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Background: Axicabtagene ciloleucel (axi-cel), an autologous chimeric antigen receptor (CAR) T-cell therapy, achieved an
overall response rate (ORR) of 94% and a complete response (CR) rate of 79% in patients with relapsed or refractory (r/r)
follicular lymphoma (FL) after two or more prior lines of therapy in the ZUMA-5 trial ( Jacobson et al. Lancet Oncol. 2022).
Since its FDA approval in March 2021, there has been little evidence on comparative effectiveness (CE) studies of axi-cel vs
standard-of-care (SoC), except ones using ZUMA-5 and historical SCHOLAR-5 data (eg, Ghione et al. Blood. 2022). This study
was aimed to address this evidence gap in CE of axi-cel vs SoC used to treat r/r FL in real-world settings.

Methods: The two data sources in this study were patients who received commercial axi-cel between March 2021 and May
2023 from the CIBMTR and patients who received historical SoC (eg, chemotherapy, anti-CD20 mAb + chemotherapy, im-
munomodulatory imide drugs) between July 2014 and December 2020 from SCHOLAR-5, which served as an external control
of ZUMA-5 trial. The index date was defined as the initiation date of either the infusion for axi-cel patients or the last eligible
systemic therapy for SoC patients. Patients were included if they were age > 18, had documented r/r FL with histological grade
1, 2 or 3a, and received at least 2 prior lines of therapy at the index. Patients were excluded if they had transformed diffused
large B-cell lymphoma, central nervous system involvement, prior receipt of CAR T or other non-CAR T cellular therapies or
allogeneic stem cell transplant, or no post-index information on outcomes.

Four effectiveness outcomes were ORR, CR rate, progression-free survival (PFS), and overall survival (OS). Imbalance in ob-
served prognostic risk factors between the two was adjusted via a propensity score analysis using the standard mortality ratio
weighting (SMRW). The primary analyses included weighted univariable analysis and multivariable logistic (ORR and CR rate)
or Cox (PFS and OS) regressions that were adjusted for the covariates after the SMRW. A sub-analysis of patients age > 65
was conducted using the same methods as the primary analyses.

Results: The unweighted study cohort included 376 patients, in which 256 (68%) received axi-cel . Thepatients who received
axi-cel were more likely to be younger (median age 61 for axi-cel vs 67 for SoC), have grade 3a FL (37% vs 12%), received 3 or
more prior lines of therapy (83% vs 58%), or remained refractory to the last prior therapy (79% vs 73%) vs those who received
SoC. The imbalance in the observed prognostic risk factors was mitigated via the SMRW.

The weighted univariable analysis, in which the sample size by treatment reflected the SMRW, is shown in Table 1. In patients
of all ages, ORR was 92% in axi-cel vs 67% in SoC, and CR rate was 84% vs 37%. Because of varying follow-up lengths by

¥Z0z AeN 61 uo 1senb Aq ypd-urew-yz,8-poola/L 2Z10zZ/LZLg/L uaws|ddng/zi L /ipd-sjoie/poojqaausuoredligndyse)/:dpy wol pspeojumoq

© 2023 by The American Society of Hematology € blood” 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1 2121


https://doi.org/10.1182/blood-2023-178629
https://crossmark.crossref.org/dialog/?doi=10.1182/blood-2023-178629&domain=pdf&date_stamp=2023-11-02

POSTER ABSTRACTS Session 705

treatment (median 7 months for axi-cel and 37 months for SoC), survival outcomes were reported at month 6, at which time
PFS rate was 88% in axi-cel vs 64% in SoC and OS rate was 97% vs 85%. The corresponding proportions for patients age > 65
were similar to those reported for patients of all ages.

