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Ten-year follow-up: CAR T cells can cure B-cell lymphomas

Large B-cell lymphoma n-24 Follicular lymphoma n-14

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE | 100 Lymphoma-free Survival 100 Lymphoma-free Survival
.3 32% .2 47%
Ten-Year Outcomes after CAR T-Cell S 75 (95% Cl, 14-51) 3 754 (95% C1, 20-70)
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* Tisa-cel (CTLO19), UPenn, treated 2014-2019
* 38 patients: 24 DLBCL, 14 FL; median FU 10.1 yrs

Overall Survival Overall Survival

* No relapses beyond 5.4 yrs (beyond 2.7 yrs in FL) 1007 1007 509
- 10-yr PFS: 17% DLBCL, 29% FL 5 s 95% 01, 534 i o (65% C1, 23-72)
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Ruella M, etal. N Engl ] Med 2026,;394:2440-48
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CAR-T in DLBCL and FL: two different scenarios

Large B-cell ymphoma Follicular lymphoma

Aggressive; refractory or early relapse carries a poor

Disease setting Drognosis

Goal of CAR-T Cure: ~40% long-term survivors after a single infusion

2L if relapse <12 months or primary refractory (ZUMA-7,

ool TRANSFORM); 3L+ for all others

Relapse pattern Failures mostly within the first year, then a plateau

Speed: early referral, short vein-to-vein time, effective

Key challenge bridging

Indolent and relapsing; long survival with many treatment
options

Durable, treatment-free remission: ELARA 5-yr PFS 46%

3L+; best candidates are POD24, double-refractory and
high-risk patients

Late relapses rare: none beyond 2.7 years at 10-year follow-
up

Benefit vs toxicity: choice of product, competition with
bispecifics, long-term infections

Same cells, different goals: cure in DLBCL, long-lasting disease control in FL
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Impact of CAR-T Therapy on Survival in R/R LBCL

Overall survival: SCHOLAR-1

Median
1.0 Events/N (Months)
0.9 + = Primary refractory 143/179 7.1
= 0.8 - — Refractory to second-line or later-line 261/306 6.1
= = Relapsed <12 mo post-ASCT 101/118 6.2
= 0.7 -+
=
=
-
1
a
a
T
=
(ah )]
o =
1 L1 LA [ | 1
L L L L L L T L] L
o] 20 40 60 80 100 120 140 160 180

Months from commencement of salvage therapy
*N =636

* ORR =26%; CRrate =7%

* Median OS = 6.3 months

Crump et al. Blood 2017
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Overall survival: ZUMA1 (Axi-cel)

Media (95% ClI)
mo
NR (12.0 — NE)

— T T T T T T T T T T T T T T T T T T 1
8 9 10 11 12 13 14 15 16 17 18 1% 20 21 22 23 24 25 26 27

Months
N =108
* ORR =82%; CR rate =54%
* Median OS = >18 months
Neelapu et al. N Eng J Med 2017
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CAR T-cell as 3" Line or Later Therapy: JULIET, ZUMA-1 and
TRANSCEND

_ Tisa-cel (Juliet) Axi-cel (Zuma-1) 2 Liso-cel (Transcend)?

Source — Cryopreserved unsorted PBMCs Fresh unsorted PBMCs Fresh sorted PBMCs
CD4:CD8 = 1:1
Pts infused, n 115 (167 enrolled) 101 (111 enrolled) 269 (344 enrolled)
BT Allowed =P Not allowed Allowed
— LD FC (25 mg/m2; 250 mg/m?) or FC (30 mg/m2; 500 mg/m?) FC (30 mg/m2; 300 mg/m?)
Bendamustine (90 mg/m?)
CAR T-cells dose Median: 3.0% 108 (range:0.1 x 108 to 2x108 cells/Kg or fixed 2x108 cells for DL1 50x10%; DL2: 100x106, DL3:
6.0 x 108 ; target: 5 x 108) pts weighed >100 kg 150x108 CAR T-cells
=P CRS grading UPenn scale Lee 2014 Lee 2014
NE grading CTCAE vers 4.03 CTCAE vers 4.03 CTCAE vers 4.03
1st endpoint? ORR by IRC ORR by IRC ORR by IRC, AEs, DLT
2nd endpoints DOR; time to response; OS; PFS; EFS, DOR; OS; PFS; EFS, time to CRR, DOR, PES, OS, cellular
cell kinetics, safety progression, TTNT, disease specific kinetics

survival, cell kinetics, safety

Response evaluation CT at 1 mo and PET at 3 mo from PET at 1 mo from infusion PET at 1 mo from infusion
infusion

1.Schuster SJ, et al. Lancet Oncol 2021:22(10):1403-15; 2. Neelapu SS, et al. Blood 2022; 3. Abramson JS, et al. Lancet. 2020;396(10254):839-852
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CD19 CAR T-cell therapy in 23L LBCL
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Median follow-up, mo

