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presentation and in the online supplement to the June 10, 2024, issue of the Journal of Clinical
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Background: Aggressive adult T-cell leukemia-lymphoma (ATL) (i.e., acute, lymphoma and
unfavorable chronic types) has poor prognosis with around a 1-year median survival time
(MST) with chemotherapy. Allogeneic hematopoietic stem cell transplantation (allo-HSCT)
provides a durable response with 3-year overall survival (3-y OS) of around 40%. However, the
results were mostly from retrospective studies. This single-arm, phase 3 trial by the Japan
Clinical Oncology Group (JCOG) evaluated upfront allo-HSCT for aggressive ATL
(jRCTs031180243). Methods: Patients (pts) with newly diagnosed aggressive ATL who wished
to receive allo-HSCT were eligible. At trial initiation, JCOG0907 was restricted to myeloablative
allo-HSCT (MAST) for pts aged = 55 years. After protocol amendment in September 2014,
reduced intensity allo-HSCT (RIST) for pts aged 56-65 years was allowed. The protocol
treatment was VCAP-AMP-VECP as induction chemotherapy based on the phase 3 JCOG9801
trial (3-y OS 24%) followed by transplantation in pts upon first remission from an HLA-
matched or 1-locus mismatched related donor, or HLA-matched unrelated (UR) donor. MAST
regimens consisted of busulfan (BU)/cyclophosphamide (CPA) for related donors and total body
irradiation (TBI)/CPA for UR donors. RIST regimens consisted of BU/fludarabine (FLU) for
related donors and FLU/BU/TBI for UR donors. The primary endpoint was 3-y OS in all
registered pts. This study evaluated whether the lower limit of the two-sided 90% CI of 3-y
0S exceeded a threshold of 25%. Results: Between September 2010 and June 2020, 110 pts (72
acute, 27 lymphoma, 10 unfavorable chronic and 1 other) were enrolled. Of 92 pts who received
allo-HSCT (all transplants), 41 pts (19 MAST and 22 RIST, 12 related and 29 UR) received per-
protocol allo-HSCT (study transplant) and 51 pts (11 related, 15 UR and 25 cord blood) received
allo-HSCT not specified in the protocol, 35 of whom received allo-HSCT during first remission
and 16 pts after progression. The primary endpoint was met with 3-y OS of 44.0% (90% CI,
36.0-51.6). MST was 3.0 years (95% CI, 1.5-5.8) for study transplants and 2.5 years (95% CI, 1.4~
4.8) for all transplants. Multivariable analysis with a time-dependent covariate for the presence
or absence of transplant revealed the hazard ratio of OS for study transplants compared with
non-study transplants was 0.92 (95% CI, 0.55-1.51). In 41 study transplants, treatment-related
deaths (TRD) were 16.7% in related transplants and 20.7% in UR transplants. Among 70 pts who
died, causes of death were disease progression in 34, TRD due to protocol treatment in 9, TRD
due to post-protocol treatment in 21, and other disease in 6. Conclusions: Upfront allo-HSCT
can be recommended for chemotherapy-sensitive pts with aggressive ATL, but its survival
benefit is not clear considering immortal time bias suggested by multivariable analysis with a
time-dependent covariate. Clinical trial information: jRCTs031180243. Research Sponsor: the
National Cancer Center Research and Development Fund.
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Background: Immune checkpoint blockades have been investigated and show promising re-
sults in natural killer (NK)/T-cell lymphoma (NKTCL) patients. This study explored the efficacy
and safety of camrelizumab, a PD-1 monoclonal antibody, combined with pegaspargase,
etoposide, and high-dose methotrexate (CLAMP) in the treatment of NKTCL patients.
Methods: This single-arm, phase 2 study enrolled patients with NKTCL. Patients were divided
into two groups: group A, early-stage (Ann Arbor staging I/II) patients; group B, advanced-
stage (Ann Arbor staging ITI/IV) and RR patients. Group A received involved-field radiotherapy
combined with 3-4 cycles of CLAMP treatment. Group B received 6 cycles of CLAMP treatment.
CLAMP regimen was administrated as follows: pegaspargase 2500 U/m? d1, etoposide 100 mg/
m? per day di1-3, HD-MTX 3 g/m? d4, camrelizumab 200 mg d7. Results: A total of 41 patients,
including 36 newly diagnosed and 5 relapsed NKTCL, were enrolled in this study from July 2020
to December 2022. 14 patients presented with high-risk central nervous system (CNS) in-
filtration with 2-4 risk factors of the NKPI (Ann Arbor stage III or IV, presence of B symptoms,
regional lymph node involvement, elevated lactate dehydrogenase). One patient had complied
hemophagocytic lymphohistiocytosis (HLH). On treatment completion, the overall cohort
showed a complete remission (CR) rate of 87.80% (36/41) and a partial remission (PR) rate
of 7.32% (3/41), giving an overall response rate (ORR) of 95.12% (39/41). The ORR for group A
patients was 100% (19/19) and 90.91% (20/22) for group B patients; only 2 patients in group B
progressed during the treatment. The patient with HLH obtained CR and was disease-free for
more than 12 months. No patients developed HLH or CNS involvement during the follow-up
period. At a median follow-up of 21 months, 5 patients (12.20%) died; among them, 3 patients
died of disease progression, and 2 patients died of infection unrelated to treatment. The 2-year
progression-free survival (PFS) and 2-year overall survival (OS) rates for the whole cohort were
72.81% and 88.03%, respectively. The 2-year PFS rates for group A and group B were 91.67%
and 53.83%, respectively. The 2-year OS rates for group A and group B were 91.67% and 77.53%,
respectively. Hematologic toxicity was common, yet nonhematologic toxicity was mild and
could be well controlled by supportive treatments, except 2 patients had delayed methotrexate
metabolism and received dialysis. No treatment-related death was observed. Conclusions: The
CLAMP regimen is effective and safe and seems to reduce the incidence of CNS involvement and
HLH. The CLAMP regimen may be a promising option in the treatment of NKTCL lymphoma.
Clinical trial information: ChiCTR2100051208. Research Sponsor: None.
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Background: A substantial proportion of patients (pts) with relapsed/refractory (R/R) non-
Hodgkin lymphomas (NHL) will not derive a long-term benefit from the existing anti-CD19
chimeric antigen receptor (CAR) T cells. To enhance therapeutic efficacy, we have engineered
huCART19-1L18, a 40 generation 4-1BB anti-CD19 construct, armored with the ability to
secrete the pro-inflammatory cytokine, IL-18. Methods: This is a first-in-human trial using
huCART19-IL18 for CD19+ B-cell malignancies (NCT04684563). Expedited 3-day manufactur-
ing is utilized to limit T-cell exhaustion. To be eligible for the NHL cohort, pts must be R/R to
prior anti-CD19 CAR T cells if indicated by FDA label. Dose levels (DL) between 3x10° and 3x108
of huCART19-1L18+ cells are administered as a single IV infusion following lymphodepleting
chemotherapy. Bridging therapy is optional. Responses are first assessed at 3 months (mo)
using Lugano criteria. Results: As of January 20, 2024, 21 pts with CD19+ NHL were infused with
huCART19-IL18. Characteristics include median age 64 yrs (47-74), 76% male, 9 (43%) DLBCL,
6 (29%) FL, 3 (14%) MCL, 2 (10%) tFL, 1 (5%) HGBCL. Median number of prior Rx was 7 (4-14)
with 20 (95%) pts R/R to prior anti-CD19 CAR T cells. Manufacturing of DL5 (3x10%) was not
feasible due to inability to achieve the target dose in 4/6 (67%) pts assigned to DL5. 18 (86%) pts
received bridging. 3 pts received DL1 (3x10°), 4 pts DL2 (7x10°), 1 pt non-defined dose (2.8x107),
6 pts DL3 (3x107), 5 pts DL4 (7x107), 2 pts DL5 (3x108). No study-related deaths occurred in 21
safety-evaluable pts. CRS occurred in 15 (71%) pts: G1in 8 (38%), G2 in 4 (19%), G3 in 3 (14%).
ICANS occurred in 3 (14%) pts: G1in 2 (10%), G2 in 1 (5%). The most common G3 adverse events
at least possibly related to huCART19-1L18 included fatigue (38%), hypotension (29%), and low
fibrinogen (23%). 20 pts are efficacy evaluable with median (m) follow-up of 15 mo (3-31). The 3
mo ORR was 80% (90% CI: 60-93%), with CR 50% (90% CI: 30-70%) and PR 30% (90% CI: 14-
51%). mDOR was 10 mo (5.5-NR). mPFS was 8.7 mo (90% CI 5-NR), and mOS was NR (90% CI 25
mo-NR). We detected continued persistence of huCART19-1L18 in pts with 24 mo follow-up. No
correlation between cell dose and outcome was identified, but response rates and mean
expansion (copies/pg gDNA) were higher in pts previously exposed to CD28 CAR than those
who had prior 4-1BB CAR (Table). Conclusions: Treatment with huCART19-IL18 has an
acceptable safety profile and produced durable remissions in heavily pre-treated pts with R/
R NHL despite prior CAR T-cell therapy. The subtype of the preceding CAR product may
influence the expansion and effectiveness of huCART19-IL18. Clinical trial information:
NCT04684563. Research Sponsor: None.

Responses and expansion by prior CAR product.

CD28 4-1BB
(axi-cel, brexu-cel) (tiso-cel, liso-cel)
N=10 N=9 p-value
ORR 100% 56% 0.03*
CR 80% 22% 0.02*
Mean huCART19-IL18 expansion 26,326 5,479 0.01**

*) Fisher's exact t. **) Wilcoxon rank sum t.
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Benefit of rituximab maintenance after first-line bendamustine-rituximab in mantle
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Background: Rituximab maintenance (RM) after first-line (1L) bendamustine and rituximab
(BR) in MCL did not improve progression-free survival in the MAINTAIN trial (Rummel et al,
ASCO 2016) but was associated with improved survival outcomes in a North American obser-
vational study (Martin et al, JCO 2023). We sought to examine the potential benefit of RM after
BR using a large observational cohort from 26 US academic centers. Methods: Patients with
MCL who received 1L BR (without stem cell transplant) outside of clinical trials were included.
At the landmark of 3 months after the end of BR, patients who achieved a complete response
(CR) or partial response (PR) to BR and had no evidence of progressive disease (PD) or second-
line (2L) therapy were deemed eligible for RM. Event-free survival (EFS) was defined as time
from landmark to progression, relapse, retreatment, or death. EFS2 was defined as time from
landmark to progression, relapse, or retreatment following 2L therapy or death. RM was not
considered aline of therapy for either endpoint. OS was defined as time from landmark to death.
Survival analysis was done with Kaplan-Meier methods and Cox regression models adjusting
for sex and simplified MIPI. Results: Among 796 patients who received 1L BRin 2007-2020, 693
achieved a CR or PR. At the 3-month post-BR landmark, 613 had no evidence of PD, among
whom 318 (52%) received RM and 295 did not. The RM group was younger (median age 70 vs 72,
p = 0.010) and more predominantly male (78% vs 69%, p = 0.047). There was no statistical
difference in stage, simplified MIPI, histology (blastoid or pleomorphic vs classic), Ki-67, TP53
alteration, complex karyotype, year of BR start, or best response to BR between the two groups.
The median follow-up after the 3-month post-BR landmark was 61.3 months (95% CI 62.6-
70.4). The median number of doses of RM was 10 (IQR 5-12). RM was associated with improved
EFS (median 47.1 vs 29.7 months, adjusted HR 0.59, 95% CI 0.48-0.73), EFS2 (median 89.1 vs
48.3 months, adjusted HR 0.63, 95% CI 0.50-0.81), and OS (median 136.1 vs 74.3 months,
adjusted HR 0.57, 95% CI 0.44-0.75) (all p values < 0.001). In patients with CR to 1L. BR (n=527),
271(51%) received RM, for a median of 11 (IQR 6-12) doses. In this subgroup, RM was associated
with improved EFS (median 60.6 vs 31.5 months, adjusted HR 0.56, 95% CI 0.44-0.71), EFS2
(median 89.1 vs 48.3 months, adjusted HR 0.62, 95% CI 0.48-0.81), and OS (median 136.1 vs
75.6 months, adjusted HR 0.59, 95% CI 0.44-0.79) (all p values < 0.001). Analysis in patients
with PR to 1L BR was limited by the sample size (n=86, 47 received RM). The numeric
differences in median EFS (20.8 vs 11.5, log-rank p = 0.370), EFS2 (48.9 vs 30.3, log-rank p
=0.210) and OS (87.3vs 46.9, log-rank p = 0.067) were not statistically significant. Conclusions:
In this large multicenter study, RM after 1L. BR was associated with improved EFS and OS,
supporting its use in routine practice for patients with newly diagnosed MCL. Research Sponsor:
None.
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Efficacy and safety of ibrutinib plus venetoclax in patients with mantle cell lym-
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Background: TP53 mutations confer high risk of early progressive disease (PD) and poor
outcomes with standard chemoimmunotherapy in patients (pts) with MCL. To date, data on
novel treatment options for these pts are limited to small single-arm analyses. The phase 3
SYMPATICO study is evaluating ibrutinib (Ibr) + venetoclax (Ven) in 3 cohorts of pts with MCL.
Primary analysis of the randomized phase showed superior PFS with Ibr+Ven vs Ibr+placebo
(Pbo) in pts with relapsed/refractory (R/R) MCL (Wang M et al, ASH 2023) with similar hazard
ratios for pts with and without TP53mutations (0.57 [95% CI, 0.33—0.97] and 0.52 [95% CI,
0.32—-0.82], respectively). Here, we report efficacy and safety of Ibr+Ven in pts with TP53
mutations across cohorts. Methods: The SYMPATICO cohorts are: open-label safety run-in
phase to evaluate concurrent initiation of Ibr+Ven in R/R MCL (n=21); randomized phase to
evaluate Ibr+Ven (n=134) vs Ibr+Pbo (n=133) in R/R MCL; and open-label cohort to evaluate
first-line (1L) Ibr+Ven (n=78). Data were pooled across cohorts for pts with TP53mutations-
treated with oral Ibr 560 mg once daily and Ven (5-wk ramp-up to 400 mg once daily) for 2y,
then single-agent Ibr 560 mg until PD or unacceptable toxicity. Response was assessed by
investigators per Lugano criteria. Results: In total, 74 pts with TP53 mutations received Ibr+Ven
in the safety run-in phase (n=5), the randomized phase (n=40), and the 1L cohort (n=29). At
baseline, median age was 67 y, 96% of pts had ECOG PS of 0—1, 43% had high-risk simplified
MIPI score, 36% had bulky disease =5 cm, 64% had bone marrow involvement, and 39% had
splenomegaly. With a median time on study of 40.1 mo (range, 0.6+ to 60.7), median PFS was
20.9 mo vs not reached (NR) in pts without TP53 mutations. ORR was 84%, and the CR rate was
57%. Median OS was 47.1 mo. Outcomes were generally comparable in 1L and R/R MCL (Table).
Median duration of treatment was 15.9 mo (range, 0.3—58.9); at data cutoff, treatment was
ongoing with Ibr in 24% of pts and with Ven in 4%. The most frequent grade =3 AEs (in =10% of
pts) were neutropenia (32%), anemia (15%), and thrombocytopenia (15%). Conclusions:
Ibr+Ven demonstrated promising efficacy with high CR rates and durable remissions in
high-risk pts with MCL and TP53mutations in SYMPATICO (n=74; 29 1L and 45 R/R), the
largest single-study cohort of such pts reported to date. Clinical trial information:
NCT03112174. Research Sponsor: Pharmacyclics LLC, an AbbVie Company.

Outcomes (95% Cl) 1L R/R Total

Pts without 7P53 mutations n=44 n=75 N=119
Median PFS, mo NR (NE-NE) 46.9 (31.5-NE) NR (36.4—NE)

Pts with TP53 mutations n=29 n=45 N=74
Median PFS, mo 22.0 (9.2-NE) 20.9 (13.0-33.1) 20.9 (14.7-30.6)
ORR, % 90 (73-98) 80 (65-90) 84 (73-91)
CR rate, % 55 (36—74) 58 (42-72) 57 (45-68)
Median duration of response, mo 20.5 (12.0-NE) 26.5 (16.8—NE) 26.0 (16.8-32.2)
Median duration of CR, mo 20.5 (5.4-NE) NR (18.7—-NE) 32.2 (18.7-NE)

Median 0S, mo NR (30.6—-NE) 35.0 (14.1-NE) 47.1 (30.6—NE)



http://www.clinicaltrials.gov/ct2/show/NCT03112174

HEMATOLOGIC MALIGNANCIES—LYMPHOMA AND CHRONIC LYMPHOCYTIC LEUKEMIA
7008 Oral Abstract Session

Glofitamab monotherapy in patients with heavily pretreated relapsed/refractory
(R/R) mantle cell lymphoma (MCL): Updated analysis from a phase I/l study.

Tycel Jovelle Phillips, Carmelo Carlo-Stella, Franck Morschhauser, Emmanuel Bachy, Michael Crump, Marek Trneny, Nancy L. Bartlett, Jan Zaucha, Tomasz Wrobel,
Fritz Offner, Audrey Filézac de L'Etang, James Relf, David J. Carlile, Ben Byrne, Estefania Mulvihill, Linda Lundberg, Michael Dickinson; City of Hope National Medical Center,
Duarte, CA; Humanitas University and IRCCS Humanitas Research Hospital, Milano, Italy; Centre Hospitalier Universitaire de Lille, Lille, France; Hospices Civils de Lyon and
Université Claude Bernard, Pierre-Bénite, France; Princess Margaret Hospital, Toronto, ON, Canada; Charles University, Prague, Czech Republic; Siteman Cancer Center, St.
Louis, MO; Medical University of Gdansk, Gdansk, Poland; Wroclaw Medical University, Wroclaw, Poland; Dept Hematology Universitair Ziekenhuis, Gent, Belgium;

F. Hoffmann-La Roche Ltd, Basel, Switzerland; Roche Products Ltd., Welwyn Garden City, United Kingdom; Peter MacCallum Cancer Centre, Melbourne, Australia

Background: Glofitamab, abispecific antibody with a novel 2:1 (CD20:CD3) format, engages and
redirects T cells to eliminate malignant B cells. In a Phase I/II study (NCT03075696), fixed-
duration glofitamab monotherapy showed high, durable complete responses (CR) and manage-
able safety in patients (pts) with heavily pretreated R/R MCL (Phillips et al. ASH 2022). We
report updated efficacy and safety data for pts with R/R MCL. Methods: Pts received obinu-
tuzumab pretreatment (Gpt; 1000mg or 2000mg) 7 days before their first glofitamab dose.
Glofitamab step-up dosing was given on Cycle (C) 1 Day (D) 8 (2.5mg) and D15 (10mg), and
target dose (16mg or 30mg) from C2D1 to C12 as a fixed-duration therapy. Efficacy endpoints
were CR, overall response rate (ORR), duration of CR (DOCR), duration of response (DOR) and
progression-free survival (PFS). Post-hoc PFS and overall survival (0OS) landmark analyses
were performed in pts with a CR at end of treatment (EOT). Results: As of Sept 4, 2023, 61 pts
were enrolled; 60 received study treatment (1000mg Gpt, n=16; 2000mg Gpt, n=44). Median
number of prior lines of therapy was 2 (range: 1—5); 73.3% were refractory to the last line of
prior therapy. Median duration of glofitamab therapy was 7.4 months; median number of cycles
was 12. Of the 31 pts (51.7%) who received prior Bruton’s tyrosine kinase inhibitor (BTKi)
therapy, 29 (93.5%) were BTKi refractory; median number of prior lines of therapy was 3
(range: 1-5); 90.0% were refractory to the last line of prior therapy. At a median PFS follow-up
of 17.2 months, ORR and CR rate were 85.0% and 78.3%, respectively. Median DOCR was
15.4 months; the majority of CRs (28/47; 59.6%) were ongoing at data cut-off. Of 19 pts with a
CR, 9 had disease progression and 10 died (fatal adverse event [AE], n=8; COVID, n=7; septic
shock, n=1). Estimated 12-month DOCR and DOR rates were 71.0% and 66.6%, respectively.
Median PFS was 16.8 months. Landmark analyses indicated that most pts with a CR at EOT were
alive and progression free 15 months post-EOT (OS rate, 72.7%; PES rate, 59.2%). Observed
efficacy data were consistent across both Gpt cohorts. In post-BTKi pts after a median PFS
follow-up of 26.1 months, ORR and CR rate were 74.2% and 71.0%, respectively. Median DOCR
was 12.6 months; median PFS was 8.6 months. No new safety signals were observed. Cytokine
release syndrome (CRS) remained the most common AE (42/60, 70.0%; Grade 1/2, 58.3%) and
was lower in the 2000mg (63.6%) vs the 1000mg (87.5%) Gpt cohort. Glofitamab monotherapy
(2000mg Gpt) is currently under investigation in the Phase III GLOBRYTE study
(NCT06084936). Conclusions: Fixed-duration glofitamab continues to demonstrate compel-
ling response rates that are maintained beyond EOT, with long-term durability observed in
heavily pretreated pts with R/R MCL, including pts with prior BTKi therapy. The safety profile
was manageable and CRS mainly low grade. Clinical trial information: NCT03075696. Research
Sponsor: NP30179 is sponsored by F Hoffmann-La Roche Ltd.; N/A; Third-party medical
writing support under the direction of authors, was provided by Deirdre Kelly, PhD and Emily
Lynch, PhD (Ashfield MedComms, an Inizio company) and funded by F Hoffmann-La Roche
Ltd; N/A.


http://www.clinicaltrials.gov/ct2/show/NCT03075696
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Outcomes in high-risk subgroups after fixed-duration ibrutinib + venetoclax for
chronic lymphocytic leukemia (CLL)/small lymphocytic lymphoma (SLL): Up to 5.5
years of follow-up in the phase 2 CAPTIVATE study.

William G. Wierda, Ryan Jacobs, Paul M. Barr, John N. Allan, Tanya Siddiqi, Alessandra Tedeschi, Thomas J. Kipps, Susan Mary O'Brien, Xavier C. Badoux, Andrea Visentin,
Masa Lasica, Dennis Carney, Anna Elinder Camburn, Javier De La Serna Torroba, Edith Szafer-Glusman, Cathy Zhou, Anita Szoke, James P. Dean, Paolo Ghia,
Constantine S. Tam; The University of Texas MD Anderson Cancer Center, Houston, TX; Levine Cancer Institute, Charlotte, NC; James P. Wilmot Cancer Center, University of
Rochester Medical Center, Rochester, NY; Weill Cornell Medicine, New York, NY; City of Hope National Medical Center, Duarte, CA; ASST Grande Ospedale Metropolitano
Niguarda, Milan, Italy; University of California San Diego Moores Cancer Center, La Jolla, CA; UC Irvine, Chao Comprehensive Cancer Center, Orange, CA; Ministry of Health,
Kogarah, NSW, Australia; Univerisity of Padova, Padova, Italy; St. Vincent's Hospital Melbourne, Melbourne, VIC, Australia; Peter MacCallum Cancer Centre, Melbourne, VIC,
Australia; North Shore Hospital, Auckland, New Zealand; Hospital Universitario 12 de Octubre, Madrid, Spain; AbbVie, North Chicago, IL; AbbVie Inc., North Chicago, IL;
Universita Vita-Salute San Raffaele and IRCCS Ospedale San Raffaele, Milan, Italy; The Alfred and Monash University, Melborne, VIC, Australia

Background: The phase 2 CAPTIVATE study evaluated first-line ibrutinib (Ibr) + venetoclax
(Ven) for CLL/SLL in 2 cohorts: minimal residual disease (MRD)-guided randomized discon-
tinuation (MRD cohort) and Fixed Duration (FD cohort). Ibr+Ven retreatment was allowed in
patients (pts) who had progressive disease (PD). Here, we report outcomes for pts with high-
risk genomic features from the FD cohort and retreatment outcomes in pts from the FD cohort
and MRD cohort placebo arm. Methods: Pts aged <70 y with previously untreated CLL/SLL
without restriction on genomic risk factors received 3 cycles of Ibr, then 12 cycles of Ibr+Ven
(Ibr, 420 mg/d orally; Ven, 5-wk ramp up to 400 mg/d orally). On-study retreatment included
single-agent Ibr (FD cohort or MRD cohort placebo arm); pts with PD >2 y after end of
treatment (EOT) could be retreated with FD Ibr+Ven (FD cohort). Results: In the FD cohort
(n=159) with a median follow-up of 61.2 mo (range, 0.8—66.3), 5-y PFS and OS rates (95% CI)
were 67% (59—74) and 96% (91—-98), respectively. 5-y PFS rates were higher in pts with
undetectable MRD at 3 mo after EOT in peripheral blood (83%) or bone marrow (84%) vs those
without (48% and 50%, respectively). 5-y PES rates (95% CI) in pts with genomic risk factors
were: del(17p)/mutated TP53 41% (21-59), complex karyotype 57% (37—72), del(11q) 64%
(30—-85), and unmutated IGHV 68% (50—80) (Table). In total, 18 second malignancies occurred
in 13 pts (10 events in 8 pts during FD Ibr+Ven, 6 events in 4 pts after EOT and before
retreatment, and 2 events in 2 pts during retreatment). Of 202 pts who completed Ibr+Ven
(FD cohort, n=159; MRD cohort placebo arm, n=43), 63 have had PD to date; PD occurred >2y
after EOT in 43/63 pts (68%). 32/63 (51%) pts initiated retreatment with Ibr (n=25) or Ibr+Ven
(n=7). With amedian time on Ibr retreatment of 21.9 mo (range, 0.03—50.4), ORR was 86% in 22
evaluable pts (best response: 1 CR; 1 nodular PR; 17 PR; 2 SD; 1 PD [Richter transformation]).
With a median time on Ibr+Ven retreatment of 13.8 mo (range, 3.7—15.1), ORR was 71% in 7
evaluable pts (best response: 1CR; 4 PR; 1 PRwith lymphocytosis; 1 SD). Conclusions: With up to
5.5y of follow-up, FD Ibr+Ven continues to provide clinically meaningful PFS in pts with high-
risk genomic features, as well as in the overall population. Ibr-based retreatment provides
promising responses in pts needing subsequent therapy after the all-oral FD regimen of
Ibr+Ven. Clinical trial information: NCT02910583. Research Sponsor: Pharmacyclics LLC, an
AbbVie Company.

With high-risk genomic Without high-risk genomic

FD cohort feature® feature®
5-y PFS rate, % 5-y PFS rate, %
n (95% Cl) n (95% Cl)

del(17p)/mutated TP53 27 41 (21-59) 129 73 (64—-80)
CKP 31 57 (37-72) 102 72 (61-80)
Unmutated IGHV® 40 68 (50-80) 44 85 (69-93)
del(11q)° 11 64 (30-85) 74 79 (67-87)

@Among pts with known baseline status. bDefined as =3 chromosomal abnormalities. °Excluding pts
with del(17p)/mutated TP53 or CK.


http://www.clinicaltrials.gov/ct2/show/NCT02910583
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Real-world outcomes of lisocabtagene maraleucel (liso-cel) in patients (pt) with
Richter transformation (RT) from the Center for International Blood and Marrow
Transplant Research (CIBMTR).

Allison Marie Winter, Sushma Bharadwaj, Alex Francisco Herrera, Chaitanya Iragavarapu, Sayeef Mirza, Maria Lia Palomba, Sagar S. Patel, Mecide Meric Gharibo,

David Bernasconi, Tracy Krimmel, Fei Fei Liu, Debasmita Roy, Marcelo C. Pasquini; Cleveland Clinic Taussig Cancer Institute, Cleveland, OH; Stanford University, Stanford,
CA; City of Hope Medical Center, Duarte, CA; University of Kentucky College of Medicine, Lexington, KY; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL;
Memorial Sloan Kettering Cancer Center, New York, NY; Hunstman Cancer Institute at the University of Utah, Salt Lake City, UT; Bristol Myers Squibb, Princeton, NJ;
Celgene, a Bristol Myers Squibb Company, Boudry, Switzerland; Center for International Blood & Marrow Transplant Research, Medical College of Wisconsin, Milwaukee, WI

Background: Pts with RT have poor prognosis and no standard treatment options with median
0S of 3—12 mo (Eyre TA. Hematology Am Soc Hematol Educ Program 2023), indicating an unmet
need. We report the largest cohort of real-world pts with RT treated with commercial liso-cel,
an autologous, CD19-directed, 4-1BB CAR T cell product. Methods: This analysis included US
pts with RT from the CIBMTR who received commercial liso-cel between 02/2021 and 02/2023.
Primary outcomes included ORR, CR rate, duration of response (DOR), PFS, OS, and safety
(including cytokine release syndrome [CRS] and immune effector cell-associated neurotoxicity
syndrome [ICANS] based on Lee 2018 criteria, and prolonged cytopenia defined as grade [gr] 4
thrombocytopenia and/or neutropenia persistent at 30 d after infusion). Results: At data cutoff
(08/04/2023), 30 pts with RT were included. Demographics and baseline characteristics at liso-
cel infusion are shown in the Table; additional data regarding the pts’ indolent disease and
treatment history will be provided in the presentation. Median time from leukapheresis to liso-
cel infusion was 35 d (range, 28—63). At median follow-up of 12.3 mo, ORR was 76% among
evaluable pts (n = 29) with 66% in CR. Median time to first response was 1.1 mo (range, 0—3.1).
Median DOR was not reached (NR); 12-mo DOR rate was 77% (95% CI, 49.5—91). Median PFS (n
=29) and median OS (n = 30) were NR; estimated 12-mo PFS was 54% (95% CI, 33—72) and 12-
mo OS was 67% (95% CI, 44—83). Overall, 70% of pts had CRS (gr 3, 0; gr 4, 3%; gr 5, 3% [this pt
also had hemophagocytic lymphohistiocytosis]); most common CRS treatments were corti-
costeroids and tocilizumab (23%) and tocilizumab (20%). ICANS was seen in 47% of pts (gr 3,
17%; gr 4, 10%; gr 5, 0) and most commonly treated with corticosteroids (23%), antiepileptics
and corticosteroids (7%), and antiepileptics (7%). Prolonged cytopenia occurred in 17% of pts.
One pt had a second primary malignancy (gastrointestinal). Eight (27%) pts died, including 7
because of progression. Conclusions: Pts with RT have poor prognosis with a high unmet need.
Here, we show that liso-cel provided meaningful clinical benefit with low incidences of gr = 3
CRS and ICANS observed. The high CR rate is promising in this difficult-to-treat population,
and longer follow-up in a larger cohort is needed. Research Sponsor: This study was funded by
BMS. All authors contributed to and approved the abstract; writing and editorial assistance were
provided by Allison Green, PhD, CMPP, of The Lockwood Group (Stamford, CT, USA), funded by
BMS.

Baseline characteristics as reported after RT and before liso-cel.

Pts With RT (N = 30)
Male® 20 (67)

Median (range) age, y 66 (42-82)
Histology®
Diffuse LBCL 27 (90)
High-grade B-cell lymphoma 2 (7)
Other 1(3)
ECOG PS?
0-1 27 (90)
22 2(7)
Active CNS involvement?® 2 (7)
International Prognositic Index score®
0-2 21 (70)
3-5 9 (30)
Median (range) prior lines of therapy including hematopoietic stem 3(1-11)
cell
transplantation (HSCT)
Prior HSCT*
Autologous 3(10)
Allogeneic 2 (7)
Received bridging therapy, n (%) 13 (43)

an (%).
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Examining two hematologic precursors and their impact on incident lymphoid
malignancies.

Nicholas J. Boddicker, Rosalie Griffin, Erin G Franke, Sara J Achenbach, Kari G. Rabe, Janet E. Olson, Daniel R O'Brien, Aaron Norman, Tao Ma, Timothy G. Call,
Mingma S Hoel, Esteban Braggio, Paul Joseph Hampel, Curtis A Hanson, James Robert Cerhan, Celine M. Vachon, Sameer Ashok Parikh, Tait D. Shanafelt, Susan L. Slager;
Mayo Clinic, Rochester, MN; Division of Clinical Trials and Biostatistics, Mayo Clinic, Rochester, MN; Division of Epidemiology, Mayo Clinic, Rochester, MN; Mayo Clinic,
Department of Health Sciences Research, Rochester, MN; Department of Hematology and Oncology, Mayo Clinic, Phoenix, AZ; Department of Laboratory and Oncology,
Mayo Clinic, Rochester, MN; Stanford University Medical Center, Stanford, CA

Background: Monoclonal B-cell lymphocytosis (MBL) is a precursor to chronic lymphocytic
leukemia (CLL) but also a risk factor for other lymphoid malignancies. Clonal hematopoiesis
(CH), originally defined as the presence of mutations in myeloid driver genes, is a precursor to
myeloid malignancies. Recently, CH that includes genes associated with lymphoid malignan-
cies has been reportedly associated with risk of lymphoid malignancies, and particularly CLL.
Little is known about the association between CH and MBL and their joint effects on risk of
hematological malignancies (HM). Methods: Study participants were from the Mayo Clinic
Biobank, a large-scale biorepository of patients who provided a peripheral blood sample. CH at
enrollment was determined using whole-exome sequencing (50x coverage). Myeloid-CH (M-
CH) was based on mutations located in 56 genes associated with myeloid malignancies.
Lymphoid-CH (L-CH) was based on 235 genes associated with lymphoid malignancies. In-
dividuals were screened for MBL using eight-color flow cytometry in two different cohorts of
Biobank participants. Cohort 1 (N=3883) included participants who had available sample for
MBL screening at enrollment. Cohort 2 (N=5684) were participants recontacted to provide a
sample for MBL screening. Incident HM were identified using ICD codes and confirmed via
medical record review. Logistic regression was used to estimate odds ratios (OR) and 95%
confidence intervals (CI). Cox regression was used to estimate hazard ratios (HR), with time
defined as date between MBL sample and the first of incident HM, death, or 9/30/2023. Analyses
were adjusted for age at MBL screening and sex. Results: In total, 9567 individuals (39% male,
median age 66 years) were screened for MBL with available CH, of whom 17% were positive for
MBL, 7% were positive for M-CH, and 2% were positive for L-CH. We found no evidence of an
association between M-CH and MBL (OR=1.11, 95% CI:0.91-1.34) nor L-CH and MBL (OR=1.05,
95% CI:0.70-1.55). When subset to Cohort 1, where the same sample was used for both CH and
MBL screening, the results held (M-CH OR=1.11, 95% CI: 0.83-1.48; L-CH OR=0.82, 95% CI:
0.40-1.53). Next, we investigated the effect of each of these precursors with incident HM.
Median follow-up was 4 years, and 78 individuals developed incident HM (31 myeloid, 49
lymphoid overall, 8 CLL). When modeling both precursors, both L-CH (HR=6.23, 95% CIL:2.46-
15.79) and MBL (HR=3.89, 95% CI:2.17-6.99) were independently associated with incident
lymphoid malignancy. When excluding CLL events, the association held (L-CH: HR=5.94, 95%
CI:2.11-16.77; MBL: HR=2.95, 95% CI:1.54-5.66). Only M-CH was significantly associated with
incident myeloid malignancies. Conclusions: In the largest cohort with MBL and CH precursors
measured, we found no evidence of an association between them. However, both MBL and L-CH
were strong independent risk factors for incident lymphoid malignancies. Research Sponsor:
U.S. National Institutes of Health; Ro1 AG58266.
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Randomized phase II/lll study of R-CHOP +/- venetoclax in previously untreated
MYC/BCL2 double expressor diffuse large B cell lymphoma (DLBCL): Alliance
A051701.

Jeremy S. Abramson, Susan Michelle Geyer, Levi D Pederson, Sharmila Giri, Eric D. Hsi, Richard F. Little, Steven Gore, Daniel J Landsburg, Hua-Jay Jeffery Cherng,
Brad S. Kahl, Neha Mehta-Shah, Shira Dinner, Jonathan W. Friedberg, Nancy L. Bartlett, John Paul Leonard; Massachusetts General Hospital, Boston, MA; Alliance
Statistics and Data Management Center and Mayo Clinic Rochester, Rochester, MN; Mayo Clinic, Rochester, MN; National Cancer Institute, Rockville, MD; National Cancer
Institute, Bethesda, MD; Hospital of the University of Pennsylvania, Philadelphia, PA; Columbia University Irving Medical Center, New York, NY; Washington University
School of Medicine, St. Louis, MO; University of Chicago, Chicago, IL; University of Rochester, Rochester, NY; Weill Cornell Medicine, New York, NY

Background: DLBCL with expression of MYC and BCL2 (double expressor lymphoma, DEL), has
an adverse prognosis. Venetoclax, an inhibitor of BCL2, was previously studied in combination
with R-CHOP. A051701 is a phase II/III randomized trial of chemoimmunotherapy +/- ven-
etoclax in DEL and double hit lymphoma cohorts. Here we report initial phase Il results from the
DEL cohort. Methods: Patients (pts) age = 18 years (y) with untreated DEL were randomized 1:1
to R-CHOP (Arm 1) or R-CHOP-venetoclax (Arm 2). DEL was defined as MYC expression =40%
and BCL2 expression =50%, without double hit cytogenetics. Enrollment was based on local
pathology results that were centrally confirmed. Venetoclax 800 mg was given orally days 4-8
of cycle 1 and days 1-5 of subsequent cycles for up to 6 cycles. All cycles were supported by GCSF
or peg-GCSF. The primary endpoint was progression-free survival (PFS) with 84% power to
detect a HR of 0.518 corresponding to 2y PFS rate of 65% in Arm 1 and 80% in Arm 2 (1-sided
«=0.20). Results: 119 DEL pts were enrolled: 60 Arm 1; 59 Arm 2. Analyses were performed for
the modified intent-to-treat population, defined as eligible pts with confirmed DEL histology
(n=113; 56 Arm 1, 57 Arm 2). Median age was 64 y (range 22-85); baseline demographic factors
were well balanced except for advanced stage (more common in Arm 1; (77% vs 60%, p=0.051).
Most pts were non-germinal center B cell-like by immunohistochemistry (Arm 1 72%, Arm 2
58%), high-intermediate/high risk IPI (Arm 1 54%, Arm 2 51%) and ECOG performance status
0-1 (Arm 1 95%, Arm 2 86%). BCL2 rearrangements were detected in 25% and 33% of pts on
Arm 1 and Arm 2, respectively. Most pts completed therapy per protocol (84% Arm 1, 75% Arm
2). Median follow up is 27 months (m). No difference in PFS was observed with 12-m PFS
estimates of 77% in Arm 1, 76% in Arm 2 [HR = 0.98 (95% CI: 0.48 — 2.01), p=0.95]. The end of
treatment (EOT) overall and complete response rates among patients with an EOT assessment
were 87.5% and 70% in Arm 1, and 90% and 82% in Arm 2. Overall survival (OS) was not
statistically significantly different with 12-mo OS estimates of 94% in Arm 1 and 79% in Arm 2
[HR = 1.27 (95% CI: 0.57 — 2.79), p=0.56]. Grade =3 adverse events (AEs) occurred more
frequently in Arm 2 (42% vs 76%). The most commonly increased grade =3 AEs included
neutropenia (20% Vs 47%), anemia (4% vs 25.5%), thrombocytopenia (5.5% vs 24%), febrile
neutropenia (7% vs 16%) and fatigue (0% vs 11%). No grade 5 AEs on treatment were reported
on Arm 1, and 3 were reported on Arm 2 (lung infection and sudden death NOS, both possibly
related; respiratory failure, unlikely related). Conclusions: Adding venetoclax to R-CHOP in
DEL pts did not improve PFS and resulted in increased toxicity. The study did not meet its
primary endpoint in phase II, and so did not proceed to phase III. Clinical trial information:
NCT03984448. Research Sponsor: National Cancer Institute; U10CA180882.
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Lisocabtagene maraleucel (liso-cel) vs standard of care (SOC) with salvage che-
motherapy (CT) followed by autologous stem cell transplantation (ASCT) as
second-line (2L) treatment in patients (pt) with R/R large B-cell lymphoma (LBCL):
3-year follow-up (FU) from the randomized, phase 3 TRANSFORM study.

Manali Kirtikumar Kamdar, Scott R. Solomon, Jon Arnason, Patrick B. Johnston, Bertram GlaB, Veronika Bachanova, Sami Ibrahimi, Stephan Mielke, Pim Mutsaers,
Francisco J. Hernandez-llizaliturri, Koji lzutsu, Franck Morschhauser, Matthew Alexander Lunning, Victor A. Chow, Josu Santamaria, Silvia Colicino, Ken Ogasawara,
Lara Stepan, Jeremy S. Abramson; University of Colorado Cancer Center, Aurora, CO; Northside Hospital Cancer Institute, Atlanta, GA; Beth Israel Deaconess Medical
Center, Boston, MA; Mayo Clinic Rochester, Rochester, MN; Helios Klinikum Berlin-Buch, Berlin, Germany; University of Minnesota, Minneapolis, MN; University of
Oklahoma Stephenson Cancer Center, Oklahoma City, OK; Karolinska Institutet and University Hospital, Karolinska Comprehensive Cancer Center, Stockholm, Sweden;
Erasmus University Medical Center, Rotterdam, Netherlands; Roswell Park Comprehensive Cancer Center, Buffalo, NY; National Cancer Center Hospital, Tokyo, Japan;
Centre Hospitalier Universitaire de Lille, Groupe de Recherche sur les formes Injectables et les Technologies Associées, Lille, France; University of Nebraska Medical
Center, Omaha, NE; Bristol Myers Squibb, Seattle, WA; Celgene, a Bristol Myers Squibb Company, Boudry, Switzerland; Bristol Myers Squibb, Princeton, NJ; Massachusetts
General Hospital Cancer Center, Harvard Medical School, Boston, MA

Background: Liso-cel is an autologous, CD19-directed, 4-1BB CAR T cell product. In prespe-
cified interim and primary analyses of TRANSFORM (NCT03575351), liso-cel showed signif-
icant improvements in efficacy vs SOC in pts with R/R LBCL. Here we report results after ~3-y
FU. Methods: TRANSFORM is a randomized phase 3 study comparing liso-cel vs SOC (CT [R-
DHAP, R-ICE, or R-GDP] then high-dose CT [HDCT] + ASCT) in adults aged = 75 y with LBCL
primary refractory to or relapsed = 12 mo after first-line therapy and eligible for ASCT. Liso-cel
arm pts underwent lymphodepletion followed by liso-cel (100 x 10® CAR" T cells). Bridging
therapy was allowed. SOC arm pts received 3 cycles of CT; responding pts proceeded to HDCT +
ASCT. Crossover to receive liso-cel was allowed for SOC arm pts if criteria were met. The primary
endpoint was event-free survival (EFS) per independent review committee (IRC). Key second-
ary endpoints included CR rate and PFS per IRC, and OS. Endpoints were not statistically
retested and are reported descriptively. Results: In total, 184 pts were randomized (92 per arm);
baseline characteristics were reported (Abramson et al. Blood 2023). Median (range) FUwas 33.9
mo (0.9—-53.0). Median EFS, PFS, and duration of response (DOR) were longer for liso-cel vs
SOC, similar to the primary analysis (Table). A total of 61 (66%) SOC arm pts crossed over to
receive liso-cel. Median OS was not reached (NR) in either arm; 36-mo OS rates were numer-
ically higher for liso-cel. Of 76 total deaths (liso-cel, n = 34; SOC, n = 42 [crossover pts, n = 33]),
10 occurred since the primary analysis (liso-cel, n = 6; SOC, n = 4 [all crossover pts]); most were
due to disease progression or complications (n = 6). Safety results were consistent with the
primary analysis. Cellular kinetics and B-cell aplasia will be presented. Conclusions: After
median FU of 33.9 mo, liso-cel as 2L treatment in pts with primary refractory or early relapsed
LBCL resulted in deepening of response and continued improvement in efficacy endpoints over
SOC, confirming the ongoing benefit of liso-cel. Clinical trial information: NCT03575351.
Research Sponsor: This study was funded by Celgene, a BMS. All authors contributed to and
approved the abstract; writing and editorial assistance were provided by Allison Green, PhD,
CMPP, of The Lockwood Group (Stamford, CT, USA), funded by BMS.

Efficacy outcomes (intent-to-treat set).

Liso-Cel Arm
Liso-cel Arm SOC Arm vs SOC Arm
(n=92) (n=92) HR (95% CI)®
EFS® 29.5 2.4 0.375
(9.5-NR) (2.2-4.9) (0.259-0.542)
36-mo rate® 45.8 19.1 -
(35.2-56.5) (11.0-27.3)
ORR* 80 (87) 45 (49)(38.3-59.6) -
\ (78.3-93.1)
CR rate 68 (74) 40 (43) -
(63.7-82.5) (33.2-54.2)
PFS® NR 6.2 0.422
(12.6-NR) (4.3-8.6) (0.279-0.639)
36-mo rate® 50.9 26.5 -
(39.9-62.0) (15.9-37.1)
os® NR NR 0.757
(42.8-NR) (18.2-NR) (0.481-1.191)
36-mo rate® 62.8 51.8 -
(52.7-72.9) (41.2-62.4)
DOR® NR (16.9-NR) 9.1 (5.1-NR)

0.603
(0.364-1.000)

?Based on stratified Cox proportional hazards model;
®Median (95% Cl), mo;

% (95% Cl);

9n (%) (95% Cl). HR, hazard ratio.
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Epcoritamab with rituximab + lenalidomide (R?) in previously untreated (1L) fol-
licular lymphoma (FL) and epcoritamab maintenance in FL: EPCORE NHL-2 arms 6
and 7.

Leslie A. Lori, Lorenzo Falchi, Joost S.P. Vermaat, Gerardo Musuraca, David Belada, Marcel Nijland, Jacob Haaber Christensen, Fritz Offner, Daniela Hoehn, Jennifer Marek,
Liwei Wang, JP Mei, Pau Abrisqueta, Joshua D. Brody; John Theurer Cancer Center, Hackensack Meridian Health, Hackensack, NJ; Lymphoma Service, Memorial Sloan
Kettering Cancer Center, New York, NY; Leiden University Medical Center, Leiden, Netherlands; Hematology Unit, IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST),
Meldola, Italy; Department of Internal Medicine — Hematology, University Hospital and Faculty of Medicine, Hradec Kralové, Czech Republic; University Medical Center
Groningen and University of Groningen, Groningen, Netherlands; Odense University Hospital, Odense, Denmark; Universitair Ziekenhuis Gent, Ghent, Belgium; Genmab,
Plainshoro, NJ; AbbVie, North Chicago, IL; Hospital Universitario Vall d’'Hebron, Barcelona, Spain; Icahn School of Medicine at Mount Sinai, New York, NY

Background: In 1L FL, more effective, less toxic treatment (tx) options that induce durable
complete responses (CRs) are needed. For responders, novel maintenance approaches are needed
to improve long-term outcomes. We present data from EPCORE™ NHL-2 (phase 1/2;
NCT04663347), with longer follow-up for epcoritamab + R* in 1L FL (arm 6) and the first
disclosure for epcoritamab maintenance in patients (pts) with FL in CR or partial response
(PR) after 1—2 lines of standard of care (SOC) tx (arm 7). Methods: Adults with CD20" FL grade (G)
1-3A received subcutaneous epcoritamab 48 mg. In arm 6, pts received R> for <12 cycles (Cs) of
28 d and epcoritamab (QW, C1-2; Q4W, C3—-26). In arm 7, pts received epcoritamab (QW, C1[28
d]; Q8W, C2—13 [56 d/C]). Pts received step-up epcoritamab dosing and corticosteroid pro-
phylaxis in C1 to mitigate CRS. Primary endpoints were overall response rate (ORR; Lugano
criteria) in arm 6 and safety/tolerability in arm 7. Results: As of Nov 22, 2023, 41 pts with 1L FL
received epcoritamab + R* (arm 6) and 20 pts in CR or PR after SOC tx received epcoritamab
maintenance (arm 7). In arm 6 (median follow-up, 21.1 mo), median age was 57 y and 34% had
FLIPI 3— 5. ORRwas 95%; CR rate was 85%. The most common treatment-emergent AEs (TEAESs)
were COVID-19 (63%), CRS (56%), and neutropenia (56%). CRS was low grade (41% G1, 15% G2)
and resolved; most events occurred after the first full dose and none led to epcoritamab
discontinuation. Two fatal TEAEs occurred (COVID-19 pneumonia and septic shock). In arm 7
(median follow-up, 19.7 mo), median age was 54.5y and 25% had FLIPI 3—5; 60% had CR and 40%
had PR with their last tx line. All pts had prior anti-CD20 tx, 80% had prior alkylating agents, and
50% had prior anthracyclines; 80% had 1 prior tx line. The most common TEAEs were COVID-19
(70%) and CRS (55%). CRS was G1 (40%) or G2 (15%) and resolved; events mostly occurred after
the first full dose, and none led to tx discontinuation. One fatal TEAE occurred (respiratory failure;
post-acute COVID syndrome after 2 Cs of tx). No ICANS or clinical tumor lysis syndrome occurred
in either arm. Additional efficacy data are in Table. Conclusions: In arm 6, epcoritamab + R?
continued to show deep, durable responses in 1L FL; safety was manageable and consistent with
prior reports. In arm 7, the first epcoritamab maintenance data in FL showed conversions from PR
to CR, with manageable safety and no new safety signals. The data warrant further evaluation of
epcoritamab-based, chemotherapy-free regimens in FL. Clinical trial information:
NCT04663347. Research Sponsor: This study was funded by Genmab A/S and AbbVie.

Efficacy.

