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Background

o Axicabtagene-ciloleucel (axi-cel) and tisagenlecleucel (tisa-cel) were first approved in the US and 

EUfor adults with R/R LBCL after Ó2 lines of systemic therapy

o In the pivotal JULIET and ZUMA-1 studies, ORR/CRR were 52/40% and 82/58% for tisa-cel and axi-

cel respectively1,2

o Real-world evidence (RWE) data have confirmed efficacy and manageable toxicity for both 

products3,4,5

o The absence of individual patient data (IPD)-based comparison from both trials has precluded 

direct comparison of outcome and toxicity for axi-cel and tisa-cel

o Matched-adjusted indirect comparisons (MAIC) have produced conflicting results6,7,8

o DESCAR-T is the French registry for CAR T cell therapy

o We have recently reported significantly prolonged PFS associated with axi-cel but no OS 

difference9

1Neelapu et al., NEJM, 2019
2Schuster et al., NEJM, 2019
3Jacobson et al., JCO, 2020
4Nastoupil et al., JCO 2020
5Sesques et al., AJH 2020

6Oluwole et al., BBMT, 2020
7Zhang et al., BBMT, 2020
8Zhang et al., Adv Ther, 2020
9Bachy et al., ASH 2021



Study ½¦a!πм JULIET

CARdesign /5мфκ/5оʸκ/5ну /5мфκ/5оʸκпπм..

CAR Tdose 2 × 106/kg лΦмπс × 108

Conditioningtherapy Cy/flu Cy/flu or bendamustine

Lymphomasubtypes DLBCL/PMBCL/TFL DLBCL/TFL

Relapse post-ASCT 23% 49%

Bridgingtherapy None Allowed

ORR/CRR (%) 82/58 52/40

MedianPFS (months) 5.8 2.9

DǊŀŘŜ җо /w{ 13% 22%

DǊŀŘŜ җо Neurotoxicity 31% 12%

Adapted from Neelapu, HematolOncol, 2019

Background



Å Patient population
ï R/R LBCL (NOS, tr-iNHL, Others)

ï >18 years

ï Ó2 lines of prior treatment

ï Data cut-off for last CAR T order : Oct 2021

Å Statistics
ï Propensity score (PS)-matching analysis (set at one decimal)

ï Sensitivity analysis 

Å Inverse probability of treatment weighting (IPTW)

Å Multiple imputation

Å Complete case analysis

Å Unmeasured confounder evaluation

Å Survival analysis from CAR T product order

ï Endpoints 

Å ORR and CRR

Å PFS (from infusion)

Å DOR (from infusion)

Å OS (from infusion)

tisa-cel

axi-cel
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Patient flow diagram



Whole cohort of patients with LBCL



Potential confounding factors (PFS)
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Propensity score matching



Å Age at infusion (continuous)

Å Sex

Å LDH at lymphodepletion (<N; N-2N; >2N)

ÅCRP at lymphodepletion (Ò30; >30 mg/L)

Å PS ECOG (0-2; >2)

Å Ann Arbor Stage (I v II v III v IV)

ÅNumber of prior lines (2; 3-4; >4)

Å Prior transplant (auto or allo)

ÅBulk at lymphodepletion (Ò5; >5 cm)

ÅCenter

ÅDiagnosis (DLBCL; tr-iNHL; others)

Å Bridging and response to bridging (no bridge; PD/SD after bridge; CR/PR after bridge)

ÅCenter ñexperienceò for CAR T therapy (i.e. time from 1st CAR T cells order to specific patient order)

Å Time between last treatment and infusion

Matching covariates
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PSM efficacy for bias control



All patients* Before PSM After PSM
Order set Infusion set Axi-cel Tisa-cel Axi-cel Tisa-cel

N=809 N=729 N=419 N=253 N=209 N=209
Age at time of CAR-T order (years)

Median[min;max] 63 [19;81] 63 [19;81] 63 [19;79] 64 [20;81] 62 [20;79] 64 [20;81]
ECOG PS

0-1 665 (82.2%) 613 (84.1%) 361 (86.2%) 208 (82.2%) 178 (85.2%) 173 (82.8%)
җ2 97 (12.0%) 75 (10.3%) 39 (9.3%) 33 (13.0%) 20 (9.6%) 27 (12.9%)

CRPϞ

Җ30mg/L
-

521 (71.5%) 313 (74.7%) 175 (69.2%) 150 (71.8%) 147 (70.3%)
>30mg/L 165 (22.6%) 92 (22.0%) 65 (25.7%) 49 (23.4%) 55 (26.3%)

LDHϞ

Җ¦[b
-

311 (42.7%) 174 (41.5%) 116 (45.8%) 85 (40.7%) 83 (39.7%)
]ULN;2xULN] 286 (39.2%) 177 (42.2%) 96 (37.9%) 85 (40.7%) 88 (42.1%)
>2xULN 87 (11.9%) 50 (11.9%) 30 (11.9%) 30 (14.4%) 29 (13.9%)

Bulk (with a cut-off at 5cm)Ϟ

No
-

551 (75.6%) 326 (77.8%) 198 (78.3%) 168 (80.4%) 160 (76.6%)
Yes 150 (20.6%) 85 (20.3%) 51 (20.2%) 39 (18.7%) 45 (21.5%)

Numberof prior treatment lines
Median[min;max] 3 [2;10] 3 [2;10] 3 [2;9] 3 [2;10] 2 [2;8] 2 [2;10]

At least one prior transplant
No 640 (79.1%) 567 (77.8%) 332 (79.2%) 187 (73.9%) 160 (76.6%) 163 (78.0%)
Yes 169 (20.9%) 162 (22.2%) 87 (20.8%) 66 (26.1%) 49 (23.4%) 46 (22.0%)

Bridging and responseto bridging
No bridging

NA
126 (17.3%) 76 (18.1%) 35 (13.8%) 26 (12.4%) 29 (13.9%)

Responseto bridging (PR or CR) 188 (25.8%) 105 (25.1%) 72 (28.5%) 65 (31.1%) 57 (27.3%)
No responseto bridging (SD or PD) 386 (52.9%) 221 (52.7%) 138 (54.5%) 111 (53.1%) 117 (56.0%)

Histologicaldiagnosis
DLBCLNOSor HGBCL 604 (74.7%) 542 (74.3%) 328 (78.2%) 193 (76.3%) 165 (78.9%) 166 (79.4%)
tFL 127 (15.7%) 117 (16.0%) 71 (16.9%) 44 (17.4%) 37 (17.7%) 33 (15.8%)
Other 78 (9.6%) 70 (9.7%) 20 (4.9%) 16 (6.3%) 7 (3.4%) 10 (4.8%)

Potential confounding factors



Bias control



PSM

axi-cel
N=209

tisa-cel
N=209

P

Responserate

ORR
% (95% CI) 80.4 (74.3-85.5) 66.0 (59.2-72.4) <0.001
CRR
% (95% CI) 60.3 (53.3-67.0) 42.1 (35.3-49.1) <0.001

*according to Lugano 2014 classification

Bachy et al., Nature Medicine, In Press
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Response rates



HR=0.61 [0.46 ς0.79]
P<0.001

Median follow-up for the matched 
population set was 12 months

Bachy et al., Nature Medicine, In Press

Progression-free survival



Bachy et al., Nature Medicine, In Press

Duration of response