ORR (CR), %

Median DoCR,
mo (95% Cl)

Median PFS,
mo (95% Cl)

Median EFS,
mo (95% Cl)

Axi-cel (N=101)

63.1 (range: 58.9-68.4)

83 (58)

62.2 (12.9-NE)

5.9 (3.3-15)

5.7 (3.1-13.9)

Tisa-cel (N=115)

40.3 (IQR: 37.8-43.8)

53 (39)

NR

2.9(2.3-5.2)

NA

Liso-cel (N=257)

19.9 (range: 0.2-55.6)

73 (53)

26.1(23.1-NR)

6.8 (3.3-12.7)

NA
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OS Liso-cel®

c Probability (95% O of OS5 at 2 years, 50.5% (44.1-56.5)
Median (95% CI) follow-up, 29.3 months (26.2-30.4)

¥
Modium WA CN, S S rerta 294
°
0 2 4 Y T B MWD NV XN RN G G NN N
Mocthy
Nt ol b
Morvmnpordor L Q fn ” " 2 " n . 3 . ] 2 1 ' ! o
Tl NN W OW e M 1R e W n - o ) 3 “w | L ]

~40% of all LBCLs
treated with

CART are potentially
cured!

1. Neelapu SS, et al. Blood 2023;141:2307-15;
2. Schuster SJ, et al. Lancet Oncol
2021;22:1403-15;

3. Abramson JS, et al. Blood 2024;143:404-16.
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NATURE MEDICINE

French real-world outcomes according CAR-T products after PSM

Balanos in covaniabes .
Tiga-cal and axi-ced dalagals Paaked dataset Fropansily Soone mabching I after F‘EMr TOXICITY'

\\-\ ii
i-r ; M\\ } . ir .
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I 1 . ﬁ I « There was no significant difference in incidence of CRS
X

o _,i'i
12X

ORR PFS

» Axi-cel was associated with significantly more frequent and
5 Y higher-grade ICANS (30.6% v 18.1% for grade 1-2 and

“H 10.4% v 2.1% for grade =3 for axi-cel compared with tisa-
| cel, respectively, P< 0.001)

>to Sto

1.0 7 - ayi- + censored
100 — axi-cel

tisa-cel log-rank P = 0.0003
80.4 CR
0.8

80 — 66 mm PR
- : GLG i
60 —
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0 ax-cel | 209 113 71 56 41 19 16 9 3 0
1 L fisa-cel | 209 80 52 35 30 16 15 9 8 2 1
tisa-cel axi-cel ' : ' : ' |

bt =

0 3 6 9 12 15 18 21 24 27 30

There was no OS difference between axi-cel and tisa-cel
Bachy E, et al. Nature Med 2022; 2145:54



Italian real-world multicenter CAR-T study: Axi-cel vs Tisa-cel

* 485 patients analysed

 Median Age 60.0 [52.0, 66.0] B .
* V2V time 2.04 months (1.44) 09
0.81
0.71
w 06
| OVERALL(45)] Tisacel(252) | Axi-cel (233 & 09
BEST ORR 67.6% 61.1% T74.7% 0.0009 0.3
0.2
BEST CRR 53.2% 47.6% 59.2% 0.0105 0.1 Median PFS: tisa-cel 3.7 months vs. axi-cel 8.5 months
0.0 Weighted log-rank test P value: 0.0002
ORR at +90 44.5% 40.9% 48.5% 0.0284 0 3 6 9 12 15 18 21 24
CRR at +90 37.7% 34.1% 41.6% 0.0338
A
CRS any grade 83.7% 78.6% 89.3% 0.0017 1.04
0.5 m Tisa-cel
ICANS any grade 20.6% 9.9% 32.2% <0.00001 0B - Axicel
CRS g>2 7.8% 7.1% 8.6% 0.8573 o
ICANS G>2 6.4% 3.2% 9.9% 0.8064 oo eI ==
0.4
0.3
. o U.E'
Achel haS better ORR, CRR and PFS than TlsaCEI 01 Median OS: tisa-cel 19 months vs. axi-cel 31 months
D:t} Weighted log-rank test P valua: 0.1033
o 3 6 9 12 15 18 21 24
F. Stella et al, Blood Cancer Discov 2024;5:318-30 Time (manths)
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Lisocabtagene maraleucel for relapsed/refractory large B-cell =~ [ :
lymphoma: a cell therapy consortium real-world analysis

@® blood advances

] Retrospective data analysis from 7 US academic centers (N=101)
] 101 adults treated with commercial liso-cel between Feb 2021 and Jun 2023

Baseline characteristics N =101 Baseline characteristics N =101

Median age at apheresis, years (range) 71 (30-85) Active secondary CNS involvement, % 11 Med 1an age: 7 1 yea rs