Arm 6 (Epcoritamab + R? in 1L FL)

N=41 At 18 mo, %*
Responders remaining in response 86

Pts with CR remaining in CR 93

Pts remaining progression free 89

Pts remaining alive 90

Arm 7 (epcoritamab maintenance in FL)

N=20 Pts, %
Converted to CR? 100
Remaining in response®*® 83
Remaining alive®® 90

2Kaplan—Meier estimate.
b0f 8 pts enrolled with PR.
°At 21 mo.


http://www.clinicaltrials.gov/ct2/show/NCT04663347
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EPCORE NHL-1 follicular lymphoma (FL) cycle (C) 1 optimization (OPT) cohort:
Expanding the clinical utility of epcoritamab in relapsed or refractory (R/R) FL.

Julie Vose, Umberto Vitolo, Pieternella Lugtenburg, Martine E.D. Chamuleau, Kim M. Linton, Catherine Thieblemont, Kristina Sonnevi, Wojciech Jurczak, Adam J. Olszewski,
Farrukh Tauseef Awan, Craig Y. Okada, Tatyana A Feldman, Martin Hutchings, Elena Favaro, Daniela Hoehn, Zhu Li, Rebekah Conlon, Juan-Manuel Sancho, Julio C. Chavez;
University of Nebraska Medical Center, Omaha, NE; Candiolo Cancer Institute, FPO-IRCCS, Turin, Italy; On behalf of the Lunenburg Lymphoma Phase I/I Consortium-
HOVON/LLPC, Erasmus MC Cancer Institute, University Medical Center, Department of Hematology, Rotterdam, Netherlands; On behalf of the Lunenburg Lymphoma Phase
1/l Consortium-HOVON/LLPC, Amsterdam UMC, VU University Medical Center, Amsterdam, Netherlands; Manchester Cancer Research Centre, The Christie NHS
Foundation Trust, University of Manchester, Manchester, United Kingdom; Assistance Publique & Hopitaux de Paris (APHP), Hopital Saint-Louis, Hémato-oncologie,
Université de Paris, Paris, France; Karolinska Institutet, Stockholm, Sweden; Maria Skiodowska-Curie National Research Institute of Oncology, Krakow, Poland; Lifespan
Cancer Institute, The Warren Alpert Medical School of Brown University, Providence, RI; The University of Texas Southwestern Medical Center, Dallas, TX; OHSU Knight
Cancer Institute, Portland, OR; John Theurer Cancer Center at Hackensack Meridian Health, HMH School of Medicine, Hackensack, NJ; Rigshospitalet and University of
Copenhagen, Copenhagen, Denmark; Genmab, Copenhagen, Denmark; Genmab, Plainshoro, NJ; AbbVie, North Chicago, IL; Catalan Institute of Oncology (ICO), ICO Hospital
Germans Trias i Pujol, Badalona, Spain; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL

Background: Improving the safety of epcoritamab by reducing the incidence and severity of CRS
and ICANS may enhance its accessibility and reduce healthcare resource utilization. In the
pivotal EPCORE NHL-1 study (phase 1/2; NCT03625037), epcoritamab treatment (tx) led to high
overall (ORR) and complete response (CR) rates of 82% and 63%, respectively, in a cohort of
patients (pts) with R/R FL. Safety was manageable, with CRS events being primarily low grade.
Here we report the first results from the fully enrolled EPCORE NHL-1 FL C1 OPT cohort
investigating mitigation strategies for CRS with no mandatory hospitalization in pts with R/
R FL receiving epcoritamab. Methods: Pts with CD20* R/R FL (grade [G] 1—3A) with =2 prior tx
lines received subcutaneous (SC) epcoritamab in 3 step-up doses (0.16, 0.8, and 3 mg) in Ci,
followed by 48-mg full doses in 28-d Cs (QW, C1-3; Q2W, C4—9; Q4W, C=10) until disease
progression or unacceptable toxicity. Pts received dexamethasone prophylaxis and hydration
recommendations in C1. Hospitalization for CRS monitoring was not mandated. The primary
endpoints were rates of any-grade and G=2 CRS. Secondary endpoints included response per
Lugano criteria, minimal residual disease (MRD) in peripheral blood, and safety. Results: As of
Jan 8, 2024, 86 pts with R/R FL were enrolled in this C1 OPT cohort (median follow-up, 5.7 mo).
Pt characteristics were similar in the C1 OPT and pivotal cohorts. An overview of CRS, ICANS,
and clinical tumor lysis syndrome (CTLS) events in these cohorts is in Table. CRS events
primarily occurred during C1, and none led to epcoritamab discontinuation. Consistent with the
lower rates of CRS with C1 OPT, IL-6 levels 24 h after the first full dose were lower than those
observed in the pivotal cohort. Of 82 pts who received the first full dose in the C1 OPT cohort, 44
(54%) received outpatient CRS monitoring based on investigator discretion. Among 81 re-
sponse-evaluable pts in the C1 OPT cohort, ORR was 91% and CR rate was 68%. Median times to
response and CR were 1.4 mo and 1.5 mo, respectively. Among MRD-evaluable pts (n=44), MRD
negativity was achieved in 64% (n=28). Conclusions: CRS mitigation measures in C1 further
improved the safety of epcoritamab in pts with R/R FL by substantially reducing the rate and
severity of CRS compared with previous reports. For pts treated in the outpatient setting, CRS
was identified and appropriately treated, with few G2 events, no G=3 events, and all events
resolving. Response rates, MRD-negativity rate, and time to CR suggest that C1 OPT did not
impact efficacy. These data support the potential use of SC epcoritamab as an off-the-shelf,
outpatient tx option for pts with R/R FL. Clinical trial information: NCT03625037. Research
Sponsor: This study was funded by Genmab A/S and AbbVie.

CRS, ICANS, and CTLS events.

C1 OPT Cohort Pivotal Cohort®
n (%) N=86 N=128
Any-grade CRS® 42 (49) 85 (66)
G1 34 (40) 51 (40)
G2 8 (9) 32 (25)
G3 0 2(2)
ICANS® 0 8 (6)
CTLS 0 0
2Data cutoff: Apr 21, 2023.
®No G=4 CRS.

°No G=3 ICANS.


http://www.clinicaltrials.gov/ct2/show/NCT03625037
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Lisocabtagene maraleucel (liso-cel) in patients (pt) with R/R mantle cell lymphoma
(MCL): Subgroup analyses by number of prior systemic lines of therapy (LOT) and by
response to prior Bruton tyrosine kinase inhibitor (BTKi) from the TRANSCEND NHL
001 MCL cohort (TRANSCEND-MCL).

Maria Lia Palomba, Tanya Siddigi, Leo I. Gordon, Manali Kirtikumar Kamdar, Matthew Alexander Lunning, Alexandre V. Hirayama, Jeremy S. Abramson, Jon Arnason,
Nilanjan Ghosh, Amitkumar Mehta, Charalambos Andreadis, Scott R. Solomon, Ana Kostic, Ashvin Singh, Ricardo Espinola, Rashmi Bhatnagar, Anthony Raviele,
Michael Wang; Memorial Sloan Kettering Cancer Center, New York, NY; City of Hope National Medical Center, Duarte, CA; Northwestern University, Feinberg School of
Medicine, Robert H. Lurie Comprehensive Cancer Center, Chicago, IL; University of Colorado Cancer Center, Aurora, CO; University of Nebraska Medical Center, Omaha, NE;
Fred Hutchinson Cancer Center, Seattle, WA; Massachusetts General Hospital Cancer Center, Harvard Medical School, Boston, MA; Beth Israel Deaconess Medical Center,
Boston, MA; Atrium Health, Levine Cancer Institute, Charlotte, NC; University of Alabama at Birmingham, Birmingham, AL; University of California, San Francisco, San
Francisco, CA; Northside Hospital Cancer Institute, Atlanta, GA; Bristol Myers Squibb, Seattle, WA; Bristol Myers Squibb, Princeton, NJ; Bristol Myers Squibb, San Diego, CA;
Syneos Health, Haryana, India; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: In the TRANSCEND-MCL (NCT02631044) primary analysis, the CD19-directed,
CART cell product liso-cel demonstrated a high, durable CR rate (CRR) with manageable safety
in pts with heavily pretreated R/R MCL. Here, we report outcomes by number of prior LOT's and
by response to prior BTKi. Methods: Pts had PET-positive R/R MCL after = 2 prior systemic
LOTs, including BTKi, alkylating, and CD20-targeted agents. Pts received liso-cel after lym-
phodepleting chemotherapy. Bridging therapy was allowed. Primary endpoints were
treatment-emergent AEs (TEAE) and ORR by independent review committee (IRC) per Lugano
2014 criteria; secondary endpoints included CRR, duration of response (DOR), PFS, and OS.
Results: 88 pts received liso-cel. Median follow-up was 16.1 mo (range, 0.4—60.5). For all pts,
CRR was 72%; median DOR, PFS, and OS were 15.7, 15.3, and 18.2 mo, respectively (Table). ORR,
CRR, and median DOR, PFS, and OS were similar to all pts for most subgroups, but numerically
lower in pts with = 5 prior LOTs and pts refractory to prior BTKi. Grade (gr) = 3 TEAEs ranged
from 67-96% across subgroups, similar to all pts (86%); most common gr = 3 TEAE was
neutropenia (33—58%). Most cytokine release syndrome (CRS) and neurological events (NE)
were gr 1—2 (Table) with no gr 5 CRS/NE. Gr = 3 infection (11-19%) and prolonged cytopenia
(32—-50%) in subgroups were similar to all pts (15% and 40%). Cellular kinetics will be
presented. Conclusions: In TRANSCEND-MCL, all subgroups benefited from liso-cel and re-
sponses were generally comparable to the overall population, with numerically shorter dura-
tion in pts with = 5 prior LOTs and disease refractory to prior BTKi, supporting study of liso-cel
in earlier LOTs. Clinical trial information: NCT02631044. Research Sponsor: This study was
funded by Juno Therapeutics, a BMS. All authors contributed to and approved the abstract;
writing and editorial assistance were provided by Allison Green, PhD, CMPP, of The Lockwood
Group (Stamford, CT, USA), funded by BMS.

Overall Prior LOT Prior LOT Prior LOT Refractory to Not Refractory to
Population >2 3-4 25 BTKi BTKi
Efflcacy n 83 81 29 26 45 35
ORR® 69 (83) 67 (83) 25(86) 21 (81) 34 (76) 32 (91)
CRR" 60 (72) 58 (72) 21 (72) 17 (65) 29 (64) 28 (80)
DOR° 15.7 14.5 17.5 6.7 5.3 24.0
(6.2-24.0) (5.7-NR) (3.3-NR) (2.4-15.8) (2.3-15.8) (7.6-NR)
PFS® 15.3 12.3 16.6 7.4 6.1 24.0
(6.6-24.9) (6.5-NR) (2.6-NR) (3.3-12.3) (3.1-16.5) (8.6-NR)
0s° 18.2 171 18.4 13.5 111 36.3
(12.9-36.3) (11.1-36.3) (6.7-NR) (9.5-17.1) (6.1- 171) (15.3-NR)
Safety,® n 88 85 31 26 36

cns q)n 2/gr 53(60)/1(1) 52(61)/1 20 (65)/1 18(69) /0 30 (64)/0 20 (56) / 1 (3)

1
NE grb1 2/gr 19(22)/8(9) 19(22)/7 7 (23) /3 5(19)/212(26)/5(01) 6Q7)/2(6)
-4 ®) (10) ®)
Original protocol allowed pts with = 1 LOT and was later amended to re(}wre =2 LOTs; 3 pts had 1 prior
LOT; 2 pts were efficacy evaluable and both achieved CR with DORs of 16.8 and 23.3+ mo.
zAII liso-cel-treated pts with confirmed PET-positive disease per IRC before infusion;
(%);
CMedlan (95% Cl), mo;
dAll liso-cel—treated pts. NR, not reached.



http://www.clinicaltrials.gov/ct2/show/NCT02631044

HEMATOLOGIC MALIGNANCIES—LYMPHOMA AND CHRONIC LYMPHOCYTIC LEUKEMIA
7017 Rapid Oral Abstract Session

Timdarpacept (IMMO1) in combination with tislelizumab in prior anti-PD-1 failed
classical Hodgkin lymphoma: An open label, multicenter, phase Il study (IMMO01-04)
evaluating safety as well as preliminary anti-tumor activity.

Yugin Song, Keshu Zhou, Shuling Hou, Yan Zhang, Fei Li, Wei Yang, Tienan Yi, Ningjing Lin, Xingchen Liu, Wei Meng, Zhenjiu Wang, Qiying Lu, Wenzhi Tian, Jun Zhu;
Department of Lymphoma, Peking University Cancer Hospital and Institute, Beijing, China; Department of Hematology, Henan Cancer Hospital, Zhengzhou, China;
Department of Lymphoma Oncology, Shanxi Bethune Hospital, Taiyuan, China; Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong
Academy of Medical Science, Jinan, Shandong, China; Department of Hematology, The First Affiliated Hospital of Nanchang University, Nanchang, China; Second
Department of Hematology, Shengjing Hospital of China Medical University, Shenyang, China; Department of Oncology, Xiangyang Central Hospital, Xiangyang, China;
ImmuneOnco Biopharmaceuticals (Shanghai) Inc., Shanghai, China; Peking University Cancer Hospital and Institute (Beijing Cancer Hospital), Beijing, China

Background: Timdarpacept (IMMOo1), a recombinant SIRPa-Fc fusion protein, can activate
macrophages to enhance anti-tumor activity by blocking CD47-SIRPa interaction. IMMO01
showed unique property of weak human erythrocyte conjugation in preclinical studies, and
low incidence of anemia in early clinical trials with no need for a priming dose. IMMOo1 in
combination with tislelizumab has the potential to augment both innate and adaptive anti-
tumor immune responses. Methods: Eligible patients with R/R classical Hodgkin lymphoma
(cHL) who have failed prior anti-PD-1 treatment were enrolled in this open-label, multicenter
phase II study (NCT05833984). IMMo1 (2.0mg/kg) intravenously administered each week in
each 3-week treatment cycle, while tislelizumab (200mg) will be administered once every
3 weeks until disease progression or intolerable toxicity. Objective response rate (ORR) by
Lugano 2014 was the primary endpoint and secondary endpoints include tolerability, disease
control rate (DCR), duration of response (DoR), progression free survival (PFS) and time to
response (TTR). Results: As of 28 Dec 2023, 33 cHL patients were enrolled. The median age was
35 years (range 19-77) with 23 (69.7%) male patients. The median prior lines of therapy were 4.
In efficacy evaluable patients (n=32) with median follow up of 5.65 month (95% CI, 2.83-6.90),
the ORR was 65.6% (21/32), complete response rate was 18.8% (6/32) and DCR was 93.8% (30/
32). The DoR rate at 3 months, 6 months were 92.9% and 60.8%, respectively. The mDoR was
not reached. The PFS rate at 3 months, 6 months were 84.5% and 68.7%, respectively. Median
TTR was 1.6 months. Further analysis indicated that regardless of primary or secondary
resistance to tislelizumab treatment, other PD-1-containing regimens (non-tislelizumab),
or prior CD30-ADC treatment; or the intervals from last dose of prior PD-1 treatment to first
dose of IMMOo1 and tislelizumab, patients can benefit from IMMo01 combined with tislelizumab
treatment. All patients experienced at least one treatment-related adverse events (TRAEs). The
most common TRAEs were WBC decreased (48.5%), PLT decreased (42.4%), anemia (36.4%),
ANC decreased (33.3%), lymphocyte decreased (30.3%). TRAEs of grade =3 occurred in 15
(45.5%) patients, with the most common being lymphocyte decreased (30.3%), WBC decreased
(12.1%), PLT decreased (12.1%), ANC decreased (12.1%). There was no reported hemolytic
anemia or hemolysis in any of the patients. 4 (12.1%) patients had treatment related SAE.
No patients experienced TRAEs leading to the study drug discontinuation or death.
Conclusions: IMMo01-04 showed a robust anti-tumor effectivity with a well-tolerated safety
profile in prior anti-PD-1 failed cHL patients. The phase II study is ongoing. Clinical trial
information: NCT05833984. Research Sponsor: None.
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Improving the ICAHT grading criteria using time-series clustering.

Emily C. Liang, Aya Albittar, Andrew Jay Portuguese, Jennifer Jing Huang, Aiko Torkelson, Delaney Kirchmeier, Abigail Chutnik, Barbara Pender, Joshua A. Hill,
Noam Edward Kopmar, Rahul Banerjee, Andrew Cowan, Christina Poh, Mazyar Shadman, Alexandre V. Hirayama, Brian G. Till, Erik Lesley Kimble, Lorenzo lovino,
Ryan Daniel Cassaday, Jordan Gauthier; University of Washington/Fred Hutchinson Cancer Center, Seattle, WA; Fred Hutchinson Cancer Center, Seattle, WA

Background: Hematotoxicity is a major cause of morbidity after CAR T-cell therapy. We
compared the performance of unsupervised time-series clustering versus the EHA/EBMT
immune effector cell-associated hematotoxicity (ICAHT) grading system in describing ANC
recovery after CAR T-cell therapy. Methods: Adults who underwent CAR T-cell therapy for
hematologic malignancies with commercial or investigational products at our center between
2013 and 2023 were included (n = 602). Log1o-transformed ANC trajectories were clustered
using non-supervised longitudinal k-means based on Euclidean distances (latrend and kml
packages in R). Overall survival (OS) was modeled using Cox regression. Results: The most
common disease types were aggressive NHL (n = 293; 49%), indolent NHL (n = 150; 25%), and
ALL (n = 94; 16%). The most common CAR T-cell products were the investigational CD19 CAR
T-cell product JCAR014 (n =197; 33%), axi-cel (n =129; 21%), and liso-cel (n = 73; 12%). Median
follow-up was 31 months (IQR, 11-60). The longitudinal ANC data clustered into 4 distinct
trajectories (“clusters”): 1) very good (high nadir followed by rapid recovery), n = 460 (76%); 2)
good (low nadir followed by rapid recovery), n = 109 (18%); 3) poor (low nadir followed by
intermittent recovery), n = 20 (3%); 4) very poor (aplastic phenotype), n =13 (2%). Grade 1, 2, 3,
and 4 ICAHT occurred in 319 (53%), 96 (16%), 60 (10%), and 35 (6%) patients, respectively.
Clusters were more strongly associated with OS (poor vs. very good, HR = 3.30, 95% CI, 1.88-
5.80, p < 0.0001; very poor vs. very good, HR = 11.5, 95% CI, 6.45-20.4, p <0.001), compared to
ICAHT categories (grade 3vs. 0-1, HR = 2.00, 95% CI, 1.43-2.81, p < 0.0001; grade 4 vs. 0-1, HR =
4.64, 95% CI, 3.10-6.96, p < 0.0001). When evaluating concordance of clusters versus ICAHT
grades, we found that 65% of grade 3-4 ICAHT patients were in the very good (17%) or good
(48%) clusters; they exhibited distinct and more favorable patterns of ANC recovery (e.g., stable
ANC recovery by day +15) compared to poor/very poor clusters. Among grade 3-4 ICAHT
patients, those in the good/very good clusters had longer median OS than those in the poor/
very poor clusters (9 vs. 3 months, p < 0.001). This led us to modify the ICAHT criteria
(mICAHT). When patients with grade 3-4 ICAHT and good/very good recovery were re-
classified as grade 2 mICAHT, we observed greater distinction and improved model fit in
median OS between mICAHT grades compared to original ICAHT grades. The median OS of
grade 3-4, 2, and 1 mICAHT patients was 3, 19, and 35 months, respectively, compared to 7, 35,
and 35 months using the original ICAHT criteria. Conclusions: Unsupervised time-series
clustering identified patterns of ANC recovery not captured by the ICAHT grading system
and more strongly associated with OS than ICAHT grades. Incorporating these distinct patterns
of recovery into a modified ICAHT grading system improved predictions of OS compared to the
original ICAHT grades. Research Sponsor: NIH National Heart, Lung, and Blood Institute;
5T32HL007093; National Cancer Institute/U.S. National Institutes of Health; 5T32CA951539;
National Cancer Institute/U.S. National Institutes of Health; P30 CA15704; Swim Across
America.
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Glofitamab monotherapy retreatment in patients with heavily pre-treated relapsed
or refractory (R/R) non-Hodgkin lymphoma (NHL): Results from a phase I/l study.

Nancy L. Bartlett, Michael Dickinson, Martin Hutchings, Carmelo Carlo-Stella, Shang-Ju Wu, Sirpa Leppa, Marek Trneny, Paolo Corradini, Fritz Offner, Estefania Mulvihill,
Alessia Bottos, Saibah Chohan, Pauline Baumlin, James Relf, Linda Lundberg, Emmanuel Bachy; Washington University, St. Louis, MO; Peter MacCallum Cancer Centre,
Melbourne, Australia; Rigshospitalet and University of Copenhagen, Copenhagen, Denmark; Humanitas University and IRCCS Humanitas Research Hospital, Milan, Italy;
National Taiwan University Hospital, Taipei, Taiwan; University of Helsinki and Helsinki University Hospital Comprehensive Cancer Center, Helsinki, Finland; Charles
University, Prague, Czech Republic; Universita degli Studi di Milano and Fondazione Istituti di Ricovero e Cura a Carattere Scientifico (IRCSS) Istituto Nazionale dei Tumori,
Milan, Italy; Universitair Ziekenhuis, Gent, Belgium; F. Hoffmann-La Roche Ltd, Basel, Switzerland; Hoffmann-La Roche Ltd, Mississauga, ON, Canada; Roche Products Ltd.,
Welwyn Garden City, United Kingdom; Hospices Civils de Lyon and Université Claude Bernard, Pierre-Bénite, France

Background: Fixed-duration glofitamab, a CD20xCD3 T-cell engaging bispecific antibody
with a novel 2:1 configuration, has demonstrated efficacy and manageable safety in a Phase
I/11 study (NCT03075696) in heavily pre-treated patients (pts) with R/R NHL (Dickinson. N
Engl ] Med 2022). We report efficacy and safety data for pts with R/R NHL retreated with
glofitamab monotherapy after response to initial glofitamab treatment. Methods: Pts who
completed initial treatment and achieved complete response (CR), partial response (PR), or
stable disease were eligible for retreatment after documented progression. Initial treatment
included obinutuzumab pre-treatment (Gpt) 7 days before the first glofitamab dose, then
glofitamab intravenously at either a fixed dose of 0.015—-25mg (14- or 21-day cycles) or step-up
dosing (2.5mg, then 10mg in Cycle [C] 1, followed by a target dose of 16 or 30mg [C2 onward, 21-
day cycles]) for up to 12 cycles. Retreatment was administered at the escalation dose received or
at the highest glofitamab dose cleared in the study at time of retreatment, with Gpt 7 days
before the first glofitamab dose. As with initial treatment, retreatment was permitted for 12
cycles or until progression or unacceptable toxicity, whichever occurred first. Results: As of
Sept 4, 2023, 13 pts (diffuse large B-cell lymphoma [DLBCL], n=4; follicular lymphoma [FL],
n=4; mantle cell lymphoma [MCL], n=2; transformed FL [trFL], n=2; high grade B-cell
lymphoma, n=1) had received glofitamab retreatment (retreatment dose: 10mg, n=1; 10/
16mg, n=1; 2.5/10/30mg, n=11). Median age was 63.0 years (range: 44—81). With initial treat-
ment, 9 pts had CR and 4 pts had PR (best response by investigator). Median time from end of
initial treatment to initiation of retreatment was 13.0 months (range: 4.1-27.4). Median
number of retreatment cycles received was 5 (range: 2—12). During retreatment, 9 pts
(69.2%) responded: CR, 38.5% (FL, n=2; trFL, n=1; MCL, n=2); PR, 30.8% (FL, n=1; trFL,
n=1; DLBCL, n=2). Of the 5 pts with CR at retreatment, 3 pts had CR and 2 pts had PR with initial
treatment. Of the 4 pts with PR at retreatment, 3 pts had CR and 1 pt had PR with initial
treatment. Median retreatment follow-up time was 25.9 months and 5 pts had responses
ongoing at data cut-off (FL, n=2; MCL, n=2; trFL, n=1). The safety profile for glofitamab
retreatment was consistent with prior reports of glofitamab monotherapy in R/R NHL (Hutch-
ings. J Clin Oncol 2021). Cytokine release syndrome occurred in 7 pts (53.8%; all Grade 1/2).
Exploratory data on B-cell pharmacodynamics, CD20 expression, and T-cell status before
retreatment will be presented. Conclusions: Glofitamab monotherapy retreatment was effi-
cacious in heavily pre-treated pts with R/R NHL who responded to initial glofitamab treatment
before subsequent progression. The safety profile was consistent with that of initial treatment.
Clinical trial information: NCT03075696. Research Sponsor: NP30179 is sponsored by F.
Hoffmann-La Roche Ltd.; N/A; Third-party medical writing assistance, under the direction
of all authors, was provided by Beth de Klerk, BSc, and Emily Lynch, PhD, of Ashfield
MedComms, an Inizio company, and funded by F. Hoffmann-La Roche Ltd.; N/A.


http://www.clinicaltrials.gov/ct2/show/NCT03075696
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Mosunetuzumab with polatuzumab vedotin: Subgroup analyses in patients (pts)
with primary refractory or early relapsed large B-cell lymphoma (LBCL).

Sarit Assouline, Lihua Elizabeth Budde, Julio C. Chavez, Catherine S. Diefenbach, Kathleen Anne Dorritie, Nilanjan Ghosh, Adam J Olszewski, Izidore S. Lossos,
Amitkumar Mehta, Dipenkumar Modi, Seema Naik, Stephen Douglas Smith, Sneha Makadia, Song Pham, Hao Wu, Connie Lee Batlevi, Iris To, Michael C. Wei, Manali Kamdar;
Jewish General Hospital, McGill University, Montreal, QC, Canada; City of Hope National Medical Center, Duarte, CA; H. Lee Moffitt Cancer Center and Research Institute,
Tampa, FL; Perlmutter Cancer Center, NYU Langone Health, New York, NY; UPMC Hillman Cancer Center, University of Pittsburgh, Pittsburgh, PA; Levine Cancer Institute/
Atrium Health, Charlotte, NC; Legorreta Cancer Center at Brown University, Lifespan Cancer Institute, Providence, RI; University of Miami/Sylvester Comprehensive Cancer
Center, Miami, FL; University of Alabama at Birmingham, Birmingham, AL; Barbara Ann Karmanos Cancer Institute, Wayne State University, Detroit, MI; Penn State
University College of Medicine, Hershey, PA; Fred Hutchinson Cancer Center, University of Washington, Seattle, WA; Genentech, Inc., South San Francisco, CA; F.
Hoffmann-La Roche Ltd, Mississauga, ON, Canada; University of Colorado, Aurora, CO

Background: The primary analysis of mosunetuzumab with polatuzumab vedotin (mosun-
pola) in the Phase Ib/II study (NCT03671018) demonstrated durable responses and manageable
safety in pts with relapsed or refractory (R/R), transplant-ineligible LBCL (Budde et al. Nat Med
2023). Here, we present results for primary refractory (refr) or early relapse (rel) subgroups
from this study after a median follow-up of 23.9 months. Methods: Pts with R/R LBCL (diffuse
LBCL not otherwise specified [NOS], high-grade B-cell lymphoma [HGBCL], transformed
follicular lymphoma (FL), and FL grade 3b) and who received =1 prior line of therapy (including
an anti-CD20 antibody) were treated with mosun-pola. Refr was defined as SD, PD, PR, or CR
with relapse <3 months after first-line (1L) therapy. Rel was defined as CR with relapse =3
and =12 months after 1L therapy. The primary endpoint was best overall response rate (ORR) by
IRC using Lugano 2014 response criteria. Key secondary endpoints included CR rate, duration of
response (DOR), duration of CR (DOCR), progression-free survival (PFS), overall survival (OS),
and safety. Results: As of July 6, 2023, of the 98 pts in the overall population, 45 (46%) and 27
(28%) pts had refr or rel LBCL, respectively. At baseline, the median age in the refr and rel
subgroups was 68 and 70 years respectively; 23/45 pts (51%) and 6/27 pts (22%) were treated
with mosun-pola as second-line, respectively. The majority of refr/rel pts had DLBCL NOS
(71%; 78%) or HGBCL (24%; 19%), Ann Arbor stage III/IV (80%; 89%), elevated LDH (55%;
48%), and extranodal involvement (67%; 59%). In refr pts, the ORR was 49%, which was
generally consistent with the overall population (59%); although the sample size was limited,
higher responses (ORR: 74%) were observed in rel pts. Additional clinical outcomes are reported
(Table). The safety profile was consistent with the overall population. Grade 3 CRS occurred in
one pt in each subgroup. Treatment-related ICANS-like events occurred in 2/45 pts (4%; refr)
and 3/27 pts (11%; rel). Conclusions: Mosun-pola demonstrated durable benefits in ORR and CR
rates irrespective of a poor response to 1L treatment. Outcomes for pts with refr or rel LBCL are
encouraging. Clinical trial information: NCT03671018. Research Sponsor: This study was
sponsored by F. Hoffmann-La Roche Ltd.; N/A; Third-party medical writing assistance, under
the direction of all authors, was provided by Aisling Lynch, PhD, of Ashfield MedComms, an
Inizio company, and was funded by F. Hoffmann-La Roche Ltd.; N/A.

Refr Rel Total Refr/rel Subgroup Overall Population’

Efficacy Endpoints, (95% Cl) (n=45) (n=27) (n=72) (N=98)
ORR, n (%)[95% CI] 22 (48.9) 20 (74.1) 42 (58.3) 58 (59.2)

[33.7-64.2] [53.7-88.9] [46.1-69.9] [48.8-69.0]
CR, n (%) [95% CI] 16 (35.6) 16 (59.3) 32 (44.4) 45 (45.9)

[21.9-51.2] [38.8-77.6] [32.7-56.6] [35.8-56.3]
Median DOR, months 20.5 (14.0-NE) 20.8 (8.8-NE)  20.5 (11.2-NE) 20.8 (14.2-NE)
Median DOCR, months NR (16.2-NE) NR (8.8-NE) NR (16.2—NE) NR (20.5-NE)
Median PFS, months 8.1 (4.8-16.5) 12.7 (8.8-NE)  10.6 (5.7-16.9) 11.4 (6.2-18.7)
Median 0S, months 13.3 (8.5-NE) NR (12.7-NE)  16.9 (10.6-NE) 23.3 (14.8-NE)

"Budde et al. Nat Med 2023. NE, not evaluable; NR, not reached.


http://www.clinicaltrials.gov/ct2/show/NCT03671018
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EX103: A newly designed CD20x CD3 molecule in heavily pre-treated patients with
B-cell non-Hodgkin lymphoma from a phase I/l trial.

Mingyuan Sun, Junyuan Qi, Keshu Zhou, Xingchen Liu, Kai Hu, Chunkang Chang, Dong Wu, Zhenling Li, Ming Gong, WENJUN ZHANG, Daniel Chunxu Yang, Jiali Lu; GCP
ward, Institute of Hematology & Hospital of Blood Diseases, Chinese Academy of Medical Sciences & Peking Union Medical College, Tianjin, China; Department of
Hematology, Henan Cancer Hospital, Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China; Department of Adult Lymphoma, Beijing GoBroad Boren
Hospital, Beijing, China; Department of Hematology, Shanghai Sixth People’s Hospital Affiliated to Shanghai Jiao Tong University, Shanghai, China; Department of
Hematology, China-Japan Friendship Hospital, Beijing, China; Excelmab Inc., Guangzhou, China

Background: T-cell-engaging bispecific antibody (TCB) had emerged as a promising therapy
for blood malignancies, including relapsed/refractory (R/R) B-NHL. However, severe cytokine
release syndrome (CRS) remains to be a significant challenge in TCB treatment. To overcome
this setback, we re-designed a new CD20xCD3 bispecific antibody (EX103) with a lower affinity
to CD3. Clinical data from an ongoing first-in-human phase I/II study demonstrates that EX103
has an encouraging safety and promising single-agent antitumor activity in heavily pretreated
R/R B-NHL patients. We present updated safety and efficacy data from the ongoing trial
(CTR20212096). Methods: Eligible patients received EX103 with 3 step-up doses followed by
target doses in 28-day cycles (iv, QW: cycle 1-2; Q2W thereafter) until disease progression or
unacceptable toxicity. At data cut off (Dec 24, 2023), a total of 23 patients were evaluated,
including 18 patients in dose-escalation part and 5 patients in dose-expansion part. Results:
Among 23 evaluable patients (median age: 51 years [range 42-70]; median prior lines of
treatment: 4 [range 2-10]), 13 patients had diffuse large B-cell lymphoma (DLBCL), 4 had
FL1-3a, 2 had FL grade 3B, 1 had marginal zone lymphoma, 1 had mantle cell lymphoma, and 2
had chronic lymphocytic leukemia. Median time since last therapy was 2.5 (range 0.3-39.2)
months. No DLT and treatment-related death were observed. CRS was the most common
treatment related adverse event. All CRS events were grade (Gr) 1-2 (Gr 1: 78.3%, Gr 2: 13.0%),
no Gr 3 or higher events. Most CRS events occurred in the first or second treatment cycle, and all
CRS-related clinical symptoms were resolved within 48 hours. No cases of immune effector
cell-associated neurotoxicity syndrome or other clinically significant neurologic AEs were
observed. For dose = 6 mg cohorts, the overall response rate (ORR) for aggressive B-NHL is
78.6% and the complete response (CR) rate is 50.0% (14 patients). Meanwhile, the ORR for
indolent B-NHL is 100%, and CR rate is 25.0% (4 patients). The overall DCR is 89.5%. Currently,
treatment is ongoing for 18 patients. The longest duration of response is 14 months. Patients
who were refractory to previous therapies achieved impressive responses to EX103 treatment. 3
patients who failed CAR-T therapy achieved either CR or partial response (PR) (2 CRand 1 PR), 2
patients who failed CD19xCD3 bispecific antibody treatment both achieved PR, and 4 patients
who failed ASCT achieved either CR or PR (2 CR and 2 PR). Conclusions: EX103 can induce deep
and durable responses in heavily pretreated patients with R/R B-NHL, such as those patients
who failed CAR-T treatment (3 cases), CD19xCD3 bispecific antibody treatment (2 cases) and
ASCT (4 cases). Clinical trial information: CTR20212096. Research Sponsor: Excelmab Inc.


http://www.clinicaltrials.gov/ct2/show/CTR20212096
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Interim results from the ELIPSE-1 study: A phase 1, multicenter, open-label study of
CNTY-101 in subjects with relapsed or refractory CD19-positive B-cell
malignancies.

Krish Patel, Swathi Namburi, Tahir Latif, Olalekan O. Oluwole, Scott J. Cross, Gary Simmons, Chaitanya Iragavarapu, Bei Hu, Gloria Jih, Kevin Bullaughey, Poulomee A Das,
Elizabeth Devlin, Kevin Flowers, Thomas Fountaine, Iphigenia Koumenis, Indu Ramachandran, Sarah Rothman, Nikolaus S Trede, Stephanie Yee, Tamara Kay Moyo; Center
for Blood Disorders and Cellular Therapy, Swedish Cancer Institute, Seattle, WA; Swedish Cancer Institute, Seattle, WA; University of Cincinnati, Cincinnati, OH; Vanderbilt
University Medical Center, Nashville, TN; Virginia Oncology Associates, Norfolk, VA; Virginia Commonwealth University Massey Cancer Center, Richmond, VA; University of
Kentucky, Lexington, KY; Levine Cancer Institute, Charlotte, NC; Century Therapeutics, Philadelphia, PA; Century Therapeutics, Seattle, WA; Levine Cancer Institute, Atrium
Health, Charlotte, NC

Background: CNTY-101 is an allogeneic, iPSC-derived anti-CD19 Chimeric Antigen Receptor
NK (CAR-iNK) cell product with Allo-Evasion edits to avoid host rejection. Potential benefits of
CNTY-101 include immediate availability for treatment, repeat dosing without the need for
lymphodepletion, and the potential for improved safety over T-cell based therapies. The first-
in-human Phase 1 clinical trial of CNTY-101, ELiPSE-1 (NCT05336409), evaluates safety,
preliminary efficacy, PK, and translational biomarkers in patients with CD19-positive B-cell
malignancies. Methods: Subjects with R/R aggressive and indolent B-cell NHL received lym-
phodepletion (LDC) followed by assignment to 100e6, 300e6 or 1e9 cells at either Day 1
(Schedule A) or Days 1, 8 and 15 (Schedule B). Eligible subjects (ie, achieved SD or better at
Day 28 by PET/CT) can receive additional cycles, with or without one additional regimen of LDC.
Subjects also receive daily subcutaneous injections of IL-2 for 8 days (A) or 4 days (B) following
each infusion. Results: At time of abstract submission, 10 subjects have been treated (n=4 DL1A;
n=3 DL2A; n=2 DL3A; n=1 DL2B). Three subjects (1 at DL1A, 2 at DL2A) received additional
cycle(s) of CNTY-101. Three subjects have not yet been evaluated for full safety and efficacy
within the DLT window. Seven subjects (n=5 DLBCL; n=1 FL; n=1 MZL) had data available as of
the data cut (Nov 30, 2023). All had stage 4 disease, 6/7 were refractory to last line of therapy,
with a median of 4 (2-5) prior lines of therapy including CAR T (3/7). No DLTs, GvHD or ICANs
were observed. Two subjects had cytokine release syndrome (n=1Gr 1, n=1 Gr 2), all responding
promptly to treatment. ORR/CRR was 25%/25% for 100e6 cells (DL1A) and 67%/33% for 300e6
cells (DL2A). Dose escalation is ongoing. In subjects from all three dose levels, CNTY-101 rapidly
traffics out of circulation after infusion and is observed via cell-free DNA on Day 3 and detected
up to 28 days. CNTY-101 persistence was not adversely impacted when given without lym-
phodepletion in two subjects who received additional cycles of CNTY-101. Induction of func-
tional humoral immunogenicity against CNTY-101 was not observed at any of the dose levels,
regardless of single or multiple cycles of CNTY-101. Adaptive immune responses were observed
in the tumor microenvironment on Day 8. Conclusions: CNTY-101 administered as a single dose
in multiple cycles has demonstrated a manageable safety profile and preliminary evidence of
efficacy. Allo-Evasion edits may allow for repeat dosing for multiple cycles without allore-
jection in the absence of lymphodepletion. Preliminary efficacy supports dosing at higher dose
levels and with more dose-intense regimens. Updated safety, efficacy, PK, and CNTY-101’s
impact on tumor for DL3A and DL2B will be provided. Clinical trial information: NCT05336409.
Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT05336409
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Predictors of severe hematotoxicity after CAR T-cell therapy.

Emily C. Liang, Aya Albittar, Andrew Jay Portuguese, Jennifer Jing Huang, Aiko Torkelson, Delaney Kirchmeier, Abigail Chutnik, Barbara Pender, Joshua A. Hill,
Noam Edward Kopmar, Rahul Banerjee, Andrew Cowan, Christina Poh, Mazyar Shadman, Alexandre V. Hirayama, Brian G. Till, Erik Lesley Kimble, Lorenzo lovino,
Ryan Daniel Cassaday, Jordan Gauthier; University of Washington/Fred Hutchinson Cancer Center, Seattle, WA; Fred Hutchinson Cancer Center, Seattle, WA

Background: The EHA/EBMT immune effector cell-associated hematotoxicity (ICAHT) grading
system characterizes hematotoxicity after CAR T-cell therapy based on depth and duration of
neutropenia (Rejeski et al, Blood, 2023). We evaluated pre- and post-infusion factors asso-
ciated with grade 3-4 ICAHT and developed a predictive model in 602 patients with hematologic
malignancies undergoing CAR T-cell therapy at Fred Hutch Cancer Center. Methods: Grading of
early hematotoxicity (day-0-30 after CAR T-cell cell infusion) was automated using the
heatwaveR package. Associations with 50 patient, disease-related, and laboratory factors,
and grade 3-4 ICAHT were modeled using univariate and multivariable logistic regression.
Results: The most common disease types were aggressive non-Hodgkin lymphoma (NHL; n =
293; 49%), indolent NHL (n = 150; 25%), and acute lymphoblastic leukemia (ALL; n = 94; 16%).
The most common CAR T-cell products were the investigational CD19 CAR T-cell product
JCARO014 (n =197; 33%), axicabtagene ciloleucel (n = 129; 21%), and lisocabtagene maraleucel (n
= 73;12%). Incidences of early ICAHT grades 1, 2, 3, and 4 were 319 (53%), 96 (16%), 60 (10%),
and 35 (6%) patients, respectively. Baseline patient factors associated with grade 3-4 ICAHT
included ALL (reference: aggressive NHL, OR = 4.18, 95% CI, 2.41-7.26, p < 0.001) , Hispanic or
Latino ethnicity (OR = 2.17, 95% CI, 1.07-4.20, p = 0.025), and lower age (OR = 1.03, 95% CI,
1.02-1.05, p < 0.001). Pre-lymphodepletion (LD) laboratory factors associated with grade 3-4
ICAHT in univariate analyses included lower ANC (OR = 6.67 per log10 cells/pL, 95% CI, 4.0-11.1,
p < 0.001), LDH (OR = 8.70per log10U/L, 95% CI, 4.03-19.4, p < 0.001), CRP (OR = 3.18 per
logiomg/L, 95% CI, 2.06-5.07, p < 0.001), and ferritin (OR = 6.07 per logiomg/L, 95% CI, 3.65-
10.6,p < 0.001). Peak CRP (OR =15.6, 95% CI, 7.27-36.4, p < 0.001), peak ferritin (OR = 7.41, 95%
CI, 5.02-11.3, p < 0.001), peak CRS grade (OR = 2.01, 95% CI, 1.59-2.56, p < 0.001), and peak
ICANS grade (OR = 1.51, 95% CI, 1.29-1.77, p < 0.001) after CAR T-cell infusion were also
strongly associated with grade 3-4 ICAHT. A multivariable model using restricted cubic splines
and including disease type, pre-LD ANC, pre-LD LDH, peak CRP, peak ferritin, and CRS grade
demonstrated high discrimination to predict grade 3-4 ICAHT (C-index = 0.89). Internal
validation using bootstrapping showed near-perfect calibration without overfitting. Sensitivity
and specificity based on the Youden criteria was 74% and 90%, respectively. The sensitivity and
specificity of the CAR-HEMATOTOX score in predicting grade 3-4 ICAHT was 93% and 30%,
respectively. Conclusions: We identified pre- and post-infusion predictors of grade 3-4 ICAHT
and internally validated a multivariable logistic regression model including disease-type, pre-
LD ANC, pre-LD LDH, peak CRP, peak ferritin, and CRS grade. We plan to further evaluate our
model in an external cohort. Research Sponsor: NIH National Heart, Lung, and Blood Institute;
5T32HL007093; National Cancer Institute/U.S. National Institutes of Health; 5T32CA951539;
National Cancer Institute/U.S. National Institutes of Health; P30 CA15704; Swim Across
America.
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A CRISPR-edited allogeneic anti-CD19 CAR-T cell therapy with a PD-1 knockout
(CB-010) in patients with relapsed/refractory B cell non-Hodgkin lymphoma (r/r
B-NHL): Updated phase 1 results from the ANTLER trial.

Boyu Hu, Loretta J. Nastoupil, Houston Holmes, Ayad Hamdan, Abraham Kanate, Umar Faroog, Mohamad Cherry, Elizabeth Brem, Lauren C. Pinter-Brown,

Daniel Arthur Ermann, Muhammad Husnain, Kenneth Micklethwaite, Syed Rizvi, Ashley Hammad, Ben Thompson, Enrique Zudaire, Socorro Portella, Mehdi Hamadani,
James Essell, Susan Mary 0'Brien; Huntsman Cancer Institute, Salt Lake City, UT; The University of Texas MD Anderson Cancer Institute, Houston, TX; Texas Oncology -
Baylor Sammons Cancer Center, Dallas, TX; University of California, San Diego Health, San Diego, CA; HonorHealth, Scottsdale, AZ; University of lowa Hospitals and Clinics,
lowa City, IA; Morristown Medical Center, Morristown, NJ; University of California, Irvine, Irvine, CA; University of Arizona Cancer Center, Tucson, AZ; New South Wales
Health, St Leonards, NSW, Australia; Caribou Biosciences, Inc., Berkeley, CA; Medical College of Wisconsin Cancer Center, Milwaukee, WI; Oncology Hematology Care, Inc.,
Cincinnati, OH

Background: CB-010 is an allogeneic anti-CD19 CAR-T cell therapy derived from healthy donor
T cells using CRISPR hybrid RNA-DNA (chRDNA) technology. This technology is used to
introduce 3 genome edits: (1) knockout of TRACto eliminate TCR expression and reduce risk
of GvHD, (2) insertion of a CD19-specific CAR (scFv FMC63) into theTRAC locus, and (3)
knockout of PD-1 to prevent premature CAR-T cell exhaustion and potentially enhance
antitumor activity. Methods: ANTLER is a Phase 1 clinical trial (NCT04637763) with a 3+3
dose escalation phase and a dose expansion phase designed to evaluate safety, tolerability, and
antitumor activity of CB-010 in patients (pts) with r/r B-NHL and determine RP2D. In dose
escalation, pts must have received =2 prior lines of chemoimmunotherapy or had primary
refractory disease to 1L therapy. Pts received lymphodepletion with sequential cyclophospha-
mide (60 mg/kg/day x 2 days) and fludarabine (25 mg/m2/day x 5 days) followed by a single CB-
o010 infusion. Results: 16 pts with r/r B-NHL (10 LBCL, 3 MCL, 2 FL with POD24, 1 MZL) received
CB-010 at 40 x 10° CAR-T cells (dose level 1; N=8), 80 x 10° CAR-T cells (dose level 2; N=5), or
120 x10° CAR-T cells (dose level 3; N=3) during dose escalation. Median age was 66 years (range
55-82). Median time since first diagnosis was 2.4 years (range 0.2-16.4). Median prior lines of
therapy was 2 (range 1-8). CB-010 was generally well tolerated. No GvHD was seen. CRS
occurred in 7/16 (44%) pts (no CRS grade =3). Median time to CRS onset was 3.5 days and
median duration was 3 days. ICANS occurred in 4/16 (25%) pts (13% grade =3). Median time to
ICANS onset was 7.5 days and median duration was 2 days. The 3 most common TEAEs grade =3
were thrombocytopenia (11/16; 69%), neutropenia (9/16; 56%), and anemia (8/16; 50%). One
grade 3 infection (antecubital cellulitis) occurred unrelated to CB-010. After a single CB-010
infusion, 15/16 (94%) pts achieved an overall response, 11/16 (69%) achieved a CR, and 7/16
(44%) achieved a CR at =6 months. Median time to CR was 28 days. Among LBCL pts (n=10), 9
(90%) achieved an overall response, 7 (70%) achieved a CR, and 5 (50%) achieved a CR
at =6 months. To date,2 pts have completed the 24-month study period with ongoing CR.
Peak expansion of CB-010 occurred at days 7-10 post-infusion. T and NK cells recovered rapidly
in peripheral blood (<3 weeks) after lymphodepletion, and B cells remained below the limit of
quantification beyond 3 months, supporting specific targeting of B cells by CB-o10.
Conclusions: CB-010 showed a manageable safety profile and promising efficacy for treatment
of pts with r/r B-NHL, including aggressive subtypes. The dose escalation phase is complete.
Enrollment of 2L LBCL pts in dose expansion is ongoing. Initial dose expansion data at the CB-
010 RP2D and translational data will be presented for the first time at the meeting. Clinical trial
information: NCT04637763. Research Sponsor: Caribou Biosciences, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT04637763
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Patients (pts) with R/R large B-cell ymphoma (LBCL) treated with lisocabtagene
maraleucel (liso-cel) nonconforming product (NCP) under the Expanded Access
Protocol (EAP).

