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Axicabtagene-ciloleucel (axi-cel) and tisagenlecleucel (tisa-cel) were first gpproved in the US and
EUf or adults with R/R LBCL after 0O2 Il ines of syst

In the pivotal JULIET and ZUMA-1 studies, ORR/CRR were 52/40% and 82/58% for tisa-cel and axi-
cel respectively!2

Real-world evidence (RWE) data have confirmed efficacy and manageable toxicity for both
products34>

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

Matched-adjusted indirect comparisons (MAIC) have produced conflicting results®7:8
DESCAR-T is the French registry for CAR T cell therapy

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

INeelapu et al., NEJM, 2019 ¢Oluwole et al., BBMT, 2020
2Schuster et al., NEJM, 20197Zhang et al., BBMT, 2020
3Jacobson et al., JCO, 2020 8Zhang et al., AdVher, 2020
“Nastoupil et al., JCO 2020 °Bachy et al., ASH 2021
5Sesques et al., AJH 2020



CARdesign | 5MdpKk/ 50Y K/ 5 HY | 5MpK/ 50Y KNnmMm. .
CART dose 2 x 10°%/kg n ® wiod

Conditioningtherapy Cyl/flu Cy/fluor bendamustine
Lymphomasubtypes DLBCL/PMBCL/TFL DLBCL/TFL

Relapse posASCT 23% 49%

Bridgingtherapy None Allowed

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

Median PFSronths) 5.8 2.9

DN} RS xo [/ w{ 13% 22%

D NJ R Beunstoxicity 31% 12%

Adapted fromNeelapy HematolOncol, 2019



A Patient population

R/R LBCL (NOS, tr-iNHL, Others)

>18 years

02 lines of prior treatment
Data cut-off for last CAR T order : Oct 2021

A Statistics

Propensity score (PS)-matching analysis (set at one decimal)
Sensitivity analysis
Inverse probability of treatment weighting (IPTW)
A Multiple imputation
A Complete case analysis
A Unmeasured confounder evaluation
A Survival analysis from CAR T product order
Endpoints
ORR and CRR
PFS (from infusion)
DOR (from infusion)
OS (from infusion)

oo To T o

tisa-cel

axkcel




Patients with R/R DLBCL after =2

previous lines from the DESCAR-T registry

with a tisa-cel or axi-cel CAR-T
product order
N=809

r— —n" r— -
| tisa-cel 1I_ _ | _ I axi-cel |
I N=315 | I N=494 |
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Infused set

Not infused (N=80) :
Progression or death (N=60)
Physician decision (N=6)
Others* (N=14)

N=729

r—= —n" r— -1
| tisa-cel I_ _ | _ 1 axi-cel |
I N=277 | I N=452 |

L — — 4 L — — 4
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Excluded for PSM (N=57) :
PMBCL histology (N=34)
Missing data for matching (N=23)

A 4

Population eligible

r— - r— — "
| tisa-cel 1_ _ | _ I axi-cel 1
I N=253 | I N=419 |

L — — 4 L — — J

Propensity-score matching

y
Matched population
N=418
i v
tisa-cel axi-cel
N=209 N=209

for matching
N=672




Survival P roba bility

0.8

0.6

0.4

0.2

0.0

+ Censored [0 95% Confidence Limits

729

362 239

No. of S ubjects
729

176 140

9 12

69

15

57 30 18 2 1 0

18 21 24 27 30 33

PFS since infusion (months)

Event
48.4 % (353)

Median Survival (95%CL)
5.6 (4.1; 7.5)

Censored
51.6 % (376)

S urvival P robability

0.8

0.6

0.4

0.2

0.0

1: From Infusion
2: From Order

729 496
809 623
0 3

From Infusion
From QOrder

368 267 195 104 81 44 28 4 2 0
446 305 251 128 98 49 38 9 2 0
6 9 12 15 18 21 24 27 30 33

Overall survival (months)

No. of Subjects Event Censored Median Survival (95%CL)
729 32.1 % (234)  67.9 % (495) 19 (15.2 ; NA)
809 37.1 % (300) 62.9 % (509 ) 17 (13.3; 21.1)



Subgroup

Center (Center A vs Center H)

Prior transplant (No vs Yes)

Center (Center A vs Center D)

Diagnosis (DLBCL /HGBL vs trFL/MZL)

Time from last treatment (<91 vs >91 days)

Sex (Male vs Female)