<65, % 28 Pre-lymphodepletion LDH > institutional ULN,2 % 44 o>

65-74, % 38 Prior autologous SCT. % 16 (35 % 275 yea I’S)

275, % 35 Median number of prior therapies, n (range) 3 (1-8)
Male, % 60 T, % 16
ECOG PSof 0/ 1,b % 84 2, % 31
Charlson Comorbidity Index0-1 /2 /=23, % 7725/ 68 3.9 26 . .
Ineligible for TRANSCEND due to comorbidities,® % 30 e e ngh'”Sk cohort:
Diagnosis, % Bridging therapy, % i

ging therapy, % 62 68% had high
al(_SBB(I:_L 8;’ Polatuzumab-based 1 L g
ThL . Chemotherapy 24 comorbid |ty scores,
Radiation therapy 21
PMBCL 2 33(y |d h
o WOU dave peen

Disease stage IlI/IV, % 80 g?rge,tded therapy ! 13
Bulky disease (= 10 cm),® % 18 | orerowds , , ineligible for the
Baseline comorbidities, % Disease status at time of lymphodepletion,f % g

Diabetes 18 Active disease &= TRANSCEND trial.

Stage IV chronic kidney disease 5 Complete response 18

Cerebrovascular disease 5 Lymphodepleting chemotherapy, %

Impaired cardiac EF 2 Fludarabine and cyclophosphamide 74

Pulmonary dysfunction 2 Bendamustine 26

Impaired hepatic function 2 Median time from leukapheresis to infusion, days (IQR) 39 (34-43)

Active infection 3 Out of specification, % 7

Vein to vein time : 39 days (34-43)

Riedell et al. Blood adv 2025; Riedell et al. ASH2023



Real-world liso-cel: efficacy, DoR, PFS and OS

ORR at Days 30 and 90 post-infusion

90 » ORR = 81% = PR m CR
80 *
52 70 + ORR = 67%
~ 60 +
g 50 -
(<}
a 40 -+
nh;} 30 -
20 + 7%
10 +
0 +
Day 30 Day 90
(n =89) (n=91)
PFS
1.001
Median PFS
0.751 18.5 months
(95% CI, 6.8-NR)
(Vo]
L 0.50
o
6-month PFS
e 62%
(95% ClI, 53.2-72.3)
0.00-

0 3 6 9 12 15 18 21
Months since infusion
Atrisk 101 80 60 40 31 24 19 M

0.75 1

0.50 A1

DoR

0.25 4

0.00 A1

DoR

Median DoR, NR (95% Cl, 17.6-NR)

6-month DoR, 70.9% (95% Cl, 61.5-81.7)

At risk

1.00

0.751

0.50

0S

0.25+

0.00+1

0 3 6 9 12 15

Months since response (Day 30 or 90)

81 69 47 36 24 21

0S

0

At risk 101

3 6 9 12 15 18 21
Months since infusion
90 74 48 35 28 21 12

18 21

14 7

Median OS
NR

(95% Cl, 21.3-NR)

6-month OS

78.9%
(95% Cl, 71.2-87.3)

Riedell et al. Blood adv 2025; Riedell et al. ASH2023

Key points

* Median follow-up: 12.4
months (0.3-25.1)

* Bridging therapy: 60% of
patients, mostly
polatuzumab-based

* Normal LDH before
lymphodepletion strongly
associated with better PFS
and OS

* Response to bridging (CR or
PR) associated with
improved PFS



Liso-cel in secondary CNS involvement: real-world data

1 1 Patients with active CNS disease
BOR (D30 or D90)
11
. . B cr
patients with secondary G hmphoms | I
| I
+|
Assessment
8 11 °1 I ®
achieved CR (best response, day 30 or 90) 7 Response/Death/Last contact
b 4 Death
o1 I
> Last contact
10 C ) & ® FPD
72.7% . : 4
) o 1 - A sD

6-month PFS (95% Cl, 50.6-100) 0 3 6 9 12 15 18 21 24
Months since infusion

Small cohort, short follow-up

Riedell et al. Blood adv 2025; Riedell et al. ASH2023



Potential factors correlating with CAR T cell treatment efficacy

CD27+CD28+ naive T cells in apheresis associated with CART cell product

Early CART cell expansion associated with ongoing response at 5 years? fitness and better efficacy
2 CAR T-Cell Peak CAR T-Cell AUC, Progression-Free Survival
3 1,000 : 10,000 ' 1007
] % : R Optimal cutpoint: 0.1034%
e 3n o . -_ - .
< o ° U e T — CD27+CD28+ Maive Th High (n=87)
g 1004 < 23 0007 E 751 = CD27+CD28+ Naive Th Low (n=14)
) T =:l .l 3
c ~ [T w
- 104 o Y3 100 ? Ay §
3 * 3 304 T
v < ° [T9
- 1] ’ v 10 b &
[+ 4 > s E
5 - - . : ; g o5
Ongoing Response Relapse Nonresponder Ongoing Response Relapse Nonresponder @
(n=29) (n=51) (n=17) (n=29) (n=51) (n=17) g
Median peak,  65.76 35.27 12.08 Median AUC,,,,  799.69 455.32 88.47 & g P=.00024
cells/pL cells/pLxdays T
0 10 20 30

Time, Months
CART cell fitness is inversely proportional to the number of previous line of

therapy = Early referral!