Brian G. Till, Caron Alyce Jacobson, Maria Lia Palomba, Jeremy S. Abramson, Jon Arnason, Frederick L Locke, Paolo Fabrizio Caimi, Natalie Sophia Grover, Reem Karmali,
Hyung C. Suh, Stephen J. Schuster, Mecide Meric Gharibo, Catherine Balint, Trias Rakhmawati, Veronica Jude, Loretta J. Nastoupil; Fred Hutchinson Cancer Center, Seattle,
WA; Dana-Farber Cancer Institute, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; Massachusetts General Hospital, Boston, MA; Beth Israel
Deaconess Medical Center, Boston, MA; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; CCF Taussig Cancer Center, Cleveland, OH; Lineberger
Comprehensive Cancer Center, The University of North Carolina School of Medicine, Chapel Hill, NC; Northwestern University Feinberg School of Medicine, Chicago, IL; John
Theurer Cancer Center, Hackensack University Medical Center, Hackensack, NJ; Lymphoma Program, Abramson Cancer Center, Philadelphia, PA; Bristol Myers Squibb,
Princeton, NJ; Celgene, a Bristol Myers Squibb Company, Boudry, Switzerland; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Liso-cel is an autologous, CD19-directed, 4-1BB CAR T cell product indicated for
the treatment of adults with R/R LBCL. Liso-cel NCP is defined as any product wherein one or
both of the CD8 or CD4 cell components did not meet = 1 of the commercial release specifi-
cations but met EAP release criteria and was considered appropriate for infusion. Methods: This
is a prospective, multicenter EAP study of pts with R/R LBCL intended to receive commercial
liso-cel but were treated with NCP due to manufacturing outcomes. Data from United States pts
are reported here. The study comprised a pretreatment period for pt evaluation, a treatment
period, which started at the first dose of lymphodepleting chemotherapy and continued
through NCP administration at Day 1, and the posttreatment period, which followed pts up
to 3 months after NCP administration for safety and disease status. Study objectives were safety
(primary endpoint) and effectiveness by ORR and CR rate assessed by the treating physician per
Lugano 2014 criteria (secondary endpoint). Due to the 3-month follow-up, duration of re-
sponse, PFS, and OS analyses could not be estimated. Results: A total of 167 United States pts
(third-line or later, n = 145; second line, n = 22) were included in the analysis set (data cutoff: 11/
20/2023), which included pts who were infused and completed 3 months of follow-up (n = 134)
or discontinued participation or died before 3 months (n = 33). Median (IQR) time from
leukapheresis to NCP infusion was 50 d (44—58). Median age was 69 y (range, 29—87), 57%
male, 42% diffuse LBCL (DLBCL) not otherwise specified, and 29% transformed DLBCL. The
most frequent types of NCP (= 10 cases) were CD4 low T-cell lineage purity (n = 37 [22%]), CD4
low or high vector copy number (n = 31 [19%]), CD4 low transduction frequency (n = 24 [14%]),
or CD8 high interferon-v (n =12 [7%]). Bridging therapy was reported in 31% of pts. In the total
population (N = 167), cytokine release syndrome was reported in 42% of pts (1% grade = 3),
neurological events in 8% (4% grade = 3), immune effector cell-associated neurotoxicity in 2%
(1% grade = 3), prolonged cytopenia in 40% (grade = 3 on or after Day 29), grade = 3 infections
in 14%, infusion-related reactions in 1% (grade = 3), and second primary malignancy in 1%
(none grade = 3). Thirteen pts died because of: AEs (n = 6), disease progression (n = 5), or
unknown reasons (n = 2). Of 118 efficacy-evaluable pts for best overall response in the first
3 months, ORR was 71% (95% CI, 62—79); 53% had a CR (95% CI, 43—62) and 19% had a PR
(95% CI, 12—27). Conclusions: These data add to current clinical experience with liso-cel, show
that pts with R/R LBCL can derive clinical benefit from receiving NCP without compromising
safety, and provide important evidence to facilitate clinical decision-making. Clinical trial
information: NCT04400591. Research Sponsor: This study was funded by Juno Therapeutics, a
BMS Company. All authors contributed to and approved the abstract; writing and editorial
assistance were provided by Meredith Rogers, MS, CMPP, of The Lockwood Group (Stamford,
CT, USA), funded by BMS.


http://www.clinicaltrials.gov/ct2/show/NCT04400591
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A phase 1 study of LY007, a novel anti-CD20 CAR-T cell therapy in patients with
relapsed or refractory B-cell non-Hodgkin lymphoma.

Zixun Yan, Lingshuang Sheng, Li Wang, Wen Wu, Yilun Zhang, Rong Shen, Weiguo Cao, Lei Li, Sheng Chen, Xufeng Jiang, Hongmei Yi, Qi Song, Li Wang, Shu Cheng,
Peng-Peng Xu, Jianyong Li, Weili Zhao; Ruijin Hospital Affiliated to Shanghai Jiao Tong University School of Medicine, Shanghai, China; Department of Hematology, the
First Affiliated Hospital of Nanjing Medical University, Jiangsu Province Hospital, Nanjing, China

Background: Approved chimeric antigen receptor (CAR) T cell therapies targeting CD19 with a
single co-stimulatory domain in the treatment of relapsed/refractory B-cell non-Hodgkin
lymphoma (r/r B-NHL) may face challenges including drug resistance and disease recurrence.
This Phase 1 study was conducted to evaluate the safety and tolerability of LY007, a novel CD20-
targeting CAR-T cell containing both 0X40 and 4-1BB co-stimulatory domains to enhance
CAR-T cell proliferation and anti-cancer cytotoxicity, for the treatment of r/r B-NHL pts.
Methods: In this open-label, single-arm phase 1 trial, r/r B-NHL pts were infused with LY007 in
3 dose levels (DLs) (DL1, 0.5 x 10° cells/ kg; DL2, 1.5 x 10° cells/ kg; DL3, 5.0 x 10° cells/ kg) based
on a standard 3+3 dose escalation design after cyclophosphamide/fludarabine lymphodeple-
tion. The main objectives were to determine the safety and tolerability, pharmacokinetics, and
preliminary efficacy of LY007. The key eligibility criteria included pts with cytologically or
histologically confirmed CD20 positive r/r B-NHL according to WHO 2016 including diffuse
large B cell lymphoma (DLBCL) and transformed follicular lymphoma (TFL). Results: As of
December 25th, 2023, 9 pts were treated with single LY007 infusions at 3 dose levels with a
median follow-up of 5.09 (range 0.92-18.10) months. The median age of treated pts was 65
years (range, 44 to 69), and 44% (4/9) of pts had received three prior lines of therapy. Their B-
NHL subtypes were all DLBCL. Among the treated pts, 78% (7/9) relapsed after prior lines of
treatment, 89% (8/9) had extranodal involvement, 78% (7/9) had an International Prognostic
Index (IPI) score of = 2, and 44% (4/9) had a maximum tumor length of = 5 cm. The overall
response rate (ORR) and complete response (CR) were 67% (6/9) and 33% (3/9) at day28, 83%
(5/6), and 67% (4/6) at month 3 of the pts evaluable for efficacy. Among all study participants,
the best reported ORR was 89% (8/9). The longest duration of remission was 12.3 months to
date. The overall survival (OS) and progression-free survival (PFS) were 100% and 88.9% at
6 months, respectively. The LY007 was generally well tolerated. No dose-limiting toxicities
(DLTs) were observed. And no immune effector cell-associated neurotoxicity syndrome
(ICANS) or G3+ cytokine release syndrome (CRS) was reported. The most common G3+ AEs
were lymphopenia (9/9), leukopenia (9/9), and neutropenia (7/9). No pts discontinued,
withdrew, or died due to AE. 6 pts experienced G1/2 CRS. Pts at all 3 dose levels had good
CAR-T expansion and long-term persistence, particularly in the LD3 cohort, where the highest
mean cell copy number of 93,750 copies/pg DNA was achieved at day 11 and was still detectable
to date. Conclusions: This phase 1 trial demonstrated that LY007 was well tolerated at the dose
levels up to 5.0 x 10° cells/ kg and showed a favorable dose-response relationship for the
treatment of r/r B-NHL. Clinical trial information: NCT06279611. Research Sponsor: Shanghai
Longyao Biotechnology Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/#NCT06279611
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Estimating the health care costs associated with receipt of lisocabtagene mar-
aleucel: Insights from adults with mantle cell lymphoma (TRANSCEND NHL 001).

Tycel Jovelle Phillips, Ashley Martin, Abraham D. Lee, Sana Mirza, Thomas Carattini, November H. McGarvey, Pallavi Patwardhan; City of Hope National Medical Center,
Duarte, CA; BluePath Solutions, Los Angeles, CA; Bristol Myers Squibb, Princeton, NJ

Background: Anti-CD19 CAR T cell therapy is a major advancement for treating R/R B-cell
malignancies such as mantle cell lymphoma (MCL). While effective disease management with
CART cell therapy is expected to reduce patients’ health care resource utilization (HCRU) over
the long-term, few studies have examined the short-term impacts of this treatment on HCRU
and associated health care costs. Here, we used data from the TRANSCEND NHL 001
(NCT02631044) clinical trial to estimate the HCRU-related costs incurred by patients with
R/R MCL over the first 12 months after receipt of lisocabtagene maraleucel (liso-cel). Methods:
A retrospective analysis of clinical trial data was conducted to calculate the frequency of HCRU
(medications [excluding liso-cel], diagnostics, procedures, ICU and non-ICU hospitalizations)
observed over the 12 months immediately after administration of liso-cel. Costs for each HCRU
event were derived from public databases and literature, adjusted to 2023 United States (US)
dollars, and used to estimate patient-level health care costs. Results: Of the patients treated (N
= 88), 76.1% were male, 87.5% were White, and mean + standard deviation (SD) age was 67.5 =
9 years. All patients were treated in the US and completed a median (range) of 3 (1—11) prior lines
of therapy before receiving liso-cel. Most patients (93.2%) received the recommended dose of
100 X 10° CAR" T cells. The total mean + SD per-patient cost (excluding liso-cel) was estimated
at $138,413 + $58,555 over 12 months. Facility use accounted for 77.7% of all costs, primarily
owing to non-ICU hospitalizations (98.9%), which had a mean =+ SD length of stay of 19.5 =
16.7 days per eligible patient. Half of all health care costs were incurred within the first month of
infusion (53.2%), with each subsequent month contributing a fraction (1.5%—6.3%) of total
costs. A total of 13 out of 88 patients received their initial infusion in an outpatient setting and
incurred 23% fewer costs compared with those who received their infusion in an inpatient
setting ($110,050 vs $143,418), primarily as a function of reduced first-month facility use. Total
costs for patients receiving liso-cel in outpatient settings were further reduced to $72,771 upon
exclusion of 3 outliers. Conclusions: Non-ICU hospitalizations were the largest driver of liso-
cel-related costs in this R/R MCL cohort of clinical trial participants. Most of the cost burden
was incurred within 1 month of treatment, with dramatic reductions in HCRU and health care
costs observed thereafter. Results suggest that treatment in the outpatient setting, even in part
(eg, at initial infusion only), may confer substantial cost savings to the health care system.
Research Sponsor: This study was funded by BMS. All authors contributed to and approved the
abstract; writing and editorial assistance were provided by Emily Burke, PhD, of The Lockwood
Group (Stamford, CT, USA), funded by BMS.
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Subcutaneous epcoritamab (SC epcor) administered outpatient (outpt) for relapsed
or refractory (R/R) diffuse large B-cell ymphoma (DLBCL) and follicular lymphoma
(FL): Results from phase 2 EPCORE NHL-6.

David Jacob Andorsky, Ralph V. Boccia, Bradley Walter Lash, Rakhee Vaidya, Mitul Gandhi, Ameet Patel, Sami Ibrahimi, Fernando Manuel Vargas Madueno, Christina Y. Lee,
Seema Naik, J. Erika Haydu, Mark Fesler, Kojo Osei-Bonsu, Kristin Conte, Thomas Doerr, Yang Bai, Mariana Sacchi, Jeff Porter Sharman; Rocky Mountain Cancer Centers,
Boulder, CO; Center for Cancer and Blood Disorders, Bethesda, MD; Lehigh Valley Health Network, Allentown, PA; Wake Forest Baptist Health, Winston-Salem, NC; Virginia
Cancer Specialists, Gainesville, VA; Oncology Hematology Care, Inc., Cincinnati, OH; University of Oklahoma, Stephenson Cancer Center, Oklahoma City, OK; H. Lee Moffitt
Cancer Center at Memorial Healthcare System, Pembroke Pines, FL; Stony Brook University Medical Center, Stony Brook, NY; Penn State Milton S. Hershey Medical Center,
Hershey, PA; Massachusetts General Hospital, Boston, MA; St. Luke's Hospital, Chesterfield, MO; AbbVie Inc., North Chicago, IL; Genmab, Plainsboro, NJ; Willamette Valley
Cancer Institute and Research Center, Eugene, OR

Background: Epcor is the only SC CD3xCD20 bispecific antibody approved for R/R DLBCL. In
initial protocols, hospitalization after the 15t full dose of epcor was required to monitor patients
(pts) for and characterize CRS. The EPCORE NHL-6 trial assessed whether R/R DLBCL/FL pts
treated with SC epcor across US community and academic sites could be safely monitored in the
outpt setting. Methods: Eligible pts had R/R DLBCL or FL and at least 2 prior lines of therapy.
Epcor was given in 28-d cycles [C]; C1 SUD: 0.16 mg then 0.8 mg, followed by 48 mg; C1—-3: QW;
C4—9: Q2W; C=10: Q4W. Pts received safety education, including early identification and
reporting of symptoms of CRS and ICANS, and were required to stay =30 min of the site of
care for 24 h after the 1%* full dose. Based on C1 optimization (OPT) findings from EPCORE NHL-1
(Vose ASH 2023, Abs 1729), the trial was amended to implement C1 OPT with hydration and
dexamethasone after enrollment of 34 pts. Results: At data cutoff, 36 pts (23 DLBCL, 13 FL)
received =1 dose of epcor (median cycles, 3). 13 and 23 pts were from US academic and
community sites, respectively. Median age was 65y, 67% of pts had extranodal disease, and
39% had prior CAR T. Any grade CRS occurred in 47% of pts and were mostly low grade (G1, n=9;
G2, n=7; G3, n=1). Median time to onset of CRS after 1°* full dose was 23 h. No CRS events led to
discontinuation; 11 pts (31%) were treated with tocilizumab, 8 (22%) with corticosteroids, and 5
(14%) with both. ICANS occurred in 8% (all G1-2) with a median time to onset of 20 days from
C1D1, and all resolved. Of 31 pts receiving the 1 full dose, 3 pts (10%) received epcor in the
inpatient (inpt) setting while admitted for AEs other than CRS (pain management, leg injury,
UTI, n=1 each). The remaining 28 pts (90%) received epcor and were monitored in the outpt
setting. 12 total pts had 13 CRS events after the 1° full dose with CRS starting in the outpt setting
in 10 pts (G1, n=6; G2, n=4). 7/28 (25%) pts initially monitored as outpts were subsequently
managed as inpt for CRS. All 12 pts had resolution of CRS with a median time to resolution of 45
h. Conclusions: Pts with R/R DLBCL and FL were successfully treated with SC epcor and
monitored in the outpt setting across different types of sites. CRS events occurring in the
outpt setting were appropriately managed, and the observed CRS incidence and severity was
comparable to that of the pivotal EPCORE NHL-1 trial. These data suggest that SC epcor can be
safely administered and pts monitored outpt, and then managed inpt as needed for CRS.
Enrollment is ongoing, and a larger dataset with C1 OPT including hydration and dexameth-
asone, which are anticipated to further lower CRS incidence and severity, will be presented later.
Clinical trial information: NCT05451810. Research Sponsor: This study was funded by AbbVie
and Genmab A/S.

CRS events by dosing period.

Priming Intermediate
CRS Events SuD1 SuD2 15 Full 2" Full >3" Full
N=24 n=3 n=2 n=13 n=4 n=2
G1 3 2 7 4 0
G2 0 0 6 0 1
G3 0 0 0 0 1

No =G4 CRS.


http://www.clinicaltrials.gov/ct2/show/NCT05451810
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Preclinical assessment of IPH6501, a first-in-class IL2v-armed tetraspecific NK cell
engager directed against CD20 for R/R B-NHL, in comparison with a CD20-targeting
T cell engager.

Olivier Demaria, Marie Vetizou, Romain Remark, Laura Chiossone, Constance Vagne, Rachel Courtois, Caroline Denis, Aurélie Maguer, Frangois Le Floch, Agnés Represa,
Audrey Blanchard Alvarez, Laurent Gauthier, Sonia Quaratino, Carine Paturel, Eric Vivier; Innate Pharma, Marseille, France; Aix Marseille University, CNRS, INSERM, CIML,
Marseille, France

Background: The therapeutic landscape for relapsed or refractory (R/R) B-cell non-Hodgkin
lymphoma (B-NHL) is evolving to include targeted T-cell based immunotherapies, including
CD19-targeted CAR-T and CD3xCD20 T-cell engaging (TCE) bispecific antibodies. Yet, there
remains an unmet medical need for patients who are refractory to, or ineligible for these
treatments. Leveraging natural killer (NK) cells emerges as a promising strategy in hemato-
logical malignancies, as shown in a Phase 1 study with IPH6101/SAR’579 in R/R AML (Stein,
ASCO 2023; Bajel, ASH 2023). Methods: We developed IPH6501, a tetraspecific antibody-based
NK cell engager that simultaneously targets on NK cells the CD16a and NKp46 receptors, the IL-
2 receptor with an engineered IL-2 variant (IL2v) and on B-NHL cells the CD20 antigen. This
approach boosts NK cell activation and proliferation, cytotoxicity against tumor cells, and
cytokine production. The IL-2 variant is designed with mutations that prevent binding to CD25
(IL-2Ra), limiting Treg activation and potential IL-2-related side effects. IPH6501 has been
evaluated in mouse, non-human primate, and human-derived models, including cells from R/R
B-NHL patients. Results: In vivo studies in non-human primates and tumor mouse models
revealed that IPH6501, at well-tolerated doses, significantly boosted peripheral NK cell pro-
liferation, drove their accumulation at tumor locations, and effectively eradicated CD20+ cells
in blood and tissues. In human derived-models, IPH6501 significantly induced NK cell pro-
liferation and cytotoxicity. Notably, IPH6501 showed potent activity against a range of B-NHL
cell lines, including those with low CD20 expression. In addition, IPH6501 upregulated the
expression of activating receptors on NK cells, such as NKG2D, essential for the recognition and
killing of malignant cells, thereby introducing another mode of action enabling the elimination
of CD20-negative tumor cells. In a comparative analysis with a CD3xCD20 TCE, IPH6501
induced lower cytokine secretion, suggesting a potentially safer profile. Additionally,
IPH6501 showed higher killing efficacy compared to the TCE in samples from healthy in-
dividuals as well as R/R B-NHL patients, underscoring its therapeutic potential. Conclusions:
The preclinical demonstrations of IPH6501 activities across various in vivo models and its
effectiveness in ex vivo assays using cells from R/R B-NHL patients provide compelling
evidence of its therapeutic potential and tolerability. IPH6501 is emerging as a promising
new candidate within the treatment landscape for R/R B-NHL and is currently being in-
vestigated in a global, first-in-human phase 1/2 study (NCT 06088654). Research Sponsor:
None.
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Long term follow-up results of BRL-201 phase | study, a CRISPR-based non-viral
PD-1 locus specific integrated anti-CD19 CAR-T cells in treating relapsed or re-
fractory non-Hodgkin's lymphoma.

Biao Zheng, YongXian Hu, Jigin Zhang, Mingming Zhang, Wei Li, Wenjun Wu, Jiazhen Cui, Guoging Wei, Bing Du, Mingyao Liu, He Huang; Brl Medicine Inc., Shanghai, China;
Bone Marrow Transplantation Center, The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; BRL Medicine Inc., Shanghai, Shanghai, China

Background: Conventional CAR-T cell therapy, often virus-based, poses tumorigenesis risks
and incurs high costs and time. We developed a novel, non-viral, CRISPR/Cas9-mediated
method for generating genome-specific integrated CAR-T cells, bypassing these limitations.
Here, we update long term follow up data of trial of non-viral PD1 locus specifically integrated
anti-CD19 CAR-T cells (BRL-201) in patients with relapsed/refractory (r/r) Non-Hodgkin’s
lymphoma (#NCT04213469). Recently, a phase I/II of BRL-201 (#NCT05741359) is ongoing
with a large-scale and multi-center design to further evaluate of BRL-201 antitumor activity in
lower dose level. Methods: This phase I investigator-initiated trial evaluated BRL-201 in adult
patients with r/r B-NHL. Participants underwent leukapheresis followed by lymphodepletion
chemotherapy with cyclophosphamide (500mg/m2, D-3 to -2) and fludarabine (30mg/m?, D-4
to -2) before BRL-201 infusion. Dose escalation followed a 3+3 rule across three cohorts (2x10%/
kg, 4x10°/kg, 6 x10%/kg), with additional non-standard doses (0.56~0.8 x 10°/kg) administered
to three subjects. Primary endpoint: incidence of dose-limiting toxicities (DLT). Secondary
endpoint: proportion of patients achieving an objective response at 3 months as assessed by
investigators. The phase I/II trial also employed the 3+3 escalation rule. Results: From May 3,
2020, to August 10, 2021, 25 patients with r/r B-NHL were enrolled; 21 received BRL-201, with a
median age of 56 (range: 34-70) and median of 4 (range: 1-9) prior therapy lines. 17 patients
were diagnosed with disease stages III or IV, and 13 patients were high-intermediate to high risk
per IPI/aalPI. Two had previous autologous HSCT, and one had primary refractory disease. As of
January 10, 2024, the median follow-up was 37.0 months (95%CI: 33.82-40.18m). All 21
patients showed an objective response, with 18 (85.7%) achieving CR. 7 patients maintained
CR at data cut-off. The median DOR was 18.6 months (95%CI: 4.10-33.10), with a median PFS of
19.5 months (95%CI: 5.15-33.86). The 12-month OS rate was 76.2% (95% CI: 60%-96.8%). The
median OS was not reached. No severe CRS or ICANS were noted. Mild CRS (grade 1-2) occurred
in 66.7%(14/21) of patients, with one requiring tocilizumab. Grade 1-2 ICANS was observed in
19.0%(4/21). No new AEs/SAEs were reported in the last follow-up. In the ongoing phase I
study, 9 patients received BRL-201 with no DLTs observed within 28 days post-infusion.
Conclusions: With a median 37.0 month follow-up, BRL-201 demonstrated durable responses,
high median PFS (19.5 months), and a 12-month OS rate of 76.2%. The median OS for
responders has not yet been reached. The safety profile was manageable, highlighting the
clinical potential of BRL-201. Further data collection is ongoing to establish its clinical value.
Clinical trial information: NCT04213469, NCT05741359. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/#NCT04213469, NCT05741359
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Epcoritamab + R-DHAX/C in transplant-eligible patients (pts) with high-risk re-
lapsed or refractory (R/R) diffuse large B-cell lymphoma (DLBCL).

Yasmin Karimi, Pau Abrisqueta, Sven de Vos, Marcel Nijland, Fritz Offner, Kojo Osei-Bonsu, Ali Rana, Kimberly G. Archer, Yaou Song, Raul Cordoba, Lorenzo Falchi;
University of Michigan Comprehensive Cancer Center, Ann Arbor, MI; Hospital Universitario Vall d'Hebron, Barcelona, Spain; Ronald Reagan University of California Los
Angeles Medical Center, Los Angeles, CA; University Medical Center Groningen and University of Groningen, Groningen, Netherlands; Universitair Ziekenhuis Gent, Ghent,
Belgium; AbbVie, North Chicago, IL; Genmab, Plainsboro, NJ; Fundacion Jimenez Diaz University Hospital, Health Research Institute 1IS-FJD, Madrid, Spain; Lymphoma
Service, Memorial Sloan Kettering Cancer Center, New York, NY

Background: While high-dose therapy (HDT)-autologous stem cell transplant (ASCT) is
potentially curative for pts with R/R DLBCL, many do not receive this treatment (tx) due to
insufficient response to salvage chemoimmunotherapy; better options are needed. Epcorita-
mab is a CD3xCD20 bispecific antibody with efficacy and safety in R/R DLBCL as a single agent
and in combination. We report updated data from epcoritamab in combination with rituximab,
dexamethasone, cytarabine, and oxaliplatin or carboplatin (R-DHAX/C) in pts with R/R DLBCL
eligible for HDT-ASCT, including high-risk pts (progressed within 12 mo of initial tx or primary
refractory), from EPCORE™ NHL-2 (phase 1/2; NCT04663347). Methods: Adults with R/R
CD20" DLBCL eligible for HDT-ASCT received R-DHAX/C and epcoritamab (2 step-up doses,
then 24- or 48-mg full doses) in 21-d cycles (Cs): QW, C1—3. If HDT-ASCT was deferred, pts
could continue epcoritamab (21-d C: QW, C4; 28-d Cs: Q2W, C5-9; Q4W, C=10) until disease
progression. Primary endpoint was overall response rate (ORR; Lugano criteria). Results: As of
Dec 15, 2023, 29 pts (median age, 58 y) received epcoritamab (24 mg, n=3; 48 mg, n=26) + R-
DHAX/C. At baseline, 24 pts (83%) had progressed within 12 mo of initial tx, 19 (66%) had
primary refractory disease (no response or relapse within 6 mo of initial tx), and 3 (10%) had
prior CART. At 27.5 mo median follow-up, 16 (55%) pts had proceeded to HDT-ASCT and 2 (7%)
remained on tx. ORR was 76% and complete response (CR) rate was 69% (Table). Median time
to response was 1.4 mo (CR, 1.5 mo). At 24 mo, per Kaplan—Meier estimates, 60% of pts
remained progression free, while 90% of pts who proceeded to ASCT (n=16) and 60% of pts who
continued epcoritamab without ASCT (n=5) remained progression free; additionally, 90% of
pts with CR who received ASCT (n=15) and 100% of high-risk pts with CR who received ASCT
(n=12) remained in response. An estimated 86% of pts remained alive at 24 mo. The most
common tx-emergent AEs (TEAEs) of any grade (G) were thrombocytopenia (76%), anemia
(59%), nausea (48%), and neutropenia (48%; febrile neutropenia, 17%). CRS was low grade
(38% G1, 7% G2), resolved, and did not lead to tx discontinuation. ICANS (G2) occurred in 1 pt
and led to tx discontinuation. There were no fatal TEAEs. Conclusions: Longer follow-up
reaffirms the efficacy and feasibility of epcoritamab + R-DHAX/C in ASCT-eligible DLBCL.
Response rates were high and most pts proceeded to ASCT. Safety was manageable and
consistent with prior data. These results, including new high-risk subgroup analyses, support
future evaluation of epcoritamab + R-DHAX/C in ASCT-eligible DLBCL. Clinical trial informa-
tion: NCT04663347. Research Sponsor: This study was funded by Genmab A/S and AbbVie.

Response and durability of response.

Pts With CR Remaining

in Response
ORR CR Rate at 24 mo®
n % % %
All pts 29 76 69 81 n=20
Progressed within 12 mo of initial tx* 24 ! 63 91 n=15

@For primary refractory subset (n=19), ORR/CR rates were 68%/58%.
Kaplan—Meier estimate.


http://www.clinicaltrials.gov/ct2/show/NCT04663347
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Secondary myeloid malignancy after CAR T cell therapy for non-Hodgkin lymphoma
(NHL).

Alma Habib, Rina Welkie, Jacob Butman, Pedro C Silberman, Jose Vicente Forero, Yazeed Sawalha, Beth Christian, Kami J. Maddocks, Narendranath Epperla,
Samantha Mary Jaglowski, David Alan Bond, Hannah Kyung Choe, Jonathan Edward Brammer, Adam Kittai, Evandro Bezerra, Timothy Voorhees, Sumithira Vasu,
Sarah Allison Wall, Marcos J.G. De Lima, Nathan Denlinger; The Ohio State University, Division of Hematology, Columbus, OH; The Ohio State University, Department of
Internal Medicine, Columbus, OH; The Ohio State University, College of Medicine, Columbus, OH; The Ohio State University - Division of Hematology, Columbus, OH

Background: Prior studies have described toxicities associated with chimeric antigen receptor
T cell therapy (CART). Recently, myeloid malignancies were identified in myeloma patients (pt)
after receipt of cilta-cel. In this study, we sought to describe the cumulative incidence and
characteristics of secondary myeloid malignancies in pt treated with CART for NHL. Methods:
We conducted a single institution retrospective study among pt ages =18 years (yr) who
received commercial CART for NHL at Ohio State between December 2017 to April 2022.
Descriptive statistics were used to summarize pt/disease characteristics. Cumulative incidence
was calculated from date of infusion with death/relapse as competing risks. Results: For 190 pt
treated with CART, median age was 63 yr (23-85 yr). Disease subtypes included diffuse large B-
cell lymphoma (BCL)/high grade BCL, Richter transformation, and mantle cell lymphoma
(79.5%, 8.4%, and 7.4%). Products included tisa-cel (47.9%), axi-cel (43.1%), brexu-cel
(7.4%), and liso-cel (1.6%). Grade 3-4 neutropenia developed in 29% and 18% of pt at 30 days
and 90 days post-CART. Median follow-up was 17 mo (0.5-63 mo). 48% were alive at time of
analysis. Myeloid malignancy post-CART occurred in 7 pt with a median time to development of
29 mo (18-41mo). Characteristics (Table) included complex karyotype, TP53 and chromosome
5/7 abnormalities. Cumulative incidence of secondary malignancy was 1%, 5%, and 6% at 2, 3,
and 4 yr post-CART. Conclusions: We report on incidence of secondary myeloid malignancy in
pt receiving CART for NHL. Mutational characteristics of secondary malignancies were those
classically associated with therapy-related myeloid malignancy, thus presumed to be associ-
ated with prior exposure to chemotherapy (eg. alkylators/VP-16). Further investigation in
larger cohorts with additional observation time, to allow for appropriate risk discussion, is
required. Research Sponsor: None.

Time to
Lines of Malignancy
Age, CART Primary Treatment Secondary Post-CART
Sex Product Disease Pre-CART Malignancy (Days) Cytogenetics FISH NGS
61 M Axi-cel DLBCL 2t AML 877 Complex Del(17p), TP53,
monosomy KMT2A,
16q (CBFB), DNMT3A
monosomy
17p (TP53),
RUNX1
65 M* Axi-cel DLBCL 3+ MDS 533 Complex, Trisomies TP53,
autoHCT del(7) RUNX1, NRAS
RUNXITT,
CBFB, TP53,
17 centromere
41 F Axi-cel RTto 6 MDs* 1234 Monosomy 7, - Neg
DLBCL ring
chromosome
61 F Axicel FLto 5 AML# 937 Normal Neg DNMT3A,
DLBCL TET2,
RUNX1
25 M* Tisa-cel DLBCL 2% MDS 1037 Unbalanced Neg Neg
translocation
t(1;7)
64 F* Tisa-cel DLBCL 4+ CMML 835 Monosomy 7 - RUNX1
autoHCT"
66 M Tisa-cel DLBCL 2 MDS 589 Complex, Trisomies 3q27

monosomy  (BCL6), 8q24.2
5, monosomy (MYC),
6, 14432.3-8q24
der(6q), der(7)  (IGH-MYC),
8p11.1-q11.1
(D8Z2)

*BM biopsy pre-CART showed no evidence of disease/mutations; biopsy unavailable in other pts.
"Received post-CART systemic tx for relapse, local RT for stable disease prior to secondary malignancy.
#Underwent alloHCT.

Neg: negative.
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Early prediction of severe ICANS after standard-of-care CD19 CAR T-cell therapy
using gradient-boosted classification trees.

Jennifer Jing Huang, Emily C. Liang, Aya Albittar, Andrew Jay Portuguese, Natalie Wuliji, Aiko Torkelson, Delaney Kirchmeier, Abigail Chutnik, Barbara Pender,
Mazyar Shadman, Alexandre V. Hirayama, Brian G. Till, Erik Lesley Kimble, Lorenzo lovino, Aude Chapuis, Folashade Otegbeye, Ryan Daniel Cassaday, Filippo Milano,
David G. Maloney, Jordan Gauthier; University of Washington/Fred Hutchinson Cancer Center, Seattle, WA; Fred Hutchinson Cancer Center, Seattle, WA

Background: Severe immune effector cell-associated neurotoxicity syndrome (ICANS) has
arisen as a major complication leading to morbidity, mortality, and increased resource utili-
zation. There is an urgent need to accurately predict the development of severe ICANS after CAR
T-cell therapy. Here, we demonstrate the high performance of the XGBoost (“eXtreme Gradient
Boosting”) machine learning algorithm in predicting the development of severe ICANS using
commonly available laboratory and vital sign data from patients with B-cell lymphomas
undergoing standard-of-care CD19 CAR T-cell therapy. Methods: We included patients who
received axicabtagene ciloleucel (axi-cel) or brexucabtagene autoleucel (brexu-cel) per stan-
dard of care. ICANS was graded by CTCAE 4.03 criteria (pre-12/2018) or ASTCT Consensus
Grading System (post-1/2019). Predictions were generated using XGBoost, a widely used
supervised machine learning algorithm that trains ensembles of decision trees to learn iter-
atively from prior trees and allows for very flexible modeling (e.g. non-linear effects, complex
high-order interaction effects). K-fold cross-validation was used to assess calibration and
overfitting. Variables assessed included age, ferritin, CRP, LDH, IL-6, fibrinogen, platelet
count, and temperature at pre-infusion, day 0, and day +3 post-infusion timepoints.
Results: A total of 175 patients were included with 39 receiving brexu-cel (22%) and 136
receiving axi-cel (78%). Grade =3 ICANS occurred in 40 patients (23.3%). XGBoost modeling of
factors demonstrated that serum ferritin level on day +3 was the most important variable
predictive of grade =3 ICANS (accuracy gain: 0.28). Other influential factors included day 0 and
+3 platelet count, patient age, day +3 IL-6 level, day o fibrinogen level, and day 0 and +3 CRP
level, in descending order of importance. The XGBoost model maintained high discrimination
(ability to distinguish high-risk from low-risk patients; mean AUROC 0.74, sensitivity 0.95,
specificity 0.90). Longitudinal LOESS smoothing confirmed associations between severe ICANS
and elevation in serum ferritin at day 0 (OR 3.01, 95% CI 1.41 — 6.73, p = 0.005) and day +3 (OR
5.50, 95% CI 2.31-14.5, p <0.001). Conclusions: A supervised machine learning model using
XGBoost incorporating age, temperature and commonly accessible laboratory data including
ferritin, CRP, LDH, IL-6, fibrinogen, and platelet count predicted severe ICANS prior to the
development of symptoms with high discrimination (AUROC 0.74) in patients undergoing
standard of care CAR T-cell therapy. This allows for the early identification of patients at
highest risk for developing severe ICANS who may benefit from prophylactic interventions.
Once externally validated, we plan to develop a user-friendly web application to generate
individualized predictions from our model. Research Sponsor: National Cancer Institute/U.S.
National Institutes of Health; 5T32CA951539; National Cancer Institute/U.S. National Institutes
of Health; P30CA15704; NIH National Heart, Lung, and Blood Institute; 5T32HL007093; Swim
Across America.
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Follow-up on phase 1 study of AT101, a novel anti-CD19 chimeric antigen receptor
cell therapy (CAR-T) in patients with relapsed or refractory (r/r) b-cell non-Hodgkin
lymphoma.

Ki Hyun Kim, Dok Hyun Yoon, Jae-Cheol Jo, Seong Hyun Jeong, Sung Yong Oh, Hyungwoo Cho, Yoon Seok Choi, Sung-Hyun Kim, Ji Hyun Lee, LeiGuang Cui, Tae-bum Lee,
In-Sik Hwang, Young-Ha Lee, Yong-Jun Lee, Yoon Lee, Jong-Hoon Kim, Jong-Seo Lee, Junho Chung; AbClon Inc., Seoul, South Korea; Department of Oncology, Asan
Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Ulsan University Hospital, University of Ulsan College of Medicine, Ulsan, South Korea; Ajou
University Hospital, Suwon, South Korea; Donga University Hospital, Busan, South Korea; Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea;
Ajou University, Yeongtong-Gu, Suwon-Si, South Korea; Department of Internal Medicine, Dong-A University Medical Center, Busan, South Korea; Dong-A University
Hospital, Busan, South Korea; Cancer Research Institute, Seoul National University College of Medicine, Seoul, South Korea

Background: All the FDA-approved CD19 CAR-T products are based on FMC63 scFv, which
binds to the membrane-distal region of CD19. We developed a novel anti-CD19 antibody clone
(1218) binding to a membrane-proximal epitope of CD19 with fast on/off kinetics. AT101 is an
autologous CAR-T cell transduced with a lentiviral vector encoding CAR comprised of a
humanized scFv of 1218, 4-1BB costimulatory, and CD3zeta domain. Methods: In the phase
1 trial, patients (n=3 per dose level; up to n=18 in total) are treated with AT101 in 3 dose-
escalation cohorts based on a standard 3 + 3 design. Each patient received a single intravenous
dose of AT101 at dose level (DL) 1 (0.2 x 10° cells/kg), DL2 (1.0 x 10° cells/kg), or DL3 (5.0 x 10°
cells/kg). The primary objective is to determine the safety, the maximum tolerated dose, and
the recommended phase 2 dose of AT101. Key eligibility criteria include patients aged =19 with
histologically confirmed relapsed or refractory B-cell non-Hodgkin lymphoma (NHL). Tumor
responses were evaluated using Lugano 2014 criteria at 4 weeks before AT101 infusion as well as
at 4 weeks and 3, 6, 9, 12, and 18 months after AT101 infusion. Results: From March 2022 to
December 2022, fourteen patients were enrolled and 12 patients were treated, who were their
median age of 62.5 years (range 39 to 84) and received a median of three prior lines of therapy
(range 2-9). Their subtypes were as follows: diffuse large B cell lymphoma (DLBCL; n=7,
58.3%), follicular lymphoma (FL; n=3, 25.0%), mantle cell lymphoma (MCL; n=1, 8.3%), or
marginal zone lymphoma (MZL; n=1, 8.3%)). The data collection cut-off date was January 31,
202/. Based on the best overall response up to three months, eleven patients responded with an
overall response rate (ORR) of 91.7%, and a complete response (CR) was observed in nine
patients (75%). Remarkably, in DL2 and DL3 groups, the CR was 100.0%. Among nine patients
who achieved CR, seven patients have remained in CR during the median follow-up of
13.6 months (1.6-22.3 months). One patient experienced relapse and another one died from
septic shock. The median duration of response (DOR), progression-free survival (PES), overall
survival (0S), and event-free survival (EFS) were 19.5, 17.2, 18.9 and 17.2 months, respectively.
The median DOR, PFS, OS and EFS were not reached. Conclusions: In this first-in-human phase
1 trial, AT101 was tolerable with limited and manageable toxicities. In comparison to current
FMC63 scFv-based CD19 CAR-T therapies, AT101 exhibited potent and more enduring efficacy
with a remarkable suppression of relapse after CR. A phase 2 clinical trial is currently under-
going for DLBCL patients. Clinical trial information: NCT05338931. Research Sponsor: Korea
Drug Development Fund.


http://www.clinicaltrials.gov/ct2/show/NCT05338931
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Association between post-CART terminal complement complex (TCC) levels and
clinically significant immune effector cell-associated neurotoxicity syndrome
(ICANS).

George Durisek I, Qiuhong Zhao, Timothy Voorhees, Nathan Denlinger, Narendranath Epperla, Audrey M Sigmund, Gabriela Sanchez-Petitto, Yazeed Sawalha,
David Alan Bond, Hannah Kyung Choe, Sarah Allison Wall, Jonathan Edward Brammer, Lapo Alinari, Beth Christian, Spero Cataland, Samantha Mary Jaglowski,
Kami J. Maddocks, Marcos J.G. De Lima, Sumithira Vasu, Evandro Bezerra; The Ohio State University College of Medicine, Columbus, OH; The Ohio State University -
Division of Hematology, Columbus, OH; Medical College of Wisconsin, Milwaukee, WI; Division of Hematology, The Ohio State University, Columbus, OH

Background: The cornerstone of ICANS pathogenesis is endothelial dysfunction leading to
blood-brain barrier disruption driven by inflammatory cytokines. Endothelial dysfunction is
often associated with complement activation as in thrombotic microangiopathy, but the
association between complement and ICANS has not yet been investigated. Herein, we describe
the association between TCC levels (sC5b-9) and ICANS after CART. Methods: We retrospec-
tively included 42 patients (pts) with B-cell non-Hodgkin lymphoma treated with axi-cel or
brexu-cel from 03/2022 - 09/2023 at Ohio State University who had had sC5b-9 levels available
pre-lymphodepletion (pre-LD), pre-CART and post-CART infusion. sC5b-9 levels were mea-
sured once in each of the timepoints: pre-LD (between D-7 and D-4), pre-CART (between D-3
and Do) and post-CART (between D2 and D8). We defined clinically significant ICANS as peak
grade =2 (G=2). Median and interquartile range (IQR) were used to describe the biomarkers
levels, and Wilcoxon-rank sum test was used to compare values between groups. Results:
Median age was 64 years (26-76), 30 (71%) pts had large B-cell lymphoma and 6 (14%) had
untransformed follicular lymphoma who received axi-cel (36, 86%), and 6 (14%) had mantle
cell lymphoma who received brexu-cel. Following CART, cytokine-release syndrome (CRS)
peak grade was 2 and 1in 16 (38%) and 22 (52%) of the pts, respectively, and 4 pts (10%) had no
CRS. The ICANS peak grade was 4, 3, 2 and 1in 4 (10%), 2 (5%), 6 (14%) and 6 (14%) of the pts,
respectively, and 24 (57%) of the pts had no ICANS. The median time from CART to ICANS peak
was 6 days (2-12). Tocilizumab and steroids were used in 28 (67%) and 20 (48%) of the pts,
respectively. We compared sC5b-9 levels pre-LD, pre-CART and post-CART between pts that
had ICANS peak G=2 (N = 12) vs. grade 1 or did not have ICANS (Go-1, N = 30). We found that the
post-CART sC5b-9 levels were significantly higher among pts who had ICANS G=2 [median
(IQR) 254 (129) vs. 183 (82) ng/mL, p = 0.013]. There was no statistical difference in the levels
pre-LD and pre-CART between pts who had ICANS G=2 vs. G0-1, median (IQR) 176 (103) vs. 159
(94)ng/mL, p = 0.37,and 152 (64) vs. 143 (69) ng/mL, p = 0.89, respectively. We also compared
levels of other biomarkers associated with tumor burden, inflammation, and endothelial
dysfunction at the same time points sC5b-9 was measured between pts with ICANS G=2 vs.
G0-1and there were no statistically significant differences: median (IQR) pre-LD LDH 171 (73)
vs.180 (115) U/L, p =0.54, post-CART ferritin 262 (546) vs. 297 (333) ng/mL, p = 0.92 and post-
CART fibrinogen 302 (221) vs. 405 (146) mg/dL, p = 0.29. Conclusions: Our findings support an
association between post-CART sC5b-9 levels and clinically significant ICANS warranting
further investigation of the role of complement in the ICANS pathogenesis and as a therapeutic
target. Research Sponsor: None.
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Subcutaneous epcoritamab + GemOx in patients with relapsed or refractory DLBCL.:
Updated results from EPCORE NHL-2.

Joshua D. Brody, Judit Meszaros Joergensen, David Belada, Régis Costello, Marek Trneny, Umberto Vitolo, David John Lewis, Yasmin Karimi, Anna Sureda, Marc Andre,
Bjorn E. Wahlin, Pieternella Lugtenburg, Yajian Jiang, Aqeel Abbas, Yaou Song, Malene Risum, Raul Cordoba; Icahn School of Medicine at Mount Sinai, New York, NY;
Aarhus University Hospital, Aarhus, Denmark; Department of Internal Medicine — Hematology, University Hospital and Faculty of Medicine, Hradec Kralové, Czech Republic;
Assistance Publique — Hopitaux de Marseille (AP-HM), Marseille, France; First Department of Medicine, First Faculty of Medicine, Charles University and General University
Hospital, Prague, Czech Republic; Candiolo Cancer Institute, FPO-IRCCS, Turin, Italy; University Hospitals Plymouth NHS Trust, Derriford Hospital, Plymouth, United
Kingdom; University of Michigan Comprehensive Cancer Center, Ann Arbor, MI; Clinical Hematology Department, Institut Catala d'Oncologia — L'Hospitalet, IDIBELL,
Universitat de Barcelona, Barcelona, Spain; CHU UCL Namur Mont-Godinne, Yvoir, Belgium; Karolinska Institutet, Stockholm, Sweden; On behalf of the Lunenburg
Lymphoma Phase I/1l Consortium-HOVON/LLPC, Erasmus MC Cancer Institute, University Medical Center, Department of Hematology, Rotterdam, Netherlands; AbbVie,
North Chicago, IL; Genmab, Plainsboro, NJ; Genmab, Copenhagen, Denmark; Fundacion Jimenez Diaz University Hospital, Health Research Institute 1S-FJD, Madrid, Spain

Background: Gemcitabine + oxaliplatin (GemOx) is commonly used with rituximab to treat
relapsed or refractory (R/R) diffuse large B-cell lymphoma (DLBCL); however, outcomes are
suboptimal: 33% complete response (CR) rate; 5 mo median progression-free survival (PFS); 10
mo median overall survival (OS; Cazelles et al, Leuk Lymphoma 2021). We report additional
efficacy and safety results of epcoritamab + GemOx in difficult-to-treat R/R DLBCL (EPCORE™
NHL-2 phase 1/2 trial, NCT04663347). Methods: Adults with R/R CD20* DLBCL who failed or
were ineligible for autologous stem cell transplant (ASCT') enrolled to receive subcutaneous (SC)
epcoritamab (2 step-up doses followed by 48-mg full doses) in 28-d cycles (C): QW, C1-3; Q2W,
C4—-9; Q4W, C=10 until unacceptable toxicity or disease progression. GemOx was given Q2W in
C1—4. The primary endpoint was overall response rate (ORR) per Lugano criteria. Subgroup
analyses by prior treatment (tx) and response were performed. Results: As of Sept 1,2023, 97 pts
with =6 mo of follow-up had received epcoritamab 48 mg + GemOx (median follow-up, 9.7
mo). Pts had a median of 2 prior lines of tx (pLOT; range, 1-6); 55% had primary refractory
disease, 38% had bulky disease (>6 cm), 30% had prior CAR T, and 9% had prior ASCT. Median
age was 72y, with 34% of pts =75y. A median of 7 cycles of epcoritamab and 4 cycles of GemOx
were initiated. At data cutoff, tx was ongoing in 46% of pts. ORR was 78% and CR rate was 55%.
Median time to CR was 1.7 mo; median duration of CR was 13.3 mo. Additional efficacy outcomes
are shown in the Table. Safety was consistent with previous reports. The most common tx-
emergent AEs (TEAEs) of any grade (G) were hematologic AEs (68% thrombocytopenia; 59%
neutropenia [6% febrile neutropenial; 51% anemia) and CRS (51%). CRS was primarily low
grade (27% G1, 23% G2), with only 1 pt experiencing G3 CRS; all events resolved and none led to
tx discontinuation. ICANS was reported in 3 pts (G1, n=2; G3, n=1); all events resolved, but 1 pt
discontinued tx. There were 13 fatal TEAESs; in 3 cases, the contribution of epcoritamab + GemOx
could not be ruled out: COVID-19, multiple organ dysfunction syndrome, and small intestinal
perforation. Conclusions: These long-term results continue to demonstrate that SC epcor-
itamab in combination with GemOx leads to deep, durable responses, which translate to high
rates of PFS and OS in challenging-to-treat, high-risk pts with R/R DLBCL. CR rates were
consistently high across prespecified subgroups. Higher CR rates in pts with 1 vs =2 pLOT
indicate that earlier use may further improve outcomes. No new safety signals were identified.
The benefit-risk profile of this combination supports the combinability of epcoritamab in R/R
DLBCL. Clinical trial information: NCT04663347. Research Sponsor: This study was funded by
Genmab A/S and AbbVie.

Efficacy outcomes.

CR Rate %
Overall (N=97) 55
1 pLOT (n=38) 63
22 pLOT (n=59) 49
Prior CAR T tx (n=29) 41
Primary refractory (n=53) 42
Kaplan—Meier estimates at 9 mo in pts with CR (n=53) %
CR 78
PFS* 93
0s* 96

*COVID-19 adjusted.


http://www.clinicaltrials.gov/ct2/show/NCT04663347
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Factors before leukapheresis that correlate with severe cytopenia and therapy
related myeloid neoplasm post CAR-T.

Andre De Menezes Silva Corraes, Anmol Baranwal, Radhika Bansal, Mark Gurney, Allison Claire Rosenthal, Mohamed Kharfan-Dabaja, Arushi Khurana, Patrick B. Johnston,
Stephen M. Ansell, Prashant Kapoor, Morie A. Gertz, Shaji Kumar, David Dingli, Urshila Durani, Jose Villashoas Bisneto, Saad Kenderian, Hassan B. Alkhateeb, Yucai Wang,
Mithun Vinod Shah, Yi Lin; Mayo Clinic, Rochester, MN; Mayo Hospital, Phoenix, AZ; Mayo Clinic Florida, Jacksonville, FL; Mayo Clinic Rochester, Rochester, MN; Division of
Hematology, Mayo Clinic, Rochester, MN

Background: While chimeric antigen receptor T-cell (CAR-T) therapy has transformed treat-
ment for hematological malignancies, severe (= grade 3,Gr 3, CTCAE) cytopenias post CAR-T
and therapy related myeloid neoplasms (t-MN) are particularly difficult to manage. Survival
after diagnosis of t-MN is dismal. Management of =Gr 3 cytopenias that do not recover by
month 3 after CAR-T require frequent monitoring and transfusion support. Growth factor and
thrombopoietin mimetics have variable success, with stem cell boost emerging as having more
consistent success. Evaluation for CAR-T eligibility, prior to leukapheresis, is the critical
timepoint where factors identified at this time could inform risks and benefits of CAR-T versus
alternative treatment and for consideration of stem cell collection in patients who may benefit
from stem cell boost to treat severe cytopenia post CAR-T. Methods: We conducted a retro-
spective analysis comparing clinical data of patients (pts) with lymphoma (NHL) and multiple
myeloma (MM) treated with FDA-approved and investigational CAR-T between 01/2016 — 06/
2022 at Mayo Clinic. Prolonged cytopenias were defined as hemoglobin (Hg)<8 g/dL, absolute
neutrophil count (ANC)<0.5 x 10%/L, and/or platelet count (PLT)<50 x 10°/L at 3 months after
CAR-T. Pts with progressive disease were excluded from cytopenia analysis. Logistic regression
to identify factors correlated with cytopenia and t-MN. Results: Among the 186 pts who
received CAR-T, 42 (22%) patients developed severe cytopenia (26/102, 25%, in NHL; 16/
84, 19% in MM); 15/186 (8%) had more than 1 concurrent cytopenia. Univariate analysis
identified that baseline ferritin and CAR-HEMATOTOX score correlated with cytopenia. Mul-
tivariate analysis showed that advanced age (= 65 years) (HR 2.69, 95%CI1.17 — 6.40, P = 0.02)
and thrombocytopenia (HR 4.01, 95%CI 1.77 — 9.34, P = 0.001) were associated with severe
cytopenia. Twenty (10.7%) patients [8 (40%) males] developed t-MN at a median of 9.5 months
(IQR 4.8 — 19.3 months) after CAR-T (14/102, 13% in NHL; 6/84, 7% in MM). Univariate analysis
identified ferritin and CAR-HEMATOTOX score correlated with t-NM. Multivariate logistic
regression showed advanced age (HR 5.03; 95%CI 1.59-18.7, P= 0.009), hemoglobin = 10 g/dl
(HR 3.63, 95%CI 1.04-13.30, P = 0.04), and thrombocytopenia (HR 4.06, 95%CI 1.32-14.2, P
0.02) are significantly associated with development of post-CART t-MN. Conclusions: Ad-
vanced age, anemia and thrombocytopenia at the time of evaluation for CAR-T eligibility, prior
to leukapheresis, are associated with the development of post-treatment severe cytopenia and
t-MN. Larger, multi-center studies are needed to validate these findings. Research Sponsor:
None.
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Extended follow-up results beyond 2.5 years from the pivotal NHL-1 EPCORE trial:
Subcutaneous epcoritamab monotherapy in patients with relapsed/refractory large
B-cell lymphoma (R/R LBCL).

