 66 years (range 39-84). 17 (36%) had high-risk disease at diagnosis (8 with 1q copy
abnormalities, 5 with ISS stage 3, 2 with t(4;14), 1 with t(14;16), and 3 with del17p). Most (45/47,
96%) had one line of therapy; 26 (55%) received a triplet and 19 (40%) a quadruplet. Prior
autologous transplant was received by 30 (64%) and multi-drug consolidation in 36 (77%)
prior to single-agent maintenance. 96% received lenalidomide as maintenance. Median du-
ration of consolidation/maintenance therapy prior to discontinuation was 36 months (range
12-95), including 14 (30%) with <27 months. Median follow-up was 30 months. Of 47 enrolled
patients, 5 (11%) experienced disease progression and an additional 6 (13%) had MRD re-
surgence at 10”5, Of 11 MRD resurgent events, 4 (36%) were MRD 107 positive at baseline, and 3
(27%) were MRD 1077 positive 1 year prior to MRD 10°° resurgence. 2 second hematologic
cancers occurred during follow-up: 1 Hodgkin lymphoma and 1 B-ALL, the latter which resulted
in the only patient death on study. The estimated 3-year PFS was 85%, including 93% for
patients MRD 1077 negative (n=40) at baseline and 31% for those MRD 107 positive (n=7) at
baseline (logrank p<0.001). Among the MRD evaluable patients (n=45), the 3-year MRD-free
survival (MRD-FS) was 68%; 78% for patients MRD 10~7 negative (n=38) and 33% for patients
MRD 1077 positive (n=7) (logrank p<0.001). There were no differences in MRD-FS or PFS when
stratified by high-risk disease, receipt of transplant, consolidation, or duration of maintenance.
Conclusions: Discontinuation of maintenance therapy among patients with MM and multi-
modal MRD-negativity results in a high rate of sustained MRD-negativity and lack of disease
progression. CD138"-enriched MRD samples using the clonoSEQ assay may help to even better
identify patients who can discontinue therapy. Clinical trial information: NCT04108624. Re-
search Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT04108624
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The potential role of serial circulating tumor DNA (ctDNA) testing after upfront
surgery to guide adjuvant chemotherapy for early stage pancreatic cancer: The
AGITG DYNAMIC-Pancreas trial.

Belinda Lee, Jeanne Tie, Yuxuan Wang, Joshua D. Cohen, Jeremy David Shapiro, Rachel Wong, Morteza Aghmesheh, Andrew Ddembe Kiberu, Alessandra Francesconi,
Matthew E. Burge, Amitesh Chandra Roy, Lisa Dobbyn, Janine Ptak, Natalie Silliman, Nickolas Papadopoulos, Kenneth W. Kinzler, Bert Vogelstein, Peter Gibbs; Northern
Health, Peter MacCallum Cancer Centre, Walter and Eliza Hall Institute of Medical Research, University of Melbourne, Melbourne, VIC, Australia; Peter MacCallum Cancer
Centre, Western Health and Walter and Eliza Hall Institute of Medical Research, Melbourne, Australia; Johns Hopkins University, Baltimore, MD; Ludwig Center for Cancer
Genetics and Therapeutics, Johns Hopkins University School of Medicine, Baltimore, MD; Cabrini Health, Melbourne, VIC, Australia; Eastern Health & Epworth Healthcare &
Eastern Health Clinical School, Monash University, Melbourne, Australia; Southern Medical Day Care Centre, Wollongong, NSW, Australia; Fiona Stanley Hospital, Murdoch,
Australia; Sunshine Coast University Hospital, Queensland, Australia; Royal Brishane and Women's Hospital, Brisbane, QLD, Australia; Flinders Centre For Innovation in
Cancer, Adelaide, Australia; Johns Hopkins University School of Medicine, Baltimore, MD; Walter and Eliza Hall Institute of Medical Research and Western Health,
Melbourne, VIC, Australia

Background: Recurrence rates following upfront resection of pancreatic adenocarcinoma are
high, with some benefit from adjuvant chemotherapy (AC). A biomarker that improves risk
stratification and/or provides real time indication of AC benefit could improve routine clinical
management and accelerate trial progress. Previous studies in pancreas cancer suggest that
patients with detectable ctDNA post surgery are at an elevated risk of recurrence. Detectable
ctDNA at the completion of AC may also be associated with an elevated recurrence risk.
Methods: Patients with early stage pancreatic adenocarcinoma were enrolled following upfront
resection at 26 Australian centres. Patients were ECOG 0-1 and fit for AC. A tumour-informed
ctDNA assay was used to identify somatic mutations for tracking in circulating cell-free DNA.