Patients with high tumor burden have lower CART cell expansion3

Peak expansion by tumor burden

[+)
1.0 4 104 . Median tumor burden Quartile DOUbllng %ORR /o@o1n2gr\(;ltr:]g
g P=0.0259 = 65 : 46 (# Subjects) Time (n, %)
2 n =96 N £ - 54 (n, %)
2 = 10° 4 L - :
c 8 . 4 . Healthy
% _g 102 A s’ . 'l .‘- If b a ®  Median peak mnor n=152 1-34 = =
£ s R e R
.i s od . . uu! :- <2 Lines Q1 (n=31) 1.42 469.3 28 (90%) 12 (39%)
£ = . % o0 =
g — 109 4 - i - . " 3 Lines Q2 (n=29) 153 476.6 28 (97%) 10 (34%)
£ = 42 10
o © 0 ey 4 Lines Q3(n=28) 1.7 491.4 23 (82%) 13 (46%)
2° 2'° 2'? o™ 10° 10° 10* 10°
Baseline tumor burden (mm?) Tumor burden (mm?) 25 Lines Q4 (n=12) 1.68 211.0 5 (42%) 3 (25%)
® Durable response (n = 39)
m Relapsed + no response (n = 56)

Jacobson et al, ASH 2021. 2. Budka et al, AACR 2021, Abstract #CT166, 3. Locke et al. Blood 2020



Randomized trials of Chimeric Antigen Receptor (CAR) T-cell therapy versus SOC
in transplant-eligible DLBCL with early relapse or primary refractory disease

Clinical trials of
CD19 CAR T-cell therapies
in 2L £ 12 months LBCL

\ 4

8

ZUMA-7?
(N = 359)
Phase 3; axi-cel vs SOC

Primary Analysis of ZUMA-7: a Phase 3
Randomized Trial of Axicabtagene Ciloleucel
versus Standard-of-Care Therapy in Patients

with Relapsed/Refractory Large
B-Cell Lymphoma

Frederick L. Locke, MDY, David B. Miklos, MD, PhD2; Caron A. Jacobsan, MD, MMSc?; Miguel-Angel Perales, MDY;

N

J

"

TRANSFORM?2
(N =184)
Phase 3; liso-cel vs SOC

TRANSFORM Study: Lisocabtagene Maraleucel, a CD19-Directed
Chimeric Antigen Receptor T Cell Therapy, Versus Standard of Care
with Salvage Chemotherapy Followed by Autologous Stem Cell
Transplantation as Second-Line Treatment in Patients with Relapsed or
Refractory Large B-Cell Lymphoma: Results from the Randomized
Phase 3 TRANSFORM Study

Manali qudar,' Scott R. Splamon,‘ Jon Ammn,3 Patrick B. Johnston,* Bertram Glass,” Veronika Bachanova,® Sami

~

J

-~

\ 4

&

BELINDA3
(N =322)
Phase 3; tisa-cel vs SOC

Tisagenlecleucel vs Standard of Care as
Second-Line Therapy of Primary

Refractory or Relapsed Aggressive B-Cell

Non-Hodgkin Lymphoma: Analysis of the
Phase Ill BELINDA Study

POSITIVE!

POSITIVE!

NEGATIVE!



CD19 CAR T vs SoC in 2L LBCL

EFS: Axi-cel vs SoC (ZUMA-7)12

B Event.free Survival

100 +
1004, Median Event-free  Stratified Mazard Event.free 90 -
o\ Survival (95% CI)  Ratio (95% C1) Survival Estimate
LYr 2Yc 3Yr 4y o 80
804 months percent -
. s /0
g 70 Axicel 103(50-255) 042 0.33-055) O 4« a » >
= Standard Care 23 (1.7-11) < 20 19 15 v c 60 4
& 604 2
s
504 ~— o
. L
w0 i~ R T S T SP—— As.col 40 4
l, e erh E
E 30 1 g
204 + P l
| % . i)
ll!-l‘ Standard care
| Median follow-up: 47.2 mo 10 -
or———r—y————p—y ' g Y Y T Y =y T Y '
0 2 4 6 8§ 10 12 14 16 18 20 22 24 26 23 30 32 34 36 38 40 42 44 46 43 50 52 M 56 0

Response n (%)

ORR

CR
Survival, mo
Median PFS

Median OS

Axi-cel (n=180)