Yasmin Karimi, Catherine Thieblemont, Hervé Ghesquieres, Chan Y Cheah, Michael Roost Clausen, David Cunningham, Wojciech Jurczak, Kim M. Linton, Martin Hutchings,
Tycel Jovelle Phillips, Umar Farooq, Won Seog Kim, Minh H Dinh, Jagannath Ghosh, Rajash Pallai, Monica Wielgos-Bonvallet, Christian Eskelund, Pieternella Lugtenburg,
Julie Vose; University of Michigan Comprehensive Cancer Center, Ann Arbor, MI; Assistance Publique & Hopitaux de Paris (APHP), Hopital Saint-Louis, Hémato-oncologie,
Université de Paris, Paris, France; Hospices Civils de Lyon, Centre Hospitalier Lyon Sud, Pierre-Benite, France; Sir Charles Gairdner Hospital and the University of Western
Australia, Nedlands, Australia; Vejle Hospital, Vejle, Denmark; The Royal Marsden NHS Foundation Trust, Sutton, United Kingdom; Maria Sktodowska-Curie National
Research Institute of Oncology, Krakow, Poland; The Christie NHS Foundation Trust, Manchester Cancer Research Centre, and Division of Cancer Sciences, University of
Manchester, Manchester, United Kingdom; Rigshospitalet and University of Copenhagen, Copenhagen, Denmark; University of Michigan Comprehensive Cancer Center
(Present affiliation: City of Hope), Ann Arbor, MI; University of lowa, lowa City, IA; Samsung Medical Center, Seoul, South Korea; AbbVie, North Chicago, IL; Genmab,
Plainsboro, NJ; Genmab, Copenhagen, Denmark; On behalf of the Lunenburg Lymphoma Phase I/II Consortium-HOVON/LLPC, Erasmus MC Cancer Institute, University
Medical Center, Department of Hematology, Rotterdam, Netherlands; University of Nebraska Medical Center, Omaha, NE

Background: Epcoritamab induces high complete response (CR) and MRD-negativity rates with
manageable safety in patients (pts) with challenging-to-treat R/R LBCL as shown in the pivotal
phase 2 study (NCT03625037). Here we present long-term data, an additional efficacy analysis
from the expansion cohort, and data from the cycle 1 optimization (C1 OPT) part. Methods:
Adults with R/R CD20" LBCL and =2 prior systemic therapies received subcutaneous epcor-
itamab (2 step-up doses, then 48-mg full doses per label) in 28-d Cs. The primary endpoint of
the expansion cohort was IRC-assessed overall response rate (ORR). A subgroup analysis
evaluated efficacy outcomes by investigator assessment in complete responders with longer
follow-up. C1 OPT assessed CRS incidence and severity with hydration and dexamethasone
prophylaxis in C1; hospitalization was not required. Results: Overall, 157 LBCL pts were treated
in the expansion cohort; 148 had diffuse LBCL (DLBCL) or high-grade B-cell lymphoma
(HGBCL). Baseline characteristics were previously reported. As of April 21, 2023, the median
follow-up for LBCL was 25.1 mo (range, 0.3+ to 32.7); ORR/CR rates were 63/40% (LBCL) and 61/
39% (DLBCL + HGBCL) by IRC. In a subgroup analysis of complete responders with longer
follow-up (median, 31.3 mo), median duration of CR was not reached; efficacy outcomes for
complete responders are shown in the Table. Long-term safety was consistent with previous
reports. CRS remained the most common AE (51% all grade [G]; 32% G1, 16% G2, 3% G3).In C1
OPT, 36 pts were evaluable for CRS with a median follow-up of 1.7 mo. Overall CRS incidence was
22% and events were low grade (14% G1, 8% G2), mostly occurring following the first full dose.
All CRS events resolved; none led to treatment discontinuation. Among 60 total pts in C1 OPT, 1
pt experienced ICANS (G1). Additionally, IL-6 levels were lower with C1 OPT and consistent with
the observed lower rate and severity of CRS. Preliminary C1 OPT efficacy data were comparable
to data observed in the expansion cohort. Conclusions: Epcoritamab monotherapy continues to
demonstrate deep and durable responses, with most complete responders remaining in CR and
without new safety signals in these long-term follow-up analyses. Implementing simple
measures of adequate hydration and prophylactic dexamethasone in C1 markedly reduced
the overall incidence and severity of CRS with no impact on efficacy. The continued benefit
beyond 2.5 y underlines the long-term efficacy and value of epcoritamab in R/R LBCL. Clinical
trial information: NCT03625037. Research Sponsor: This study was funded by Genmab A/S and
AbbVie.

Efficacy outcomes in complete responders with LBCL (n=65).

Outcome, % 24 mo 30 mo 33 mo
DOCR 62.3 53.8 NA
PFS 65.4 54.7 54.7
0s 76.2 7.1 7.1

Data cutoff: October 16, 2023. Median follow-up, 31.3 mo. Per investigator assessment. Kaplan—Meier
estimates. Medians were not reached (data not shown). NA, not assessed.


http://www.clinicaltrials.gov/ct2/show/NCT03625037
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Phase | study of CN201, a novel CD3xCD19 bispecific antibody, in patients with
relapsed or refractory B-cell non-Hodgkin lymphoma.

Yang Xie, Qingqing Cai, Haisheng Liu, Ye Guo, Wenrong Huang, Mingzhi Zhang, Yi Xia, Yuhuan Gao, Xilin Chen, Yongjing Tang, Shaoning Yin, Shunzong Yuan, Haiying Li,
Yugin Song; Department of Lymphoma, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Peking University Cancer Hospital and
Institute, Beijing, China; State Key Laboratory of Oncology in South China, Collaborative Innovation Center of Cancer Medicine, Department of Medical Oncology, Sun Yat-
sen University Cancer Center, Guangzhou, China; The Fourth Hospital of Hebei Medical University and Hebei Tumor Hospital, Shijiazhuang, China; Shanghai East Hospital,
Tongji University, Shanghai, China; Department of Hematology, Chinese PLA General Hospital, Beijing, China; Department of Oncology, The First Affiliated Hospital of
Zhengzhou University, Zhengzhou, China; Department of Medical Oncology, Collaborative Innovation Center of Cancer Medicine, Sun Yat-sen University, Guangzhou, China;
The Fourth Hospital of Hebei Medical University, Tumor Hospital of Hebei Province, Shijiazhuang, China; The Fifth Medical Center of the General Hospital of the Chinese
People’s Liberation Army, Beijing, China; Department of Lymphoma, Peking University Cancer Hospital & Institute (Beijing Cancer Hospital), Beijing, China; Curon
Biopharmaceutical, Shanghai, China

Background: CN201 is a novel CD19-targeting T-cell-engager IgG4 bispecific antibody,
designed to reduce cytokine release syndrome (CRS) while retaining potent T-cell mediated
cytotoxicities. A silenced Fc fragment was used to prevent antibody-dependent cellular cyto-
toxicity while prolonging half-life of the molecule. Here, we report results of the phase I study
of CN201 in patients with relapsed or refractory B-cell non-hodgkin lymphoma (R/R B-NHL)
(ClinicalTrials.gov identifier: NCT06189391). Methods: The i3+3 dose-escalation design was
used in adult patients with CD19+ R/R B-NHL to investigate safety, tolerability, maximum
tolerated dose, and preliminary anti-tumor activity. Patients with R/R DLBCL who failed =2
prior lines of therapy, or R/R indolent NHL(iNHL) who had at least 1 prior systemic therapy were
eligible for enrollment. Patients received CAR-T therapy can be enrolled after 90 days washout
periord provided that CD19 was still positive on tumor cells. Response were evaluated according
to the Lugano 2014 criteria. Single-agent CN201 was administered intravenously once per week.
Intial dose escalation was conducted in the patients at fixed ascending doses; later, a step-up
dosing regimen was adopted, including a priming dose on cycle 1 Day 1 followed by an
intermediate dose on Day 8 and the target dose administered on Day 15 and thereafter.
Results: As of December 29, 2023, 58 adult patients received CN201, including 19 patients
with fixed doses from 2.5ug to 600ug, 39 patients with step-up doses from 1.2mg to 40mg of the
target doses. Maximum tolerated dose has not been reached. The most common treatment-
related adverse effects (AEs) (=20%) of any grade were white blood cell decreased (32%),
neutropenia (30%), lymphopenia (29%), anemia (29%), pyrexia (25%) and platelet decreased
(23%). The most common AEs (=10%) of grade 3 or higher were lymphopenia (24%) and
neutropenia (14%). CRS occurred in 4 (7%) patients, mainly occurred following the first dose.
All of those CRS were low-grade, no =Grade 3. No immune effector cell-associated neurotox-
icity syndrome was observed. In patients with fixed doses up to 600 ug and target dose up to
2.5mg, stable diseases (SD) were observed. The best overall responses dramatically improved in
patients received full doses = 5mg, ranging from 5 mg to 40 mg investigated so far. Among 22
evaluable patients with full doses = 5mg, the objective response rate (ORR) was 77% and the
complete remission (CR) rate was 22%. Among 11 patients with indolent B-NHL, the ORR was
91%, CR rate was 45.5%, including one patient had failed previous CAR-T therapy. The
responses at higher doses are still under evaluation, and additional data will be reported.
Conclusions: CN201 has a well tolerable safety profile and promising anti-tumor activity in
patients with R/R B-NHL. Clinical trial information: NCT06189391. Research Sponsor: Curon
Biopharmaceutical Limited.


http://www.clinicaltrials.gov/ct2/show/NCT06189391
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Impact of late immune effector cell associated hematotoxicity (ICAHT) and pro-
longed neutropenia after CAR-T therapy on infection and survival outcomes.

Morgan Zenner, Spencer Lessans, Kai Rejeski, Miguel-Angel Perales, Richard T. Maziarz, Andy I. Chen, David L. Porter, Stephen J. Schuster, Joseph McGuirk,
Michael Russell Bishop, Veronika Bachanova, Loretta J. Nastoupil, Peter A. Riedell, Olalekan 0. Oluwole, Shakthi Bhaskar, Vivek Patel; Vanderbilt University Medical Center,
Nashville, TN; Memorial Sloan Kettering Cancer Center, New York, NY; Oregon Health & Science University, Portland, OR; University of Pennsylvania, Philadelphia, PA;
University of Kansas Medical Center, Westwood, KS; University of Chicago Medical Center, Chicago, IL; University of Minnesota, Minneapolis, MN; Department of
Lymphoma/Myeloma, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Prolonged hematologic toxicity is a common side effect of chimeric antigen
receptor T-cell (CART) therapy. The EHA/EBMT panel developed the late ICAHT grading which
incorporates depth of neutropenia after Day 30. Recently, the early ICAHT grade (D 0-30) was
associated with infection (infx) and survival outcomes. Here, we evaluate the impact of late
ICAHT and neutropenia on survival and infx outcomes after CD19 CART. Methods: We included
two cohorts of adult patients (pts) with large B cell lymphoma (LBCL), mantle cell lymphoma
(MCL), and follicular lymphoma (FL) who received commercial CD19 CART. Late was graded
based on depth of neutropenia after D30 (G1 = 1.5; G2 = 1.0; G3 = 0.5; G4 = 0.1 G/L) and pts were
censored for relapse, progression, or loss of follow up. Infxs after D30 were graded per CTCAE as
mild G = 2 or severe G = 3. Cohort 1 included pts from 8 US medical centers for survival
outcomes. Only data for severe infx was collected from D30-D100 and longer term infx data was
not available. Landmark survival analysis at D+100 was performed using the Kaplan-Meier
method and multivariate cox proportional hazards. To assess long term late infx outcomes,
cohort 2 included pts at Vanderbilt with granular cytopenia and infx data (D30-365). Results:
Cohort 1 included 277 pts with LBCL of whom 143 received axi-cel, 61 tisa-cel, and 72 liso-cel
with median follow up 395 days (range 30-1763). By D100, there were 111 (40%) without, 89
(41%) with mild to moderate (G1-G2), and 53 (19%) with severe (G3-G4) late ICAHT. There
were 13 pts (6%) with severe infx which was not associated with severe ICAHT (p=0.68). In
multivariate landmark survival analysis using previously published covariates, severe late
ICAHT was not associated with PFS (HR 1.64, p=0.11) or OS (HR 1.54, p=0.17); however,
D100 neutropenia (ANC = 1000) was associated with inferior PFS (HR 2.00, p=0.002) and OS
(HR 1.95, p=0.003). NRM was 11% and associated with D100 neutropenia (p=0.015) but not late
ICAHT (p=0.15). Cohort 2 had 43 pts (35 LBCL, 7 MCL, 1 FL) with median follow up 483 days
(range 233-2133). 34 pts received axi-cel, 2 tisa-cel, and 7 brexu-cel. By 1 yr, there were 10
(23%) without, 27 (63%) with mild to moderate, and 6 (14%) with severe late ICAHT. There
were 52 infxs by 1 yr and 16 pts (37%) had no infx. Median time to first infx after D30 was
165 days (range 31-365). There were 31 (60%) mild and 21 (40%) severe infx. IVIG was used in 28
(65%) and G-CSF in 27 (62%). Only 1 pt with severe ICAHT had severe infx. Late ICAHT and
neutropenia were not associated with severe infection in logistic regression. Conclusions:
These data did not show an association between EHA/EBMT late ICAHT grading and infx after
D30 or survival. A detailed reporting of T and B cell reconstitution data may provide clues to
better predict late infx. Persistent neutropenia at D100 was associated with inferior PFS and OS
which needs validation in future studies. Research Sponsor: None.
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Carfilzomib plus rituximab, ifosfamide, carboplatin and etoposide (C-RICE) led to
higher response, 0S, and PFS in patients with transplant-eligible relapsed or re-
fractory (R/R) diffuse large B-cell lymphoma (DLBCL).

Mody Amin, Alex Niu, Kristopher Attwood, Anthony George, Farhan Azad, Jerry Wong, Grant Schofield, Dorothy C. Pan, Sheila N. J. Sait, Anne Marie W. Block,
Eugene Przespolewski, Carolyn Connors, Joseph Demarco, Keryn Gauch, Nikolina Gjorgievski, Michael Johnson, Linda Manth, Kenneth McWhite, Matthew Joseph Cortese,
Francisco J. Hernandez-llizaliturri; University at Buffalo, Buffalo, NY; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Department of Biostatistics and
Bioinformatics, Roswell Park Comprehensive Cancer Center, Buffalo, NY; Roswell Park Comprehensive Cancer Center., Buffalo, NY; Roswell Park Cancer Institute, Buffalo,
NY

Background: The CORAL study highlighted the need to develop novel salvage regimens for R/
Rr/r DLBCL previously treated with R+CHOP. Overall response rate (ORR) to second line
immuno-chemotherapy was 51% with a 3-year progression free survival (PFS) of 30% fol-
lowing high-dose chemotherapy and autologous stem cell support (HDC-ASCS). Optimal
disease control (complete remission [CR] or partial remission [PR]) prior to HDC-ADCS and
more recently to chimeric antigen receptor T-cell therapy (CAR T), correlates with improved
outcomes. Dysregulation of Bcl-2 family members has been associated with acquired resistance
to rituximab and chemotherapy which we have previously shown may be mitigated by co-
treatment with proteasome inhibition in pre-clinical model. Subsequently, we conducted a
Phase I/II clinical trial evaluating the safety and efficacy of CRICE as salvage therapy for R/R
DLBCL (Blood Adv. 2023 7:1146-1155). Methods: Here we retrospectively compared the clinical
outcomes of R/R DLBCL patients treated with CRICE (N=28) versus RICE (N=38) on our prior
clinical trial (NCT01959698). Demographic, clinical, and pathological characteristics were
collected for both groups (Table). Study endpoints consisted of differences in overall response
rate (ORR), CR/PR rates, median progression free survival (PFS) and overall survival (OS)
between the two cohorts. Results: The addition of Carfilzomib to RICE resulted in improved
clinical outcomes. A higher ORR (92.9 vs 76.3, P=0.073) and CR rates (82.1 vs. 44.7, P=0.002)
were observed in CRICE vs. RICE treated patients. Multivariate analysis confirmed the higher CR
rates in CRICE vs. RICE when adjusted by DLBCL subtype (GCB vs. nNon-GCB, P=0.003). More
CRICE patients proceeded to HDC-ASCS (52.6% vs. 47.4%, P=0.618). The 3yr PFS rate was
higher in CRICE (54%, 32-72%) vs. RICE treated patients (35%, 19-51%). While the median PFS
was longer in CRICE treated patients 36.8m (0.8, 73.2) vs. 3.2m (0.5, 54.2) (RICE), it did not reach
statistical significance (P=0.714). No differences in OS were observed between CRICE & RICE
patients, median OS 67.3m vs. 71.8m. Conclusions: The CRICE outcomes were more striking in
patients with non-GCB r/r DLBCL (ORR 85%, mPFS and OS not reached). CRICE led to high CR
rates and longer PFS among r/r DLBCL patients, especially in non-GCB DLBCL patients. CRICE
could be an attractive regimen to achieve disease control in r/r DLBCL patients undergoing
consolidation therapy with HDC-ASCT or CAR T-cell therapy. Research Sponsor: None.

Patient characteristics.

RICE C-RICE P value

Male/Female 22/16 15/13 NS
Median Age 59yr 59yrs NS
Stage NS

I 5 2

1] 7 4

11} 3 9

v 23 12
IPI score

Low (0-1) 12 6 NS

Low-Intermediate (2) 4 10

High-Intermediate (3) 15 7

High (4-5) 7 6
GBC 9 (23.7%) 15 (53.6%) 0.019

Non-GCN 29 (76.3%) 13 (46.4%)
Double hit status 4 5 NS
Refractory 21 10 NS

Relapse 15 17
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Combination of pirtobrutinib and lentiviral transduced bispecific anti-CD20/CD19
(LV20.19) CAR T-cell therapy to improve outcomes in patients with relapsed/
refractory lymphoma.

Fateeha Furgan, Katie Palen, Bryon Johnson, Tyce Kearl, Peiman Hematti, Walter L. Longo, Mehdi Hamadani, Timothy S. Fenske, Nirav Niranjan Shah; Medical College of
Wisconsin, Milwaukee, WI; Medical College of Wisconsin Center for AIDS Intervention Research, Milwaukee, WI; Medical College of Wisconsin, Division of Hematology &
Oncology, Milwaukee, WI; Medical College of Wisconsin Cancer Center, Milwaukee, WI

Background: Combination trials of BTK inhibitors (BTKi) with CAR-T have suggested potential
synergistic benefit by improving CAR-T immunophenotype and clinical outcomes but are
limited by increased toxicity. We report immunophenotype, cytokine profile, and patient
outcomes with the new non-covalent BTKi, pirtobrutinib (pirto) when given prior to
LV20.19 CAR-T and compare the final CAR product to pts who did not receive pirtobrutinib
prior to CAR. Methods: Pts received LV20.19 CAR-T as part of a phase 1/2 trial (NCT04186520).
Only pts who received pirto £4 weeks prior to apheresis were included. To determine the impact
of pirto on LV20.19 CAR-T, we calculated both polyfunctionality (PFA) and polyfunctional
strength index (PSI) for each product using the Isoplexis. Descriptive statistics, t-tests and
Kaplan-Meier method were used as appropriate. Results: 11 pts received pirto prior to LV20.19
CAR-T (Table). Median age was 65 (50-80) yrs and median prior lines of therapy were 4 (2-8).
There were 4 MCL pts, 5 Richter’s (RT)/CLL, 1 MZL and 1 DLBCL. Median duration of pirto was 4
(1-20) mo. Pts were on pirto for a median of 12 (1-22) days prior to apheresis. All except 1 pts
received target CAR-T dose. The day 28 ORR was 82% (CR=7, PR=2). After a median follow up of
13mo, 3 ptsdied (PD, Covid, Guillain Barre). The median PFS and OS were both 30.8 mo while the
1-year PFS and OS rates were 9 and 15 mo respectively. 9 pts had CRS and 2 had ICANS, all grades
1-2, while 4 had IEC-HS. One pt had afib recurrence and 1 pt had CMV viremia within 30 days of
CAR-T. Among the pts with immunophenotypic data (n=10), there were no differences in naive
or more differentiated T-cell percentages in apheresis and final CAR-T products when com-
pared to pts who did not receive pirto before LV20.19 CAR-T (n=57). Although not statistically
significant, both PFA (CD4=61.8 vs 59, CD8= 49.8 vs 46.9) and PSI (CD4= 1752 vs 1608,
CD8=1299 vs 1079) were higher with pirto pre-treated pts, suggesting a potential trend towards
improved CAR-T functionality. Conclusions: These data represent the largest experience of
pirto prior to CAR-T apheresis and demonstrate that pirto can be safely used as a bridge to
LV20.19 CAR-T without negatively impacting their immunophenotype and potentially im-
proving functionality. These data support our planned phase 1 clinical trial to assess the safety
of pirto as bridging and maintenance therapy with LV20.19 CAR-T (NCT05990465). Research
Sponsor: None.

Pt # 1 2 3 4 5 6 7 8 9 10 11
Disease MZL MCL RT MCL RT MCL RT MCL RT CLL DLBCL
Age /Sex 80/M 65/M 65/F 50/M 65/M 62/M 55/M 55/F 79/F 68/M 59/M
Prior lines of therapy 7 4 6 4 3 5 8 2 3 7 3
CRS grade 1 1 1 2 2 0 1 1 1 1 0
ICANS grade 0 0 0 0 1 0 0 1 0 0 0
IEC-HS N N Y N Y N N Y N Y N
Day 28 response PD CR PR CR CR CR CR CR PR SD CR
CAR-T DOR (mo) NA 382 148 308 58 152 92 92 2 NA 11

Alive (Y/N)/ Follow-up (mo) Y/43.7 Y/43 N/14.8 N/ 30.8 N/12.2 Y/15.2Y/9.2Y/9.2 Y/2 Y/1.4 Y/1.1
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Factors associated with manufacturing failure of commercial CD19 CAR-T cell
products for large b cell lymphoma (LBCL).

Romil Patel, Ashwath Gurumurthi, Lei Feng, Jason Westin, Loretta J. Nastoupil, Ranjit Nair, Swaminathan P lyer, Janet M. Torres, Yago Nieto, Partow Kebriaei,
Misha Hawkins, Dai Chihara, Luis Malpica, Sherry Adkins, Elizabeth J. Shpall, Jeremy L Ramdial, Paolo Strati, Chitra M. Hosing, Sattva Swarup Neelapu, Sairah Ahmed; The
University of Texas Health Science Center at Houston, Houston, TX; Department of Lymphoma/Myeloma, The University of Texas MD Anderson Cancer Center, Houston,
TX; The University of Texas MD Anderson Cancer Center, Department of Biostatistics, Houston, TX; Department of Stem Cell Transplantation and Cellular Therapy, The
University of Texas MD Anderson Cancer Center, Houston, TX

Background: As CD19 chimeric antigen receptor T-cell (CAR-T) therapy has shown curative
potential in patients (pts) with relapsed/refractory (R/R) LBCL, indications for treatment are
expanding. The reported manufacturing failure rate was 1-13% in clinical trials, but there is
poor understanding of out-of-specification (0O0S) products and CAR-T products on 2nd
apheresis. This study aims to characterize factors associated with successful manufacturing.
Methods: This study includes pts with R/R LBCL who underwent apheresis for CAR-T product
between 12/2017 and 2/2023. Baseline variables were obtained at time of apheresis. 00S product
is defined as not meeting eligibility for a commercial product but suitable for infusion on
expanded access protocol. 2nd apheresis was performed due to initial manufacture failure.
Progression-free survival (PFS) is the time from CAR-T conditioning to disease progression or
death, whichever occurs first. Overall survival (OS) is defined as time from conditioning to death
or last follow-up. A chi-square test or Fisher’s exact test was used for comparison of 2
categorical variables. Results: 319 pts underwent apheresis; 261(78%) were axicabtagene
ciloleucel, 26(8%) were tisagenlecleucel and 47(14%) were lisocabtagene maraleucel
284(85%); products were in-specification (in-spec) on 1st apheresis, 8(2%) in-spec on 2nd
apheresis, 27(8%) 00S, and 15(4%) manufacturing failures. Comparison of variables are in the
table. OOS rates were 10/250(4%) for axicabtagene, 4/23(17.4%) for tisagenlecleucel and 13/
46(28.3%) for lisocabtagene. Reason for OOS product were low viability:14, high interferon:4,
internal manufacturing issue:2, CD4 lineage purity:2, high transduction:1, low transduction:2,
and low vector copies:2. No association was found with clinical factors and OOS. Factors
associated with OOS were advanced stage (P=0.012), IPI score >3 (p=0.001), extranodal in-
volvement (P=0.012) and older age (p= 0.002). In-spec product on 1st apheresis had greater OS
(p= 0.011) and PFS (p=0.043) than 2nd apheresis. Conclusions: Factors predictive of O0S
product include older age, advanced disease, extranodal involvement and high IPI. Pts requiring
2nd apheresis had worse survival. Lisocabtagene had higher likelihood for OOS product. Out-
comes for OOS products are not well described. Failure to manufacture an eligible product is a
barrier for LBCL pts to receive CAR-T therapy. Research Sponsor: None.

Median Baseline Clinical Variables In-Spec (n=292) 00S (n=27) P-Value
Age 61.5 74 .002
Sex, male 193 24 .017
ECOG PS >2 55 9 .072
Stage IlI-IV 242 27 .012
Extranodal Sites >1 179 23 .013
IPI >3 185 25 .001
Prior lines, >3 235 19 212

CAR-T Product

Axicabtagene ciloleucel 240 (82.2%) 10 (37%)

Tisagenlecleucel 19 (6.5%) 4 (14.8%)

Lisocabtagene maraleucel 33(11.3%) 13 (48.1%)

Key: ECOG PS: Eastern Cooperative Oncology Group performance status, IPI: International Prognostic
Index.
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Real world incidence, prevention, and management of tumor lysis syndrome in
patients with chronic lymphocytic leukemia treated with venetoclax in the inpatient
and outpatient settings.

Yannis Valtis, David Nemirovsky, Andriy Derkach, Lindsey Elizabeth Roeker, Saumya Sharan, Charlene Kabel, Ricardo Ortiz, Mark Blaine Geyer; Memorial Sloan Kettering
Cancer Center, New York, NY; Department of Epidemiology and Biostatistics, Memorial Sloan Kettering Cancer Center, New York, NY; Icahn School of Medicine at Mount
Sinai, St. Luke’s Roosevelt, New York, NY

Background: Venetoclax (ven) is a BCL2 inhibitor used for the treatment (tx) of chronic
lymphocytic leukemia (CLL) which can cause clinical or laboratory (lab) tumor lysis syndrome
(TLS). A dose ramp-up schedule and prophylaxis strategies are incorporated into NCCN
guidelines and prescribing information. Prior reports have of TLS focused mostly on patients
(pts) with relapsed/refractory CLL receiving ven as monotherapy. Methods: We included
pts >18y who were diagnosed with CLL or small lymphocytic lymphoma (SLL) and received
tx with commercial ven in any line of therapy at our institution from 1/1/2016 to 12/31/2020. TLS
was defined using the modified Cairo Bishop Criteria. TLS risk was based on the size of the
largest lymph node (LN) on imaging or examination and the absolute lymphocyte count (ALC)
as defined by ven prescribing information. Results: We included 616 ven escalations among 136
pts with CLL. Median age was 70 years and 86% were white. Ven was part of first line of tx for 48
pts (35%). 11% had high TLS risk at baseline; 37% among those escalated exclusively inpatient
(IP) and 2% among those escalated exclusively outpatient (OP). Among those treated with ven,
47 pts (35%) received ven monotherapy. 74 (54%) of pts were escalated exclusively OP, 35
(26%) had at least one prophylactic hospitalization and 277 (20%) were escalated exclusively IP.
During ven initiation, 86% of pts received allopurinol, 71% intravenous hydration, 18%
phosphate binders, and 10% prophylactic rasburicase. Among the entire cohort, 8 pts
(5.9%) developed lab TLS and zero developed clinical TLS. There were 11 TLS events; 2 pts
developed TLS in more than one escalation. Incidence of TLS was 15% for those escalated
exclusively IP, 5.7% for those with any prophylactic hospitalization and 2.7% for those
escalated exclusively OP. Those who developed TLS were more likely to have a higher TLS risk
at baseline, preceding isolated hyperuricemia, or CrCl measurement < 60 mL/min (Table).
Conclusions: In this single institution retrospective cohort study, lab TLS was observed, though
clinical TLS was not. Baseline hyperuricemia and impaired renal function were more common
among those who developed lab TLS compared to those who did not. Prophylactic measures,
including use of IV hydration, may have contributed to low rates of observed TLS in the
outpatient setting. Research Sponsor: Sanofi.

Occurrence of TLS

Characteristic Overall, N = 136’ Yes, N = 82 No, N = 1282 p-value®
TLS Risk 0.001
Low 57 0 (0%) 57 (100%)
Medium 21 1 (4.8%) 20 (95%)
High 10 3 (30%) 7 (70%)
Unknown 48 4 44
Site for Ven Escalations 0.071
All IP 27 4 (15%) 23 (85%)
Any IP 35 2 (5.7%) 33 (94%)
oP 74 2 (2.7%) 72 (97%)
Ven As Front-Line TX 48 2 46 0.7
Concurrent Medication 0.11
Ritux 16 0 16
Obinutuzumab 66 3 63
Ibrutinib 7 2 5
None 47 3 44
Isolated Hyperuricemia 15 4 11 0.005
CrCl < 60 At Least Once 36 6 30 0.004
n
2n (%); n

SFisher's exact test.
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Evaluating CR as a surrogate endpoint for PFS in R/R chronic lymphocytic
leukemia/small lymphocytic lymphoma (CLL/SLL): A meta-analysis of randomized
controlled trials (RCT).

Lin Wang, Tim Disher, Fei Fei Liu, Murat Kurt, Serena K. Perna, Elise Aronitz, Toby A. Eyre, Matthew Steven Davids; Bristol Myers Squibb, Princeton, NJ; EVERSANA,
Burlington, ON, Canada; Oxford University Hospitals NHS Trust, Oxford, United Kingdom; Dana-Farber Cancer Institute, Boston, MA

Background: CLL/SLL is the most common leukemia in adults. Achieving a CR by International
Workshop on CLL 2018 criteria indicates complete eradication of CLL/SLL in all disease
compartments. Patients with R/R CLL/SLL who achieved CR tend to have delayed disease
progression/death compared with patients who did not achieve CR. This is the first report
to evaluate CR as a surrogate endpoint for PFS in R/R CLL/SLL using aggregate RCT data.
Methods: A systematic literature review (SLR) identified published RCTs in R/R CLL/SLL from
inception to10/2023, reporting nonzero CR rates (CRR) and PFS. Association between treatment
effects on CR and PFS across RCTs was estimated using a weighted linear model (WLM) in the
primary analysis, and Daniels and Hughes (D&H) and Riley bivariate random-effects meta-
analysis (BRMA) in sensitivity analyses. Strength of association was assessed based on sur-
rogacy criteria described by D&H. Predictive performance of models was evaluated using leave-
one-out cross-validation. Results: The SLR identified 13 RCTs with a total of 4388 patients with
R/R CLL/SLL treated with a variety of therapies, including but not limited to BTKi, BCL2i, PI3Ki,
CART cell therapy, anti-CD20 mAb, and chemotherapy. Across the evidence base, CRR ranged
from 0.48% to 38.10% and median PFS was between 1 and 35.9 months (excluding unreached
medians). Across RCTs, contrasting treatment and control arms, higher odds of CR resulted in
lower hazards of disease progression/death (CRR improvement translated to PES benefit). D&H
surrogacy criteria were met for WLM: 1) a near-zero, statistically nonsignificant intercept,
indicating that no treatment effect on CRR implies no effect on PFS; 2) a negative, statistically
significant slope, suggesting that improved CRR correlates with longer PFS; and 3) a near-zero
conditional variance, meaning that PFS HR variation was primarily explained by CR odds ratio.
During cross-validation, treatment effects on CR were predictive of PFS benefits, as the 95%
predictive interval of PFS HR contained the observed HR in all RCTs for WLM. Results were
largely consistent across all 3 models(Table). Conclusions: Improved CRR corresponds to
prolonged PFS across RCTs and treatment comparisons. The results support CRR as an
important treatment goal for R/R CLL/SLL and a valid surrogate endpoint. Consistent results
and predictive performance across different models indicate the robustness of the results.
Research Sponsor: This study was funded by BMS. All authors contributed to and approved the
abstract; writing and editorial assistance were provided by Nikola Vojtov, PhD, of The Lockwood
Group (Stamford, CT, USA), funded by BMS.

Summary results for CR—PFS correlation.

Slope/Surrogate Effect (95% Conditional Variance (95%
Model R? (95% ClI) Intercept (95% CI) Cl) cl)

WLM 0.41 (0.11,  0.05 (—0.64, 0.54) —0.64 (—1.14, -0.13) 0.49 (residual standard error)
0.76)
D&H Not applicable  —0.07 (—0.74, —0.52 (—1.06, 0.03) 0.25 (0.05, 0.68)
0.60
BRMA 0.49 (0.06, 0.18 (—0.43,1.08) ~0.76 (—1.54, —0.23) 0.15 (0.05, 0.34)

0.81)
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Association between treatment (tx) response and PFS and OS in R/R chronic
lymphocytic leukemia (CLL) or small lymphocytic lymphoma (SLL): A 12-month
landmark (LM) meta-analysis.

Jennifer Ann Woyach, Xin Wang, Revathi Ananthakrishnan, San-San Ou, Serena K. Perna, Jacob Aptekar, Rahul Jain, Weixi Chen, Kayleen Ports, Paolo Ghia; Ohio State
University College of Medicine, Columbus, OH; Bristol Myers Squibb, Princeton, NJ; Bristol Myers Squibb, Seattle, WA; Medidata Al, Medidata, a Dassault Systémes
Company, New York, NY; IRCCS Ospedale San Raffaele, Milan, Italy

Background: Despite advances in tx for CLL/SLL, CRs are rarely observed after tx in the R/R
setting, thus impacting long-term outcomes. We evaluated the association between response
after tx and survival outcomes in patients (pt) with R/R CLL/SLL. Methods: Adults with R/R CLL/
SLL and = 1 prior line of therapy (LOT) from 6 clinical trials (initiated after 01/01/2012 and
completed before 12/31/2022) were sourced from the Medidata Enterprise Data Store. Cox
models adjusted for potential prognostic factors were used to assess pt-level associations
between achieving and maintaining a CR or CR with incomplete bone marrow recovery (CRi) by
12 mo after start of tx (LM date) and PFS and OS. In separate LM analyses (LMA), associations
between achieving and maintaining CR/CRi, PR/nodular PR (nPR) by LM, or non-CR/non-PR
(ie, those not achieving or maintaining CR/CRi or PR/nPR or not evaluated by LM), and PFS and
0S were assessed. Results: Of 1604 pts (CLL, 97.7%; SLL, 2.3%; age = 65y, 61.8%; male, 66.6%;
ECOG PS 0-1/2, 93.2%/6.8%; median [IQR] follow-up, 3.4 V [2.2—4.1]; median [IQR] LOT, 2
[1-3]; study tx, BTKi [40.4%], BCL2i [40.1%], anti-CD20 mAb [12.5%], and PI3Ki [9.9%]),
15.1% and 61.7% achieved a best overall response of CR/CRi and PR/nPR, respectively (ORR,
76.8%); 6.8% of pts had no response recorded in follow-up. A total of 1178 pts without
progression, death, or censoring before LM were included in PFS LMA. Median (95% CI)
PFS from LM was 64.4 mo (61.7—not reached [NR]) for CR/CRi, 43.3 mo (38.8-54.7) for PR/
nPR, and 23.9 mo (18.3—50.6) for non-CR/non-PR. Pts who achieved and maintained CR/CRi
had significantly longer PFS versus both non-CR/CRi and PR/nPR pts, with adjusted HR of 0.62
(P = 0.01) and 0.64 (P = 0.02), respectively (Table). For OS LMA, 1404 pts without death or
censoring before LM were included. Median (95% CI) OS from LM was NR for CR/CRi and PR/
nPR groups and 62.9 mo (51.2—NR) for non-CR/non-PR. At 24 mo from LM, 90% (85%—95%)
CR/CRi, 87% (84%—89%) PR/nPR, and 72% (67%—"77%) non-CR/non-PR pts were still alive.
CR/CRi pts or PR/nPR pts had significantly longer PFS and OS versus non-CR/non-PR pts.
Conclusions: We demonstrated that achieving and maintaining CR/CRi by 12 mo after start of tx
was associated with significantly improved PFS versus achieving and maintaining PR/nPR,
which was also better than not achieving/maintaining any response. These findings support the
potential utility of durable CR/CRi as an informative early endpoint for assessing the value of tx
in pts with R/R CLL/SLL. Adjusted HR (95% CI) Research Sponsor: This study was funded by
BMS. All authors contributed to and approved the abstract; writing and editorial assistance were
provided by Nikola Vojtov, PhD, of The Lockwood Group (Stamford, CT, USA), funded by BMS.

Response by LM PFS (n =1178) 0S (n = 1404)
CR/CRi (vs non-CR/CRi) 0.62 (0.42—0.90)? 0.73 (0.47-1.12)°
CR/CRi (vs PR/nPR) 0.64 (0.44—0.93)° 0.77 (0.51-1.18)¢
CR/CRi (vs non-CR/non-PR) 0.41 (0.27-0.64)° 0.39 (0.25-0.60)°
PR/nPR (vs non-CR/non-PR) 0.65 (0.50-0.84)¢ 0.50 (0.40-0.63)°
ap = 0.01;

bp=0.15;

°P=0.02;

dp = 0.24;

€P < 0.001.
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Comparative efficacy of Bruton tyrosine kinase inhibitors in the treatment of
relapsed/refractory chronic lymphocytic leukemia: A network meta-analysis (NMA).

Mazyar Shadman, Jennifer R. Brown, Leyla Mohseninejad, Keri Yang, Heather Burnett, Binod Neupane, Rhys Williams, Nicole Lamanna, Susan M. O'Brien,
Alessandra Tedeschi, Constantine S. Tam; Fred Hutchinson Cancer Center, Seattle, WA; Department of Medical Oncology, Dana-Farber Cancer Institute, Boston, MA;
Beigene Netherlands B.V., Schiphol, Netherlands; BeiGene USA, Inc., San Mateo, CA; Evidera, St-Laurent, QC, Canada; Herbert Irving Comprehensive Cancer Center,
Columbia University, Manhasset, NY; University of California, Irvine Health, Berkeley, CA; ASST Grande Ospedale Metropolitano Niguarda, Milan, Italy; The Alfred and
Monash University, Melborne, VIC, Australia

Background: Next-generation Bruton’s tyrosine kinase inhibitors (BTKis) have led to changes
in the treatment algorithm for patients with high-risk relapsed/refractory (R/R) CLL; defined
based on the presence of genetic mutations and a high unmet need. Given the lack of head-to-
head trials comparing these treatments in R/R CLL, a NMA was performed to estimate the
relative efficacy of BTKis used to treat high-risk patients. Methods: Randomized controlled
trials ALPINE (zanubrutinib vs. ibrutinib), ELEVATE-RR (acalabrutinib vs. ibrutinib), and
ASCEND (acalabrutinib vs. bendamustine + rituximab/idelalisib + rituximab [BR/IR]) were
included in the NMA. High-risk populations were defined based on the pre-specified subgroups
within each trial, including patients with del17p and/or TP53 mutations in ALPINE (zanubru-
tinib: 75/327 and ibrutinib: 75/325), ASCEND (acalabrutinib: 44/155 and BR/IR: 42/155), and
del17p/del11q in ELEVATE-RR (acalabrutinib: 268/268 and ibrutinib: 265/265). Bayesian NMAs
were used to estimate hazard ratios (HRs) or odds ratios (ORs) with 95% credible intervals
(Crls), and probability better (PB) for zanubrutinib versus all other treatments. Outcomes
analysed included investigator-assessed progression-free survival (PFS), overall survival (OS),
overall response (ORR), and complete response (CR). Given the timing of the included trials in
relation to the COVID-19 pandemic, ALPINE data were analyzed with and without adjustment
for COVID-19 related deaths. Results: The NMA found a statistically significant improvement in
PFS for zanubrutinib over acalabrutinib in high-risk patients and a trend towards improvement
in OS, ORR, and CR (Table). Zanubrutinib led to statistically significant improvements in PFS
versus ibrutinib (HR [95% CrI]: 0.49 [0.30, 0.78], PB: 99.9%) and BR/IR (0.12 [0.05, 0.26], PB:
100.0%). For OS, zanubrutinib showed a trend towards improvement versus ibrutinib (0.59
[0.31, 1.12] PB: 94.8%) and BR/IR (0.64 [0.24, 1.74] PB: 80.7%). Conclusions: This NMA found
zanubrutinib to be the most efficacious BTKi for patients with high-risk R/R CLL, offering
significantly delayed disease progression, and favourable survival and response vs. alternative
BTKi treatments. Research Sponsor: BeiGene.

Zanubrutinib vs. High-Risk With COVID-19 High-Risk Without COVID-19
Acalabrutinib Adjustment Adjustment

HR [95%Crl], Probability Better
(%)

PFS 0.54 [0.32, 0.92], 98.6 0.58 [0.34, 0.98], 98.0
0s 0.72[0.35, 1.48], 81.7 0.84 (0.43, 1.65), 69.1
OR [95%Crl], Probability Better

%)
ORR 1.91 [0.75, 5.00], 91.7 1.69 [0.61, 4.97], 84.4
CR 2.07 [0.50, 9.67], 84.4 1.84[0.50, 7.20], 81.6
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Efficacy of pembrolizumab monotherapy and in combination with BCR inhibitors for
Richter transformation of chronic lymphocytic leukemia (CLL).

Yucai Wang, Betsy R. LaPlant, Sameer Ashok Parikh, Jose Francisco Leis, Timothy G. Call, Tait D. Shanafelt, Rong He, Ivana N. Micallef, Grzegorz S. Nowakowski,
Thomas Matthew Habermann, Thomas E. Witzig, Amber B. Koehler, Paul Joseph Hampel, Saad Kenderian, Eli Muchtar, Casey N. Aitken, Sutapa Sinha, Neil E. Kay,
Stephen M. Ansell, Wei Ding; Mayo Clinic, Rochester, MN; Mayo Clinic, Phoenix, AZ; Stanford University Medical Center, Stanford, CA

Background: The management of Richter transformation (RT) of CLL represents an unmet
clinical need. We previously reported modest efficacy of pembrolizumab monotherapy in an
initial cohort of patients with RT (Ding, et al, Blood 2017). Here we report updated results of this
trial, including an expansion cohort and a combination therapy cohort. Methods: Patients with
biopsy proven RT to diffuse large B-cell lymphoma were enrolled and treated with single agent
pembrolizumab (200 mg IV Q3W). Patients with progressive disease (PD) or stable disease (SD)
after 3 months of pembrolizumab monotherapy were allowed to add a B-cell receptor (BCR)
kinase inhibitor. The primary end point was overall response rate (ORR). Results: A total of 26
patients with RT were enrolled (9 in initial cohort and 17 in expansion cohort). The median age
was 68.5 years. Ten (38%) patients had del(17p) or TP53 mutation. The median number of prior
lines of therapy was 3 (range 1-10). Fifteen (58%) patients had received ibrutinib previously (14
of whom had PD on ibrutinib). With pembrolizumab monotherapy (n=26), the ORR was 23.1%,
with 2 (7.7%) complete response (CR), 4 (15.4%) partial response (PR), and 7 (26.9%) SD. Of the
6 patients with confirmed CR or PR, responses occurred after a median of 2 cycles of mono-
therapy. The median duration of response (DOR) was 3.2 months (95% CI 2.8-NA). The median
progression-free survival (PFS) was 2.6 months (95% CI 1.6-3.6). Sixteen patients went on to
receive a BCR kinase inhibitor (ibrutinib [n=15], idelalisib [n=1]) in combination with pem-
brolizumab, after SD or PD on pembrolizumab monotherapy. The ORR to combination therapy
was 62.5%, with 4 (25.0%) CR and 6 (37.5%) PR. Of the 10 patients with confirmed CR or PR to
combination therapy, responses occurred after a median of 4 cycles of therapy. The median DOR
was 4.5 months (95% CI 1.6-NA). The median PFS was 7.6 months (95% CI 2.3-13.3). After a
median follow-up of 50.4 (95% CI 34.0-56.0) months, the median overall survival (OS) for all
26 patients with RT was 11.6 months (95% CI 7.5-20.1), and the 2-year OS rate was 27%.
Treatment-related adverse events (TRAEs) of any grade occurred in 24 (92%) patients, in-
cluding anemia (54%), thrombocytopenia (58%), neutropenia (54%), leukopenia (35%),
lymphopenia (23%), dyspnea (23%), diarrhea (19%), and nausea (23%). Treatment-related
grade 3 or above AEs occurred in 21 (81%) patients, including neutropenia (38%), leukopenia
(31%), thrombocytopenia (27%), anemia (15%), febrile neutropenia (12%), and lung infection
(12%). Conclusions: This expanded analysis confirmed that pembrolizumab has modest single
agent activity in RT. Combination therapy with pembrolizumab and a BCR kinase inhibitor is
associated with increased efficacy (ORR >60%), similar to other reports. These results support
further investigation of immune checkpoint inhibitor-based combination therapy in RT.
Clinical trial information: NCT02332980. Research Sponsor: Merck.


http://www.clinicaltrials.gov/ct2/show/NCT02332980

HEMATOLOGIC MALIGNANCIES—LYMPHOMA AND CHRONIC LYMPHOCYTIC LEUKEMIA

7051 Poster Session

A single-cell multiomics analysis of IRF4 in mediating treatment resistance in
ibrutinib-treated chronic lymphocytic leukemia (CLL).

Alina S. Gerrie, Gerben Duns, Yifan Yin, Shinya Rai, Laura Hilton, Barbara Meissner, Hisae Nakamura, Luke O'Brien, Merrill Boyle, Ryan Morin, Aaron Marshall,
Spencer B. Gibson, David W. Scott, James B. Johnston, Christian Steidl; BC Cancer Centre for Lymphoid Cancer, Vancouver, BC, Canada; Department of Molecular Biology
and Biochemistry, Simon Fraser University, Vancouver, BC, Canada; CancerCare Manitoba Research Institute, Winnipeg, MB, Canada; Department of Oncology, University of
Alberta, Edmonton, AB, Canada

Background: The Bruton tyrosine kinase (BTK) inhibitor ibrutinib (ibr) has revolutionized the
treatment of CLL, showing efficacy in the majority of patients. Nevertheless, resistance occurs
in a subset of patients, often with dismal clinical outcomes. Ibr resistance occurs through
several mechanisms, including mutations affecting BTK or PLCG2, or upregulation of alterna-
tive survival pathways. We investigated at the single-cell level the molecular mechanisms that
underlie ibr resistance in CLL cells and their interactions with non-malignant tumor micro-
environment (TME) cell populations. Methods: We retrospectively identified 7 CLL patients
with ibr resistance (as second line therapy). Samples were obtained before ibr treatment and at
progression. Chromium Single Cell Multiome ATAC + Gene Expression (GEX) (10x Genomics)
was applied to a mixture of CD19+CD5+ and CD19- cells to jointly analyze DNA accessibility and
gene expression in the same single nuclei of CLL B and TME cells. An average of 4,800 cells
(range 2,600-15,000) per sample was retained after QC filtering. Principal component analysis
(PCA) was performed on GEX counts. ATAC peaks were called with MACS2, and latent semantic
indexing was used for dimensionality reduction. We then computed a weighted nearest
neighbour graph, identified clusters using the SLM algorithm and performed cell type assign-
ment with established marker genes. Results: We identified 28 distinct cell clusters, represent-
ing CLL B-cells or cell types that constitute the TME, including CD4+ and CD8+ T cells,
monocytes, dendritic and NK cells. CLL B-cell clusters were patient and timepoint-specific,
while TME clusters were occupied by cells from multiple patients. Five patients showed multiple
distinct CLL B-cell clusters pre-treatment or at progression, reflecting cellular heterogeneity
within the tumor compartment. Interestingly, some clusters that were dominated by post-
treatment CLL B-cells also included cells from pre-treatment samples, suggesting pre-
existence of the clone giving rise to the relapse. For each patient, we performed pairwise
differential expression between CLL B-cell clusters. Gene ontology analysis revealed increased
activation of IRF4 and MHC-related pathways in CLL B-cells at progression compared to pre-
treatment in 6 and 4 out of 7 patients, respectively. The elevated IRF4 pathway activity was
underpinned by increased chromatin accessibility in IRF4 signature genes. Conclusions:
Differential blockade of B-cell receptor signaling by ibr has been reported to downregulate
activity of IRF4, a key transcription factor in B-cell activation. Our results suggest that CLL B-
cells that are resistant to ibrutinib have re-activated IRF/ activity beyond pre-treatment levels,
implying a potential role for IRF4 in ibrutinib resistance. Research Sponsor: Genome BC/
Genome Canada; Michael Smith Foundation for Health Research.
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Real-world risk of bleeding events in patients with chronic lymphocytic leukemia or
small lymphocytic lymphoma (CLL/SLL) treated with BTKi.