Center (Center A vs Center C)

Center (Center A vs Center G)

Center (Center A vs CenterE)

Center (Center A vs Center )

Response after bridging (No Bridging vs Resp)
Center (Center A vs Center others)

Center (Center A vs Center K)

Center (Center A vs Center J)

Age (<=63 vs >63years)

Time from first order of the center (<500 vs > 500 days)
Center (Center A vs Center B)

Number of prior treatment (2 vs 3-4)

Number of prior treatment (2 vs >4)

LDH (Normal vs > Limit)

Bulk (Novs Yes)

Ann Arbor Stage (HIvs IlI-IV)

Center (Center A vs Center F)

ECOG (0-1vs > 2)

Response after bridging (No Bridging vs No Resp)
CRP ( <30vs >30mg/L)

LDH (Normal vs > 2*Limit)

Hazard Ratio and 95% ClI
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0.5 1 2 3 4

0.1

12 months PFS

41.24% vs 66.67%
35.9% vs 54.27%
41.24% vs 58.33%
36.22% vs 56.34%
31.43% vs 49.08%
37.51% vs 43.63%
41.24% vs 46.79%
41.24% vs 44.74%
41.24% vs 44.72%
41.24% vs 33.23%
54.56% vs 57.5%
41.24% vs 45.81%
41.24% vs 55%

41.24% vs 40.71%
39.72% vs 40.09%
41.25% vs 38.12%
41.24% vs 35.81%
41.3% vs 38.4%

41.3% vs 40.08%
47.96% vs 41.2%
42.09% vs 33.34%
53.45% vs 34.51%
41.24% vs 16.67%
43.31% vs 23.22%
54.56% vs 27.84%
46.72% vs 19.29%

47.96% vs 15.36%

Results

HR [95% CI]

0.51
0.58
0.60
0.60
0.61
0.81
0.90
0.90
0.91
0.92
0.94
0.95
0.97
1.00
1.05

1.06

1.1

o

1.16
1.29
1.46

1.85
2.09

2.24

2.33

2.95

[0.12;2,08]
[0.4;0.83]
[0.22;1.65]
[0.4;0.89]
[0.46;0.81]
[0.61;1.08]
[0.44;1.81]
[0.46;1.761
[0.46;1.78]
[0.51;1.69]
[0.55;1.6]
[0.551.61]
[0.42;2.25]
[0.51;1.95]
[0.8;1.38]
[0.8;1.39]
[0.76;1.63]
[0.84;1.5]
[0.71;1.9]
[0.94;1.78]
[1.05;2.02]
[1.06;2.2]
[1.06;3.23]
[1.46;3]
[1.41;3.55]
[1.75;3.11]
[2.03;4.3]

p-value

0.334
0.003
0.3106
0.0094
0.0004
0.1494
0.7603
0.7567
0.7772
0.797
0.8212
0.835
0.9444
0.9922
0.7142
0.6957
0.5754
0.425
0.5488
0.1157
0.0226
0.0218
0.0262
<0.0001
0.0004
<0.0001

<0.0001

Expected :

Bulk

Stage

LDH

ECOG

CRP

Response after bridging
Time from last treatment

Unexpected :
Prior transplant
Diagnosis
Center effect



tisa-cel and axi-cel datasets

Pooled dataset

Propensity score matching

Balance in covariates

after PSM

A

o

A

T 3

2

T

T

y X

Size corresponds to
propensity score value

A=axi-cel
T=tisa-cel

Potential confounding
covariate (e.g. disease stage)
@ Stagel
Stage II
® stage1n



A Age at infusion (continuous)

A Sex

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

ACRP at | ymphodepletion (030; >30 mg/ L)
A PS ECOG (0-2; >2)

A Ann Arbor Stage (1 v Il v Il v IV)

A Number of prior lines (2; 3-4; >4)

A Prior transplant (auto or allo)

ABul k at | ymphodepletion (O5; >5 c¢cm)

A Center

A Diagnosis (DLBCL; tr-iNHL; others)

A Bridging and response to bridging (no bridge; PD/SD after bridge; CR/PR after bridge)
ACenter fexperienceo for CA&AMRTIell$ddertospeyific patienterder)t i me
A Time between last treatment and infusion