150 (83)

117 (65)

14.7

NR

Months

SoC (n=179)
90 (50) <0.0001
58(32)
HR
3.7 0.49
311 0.73

EFS: Liso-cel vs SOC (TRANSFORM)z3+

0 2 4 6

Response n (%)

ORR

CR
Survival, mo
Median PFS

Median OS

Y W (IO . DY, -
30 + \‘Lﬁ—.~
20

Median follow-up: 18 mo

P )

8 10 12 14

+ Censored

Stratified HR = 0.356
(95% CI, 0.243~0.522)

NR (95% CI, 9.5~NR)

2.4 months (95% Cl, 2.2-4.9)

T —— ——————
16 18 20 22 24 26 28 30 32 34

Time from randomization, months

Liso-cel (n=92)
80 (87)

68 (74)

NR

NR

SoC (n=92)
45 (49) <0.0001
40 (43)
HR
6.2 mo 0.40
29.9 mo 0.72

1. Westin JR, et al. New EnglJ Med 2023;389:148-57; 2. Locke FL, et al. New Engl J Med 2022;386:640-54; 3. Abramson JS, et al. Blood 2023;141:1675-84; 4. Kamdar M, et al. J Clin Oncol 2025;43:2671-78.
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Axi-Cel Improved Overall Survival Versus Standard of Care

100- HR 0.726
27.4% Reduction in Risk of Death
o 80+
o~
E a 4-Year 54-6%
'E 60_ e ki
5 I b —— . 1
«» PR ———
E 404 !
g ! 46.0%
© 20- l
|
0- Median Follow-up: 47.2 months ;
|
0 6 12 18 24 30 36 42 48 54 60

Months

* 57% (n=102/179) of SOC patients received subsequent cellular immunotherapy (off protocol)
* Despite the increased survival in the SOC arm versus historical studies, axi-cel increased survival over SOC
Westin JR, et al. N Engl J Med. 2023;
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Liso-cel vs. SOC as 2"9 line therapy: OS and Crossover

(0N OS adjusted for crossover Crossover subgroup
Median NR vs. 29.9 mos Median NR vs. NR N=61 (66% of SOC)
HR 0.724 (0.443—1.183) HR 0.415 (0.251—0.686)
Crossover
100
" subgroup
. . ® (n =57 treated)
] ¥ 70
3 2w Median f/u 12.0m (1.4—28.1)
E E 50
£ £ ORR / CRR 61% / 53%
g 2 30
E ig Median EFS 5.9m (3.1—15.1)
orteemmue s a EERRR R SRR LSRR MedianPFS | 5.9m (32—26.5)
No. at risk No. at risk
o e i h e e 1 o @B @ mmANLBNIT 44 2211 Median OS 15.8 m (11.8—NR)
Median Follow-up: 17.5 mo Liso-cel associated with

improved QOL by PRO

Abramson, et al. Blood 2023
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Survival Probability

Second-line axi-cel in LBCL: real-world outcomes

Overall survival according to treatment set
Since treatment decision

PFS since CAR-T infusion

105 1: Treated set 104 + Censored [ 95% Confidence Limits
2: Untreated set
0.8 0.8 -
=
0.6 g 0.6 -
o
<]
o
0.4 - ©
2 N
s 0.4
>
n
0.2 1
0.2 +
0.0
1 201 150 66 4 0 0.0 -
2 2;9 Z 11 ? T 201 75 26 0
0 3 6 9 12 ) 3 6 9

OS since eligibility (months)

PFS since 1st administration (months)

No. of Subjects

No. of Subjects Event Censored Median Survival (95%CL)
Treated set 201 12.4 % (25) 87.6 % (176 ) 11.1(8.9,;11.1)
Untreated set 29 44.8 % (13) 55.2 % (16) 29(2,;6.7)

201

201 of 230 patients (87%) received axi-cel after the treatment decision

Event
27.9 % (56)

Patients who did not reach infusion had poor outcomes, with a median OS of 2.9 months

Censored
72.1% (145 )

Timely referral and an efficient pathway to infusion are key priorities for second-line CAR-T therapy
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HEMATOLOGY
CONFERENCE

the Z)/MPAOM&S

Median Survival (95%CL)
6.1 (5.3 ; NA)
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After CAR-T failure in LBCL: dismal outcome (DESCAR-T)