Javid J. Moslehi, Svea K Wahlstrom, Anna Teschemaker, Rachel H Mackey, Diana DeVincenzo, Leslie A Carabuena, Samantha L Thompson, Brittaney Gordon,
Ning A Rosenthal; Section of Cardio-oncology and Immunology, University of California, San Francisco, San Francisco, CA; AstraZeneca, Wilmington, DE; AstraZeneca,
Gaithersburg, MD; Premier In, PINC Al Applied Sciences, Charlotte, NC; AstraZeneca, Cambridge, United Kingdom

Background: Bruton tyrosine kinase inhibitors (BTKis) are effective treatments for various B-
cell malignancies including CLL/SLL but are known to be associated with increased bleeding
risk. Current evidence indicating this association has largely been demonstrated in clinical trial
research. However, bleeding risk in real-world CLL/SLL patients, who are often sicker with
more comorbidities requiring anticoagulant (AC) or antiplatelet (AP) use is not well described.
This study aimed to assess the prevalence of AC/AP use and explore risk factors for bleeding
among real-world CLL/SLL patients receiving BTKi therapies. Methods: We conducted a
retrospective cohort study using the claims-linked Premier PINC AI Healthcare Database of
patients aged =18 years with a diagnosis of CLL/SLL from July 1, 2016 to March 31, 2022. Patients
were followed from first BTKi prescription fill (index date) to earliest of BTKi discontinuation,
death, or end of the study period. Patient comorbidities, treatments, and bleeding events were
assessed using diagnosis and procedure codes and prescription claims. Multivariable-adjusted
risk for bleeding events was assessed with Cox proportional-hazards regression. Results:
Among 2091 patients with CLL/SLL receiving BTKi therapies, mean age was 65.7 years,
61.8% were men, and 77.7% were White. BTKi treatments included ibrutinib (86.3%), acalab-
rutinib (13.1%), and zanubrutinib (<1%). Overall, 4.3% of patients switched BTKis during
follow-up; 615 (29.4%) had AC/AP use at any time during the study period, of whom 411
(66.8%) started after BTKi initiation. Bleeding events occurred in 526 (25.2%) patients during a
mean BTKi exposure of 14.2 months, with an incidence of 26.6 per 100 person-years (PYs)
overall, and 37.2 and 22.0 per 100 PYs in patients with and without any prescription AC/AP use,
respectively. The proportion of patients with fatal bleeding was <0.3%. In adjusted models, risk
of first bleeding event was higher for AC use (HR [95% CI] 2.33 [1.83-2.98]), age =65 years (1.32
[1.14-1.53]), women (1.28 [1.10—-1.48]), and history (during 90 days prior to BTKi start) of
bleeding (2.27 [1.87-2.76]), ulcers (2.21 [1.06—4.63]) or myocardial infarction (MI) (1.74
[1.31—2.33]) (all P=0.05). Prescription AP use, race/ethnicity, and history of chronic kidney
disease or thrombocytopenia were not statistically significant. Conclusions: In this large real-
world study of bleeding risk in patients receiving BTKis, bleeding events occurred in 26.6 per
100 patients per year, with higher risk in AC users, women, and patients with history of
bleeding, ulcers, or MI. However, the risk of fatal bleeding was low. Research Sponsor:
AstraZeneca.
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Seven-year overall survival analysis from ECHELON-1 study of A+AVD versus ABVD
in patients with previously untreated stage Ill/IV classical Hodgkin lymphoma.

Stephen M. Ansell, David J. Straus, Joseph M. Connors, Wojciech Jurczak, Won-Seog Kim, Andrea Gallamini, Radhakrishnan Ramchandren, Jonathan W. Friedberg,
Ranjana H. Advani, Martin Hutchings, Andrew M. Evens, Kerry J. Savage, Hyeon-Seok Eom, Tatyana A Feldman, Jeremy S. Abramson, Cassie Dong, Bipin N. Savani,
Athanasios Zomas, Keenan Fenton, John Radford; Division of Hematology, Mayo Clinic, Rochester, MN; Department of Medicine, Lymphoma Service, Memorial Sloan
Kettering Cancer Center, New York, NY; BC Cancer, Centre for Lymphoid Cancer, Vancouver, BC, Canada; Maria Sklodowska-Curie National Research Institute of Oncology,
Krakow, Poland; Division of Hematology—Oncology, Department of Internal Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South
Korea; Research and Innovation Department, Antoine-Lacassagne Cancer Center, Nice, France; University of Tennessee Graduate School of Medicine, Knoxville, TN; James
P. Wilmot Cancer Center, University of Rochester Medical Center, Rochester, NY; Department of Medicine, Division of Oncology, Stanford University, Stanford, CA;
Department of Hematology, Rigshospitalet, Copenhagen University Hospital, Copenhagen, Denmark; Division of Blood Disorders, Rutgers Cancer Institute of New Jersey,
New Brunswick, NJ; Department of Hematology—Oncology, Center for Hematologic Malignancy, National Cancer Center, Goyang, South Korea; John Theurer Cancer
Center, Hackensack Meridian Health, Hackensack, NJ; Massachusetts General Hospital, Boston, MA; Takeda Development Center Americas, Inc. (TDCA), Lexington, MA;
Takeda Pharmaceuticals International AG, Zurich, Switzerland; Pfizer Inc., Bothell, WA; University of Manchester and the Christie NHS Foundation Trust, Manchester
Academic Health Science Centre, Manchester, United Kingdom

Background: In ECHELON-1 (NCT01712490), 6-year follow-up (FU) analyses demonstrated
significant improvements in overall survival (OS) and progression-free survival (PFS) with
A+AVD (brentuximab vedotin plus doxorubicin, vinblastine, and dacarbazine) versus ABVD
(doxorubicin, bleomycin, vinblastine, and dacarbazine), with a comparable safety profile. Here,
we report data at 7-year median FU. Methods: Analyses of OS and PFS per investigator were
conducted in the intent-to-treat (ITT) population (data cut-off March 11, 2023). Patients (pts)
were randomized 1:1 to receive =6 cycles of A+AVD (n=664) or ABVD (n=670) on days 1 and 15,
every 28 days. PET scan after cycle 2 (PET2) evaluation was mandatory. Long-term safety
outcomes in the safety population included resolution or improvement of peripheral neurop-
athy (PN), second malignancies, and pregnancies. Results: At median FU of 89.3 months (95%
CI 87.0—90.2), 7-year OS rates were 93.5% (95% CI 91.1-95.2) with A+AVD and 88.8% (95% CI
85.8—91.1) with ABVD; OS favored A+AVD over ABVD (HR 0.62; 95% CI 0.42—0.90; p=0.011).
Subgroup analyses showed consistent OS benefit for A+AVD, including in the age <40 years and
Stage IV disease subgroups (Table). 7-year PFS rates with A+AVD vs ABVD were 82.3% (95% CI
79.1—85.0) Vs 74.5% (95% CI 70.8—77.7; HR 0.68 [95% CI 0.53—0.86]; p=0.001). PN improved/
resolved in most pts at last FU (A+AVD: 86%; ABVD: 87%). Median (range) time to complete
resolution of PN (A+AVD vs ABVD) was 16 (0—373) vs 10 (0—343) weeks; median (range) time to
improvement was 42 (2—182) vs 19 (15—142) weeks. PN was ongoing in 28% (4% grade =3) of
A+AVD and 20% (1% grade =3) of ABVD pts. Second malignancies were reported in 5% of A+AVD
and 6% of ABVD pts. Pts and their partners reported 84/92 livebirths/pregnancies with A+AVD
and 59/73 with ABVD; no stillbirths were recorded. Conclusions: At 7-year median FU, pts with
stage I1I/IV cHL who received A+AVD showed a sustained PFS and OS benefit vs ABVD, with PFS
rates indicating potential curability. The safety profile in pts treated with A+AVD showed no
new safety signals at 7 years. Clinical trial information: NCT01712490. Research Sponsor:
Takeda Development Center Americas, Inc. (TDCA), Lexington, MA, USA.

7-year OS rates by subgroup (ITT).

A+AVD ABVD
0S Rate, % (95% CI) 0S Rate, % (95% CI) HR (95% CI)
Group, % (95% CI) n=664 n=670 p-value
All pts 93.5(91.1-95.2) 88.8 (85.8-91.1) 0.62 (0.42-0.90)
n=664 n=670 0.01
PET2 negative 95.0 (92.8-96.6) 90.2 (87.2-92.5) 0.57 (0.37-0.87)
n=588 n=577 0.009
PET2 positive 90.7 (72.3-97.1) 74.0 (59.9-83.8) 0.34 (0.11-1.03)
n=47 n=58 0.05
Aged <40 years 98.2 (96.2-99.1) 95.0 (91.9-96.9) 0.39 (0.16-0.95)
n=396 n=375 0.032
Aged <60 years 96.4 (94.4-97.7) 92.9 (90.3-94.9) 0.49 (0.29-0.83)
n=580 n=568 0.007
Aged =60 years 72.6 (60.6-81.5) 66.7 (55.9-75.5) 1.01 (0.59-1.71)
n=84 n=102 0.98
Stage Il 92.1 (87.6-95.1) 90.3 (85.3-93.7) 1.01 (0.54-1.87)
n=237 n=246 0.98
Stage IV 94.2 (91.3-96.2) 88.1 (84.3-91.0) 0.49 (0.30-0.79)
n=425 n=421 0.003
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A phase 1/2 study of favezelimab in combination with pembrolizumab for anti—PD-
1-naive relapsed or refractory (R/R) classical Hodgkin lymphoma (cHL): An
updated analysis.

John Timmerman, David Lavie, Borchmann Peter, Gareth P. Gregory, Alex Francisco Herrera, Leonard Minuk, Vladan Vucinic, Philippe Armand, Abraham Avigdor,

Robin Gasiorowski, Yair Herishanu, Colm Keane, John Kuruvilla, Rachel Marceau West, Pallavi Pillai, Patricia Marinello, Nathalie A. Johnson; University of California, Los
Angeles Medical Center, Los Angeles, CA; Hadassah Medical Center, Jerusalem, Israel; University Hospital of Cologne, Cologne, Germany; School of Clinical Sciences at
Monash Health, Monash University, Melbourne, VIC, Australia; City of Hope, Duarte, CA; CancerCare Manitoba, University of Manitoba, Winnipeg, MB, Canada; Medical Clinic
and Policlinic 1, Hematology and Cellular Therapy, University Hospital Leipzig, Leipzig, Germany; Dana-Farber Cancer Institute, Boston, MA; Sheba Medical Center, Ramat
Gan, Israel; Concord Hospital, The University of Sydney, Concord, NSW, Australia; Tel Aviv Sourasky Medical Center, Tel Aviv-Yafo, Israel; Princess Alexandra Hospital,
Brishane, QLD, Australia; Princess Margaret Cancer Centre, Toronto, ON, Canada; Merck & Co., Inc., Rahway, NJ; Jewish General Hospital, Montréal, QC, Canada

Background: PD-1 inhibitors such as pembrolizumab are an important treatment option for
patients (pts) with R/R cHL, but treatment failure remains a significant challenge. Dual immune
checkpoint blockade with a PD-1 inhibitor and a lymphocyte-activation gene 3 (LAG-3) in-
hibitor shows promise as a treatment option for R/R cHL. In a multicohort phase 1/2 study
(NCT03598608) evaluating the anti—LAG-3 monoclonal antibody favezelimab in combination
with pembrolizumab for R/R hematologic malignancies, pembrolizumab plus favezelimab
demonstrated sustained antitumor activity and acceptable safety in the cohort of pts with
anti—PD-1-naive R/R cHL (cohort 1). We present updated results from this cohort after
additional follow-up. Methods: Eligible pts were aged =18 years with R/R cHL; prior treatment
with or ineligibility for autologous stem cell transplantation or no response to salvage che-
motherapy; no prior PD-1inhibitor; and an ECOG PS of 0 or 1. The study comprised a safety lead -
in (pembrolizumab 200 mg IV Q3W plus favezelimab 200-mg starting dose, then dose esca-
lation to 800 mg IV Q3W using a modified toxicity probability interval method) and a dose
expansion phase (pembrolizumab 200 mg Q3W plus favezelimab at the established recom-
mended phase 2 dose of 800 mg Q3W for up to 35 cycles). Primary end point was safety.
Objective response rate (ORR) per IWG 2007 criteria by investigator review was a secondary end
point. Duration of response (DOR) and progression-free survival (PFS) per IWG 2007 criteria by
investigator review and overall survival (OS) were exploratory. Results: Cohort 1 enrolled 30 pts.
The median time from first dose to data cutoff (August 15, 2023) was 36.9 months (range, 29.4-
48.6). Treatment-related adverse events (AEs) occurred in 27 pts (90%), of which the most
common (=20%) were hypothyroidism (27%), infusion-related reaction (23%), and fatigue
(20%). Grade 3 or 4 treatment-related AEs occurred in 7 pts (23%). Five pts (17%) discontinued
treatment due to treatment-related AEs. No deaths due to treatment-related AEs were re-
ported. AEs of clinical interest occurred in 20 pts (67%); 3 pts (10%) had grade 3 events (colitis,
pneumonitis, severe skin reaction) and 1 pt (3%) had a grade 4 event (hepatitis). The ORR was
83% (n = 25; 95% CI, 65-94); 11 pts (37%) had a complete response and 14 (47%) had a partial
response. Median DOR was 17.0 months (range, 2.6-30.5), and an estimated 47% of responders
remained in response at 24 months. Median PFS was 19.4 months (95% CI, 9.5-28.5), and the
2/-month PFS rate was 46%. Median OS was not reached (NR; 95% CI, NR-NR), and the 24-
month OS rate was 93%. Conclusions: With additional follow-up, favezelimab plus pembro-
lizumab continued to demonstrate sustained antitumor activity and manageable safety in pts
with anti—PD-1-naive R/R cHL. Further studies to investigate this combination are warranted.
Clinical trial information: NCT03598608. Research Sponsor: Merck Sharp & Dohme LLC, a
subsidiary of Merck & Co., Inc., Rahway, NJ, USA.


http://www.clinicaltrials.gov/ct2/show/NCT03598608
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A phase 1/2 study of favezelimab in combination with pembrolizumab for heavily
pretreated anti—PD-1-refractory classical Hodgkin lymphoma (cHL): An updated
analysis.

John Timmerman, David Lavie, Nathalie A. Johnson, Abraham Avigdor, Borchmann Peter, Charalambos Andreadis, Ali Bazargan, Gareth P. Gregory, Colm Keane,
Inna Torzan, Vladan Vucinic, Pier Luigi Zinzani, Rachel Marceau West, Pallavi Pillai, Patricia Marinello, Alex Francisco Herrera; University of California, Los Angeles Medical
Center, Los Angeles, CA; Hadassah Medical Center, Jerusalem, Israel; Jewish General Hospital, Montréal, QC, Canada; Sheba Medical Center, Ramat Gan, Israel; University
Hospital of Cologne, Cologne, Germany; University of California, San Francisco, San Francisco, CA; University of Melbourne, Melbourne, and St Vincent's Hospital, Fitzroy,
VIC, Australia; School of Clinical Sciences at Monash Health, Monash University, Melbourne, VIC, Australia; Princess Alexandra Hospital, Brisbane, QLD, Australia; Rambam
Health Care Campus, Haifa, Israel; Medical Clinic and Policlinic 1, Hematology and Cellular Therapy, University Hospital Leipzig, Leipzig, Germany; IRCCS Azienda
Ospedaliero-Universitaria di Bologna Istituto di Ematologia “Seragnoli” and Dipartimento di Scienze Mediche e Chirurgiche, Universita di Bologna, Bologna, Italy; Merck &
Co., Inc., Rahway, NJ; City of Hope, Duarte, CA

Background: PD-1 inhibitors are standard of care for relapsed or refractory (R/R) cHL, but
patients (pts) often progress after anti—PD-1 therapy. The immune checkpoint receptor
lymphocyte-activation gene 3 (LAG-3) is proposed to contribute to anti—PD-1 resistance.
In a phase 1/2 study (NCT03598608) evaluating favezelimab (anti—LAG-3) plus pembrolizu-
mab (anti—PD-1) for R/R hematologic malignancies, the combination provided antitumor
activity and manageable safety in pts with heavily pretreated anti—PD-1-refractory cHL (co-
hort 2). Updated results after additional follow-up are presented. Methods: Eligible pts were
aged =18 years with R/R cHL; prior treatment with or ineligibility for autologous stem cell
transplantation or no response to salvage chemotherapy; an ECOG performance status of o or 1;
and disease progression after =2 doses of anti—PD-1—-based therapy and within 12 weeks of the
last dose of anti—PD-1 therapy. The study comprised a safety lead-in (pembrolizumab 200 mg
IV Q3W + favezelimab 200-mg starting dose, then dose escalation to 800 mg IV Q3W per a
modified toxicity probability interval design) and a dose expansion phase (pembrolizumab +
favezelimab at the established recommended phase 2 dose of 800 mg Q3W for =35 cycles).
Primary end point was safety. ORR per IWG 2007 criteria by investigator review was a secondary
end point. DOR and PFS per IWG 2007 criteria by investigator review and OS were exploratory.
Results: Cohort 2 enrolled 34 pts. Median time from first dose to data cutoff (August 15, 2023)
was 40.7 months (range, 20.4-54.8). Treatment-related AEs occurred in 28 pts (82%); the most
common (=15%) were hypothyroidism (18%), nausea (18%), and fatigue (15%). Grade 3 or 4
treatment-related AEs occurred in 6 pts (18%). Discontinuation due to treatment-related AEs
occurred in 6 pts (18%). No deaths due to treatment-related AEs were reported. AEs of clinical
interest occurred in 17 pts (50%); 2 pts (6%) had grade 3 events (encephalitis, hepatitis) and 1 pt
(3%) had a grade 4 event (type 1 diabetes mellitus). ORR was 29% (10/34; 95% CI, 15-48), with 3
(9%) complete responses and 7 (21%) partial responses. ORR was 35% (6/17; 95% CI, 14-62) in
pts with anti—PD-1 and 24% (4/17; 95% CI, 7-50) in pts with non—anti—PD-1 as most recent
therapy. Median DOR was 21.9 months (range, 0.0+ to 26.1+) and an estimated 17% of re-
sponders remained in response at 24 months. Median PFS was 9.7 months (95% CI, 5.1-14.7);
2/-month PFS rate was 21%. Median OS was 39.0 months (95% CI, 25.7-not reached); 24-
month OS rate was 73%. Conclusions: After additional follow-up, favezelimab + pembrolizu-
mab continued to demonstrate manageable safety and antitumor activity in pts with heavily
pretreated anti—PD-1-refractory cHL. The phase 3 KEYFORM-008 study (NCT05508867) will
evaluate a coformulation of favezelimab and pembrolizumab in pts with anti—PD-1-refractory
CHL. Clinical trial information: NCT03598608. Research Sponsor: Merck Sharp & Dohme LLC, a
subsidiary of Merck & Co., Inc., Rahway, NJ, USA.


http://www.clinicaltrials.gov/ct2/show/NCT03598608
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A novel and selective oral PI3Ka/8 inhibitor, TQ-B3525, in patients with relapsed
and/or refractory follicular lymphoma: A phase Il, single-arm, open-label study.

Huaging Wang, Aibin Liang, Jifeng Feng, YANYAN LIU, Zhengzi Qian, Da Gao, Xuehong Ran, Hui Zhou, Lihong Liu, Binghua Wang, Meiyun Fang, Hebing Zhou,
Zhengian Huang, Shi Tao, Zhuowen Chen, Liping Su, Hang Su, Yu Yang, Xiaobao Xie, Zhiming Li; Department of Medical Oncology, The Institute of Translational Medicine,
Tianjin Union Medical Center of Nankai University, Tianjin, China; Department of Hematology, Tongji Hospital of Tongji University, Shanghai, China; Department of
Hematology, Jiangsu Cancer Hospital, The Affiliated Cancer Hospital of Nanjing Medical University, Nanjing, China; Department of Medical Oncology, Henan Cancer
Hospital, The Affiliated Cancer Hospital of Zhengzhou University, Hengzhou, China; Department of Medical Oncology, Tianjin Medical University Cancer Institute and
Hospital,, Tianjin, China; Department of Hematology, The Affiliated Hospital of Inner Mongolia Medical College, Hohhot, China; Department of Hematology, Weifang
People’s Hospital, The First Affiliated Hospital of Weifang Medical University, Weifang, China; Department of Lymphoma & Hematology, Hunan Cancer Hospital, Changsha,
China; The Fourth Hospital of Hebei Medical University, Shijiazhuang, China; Department of Lymphoma, Weihai Central Hospital, Weihai, China; Department of Hematology
and Rheumatology, The Affiliated Zhongshan Hospital of Dalian University, Dalian, China; Department of Hematology, Beijing Luhe Hospital, Beijing, China; Department of
Hematology, The First Affiliated Hospital of Guangzhou Medical University, Guangzhou, China; Department of Hematology, The First Affiliated Hospital of Hainan Medical
College, Haikou, China; Department of Hematology, The First People’s Hospital of Foshan, Foshan, China; Department of Hematology, Shanxi Cancer Hospital, Taiyuan,
China; Department of Lymphoma, Senior Department of Hematology, The Fifth Medical Center of Chinese PLA General Hospital, Beijing, China; Department of Lymphoma
and Head and Neck Cancer, Fujian Cancer Hospital, Fuzhou, China; Department of Hematology, The First People’s Hospital of Changzhou, The Third Affiliated Hospital of
Soochow University, Changzhou, China; Department of Medical Oncology, State Key Laboratory of Oncology in South China, Collaborative Innovation Center for Cancer
Medicine, Guangdong Provincial Clinical Research Center for Cancer, Sun Yat-sen University Cancer Center, Guangzhou, China

Background: TQ-B3525 is anovel and selective oral PI3K «/8 inhibitor. In an earlier Phase I trial,
TQ-B3525 achieved outstanding efficacy in subjects with refractory/relapsed follicular lym-
phoma (R/R FL) (2020 ASCO Abstract #8058). Here, we report the result from a single-arm,
open-label, phase II registration study evaluating the safety and efficacy of TQ-B3525 in R/RFL
patients. Methods: This phase II study included exploratory stage 1 and confirmatory stage 2.
Patients with R/R FL after =2 lines therapies received oral 20 mg TQ-B3525 once daily in a 28-
day cycle until disease progression or intolerable toxicity. Primary endpoint was independent
review committee (IRC)-assessed objective response rate (ORR). Secondary endpoints were
ORR by investigator assessment; the IRC- and investigator-assessed disease control rate
(DCR), time to response (TTR), duration of response (DOR), progression-free survival
(PFS), overall survival (OS), and safety. Results: Based on results (ORR, 88.0%; DOR,
11.8 months; PFS, 12.0 months) in 25 patients at stage 1, second stage study was initiated
and included 82 patients for efficacy/safety analysis.Patients received a median of 3 prior lines,
with 56.1% refractory to previous therapies; 73.2% experienced POD2/ at baseline. At stage 2,
ORR was 86.6% (71/82; 95% CI, 77.3%-93.1%), with 28 (34.2%) complete responses. Seven
(8.5%) had stable disease for DCR of 95.1%. Median TTR was 1.8 months. Among 71 responders,
median DOR was not reached; 18-month DOR rate was 51.6%. At median follow-up of
13.3 months, median PFS was 18.5 (95% CI, 10.2-not estimable) months; estimated 24-
month OS rate was 86.1%. Response rates and survival data were consistent across all sub-
groups. Grade 3 or higher treatment-related adverse events occurred in 63 (76.8%) patients,
with neutrophil count decreased (22.0%), hyperglycemia (19.5%), and diarrhea (13.4%) being
common. Conclusions: TQ-B3525 exhibited favorable efficacy and manageable safety profiles,
supporting its potential as a valuable treatment modality for heavily pretreated Chinese R/R/ FL
patients. Clinical trial information: NCT04324879. Research Sponsor: Chia Tai Tianging
Pharmaceutical Group Co., Ltd. (Nanjing, China); National Natural Science Foundation of China;
81872902, 82073917, and 82070206; National Natural Science Foundation of Guangdong
Province; 2023A1515011525; the Lymphoma Research Fund of China Anti-Cancer Association;
the Sun Yat-sen University Cancer Center Clinical Research 308 Program; 2014-fxy-106 and
2016-fxy-079; Tianjin Key Medical Discipline (Specialty) Construction Project; TJYXZDXK-
053B.

Summary of TQ-B3525 efficacy in the ITT at stage 2.

Efficacy IRC-Assessed (n=82) Investigator-Assessed (n=82)
Median DOR*, months (95% CI) NR (9.2-NE) 14.8 (9.2-20.4)
12-month DOR rate (%, 95% CI) 60.2% (44.3%-72.9%) 51.5% (36.0%-65.0%)
18-month DOR rate (%, 95% CI) 51.6% (30.6%-69.2%) 41.0% (23.5%-57.7%)
Median PFS, months (95% Cl) 18.5 (10.2-NE) 18.4 (11.0-22.0)
12-month PFS rate (%, 95% CI) 58.3% (44.0%-70.1%) 52.8% (38.8%-65.0%)

) )

18-month PFS rate (%,95% Cl) 58.3% (44.0%-70.1%, 52.8% (38.8%-65.0%)

Median OS, months (95% CI) Not reached
12-month OS rate (%, 95% CI) 91.8% (82.5%-96.3%)
24-month OS rate (%, 95% CI) 86.1% (72.3%-93.3%)

Data were presented as n (%) or n (%, 95% confidence interval). NE, not estimable # DOR was assessed in 71 patients achieving responses.
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Phase 1/2 of E02463 immunotherapy as monotherapy and in combination with
lenalidomide and/or rituximab in indolent NHL (EONHL1-20/SIDNEY).

Jose Caetano Villashoas, Danielle Wallace, Stephen Douglas Smith, Carlos Grande, Jean pierre Marolleau, Francesc Bosch, Antonio Pinto, Luca Arcaini, Reid Merryman,
Ramon Garcia Sanz, Pier Luigi Zinzani, Lucie Aubergeon, Laurent Chéne, Jan Fagerberg, Philippe Armand, Jonathan W. Friedberg, Stephen M. Ansell; Division of
Hematology, Mayo Clinic, Rochester, MN; University of Rochester, Rochester, NY; Fred Hutchinson Cancer Center, Seattle, WA; Universidad de Navarra, Madrid and
Pamplona, Spain; CHU Amiens, Amiens, France; Vall d'Hebron University Hospital, Barcelona, Spain; Istituto Nazionale Tumori, Fondazione ‘G. Pascale’, IRCCS, Naples,
Italy; Fondazione IRCCS Policlinico San Matteo and University of Pavia, Pavia, Italy; Dana-Farber Cancer Institute, Boston, MA; Hospital Universitario de Salamanca -
Complejo Asistencial Universitario de Salamanca, Salamanca, Spain; University of Bologna, Bologna, Italy; Enterome, Paris, France; University of Rochester Medical Center,
Rochester, NY; Mayo Clinic, Rochester, MN

Background: Follicular and marginal zone B cell lymphoma (FL; MZL) demonstrate an indolent
course with heterogeneous outcomes anda potential for spontaneous remissions indicating
immune system intervention. Therapeutic immunization is therefore an attractive approach
but new antigens that evoke a strong immune response are needed. E02463 expands pre-
existing memory CD8+ T cells recognizing non-self protein sequences from gut bacteria which
cross-react with B cell antigens and can kill HLA-A2 restricted cells (T2) loaded with target
peptides. EO2463 includes 4 HLA-A2 synthetically produced epitopes which exhibit molecular
mimicry with the B cell markers CD20, CD22, CD37, and CD268 (BAFF-receptor), as well as a the
CD4 helper-epitope UCP2 derived from hTERT. E02463 is being used to drive anti-tumor
activity against B cell malignancies. Methods: Patients (pts) with FL and MZL, stage 1-34A, and
HLA-A2, are eligible. In the safety lead-in pts with relapsed/refractory (R/R) disease were given
E02463 SC q2 weeks (w) x 4, then q4w, for a max of 12 months; at w7 lenalidomide (20 mg/day
for 21/28 days up to 12 cycles) is added (EL), and if no complete remission (CR) at w19, rituximab
(375 mg/m? IV, q1w X 4, then q4w x 4) is also added (ER?). Doses evaluated: 150 ug and 300pg/
peptide. Results: 3 pts received 150 p.g/peptide and 6 pts 300 p.g/peptide (EO2463 1 pat, EL 2 pts,
ER? 6 pts): 2 MZL, 7 FL pts with median 2 lines (range 1-4) of prior systemic therapy. No related
grade =3 adverse events were seen with E02463 monotherapy. Most common related events
were grade 1 to 2 local administration site reactions in 5/9 pts. Adverse events during com-
bination treatment were as expected for R% PET-CT on w6 after EO2463 monotherapy
suggested clinical activity in 4/9 pts (1 PR, 1 pt size reduction 15%, 1 pt 20% reduced tracer
uptake, 1pt 5/6 target lesions reduced metabolic activity). Overall objective responses (OR) were
seen in 6/9 pts (67%; 15 OR on E02463 1 pat, EL 4 pts, ER? 1 pat), with CR in 5/9 (56%) pts;
median time to response was 18w (range 8-43w), response ongoing in 5 pts, range 24-76w.
Expansion of specific CD8+ T cells against mimic peptides and targeted B cell antigens were
detected in all responding pts, incl. 2 pts with no measurable B cells at baseline (prior anti-
CD20). Expansion of specific T cells was detected at w5 in 5/6 pts and was maintained as long as
currently tested (up to w94, 43w after last E02463 dose). No decline in expansions were seen
after start rituximab. Conclusions: E02463 (300 ng/peptide) monotherapy, EL, and ER>are well
tolerated, with encouraging clinical activity with E02463 monotherapy and with subsequent CR
in 5/9 pts on combo. Rapid and durable expansion of specific CD8+ T cells was seen in all
responding pts, consistent with the preclinical hypothesis. Additional cohorts investigate
E02463 alone or in combination in newly diagnosed or R/R pts. Results will be reported at
the meeting. Clinical trial information: NCT04669171. Research Sponsor: Enterome.
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A phase Il multicenter study of abexinostat, an oral histone deacetylase inhibitor, in
patients with relapsed/refractory follicular lymphoma.

Yuankai Shi, Lin Gui, Ying Cheng, Huaging Wang, Junning Cao, Yufu Li, Yong Yu, Yuhuan Gao, Zhenling Li, Jianzhen Shen, Lei Zhang, Qingyuan Zhang, Qin Pan, Zhen Wang,
Xiaoyan Ke, Hesheng He, Shuangshuang Guo, Yihao Wang, Xiachong Xu, Liqun Zou; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital,
Chinese Academy of Medical Sciences & Peking Union Medical College, Beijing Key Laboratory of Clinical Study on Anticancer Molecular Targeted Drugs, Beijing, China;
Department of Medical Oncology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences & Peking
Union Medical College, Beijing Key Laboratory of Clinical Study on Anticancer Molecular Targe, Beijing, China; Jilin Cancer Hospital, Changchun, China; Tianjin People’s
Hospital, The Affiliated Hospital of Nankai University, Tianjin, China; Fudan University Shanghai Cancer Center, Shanghai, China; Henan Cancer Hospital, Zhengzhou, China;
Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; The Fourth Hospital of Hebei Medical University, Tumor Hospital of Hebei Province, Shijiazhuang,
China; Department of Hematology, China-Japan Friendship Hospital, Beijing, China; Fuijian Medical University Union Hospital, Fuzhou, China; The First Affiliated Hospital of
Zhengzhou University, Zhengzhou, China; Harbin Medical University Cancer Hospital, Harbin, China; Department of Medical Oncology, Sir Run Run Shaw Hospital, Zhejiang
University School of Medicine, Hangzhou, China; Linyi Cancer Hospital, Linyi, China; Peking University Third Hospital, Beijing, China; The First Affiliated Hospital of Wannan
Medical College, Wuhu, China; Department of Medical Oncology, The First Affiliated Hospital of Henan University of Science and Technology, Luoyang, China; General
Hospital of Tianjin Medical University, Tianjin, China; Nantong Tumor Hospital, Nantong, China; West China Hospital, Sichuan University, Chengdu, China

Background: Epigenetic alterations are major drivers of Follicular lymphoma (FL). Histone
deacetylase (HDAC) inhibitors have potential to counteract the loss of histone acetylation that
results from CREBBP or EP300 mutations. Abexinostat (Abx) is a novel potent oral pan-HDAC
inhibitor with a pharmacokinetic profile that allows maintenance of sufficient drug concen-
trations for anti-tumor activity with twice daily (BID) dosing. Abx was shown to be well-
tolerated with significant response in pts with relapsed/refractory (R/R) FL. Methods: This
phase Il study evaluated Abx 80 mg administered orally BID 4 hours apart in a “one week on, one
week off” schedule (days 1to 7 & 15 to 21 of a 28-day cycle) in pts with R/R FL (grade 1-3a). Key
inclusion criteria included age =18 years, = 2 prior treatment regimens, ECOG of 0-2, and
measurable disease per Lugano 2014 criteria. Pts undergo efficacy assessment by enhanced CT/
MRI every 8 weeks for the first 24 weeks, and every 12 weeks thereafter, and PET-CT at weeks 12
and 24 and to confirm a complete response (CR), in accordance with the Lugano 2014 criteria.
Bone marrow (BM) evaluation was mandated in pts with baseline BM involvement who
achieved radiographic CR. The primary endpoint is independent review committee (IRC)-
assessed overall response rate (ORR). Secondary endpoints include duration of response
(DoR), progression-free survival (PES), overall survival (0OS), and safety. Results: At the data
cut-off date of December 15, 2023, data were available for 90 pts. Median age was 55.0 (range
27-79), 57.8% of pts were male, and 22.2% had = 3 FLIPI-2. Pts had a median of 3 prior lines of
therapy (range 2-9), and 24.4% were refractory to the last prior regimen, 27.8% of pts had been
treated with PI3K inhibitors before. With a median follow-up of 20.8 months, of 82 pts
evaluable for efficacy, the IRC-assessed ORR was 67.1% (95% CI: 55.8%-77.1%), including
12.2% CR. The ORR for pts with > 3 lines of prior therapy was 69.0% (95% CI: 49.2%-84.7%).
The median PFS and median DoR was 13.77 (95% CI: 9.69-not evaluable [NE]) months and 13.96
(95% CI: 8.34-NE) months, respectively. Median OS was not reached, and the 42-month OS rate
was 74.3% (95% CI: 58.1%-85.0%). Of 90 pts evaluable for safety, the most common (= 40%)
treatment-emergent adverse events (TEAEs) were thrombocytopenia (85.6%), neutropenia
(58.9%), leukopenia (52.2%), nausea (50.0%), anemia (48.9%) and diarrhea (46.7%); =grade 3
TEAES (= 5%) included thrombocytopenia (37.8%), neutropenia (23.3%), leukopenia (7.8%),
and lymphopenia (5.6%). TEAEs led to dose reductions and discontinuations in 28.9% and 3.3%
of all pts, respectively. Conclusions: Abx was well tolerated at dose of 80 mg BID as mono-
therapy, and demonstrated a significant response in pts with heavily pretreated R/R FL. Clinical
trial information: NCT03934567. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT03934567
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Preliminary results from a phase | study of IMMO0306 in patients with relapsed or
refractory CD20-positive B-cell non-Hodgkin's lymphoma.

Jianliang Yang, Yongping Song, Keshu Zhou, Zhiming Li, Mingzhi Zhang, Hongmei Jing, Zhen Wang, Li Yu, Wei Meng, Zhenjiu Wang, Qiying Lu, Wenzhi Tian, Yuankai Shi;
Department of Medical Oncology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences & Peking
Union Medical College, Beijing Key Laboratory of Clinical Study on Anticancer Molecular Targe, Beijing, China; Affiliated Cancer Hosiptal of Zhengzhou University,
Zhengzhou, China; Department of Hematology, Henan Cancer Hospital, Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China; Department of Medical
Oncology, State Key Laboratory of Oncology in South China, Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University Cancer Center, Guangzhou, China;
Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Peking University Third Hospital, Beijing, China; Department of Medical
Oncology, Linyi Cancer Hospital, Linyi, China; Department of Hematology, The Second Affiliated Hospital of Nanchang University, Nanchang, China; ImmuneOnco
Biopharmaceuticals (Shanghai) Inc., Shanghai, China; Department of Medical Oncology, National Cancer Center/Cancer Hospital, Chinese Academy of Medical Sciences &
Peking Union Medical College, Beijing Key Laboratory of Clinical Study On Anticancer Molecular Targeted Drugs, Beijing, China

Background: IMM0306 is a fusion protein of CD20 monoclonal antibody with the CD47 binding
domain of SIRP« on both heavy chains. It exerts excellent cancer killing efficacy by activating
both macrophages and NK cells via blockade of CD47-SIRP« interaction and FcyR engagement.
Here, we report the safety, pharmacokinetics (PK), pharmacodynamics (PD), and efficacy
results of phase I study in patients (pts) with relapsed or refractory (R/R) CD20-positive B-
cell non-Hodgkin’s lymphoma (B-NHL). Methods: Eligible pts with R/R CD20-positive B-NHL
were enrolled in this multicenter phase I study (NCT05805943). IMMO0306 was administered as
monotherapy at escalating doses of 0.04, 0.1, 0.25, 0.5, 0.8, 1.2, 1.6, 2.0 mg/kg intravenously
once a week until disease progression or intolerable toxicity. Dose-limiting toxicity (DLT) was
evaluated in the first 28 days. Safety was evaluated per CTCAE 5.0, PK and PD analysis were also
assessed, tumor assessments performed once every 8 weeks by Lugano 2014 criteria. Results: As
of Nov 21, 2023, 48 pts were enrolled. The median age was 56 years with 30 (62.5%) males. The
median prior lines of therapy were 2. All pts received previous anti-CD20 therapy. No DLTs were
observed. Recommended phase II dose was determined as 2.0 mg/kg. The most frequent
treatment related adverse events (TRAEs) were WBC decreased (66.7%), anemia (64.6%), lym-
phocyte decreased (58.3%), ANC decreased (47.9%), PLT decreased (45.8%), infusion-related
reactions (35.4%). =grade 3 TRAEs occurred in 33 (68.8%) pts, with the most common
being lymphocyte decreased (56.3%), WBC decreased (18.8%), ANC decreased (18.8%). 8
(16.7%) pts experienced treatment related serious adverse event. Discontinuation due to AEs
occurred in 1 pt (grade 4 PLT decreased at 1.6mg/kg without bleeding). No AE led to death.
IMMo0306 exhibited approximate dose-proportional increase in PK exposure from 0.5 to 2.0
mg/kg and no obvious accumulation was observed after repeated dosing. At 1.2 mg/kg and
higher dose, CD47 receptor occupancy on peripheral lymphocytes was saturated, suggesting
IMMo0306 is well tolerated from perspective of CD47 engagement. B-cell depleted rapidly at
doses = 0.8 mg/kg. Elevated cytokines levels were observed after first dosing of IMMO0306, but
multiple dosing did not stimulate further cytokine activation. Among 33 pts who received
doses = 0.8 mg/kg, 5 CR (4 follicular lymphoma [FL], 1 marginal zone lymphoma [MZL]), 5 PR
(3 FL, 1 MZL, 1 diffuse large B cell lymphoma) and 11 SD were seen; the median PFS was
10.58 months (95% CI, 2.2, NA) and the median OS was not reached. Among 17 FL pts, 7 (41%)
responded including 4 CR and 3 PR; among 6 MZL pts, 2 (33.3%) responded including 1 CR and 1
PR. Conclusions: IMMo0306 was well-tolerated and with promising preliminary anti-tumor
activity especially in pts with R/R FL and MZL. The phase Il study is ongoing. Clinical trial
information: NCT05805943. Research Sponsor: None.
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Genomic profiling in a subgroup analysis of patients (pts) with diffuse large B-cell
lymphoma (DLBCL) and extranodal (EN) sites of involvement in the phase 3 Pola-R-
CHP versus R-CHOP (POLARIX) study.

Jennifer Kimberly Lue, Franck Morschhauser, Herve Tilly, Georg Lenz, Fabrice Jardin, Alex Francisco Herrera, Jeff Porter Sharman, Christopher Flowers,

Jonathan W. Friedberg, Marek Trneny, Charles Herbaux, Mark Yan, Yanwen Jiang, Jamie Hirata, Connie Lee Batlevi, Deniz Sahin, Wilfred Leung, Will Harris, Gilles A. Salles,
Laurie Helen Sehn; Memorial Sloan Kettering Cancer Center, New York, NY; University of Lille, Lille, France; Centre Henri-Becquerel and University of Rouen, Rouen, France;
University Hospital Miinster, Miinster, Germany; City of Hope, Duarte, CA; Willamette Valley Cancer Institute and Research Center, Florence, OR; M.D. Anderson Cancer
Center, Houston, TX; University of Rochester, Rochester, NY; Charles University General Hospital, Prague, Czech Republic; University of Montpellier, Montpellier, France;
Hoffmann-La Roche Ltd, Mississauga, ON, Canada; Genentech, Inc., South San Francisco, CA; F. Hoffmann-La Roche Ltd, Basel, Switzerland; BC Cancer Centre for
Lymphoid Cancer, Vancouver, BC, Canada

Background: The prognosis and survival outcomes of pts with EN involvement remain a
challenge for DLBCL management. In the Phase 3 POLARIX study (NCT03274492), Pola-R-
CHP demonstrated significantly improved progression-free survival (PFS) compared with R-
CHOP in previously untreated DLBCL (Tilly et al. 2022). This retrospective analysis assessed
clinical outcomes and genomic patterns of pts with DLBCL and EN disease. Methods: POLARIX
methods were previously described (Tilly et al. 2022). Using a data cutoff of June 15, 2022, this
analysis assessed pts with EN involvement as determined by investigators. Additional outcomes
and genomics analyses were performed on pts whose EN status was confirmed from docu-
mented radiographic lesions or bone marrow biopsy with denotation of EN disease sites. Hazard
ratios (HRs) for investigator-assessed PFS were adjusted for age (=60 vs >60) and sex. Cell of
origin (COO) by NanoString, mutation analysis by whole exome sequencing, and global gene
expression profiling by RNAseq were performed centrally. Results: In POLARIX, 616/879 pts
(70%) had identified EN involvement. After a median follow-up of 39.7 months, pts showed
improved PFS with Pola-R-CHP vs R-CHOP (HR 0.72, 95% confidence interval [CI]:
0.55—0.96), with a 2-year PFS of 75% vs 66%. A total of 556 pts (Pola-R-CHP, n=279; R-
CHOP, n=277) had confirmed sites of EN involvement, defined as pts with EN radiographic
lesions or bone marrow disease. In these pts, PFS favored Pola-R-CHP vs R-CHOP but the
difference was not statistically significant (HR 0.84, 95% CI: 0.63—1.13). Of pts with confirmed
EN disease, 429 had COO results (activated B-cell, 145 [34%]; germinal center B-cell, 223
[52%]; unclassified DLBCL, 61 [14%]). Mutation data and frequencies of select clinically
relevant mutations (Ptashkin, 2023) across EN sites were available for 364 pts (Table). Gene
expression data were available for 418 pts; genes involved in proliferation (E2F or PI3K
signaling targets and checkpoint genes) and regulated by IRF4, OCT2 and XBP1, were commonly
upregulated in pts with EN disease. Conclusions: Results in pts with DLBCL with EN in-
volvement suggest superior PFS with Pola-R-CHP vs R-CHOP. Ongoing analyses will further
assess the independent impact of EN status on outcome. POLARIX represents the largest cohort
of pts with annotated EN disease and systematic genomic analysis, providing new insights into
the genomics of these pts. Clinical trial information: NCT03274492. Research Sponsor: The
POLARIX study (NCT03274492) was sponsored by F. Hoffmann-La Roche Ltd and Genentech,
Inc.; Third-party editorial assistance, under the direction of the authors, was provided by Jacob
Lea, MSc, of Ashfield MedComms, an Inizio company, and was funded by F. Hoffmann-La
Roche Ltd.

Other Endocrine and Re- Head and Not
Mutation Fre- Liver Gastric Gl Thorax productive Neck  Kidney AIlEN EN
quency, % n=39 n=23 n=54 n=79 n=46 n=34 n=24 n=364 n=161
KMT2D 38 22 44 38 28 29 33 32 29
TP53 36 17 31 23 15 18 29 20 22
PIM1 26 26 30 28 43 29 46 30 30
TNFRSF14 10 22 26 25 22 12 8 21 19
MYD88 8 30 22 18 41 32 29 21 20
BCL2 3 22 30 27 11 12 4 18 24
B2M 13 22 22 14 13 6 8 14 16
CREBBP 18 9 24 13 13 15 12 18 21

CD79B 8 9 24 14 26 24 25 17 17
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Frontline treatment with zanubrutinib plus rituximab (ZR) followed by short course
R-DHAOX in patients with mantle cell lymphoma (MCL): Results of the phase i
CHESS clinical trial.

Qingging Cai, Yi Xia, Huigiang Huang, Zhiming Li, He Huang, Guowei Li, Yuchen Zhang, Yi Cao, Yan Gao, PanPan Liu, Xiaojie Fang, Man Mie, Xiaopeng Tian, Xiuhua Sun,
Xueyi Pan; State Key Laboratory of Oncology in South China, Collaborative Innovation Center of Cancer Medicine, Department of Medical Oncology, Sun Yat-sen University
Cancer Center, Guangzhou, China; Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; State Key Laboratory of Oncology in South
China, Collaborative Innovation Center of Cancer Medicine, Sun Yat-sen University Cancer Center, Department of Medical Oncology, Sun Yat-sen University Cancer Center,
Guangzhou, China; Department of Hematology, Huizhou Municipal Central Hospital, Huizhou, China; Department of Medical Oncology, The Second Hospital of Dalian
Medical University, Dalian, China; Department of Hematology, The First Affiliated Hospital of Guangdong Pharmaceutical University, Guangzhou, China

Background: Combining Bruton’s tyrosine kinase (BTK) inhibitor and rituximab showed
favourable efficacy as first-line therapy for mantle cell lymphoma (MCL). Zanubrutinib, a
next-generation, highly-selective BTK inhibitor, achieved promising antitumor activity in
MCL. In this multicenter phase II trial (CHESS - chemo-less), we aimed to investigate the
efficacy and toxicity of zanubrutinib plus rituximab (ZR) combination, followed by short course
cytarabine-based chemotherapy, then zanubrutinib maintenance as frontline therapy for MCL
(NCT04624958). Methods: Previously untreated MCL patients enrolled and received induction
therapy of ZR until complete response (CR) or to a maximum of 12 cycles, and followed by 4
cycles of R-DHAOx regimen (rituximab, dexamethasone, cytarabine and oxaliplatin). Patients
achieving CR after chemotherapy would receive maintenance therapy with zanubrutinib for a
maximum of 1 year. The primary endpoint was CR rate after induction therapy with ZR regimen.
Minimal residual disease (MRD) of bone marrow and peripheral blood were evaluated by flow
cytometry. Results: From Oct 2020 to Nov 2023, a total of 42 patients were enrolled and the
enrollment was finished. The median age was 57 years (IQR, 51-64). Stage II1I-1V accounted for
92.8%, and 42.8% were intermediate or high risk simplified MIPI. Thirty-four patients (81.0%)
were classic histological subtype. The median cycle of ZR was 4 (range, 2-6). As of Jan 2024,
among 37/42 patients with post-treatment PET evaluation, the best CR rate of ZR regimen was
91.9% (34/37), and 94.1% (32/34) obtained CR after 2-4 cycles. The bone marrow MRD negative
CR rate was 92.0% (23/25). The other 5/42 patients were still receiving ZR treatment, and PET
evaluation would be performed subsequently. Among 27 patients who finished chemotherapy
and were evaluable for response, only one patient experienced disease progression. With a
median follow up of 11.6 months, the 1-year progression-free survival and overall survival was
90.1% and 96.7%, respectively. Two patients died due to lymphoma (n=1) and COVID-19 (n=1).
Grade 3-4 adverse events on ZR regimen were neutropenia (n=3), fatigue (n=2), and amino-
transferase (n=1). During chemotherapy, grade 3-4 thrombocytopenia was observed in 75.8%
of patients. Conclusions: Induction treatment with ZR followed by short-course R-DHAOx
chemotherapy yielded promising antitumor efficacy. This strategy might reduce the toxicity of
cytarabine-based chemotherapy without weakening the therapeutic efficacy. Clinical trial
information: NCT04624958. Research Sponsor: National Natural Science Foundation of China
(82230001 and 82270199), Guangzhou Science and Technology Program (2024B03J1291),
National Key Research and Development Program (2022YFC2502602), Sun Yat-Sen University
Clinical Research 5010 Program (2020009).

Baseline characteristics.

Patients

Characteristics (n=42)
Age, years (median [IQR]) 57 (51-64)
Sex

Male 35 (83.3%)

Female 7(16.7%)
Simplified MIPI

Low risk 24 (57.1%)

Intermediate risk 15 (35.7%)

High risk 3(7.1%)
Cytomorphology

Classic 34 (81.0%)

Blastoid, small cell, and pleomorphic 8 (19.0%)
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Non-Hodgkin lymphoma mortality disparities across different sexes, races, and
geographic locations.

