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BACKGROUND
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OBJECTIVES

Through the ABC Consortium, we performed a multicenter retrospective
analysis across 15 US medical centers comparing anti-CD 19 CAR T-cell

constructs to examine the following:
K Response rates and survival \ - ,
outcomes - ! ‘ Y
* Incidence, severity, and duration ‘ '"‘7“
of treatment related toxicities .-‘_‘)r
* Manufacturing time and success
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METHODS

KAduIt patients with R/R aggressive B-cell non-Hodgkin lymphoma (B-NHL)
treated with CD19-directed CAR-T from 2015-2025 were identified (n=925).

%+ 567 treated with Axi-cel
+* 183 treated with Liso-cel
** 175 treated with Tisa-cel

= Wilcoxon rank-sum, Kruskal-Wallis, & Chi-square tests were were utilized
(p<.05) to determine the statistical significance of differences between
variables.

= Time-to-event curves were established by Kaplan-Meier method.

= Cox multivariable regression analysis (MVA) was used to determine impact of
clinical variables on survival.
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RESULTS- Baseline Characteristics

Male (%) 362 (64) 100 (57) 123 (67) 0.13
Median Age (range) 60 (21-86) 64 (22-89) 68 (19-85) 0.001
Histology (%)
De-Novo DLBCL 392 (69) 125 (71) 115 (63)
t-FL 94 (17) 29 (17) 32 (17) 0.27
Other 80 (14) 21 (12) 36 (20)
Double Hit (%) 77 (14) 26 (15) 20 (11) 0.41
Performance Status (%)
ECOG 0 -1 495 (92) 157 (91) 160 (90) 0.70
ECOG 2 -4 42 (8) 16 (9) 17 (10)
Stage of Disease (%)
Stage 1 34 (6) 14 (8) 24 (14)
Stage 2 73 (13) 19 (11) 18 (10) 0.46
Stage 3 114 (21) 29 (17) 30 (17)
Stage 4 325 (60) 104 (59) 104 (59)

Primary Refractory Disease (%) | 390(69) | 106(61) | 113(62) | o008
Median LDH 252 (114-5540) | 255 (119-2816) | 239 (109-1992) 0.48
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RESULTS- Line of Therapy

Line of Therapy Based on Indications (%)
2"d Line 138 (24) 24 (14) 69 (38) 0.001 0.003 | 0.001 | 0.001
> 3 Line 429 (76) 151 (86) 114 (62)
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RESULTS- Manufacturing

K Time from apheresis to CART\
infusion (vein-to-vein) was

shorter with axi-cel compared
to tisa-cel & liso-cel.

= Axi-cel had the lowest incidence
product vs tisa-cel & liso-cel.

Time from collection to 28 (9-89) | 40 (12-89) | 40 (24-86) 0.001

= There was no difference in vein- ggg‘;‘régﬁzts’(;a)nge)
to-vein time or OOS rate 0 14 (2.5) 29 (16.6) 23 (12.6) 0.001

between tisa-cel & liso-cel. Bridging Therapy Used (%) | 282 (50) 89 (51) 111 (61) 0.03

= Bridging therapy was used more

frequently for patients treated
Kwith liso-cel. J
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RESULTS- Cytokine Release Syndrome (CRS)

All grade CRS (%) 441 (78) 92 (53) 95 (52) 0.001 | 0.001 | 0.001 | 0.90
Grade of CRS

Grade 1-2 380 ¥ 94

Cinde a.d 75 17 1 0.001 0.25 | 0.001 | 0.001

Grade 5 1 0 ; - f
Median Duration of CRS (days,range) | 4(1-97) | 3(1-27) | 2(1-17) | 0007 | 0.001 | 0.001 | 0.26
Use of Tocilizumab for Management of CRS 314 (71) 64 (69) 53 (55) 0.003 | 0.05

* There was a higher incidence of CRS with axi-cel compared to tisa-cel & liso-cel.

= Liso-cel was associated with the lowest incidence of grade 3-4 CRS (n=1).
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RESULTS- Immune Effector Cell Associated
Neurotoxicity Syndrome (ICANS)

All Grade ICANS (%)

285 (50) 51 (29) 41 (22) 0.001 0.001 | 0.001 0.14
Grade of ICANS
Grade 1-2 169 39 19
Grade 3-4 112 12 > 0.02 0.03 0.17 | 0.006
Grade 5 4 0 2
Duration of ICANS (days, range) 5 (1-63) 5 (1-35) 3 (1-20) 0.06 0.70 0.02 0.33

= Axi-cel was associated with the highest incidence of all grade ICANS.

* Tisa-cel had the lowest incidence of grade 3-4 ICANS.
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RESULTS- Late Onset Toxicities

Development of ypogammaglullnemia
Secondary Malignancy

90 Day Mortality

151/243 (62)

44 (7.8)

50 (8.8)

[36/57 (63)

[11 .3)

24 (13.7)

[53/89 (60)

16 (8.7)

12 (6.6)
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RESULTS- Response to Therapy

Best Response to Therapy (%)

CR 292 (51) 71 (41) 104 (57)
PR 89 (16) 29 (17) 24 (13)
SD 32 (6) 18 (10) 7 (4) 0.002 0.002 0.62 0.001
PD 78 (14) 41 (23) 22 (12)
N/A 76 (13) 16 (9) 26 (14)
* Tisa-cel was associated with inferior ORR and CR rates.
* There was no difference in response rates between Axi-cel and Liso-cel.
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RESULTS- Response by Line of Therapy

Best Response to Therapy in 2™ line (%)

CR 80 (58) 10 (42) 46 (69)
PR 10 (7) 4 (17) 8 (12)
SD 6 (4) 2 (8) 3 (4) 0.16 027 | 017 | 0.18
PD 17 (12) 5 (21) 5(7)
N/A 25 (18 3 (12 5 (7
Best Response to Therapy 2 3 line (%)
CR 212 (49) 61 (40) 56 (49)
PR 77 (18) 25 (17) 16 (14)
PD 61 (14) 36 (24) 13 (11)
N/A 53 (12) 13 (9) 25 (22)

= There was no difference in ORR between constructs when utilized in the 2" line setting.

* When utilized in the > 3rd line setting, Tisa-cel was associated with inferior ORR.
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RESULTS- Progression Free Survival (PFS)
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482 [162-582] | 967 [109-967] |238[176-376] | 0.73 | 0.93 | 0.47 | 0.48

RESULTS- PFS by Line of Therapy

651 [310-1361] | 122[94-202] | 386 [174-926] | 0.007 | 0.007 | 0.56 | 0.01
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RESULTS- Overall Survival (OS)
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RESULTS- OS by Line of Therapy

NR | 834[576-902] [ 1630 [416-1630] [ 0.78 | 052 | 068 | 0.76 | |961[665-1569] [ 490 [362-622] | 650[491-983] | 0.001 [ 0.001
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RESULTS-Multivariate Analysis

Axi-cel v Liso-cel 1.08 0.82 1.42 0.602 Axi-cel v Liso-cel 1.2 0.93 1.55 017

Proportion Survival
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CONCLUSIONS

ﬁPatients treated with liso-cel were older and received more bridging therapy.\

= Axi-cel was associated with shorter vein-to-vein time and a lower incidence of
out of specification product.

= Axi-cel was associated with the highest rate of high-grade CRS and ICANS but
was not associated with a higher incidence of 30- or 90-day mortality.

= There was no difference in response rates, OS, or PFS between axi-cel and liso-
cel.

= Tisa-cel was associated with inferior ORR, CRR, OS, and PFS and a higher

&ncidence of 90-day mortality. /
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