43% 2.7 mo 5.2 mo 14%

238 of 550 patients progressed or median time to failure; 23% within day median OS from failure; 27% alive at 1
relapsed 30 year ORR to salvage therapy (CR 6.6%)
Overall survival from failure (n = 238; median follow-up 7.9 mo) By time of failure: median OS 1.9 vs 6.1 vs 9.6 mo
o o Predictors of
] + Censored [ 95% Confidence Limits ] + Censored 1: DO-D30
Logrank p <.0001 2: D30-D90 worse OS
3: >D90 . .
e (multivariate)
.8 — 0.8 -
* High LDH at
= £ infusion
o 06 % 0.6 -
3 b * Elevated CRP at
o o . q
= = infusion
Z o4 E pad . L
= E - —r * Failure within day
w w
30
0.2 02- . .
Lenalidomide-based
: salvage associated
a0 0.0 with better OS (HR
28 121 & 4 18 12 8 2 9 1:D0-D30| 54 18 7 5 2 1 1 1 0 0.42)
0 3 6 9 12 15 18 21 24 2: D30-D90 102 57 27 18 7 4 1 0 °
" - 3: >D90 82 46 33 18 9 7 4 1 0
OS2 since 1st progression (months) T T T T T T T 1 T
No. of Subjects Event Censored Median Survival (95%CL) 9 3 4 9 L L L £ 24
238 53.4% (127)  46.6 % (111) 5.2(4.1;6.6) OS2 since 1st progression (months)

DiBlasi R, et al. Blood 2022,;140:2584-93. Axi-cel and tisa-cel, French DESCAR-T registry
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CAR T-cells in R/R Follicular Lymphoma

Agentand . POD24  Priortx BT V2Vt  ORR/CR"  Median PFs, os, {an;“:r 3) (anlif?:rs:-ﬂ
trial % median % days % f-up, mo % % % - % -
Tisa-cel . 48mo: 48mo:
(ELARAJ-23 1 97 63 4(2-13) 45 46 86/ 68 53 oy a5 48/0 4/1
Axi-cel 60mo: 60mo:
[le'J:ﬂEA_sr,ﬁ I 124 56 3 (2-4) 4 40 90 /75 64.6 4:;' E;"; 97/8 56/15
Liso-cel67
(TRANSCEND 1/ 013U 55 3(2-10) 38 49 97 /94 24 el LTl 58/1 15/2
FL) 23 (21) 83 93

*median time from enrollment to infusion. *consistent response rates were seen also in those patients with high-risk characteristics

1. Dreyling M. et al. Blood 2024. 2. Fowler N.H. et al, Nature Med 2022, 3. Thieblemont C. et al. ICML 2025; 4 Jacobson A.C. et al, Lancet Oncol 2022; 5 Neelapu S. et al. JCO 2025;
6. Morschauser F et al. Nature 2024 . 7. Nastoupil L. et al. ASH 2024
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Clinical Outcomes of Tisagenlecleucel in Patients with Relapsed/Refractory
Follicular Lymphoma (r/r FL): Phase 2 ELARA, 5-year update.

ELARA Study Design

Screening, apheresis,

and cryopreservation Optional
(N=122) b==—""""""bridging chemotherapy*> =1 First efficacy assessment Median foll € f infusion t
Tisagentecleucel — | Month 3 (N=94) edian follow-up* from infusion to
manufacturing Restaging, data cutoff:

Enroliment (N=98) lymphodepletion Tisagenlecleucel

66.83 months (range: 60.2-75.7)
infusion® (N=97)

Long-term safety and efficacy

follow-up?

Key eligibility criteria Study treatment End points

218 years of age Tisagenlecleucel dose range (single IV infusion) was Primary: CRR by IRC

FL grade 1, 2, or 3A 0.6-6x10" CAR-positive viable T cells

Relapsed/refractory disease® Secondary: ORR, DOR
* No evidence of histological transformation/FL3B PFS, OS, safety, cellular
» No prior anti-CD19 therapy or allogeneic HSCT kinetics

S

v' 97 patients treated with a single tisa-cel infusion, with a median follow-up of 66.8 months to assess long-term
efficacy and safety

Schuster S. et al, abs#468
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Median Duration of Response was Not Reached

4]
£ 80— | .
b 1
g - . -m =
- 60— : > s
<] Censoring Times ¢ H A : X
;é" —| All patients (N=81) -4 | :
— CR (N=64) -l 1 !
> 40 — PR(N=17) A~ ! |
= | ipaenmze Median DOR: not reached |
. - | .
3 20 cr 17 Responders with an ongeing response at 57 manths: 61%
E - 1 I
[+

Kaplan-Meier medians ye A
All patients: NE months, 95% CI [35.8, NE] : [

CR: NE months, 95% CI [NE, NE] i

0 —| PR: 3:2 months, 95% CI 2.3, 4.3 ! !

|III|III|III|III|III|III|III|III|III|III|III|IIIIIII|III||II|III|III|

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Time (months)

Number of patients still at risk

All patients 81 63 59 54 50 50 47 45 44 39 39 39 34 33 31 0 0 0
CR 64 59 56 52 48 48 45 43 42 37 37 37 32 32 30 0 0 0
PR 17 4 3 2 2 2 2 2 2 2 2 2 2 1 1 0 0 0