Jia Yi Tan, Yong Hao Yeo, Aharnish Patel, Kok Hoe Chan, Mohammad Muhsin Chisti, Daniel Ezekwudo; New York Medical College - Saint Michael's Medical Center, Newark,
NJ; Corewell Health, Royal Oak, MI; Saint Michael's Medical Center, Newark, NJ; The University of Texas Health Science Center at Houston, McGovern Medical School,
Houston, TX; Corewell Health William Beaumont University Hospital, Royal Oak, MI

Background: Non-Hodgkin lymphoma (NHL) is one of the common hematological cancers in
the United States (U.S.), accounting for 4% of new cancer cases in 2023. The mortality rate of
NHL is the sixth highest among all cancers in the U.S. Our study aimed to examine the trends in
NHL mortality and assess the mortality disparities among different sexes, ages, races, geo-
graphic locations, and urbanization levels. Methods: Our population-based cross-sectional
study analyzed death certificate data from the Centers for Disease Control and Prevention’s
Wide-Ranging Online Data for Epidemiologic Research (CDC WONDER) U.S. from 1999 to 2020
to determine the longitudinal trends of NHL mortality among the U.S. population aged = 15
years. NHL (ICD-10 C82-85) was listed as the underlying cause of death. Age-adjusted mortality
rates (AAMRs) per 100,000 individuals were calculated and joinpoint trend analysis were
performed to determine the average annual percent change (AAPC) in AAMR trends.
Results: From 1999 to 2020, NHL accounted for 457,143 deaths in the United States, of which
54% are men and 46% are women. Excluding unspecified NHL, there were 132,288 (n=132,288/
155,957, 84.8%) B cell NHL deaths and 23,669 (n=23,669/155,957, 15.2%) T cell NHL deaths.
Overall, the AAMR of NHL decreased from 10.59 (95% CI, 10.46-10.73) in 1999 to 6.21 (95%
CI,6.13-6.30) in 2020 with the AAPC of -2.55 (95% CI, -2.63, -2.46). Men had a higher AAMR
than women (10.10 [95% CI, 10.06-10.14] vs. 6.29 [95% CI, 6.27-6.32]). Non-Hispanic Whites
recorded the highest AAMR (8.43 [95% CI, 8.40-8.45]), followed by non-Hispanic Blacks (5.71
[95% CI, 5.64-5.771), Hispanics (6.32 [95% CI, 6.25 - 6.40]), American Indians (5.31 [95% CI,
5.04 - 5.58]), and Asians (5.10 [95% CI, 5.00 - 5.19]). Death from NHL was the most common in
patients aged 75 years and above (52.50%), followed by patients aged 55-74 years (37.49%) and
patients aged 15-54 years (10.41%). Those who lived in the Midwest region had the highest
AAMR (8.60[95% CI, 8.55-8.65], followed by the Northeast region (7.99 [95% CI, 7.94 - 8.05]),
the South region (7.73 [95% CI, 7.70 - 7.77]), and the West region (7.58 [95% CI, 7.54 - 7.63]) .
The rural population has a higher AAMR compared to the urban population (8.35 [95% CI, 8.29-
8.41] vs. 7.86 [95% CI, 7.83 - 7.88]). Conclusions: NHL mortality has declined over the last two
decades. The higher mortality rates existed among men, non-Hispanic White individuals, and
the rural population warrant targeted intervention to address the mortality disparities. Re-
search Sponsor: None.
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A phase 1 study of SHR-A1912, a CD79b targeted antibody-drug conjugate (ADC), in
patients (pts) with B-cell non-Hodgkin lymphoma (B-NHL).

Zengjun Li, Yang Xie, Shugin Ni, Hui Zhou, Junmin Chen, Pinfang Huang, Wei Yang, Li Zheng, Liqun Zou, Yike Wang, Yiming Liu, Dahua Ma, Wenjun Mao, Jun Zhu,

Yugin Song; Department of Lymphoma Oncology , Shandong Cancer Hospital and Institute, Jinan, China; Department of Lymphoma, Key Laboratory of Carcinogenesis and
Translational Research (Ministry of Education), Peking University Cancer Hospital and Institute, Beijing, China; Phase | Clinical Research Center, Shandong Cancer Hospital
and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, China; Department of Lymphoma & Hematology, Hunan Cancer
Hospital, Changsha, China; Department of Hematology, The First Affiliated Hospital of Fujian Medical University, Fuzhou, China; Department of Pharmacy, The First
Affiliated Hospital of Fujian Medical University, Fuzhou, China; Department of Hematology, Shengjing Hospital of China Medical University, Shenyang, China; Clinical Trial
Center, West China Hospital, Sichuan University, Chengdu, China; West China Hospital, Sichuan University, Chengdu, China; Clinical Pharmacology, Jiangsu Hengrui

Pharmaceuticals Co., Ltd., Shanghai, China; Department of Biometrics, Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China; Clinical Research & Development,
Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China

Background: CD79b is an attractive therapeutic target for B-NHL. SHR-A1912 is a novel ADC
containing an anti-CD79b monoclonal antibody conjugated to the DNA topoisomerase I in-
hibitor. Here, we present results of the dose-escalation (D-ESC) and dose-expansion (D-EXP)
parts of a first-in-human phase 1 study of SHR-A1912 in B-NHL. Methods: Pts with histo-
logically confirmed B-NHL that had failed to respond to or had progressed after =1 prior anti-
cancer therapy were enrolled. The D-ESC part commenced with accelerated titration at 0.1 and
0.3 mg/kg and then switched to an i3+3 scheme at escalated doses starting from 0.6 mg/kg
(Q3W, 1IV). In the D-EXP part, additional pts were enrolled to selected doses (approximately
10—12 pts in total per dose level). Primary objectives were to assess the safety and tolerability of
SHR-A1912 and determine the RP2D. Results: As of Nov 7, 2023, 49 pts were enrolled (n=1, 1, 7,
3,13,13,and 11inthe 0.1, 0.3, 0.6, 1.2, 1.8, 2.7, and 3.6 mg/kg dose cohorts), including 33 pts with
diffuse large B-cell lymphoma (DLBCL), 12 with follicular lymphoma (FL), and 4 with marginal
zone lymphoma (MZL). Pts had received a median of 2 lines of prior treatment (range, 1—9).
DLTSs occurred in 3 pts during D-ESC (grade 4 decreased neutrophil count lasting =3 days in 0.6
and 3.6 mg/kg cohorts, 1 pt for each; grade 3 pneumonia in 2.7 mg/kg cohort, 1 pt). The 1.8, 2.7,
and 3.6 mg/kg cohorts were expanded. Overall, grade =3 treatment-related adverse events
occurred in 20 (40.8%) pts, with the most common (=20%) being decreased neutrophil count.
41 pts with baseline target lesions had at least one post-baseline assessment; ORR was 56.1%
(95% CI, 39.8—71.5), and 6-mo DoR rate was 62.7% (95% CI, 26.7—84.8). As for subtypes, ORR
was 51.9% in pts with DLBCL (57.1% and 77.8% in the 2.7 and 3.6 mg/kg cohorts, respectively),
63.6% in pts with FL, and 66.7% in pts with MZL (Table). The mean half-life of conjugated
antibody ranged from 4.7 to 5.3 days for pts in the 1.8—3.6 mg/kg cohorts, with volume of
distribution close to human plasma volume. The plasma exposure of free toxin was low, with
the molar ratio of toxin/conjugated-antibody <1%, and no accumulation was observed.
Conclusions: SHR-A1912 was tolerable up to 3.6 mg/kg and had promising anti-tumor activity
in pts with previously treated B-NHL, supporting further investigations of SHR-A1912. Clinical
trial information: NCT05113069. Research Sponsor: Jiangsu Hengrui Pharmaceuticals Co., Ltd.

Efficacy by subtype.

DLBCL (n=27) FL (n=11) MZL (n=3) All (n=41)

Best overall response

R 4(14.8) 0 0 4(9.8)
PR 10 (37.0) 7 (63.6) 2 (66.7) 19 (46.3)
SD 5(18.5) 2(18.2) 0 7(017.7)
PD 8 (29.6) 2(18.2) 1(33.3) 11 (26.8)
ORR 51.9 (32.0-71.3) 63.6 (30.8-89.1) 66.7 (9.4-99.2) 56.1 (39.8-71.5)
DCR 70.4 (49.8-86.3) 81.8 (48.2-97.7) 66.7 (9.4-99.2) 73.2 (57.1-85.8)
6-mo DoR rate 65.6 (15.7-90.9) 33.3 (0.90-77.4) 100.0 (100.0-100.0) 62.7 (26.7—84.8)

Data are n (%) or % (95% ClI).
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Selinexor combined with tislelizumab in patients with relapsed or refractory
extranodal NK/T-cell lymphoma (R/R ENKTL): Results of dose escalation of cohort
C, from a multicenter, single-arm, phase I/Il study (TOUCH).

Chuanxu Liu, Yan Gao, Yang Yu, Zhi Guo, Jun Zhao, Rong Tao, Huigiang Huang; Department of Lymphoma, Fudan University Shanghai Cancer Center, Shanghai, China;
Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; Antengene Therapeutics Ltd., Shanghai, China

Background: ENKTL is a rare subtype of mature T and NK/T cell lymphoma presenting features
of highly aggressive clinical course and association with EBV infection.The prognosis remains
poor for R/R ENKTL patients (pts) with treatment failure of L-Aspariginase (L-Asp) based
regimens, highlighting the need for novel approaches. Monotherapy of tislelizumab (Tis)
showed preliminary clinical activity in R/R ENKTL. Selinexor (Sel), a novel XPO1 inhibitor,
has demonstrated preclinical synergistic effects when combined with PD-1 antibody. The
TOUCH study (NCT04425070) includes three cohorts investigating the combination of Sel
with chemotherapy (ICE or GEMOX) or Tis in R/R ENKTL. Methods: Cohort C was designed to
evaluate the safety, tolerability, preliminary efficacy of Sel plus Tis in R/R ENKTL. Pts who
received at least one prior treatment containing L-Asp were enrolled. In the escalation stage, a
3+3 design was implemented to determine the RP2D of Sel. The starting dose of Sel was 40 mg
QW, followed by 60 mg QW (dose level 2), administered orally on Days 1, 8, and 15 of each 21-day
cycle. Tis was administered at a fixed dose of 200 mg every 3 weeks on Day 1. DLTs were assessed
during the first cycle. Efficacy was evaluated per Lyric 2016. Results: As of 25 Dec 2023, 12 R/R
ENKTL pts were enrolled in the escalation stage [Sel 40mg (n=3); Sel 60mg (n=9)]. At study
entry, the median age was 52 years (range 32-65); Five males and 7 females; 6 (50.0%) had
stage III/IV disease; Seven (58.3%) pts had PINK score =2 and 6 (50.0%) pts were circular EBV-
DNA positive. The median number of prior treatment lines was 2.5 (range 1-5); Ten (83.3%) pts
were refractory to their last-line therapy. Eleven pts had prior exposure to PD-1/PD-L1
antibodies, including 7 pts who had received prior Tis. No DLT was observed and MTD was
not reached. The most common TEAEs were asthenia (83.3%), neutropenia (83.3%), nausea/
vomiting (58.3%), decreased appetite, weight loss, anemia, thrombocytopenia (50.0%, re-
spectively), lymphocytopenia (41.7%), pneumonia, AST increased and proteinuria (33.3%,
respectively). Only 1 pt experienced an irAE with thyroiditis. Seven pts (58.3%) had Grade=3
TEAESs. TESAESs occurred in 3 pts (25%) with only 1 (sepsis) considered treatment related. No pt
discontinued or died due to TEAEs. Among 11 efficacy evaluable patients, ORR was 72.7% (8/11),
and CR rate was 36.4% (4/11). Of 7 Tis exposed pts, 2 achieved CR and 3 achieved PR. At a median
follow-up of 6.8 months (range 5.5-12.6), the median PFS, DOR and OS were 6.1 months,
4.7 months, and not reached (6-month OS rate 90.9%), respectively. The RP2D of Sel in Cohort
C was determined to be 60mg QW. Conclusions: Selinexor plus tislelizumab showed tolerable
safety profile and encouraging response rate in R/R ENKTL. Expansion stage of Cohort C is
ongoing. Clinical trial information: NCT04425070. Research Sponsor: None.
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Glofitamab combined with poseltinib and lenalidomide for relapsed/refractory
diffuse large B cell lymphoma: Interim analysis of GPL study.

Youngil Koh, Ja Min Byun, Junshik Hong, Sung-nam Lim, Seok Jin Kim, Jee Hyun Kong, Gyeong-Won Lee, Hyo Jung Kim, Da Jung Kim, Jeong-Ok Lee, Young-Hun Park,
Dok Hyun Yoon, Kwai Han Yoo, Hye Jin Kang, Deok-Hwan Yang, Jae-Yong Kwak, Jung Hye Kwon, Ka Won Kang, Dong Won Baek, Sung-Soo Yoon; Department of Internal
Medicine, Seoul National University College of Medicine, Seoul National University Hospital, Seoul, South Korea; Haeundae Paik Hospital, Busan, South Korea; Hematology-
Oncology, Samsung Medical Center, Seoul, South Korea; Wonju Severance Christian Hospital, Wonju, South Korea; Department of Internal Medicine, Gyeongsang National
University College of Medicine, Jinju, South Korea; Hallym University Sacred Heart Hospital, Anyang, South Korea; Kosin University Gospel Hospital, Busan, South Korea;
Department of Internal Medicine, Seoul National University College of Medicine, Seoul National University Bundang Hospital, Seongnam, South Korea; Ewha Womans
University Medical Center Mokdong Hospital, Seoul, South Korea; Asan Medical Center, Seoul, South Korea; Gachon University Gil Medical Center, Incheon, South Korea;
Korea Cancer Center Hospital, Korea Institute of Radiological and Medical Scienc, Seoul, South Korea; Department of Hematology-Oncology, Chonnam National University
Hwasun Hospital, Hwasun, South Korea; Chonbuk Natioanl University Medical School and Hospital, Jeonju, South Korea; Chungnam National University Sejong Hospital,
Chungnam National University College of Medicine, Sejong-Si, South Korea; Korea University College of Medicine, Seoul, South Korea; Kyungpook National University
Chilgok Hospital, Daegu, South Korea

Background: Despite advanced treatments, including chimeric antigen receptor therapy (CAR-
T), a significant proportion of patients succumb to relapsed and refractory diffuse large B cell
lymphoma (R/R DLBCL). In vitro experiments suggest synergism between BTK inhibitor (BTKi)
and T-cell engager, we initiated a multicenter trial of poseltinib and glofitamab in combination
with lenalidomide in R/R DLBCL. Methods: This is a phase II, open label, single arm study
aiming to enroll 76 participants with adult R/R DLBCL patients (NCT05335018). Patients
refractory to frontline therapy or those who failed more than two lines of therapies were
enrolled. Previous anti-CD19 CAR-T was allowed, while previous CD20 T-cell engager was not
permitted. Participants received glofitamab (In cycle 1, dose is increased weekly from 2.5mg to
10mg, and after cycle 2, 30mg is administered on Day 1), lenalidomide (20mg daily from Day 1-
14), and poseltinib (40mg twice daily from Day 1-21) (GPL) every 3 weeks for a total of 12
cycles(induction). Maintenance with poseltinib and lenalidomide for 17 cycles were given to
patients after induction period. The primary endpoint is overall response rate (ORR), with
secondary endpoints including duration of response (DoR), complete response rate (CRR),
progression free survival (PFS), overall survival (OS), and incidence of treatment related
adverse events. Results: No safety signals were observed in the safety cohort (n=6, 3+3 design).
As of November 2023, 37 patients (median age 71) have been treated with GPL, with a median
follow up duration of 3.6 months. In prior lines of therapy, 13 patients (35.1%) received
treatment more than 2, and 26 patients (70.3%) were with Ann Arbor stage III/IV and 7 patients
(18.9%) were refractory to frontline treatment. Previously, 3 patients (8.1%) received CAR-T.
Out of 28 evaluable patients, ORR was 89.3%, with CRR of 42.9%. Six-month OS and PFS rate
were 81% and 55%. DoR at 6 months was 66%. Neutropenia (45.9%) was the most common
grade(gr) 3-4. Three patients (8.1%) died of gr5. There was 1 case (2.7%) of gr3 atrial fibrillation
and gr1 bleeding. No incidence of gr3 or above liver/renal toxicity were observed. Overall, 3
patients (8.1%) discontinued GPL treatment due to toxicity, and cytokine release syndrome was
observed in 7 patients (18.9%) and only 2 patients (5.4%) were gr3-4. Conclusions: Interim
analysis indicates that the GPL regimen is an effective and safe regimen for R/R DLBCL patients.
High response rates observed support further investigation of GPL for potential synergism
between T-cell engagers and BTKi. This multicenter study is actively recruiting patients and is
set to complete enrollment within this year. Clinical trial information: NCT05335018. Research
Sponsor: F.Hoffmann-La Roche Ltd.

CRR 42.9% (25-61)

ORR 89.3% (78-100)

0s 3 months 91% (82-100)
6 months 81% (67-98)

PFS 3 months 81% (69-96)
6 months 55% (36-84)

DoR 3 months 94% (84-100)

6 months 66% (43-100)
Median Follow Up 3.6 months (0.3-9.4)
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CODOX-M/IVAC-R versus DA-EPOCH-R in double/triple-hit large B cell ymphoma in
patients < 60 years.

Suheil Albert Atallah-Yunes, Rees J Matthew, Thomas E. Witzig, Thomas Matthew Habermann, Ellen D McPhail, Javier Munoz, Madiha Igbal, Grzegorz S. Nowakowski;
Division of Hematology, Mayo Clinic, Rochester, MN; Department of Pathology, Mayo Clinic, Rochester, MN; Division of Hematology, Mayo Clinic, Gilbert, AZ; Division of
Hematology, Mayo Clinic Florida, Jacksonville, FL

Background: High intensity induction with regimens such asDA-EPOCH-R, CODOX-M/IVAC-R
and HyperCVAD are often used for young patients with DHL/THL despite no overall survival
(0S) benefit compared to R-CHOP. Reports on the application of CODOX-M/IVAC-R are subject
to selection bias as only young fit patients can tolerate it. We aimed to investigate outcomes
difference between CODOX-M/IVAC-R and DA-EPOCH-R in patients = 60 years with DHL/THL
diagnosed via FISH. Methods: Retrospective review of DHL/THL patients from the Mayo Clinic
diagnosed between Iulylsth 2010-October19th 2023 treated with CODOX-M/IVAC-R or DA-
EPOCH-R at age of up to 60 years. Event free survival (EFS) was defined as time from diagnosis
to progression, relapse, next line of treatment or death from any cause. Results: 113 patients
were included; CODOX-M/IVAC-R (N=49) and DA-EPOCH-R (N=64). Patient and disease
characteristics are in table. 80% (N=39) achieved CR on end of treatment (EOT) PET CT with
CODOX-M/IVAC-R compared to only 58% (N=37) with DA-EPOCH-R. CODOX-M/IVAC-R was
associated with superior EFS on univariate (HR=0.54, 95%CI=0.31-0.97) and multivariable
analysis adjusted for age, BCL2 vs BCL6 translocation and receipt of consolidation ASCT
(aHR=0.53, 95%CI=0.29-0.95), however, there was no significant influence on OS
(aHR=0.97, 95%CI=0.50-1.91). At a median follow-up of 5.3 years and 3.3 years for the
CODOX-M-IVAC and DA-R-EPOCH group respectively; EFS was superior in the CODOX-M/
IVAC-R group having 1, 2 and 5 years EFS of 68.3%, 64.1 and 61.5% respectively compared to
52.4%, 48.9% and 39.5% respectively in the DA-EPOCH-R group (p=0.035). 33%(16/49) of the
CODOX-M/IVAC-R patients had R/R disease (No CR on EOT PET CT or relapsed) with a median
OS of 10.3 months compared to 33.7 months in the R/R DA EPOCH-R group (54%, 35/64).
Number of patients who were able to receive salvage ASCT, CAR T and Allo-SCT were 5,17 and 4
respectively in the DA EPOCH-R group compared to 1, 6 and 3 patients respectively in the
CODOX-M/IVAC-R group. None died of regimen toxicity in both groups. 19% underwent ASCT
consolidation after CR with initial induction (11 patients in each group); no OS was noticed
however consolidation with ASCT was associated with increased EFS regardless of the induction
regimen with best outcomes being in the CODOX-M/IVAC-R group (P=0.0072). Conclusions:
Our study showed that young patients with DHL/THL who received CODOX-M/IVAC-R had
superior EFS compared to DA-EPOCH-R with no OS benefit. CODOX-M/IVAC-R can spare
patients receiving more subsequent therapies. Patients who have R/R disease following
CODOX-M/IVAC-R have poor outcomes. Research Sponsor: None.

DA-EPOCH-R CODOX-M/IVAC-R
Characteristic N=64 N=49 p - value
Mean Age 55 53 0.4
Female 30 (47%) 31 (63%) 0.083
FISH results 0.5
DHL MYC/BCL2 40 (63%) 26 (53%)
DHL MYC/BCL6 9 (14%) 7 (14%)
THL MYC/BCL2/BCL6 15 (23%) 16 (33%)
Stagelll/IV 50 (78%) 46 (94%) 0.02
DeNovo/Not transformed 46 (72%) 38 (78%) 0.5
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Impact of bridging therapy (BT) on lisocabtagene maraleucel (liso-cel) treatment in
patients (pt) with R/R follicular lymphoma (FL).

Juan Luis Reguera, Alejandro Martin Garcia-Sancho, John Kuruvilla, Koji Izutsu, Anna Maria Barbui, Borchmann Peter, Stephan Mielke, Maria Lia Palomba,
Guillaume Cartron, Hervé Ghesquieres, Hideki Goto, Indumathy Varadarajan, Thalia Farazi, Grace Shih Hui Kao, Min Vedal, Rina Nishii, Jessica Papuga,

Franck Morschhauser; Hospital Universitario Virgen del Rocio, Instituto de Biomedicina de Sevilla (IBIS)/CSIC, Universidad de Sevilla, Seville, Spain; Hospital Universitario
de Salamanca, IBSAL, CIBERONC, Centro de Investigacion del Cancer-IBMCC (USAL-CSIC), Salamanca, Spain; Princess Margaret Cancer Centre, Toronto, ON, Canada;
National Cancer Center Hospital, Tokyo, Japan; Azienda Socio Sanitaria Territoriale Papa Giovanni XXIII, Bergamo, Italy; Universitat zu Kdln, KoIn, Germany; Karolinska
Institutet and University Hospital, Karolinska Comprehensive Cancer Center, Stockholm, Sweden; Memorial Sloan Kettering Cancer Center, New York, NY; Montpellier
University Hospital Center, UMR CNRS 5535, Montpellier, France; Hopital Lyon Sud, Lyon, France; Hokkaido University Hospital, Sapporo, Japan; University of Virginia,
Charlottesville, VA; Bristol Myers Squibb, Brisbane, CA; Bristol Myers Squibb, Cambridge, MA; Bristol Myers Squibb, Boudry, Switzerland; Bristol Myers Squibb, Princeton,
NJ; Centre Hospitalier Universitaire de Lille, Groupe de Recherche sur les formes Injectables et les Technologies Associées, Lille, France

Background: TRANSCEND FL primary analysis (NCT04245839) demonstrated very high re-
sponse rates and manageable safety with liso-cel in second-line or later (2L+) FL, including 2L
high-risk FL. Here, we report outcomes in subgroups of pts by BT status. Methods: TRANSCEND
FL, a global, phase 2, single-arm, open-label study, evaluated liso-cel in adults with 2L+ R/R
FL. Pts with 2L FL had progression of disease < 24 mo (POD24) from diagnosis after treatment
with anti-CD20 + alkylator = 6 mo of FL diagnosis and/or met modified Groupe d’Etude des
Lymphomes Folliculaires (mGELF) criteria. Pts received liso-cel after lymphodepleting che-
motherapy (LDC). Optional BT per investigator was allowed during liso-cel manufacturing;
reconfirmation of PET/CT-positive FL was required before LDC/liso-cel infusion to be consid-
ered efficacy evaluable (EE). PET/CT-based response assessments were performed at baseline
(after end of BT and = 7-14 days before LDC) and at post-infusion day 29 onward up to 60 mos.
Primary endpoint was ORR per independent review committee (IRC); secondary endpoints
included CRrate, duration of response (DOR), PFS, OS, and safety. Comparisons between BT and
no BT (NBT) subgroups are descriptive. Results: Of 139 leukapheresed pts: 54 received BT; 130
were treated with liso-cel and 124 were EE (BT, n = 45; NBT, n = 79). BT pts had higher disease
burden at baseline vs NBT: stage III/IV (94% vs 82%), sum of the product of perpendicular
diameters = 50 cm? before LDC per IRC (26% Vs 14%), FL International Prognostic Index score
3—5 (78% vs 38%), met mGELF criteria (72% vs 48%), double refractory to anti-CD20 +
alkylator (78% vs 52%), and POD24 from initial immunochemotherapy (65% vs 52%). ORR/CR
rates were high and similar across subgroups, with all BT responders achieving CR (Table).
Median DOR, PFS, and OS were not reached (NR) in both subgroups (Table), with a median
follow-up of 18.9 mo. Grade (gr) = 3 treatment-emergent AEs in BT vs NBT pts were reported in
82% vs 70%, most commonly, neutropenia (69% vs 52%), anemia (18% vs 5%), and throm-
bocytopenia (18% vs 5%). Gr = 3 lab-based cytopenia was numerically higher in BT vs NBT at
Day 29 (37% vs 14%), but most pts recovered to gr < 2 by Day 90. In BT vs NBT pts, any-grade
cytokine release syndrome (CRS; 51% vs 62%) and neurological events (NE; 12% vs 17%) were
numerically lower, but gr 3 CRS/NEs/infections were similarly low across subgroups (BT, 0/6%/
2%; NBT, 1%/0/7%, respectively), with no gr 4 or 5 events. Conclusions: Liso-cel showed equal
clinical efficacy and safety (low rates of severe CRS/NEs/infections) in BT vs NBT pts, suggest-
ing BT may mitigate worse outcomes and AEs associated with high tumor burden/high-risk
features. Clinical trial information: NCT04245839. Research Sponsor: This study was funded by
Celgene, a BMS Company. All authors contributed to and approved the abstract; writing and
editorial assistance were provided by Nikola Vojtov, PhD, of The Lockwood Group (Stamford,
CT, USA), funded by BMS.

BT (EE, n = 45) NBT (EE, n = 79)
ORR® 42 (93) 78 (99)
CR rate® 42 (93) 75 (95)
DORP12-mo DOR® NR88 (73-95) NR81 (70-88)
PFS® 12-mo PFS® NR82 (67-91) NR83 (73-90)
0s® 12-mo 0S° NR87 (73-94) NR96 (89-99)

2n (%); "Median, mo;°Rate (95% Cl), %.


http://www.clinicaltrials.gov/ct2/show/NCT04245839
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Frontline brentuximab vedotin and CHP (A+CHP) in patients (pts) with peripheral T-
cell lymphoma with less than 10% CD30 expression: Results from the phase 2
SGN35-032 study.

Swaminathan Padmanabhan lyer, Deepa Jagadeesh, Eva Domingo-Domenech, Fabio Benedetti, Antonia Rodriguez Izquierdo, Krimo Bouabdallah, Umberto Vitolo,
Tim M. Illidge, Jingmin Liu, Eeman Shaikh, Steven M. Horwitz; The University of Texas MD Anderson Cancer Center, Houston, TX; Cleveland Clinic Taussig Cancer Institute
and Case Comprehensive Cancer Center, Cleveland, OH; Institut Catala d'Oncologia - Hospital Duran i Reynals, Barcelona, Spain; University of Verona, Verona, Italy;
Hematology Department, Hospital 12 de Octubre, Madrid, Spain; Service d'Hematologie Clinique et Therapie Cellulaire, CHU Haut-Leveque, Pessac, France; Candiolo Cancer
Institute, FPO-IRCCS, Turin, Italy; The Christie NHS Foundation Trust, Manchester, United Kingdom; Pfizer Inc., Bothell, WA; Lymphoma Service, Memorial Sloan Kettering
Cancer Center, New York, NY

Background: Brentuximab vedotin (BV), an anti-CD30 antibody-drug conjugate, combined
with cyclophosphamide, doxorubicin, and prednisone (A+CHP) was evaluated in the phase 3
ECHELON-2 trial in pts with anaplastic large cell lymphoma (ALCL) and other peripheral T-cell
lymphoma (PTCL) types with =10% CD30 expression. Compared to conventional frontline
therapy, pts treated with A+CHP had a 30% risk reduction in progression-free survival (PFS)
(stratified HR=0.70 [95% CI: 0.53, 0.91], P=0.0077) and a survival benefit (HR=0.72 [95% CI:
0.53, 0.99], P=0.0424) (Horwitz 2022). Since no correlation between CD30 expression and
duration of response (DOR) was found, it was hypothesized that frontline A+CHP may also be
active in pts with non-sALCL PTCL with <10% CD30 expression. Methods: SGN35-032
(NCT04569032; EudraCT 2020-002336-74) is an ongoing phase 2 study. Pts with newly
diagnosed non-sALCL PTCL with <10% CD30 expression (by local assessment) are enrolled.
Pts are assigned to CD30 <1% or CD30 1% to <10% cohorts. All pts receive 21-day cycles of
A+CHP (BV 1.8 mg/kg, cyclophosphamide 750 mg/m?, doxorubicin 50 mg/m? by IV infusion,
and prednisone 100 mg po qd on Days 1-5) for up to 6-8 cycles. The primary endpoint, overall
response rate (ORR), is assessed by blinded independent central review (BICR) per Cheson 2007.
Secondary endpoints are complete response (CR) rate, PES, overall survival (0S), DOR, ORR per
BICR using modified Lugano, and safety. Results: Seventy pts received =1 dose of study drug as
of June 30, 2023. Median age was 63.5 years, 57% were male, and 90% had ECOG =1. Most had
stage IV disease (63%) and were in the CD30 1% to <10% cohort per local CD30 (55%). Median
treatment duration was 18 weeks (range, 0-24 weeks). Per BICR, ORR was 77% (95% CI: 65.3%,
86.7%), including 65% (95% CI: 52.4%, 76.5%) with CR among the 66 efficacy evaluable (EE)
pts. ORR and CR rate per BICR are listed by cohort in the Table. Grade =3 treatment-emergent
adverse events (TEAEs) were experienced by 43 pts (61%), most commonly neutropenia (20%),
febrile neutropenia (17%), and anemia (10%). Six pts (9%) discontinued treatment due to
TEAEs. Nineteen pts (27%) had BV-related serious TEAEs. There were 2 (3%) treatment-related
deaths: 1 pt died of decreased appetite and 1 pt died of general physical health deterioration.
Conclusions: In pts with non-sALCL PTCL with <10% CD30 expression, A+CHP as frontline
therapy appears effective and has a safety profile consistent with label. Clinical trial informa-
tion: NCT04569032. Research Sponsor: This study was sponsored by Seagen Inc., which was
acquired by Pfizer Inc. in Dec. 2023.

CD30 <1% CD30 1% to <10%
Per local CD30? N=29 N=36
ORR, % (95% CI) 79 (60.3, 92.0) 78 (60.8, 89.9)
CR rate, % (95% CI) 66 (45.7, 82.1) 67 (49.0, 81.4)
Per central CD30° N=19 N=25
ORR, % (95% CI) 63 (38.4, 83.7) 80 (59.3, 93.2)
CR rate, % (95% CI) 53 (28.9, 75.6) 68 (46.5, 85.1)

@ Analysis performed among EE set, a subset of all treated pts with postbaseline response assessment or
discontinue treatment.


http://www.clinicaltrials.gov/ct2/show/NCT04569032
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First-line (1L) treatment of follicular lymphoma (FL) with atezolizumab and obi-
nutuzumab (A+O) +/- radiotherapy (RT): Results from the FLUORO study.

Geoffrey Chong, Denise Lee, Sze Ting Lee, Anneke Grobler, Richard Khor, Belinda A. Campbell, Thanuja Thachil, Kate Manos, Arina Martynchyk, Genevieve Douglas,
Colm Keane, Jodie Palmer, Eliza Anne Hawkes; Grampians Health, Ballarat, Australia; Eastern Health, Box Hill, VIC, Australia; Department of Molecular Imaging and
Therapy, Austin Health and University of Melbourne; Olivia Newton-John Cancer Research Institute and La Trobe University, Melbourne, Australia; Murdoch Children's
Research Institute, Parkville, VIC, Australia; Austin Health, Heidelberg, Australia; Peter MacCallum Cancer Centre, Melbourne, Australia; Grampians Health, Ballarat, VIC,
Australia; Flinders Medical Centre, Adelaide, SA, Australia; Austin Health, Heidelberg, VIC, Australia; Frazer Institute, University of Queensland, Brisbane, QLD, Australia;
Olivia Newton-John Cancer Wellness & Research Centre, Heidelberg, Australia

Background: Standard 1L immunochemotherapy in FL is highly effective but not without
significant toxicity. Up to 75% of FL patients (pts) have grade 3-5 adverse events (AEs),
primarily infection and myelosuppression. More tolerable approaches are needed. PD1/PDL1
inhibitors are active in FL. A+O yield responses in 57% of rituximab-refractory FL pts (Palomba
2017). Our phase 2 study of 1L nivolumab + rituximab in FL yielded 92% overall response rate
(ORR), (54% Complete Response (CR)). Toxicity compared favourably with chemotherapy: 41%
grade 3-5 AEs (Hawkes 2021). FL is sensitive to low dose RT, with proven abscopal effects, is
safe and synergistic with PDL1i (Hawkes 2023), potentially improving treatment efficacy with
minimal extra toxicity. This investigator-led, multicentre PET-adapted phase 2 trial assessed
A+O +/- RT efficacy for treatment-naive FL. Methods: ‘FLUORO’ (NCT03245021) is an open-
label, multi-centre, phase 2, Simon’s 2-stage study of A+O+/-RT (N = 46; 15 in initial cohort).
Key eligibility were stage II-IV grade 1-3A FL requiring therapy; ECOG =2; adequate organ
function. All pts received 6 cycles (C) of A1200mg + O 1000mg IV 3-weekly (plus O on C1, days 8
& 15). Pts with < CR on PET post C2 had RT (4Gy) to residual PET-avid disease. Pts with CR or
PR(partial response) received 12 cycles 8 -weekly maintenance O. Primary endpoint (EP) was CR
rate with <5/15 CR deemed futile in 1°* stage. Secondary EP included ORR, Progression-free
survival (PFS), overall survival (OS) and AEs. Exploratory EP included biomarker studies and
PET radiomics. Results: 16 pts were enrolled from 08/2021-10/2022, 1 pt was replaced due to
Grade(G) 4 infusion reaction to O requiring cessation. Baseline characteristics included median
age 53y (range 33-79), stage IV disease in 81%, B symptoms in 12.5%, 44% had FLIPI >2.
Primary EP was met, with CR at end of induction in 13/15 (87%) evaluable pts (ORR 100%). 12 pts
(80%) required RT. 2 pts (13%) discontinued due to progressive disease (Table). AEs were
mostly G1-2; fatigue 44%, constipation 31%, nausea 25%. fever 25%, abdominal pain 18.6%.
SAEs were reported in 7/16 (44%) pts, including grade 3 infections: COVID19 12%, upper
respiratory tract 12%, urinary tract 6.2%. Median follow-up is 24m (range 16-28) and ongoing,
16m PFS & OS is 87% & 100%. Biomarker analysis is ongoing. Conclusions: Atezolizumab
+Obinutuzumab +/- PET-adapted 4Gy RT vyielded high complete response rates with low
toxicity in treatment-naive FL. CR threshold to proceed to stage 2 was met, however was
not deemed commercially viable. Clinical trial information: NCT04962126. Research Sponsor:
Roche Products, Pty. Limited (Australia).; Victorian Comprehensive Cancer Centre.

Response rate.

Best Response

N(%) Post C2 O+A End of Induction
ORR 15 (100) 15 (100) 13 (87)
CR 13 (87) 3 (20) 13 (87)
PR 2 12 (80) 0
SD 0 0 0
PD 0 0 2(13)



http://www.clinicaltrials.gov/ct2/show/NCT04962126
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Longitudinal patterns of patient-reported cognitive impairment in patients with non-
Hodgkin lymphoma (NHL) treated with chemotherapy: A group-based trajectory
analysis of a nationwide community-based cohort.

Tianming Zhao, Michelle Christine Janelsins, Hongying Sun, Adedayo A. Onitilo, Amarinthia Curtis, Jamal Ghazi Misleh, Eva Culakova, AnnaLynn Williams; University of
Rochester Medical Center, Rochester, NY; James P. Wilmot Cancer Center, University of Rochester Medical Center, Rochester, NY; Wisconsin NCORP, Marshfield, WI;
Spartanburg Medical Center, Gibbs Cancer Center, Spartanburg, SC; Medical Oncology Hematology Consultants PA, Newark, DE; University of Rochester School of
Medicine and Dentistry, Rochester, NY

Background: Cognitive problems are an important clinical concern for cancer patients. We
previously published that patients with lymphoma experienced worsening in cognitive func-
tions and perceived function from pre-to post-treatment. Limited data exists in NHL, impor-
tantly previously reported group means of cognitive function may not capture interindividual
heterogeneity. Therefore, we identified distinct subgroups of NHL patients with similar tra-
jectories of cognitive function over time and investigated potential predictors. Methods: We
included 181 NHL patients receiving chemotherapy (mean age [SD]: 59.0 [11.8]; 63.5% male;
54% diffuse large B-cell, 22% follicular lymphoma) enrolled in the National Cancer Institute
Community Oncology Research Program. Cognitive function was assessed by the patient-
reported Functional Assessment of Cancer-Therapy-Cognitive Function (total score and per-
ceived cognitive impairment [PCI]) prior to chemotherapy (T1), after chemotherapy (T2), and
6 months following T2 (T3). Patient and cancer characteristics were collected through ques-
tionnaires or medical records at T1. We utilized group-based trajectory modeling (GBTM) to
identify latent clusters of individuals with similar cognitive function patterns over time. Model
selection and assessment were based on the Bayes factor, group size, model diagnostics, and
clinical interpretability. Multinomial logistic regression models were identified characteristics
associated with group membership. Results: Four groups were identified by GBTM: Group A had
high perceived impairment, which decreased at T2 and remained high at T3 (n=17, 9.4%);
Group B had moderate perceived impairment, with a continuous decline at T2 and T3 (n=21,
11.6%); Group C had low perceived impairment and remained stable at T2 and T3 (n=95, 52.5%);
Group D had moderate perceived impairment, without changes at T2 and T3 (n=48, 26.5%).
Similar trajectory groups were identified for the PCI subscale. Compared to = some college
education, = high school was associated with an increased odds of membership in Group D
relative to Group C (OR 3.45, 95% CI 1.44, 8.30). Patients with a higher fatigue score (MFSI) were
more likely to report worse cognitive impairment (Group A vs. C: OR 1.10, 95% CI 1.07, 1.14;
Group Bvs. C: OR1.05, 95% CI1.02,1.08; Group D vs. C: 1.05,95% CI1.03,1.07). Stage, lymphoma
subtype, and treatment regimen were not associated with group membership. Conclusions: Our
analysis revealed that patients with perceived impairment experienced stable impairment or
further decline over time, which is associated with education and fatigue; a subgroup of patients
did not experience cognitive worsening. These data help identify patients with different
patterns of cognitive impairment to inform personalized interventions. Research Sponsor:
National Cancer Institute; UG1CA189961; National Cancer Institute; R01CA231014.
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Clinical and financial burden of mental health (MH) conditions in patients (pts) with
low-grade non-Hodgkin lymphoma (LG-NHL).

Keri Yang, Kaitlyn Esselman, Po-Ya Chuang, Wesley Furnback, Asher Alban Akmal Chanan-Khan; BeiGene USA, Inc., San Mateo, CA; Real Chemistry, Inc., New York, NY;
Mayo Clinic Florida, Jacksonville, FL

Background: LG-NHL is mostly incurable, imposing a prolong impact of cancer care burden for
pts.This study aimed to quantify the burden of MH conditions in pts with newly diagnosed
chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL), follicular lymphoma
(FL), mantle cell lymphoma (MCL), Waldenstrom macroglobulinemia (WM), or marginal cell
lymphoma (MZL). Methods: A retrospective study was conducted using Optum Clinformatics
Data Mart to identify pts =18 years with =1 new diagnosis for CLL, FL, MCL, WM, or MZL from 6/
2016-6/2022 (index period). Pts were required to be continuously enrolled for 60 days pre- and
365 days post-index date, defined as the date of first cancer diagnosis. Incidence and prevalence
of MH conditions of interest (anxiety, depression, stress reaction/adjustment disorder, in-
somnia, post-traumatic stress disorder [PTSD]) were categorized based on if diagnoses were
post- or pre-index date. All-cause healthcare resource utilization (HCRU) and costs were
measured during the 1-yr follow-up period. Results: Approximately half of newly diagnosed
36,054 LG-NHL pts (CLL/SLL=48.0%; FL=52.7%; MCL=57.2%; WM=50.5%; MZL=52.5%) had
either an incident (19.4-25.7%) or prevalent (28.6-32.1%) MH condition diagnosis following
their cancer diagnosis (Table). There were no significant demographic differences in pts with
and without MH conditions. LG-NHL pts suffered most from anxiety (30.9-38.2%) and de-
pression (27.5-31.9%), followed by insomnia (16-23.1%), stress (10.3-13.5%), and PTSD (1.4-
1.9%). Median time from cancer diagnosis to onset of a MH condition was 334 days for CLL/SLL,
301 for FL, 248 for MCL, 351 for WM, and 328 for MZL. LG-NHL pts with an identifiable MH
diagnosis had significantly higher costs and HCRU compared to those without; for example, in
CLL/SLL pts with MH diagnosis, outpatient visits were 1.4 times higher, inpatient admissions
3.0 times higher, and costs 2.1 times higher than those without (all P=0.0001). HCRU and cost
increases were also observed in MCL, FL, WM, and MZL pts with MH diagnosis. Conclusions:
This real-world study uncovered a high proportion of LG-NHL patients suffer from MH
conditions, incurring higher financial burden than those without. With advancements in
new treatments, there remains unmet need of MH burden in these pts. Research Sponsor:
BeiGene.

Rates of MH conditions by cancer type (any, prevalence, incidence), %.

CLL/SLL FL MCL WM MzZL
% (n=19,891) (n=9,715) (n=1,728) (n=1,738) (n=2,982)

Anxiety  30.9 (16.9,13.9) 35.3 (19.0,16.3) 38.2 (18.1,20.1) 32.3 (18.0,14.4) 35.3 (19.7, 15.6)
Depression 27.5 (15.5,12.0) 30.8 (16.7, 14.1) 31.9 (15.7,16.2) 29.2 (16.6,12.5) 29.6 (16.3, 13.3)

Stress 103 (45,58) 11.9(487.1) 135(46,89) 124(5669) 128 (55, 7.3)
Insomnia  16.0 (7.6,8.4) 182 (7.7,10.5 23.1(9.1,14.0) 19.8(10.0,9.8) 17.2 (8.5 8.7)
PTSD 14(08,07) 19(0811) 18(09,09)  1.6(1.0,06) 1.7 (0.8,0.9)
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Survival outcomes after autologous stem cell transplantation in T follicular helper
type lymphoma.

Anath Christopher Lionel, Alexandra Elias, Rishab Prakash, Francisco Vega, Keyur P. Patel, Chitra M. Hosing, Luis Malpica, Ranjit Nair, Samer Ali Srour,
Swaminathan Padmanabhan lyer; Department of Lymphoma/Myeloma, The University of Texas MD Anderson Cancer Center, Houston, TX; McGovern Medical School,
Houston, TX; Department of Hematopathology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Stem Cell Transplantation and Cellular
Therapy, University of Texas MD Anderson Cancer Center, Houston, TX

Background: T follicular helper (TfH)-type lymphoma is the most common subtype of pe-
ripheral T-cell lymphoma (PTCL). TfH lymphoma consists of angioimmunoblastic T-cell
lymphoma (AITL), PTCL-TfH and Follicular T cell lymphoma. Most patients receive first-
line treatment with anthracycline-based chemotherapy regimens with a potential role for
consolidation with autologous stem cell transplantation (ASCT). In this study we analyzed
survival outcomes in TfH lymphoma. Methods: This is an IRB approved retrospective analysis
of patients with TfH lymphoma followed between 1997-2023 at the MD Anderson Cancer
Center. Demographics, treatment history, response and survival outcomes were collected and
analyzed. Next-generation sequencing (NGS) data was collected from a panel of 162 cancer-
related genes. Survival analysis was performed with Kaplan Meier curves and comparisons were
made with log-rank tests. Results: Of the 218 patients with TfH lymphoma for whom in-
formation was known about prior history of ASCT, 84 (39%) underwent ASCT (Table). At the
time of diagnosis, the majority of patients had advanced stage disease (92% with stage III or IV)
and elevated LDH (89%). NGS testing was available from 31 patients and the genes with
recurrent somatic mutations identified were TET2 (65% patients), DNMT3A (29%), RHOA
(13%), IDH2 (10%), PLCG1 (10%), TP53 (10%), ATM (6%), CCR7 (6%), JAK3 (6%) and STAT3
(6%). The three most common first-line treatments were CHOP (37%) followed by CHOEP
(14%) and combination of brentuximab with either CHP or CHEP (13%). Patients who received
ASCT were significantly younger (Table). The median overall survival (0S) for the cohort was
£40.3 months with median progression-free survival (PFS) after first treatment of 12.5 months.
Patients who received ASCT had a significantly higher overall survival (log-rank test p-value <
0.01) compared to those who did not receive ASCT. Conclusions: This retrospective analysis of a
large single institution cohort of patients with TfH lymphoma found significantly improved OS
in those who underwent ASCT compared to those who did not. Given the sizeable proportion of
patients who are transplant-ineligible due to age or comorbidities, there is a need for newer
consolidation approaches for TfH lymphoma. Research Sponsor: None.

No Autologous SCT; N =

Demographics All Patients; N = 218 Autologous SCT; N = 84 134 p-value
Age > 65 years, (%) 49% 30% 61% < 0.001
Sex, female, (%) 49% 51% 44% Not
significant
Race, White, (%) 86% 87% 84% Not
significant
Elevated LDH, (%) 89% 93% 80% Not
significant
Stage Ill or IV, (%) 92% 90% 94% Not
significant
# Previous lines of 1 (41%); 2 (22%); 3 1 (40%); 2 (24%); 3 1(41%); 2 (21%); 3 Not
treatment (14%); = 4 (16%) (17%); = 4 (19%) (20%); = 4 (14%)  significant
Progression-free 13 months 32.5 months 11 months Not
survival significant

Overall survival 40 months 63 months 32 months < 0.01
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HDAC I/1Ib selective inhibitor purinostat mesylate in relapsed and refractory diffuse
large B-cell lymphoma: A single agent phase lla trial.

Lijuan Chen, Linyu Yang, Jie Wang, Rui Liang, He Li, Mengke Liu, Yi Wen, Lin Liu, Xiaogiong Tang, Jieping Li, Xun Lai, Huijing Wu, Yajun Li, Shihua Huang, Lihua Yang, Ke Tan,
Li Wang, Ting Niu, Weili Zhao; Department of Hematology, State Key Laboratory of Biotherapy and Cancer Center, West China Hospital, Sichuan University, Chengdu, China;
Chengdu Zenitar Biomedical Technology Co., Ltd, Chengdu, China; State Key Laboratory of Medical Genomics, Shanghai Institute of Hematology, Shanghai Rui Jin Hospital,
Shanghai Jiao Tong University School of Medicine, Shanghai, China; Department of Hematology, The First Affiliated Hospital of Chongqing Medical University, Chongging,
China; Department of Hematology and Oncology, Chongging University Cancer Hospital, Chongqing, China; Department of Hematology Oncology, YunNan Provincial
Cancer Hospital, Kunming, Yunnan, China; Department of Lymphoma Medicine, Hubei Cancer Hospital, Tongji Medical College, Huazhong University of Science and

Technology, Wuhan, China; Department of Lymphoma and Hematology, Hunan Cancer Hospital; The Affiliated Cancer Hospital of Xiangya School of Medicine, Central
South University, Changsha, China; Yibin Second People’s Hospital, Yibin, Sichuan, China; Dazhou Central Hospital, Dazhou, China; Shanghai Institute of Hematology, State
Key Laboratory of Medical Genomics, National Research Center for Translational Medicine at Shanghai, Ruijin Hospital Affiliated to Shanghai Jiao Tong University School
of Medicine, Shanghai, China

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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P-GEMOX with sequential or sandwiched radiotherapy for early-stage extranodal
natural killer/T-cell lymphoma.