M Tisacel

Axtcel
Centers
Unmatched
07 26%
25
- 0,
2 17% 18% 16%
- 0,
15 13% 12% 11% 11% 11%
10 8% 8%
5% 6% a% 4% 5% 4% 6% 4% 5% 4%
5 2% 1% 2%
o- S [ ] el
Center A Center B Center C Center D Center E Center F Center G Center H Center | Center J Center K Center L
Matched
07 26% o504
25
19%
20
16%
15 130 14%
10 0 8% 9%
5 T 5y, 5% 5% 6% 6% 6% 5% 2% 5% 5%
5] 2% 3% | | 1% 2% 2%
o = — - — == -—|
Center A Center B Center C Center D Center E Center F Center G Center H Center | Center J Center K Center L




Before PSM After PSM
Order set Infusion set Axicel Tisacel Axicel Tisacel
N=809 N=729 N=419 N=253 N=209 N=209

Median[min;max 63 [19;81] 63 [19;81] 63 [19;79] 64 [20;81] 62 [20;79] 64 [20;81]
COG PS
0- 665 (82.2% 613 (84.1% 361 (86.2% 208 (82.2% 178 (85.2% 173 (82.8%
97 (12.0% 75 (10.3% 39 (9.3% 33 (13.0% 20 (9.6% 27 (12.9%
CRP
80mg/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%
DHt
311 42.7% 174 (41.5% 116 (45.8% 85 (40.7% 83 (39.7%
ULN2xULN - 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%
ulk (with a cut-off at 5cm
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%
Number of 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 tr.
640 (79.1% 567 (77.8% 332 (79.2% 187 (73.9% 160 (76.6% 163 (78.0%
169 (20.9% 162 (22.2% 87 (20.8% 66 (26.1% 49 (23.4% 46 (22.0%
ridging andresponseto bridgin
No bridging 126 (17.3% 76 (18.1% 35 (13.8% 26 (12.4% 29 (13.9%
Responséo bridging (PR or CR NA 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
DLBCNOSor 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 63%) 7 (3.4%) 10 (4.8%)



Number of subject

60
50
40
30
20

oo

20

40

60

Distribution of Estimated Probability

[ Tisacel - Unmatched
[0 Tisacel - Matched

0.0

0.1

0.2

03

0.4 05 0.6
Estimated Probability

[0 Axi-cel - Unmatched
[ Axi-cel - Matched

0.7 0.8 0.9 1.0

Cener. CHuMortpeser]
Canler: CHUL ]

s Astarstage: 1v

Time between Bt GAR-T order of cenies and GAR-T o
Genter Saint Lous -

Gesier: GHUCkrmant]

Center. HenryMonaor -

ECOG: Missing]

Priorreatment =4

A Amorsiace: 1=

A AsteorStade: Messing =

Gerter: Other =

Center: CiuRennes]

Genter: GHuSyon Suie

Cenler: CHUBrados]

Diagnosis: DI BCUHGBI
Diagrosis: TrarslonnedFLorzL]

Busc Messing =

Priorieaiment 2+

FCOG 040

“Time between st iestment and ifusion (days)

Lk, Missing]
LO# 2"Normat]

°

Standardized Mean Differences (Axi-Cel - Tisacel)

Standardized Mean Differences.

* Gefors Matching
o _Aller Maiching

0.00

015

020




L ] PSM
axi-cel tisa-cel
ORR
% (95% CI) 80.4 (74.385.5) 66.0 (59.272.4)
CRR
% (95% CI) 60.3 (563.367.0) 42.1 (35.349.1)

*according to Lugano 2014 classification

107 50001 CR
P .

NI

<0.001 0 : -

tisa-cel axi-cel

%

40 -

<0.001

20

Bachy et al., Nature Medicine, In Press



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

1.0

0.8

0.6

0.4

Survival Proba bility

0.2

0.0

Axi-cel
Tisa-cel

Axi-cel + Censored
Tisa-cel Logrank p=0.0003
HR=0.61 [0.4€ 0.79]
P<0.001
209 13 7 56 M 19 16 9 3 0
209 80 52 35 30 16 15 9 8 2 1 0
0 3 6 9 12 15 18 21 24 27 30 33

PFS since infusion (months)

No. of Subjects Event Censored Median Survival (95%CL)
Axi-cel 209 43.1 % (90) 56.9 % (119) 8.2 (4.4 ; NA)
Tisa-cel 209 55.5 % (116) 44.5 % (93) 3.1(2.8; 4.1)

Bachy et al., Nature Medicine, In Press
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