* The probability of maintaining CR/PR response at 48-mo was 61%
e The probability of maintaining CR at 48-mo was 71.2%

Schuster S. et al, abs#468; Thieblemont C et al. Blood. 2024
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ELARA: Sustained Remissions at 5 Years After Tisa-cel

b ) 9 100 —
£ 80— . b - |
g ' 6 80—
; 60 — ' g il i
‘s Censoring Times 4 MA | S 60 — !
9 | All patients (N=81) - : S - -
‘é 40 — ggfnj;; 1 ! < 1 Censoring Times M : ‘
S | jumeelemmew Median DOR: niot reached £ A0 Matich (o) 8 :
8 20 —| PR 12 Responders with an ongeing response at 57 manths: 61% g % | No relapse reported after 36 months
e Kaplar_l-Mei.sr medians : ye : A ° =1 Kaplan-Mei i :
* | CRNE monthe, 930 CI NE N} | i a NTifgms'e's? gd months, 5% [18.2, NE] | mFU: 61 mo
0 | PR:3:2 months, 85% C1 23, 4.3 ! i 0 '
||||||||I|||||||||||‘\|||||||||||||l||||||||||||||||||||||||||||||||| Il||Ill]Il[lIlIT]Ill]]l[]lIl'Tl|lIIT]IIl[l][]I]ll‘l[]l]ll]l[lllll
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64
Number of patients still at risk Time (morths) - Time (months)
All patients 81 63 59 54 50 50 47 45 44 39 39 39 34 33 31 0 0 0 Number of patients still at risk
cR 6 59 56 52 48 48 45 43 4 3 4 3y 32 3 0 0 0 0 Al subjects 94 78 6 57 54 50 48 48 45 43 40 40 9 B B 16 0
PR 7 4 3 2 2 2 2 2 2 2 2 2 2 1 1 0 0 0
. - . .. ) _ -
The probability of maintaining CR/PR response at 48-mo e The 60-mo PFS was 46% in all pts, and 59.8% in CR
0 . .
was 61% e The 60-mo OS was 74.1% in all pts, the median OS was
e The probability of maintaining CR at 48-mo was 71.2% NR

Schuster S. et al, abs#468; Thieblemont C et al. Blood. 2024
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Prolonged and Sustained PFS and OS was Seen Across High-Risk
Subgroups

POD24 (Yes vs No) FLIPI (High vs Low/Intermediate)
Censaring Ti ] Censoring T i
120 — FOD24 Yos (No61) _i_ 120 — FUPIHigh (No57) &
- POD24 No (N=33) - FLIPI Lowfintermediate (N=37) <l
g 105 — Mumbar of Events (1) ‘! 105 — Mumber of Events (r)
] POD24 Yos: 32 | FLIPI High: 31
3 * o e e § - Ll
g 75 ] POD24 Yas: 36.4 months, 85% CI1[9.5, NE] E 75 _ FLIP1 High: 30.0 masihs, 95% C1 [12.3, 58.5)
5 ] POD24 Na: NE months, 35% CI [18.4, NE] 5 i FLIP1 Lowfntermadiate; NE months, 85% CI [23.5. NE]
g 7 - g 7 B —
f 45— T haaiead f 45
3w g a0
2 N, [3 1 .
& 15 60-mo PFS (POD24 Yes): 41.1% mFU: 61 mo & 15 60-mo PFS (FLIPI High): 35.5% mEU: 61 mo
0_ |II|[IIiII[[|I[llI]IIII'IIIIII]III|II|[1|I1III|II|II|'II|II|II|11| 0_ IlIlllllllllllllfl|l[]|l|IIIIIIII|TI[II['II|Illlillllll]lllllllll
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57T 60 63 0 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
» Time (months) Time (months)
Nurniber of patients st at risk Number of patients stll &t risk
POD24 Yes 61 S50 40 36 33 30 29 29 28 2B 28 27 26 24 24 24 24 22 W W M 0 FLIP Hrtqnp . 7 46 38 33 3 29 27 25 24 24 1@ T 0 19 1% 19 18 17 15 15 & 0O
POD24 No 3 3 27 2 24 24 23 02 W W 18 18 17 16 16 16 15 15 14 14 5 0 FLIPI Low/intermediate a7 34 2 8 26 25 26 25 24 24 24 3 23 2 21 21 20 20 18 19 10 0
Bulky disease (Yes vs No) - Double refractory (Yes vs No) o nes WA
Censoring Ti Consor
120 — &.’TJE..."‘;‘., (N=62) —h— 120 — Doubbe refeactsry ;u Lu-ns: &
B Bulky disease No (N=32) - - Double refractory No (N=29) -
105 — Numbar of Events (n) 1056 — Number of Events (n)
,3’; - Butky disease Yes: 31 ! N Double m Yes; 2
T 90— Bulky disease No: 15 = 90— , s
Kapian-Meler med| i Kaplan-Meier medians
g 7 Mdﬂﬂﬂ:; YOS:E;;.D manthe, 858 1 [12.1, NE] g 75 | Double refractory Yes: NE months, 85% CI1 [17.8, NE]
75 — Bulky disease No: 58.5 months, 95% C1 [23.5, NE] ] Double refractory No: 295 months, 95% CI [9.1, NE]
5 - 5 —
? B0 — = ] 1 ol 1 A
= g - 1 '—H AL sumesd
g w7 £ e ]
30 —| E 20 —
g 15 60-mo PFS (Bulky disease Yes): 45.1% mFU: 61 mo 5] 60-mo PFS (Double refractory Yes): 50.5% mFU: 61 mo
—_ 0—
0 |||I|'|I||]|'|'I||'|||]||I|'|'I||I|'|I|||||||"|||'|I||I||I|||'||I||'|||I'||I I1I|I'I|IIIIIIIII[I|II]II|IIIIIIIIITI[II['IIIIlllillllll]lllllllll
0 3 6 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time (months) ) Time (months)
mbar " Number of patients still at risk
L,dnf.:.;:? st at sk &2 53 43 3B 35 32 30 P0 P8 28 26 26 25 94 P24 24 023 22 021 21 9 © I}:ublurrsﬁamr Yes 65 55 48 43 40 38 38 35 34 34 33 32 M 29 29 29 28 26 24 24 12 0
Bulky disease No a3 27 24 24 22 22 2 021 2 0 20 19 18 16 16 16 1 15 13 13 T o Double refractory No 29 25 19 19 197 16 18 16 14 14 13 13 12 1M 11 11 1 11 10 10 4 o