Mixue Xie, Qi Jiang, Feng Zhao, De Zhou, Hongyan Tong; The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; The First Affiliated Hospital
- Zhejiang University School of Medical, Hangzhou, China; Department of Hematology, First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China;
The First Affiliated Hospital of Zhejiang University, School of Medicine, Hangzhou, China

Background: Combined modality therapy (CMT), namely chemotherapy combined with ra-
diotherapy, has been recommended for patients with localized extranodal natural killer/T-cell
lymphoma (ENKTL). However, the optimal CMT has not been fully clarified. As chemotherapy is
more easily accessible than immediate radiotherapy in the routine clinical practice, the
“chemotherapy-first” CMT including sequential or sandwiched radiotherapy deserves further
exploration. In addition, the optimal non-anthracycline-based regimen needs to be confirmed.
Methods: The P-GEMOX regimen was administrated as follows: pegaspargase 2000 IU/m2
intramuscular on day 1, gemcitabine 1000 mg/m>2 intravenous on day 1 and 8, oxaliplatin 130
mg/m?2 intravenous on day 1 and was repeated every 21 days. Patients who achieved at least
stable disease (SD) subsequently underwent involved field radiotherapy (IFRT). The dose of
IFRT ranged from 50 to 55 Gy. Performing sequential radiotherapy (4 cycles of CT+RT) or
sandwich radiotherapy (2 cycles of CT+RT+2 cycles of CT) is determined by the clinician based
on the patients’ conditions. The primary endpoint was the overall response rate (ORR) after 2
cycles of chemotherapy, and secondary study endpoints were CR, PFS, and OS. Safety was also
evaluated. Results: From August 2020 to April 2023, thirty-seven patients (23 men, 14 women;
median age: 55, 26-76 years) with stage I/II ENKTL who had received P-GEMOX were collected.
14 patients were stage IE and 23 were IIE. ALL patients completed at least 2 cycles of P-GEMOX,
which resulted in 94.6% (35/37) of ORR including 30 patients with CR and 5 patients with PR.
Among the patients in remission, 15 patients received sequential radiotherapy, 15 received
sandwich radiotherapy, 4 were waiting for or in the process of radiotherapy, and 1 patient
progressed before radiotherapy. With a median follow-up of 14.8 months (range: 2.6-
38.1 months), the 3-year PFS and OS were 87.2% (95%CI 69.3%-95%) and 90.6% (95%CI
72%-97.1%), respectively. Sandwich radiotherapy had an obvious trend for longer PFS than
sequential radiotherapy (18moths-PFS 100% vs. 78%; P=0.073). During the treatment, 21.6%
(8/37) of the patients experienced grade 3—4 treatment-emergent adverse events (TEAEs). The
most grade 3—4 hematological TEAEs were neutropenia (7/37, 18.9%) and thrombocytopenia
(4/37,10.8%). As for grade 3—4 non-hematological TEAEs, elevated aminotransferase, hyper-
bilirubinemia and hypofibrinogenemia were 16.2%, 10.8% and 8.1%, respectively. The adverse
events of this CMT were well-tolerated and manageable. No treatment-related death occurred.
Conclusions: Our study demonstrated that CMT consisted of P-GEMOX showed favorable
efficacy with acceptable toxicity, and sandwich radiotherapy (CT+RT+CT) seems give more
favorable PFS than sequential radiotherapy. The CMT protocol could be an effective treatment
option for early-stage ENKTL patients. Research Sponsor: None.
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Results from the follicular ymphoma (FL) outcomes in patients (pts) with relapsed/
refractory (R/R) disease treated with systemic therapy in a real-world assessment
(FLORA) study.

Stefano Luminari, James Hamnett, Catherine Thieblemont, Katharina Prochazka, William Townsend, John Radford, Angel Serna, Jessica J Jalbert, Siddhesh Kamat,
Joy Wang, Srikanth R Ambati, Hesham Mohamed, Aafia Chaudhry, Hector Sanz, Ruben Hermans, Benedikt Maissenhaelter, Christian Hampp, Emmanuel Bachy;
Hematology Unit, Azienda Unita Sanitaria Locale-IRCCS Reggio Emilia, Reggio Emilia, Italy; Regeneron Pharmaceuticals, Inc., Tarrytown, NY; Université Paris Cité, &
Assistance Publique — Hopitaux de Paris, Hopital Saint-Louis, Hémato-oncologie, Paris, France; Clinical Department of Hematology, University Clinic for Internal Medicine,
Medical University of Graz, Graz, Austria; Cancer Research UK and UCL Cancer Trials Centre, University College Hospitals London, London, United Kingdom; University of
Manchester and the Christie NHS Foundation Trust, Manchester Academic Health Science Centre, Manchester, United Kingdom; Department of Hematology, Vall d'Hebron
Hospital Universitari, Barcelona, Spain; IQVIA, Barcelona, Spain; 1QVIA, London, United Kingdom; IQVIA, Munich, Germany; Department of Hematology, Hospices Civils de
Lyon and Université Claude Bernard Lyon 1, Lyon, France

Background: Odronextamab, an off-the-shelf CD20xCD3 bispecific antibody, has shown
compelling efficacy (objective response rate [ORR] 80%, complete response [CR] rate 73%)
and a generally manageable safety profile in pts with heavily pretreated R/R FL in the single-
arm ELM-2 trial (NCT03888105; Villasboas, et al. ASH 2023). We evaluated outcomes in pts with
R/RFL treated with currently available third-line or later (3L+) therapies in a real-world setting
(FLORA; NCT05338879) to better evaluate the results from ELM-2 in the absence of a ran-
domized control arm. This is the first real-world study in 3L+ FL that evaluated scans from
100% of the cohort. Methods: FLORA is a multicenter, retrospective, observational study, using
electronic medical record or research databases, of pts with R/R FL who have received =2 prior
lines of therapy (LoTs; including an anti-CD20 and an alkylator) and initiated 3L+ systemic
therapy for FL between January 1, 2015 and December 31, 2020. After applying similar eligibility
criteria to those in the ELM-2 trial, inverse-probability of treatment weighting (IPTW) was
used to balance key prognostic characteristics between the trial and the real-world cohorts. Pts
were followed from the start of qualifying LoT until death, end of study (December 31, 2021), or
lost to follow-up, whichever occurred first. The primary endpoint was ORR assessed by
independent central review (ICR). Secondary endpoints included ICR-assessed CR rate, disease
control rate (DCR), progression-free survival (PFS), duration of response (DOR), and overall
survival (0S) (see Bachy, et al. ASH 2022). Results: Pts in FLORA (N=100) generally had less
severe disease than trial pts prior to IPTW. The most commonly used regimens were chemo-
therapy + anti-CD20, chemotherapy alone, and anti-CD20 + immunomodulatory agent. The
IPTW cohort had a median age of 61y, 59% POD24, 56% high FLIPI, 60% chemo-immuno
refractory, 73% refractory to last LoT, and median (range) prior LoT: 3 (2—8). In the IPTW
cohort, ORR was 52%, CR 31%, and DCR 62%. Median PFS (mPFS) was 11.5 mo, median OS was
26.1 mo, and median DOR (mDOR; responders in IPTW cohort: n=54) was 28.2 mo. Given the
lack of regular scans in routine practice (37% of responders did not have any subsequent ICR
assessment after CR/PR), sensitivity analysis that considered subsequent treatment as a pro-
gression event resulted in shorter mDOR (8.1 mo) and mPFS (7.2 mo). Conclusions: Pts in the
FLORA study had markedly lower response rates than those in the R/R FL cohort of ELM-2. This
study also showed that most pts still received an anti-CD20—based regimen in 3L+ in routine
practice, highlighting the need for treatment options with different mechanisms of action that
provide deep and durable responses and improve outcomes in this pt population. Clinical trial
information: NCT05338879. Research Sponsor: Regeneron Pharmaceuticals, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT05338879
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Durable complete response and overall survival in patients with heavily pretreated,
poor-prognosis non-Hodgkin lymphoma to immunoactivating AVM0703 with few
and mild drug-related adverse effects.

Lihua Elizabeth Budde, Theresa Deisher, Don A. Stevens, Gary J. Schiller, Stefano R. Tarantolo, Ryan C. Ramaekers, Peter Jarzyna, Spencer Sawas, Sandeep Mittal; City of
Hope National Medical Center, Duarte, CA; AVM Biotechnology, Inc., Seattle, WA; Norton Cancer Institute, Louisville, KY; David Geffen School of Medicine at UCLA, Los
Angeles, CA; Nebraska Cancer Specialists, Omaha, NE; Nebraska Cancer Specialists, Grand Island, NE

Background: In 2022, the majority of new cancer drugs in clinical development are aimed at
targets that are already saturated with approved drugs'. This is of concern to patients, payers,
sponsor/investors, and regulatory agencies. AVM0703 activates a unique immune response
mobilizing an endogenous gamma delta TCR+ and invariant TCR+ bispecific Natural Killer T-
like cell (y8TCR*iTCR*NKT) (PCT/US21/19773), that has demonstrated clinical anti-cancer
activity against a variety of solid and blood cancers. The potential for AVMo0703 to fill a gap
inthe “no-option” R/R NHL treatment landscape led to the launch of the AVM0703-001 clinical
trial (The OPAL Study, NCT04329728). 1) Fougner C et al. Herding in the drug development
pipeline. Nat Rev Drug Discov. 2023 Aug;22(8):617-618. Methods: An open-label phase 1 trial
evaluating the safety and preliminary efficacy of AVM0703 was completed in patients with
hematological malignancies. AVM0703 was administered as a single intravenous (IV) infusion
to patients enrolled into a 3+3 dose escalation design. Consolidation therapy of investigator’s
choice was allowed, preferably 28 days after AVM0703. For each cohort, 3-6 patients were
treated, and dose escalation permitted only after the cohort completed a 7-day dose limiting
toxicity (DLT) assessment period with no more than 1 DLT. Patients =12 years and >40 kg
diagnosed with WHO classified lymphoid neoplasms with R/R disease ineligible for transplant
or CAR-T were included. The database has not been formally locked and a cutoff date of Dec 13,
2023, is used for presentation of these Phase 1 results. Results: In summary, 17 patients, 39-86
years of age (median 64) with a median of 4 prior lines (range: 1to 10) received AVMo0703 at 6, 9,
12,18 and 21 mg/kg. Fifteen (88%) were poor prognosis and 4 had CNS involvement. Only 13 of 17
(76.5%) experienced study-drug related adverse events (AEs) during the DLT period; 15 AEs
were grade 1 (78.9%), 2 were grade 2 (10.5%), and 2 were grade 3 (10.5%). The most common
AEs were insomnia (N=5), hyperglycemia (N=3), and pruritis (N=2). The total number of All-
grade TEAEs recorded in 17 patients was 114 within 30 days post dose, with 98.2% of grades 1-3.
Median overall survival (0S) in all dose cohorts was 13.3 months, with 8 of 17 patients alive as of
13 Dec 2023. The recommended Phase 2 dose (RP2D) was determined as 18 mg/kg. For the 18
mg/kg group (N=6), long term durable responses were obtained in 66% (3 CR, 1 PR) with an
additional patient converting to late CR, nine months survival was 100%, and median OS has not
been reached with follow up between 15.9 and 27.8 months (83% still alive). No safety signals
have been identified. Conclusions: RP2D AVMo0703, with consolidation therapy at day 28
median (range 7 to 240 days) showed no concerning safety signals and promising long-
term survival. Clinical trial information: NCT04329728. Research Sponsor: National Cancer
Institute.


http://www.clinicaltrials.gov/ct2/show/NCT04329728
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Updated efficacy and safety results of BCL-2 inhibitor lisaftoclax (APG-2575) alone
or combined with ibrutinib or rituximab in patients (pts) with Waldenstrom mac-
roglobulinemia (WM).

Masa Lasica, Sikander Ailawadhi, Chengcheng Fu, Sheeba K. Thomas, Depei Wu, Shuhua Yi, Tanya Siddigi, Qingsong Yin, John N. Allan, Wenming Chen, Jeffrey V Matous,
Ru Feng, Zi Chen, Min Yu, Mingyu Li, Zicong He, Mohammad Ahmad, Hengbang Wang, Asher Alban Akmal Chanan-Khan, Yifan Zhai; St. Vincent's Hospital Melbourne,
Melbourne, VIC, Australia; Mayo Clinic Florida, Jacksonville, FL; The First Affiliated Hospital of Soochow University, Suzhou, China; The University of Texas MD Anderson
Cancer Center, Houston, TX; Institute of Hematology & Blood Diseases Hospital, Chinese Academy of Medical Sciences, Tianjin, China; City of Hope Comprehensive Cancer
Center, Duarte, CA; Henan Cancer Hospital, Zhengzhou, China; Weill Cornell Medicine, New York, NY; Beijing Chaoyang Hospital, Capital Medical University, Beijing, China;
Colorado Blood Cancer Institute and Sarah Cannon Research Institute, Denver, CO; Nanfang Hospital, Southern Medical University, Guangzhou, China; Ascentage Pharma
(Suzhou) Co., Ltd., Suzhou, China; Ascentage Pharma Group Inc., Rockville, MD; Ascentage Pharma Pty Ltd., Sydney, Australia

Background: Lisaftoclax is a novel, oral, highly selective, potent BCL-2 inhibitor in develop-
ment. In an ibrutinib-resistant patient-derived WM xenograft/preclinical model, lisaftoclax +
ibrutinib has a strong synergistic effect. This report provides updated efficacy and safety data of
lisaftoclax-based therapies (including combinations with ibrutinib) in pts with WM. Methods:
In this global, open-label, phase 1b/2 multicenter study, pts with WM were enrolled in 3 arms:
Arm A (lisaftoclax) included BTKi-resistant/intolerant pts; Arm B (lisaftoclax + ibrutinib),
treatment-naive pts; and Arm C (lisaftoclax + rituximab), BTKi-naive relapsed/refractory pts.
Lisaftoclax was escalated from 400 to 1,200 mg using a modified toxicity probability interval
design. A 3-day ramp-up was used for pts at high risk of tumor lysis syndrome (TLS). Objectives
were efficacy, safety, and pharmacokinetics (PK) assessments (responses assessed per IWWM
criteria). Results: As of January 25, 2024, 46 pts were enrolled and treated at doses of up to 1,000
(ArmA), 1,200 (Arm B), and 800 mg (Arm C; Table). The median (range) treatment duration was
11 (1-28; Arm A), 23.5 (1-34; B), and 11.5 (5-33; C) months. Objective response rates (PR, VGFR,
CR) were: 41.7% (Arm A), 90.9% (B), and 37.5% (C). In Arm A, pts with wild-type CXCR4 (n = 7)
had better overall response to lisaftoclax than the CXCR4™" group (n = 3).No significant
difference was observed between pts with/without CXCR4™"" in Arms B and C. In Arm B, 1 DLT
(grade 3 clinical TLS due to preexisting renal impairment) was reported at 1,200 mg; 1 grade 3
laboratory TLS, primarily attributed to dehydration and concomitant symptomatic therapies,
occurred at 1,000 mg; abnormal electrolytes resolved after 1 day of drug interruption, without
recurrence. Grade = 3 lisaftoclax-related AEs included neutropenia (15.2%), thrombocytopenia
(4.3%), decreased leukocytes (4.3%), TLS (4.3%), anemia (2.2%), weight loss (2.2%), and septic
shock (2.2%). Ventricular arrhythmia was not observed. One pt required dose reduction because
of neutropenia. The MTD was not reached. Lisaftoclax + ibrutinib showed a PK exposure
comparable to lisaftoclax or ibrutinib alone, indicating no potential drug-drug interactions.
Conclusions: Lisaftoclax alone and combined with ibrutinib or rituximab was well tolerated and
demonstrated measurable effects in pts with naive or BTKi-treatment-failed WM. (CT.gov:
NCT04260217; Internal ID: APG2575WU101) *Co-first authors: ML and SA. Clinical trial in-
formation: NCT04260217. Research Sponsor: Ascentage Pharma Group Corp. Ltd. (Hong Kong).

Baseline characteristics.

A B C
Arm (n=14) (n = 24) (n=8)
Median age, yr (range) 67.5 (48-75) 65.0 (51-92) 65.0 (54-72)
Male, n (%) 11 (78.6) 18 (75.0) 6 (75.0)
IPSSWM high, n (%) 8 (57.1) 4(16.7) 2 (25.0)
Lines of prior therapies, median (range) 4.0 (1-7) 0 2.5(1-7)
MYD88*/CXCR4* 4 9 1
MYD88*/CXCR4 5 13 6
MYD88 |CXCR4* 0 0 0
MYD88 /CXCR4 3 1 1



http://www.clinicaltrials.gov/ct2/show/NCT04260217
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Combined modality for localized gastric diffuse large B-cell ymphoma: Long-term
outcomes of 50 patients.

Beatrice Fregonese, Brandon S. Imber, Alexandra Dreyfuss, Lillian A Boe, Carla Hajj, Joachim Yahalom; Memorial Sloan Kettering Cancer Center, New York, NY; Department
of Epidemiology and Biostatistics, Memorial Sloan Kettering Cancer Center, New York, NY

Background: R-CHOP is the primary treatment for gastric diffuse large B-cell lymphoma
(GDLBCL); for localized disease, the role of consolidative radiation therapy (RT) after chemo-
therapy remains underexplored. This study focuses on localized GDLBCL undergoing a com-
bined modality therapy of R-CHOP followed by gastric RT, comparing outcomes between those
receiving short-course (3-4 cycles) and full-course (6 cycles) R-CHOP. Methods: A retrospec-
tive analysis identified 50 consecutive PGDLBCL pts treated with R-CHOP followed by RT
between 1/2000-1/2021. Baseline characteristics and follow-up data were collected. Lugano
PET criteria and endoscopy (EGD) assessed overall response rate. Kaplan-Meier and univariable
cox regression models estimated overall survival (OS) and (PFS). Results: Of the 50 pts with
localized (Stage I-1I) disease, 34 (68%) received 3-4 cycles of R-CHOP and 16 (32%) received 6
cycles. Pre-RT disease evaluation varied, with 36 (72%) undergoing EGD and PET, 4 (8%) EGD
and CT, and 6 (12%) PET alone. One pt (3%) exhibited active DLBCL post 3-4 cycle R-CHOP,
while 5 (31%) did so after 6 cycles (p=0.1). Median time from last R-CHOP dose to RT start date
was 1.2 months with a median 3060 cGy delivered dose for both groups (range 2340-3060 in the
3-4 cycle group, 3000-4500 in the 6-cycle group). Median follow-up time from RT end is
58 months. No in-field failures occurred post-complete response (CR); however, 1 pt did not
achieve a CR following R-CHOP and RT, progressing in the stomach and subsequently at new,
out-of-field (OOF) sites. 3 pts had OOF progression without relapses in the stomach in a median
time of 21 months. Low-grade lymphoma in the stomach post-DLBCL CR was observed in 2 pts,
3and 22 months from RT end, with 1 OOF marginal zone lymphoma 2 years-post RT. OS and PFS
did not significantly differ between the 3-4 and 6 cycle groups (96-month OS 70% vs. 86%,
p=0.8; 96-month PFS 76% vs. 86%, p=0.7). OS and DLBCL PFS were analyzed for pts with
evidence of residual DLBCL pre-RT compared to those without evidence of disease after R-
CHOP. The 24-month DLBCL PFS was 92% in the CR group and 67% for those with incomplete
response (p=0.14), with 92% and 67% 24-month survival probability (p=0.11). On univariate
analysis, pre-RT evidence of active DLBCL by PET and/or EGD, pre-RT PET FDG uptake, and
achieving CR on first-post-RT imaging were not statistically significant for DLBCL PFS.
Conclusions: Recognizing the limitations of a retrospective study, our study documents the
effectiveness of short-course R-CHOP followed by RT in localized GDLBCL, with similar
outcomes to the full 6-cycle regimen. Excellent disease control was observed, with few in-
stances of DLBCL or low-grade lymphoma relapse. Further analysis will include a cohort
receiving R-CHOP alone without consolidative RT. This analysis aims to contribute to the
evolving standard of care for GDLBCL, providing insights for future treatment strategies.
Research Sponsor: None.
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Incidence of central nervous system relapse in primary mediastinal B-cell lym-
phoma: Implications for central nervous system prophylaxis.

Izel Okeu, Jihao Zhou, Yucai Wang, Allison Marie Bock, Muhamad Alhaj Moustafa, Firas Baidoun, Han W. Tun, Allison Claire Rosenthal, Patrick B. Johnston, Brian Kabat,
Lisa M. Rimsza, Thomas Matthew Habermann, Grzegorz S. Nowakowski; Mayo Clinic, Rochester, MN; Department of Hematology, Shenzhen People’s Hospital (The Second
Clinical Medical College, Jinan University; The First Affiliated Hospital, Southern University of Science and Technology), Shenzhen, China; Huntsman Cancer Institute/
University of Utah, Salt Lake City, UT; Mayo Clinic Florida, Jacksonville, FL; Hematology Oncology Division, Mayo Clinic-Florida, Jacksonville, FL; Mayo Clinic, Phoenix, AZ;
Mayo Clinic Rochester, Rochester, MN

Background: Primary mediastinal large B-cell lymphoma (PMBCL) is an uncommon type of
aggressive B-cell non-Hodgkin lymphoma. PMBCL has distinct clinicopathologic features
compared to diffuse large B-cell lymphoma but shares some clinical and biologic features
with nodular sclerosis classic Hodgkin lymphoma (cHL). Central nervous system (CNS) relapse
is exceedingly rare in cHL, therefore one may expect that CNS relapse in PMBCL is also
uncommon. Herein, we examined the incidence of CNS relapse in patients with PMBCL.
Methods: Patients with newly diagnosed PMBCL seen at Mayo Clinic between 1/2002 and 4/
2023 were identified from the Mayo Clinic Lymphoma Database. Clinical features, treatment
details and outcomes were abstracted from medical records. The CNS relapse rate was calcu-
lated using a competing risk model, with death considered as a competing risk. Results: A total
of 154 PMBCL cases were identified. The median age at diagnosis was 38 years (range 18-77) and
60.4% were female. The distribution of CNS-IPI was low-risk in 80 (51.9%) patients,
intermediate-risk in 43 (27.9%), and high-risk in 3 (1.9%), and data were missing for 28
patients (18.2%). 78 patients (50.6%) received R-CHOP and 76 patients (49.4%) received R-
DA-EPOCH as frontline therapy. High-dose methotrexate (HD-MTX) for CNS prophylaxis was
administered to 5 patients (all treated with R-CHOP). 20 patients received intrathecal (IT)
chemotherapy (methotrexate and/or cytarabine) for CNS prophylaxis (4 with R-CHOP [1
received HD-MTX too],16 with R-DA-EPOCH). The median follow-up was 39 months (95%
CI 28.2-49.8). Only 3 patients had CNS relapse, all associated with systemic relapse (1 con-
current, 1had CNS relapse 8.8 months after systemic relapse, 1had CNS relapse 2 months before
systemic relapse). The cumulative incidence of CNS relapse for the entire cohort was 1.43%
(95% CI 0.3%-4.6%) at 1 year and 2.21% (95% CI 0.6%-5.8%) at both 2 and 5 years. For those
who did not receive CNS prophylaxis (n=130), the incidence was 0.86% (95% CI 0.1%-4.3%) at 1
year and 1.82% (95% CI 0.4%-5.8%) at both 2 and 5 years. All 3 patients who experienced CNS
relapse had R-CHOP as frontline therapy; two patients did not receive any CNS prophylaxis,
while 1 patient received IT CNS prophylaxis. Conclusions: The risk of isolated CNS relapse in
PMBCL appears to be very low, even in patients who did not receive CNS prophylaxis. While
some patients may experience CNS relapse associated with systemic relapse, the overall in-
cidence was low (1.43% at 1 year and 2.21% at 2 and 5 years). The rarity of isolated CNS relapse in
PMBCL suggests that routine CNS prophylaxis may not be necessary as part of initial therapy.
Research Sponsor: None.
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Outcomes and prognostic factors of patients diagnosed with relapsed/refractory
primary B-cell lymphoma: A retrospective study.

Henry Dumke, Tycel Jovelle Phillips, Mark S Kaminski, Shannon Carty, Ryan A. Wilcox, Dahlia Sano, Malathi Kandarpa, Avery Polk, Yasmin Karimi; University of Michigan
Hospital, Ann Arbor, MI; Rogel Cancer Center, Ann Arbor, MI; Michigan Medicine, University of Michigan, Ann Arbor, MI; University of Michigan Medical School, Ann Arbor,
MI; University of Michigan, Ann Arbor, MI

Background: PMBCL is an aggressive form of large B-cell lymphoma (LBCL) but has a unique
gene expression profiling signature that more closely resembles Hodgkin’s lymphoma. Treat-
ment of R/R PMBCL is largely extrapolated from trials in LBCL with few PMBCL patients
included. Randomized trials leading to use of CART as second line treatment for patients with
primary refractory or early relapsed LBCL enrolled = 10% PMBCL patients (ZUMA-7 and
TRANSFORM). In the rituximab era, there is a paucity of data on the efficacy and outcomes
of salvage therapy followed by high-dose chemotherapy and autologous stem cell transplant
(HDT/ASCT) in PMBCL. Methods: We conducted a retrospective study of patients with PMBCL,
histologically confirmed at the University of Michigan, diagnosed between 2001 and 2023.
Results: 70 patients were included with a median age of diagnosis of 31.5 years and 57% female.
R-DA-EPOCH was the most commonly used first line therapy (FLT) in 58 patients (83%). 10
patients (14%) were treated with R-CHOP with or without consolidative radiation. 65 patients
had end of treatment (EOT) PET/CT: 45 (69%) patients achieved a Deauville (D) 1-3 response, 15
(23%) had D4 response, 5 (8%) had D5 response. 4 (26%) of patients with D4 response and all
patients with D5 response ultimately developed R/R disease. 5 had EOT response assessed by CT
and all deemed to have complete response. 16 patients (23%) developed R/R disease with a
median time to relapse of 8.3 months. All relapses occurred within 2 years: 5 patients with
primary refractory disease, 10 patients with relapse <12 months and only 1 patient with
relapse >12 months. Platinum based chemotherapy with RICE, RDHAP or RGemOx were the
most common salvage regimens (N=11) with ORR 60% among evaluable patients. 5 patients
received HDT/ASCT with ORR of 80% and CR rate of 80%. Only 1 patient progressed following
ASCT, who had relapsed >12 months after FLT. 9 patients (13%) had high-risk extranodal
disease (EN) such as renal, adrenal or breast sites with 2 patients (11%) developing CNS relapse.
At a median follow up time of 6.5 years, 5-year PFS and OS for the entire cohort was 76% and
96%, respectively. For patients with R/R disease, 5-year PFS and OS was 49% and 84%,
respectively. Conclusions: We report high response rates to platinum-based salvage chemo-
therapy in the rituximab era, even with primary refractory or early relapsed disease. Higher PFS
and OS suggests improved outcomes with HDT/ASCT compared to historical outcomes in R/R
LBCL (SCHOLAR-1). Larger prospective studies are needed to determine whether HDT/ASCT or
CART is the optimal approach in R/R PMBCL. Research Sponsor: None.

Characteristics and treatment in R/R PMBCL.

Female N =10, (63%) N (%)
sIPI 0-1 6, (50%)
2-3 2, (13%)

4-5 (0%)
SLT Platinum based salvage 11, (69%)
HDT/ASCT 6, (50%)

HyperCVAD 2, (13%)

Rituximab + Bendamustine 1, (6%)

*Rituximab + Ibrutinib + IT MTX 1, (6%)

*Rituximab + AraC + RT 1, (6%)

*CNS relapse
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Lacutamab in patients with relapsed and/or refractory mycosis fungoides: Results
from the TELLOMAK phase 2 trial.

Pierluigi Porcu, Martine Bagot, Caroline Ram-Wolff, Youn H. Kim, Auris Huen, Stéphane Dalle, Brian Poligone, Neha Mehta-Shah, Anne Benedicte Duval Modeste,
Pier Luigi Zinzani, Feng Jung Sherida Harriette Woei-A-Jin, Thomas Eigentler, Andrea Combalia, Lubomir Sokol, Maxime Battistella, Alejandro Gru,

Héléne Moins Teisserenc, Julien Viotti, Christine Paiva, Agnes Boyer Chammard; Sidney Kimmel Cancer Center, Thomas Jefferson University, Philadelphia, PA; Hopital
Saint Louis, Université Paris Cité, Inserm U976, Paris, France; Department of Dermatology, Multidisciplinary Cutaneous Lymphoma Program, Stanford University, Stanford,
CA; Department of Dermatology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Dermatology, Hospices Civils de Lyon, Pierre-Bénite,
France; Rochester Skin Lymphoma Medical Group, PLLC, Fairport, NY; Division of Oncology, Department of Medicine, Washington University in St. Louis, St Louis, MO;
Department of Dermatology, CHU de Rouen - Hopital Charles-Nicolle, Rouen, France; Institute of Hematology “Seragnoli”, University of Bologna, Bologna, Italy; Department
of General Medical Oncology, Universitair Ziekenhuis Leuven, Leuven, Belgium; Department of Dermatology, Venerology and Allergology, Charite-Universitaetsmedizin
Berlin, Berlin, Germany; Department of Dermatology, Hospital Clinic de Barcelona, Barcelona, Spain; Department of Malignant Hematology, H. Lee Moffitt Cancer Center
and Research Institute, Tampa, FL; Department of Pathology, Hopital Saint Louis, Université Paris Cité, Inserm U976, Paris, France; Department of Pathology, University of
Virginia School of Medicine, Charlottesville, VA; Hematology Laboratory, Hopital Saint-Louis, AP-HP, Université Paris Cité, INSERM 1160, Paris, France; Innate Pharma,
Marseille, France

Background: Cutaneous T-cell lymphoma (CTCL) is a rare form of non-hodgkin’s lymphoma.
The most common type of CTCL is Mycosis Fungoides (MF) accounting for 50-60% of cases,
while Sezary Syndrome, the leukemic variant of MF accounts for 2-5% of cases. Extracutaneous
involvement occurs mainly in lymph nodes or blood; 25% of patients (pts) are diagnosed at
advanced stage with a 5-year survival of 15-25%. KIR3DL2 is a killer immunoglobulin-like
receptor, expressed in 90% of SS pts, and 50% of MF pts. Lacutamab is a first-in-class
monoclonal antibody designed to specifically deplete KIR3DL2-expressing cells via
antibody-dependent cell-cytotoxicity and phagocytosis. Methods: TELLOMAK is an interna-
tional, open-label, multi-cohort phase 2 trial (NCT03902184). MF pts who had received at least
2 prior systemic therapies were allocated to different cohorts according to KIR3DL2 expression
in skin. Lacutamab 750 mg is administered as an intravenous infusion until disease progression
or unacceptable toxicity. Primary endpoint was Objective Response Rate (ORR) by global
response score based on the evaluation of 4 compartments: skin, blood, lymph nodes and
viscera according to International Consensus criteria (Olsen 2011; sensitivity analysis vs revised
Olsen 2022). Secondary endpoints included other efficacy endpoints, safety, and quality of life.
Here we report data of all MF patients, and according to KIR3DL2 status. Results: At the data
cutoff of October 13, 2023, recruitment was completed, with 107 pts enrolled. Median age was 62
years. Median number of previous systemic lines was 4 (range: 1-14). Median follow-up was
11.8 months (m) (95% CI 9.9-13.8). ORR was 16.8% (CI 10.9, 25.0; Olsen 2011), and 22.4% (CI
15.6, 31.2; Olsen 2022), response in skin and blood was 29.0% (CI 21.2, 38.2) and 40.0% (CI 24.6,
57.7) respectively. Median time to response was 1.0 months and median PFS 10.2m (CI 6.5, 16.8).
Among the KIR3DL2 =1% pts (N=48), ORR was 20.8% (CI 11.7,34.3; Olsen 2011), and 29.2% (CI
18.2, 43.2; Olsen 2022), response in skin and in blood was observed in 33.3% (CI 21.7, 47.5) and
£41.2% (CI 21.6, 64.0) respectively. Median time to response was 1.0 month and median PFS was
12.0 m (CI 5.6, 20.0). Median duration of response was not reached. Grade = 3 Treatment-
related (TR) Treatment-Emergent Adverse events (TEAEs) were observed in 4/107 (3.7%) pts,
serious TR TEAEs were observed in 4/107 (3.7%) pts and 3/107 (2.8%) pts discontinued study
drug due to TR TEAEs. The most common (>10%) TR TEAEs were fatigue (11.2%), nausea
(11.2%), asthenia (10.3%), and arthralgia (10.3%). Conclusions: The data from the heavily pre-
treated MF population enrolled to the TELLOMAK study confirms promising clinical activity of
lacutamab regardless of KIR3DL2 expression, with a favorable safety and tolerability profile.
These data support the further development of lacutamab in an effort to bring improved
treatments to patients with CTCL. Clinical trial information: NCT03902184. Research Sponsor:
INNATE PHARMA.


http://www.clinicaltrials.gov/ct2/show/NCT03902184
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A phase |, first-in-human study of ONO-7018 in patients with relapsed/refractory
non-Hodgkin lymphoma or chronic lymphocytic leukemia.

John C. Byrd, Pierluigi Porcu, Thomas Sundermeier, Takashi Nakada, Takeyuki Iwata, Sergio Prados, Leo |. Gordon; University of Cincinnati, Cincinnati, OH; Sidney Kimmel
Cancer Center, Thomas Jefferson University, Philadelphia, PA; ONO PHARMA USA, INC., Cambridge, MA; Robert H. Lurie Comprehensive Cancer Center, Northwestern
University Feinberg School of Medicine, Chicago, IL

Background: Mucosa-associated lymphoid tissue lymphoma translocation protein 1 (MALT1)
is a key component of the caspase recruitment domain-containing protein 11 (CARD 11)-B-cell
lymphoma/leukemia 10 (BCL 10)-MALT1 signalosome complex, which activates nuclear
factor-kappaB (NF-«B) signaling in response to B-cell-receptor or T-cell-receptor stimula-
tion. Activation of NF-«B signaling promotes survival and proliferation of B-cell lymphoma and
T-cell lymphoma. ONO-7018 is an oral, potent, and selective MALT1 inhibitor that has
demonstrated preclinical efficacy in several lymphoma models (Morishita D, et al. Blood.
2020). Therefore, ONO-7018 has therapeutic potential for non-Hodgkin lymphoma (NHL)
and chronic lymphocytic leukemia (CLL). This study aims to determine the maximum tolerated
dose (MTD) and to evaluate the safety, tolerability, pharmacokinetics, pharmacodynamics, and
efficacy of ONO-7018 as monotherapy in patients with relapsed or refractory NHL or CLL.
Methods: This Phase I, first-in-human, open-label, multicenter study will be done in two
parts, a dose-escalation phase (part 1) and a dose-expansion phase (part 2). An estimated 54
eligible patients will be enrolled. Patients must be adults with relapsed/refractory NHL or CLL
with measurable disease; all acute toxic effects of prior antitumor therapy should be grade =1,
have Eastern Cooperative Oncology Group performance status o to 2; and have adequate bone
marrow, renal, and hepatic function. Exclusion criteria include history of other lymphoid
malignancy, central nervous system involvement, active autoimmune disease, systemic and
active infection, serious or uncontrolled medical disorder, and patient inability to swallow
tablets. ONO-7018 will be administered orally. In part 1, patients will be assigned to a dose level
cohort (=4 dose levels: DL1-DL4) using a 3+3 dose-escalation design. In part 2, patients will be
given the recommended dose level from part 1, following safety review. The primary endpoints
include dose-limiting toxicity, MTD, and treatment-emergent adverse events. Secondary
endpoints include pharmacokinetics, objective response rate, duration of response,
progression-free survival, and overall survival. The study began February 13, 2023, and is
currently recruiting; part 1 is ongoing. Clinical trial information: NCT05515406. Research
Sponsor: Ono Pharmaceutical Co. Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT05515406
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EPCORE FL-2: Phase 3 trial of epcoritamab with rituximab and lenalidomide (R?) vs
chemoimmunotherapy or R? in previously untreated follicular ymphoma.

Kim M. Linton, Philip Thompson, Stefano Luminari, Carla Casulo, Poliana Patah, Lingmin Zeng, JP Mei, Neha Dixit, Daniela Hoehn, Emmanuel Bachy; Manchester Cancer
Research Centre, The Christie NHS Foundation Trust, University of Manchester, Manchester, United Kingdom; Sir Peter MacCallum Cancer Centre Melbourne, Victoria,
Australia; University of Modena and Reggio Emilia, Modena, Italy; James P. Wilmot Cancer Center, University of Rochester Medical Center, Rochester, NY; AbbVie, North
Chicago, IL; Genmab, Plainshoro, NJ; Hépital Lyon Sud, Lyon, France

Background: Follicular lymphoma (FL) is the most common indolent non-Hodgkin lymphoma.
Most patients with advanced-stage FL in need of systemic therapy are treated with an anti-
CD20 monoclonal antibody (eg, rituximab [R] or obinutuzumab [G]) with cyclophosphamide,
doxorubicin, vincristine, and prednisone [CHOP] or bendamustine [benda]). Recent studies
have shown R plus lenalidomide (R?) is a potent FL treatment in the 1L and relapsed or
refractory (R/R) settings and is a promising backbone for combination therapies.
Epcoritamab, a subcutaneous CD3xCD20 bispecific antibody, received breakthrough therapy
designation by the FDA for R/R FL after =2 lines of systemic therapy. In the phase 1/2 trial
(NCT04663347), epcoritamab plus R*> demonstrated high complete response (CR) rates in the
1L and R/R settings. The objective of this trial is to evaluate the safety and efficacy of 1L
epcoritamab plus R? vs CIT in patients with FL. Methods: EPCORE FL-2 (NCT06191744) is a
global, randomized, open-label phase 3 trial. Eligible adult patients must have CD20+ histo-
logically confirmed classic FL (previously grade 1—3A), stage III or IV disease (or bulky stage II),
and in need of systemic treatment by meeting GELF criteria. Approximately 1080 patients will
be randomized to 3 treatment arms (Table). Patients achieving CR or PR upon 6 cycles will move
to epcoritamab on day 1 of cycles 7—-12 (28-day cycles) and 13-21 (56-day cycles). After
120 weeks of treatment, patients will be followed for progression and survival. Dual primary
endpoints will be CR rate at 30 months and progression-free survival in arm A vs arm B. Key
secondary efficacy endpoints include overall survival, minimal residual disease negativity, and
changes in patient-reported outcomes on the physical functioning scale of the European
Organization for Research and Treatment of Cancer Quality of Life-C30 Questionnaire from
baseline to week 25. Safety endpoints include incidence and severity of adverse events (AEs),
including AEs of special interest (cytokine release syndrome, immune effector cell-associated
neurotoxicity syndrome, and clinical tumor lysis syndrome). The study is open for enrollment.
Clinical trial information: NCT06191744. Research Sponsor: This study was funded by AbbVie
and Genmab A/S.

Group Treatment

Arm A Epcor + R? for 6 x 28-d cycles (24 wk); if CR or PR, epcor +

lenalidomide for 6 x 28-d cycles (24 wk); then epcor for 9 x 56-
d cycles (72 wk)

Arm B Investigator’s choice: either G/R-CHOP for 6 x 21-d cycles + 2 x

21-d cycles of G/R (24 wk), or G/R-benda for 6 x 28-d cycles (24
wk); if CR or PR, G/R for 12 x 56-d cycles (96 wk)

Arm C R? for 6 x 28-d cycles (24 wk); if CR or PR, lenalidomide for 12 x

28-d cycles and R every 8 wk, then R for 6 x 56-d cycles (96 wk)



http://www.clinicaltrials.gov/ct2/show/NCT06191744
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Phase 2 open label, multicenter study evaluating CRG-022, a CD22-directed au-
tologous CAR T-cell therapy, in patients (pts) with relapsed/refractory (R/R) large B-
cell ymphoma (LBCL) after CD19-directed CAR T-cell therapy.

Armin Ghobadi, Caron Alyce Jacobson, Joseph McGuirk, Nirali Shah, John Rossi, Tonia Jane Buchholz, Lizamarie Bachier-Rodriguez, John H. Baird,

Catherine S. Diefenbach, Umar Faroog, Francisco J. Hernandez-llizaliturri, Iris Isufi, Krish Patel, Sattva Swarup Neelapu, Craig Steven Sauter, Jay Y. Spiegel,
Michael Timothy Tees, John Timmerman, Ginna Laport, Matthew Joshua Frank; Washington University School of Medicine, St. Louis, MO; Dana-Farber Cancer Institute,
Boston, MA; University of Kansas Medical Center, Westwood, KS; National Institutes of Health, Bethesda, MD; Cargo Therapeutics, San Carlos, CA; CARGO Therapeutics,
San Carlos, CA; The Blood and Marrow Transplant Group of GA, Atlanta, GA; City of Hope, Duarte, CA; Perlmutter Cancer Center, NYU Langone Health, New York, NY;
University of lowa Hospitals and Clinics, lowa City, IA; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Yale University, New Haven, CT; Center for Blood Disorders
and Cellular Therapy, Swedish Cancer Institute, Seattle, WA; The University of Texas MD Anderson Cancer Center, Houston, TX; Cleveland Clinic, Cleveland, OH; University of
Miami, Miami, FL; Colorado Blood Cancer Institute/Sarah Cannon Research Institute, Denver, CO; University of California, Los Angeles Medical Center, Los Angeles, CA;
Stanford University, Stanford, CA

Background: Autologous (auto) CD19-directed CAR T-cell therapy can induce long-term re-
missions for pts with R/R LBCL but approximately 60% will experience disease progression
resulting in poor outcomes (Neelapu, 2023; Zurko, 2023). CRG-022 is a novel CAR T-cell
product targeting CD22, a common B-cell antigen widely expressed in LBCL. Key features of
CRG-022 include a fully human scFv derived from the m971 monoclonal antibody and 4-1BB/
CD3z intracellular signaling domains (Singh, 2021). This CD22 CAR construct was developed at
the National Cancer Institute and was investigated in phase (ph) 1 studies of pediatric/young
adult pts with R/R CD22+ malignancies (Shah, 2020; NCT02315612) and at Stanford University
in adults with R/R LBCL (Baird, 2021; NCT04088890) primarily in pts who received prior CD19-
directed CAR-T therapy. The Stanford ph 1b study reported an overall response rate (ORR) and
complete response rates of 66% and 52%, respectively in 29 pts treated at the recommended
Phase 2 dose (RP2D) of 1x10% CAR+ T cells/kg (Frank, 2023). After a median follow-up of
27.3 months, the median overall survival had not been reached at the RP2D (Su, 2023). At the
RP2D, no grade >3 cytokine release syndrome (CRS), immune-effector cell associated neu-
rotoxicity syndrome (ICANS), or immune effector cell associated hemophagocytic
lymphohistiocytosis-like syndrome (IEC-HS) occurred; two pts (7%) developed grade 2
IEC-HS (Su, 2023; Srinagesh, 2023). Based on these notable results, this potentially pivotal
ph 2 trial has been initiated. Methods: This Phase 2 study will evaluate the safety/efficacy of
CRG-022 at 1x10% CAR+ T cells/kg in pts with R/R LBCL whose disease has progressed after
CD19-directed CAR T-cell therapy. The primary endpoint is ORR according to Lugano response
criteria (Cheson, 2014) by blinded independent review. Adverse events (AEs) are graded per
CTCAE vs5 except with CRS, ICANS, and IEC-HS graded per ASTCT guidelines. Pts with diffuse
large B-cell lymphoma (DLBCL), high grade B-cell lymphoma, DLBCL transformed from
follicular or marginal zone lymphoma, follicular large B-cell lymphoma (FLBL)/FL Grade
3B, and primary mediastinal B-cell lymphoma are eligible. Other eligibility criteria include
adequate hematologic and organ function, and no prior allogeneic stem cell transplant. Pts with
prior treatment to both a CD19-directed auto CAR-T and a bispecific T-cell engaging antibody
are also eligible within a separate cohort. Lymphodepletion with fludarabine 30 mg/m?/day and
cyclophosphamide 500 mg/m?/day for 3 days will be administered ahead of a single infusion of
CRG-022. The study is designed to enroll approximately 123 pts. Study enrollment commenced
in the US in August 2023, with 9 pt infused as of 08 JAN 2024. Clinical trial information:
NCT05972720. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT05972720
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Phase 3 trial evaluating efficacy and safety of odronextamab plus CHOP vs rit-
uximab plus CHOP in previously untreated diffuse large B-cell lymphoma (DLBCL;
OLYMPIA-3).

Matthew Matasar, Burhan Turgut, Benoit Tessoulin, Stéphanie Guidez, Fevzi Altuntas, Nazia Igbal, Manjusha Namuduri, Alice Cao, Nickolas Sophos, Amulya Uppala,
Katherine Kargus, Min Zhu, Siobhan Nolan, Jurriaan Brouwer-Visser, Aafia Chaudhry, Srikanth R Ambati, Hesham Mohamed, David Tucker; Division of Blood Disorders,
Rutgers Cancer Institute of New Jersey and RWJBarnabas Health, and Rutgers Robert Wood Johnson Medical School, New Brunswick, NJ; Namik Kemal Universitesi,
Tekirdag, Turkey; Hematology Department, Nantes University Hospital, Nantes, France; Centre Hospitalier Universitaire (CHU) de Poitiers, Poitiers, France; Dr.
Abdurrahman Yurtaslan Ankara Oncology Training and Research Hospital, Ankara, Turkey; Regeneron Pharmaceuticals, Inc., Tarrytown, NY; Royal Cornwall Hospital, Truro,
United Kingdom

Background: Rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone (R-
CHOP) remains a standard of care first-line (1L) treatment for patients (pts) with DLBCL.
However, poor outcomes persist for certain DLBCL pt subgroups, including those with high-
risk features: activated B-cell-like (ABC) cell of origin (5-yr progression-free survival [PFS]/
overall survival [0S] 48%/56%), MYCand BCL2rearrangements (median OS 15 months), or
International Prognostic Index [IPI] score 4—5 (5-yr PFS/OS 46%)/54%). Improving outcomes
through effective 1L treatment continues to be important, highlighted by the dismal prognosis
in pts who are primary refractory (2-yr OS 24%) or who relapse early after 1L treatment (4-yr
0S 30%). Odronextamab, a CD20xCD3 bispecific antibody, showed encouraging efficacy (ob-
jective response rate 52%; complete response [CR] rate 31%; 47% maintained CR at 2 years) and
generally manageable safety as a monotherapy in pts with heavily pretreated relapsed/
refractory DLBCL, including in pts who were anti-CD20 antibody refractory (Ph 2 ELM-2
study; Ayyappan, et al. ASH 2023). These data provide the rationale to evaluate the efficacy and
safety of odronextamab plus CHOP (O-CHOP) vs R-CHOP in pts with previously untreated
DLBCL. Methods: OLYMPIA-3 (NCT06091865) is a Ph 3, randomized, open-label, multicenter
study of O-CHOP vs R-CHOP in pts with previously untreated DLBCL and intermediate- or
high-risk features. The study consists of Part 1A (dose escalation), Part 1B (dose optimization),
and Part 2 (randomized controlled). Part 1A will assess the safety of O-CHOP. In Part 1B, pts will
be randomized 1:1 to one of two O-CHOP regimens, selected based on Part 1A results. In Part 2,
ptswill be randomized 1:1 to O-CHOP or R-CHOP, with odronextamab dosing dependent on Part
1results, and R-CHOP given per standard practice. Intravenous odronextamab will be admin-
istered weekly from Cycle (C) 1 Day (D) 8 until C5D8, with step-up dosing during C1 and C2, then
every 2 weeks until the end of C6. CHOP will be administered in six 21-day cycles, starting on
CiD1. Key inclusion criteria: aged =18 years; untreated CD20+ DLBCL; ECOG PS =2; and IPI
score =2. Pts with central nervous system lymphoma, Grade =3 peripheral neuropathy, or an
active infection are excluded. The primary endpoints are the incidence of dose-limiting
toxicities, and incidence and severity of treatment-emergent adverse events (Part 1), and
PFS by independent central review (Part 2). Part 2 key secondary endpoints are event-free
survival and CR rate (both by independent central review), as well as OS. Other secondary
endpoints are minimal residual disease (by ctDNA) and patient-reported outcomes (EORTC
QLQ-C30, FACT-LymS, PGIS, PGIC, and EQ-5D-5L). The trial is currently recruiting and is
expected to enroll up to 64 pts in Part 1 and ~840 pts in Part 2 at ~200 global sites. Clinical trial
information: NCT06091865. Research Sponsor: Regeneron Pharmaceuticals, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06091865
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CELESTIAL-TNCLL: An ongoing, open-label, multiregional, phase 3 study of son-
rotoclax (BGB-11417) + zanubrutinib vs venetoclax + obinutuzumab for treatment-
naive (TN) CLL.

