'.) Check for updates

Blood 142 (2023) 6919-6920

The 65th ASH Annual Meeting Abstracts

ONLINE PUBLICATION ONLY

705.CELLULAR IMMUNOTHERAPIES: LATE PHASE AND COMMERCIALLY AVAILABLE THERAPIES

Underrepresentation of Older Adults in Clinical Trials of Chimeric Antigen Receptor (CAR) T-Cell Therapy for
Hematologic Malignancies: An FDA Analysis

Pamela Seam, MD', Upendra Mahat, MD?, Najat Bouchkouj, MD? Poornima Sharma, MD?, Helka Peredo-Pinto, MD
MPH?, Mona Elmacken, MD? Megha Kaushal, MD?, Yuxia Jia, MD? Shu Wang, PhD*, Zhiheng Xu, PhD?,

Yvette Kasamon, MD', Bindu Kanaparu, MD', Nicholas Richardson, DO,MPH', Nicole Gormley, MD'

! Division of Hematologic Malignancies Il, Center for Drug Evaluation and Research (CDER), US Food and Drug
Administration, Silver Spring, MD

2Division of Clinical Evaluation Hematology, Office of Therapeutic Products (OTP), Center for Biologics Evaluation and
Research (CBER), US Food and Drug Administration, Silver Spring, MD

3Division of Clinical Evaluation Oncology, Office of Therapeutic Products (OTP), Center for Biologics Evaluation and
Research (CBER), US Food and Drug Administration, Silver Spring, MD

4Office of Biostatistics, Center for Drug Evaluation and Research (CDER), US Food and Drug Administration, Silver Spring,
MD

Background: As the population ages, the prevalence of hematologic malignancies in older adults will continue to increase.
Older adults, especially older than 75 years, are routinely underrepresented in clinical trials evaluating hematologic malignan-
cies, largely due to access and logistics, comorbidities, toxicity concerns, and eligibility restrictions. Given the recent approvals
of multiple CAR T-cell therapies for patients with hematologic malignancies, we evaluated the rates of enrollment of older
adults (age > 65 years) in registrational trials of CAR T-cell therapies submitted to the U.S. Food and Drug Administration
(FDA).

Methods: \We conducted a pooled analysis of the registrational trials submitted to the FDA between 2017 and 2021 that sup-
ported approvals of autologous CAR T-cell therapies in patients with hematologic malignancies. Datasets submitted with the
biologic license applications were pooled and analyzed descriptively for demographics, disease characteristics, and efficacy
outcomes. Patients between the ages of 65 and 74 and age 75 and above were analyzed separately.

Results: Thirteen registrational trials evaluating six CAR T-cell products in 1,319 patients with hematologic malignancies were
submitted to FDA. The median age at enrollment was 60 years (range: 3 to 86). In total, 7% (88) of patients were 75 years
and older, 28% (366) were between the ages of 65 and 74 years, and 66% (865) were under the age of 65 years. The hema-
tologic malignancies included large B-cell lymphoma (59%), multiple myeloma (15%), follicular lymphoma (13%), B-cell acute
lymphoblastic leukemia (9%), and mantle cell lymphoma (5%). Response rates by age group and histology are shown in Table
1 and Table 2.

Conclusions: Older adults, particularly those aged 75 years or older, were underrepresented in the trials supporting FDA
approval of CAR T-cell therapies considering the predominant hematologic malignancies included in this pooled analysis and
the median age of diagnosis of these diseases in the U.S. population. Although clinically meaningful efficacy was achieved
across age groups and diseases, more data are needed to determine the impact of age on efficacy outcomes in specific malig-
nancies. In this analysis, data were limited among patients 75 years and older in all histologies except large B cell ymphoma.
Work to evaluate the impact of age on safety and tolerability outcomes is ongoing. To improve accrual, greater efforts to
understand and reduce barriers to clinical trial enrollment for older adults are needed, especially given the expanding use of
CAR T-cell therapies and their toxicity profiles.
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Table 1: Response Rates to CAR T-cell Therapy by Age Group

Outcome Overall Age <65 Age 65-74 Age275
N=1,319 N=865 N=366 N=88
ORR*, n (%) 1031 (78%) 645 (75%) 311 (85%) 75 (85%)
95% Cl (76%, 80%) (72%,77%) (81%, 89%) (76%, 92%)
CR Rate**, n (%) 751 (57%) 466 (54%) 238 (65%) 47 (53%)
95% CI (54%, 60%) (51%, 57%) (60%, 70%) (43%, 64%)

*ORR: defined as CR + PR for LBCL, FL, and MCL; defined as CR + CRi for ALL; defined as sCR, CR, VGPR,
and PR for MM,

**CR: defined as CR for LBCL, FL, MCL, and ALL and CR+ sCR for MM,

Abbreviations: B-ALL, B-cell acute lymphoblastic leukemia; Cl, confidence interval; CR, complete
response, CRi, complete response with incomplete blood recovery; CRR, complete response rate; FL,
follicular lymphoma; LBCL, large B-cell lymphoma, MCL, mantle cell lymphoma; MM, multiple
myeloma; PR, partial response; ORR, overall response rate; sCR, stringent complete response; VGPR,
very good partial response

Table 2: Response Rates to CAR T-cell Therapy by Age Group and Histology

Outcome B-ALL FL LBCL MCL MM
< 65 years N=108 N=120 N=483 N=28 N=126
ORR, n (%) 74 (69%) 106 (88%) 337 (70%) 26 (93%) 102 (81%)
95% CI (59%, 77%) (81%,94%) (66%, 74%) (77%, 99%) (73%, 87%)
65-74 years N=7 N=50 N=223 N=30 N=56
ORR, n (%) 7 (100%) 46 (92%) 181 (81%) 28 (93%) 49 (88%)
95% CI (59%, 100%) (81%, 98%) (75%, 86%) (78%, 99%) (76%, 95%)
275 years N=1 N=4 N=66 N=2 N=15
ORR, n (%) 1(100%) 4 (100%) 53 (80%) 2 (100%) 15 (100%)
95% Cl (3%, 100%) (40%, 100%) (69%, 89%) (16%, 100%) | (78%, 100%)
Figure 1
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