ctDNA+ patients received 6 months of AC (FOLFIRINOX or gemcitabine/capecitabine selected at
the clinician’s discretion), while ctDNA- patients could de-escalate to 3 months at the clini-
cian’s discretion. ctDNA was assessed again at the end of AC. The primary study endpoint was
the feasibility of ctDNA-guided therapy. Secondary endpoints included the association of ctDNA
with clinicopathologic risk factors and survival outcomes. Results: A total of 102 patients were
enrolled from March 2019 to Nov 2023. Median age was 68 years (range 41 — 86), with 50% male
and 95% ECOG 0-1. Tumours were located in the head of pancreas in 72%. Histology revealed T1
(18%), T2 (50%), and T3 (32%) tumors, with nodal involvement in 71%, and an Ro resection in
77%. Post-operative Ca19-9 was elevated in 29%. Forty patients (40%) were ctDNA+ve post
resection, 54 (53%) were ctDNA-ve, and no result was obtained in 4 (4%) due to the absence of
tumor mutation, and as a result, they were considered ineligible. The presence or absence of
ctDNA was not associated with known clinicopathologic risk factors. Median time to ctDNA
collection was 5 weeks (range 3 — 9) and to commencing AC was 6 weeks (range 4-12). Of 54
ctDNA-ve patients, 24 (44%) were de-escalated to receive a planned 3 months of AC. With a
median follow-up of 36 months (range 2-56) the median recurrence free survival (RES) in
ctDNA+ve patients was 13 months compared to 22 months for ctDNA-ve patients (HR 0.52, p =
0.003). Conclusions: A tumor informed ctDNA approach to AC selection is feasible for patients
undergoing upfront resection of pancreatic adenocarcinoma, with the first blood draw to be
scheduled at week 5, allowing time for ctDNA analysis to determine AC selection. A high
proportion of patients had detectable ctDNA, which appears independent of known prognostic
markers. ctDNA detection was associated with earlier recurrence. Analyses of the impact of
changes in ctDNA over time on survival are ongoing. Clinical trial information:
ACTN12618000335291. Research Sponsor: Marcus Foundation.
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Circulating tumor DNA analysis guiding adjuvant therapy in stage Il colon cancer:
Overall survival and updated 5-year results from the randomized DYNAMIC trial.
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Background: Previous results of the DYNAMIC study demonstrated that a ctDNA-guided
approach versus standard management in stage II colon cancer (CC) reduced adjuvant che-
motherapy (ACT) use without compromising 2-year recurrence-free survival (RFS). MMR
status defines two distinct subsets of stage II CC. Here, we report the impact of ctDNA burden,
end of ACT (EOT) ctDNA, and updated survival data including overall survival (0S). Methods:
DYNAMIC is a multi-center randomized phase II trial. Eligible patients (pts) had resected stage
II CC and were suitable for ACT. Pts were randomly assigned 2:1 to ctDNA-guided management
or standard management (clinician-guided based on conventional criteria). For ctDNA-guided
management, a ctDNA-positive result at 4 or 7 weeks after surgery with a tumor-informed
assay prompted oxaliplatin-based or fluoropyrimidine ACT; ctDNA-negative pts were not
treated. Between Aug 2015 and Aug 2019, 302 received ctDNA-guided and 153 standard
management. The primary endpoint was RFS, with a non-inferiority margin of 8.5%. Pre-
specified key secondary endpoints were ACT use and OS, with an additional secondary endpoint
of ctDNA clearance rate. Results: With a median follow-up of 59.6 months (IQR 55.0-61.5), 5-
year RFS were 88% and 87% with ctDNA-guided and standard management, respectively
(difference 1.1%, 95% confidence interval, -5.8% to 8.0%). 5-year OS for ctDNA-guided
treatment was 93.8% and standard management 93.3% (HR 1.05; 95% CI, 0.47 to 2.37; P =
0.887). 5-year OS was significantly worse in treated ctDNA-positive versus untreated ctDNA-
negative pts (85.6% vs 95.3%, HR 3.30; 95% CI, 1.02 to 9.05; P = 0.014). The 5-year OS for
ctDNA-negative T3 and T4 disease were 96.0% and 90.6%, respectively (HR 2.45; 95% CI, 0.65
to 9.25; P = 0.171). For treated ctDNA-positive pts, ctDNA clearance was observed at EOT in 35/
40 (87.5%). The 5-year RFS for EOT ctDNA clearance vs ctDNA persistence were 85.2% and
20.0%, respectively (HR 15.4; 95% CI, 3.91 to 61.0; P < 0.001). Pts with = 0.38 (the median)
mutant tumor molecules (MTM/mL) had a lower ctDNA clearance rate and worse RES than pts
with < 0.38 MTM/mL (ctDNA clearance 75% vs 100%, P = 0.047; 5-year RFS 58.9% vs 95.2%,
HR10.62, P = 0.005). Post-op ctDNA was detected in 5/59 (8.5%) of AMMR and 40/235 (17%) of
PMMR cases. In an exploratory analysis, ctDNA clearance was observed in 3/4 (75%) and 32/36
(89%) of dAMMR and pMMR cases, respectively. Conclusions: Mature outcome data confirms
the previous finding of non-inferiority of RFS with a ctDNA-guided approach to ACT for stage II
CC. For ctDNA-positive pts, the post-surgery mutation burden provides additional prognostic
information, as does the EOT ctDNA result. Additional data is needed to define any differential
impact of ACT by MMR status. This data supports a role for ctDNA analysis, including serial
sampling, in the management of stage II CC. Clinical trial information: ACTRN12615000381583.
Research Sponsor: NHMRC; U.S. National Institutes of Health.
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