Mazyar Shadman, Arnon P. Kater, Jennifer Ann Woyach, Jianyong Li, Talha Munir, Tommi Salmi, Patrick Phuong, Tian Tian, Piers Patten; Fred Hutchinson Cancer Research
Center, Seattle, WA; Department of Hematology, Lymphoma and Myeloma Research Amsterdam, Amsterdam, Netherlands; The Ohio State University Comprehensive
Cancer Center, Columbus, OH; Department of Hematology, the First Affiliated Hospital of Nanjing Medical University, Jiangsu Province Hospital, Nanjing, China; St. James's
Hospital, Leeds Teaching Hospitals NHS Trust, Leeds, United Kingdom; BeiGene International GmbH, Basel, Switzerland; BeiGene USA, Inc, San Mateo, CA; Comprehensive
Cancer Centre, Department of Haematological Medicine, King's College Hospital, London, United Kingdom

Background: The combination of venetoclax (ven), the first-generation BCL2 inhibitor, and
ibrutinib, a BTK inhibitor, has demonstrated efficacy in patients with CLL (Wierda et al. J Clin
Oncol. 2021); however, the toxicity profile of this regimen suggests a need for a more tolerable
BTK/BCL2 inhibitor combination. Sonrotoclax, a next generation BCL2 inhibitor, is a more
selective and more pharmacologically potent inhibitor of BCL2 than venetoclax. In a phase 1
study in patients with TN CLL treated with sonrotoclax + zanubrutinib, efficacy data was
promising with ORR and 1-year progression-free survival (PFS) rates of 100% and deep
responses based on undetectable measurable residual disease at <10~% sensitivity (uMRD4).
The most common grade =3 TEAE was neutropenia, and no tumor lysis syndrome or cardiac
toxicity was observed (Tam et al. Blood. 2023). Zanubrutinib, a next-generation BTK inhibitor,
significantly improved PFS and had a more tolerable safety profile, including fewer cardiac
adverse events vs ibrutinib in a randomized, head-to-head study of patients with CLL/SLL
(Brown et al. N Engl J] Med. 2023). Presented here is the design of a phase 3 trial aimed at
comparing the efficacy of sonrotoclax + zanubrutinib vs ven + obinutuzumab (obi) in patients
with TN CLL. Methods: CELESTIAL-TNCLL (BGB-11417-301; NCT06073821) is a randomized,
open-label, phase 3 study. Eligible patients must have previously untreated CLL that requires
treatment per 2018 iwCLL criteria, measurable disease by CT/MRI, an ECOG performance score
of 0-2, and adequate hematologic and organ function. Approximately 640 patients will be
randomized 1:1 to receive either 3 cycles of zanubrutinib monotherapy (320 mg total daily dose,
orally), followed by zanubrutinib + sonrotoclax for 12 cycles, or standard ven + obi treatment for
12 cycles. Randomization will be stratified by age (<65 vs =65 years) and IGHV and del(17p)/
TP53 mutation status. The primary endpoint is PFS as assessed by independent review com-
mittee (IRC) according to 2018 iwCLL guidelines with modifications for treatment-related
lymphocytosis for patients with CLL (Cheson et al. 2012). Key secondary endpoints include
complete response rate (CRR), defined as CR or CR with incomplete hematopoietic recovery,
assessed by IRC; rates of uMRD4 in bone marrow and peripheral blood at the first post-
treatment follow-up visit based on next-generation sequencing by clonoSEQ; and overall
survival. Other secondary endpoints include PFS as assessed by investigator (INV); CRR by
INV; rate of uMRD4 based on flow cytometry; overall response rate by IRC and INV; duration of
response by IRC and INV; patient-reported outcomes; and safety and tolerability. Recruitment
is ongoing. Clinical trial information: NCT06073821. Research Sponsor: BeiGene, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06073821
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BELLWAVE-011: Phase 3 randomized trial of nemtabrutinib versus ibrutinib or
acalabrutinib in untreated chronic lymphocytic leukemia/small lymphocytic

lymphoma.

Tamar Tadmor, Toby A. Eyre, Ohad Benjamini, Arvind Chaudhry, Juan Shen, Siyang Leng, Mohammed Z.H. Farooqui, David Lavie; Haematology Unit, Bnai Zion Medical
Center, Haifa, Israel; Oxford Cancer and Haematology Centre, Churchill Hospital, Oxford, United Kingdom; Department of Hematology & BMT, Chaim Sheba Medical Center,

Tel Aviv, Israel; Summit Cancer Center, Spok, WA; Merck & Co., Inc., Rahway, NJ; Hadassah Medical Center, Jerusalem, Israel

Background: Bruton tyrosine kinase (BTK) inhibitors have significantly improved survival in
patients (pts) with chronic lymphocytic leukemia (CLL). Nemtabrutinib is a reversible non-
covalent inhibitor of wild-type and C481-mutated BTK that has shown promising antitumor
activity in pts with CLL (Woyach JA et al. Cancer Discovery 2023). In this ongoing trial, we
evaluate the efficacy and safety of nemtabrutinib versus investigator’s choice of ibrutinib or
acalabrutinib in pts with untreated CLL/small lymphocytic lymphoma (SLL) requiring therapy
(NCT06136559). Methods: This randomized, open-label, parallel group, active-controlled
phase 3 trial will enroll approximately 1200 pts aged =18 years. Eligible pts will have confirmed
CLL/SLL with active disease based on the IWCLL criteria, which include one of the following: 1)
progressive marrow failure or lymphocytosis, 2) massive, progressive, or symptomatic spleno-
megaly or lymphadenopathy, 3) autoimmune complications, 4) extranodal involvement, or 5)
disease-related symptoms. The study will enroll patients who are treatment naive, with an
ECOG performance status 0-2, adequate organ function, and provide blood, bone marrow, and/
or a lymph node sample. Pts are excluded if they have Richter Transformation, central nervous
system (CNS) involvement by CLL/SLL, an active second malignancy, or a severe bleeding
disorder. Pts will be randomized 1:1 to receive oral nemtabrutinib 65 mg QD, or investigator’s
choice of oral ibrutinib 420 mg QD or acalabrutinib 100 mg BID. Randomization will be stratified
by TP53aberration, clinical stage, investigator’s choice of comparator, and region. Treatment
will continue on both arms until unacceptable toxicity, disease progression, or withdrawal.
Disease response assessments by physical examination, constitutional symptoms, imaging,
and evaluation of blood and bone marrow will be performed Q12W up to week 97, and Q24W
thereafter. Primary efficacy endpoints are objective response (OR) and progression free survival
(PFS) by BICR per iwCLL 2018 criteria. Secondary endpoints are overall survival (0S), duration of
response (DOR) by BICR per iwCLL 2018, and safety. OR will be tested via a non-inferiority
comparison, while PFS and OS will be tested for superiority. Adverse events will be monitored
throughout the trial and graded per NCI CTCAE v5.0 and iwCLL scales. Enrollment in this trial is
ongoing. Clinical trial information: NCT06136559. Research Sponsor: Merck Sharp & Dohme
LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA; N/A.


http://www.clinicaltrials.gov/ct2/show/NCT06136559
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BELLWAVE-010: A phase 3 study of nemtabrutinib plus venetoclax versus ven-
etoclax plus rituximab (VR) in previously treated patients (pts) with relapsed/
refractory (R/R) chronic lymphocytic leukemia (CLL)/small lymphocytic lym-
phoma (SLL).

Muhit Ozcan, David Lavie, Arvind Chaudhry, Xuan Zhou, Ima Paydar, Mohammed Z.H. Farooqui, Paolo Ghia; Ankara University School of Medicine Department of
Hematology, Ankara, Turkey; Hadassah Medical Center, Jerusalem, Israel; Summit Cancer Centers, Spokane Valley, WA; Merck & Co., Inc., Rahway, NJ; Universita Vita-
Salute San Raffaele and IRCCS Ospedale San Raffaele, Milan, Italy

Background: VR is a standard of care option for pts with CLL/SLL who have relapsed after =1
line of prior therapy. However, there is an unmet need for more effective treatments. Bruton
tyrosine kinase (BTK) plays an important role in the pathogenesis of CLL. Nemtabrutinib is a
BTK inhibitor that targets both wild type and C481-mutant forms of BTK. In the ongoing
BELLWAVE-001 study, nemtabrutinib demonstrated manageable safety and durable antitumor
activity in pts with R/R CLL/SLL with and without C481 mutations. The randomized, open-label,
phase 3 BELLWAVE-010 study (NCT05947851) is designed to evaluate the efficacy and safety of
nemtabrutinib + venetoclax versus VR as second-line or later treatment for pts with R/R CLL/
SLL. Methods: Eligible pts are aged =18 years with active R/R CLL/SLL after =1 prior therapy per
iwCLL 2018 criteria and an ECOG PS of 0-2. Approximately 720 pts will be enrolled in 2 parts.
Part 1 is an open-label, nonrandomized dose escalation and confirmation phase to evaluate
safety and determine the optimal dose of nemtabrutinib + venetoclax. Part 1 will enroll 30 pts to
establish the dose of nemtabrutinib using a modified toxicity probability interval design. Pts
will receive nemtabrutinib at 2 dose levels (45 mg PO QD starting dose, escalating to 65 mg PO
QD) for 28 days, followed by nemtabrutinib + venetoclax (20-400 mg PO QD ramp up over
4 weeks). Part 2 is an open-label, parallel-group, randomized phase comparing the efficacy and
safety of nemtabrutinib + venetoclax with VR. In part 2, approximately 690 pts will be randomly
assigned 1:1 to receive either nemtabrutinib at the recommended dose for 28 days followed by
the nemtabrutinib + venetoclax or venetoclax + rituximab (or rituximab biosimilar; 375 mg/m?
at week 6, followed by 500 mg/m? every 4 weeks starting at week 10 until week 26 [total 6
doses]). Study treatment will continue for approximately 2 years or until unacceptable toxicity,
disease progression, or other discontinuation criteria are met. Randomization will be stratified
by BTK-C481 mutation status (detected vs not detected), geographic region (US/Canada vs
Europe vs rest of world) and risk (high risk [del(17p) and/or TP53-mutated and/or IGHV-
unmutated] vs low risk [absence of high-risk factors]). The primary end point for part 2 is
progression-free survival by blinded independent central review (BICR) per iwCLL 2018 criteria.
Secondary end points for part 2 are undetectable minimal residual disease in bone marrow at
month 14 by central laboratory assessment, objective response rate (ORR), and duration of
response by BICR per iwCLL 2018 criteria, overall survival, and safety. Exploratory end points
are ORR including partial response with lymphocytosis, pharmacokinetics, and health-related
quality of life. Recruitment is ongoing. Clinical trial information: NCT05947851. Research
Sponsor: Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.


http://www.clinicaltrials.gov/ct2/show/NCT05947851
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BGB-11417-203: An ongoing, phase 2 study of sonrotoclax (BGB-11417), a next-
generation BCL2 inhibitor, in patients with Waldenstrom macroglobulinemia.

Hui-Peng Lee, Stephen Opat, John Hrom, David S. Kliman, Paula Marlton, Peng Liu, Chenmu Du, Amber Lussier, Jun Zhang, Haiyi Guo, Steven P. Treon; Flinders Medical
Centre, Bedford Park, SA, Australia; Lymphoma Research Group, School of Clinical Sciences at Monash Health, Monash University, Clayton, VIC, Australia; Hattiesburg
Clinic, Hattiesburg, MS; Genesis Care North Shore, St Leonards, NSW, Australia; Princess Alexandra Hospital and University of Queensland, Brishane, QLD, Australia;
Affiliated Zhongshan Hospital of Fudan University, Shanghai, China; BeiGene (Beijing) Co, Ltd, Beijing, China; BeiGene USA, Inc, San Mateo, CA; BeiGene (Beijing) Co, Ltd,
Shanghai, China; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA

Background: Bruton tyrosine kinase (BTK) inhibitors and anti-CD20 antibody-based systemic
therapy are included within the preferred treatment algorithms for Waldenstrém macroglob-
ulinemia (WM). However, to date, no treatments have been approved for patients with WM that
is refractory to both BTK inhibitors and anti-CD20 therapy. Venetoclax, the first-generation
BCL2 inhibitor, has demonstrated clinical activity in patients with relapsed/refractory (R/R)
WM (Castillo et al. J Clin Oncol. 2022), but it has no regulatory approvals in WM. Sonrotoclax, a
next generation BCL2 inhibitor, is more selective and a more pharmacologically potent in-
hibitor of BCL2 than venetoclax. In a phase 1 trial, sonrotoclax monotherapy was well tolerated
at all dose levels tested up to 640 mg and showed promising evidence of antitumor activity in
patients with R/R WM (Soumerai et al. Blood. 2022). Based on the data from these earlier
studies, a phase 2 study of sonrotoclax monotherapy in patients with WM has been initiated and
is currently recruiting. Methods: BGB-11417-203 (NCT05952037) is an open-label, interna-
tional, phase 2 study. Eligible patients have histologically confirmed WM that is R/R to both BTK
inhibitor therapy and anti-CD20—-based systemic therapy combined with chemotherapy or a
proteasome inhibitor (PI; Cohort 1); R/R to anti-CD20-based systemic therapy combined with
chemotherapy or a PI and who are intolerant to BTK inhibitor therapy (Cohort 2); or R/R to a
BTK inhibitor and who are unsuitable for chemoimmunotherapy (Cohort 3). Patients who have
received previous treatment with a BCL2 inhibitor are ineligible. Approximately 85 patients will
be enrolled across cohorts and will receive sonrotoclax until disease progression, death, un-
acceptable toxicity, patient withdrawal, loss to follow-up, or study termination. The primary
endpoint is major response rate (MRR; defined as partial response or better) in Cohort 1 per
IWWM-11 criteria, as assessed by independent review committee (IRC). Key secondary end-
points include MRR assessed by investigator (INV) in Cohort 1 and by IRC and INV in both
Cohorts 2 and 3; overall response rate, duration of response, and progression-free survival by
IRC and INV; overall survival; and safety and tolerability. Patient recruitment is ongoing in
Australia, the US, China, and Europe. Clinical trial information: NCT05952037. Research
Sponsor: BeiGene, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT05952037
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A first-in-human study of the potent and highly selective BTK degrader ABBV-101 in
patients with relapsed/refractory B-cell malignancies.

Elise A. Chong, Junichiro Yuda, Koji Izutsu, Luke Benjamin Fletcher, Wissam Assaily, Mohammad Sahtout, Mohamed Badawi, John M. Burke, James P. Dean,
Claudina Stevenson, Christine Will, William G. Wierda; Lymphoma Program, Division of Hematology-Oncology, Department of Medicine, Hospital of the University of
Pennsylvania, Philadelphia, PA; National Cancer Center Hospital East, Kashiwa-Shi, Japan; National Cancer Center Hospital, Tokyo, Japan; Willamette Valley Cancer
Institute and Reserach Center, Eugene, OR; AbbVie Inc., North Chicago, IL; US Oncology Hematology Research Program, US Oncology Research and Rocky Mountain
Cancer Centers, Aurora, CO; AbbVie, North Chicago, IL; Department of Leukemia, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Bruton tyrosine kinase (BTK) is a clinically validated target with an integral role in
the proliferation and survival of neoplastic cells in several B-cell malignancies. Inhibitors of
BTK, such as ibrutinib, have revolutionized the treatment landscape for B-cell malignancies.
However, long-term use can lead to disease progression and clinical resistance associated with
mutations in BTK. ABBV-101 is a reversible BTK degrader. By preclinical kinome profiling,
ABBV-101 has demonstrated high selectivity with the potential for best-in-class AE profile.
ABBV-101 has also shown potent activity against BTK wildtype and multiple therapy-resistant
mutant forms. Degradation eliminates BTK scaffolding and enzymatic functions, which has led
to deeper, more durable responses vs covalent and reversible BTKi in animal models (Pan C,
et al. ASH 2023). Herein, we describe the first-in-human study of ABBV-101 monotherapy in
patients with relapsed/refractory B-cell NHL. Methods: This international phase 1, open-label,
multicenter study (NCT05753501) is evaluating the safety, tolerability, pharmacokinetics (PK),
and preliminary efficacy of ABBV-101. Eligible patients(=18 years) have measurable disease,
received =2 prior systemic therapies, and have no available therapies known to provide clinical
benefit.Primary objectives are to characterize safety and tolerability of ABBV-101; secondary
objectives are to evaluate PK and preliminary efficacy. The study is conducted in 2 parts: dose
escalation (part 1) and dose expansion (part 2). Part 1 aims to establish the maximum
administered dose and maximum tolerated dose of ABBV-101 guided by a Bayesian optimal
interval design; additional patients may be enrolled to a previous dose level to further explore
safety, PK, and efficacy. Patients with WHO-defined chronic lymphocytic leukemia (CLL)/small
lymphocytic lymphoma (SLL), diffuse large B-cell lymphoma (DLBCL), mantle cell lymphoma,
follicular lymphoma, marginal zone lymphoma, lymphoplasmacytic lymphoma (including
Waldenstrom macroglobulinemia), and transformed indolent NHL (including Richter’s trans-
formation) are eligible. Part 2 will further characterize the safety and preliminary efficacy of
ABBV-101; patients diagnosed with CLL/SLL (up to 3 dose cohorts) and non-germinal center
DLBCL (1 cohort) are being enrolled. ABBV-101 is administered orally until disease progression,
intolerable toxicity, or other study discontinuation criteria are met. Safety assessments include,
but are not limited to, AEs, clinical laboratory parameters, vital signs, and ECG. Response
evaluations are performed per disease-specific response criteria at screening and every 8 weeks
(1st year), 3 months (2nd year), or 4 months (3rd year onward) until progressive disease.
Enrollment is ongoing with active sites in the US and Japan. Clinical trial information:
NCT05753501. Research Sponsor: AbbVie; n/a.


http://www.clinicaltrials.gov/ct2/show/NCT05753501
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First-line treatment of follicular lymphoma (FL) with golcadamide, rituximab +/-
nivolumab: An umbrella randomised phase 2 investigator-led study.

Geoffrey Chong, Jodie Palmer, Allison Barraclough, Leonid Churilov, Colm Keane, Sze Ting Lee, Denise Lee, Sumita Ratnasingam, Charmaine Smith, Eliza Anne Hawkes;
Grampians Health, Ballarat, Australia; Olivia Newton-John Cancer Wellness & Research Centre, Heidelberg, Australia; Fiona Stanley Hospital, Perth, Australia; The
University of Melbourne, Melbourne, Australia; Frazer Institute, University of Queensland, Brisbane, QLD, Australia; Department of Molecular Imaging and Therapy, Austin
Health and University of Melbourne; Olivia Newton-John Cancer Research Institute and La Trobe University, Melbourne, Australia; Eastern Health, Box Hill, VIC, Australia;
Barwon Health, University Hospital Geelong, Geelong, Australia; Austin Health, Heidelberg, Australia

Background: The most common therapy FL pts receive remains chemotherapy which yields
high efficacy but also significant toxicity.(Marcus 2017, Rummel 2013). FL pts are largely aged
over 65 and may require treatment multiple times over their disease course thus novel regimens
which enhance efficacy and minimise toxicity are highly desirable. FL patient (pt) outcomes are
influenced by tumor microenvironment composition and manipulation with immunotherapy.
TIkaros and Aiolos, key cell development and homeostasis transcription factors are upregulated
in FL. Cereblon-modulating compounds (CELMoDs) such as golcadomide (G) promote deg-
radation of these with demonstrated efficacy alone or with rituximab (R) in FL (responses-
ORR- upto 75% in heavily pre-treated FL pts) (Morschhauser 2018, Michot 2021). We reported
favourable efficacy of nivolumab (N) a PD1 inhibitor plus R in 1L treatment of FL (ORR 92%
complete response CR 54%). (Hawkes 2021).This study (‘TOP-FLOR’; NCT05788081) builds on
these findings and potential immunomodulatory synergy to explore the efficacy and safety of R
+ G, anovel CELMoD +/- N in treatment-naive advanced stage FL pts. Methods: This is an open
label multicentre umbrella Bayesian Optimal randomised Phase 2 trial (n=40). Eligibility in-
cludes: age >18 years, treatment-naive, stage II-IV, low grade FL, ECOG 0-2. Pts from 5
Australian sites are randomised 1:1 to receive 8 cycles of R-G +/-N 8 cycles of 28 days (D) each as
follows: Arm A; R 375 mg/m2 IV D1 + G 0.4 mg orally D1- 14; Arm B; R-G as above +N 480mg IV
D1. All pts in partial response (PR) or CR post cycle 8 receive 8 doses of 12-weekly R main-
tenance. The primary endpoint (EP) is CR rate post induction in the absence of prohibitive
toxicity (CTCAE V5.0). Secondary EP are overall toxicity, ORR (as per Lugano criteria), time to
treatment failure, progression free survival, overall survival. Exploratory EP include: pt re-
ported outcomes, PET radiomics, laboratory biomarkers. Study assessments include safety
assessments every cycle until D28 post final study drug delivery. Response assessments (PET/
CT), pt reported outcomes & biomarker bloods are performed at baseline, post cycles 2, 5 & 8,
then 6 monthly during R maintenance. Futility analysis occurs after 11 pts are recruited to each
arm with < 7 pts achieve the primary EP. Treatment arms will not be formally compared.
Kaplan-Meier analysis will be used to report survival probabilities. This trial received IRB
approval on 14 July 2023 (HREC/88597/Austin-2023). To date 15 pts have been randomised.
Clinical trial information: NCT05788081. Research Sponsor: Bristol Myers Squibb.


http://www.clinicaltrials.gov/ct2/show/NCT05788081
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Phase 3 trial evaluating the efficacy and safety of odronextamab versus standard-
of-care (SOC) therapy in relapsed/refractory (R/R) aggressive B-cell non-Hodgkin
lymphoma (B-NHL; OLYMPIA-4).

Eliza Anne Hawkes, Tae Min Kim, Eva Maria Donato Martin, Amanda Nufiez-Garcia, Geoffrey Chong, Manjusha Namuduri, Ashish Risal, Yuan Cheng, Dina M Flink, Min Zhu,
Siobhan Nolan, Jurriaan Brouwer-Visser, Aafia Chaudhry, Srikanth R Ambati, Hesham Mohamed, Seok-Goo Cho; School of Public Health & Preventative Medicine, Monash
University, Melbourne, Australia; Seoul National University Hospital, Seoul, South Korea; Hospital Universitario Doctor Peset, Valencia, Spain; Hospital Virgen de las Nieves,
Granada, Spain; Olivia Newton-John Cancer Wellness & Research Centre, Heidelberg, Australia; Regeneron Pharmaceuticals, Inc., Tarrytown, NY; Seoul St. Mary's Hospital,
College of Medicine, The Catholic University of Korea, Seoul, South Korea

Background: Approximately 30—40% of patients (pts) with high-risk, aggressive B-NHL are
refractory to or relapse after first-line chemoimmunotherapy. Although autologous stem cell
transplantation (ASCT) and chimeric antigen receptor (CAR) T-cell therapies are available in
the second line, access, eligibility, tolerability, and cost pose limitations for pts, and there
remains a need for well-tolerated, effective off-the-shelf therapies in this setting.
Odronextamab, a CD20xCD3 bispecific antibody, demonstrated encouraging clinical activity
(complete response [CR] rate 31.5%; median duration of CR 17.9 months) and a generally
manageable safety profile as monotherapy in pts with heavily pretreated R/R diffuse large B-
cell lymphoma (DLBCL) in the Phase 2 ELM -2 study (Ayyappan, et al. ASH 2023). This study will
evaluate odronextamab versus SOC treatment in pts with DLBCL who have relapsed early
(within 1 year) or were refractory to first-line therapy. Methods: OLYMPIA-4 (EudraCT 2022-
502783-21-00) is a Phase 3, randomized, open-label, multicenter study of odronextamab
versus SOC in pts with previously treated aggressive B-NHL. Odronextamab will be adminis-
tered intravenously in 21-day cycles, with step-up dosing during Cycle (C) 1 to mitigate the risk
of cytokine release syndrome, at 160 mg on Days 1, 8, and 15 of C2—4, then as maintenance at
320 mg Q2W until one year from the start of treatment, progressive disease, or death.
Treatment in the SOC arm consists of physician’s choice of salvage therapy with intent to
proceed to ASCT. SOC regimens are: ifosfamide, carboplatin, and etoposide (ICE); dexameth-
asone, cisplatin, and cytarabine (DHAP); or gemcitabine, dexamethasone, and cisplatin (GDP),
+ rituximab. Pts will receive up to three 21-day cycles of salvage therapy, followed by ASCT. Pts
without an optimal response to salvage therapy or ASCT may cross over to receive one year of
odronextamab treatment. Key inclusion criteria: =18 years of age; aggressive B-NHL that is
primary refractory or relapsed within one year of first-line treatment initiation; intent to
proceed to ASCT; measurable disease; ECOG performance status 0—1; and adequate organ and
hematologic function. Pts with central nervous system lymphoma or active infection are
excluded. The primary endpoint is event-free survival, as assessed by independent central
review. Key secondary endpoints are progression-free survival, best overall response, and
change from baseline in physical function, as measured by EORTC QLQ-C30. Other secondary
endpoints include CR rate, duration of response, overall survival, minimal residual disease,
pharmacokinetics, and incidence and severity of treatment-emergent adverse events. The trial
is currently recruiting and is expected to enroll ~216 pts at ~200 global sites. Clinical trial
information: 2022-502783-21-00. Research Sponsor: Regeneron Pharmaceuticals, Inc.
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Phase 3 trial of odronextamab plus lenalidomide versus rituximab plus lenalidomide
in relapsed/refractory (R/R) follicular ymphoma (FL) and marginal zone lymphoma
(MZL; OLYMPIA-5).

Umberto Vitolo, Michele Merli, Lalita Norasetthada, Timothy Robert Wassenaar, Eva Maria Donato Martin, Sabela Bobillo, Biyi Shen, Dina M Flink, Min Zhu,
Soujanya Chandrasekharan, Jurriaan Brouwer-Visser, Aafia Chaudhry, Hesham Mohamed, Srikanth R Ambati, Raul Cordoba; Candiolo Cancer Institute, FPO-IRCCS, Turin,
Italy; Ospedale di Circolo e Fondazione Macchi, Varese, Italy; Division of Hematology, Department of Internal Medicine, Faculty of Medicine, Chiang Mai University, Chiang
Mai, Thailand; ProHealth Care, Waukesha, WI; Hospital Universitario Doctor Peset, Valencia, Spain; Regeneron Pharmaceuticals, Inc., Tarrytown, NY; Fundacion Jimenez
Diaz University Hospital, Health Research Institute 11S-FJD, Madrid, Spain

Background: FL and MZL are indolent B-cell non-Hodgkin lymphomas (B-NHLs) that are
treated in a similar way in the R/R setting. Despite the efficacy of rituximab—lenalidomide (R2)
in patients (pts) with R/R FL, and MZL to a lesser extent, a notable proportion fail to achieve an
optimal, durable response. Odronextamab is an off-the-shelf, CD20xCD3 bispecific antibody.
In the Phase (Ph) 1 ELM-1 study, odronextamab monotherapy showed antitumor activity and a
generally manageable safety profile across R/R B-NHL subtypes, including FL and MZL
(Bannerji, et al. Lancet Haematol 2022). In the Ph 2 ELM-2 study, odronextamab elicited an
objective response rate of 80% and complete response (CR) rate of 73% in pts with heavily
pretreated R/R FL (Villasboas, et al. ASH 2023). The rate of treatment-related adverse events
leading to treatment discontinuation was 7.8%. These positive data support the evaluation of
odronextamab in R/R FL and MZL in earlier lines of therapy. Combining odronextamab with
lenalidomide has the potential to improve efficacy in the R/R setting compared with R2.
Methods: OLYMPIA-5 (NCT'06149286) is a Ph 3, open-label, randomized study of odronexta-
mab plus lenalidomide versus R2 in pts with R/R FL and MZL. The study consists of Part 1 (safety
run-in) followed by Part 2 (randomization). In Part 1, odronextamab and lenalidomide will be
administered for 12x28-day cycles or until relapse, progressive disease, withdrawal of consent,
or unacceptable toxicity. Odronextamab IV infusion will be administered in a step-up regimen
during Cycle (C) 1 to mitigate the risk of cytokine release syndrome, followed by full dose
starting from C1 Day 22. In Part 2, pts will be randomized 1:1 to receive 12 cycles of odronexta-
mab plus lenalidomide, or R2 for the first 5 cycles followed by lenalidomide monotherapy for
C6—12 per standard schedule (Leonard, et al. J Clin Oncol 2019). Key inclusion criteria: aged =18
years; histologically confirmed FL Grade 1—3a or MZL (nodal, splenic, or extra nodal) that is
refractory or relapsed after =2 cycles of prior systemic therapy that included =1 anti-CD20
antibody; measurable disease; ECOG PS 0-2; and adequate organ function. Pts with central
nervous system (CNS) lymphoma, history of or current relevant CNS pathology, histological
evidence of transformation to high-grade or diffuse large B-cell lymphoma, and prior use of
lenalidomide or any CD20xCD3 bispecific antibody within the past 6 months are excluded. The
Part 2 primary endpoint is progression-free survival as assessed by independent central review.
Key secondary endpoints are CR, best overall response, and overall survival. Minimal residual
disease (by ctDNA) analysis is an exploratory endpoint. The trial is currently recruiting and is
expected to enroll approximately 24—48 pts in Part 1 and 422 pts in Part 2 (352 R/R FL; 70 R/R
MZL) at ~200 global sites. Clinical trial information: NCT06149286. Research Sponsor: Regen-
eron Pharmaceuticals, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06149286
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A phase 1/2, open-label, multicenter trial investigating the safety, tolerability, and
preliminary antineoplastic activity of IPH6501, a first-in-class NK cell engager, in
patients with relapsed and/or refractory CD20-expressing non-Hodgkin lymphoma.

Lorenzo Falchi, Patricia Walker, Peter Presgrave, Gareth P. Gregory, Delphine Marie, A.J. Leyco, Olivier Demaria, Frangois Le Floch, Wouter Hanekom, Cecile Bonin,
Carine Paturel, Sonia Quaratino; Memorial Sloan Kettering Cancer Center, New York, NY; Peninsula Health and Peninsula Private Hospital, Melbourne, VIC, Australia;
Wollongong Hospital, Wollongong, Australia; School of Clinical Sciences at Monash Health, Monash University, Melbourne, VIC, Australia; Innate Pharma, Marseille, France;
Innate Pharma, Marseille, CA, France

Background: The therapeutic landscape for relapsed and/or refractory B-cell non-Hodgkin
lymphoma (B-NHL) is evolving to include targeted T-cell based immunotherapies. However,
there remains an unmet medical need for patients who are refractory to, relapsing from, or are
ineligible for these therapies. Leveraging natural killer (NK) cells emerges as a promising
strategy, as demonstrated in a Phase 1 study with IPH6101/SAR’579 in R/R AML (Stein, ASCO
2023; Bajel, ASH 2023), and offers a novel approach that could complement or provide an
alternative to T-cell therapies. IPH6501 is a first-in-class tetraspecific antibody-based NK cell
engager that simultaneously targets the CD16a and NKp46 receptors on NK cells and CD20 on
B-NHL cells. It also includes an engineered IL-2 variant designed with mutations to avoid
binding to CD25 (IL-2Ra), limiting Treg activation and potential IL-2 related side effects,
whilst inducing NK proliferation. In preclinical animal models, IPH6501 boosted NK cell pro-
liferation and activation, and CD20+ target cell elimination in peripheral blood and tissues, at
well-tolerated doses. In samples obtained from R/R B-NHL patients, IPH6501 demonstrated
greater killing efficacy compared to a CD3xCD20 T-cell engager, and yet lower cytokine
secretion, suggesting a potentially safer profile. Methods: This is a global first-in-human,
multicenter, open-label Phase 1/2 study to evaluate the safety profile (DLTs and MTD),
tolerability according to NCI-CTCAE v5.0 and to determine the RP2D of IPH6501 for patients
with B-NHL (NCT06088654). Secondary objectives are to characterize the pharmacokinetic
profile and evaluate the immunogenicity of IPH6501. Eligible subjects are aged =18 years with
advanced, histologically confirmed, CD20+ B-NHL with an ECOG PS =2, and without estab-
lished alternative therapy. Subjects must have received =2 prior systemic therapies which may
have included astem cell transplant or CAR-T cell therapy. The Phase 1 part of the study will
consist of a dose escalation part which will follow a3+3 design to determine the MTD or the
highest dose to be tested as defined in protocol if the MTD has not been reached, and a dose
assessment part to randomize =2 dose levels to determine the RP2D. The Phase 2 part will enroll
one or more cohorts of selected B-cell NHL subtypes to be determined at a later stage. Up to 184
subjects will be enrolled, and the study is open in the United States, Australia and Europe.
Clinical trial information: NCT06088654. Research Sponsor: Innate Pharma.


http://www.clinicaltrials.gov/ct2/show/NCT06088654
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Phase 3 trial evaluating the efficacy and safety of odronextamab versus in-
vestigator's choice in previously untreated follicular lymphoma (OLYMPIA-1).

Ruemu Ejedafeta Birhiray, Stefano Luminari, Tae Min Kim, Miinci Yagci, Timothy Robert Wassenaar, Ashish Risal, Manjusha Namuduri, Jingxian Cai, Bertha Fearon-Chalet,
Min Zhu, Sushmita Mukherjee, Jurriaan Brouwer-Visser, Aafia Chaudhry, Hesham Mohamed, Srikanth R Ambati, Umberto Vitolo; Hematology Oncology of Indiana/
American Oncology Network, Indianapolis, IN; Division of Hematology, Azienda Unita Sanitaria Locale-IRCCS, Reggio Emilia, Italy; Seoul National University Hospital, Seoul,
South Korea; Gazi Universitesi Tip Fakiiltesi, Ankara, Turkey; ProHealth Care, Waukesha, WI; Regeneron Pharmaceuticals, Inc., Tarrytown, NY; Candiolo Cancer Institute,
FPO-IRCCS, Turin, Italy

Background: Follicular lymphoma (FL) is an incurable disease in which patients will relapse
despite the effectiveness of first-line (1L) rituximab-based chemoimmunotherapy (CIT), in-
dicating the need for alternative 1L treatments that can deepen and prolong response. Odro-
nextamab, an off-the-shelf, CD20xCD3 bispecific antibody, showed compelling efficacy and
generally manageable safety as a monotherapy at 3L+ for patients with relapsed/refractory (R/
R) FL in the Phase 2 ELM-2 study (Villasboas, et al. ASH 2023). Objective and complete response
(CR) rates were 80% and 73%, respectively, median duration of response was 22.6 months,
median progression-free survival (PFS) was 20.7 months, and median overall survival was not
reached. The rate of treatment-related adverse events leading to treatment discontinuation
was 7.8%. The activity of odronextamab monotherapy in this heavily pretreated R/R FL
population, including among patients with rituximab-refractory disease, provides a strong
rationale for developing odronextamab as a chemotherapy-free option that can improve long-
term outcomes in 1L. Methods: OLYMPIA-1 (NCT06091254) is a Phase 3, randomized, open-
label, multicenter study of odronextamab versus investigator’s choice of CIT (R-CHOP, R-CVP,
or R-bendamustine) in patients with previously untreated FL. The study consists of Part 1
(safety run-in), followed by Part 2 (randomization). In Part 1, patients will receive six 21-day
cycles (induction) of intravenous odronextamab, administered in a step-up regimen during
Cycle (C) 1to mitigate the risk of cytokine release syndrome, followed by full dose starting from
C2. Patients with CR or partial response at the end of induction will receive 12 doses of
odronextamab maintenance given Q8W. In Part 2, patients will be randomized 1:1 to receive
induction of six cycles of odronextamab followed by odronextamab maintenance, or CIT
followed by rituximab maintenance. Key inclusion criteria: aged =18 years; CD20+ FL Grade
1-3a, stage II bulky or stage III/IV; measurable disease; and ECOG performance status 0—2.
Patients with central nervous system lymphoma or histological Grade 3b are excluded. The Part
2 primary endpoint is CR at 30 months (CR30) as assessed by independent central review. Key
secondary endpoints include PFS, event-free survival, investigator-assessed CR30, and
patient-reported outcomes. Biomarkers (including minimal residual disease by ctDNA) will
be evaluated as exploratory endpoints. This trial is currently recruiting and is expected to enroll
~12—32 patients in Part 1 and ~446 patients in Part 2 at ~200 global sites. Clinical trial
information: NCT06091254. Research Sponsor: Regeneron Pharmaceuticals, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06091254

HEMATOLOGIC MALIGNANCIES—LYMPHOMA AND CHRONIC LYMPHOCYTIC LEUKEMIA
TPS7097 Poster Session

LOTIS-5: An ongoing, phase 3, randomized study of loncastuximab tesirine with
rituximab (Lonca-R) versus immunochemotherapy in patients with R/R DLBCL.

Michal Kwiatek, Carmelo Carlo-Stella, Andrzej Urban, Andrew Niewiarowski, Lugiang Wang, Mehdi Hamadani; Centrum Medyczne Pratia Poznan, Skorzewo, Poland;
Department of Biomedical Sciences, Humanitas University, and Department of Oncology and Hematology, Humanitas University and IRCCS Humanitas Research Hospital,
Milan, Italy; ADC Therapeutics SA, Epalinges, Switzerland; ADC Therapeutics Ltd., London, United Kingdom; ADC Therapeutics America, Inc., Murray Hill, NJ; Division of
Hematology and Oncology, Medical College of Wisconsin, Milwaukee, WI

Background: Patients with relapsed or refractory (R/R) diffuse large B-cell lymphoma (DLBCL)
typically have poor outcomes following standard treatment. Loncastuximab tesirine (loncas-
tuximab tesirine-Ipyl [Lonca]), an antibody—drug conjugate (ADC) comprising a humanized
anti-CD19 monoclonal antibody conjugated to a pyrrolobenzodiazepine (PBD) dimer toxin,
received accelerated (US) and conditional (EU) approval for R/R DLBCL after =2 lines of
systemic therapy based on data from the phase 2 LOTIS-2 trial (Caimi PF et al. Lancet Oncol.
2021;22[6]:790). Rituximab (R), an anti-CD20 monoclonal antibody, is part of standard
frontline and subsequent DLBCL immunotherapy. Preclinical evidence suggests that R +
anti-CD19 ADC therapy may result in prolonged tumor control (Ryan MC et al. Blood. 2017;
130[18]:2018). LOTIS-5 will evaluate Lonca-R vs standard immunochemotherapy of R +
gemcitabine + oxaliplatin (R-GemOx) in R/R DLBCL. Methods: This phase 3, randomized,
open-label, 2-part, multicenter study of Lonca-R in patients with R/R DLBCL (NCT04384484)
consists of part 1 (a nonrandomized safety run-in with Lonca-R) and part 2 (a randomized
efficacy and safety evaluation of Lonca-R vs R-GemOx). Approximately 350 patients will be
enrolled across both parts: part 1 is complete; part 2 will enroll approximately 330 patients
(randomized 1:1) to achieve 262 events for the primary end point analysis of progression-free
survival by independent central review. Secondary end points include overall survival, overall
response rate (2014 Lugano classification), complete response rate, duration of response,
frequency and severity of adverse events, change from baseline in safety assessments, con-
centration and pharmacokinetic parameters of Lonca (antibody [conjugated and total] and
unconjugated PBD), antidrug antibody titers, and changes in patient-reported outcomes from
baseline. The dosing regimen for Lonca-R is Lonca 150 ug/kg + rituximab 375 mg/m? every
3 weeks (Q3W) for 2 cycles, then Lonca 75 pg/kg + rituximab 375 mg/m?> Q3W for up to 6
additional cycles. The dose regimen of R-GemOx is rituximab 375 mg/m? gemcitabine
1000 mg/m?, and oxaliplatin 100 mg/m? every 2 weeks for up to 8 cycles. Key eligibility criteria
include age =18 years, pathologic diagnosis of DLBCL (including patients with DLBCL trans-
formed from indolent lymphoma) or high-grade B-cell lymphoma with MYC and BCL2 and/or
BCL6 rearrangements, =1 line of prior systemic therapy, previous stem cell transplant >30 days
(autologous) or >60 days (allogenic) before start of study drug or stem cell transplant in-
eligibility, and measurable disease (2014 Lugano classification). The randomized part of LOTIS-
5began in January 2022; the estimated primary completion date is September 2025. Enrollment
continues; 254 patients are enrolled across sites in North America, South America, Europe, and
Asia. Clinical trial information: NCT04384484. Research Sponsor: ADC Therapeutics SA; Swed-
ish Orphan Biovitrum AB.


http://www.clinicaltrials.gov/ct2/show/NCT04384484
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An open label, single arm, multicenter phase Il study of the efficacy and safety of
LP-168 monotherapy for relapsed or refractory mantle cell lymphoma.

Yugin Song, Xiaogiong Tang, Qingging Cai, Lihong Liu, Hongmei Jing, Ming Jiang, Xiuhua Sun, Jiangiu Wu, Yu Yang, Huijing Wu, Zhigang Peng, Kaiyang Ding, Shuhua Yi,
Xiaojing Yan, Guowu Wu, Yudan Wu, Jie Cui, Pengju Ou, Fenlai Tan, Jun Zhu; Peking University Cancer Hospital and Institute (Beijing Cancer Hospital), Beijing, China; The
First Affiliated Hospital of Chongging Medical University, Chongging, China; State Key Laboratory of Oncology in South China, Collaborative Innovation Center of Cancer
Medicine, Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; The Fourth Hospital of Hebei Medical University, Shijiazhuang, China;
Peking University Third Hospital, Beijing, China; West China Hospital of Sichuan University, Chengdu, China; The Second Hospital of Dalian Medical University, Dalian,
China; Jiangsu Cancer Hospital, Nanjing, China; Fujian Cancer Hospital, Fuzhou, China; Hubei Cancer Hosipital, Tongji Medical College, Huazhong University of Science and
Technology, Wuhan, China; The First Affiliated Hospital of Guangxi Medical University, Nanning, China; Anhui Provincial Cancer Hospital, Hefei, China; State Key Laboratory
of Experimental Hematology, National Clinical Research Center for Blood Diseases, Institute of Hematology and Blood Diseases Hospital, Chinese Academy of Medical
Sciences and Peking Union Medical College, Tianjin, China; The First Hospital of China Medical University, Shenyang, China; Meizhou People’s Hospital, Meizhou, China;
Sun Yat-sen Memorial Hospital, Sun Yat-sen University, Guangzhou, China; Gansu Provincial Cancer Hospital, Lanzhou, China; Guangzhou Lupeng Pharmaceutical,
Guangzhou, China; Guangzhou Lupeng Pharmaceutical, Guangzhou, Zhejiang, China

Background: Targeting Bruton’s tyrosine kinase (BTK) has demonstrated impressive efficacy
in relapsed or refractory mantle cell lymphoma (R/R MCL). Covalent BTK inhibitors (cBTKi)
have produced extended disease remission and durable responses in R/R MCL. However,
patients with continuous cBTKi treatment tend to develop selection or outgrowth of resistant
clones, which triggers disease relapse. Non-covalent binding BTKi has become a treatment
option for patients who progressed on c¢BTKi. LP-168 is a highly selective next-generation
inhibitor of BTK that can bind wild-type BTK covalently and C481-mutated BTK non-covalently
(reversibly) Here, we propose to evaluate the safety and efficacy of LP-168 monotherapy in
patients with R/R MCL. Methods: NCT05716087 is an open-label, multicenter, single-arm,
phase II study to assess the efficacy, safety, tolerability, and pharmacokinetics of LP-168 in
Chinese patients with R/R MCL who have failed prior ¢cBTKi treatment. Responses were
evaluated using Lugano 2014 criteria. Eligible patients with R/R MCL must show evidence of
disease progression or intolerance to at least a prior cBTKi. Patients are also required to have
adequate bone marrow, liver function, kidney function, and heart function, and an ECOG
performance status of 0-2. Moreover, patients must have at least one measurable lesion.
Key exclusion criteria include previous non-covalent BTKi or BTK proteolysis-targeting chi-
meras (PROTAC) treatment, uncontrolled systemic disease, active infection, central nervous
system (CNS) involvement, prior history of other malignancies within two years, and current
pregnancy or breastfeeding. Concomitant use of strong or moderate CYP3A4 inducers and
inhibitors or OATP1B1/OATP1B3 sensitive substrates is prohibited. LP-168 is orally adminis-
tered at 150mg once daily in 28-day/cycle until progressive disease (PD), unacceptable toxicity,
withdrawal of consent, death, or other reasons for treatment discontinuation. In this study, the
primary endpoint was ORR according to an independent review committee (IRC) assessment
based on the best overall response (BOR) of PR or better per Lugano 2014 criteria. Secondary
endpoints include safety evaluation, quality of life assessment, PK parameters, ORR by in-
vestigator’s assessment, and other efficacy parameters, such as complete response ratio (CRR),
progression-free survival (PFS), overall survival (0S), duration of response (DOR), and time to
response (TTR). First patient was enrolled on May 12, 2023. Currently 41 study sites across China
are actively enrolling patients. ClinicalTrials.gov Identifier: NCT05716087. Clinical trial in-
formation: NCT05716087. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT05716087
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Phase 3 trial evaluating the efficacy and safety of odronextamab plus chemo-
therapy versus rituximab plus chemotherapy in previously untreated follicular
lymphoma (OLYMPIA-2).
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Background: Odronextamab, an off-the-shelf, CD20xCD3 bispecific antibody, has shown
compelling efficacy and generally manageable safety as monotherapy in patients with heavily
pretreated relapsed/refractory (R/R) follicular lymphoma (FL), including those with
rituximab-refractory disease (Villasboas et al. ASH 2023). In the Phase 2 ELM-2 study,
odronextamab demonstrated objective and complete response (CR) rates of 80% and 73%,
respectively, and median duration of response of 22.6 months; median overall survival was not
reached. Treatment-related adverse events led to treatment discontinuation in 7.8% of pa-
tients. These encouraging results support an investigation into whether odronextamab plus
chemotherapy is superior to the current FL first-line standard of care of rituximab plus
chemotherapy. This study will also evaluate whether odronextamab maintenance is required
to achieve progression-free survival (PFS), given the risks associated with sustained B-cell
depletion. Methods: OLYMPIA-2 (NCT06097364) is a Phase 3, randomized, open-label, mul-
ticenter study of odronextamab plus chemotherapy (Odro-CHOP/Odro-CVP) versus R-CHOP/
R-CVP in patients with previously untreated FL. The study consists of Part 1A (dose escalation),
Part 1B (dose optimization), and Part 2 (randomization). In Part 1, patients will receive six 21-
day cycles (induction) of Odro-CHOP, in which intravenous odronextamab will be administered
in a step-up regimen starting on Cycle (C) 1 Day (D) 8 to mitigate the risk of cytokine release
syndrome, followed by full dose starting from C2D8. Patients with CR or partial response at the
end of induction will receive 12 doses of odronextamab maintenance given Q8W. In Part 2,
patients will be randomized 1:1:1 to receive induction of 6 cycles of Odro-CHOP/Odro-CVP with
no maintenance (Arm A), Odro-CHOP/Odro-CVP followed by odronextamab maintenance (Arm
B), or R-CHOP/R-CVP followed by rituximab maintenance (Arm C). Key inclusion criteria:
aged =18 years; CD20+ FL Grade 1-3a, stage II bulky or stage III/IV; measurable disease; and
ECOG performance status 0—2. Part 1: patients with FL that is R/R (Part 1A only) or previously
untreated with Follicular Lymphoma International Prognostic Index-1 (FLIPI-1) score 3-5.
Part 2: previously untreated patients with FLIPI-1 score 0—5. Patients with central nervous
system lymphoma or histological Grade 3b are excluded. The Part 2 primary endpoint is CR rate
at 30 months (CR30) by independent central review. Key secondary endpoints include PFS,
event-free survival, investigator-assessed CR30, and patient-reported outcomes. Biomarkers
(including minimal residual disease by ctDNA) will be evaluated as exploratory endpoints. This
trial is currently recruiting and is expected to enroll up to 64 patients in Part 1and ~669 patients
in Part 2 at ~200 global sites. Clinical trial information: NCT06097364. Research Sponsor:
Regeneron Pharmaceuticals, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06097364
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Multicenter, randomized phase Il study of epcoritamab for patients with large B-cell
lymphomas achieving a partial response after CD19-directed CAR T-cell therapy
(CAR-T).
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Background: Despite the promising efficacy of CAR-T for patients with relapsed or refractory (R/
R) large B-cell lymphomas (LBCL), more than 60% of patients will relapse, the majority of which
occur in the first 6 months. Approximately 30% of patients with LBCL treated with CAR-T
achieve a partial response (PR) on day 30 (D30) PET-CT assessment. Of patients in a D30 PR, 70%
will eventually progress, yet the standard of care remains close observation. Early consolidative
treatment strategies utilizing therapies with a different mechanism of action may improve
outcomes, but there are currently no reliable biomarkers. Epcoritamab (Epco), a bispecific
antibody directed against CD20 and CD3, has been approved by the FDA for LBCL patients
who relapse after at least 2 lines of therapy. In the phase 2 study, Epco was associated with an
overall response rate (ORR) of 63% and a complete response (CR) rate of 39%, including similar
responses in a subset of patients who were relapsed 100 days post CAR-T. This study is a trial-in-
progress that will evaluate the efficacy of epco compared to observation for patients with LBCLs
achieving a PR on D30 post CAR-T PET-CT assessment. Methods: This is an investigator-
initiated, randomized, phase II, multicenter, open-label study (NCT06238648) evaluating epco
monotherapy for a fixed duration of 12 cycles compared to observation for LBCL patients with
D30 PR after standard of care CAR-T. A maximum of 120 patients will be randomized 1:1 to epco or
observation across 10 academic centers. Stratification factors include line of CAR-T (second vs
third line) and costimulatory domain (CD28 vs 4-1BB). Key inclusion criteria include PET
evidence of a D30 PR. non-bulky disease ( <7.5cm), ANC of >1000, hemoglobin >7 g/dL if
asymptomatic or >8 if symptomatic, platelet count >50,000. G-CSF, pRBCs and platelet trans-
fusions are allowed. Key exclusion criteria include prior anti CD20xCD3 bispecific antibody
therapy, ongoing or uncontrolled CRS or ICANS, and active or symptomatic CNS disease. Epco
is administered subcutaneously at a dose of 0.16mg on day 1, 0.8mg on day 8, prior to full dose of
48mg on day 15. Epco is administered weekly in 28 day cycles (C) for C1-3, onday 1and 15 of C4-9
and on day 1 of C10-12. PET-CT response is assessed by the 2014 Lugano criteria after 2 cycles,
and then every 3 months during active treatment. The primary objective is efficacy, measured as
conversion from D30 PR to CR. The secondary endpoints include frequency and severity of
treatment emergent adverse events, ORR, duration of response, duration of complete response,
progression free survival, event free survival, and overall survival. Peripheral blood samples will
be collected pre-treatment and during treatment to assess for biomarkers of response and
resistance. The study was activated in January 2024 and recruitment is ongoing. Clinical trial
information: NCT06238648. Research Sponsor: Genmab/AbbVIE.


http://www.clinicaltrials.gov/ct2/show/NCT06238648