In the weighted multivariable regressions, axi-cel was associated with statistically significantly better outcomes by all 4 effec-
tiveness measures vs SoC (Table 1). Specifically, in patients of all ages, the odds ratios for axi-cel were 4.93 (95% Cl, 2.35—10.34)
for ORR and 16.72 (95% Cl, 7.03—39.73) for CR rate, and the hazard ratios for axi-cel were 0.41 (95% Cl, 0.22—0.77) for PFS and
0.15 (95% Cl, 0.06—0.34) for OS. Similar to the patients of all ages in the primary analyses, patients age > 65 in the sub-analysis
also demonstrated improved outcomes associated with axi-cel (Figure 1).

Conclusions: This study showed that patients with r/r FL after two or more prior lines of therapy treated with axi-cel expe-
rienced better outcomes compared with patients treated with SoC, and that older patients also benefited significantly from
axi-cel. These findings suggest that axi-cel addresses an important unmet medical need in patients with r/r FL. Future research
should include longer follow-up data on outcomes of axi-cel and CE of axi-cel vs other contemporary SoC therapies.
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Table 1. of Welg Descriptive Analysis and Multivariable Regressions
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‘5 &0 Prior ASCT 37 (14) 26(15) | 35(14) | 24 (14) | 37(14) | 25(14)
= Time from start of last prior
§ line to index =12 months 82 (36) 64(37) | 81(36) | 66(39) | 82(36) | 66(39)
6 40 Refractory 1o last prior e 168 (79) | 144 (81) | 163 (19) | 134 (19) | 168 (79} | 141 (81)
o Axi-cel SoC Axi-cel vs. SoC (reference)
20 % (96% CI) | % (95% CI} ORIHR? (95% CI)
Effpctiveness oulcomes
” ORR:  Allages | 02 (B8.95) | 67 (60.74) 403(2.35-10.34)
INo. atrisk Ane = 65 | 93 (86-98) | 65 (54-75) 548 (1.80-16.65)
PFS (Axi-cel) |94 90 63 a3 29 CRrale® Allages | B4 (79.88) | 37 (30-44) 16.72 (7 03-39.73)
PFS (SoC) |70 42 30 23 14 Pge =65 | B4 (76-81) | 36 (2647) B54 (34321 25)
O5 {fui-cel) |97 92 70 37 33
05 (500) |78 7 59 50 43 PFS at 6 months*  Allages | 88 (83-91) | 64 (46-77) 0.41(0.22-0.77)
Age= G5 | B89(B0-94) | 60 (41-73) 0.10 (0.03-0.24)
0 3 é ? 12 OSal6months®  Allages | 97 (94-89) | 85 (13.92) 0.15 (0.06-0.34)
Time since index treatment (months) T Age=65| 98(02.99) | 79 (63.89) 012 (0.04.0.36)
- = = PFS(Axicel) — — = PFS(SeC) O5 (Axi-cel) 05(50C) "Covariates conss in ity score ing for all analysis sets: age (< 65 vs = 65 years),
sex (male vs female), FL subtype (grade | vs 1l vs 1A vs missing), elevated LDH at index (yes vs no
"Adjusted PFS and OS was derived from the direct adjusted survival estimates (Makuch et al. J Chronic i, 1982) in the SMR | vs missi}ngl priof NISCIT tlws vslnujb:iz!a;um ??rtlof last prior line to index (< t:; \% E 1{ 2 “E,"Sg’s v:
: : wval: P . et i missing), responsa to last prior line of treatment (relapse vs refractory vs missing). lor an
::ghned analysis sels. OS, overall survival, PFS, progression-free survival, SoC, standard of care, SMR, standard mortality CR raie. HR for PFS and OS, *Based on the Response Rate Analysis Sel. *Based on the
S Progression Free Survival Analysis Set *Based on the Overall Survival Analysis Set.
ASCT, autologous stem cell transplant; CI, confidence interval, CR, complete response;, FL, follicular
Iymphoma; HR, hazard ratio; LOH, lactate dehydrogenase; OR, odds ratio; ORR, overall response
rate; OS5, overall survival, PFS, progression-free survival, SoC, standard of care.
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