Schuster S. et al, abs#468
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Three-Year Efficacy and Longitudinal Safety of Lisocabtagene Maraleucel in
Patients with Third-Line or Later Follicular Lymphoma from TRANSCEND FL

TRANSCEND FL: phase 2, open-label, multicenter, multicohort study

m=l
Key FL eligibility criteria PET-positive Cc—9
= Age = 18 years Leukapheresis disease reconfirmed Day 1 Day 29 I_I
- R/R FL { 4 il Foll
— 2L cohort (POD24 [é] __1 . ollow-up
and/or mGELF)* Liso-cel . E)] ¥ = On-study: 5 years
— 3L cohort manufacturing Lymphodepletion Li;L —cel = Long-term
— 4L+ cohort FLU 30 mg!zm? and » i First disease (NCT03435796):
+ FL histologically confirmed Bridging therapy allowed CY 300 mg/m* x 3 days 130_; ;gyc:f[e:f[?(l:l: assessment 'Gl:qt?;gl,si ::Jasri'i :fter

= 6 months before screening
with PET-positive and
measurable disease

+ Received combination of

~

/F'_r‘irlmr)lr endpoint (efficacy set)

an anti-CD20 antibody and * ORR (BOR of CR or PR) per IRC by PET/CT per Lugano 2014 criteria’
an alkylator Secondary endpoints
*ECOGPS <1 _ - CRrate, DOR, and PFS per IRC by PET/CT per Lugano 2014, and 05
+ Adequate organ function . Safety
LN
Post hoc analyses
= TTHNT
= Efficacy subgroup analyses by POD24, bulky disease, double-refractory disease and prior bendamustine treatment
l\ * Longitudinal safety analyses of infections, key laboratory parameters, and supportive treatments /

Ahmed S. et al, abs#467

HEMATOLOGY Rome Hotel nhow Roma
RO MA CONFERENCE the Z)/ /’V/P Aomios October 15-16, 2026




Patients Disposition and Characteristics

Efficacy subgroup 3L+ FL
Patients with 3L+ FL analyses (n=107)

POD24 Median (range) age, y 62 (23-80)

Leukapheresed ITT set YN? : ] 267 Met mGELF criteria at most recent relapse, n (%) 57 (53)

t‘:; k:‘!us?.j, nel S Bulky disease? Bulky disease,* n (%) 34(32)
. No'lonw met eligibility criteria, n = 2> @4 Yes, n=31 Median (range) prior lines of systemic therapy 3 (2-10)
Received nonconforming product, n « 4¢ No, n =72 Received prior HSCT, n (%) 301)
Lrso-cer!] t;%a;ed set Double-;eefsr’arc](i)rz?dlscast" Received prior rituximab and lenalidomide, n (%) 23 (21)

Bl PET ot el o o No,n=38 Recetved pror bendamustine, n () | 6 61)
. xm:dd?g :tbez Ib':icd'x?n;.zn “2 T T | Double refractory (anti-CD20 and alkylator),” n (%) 69 (64)
; Efficacy set¢ | ‘;_15 4’"(:8 "n:S - POD24 from initial immunochemotherapy, n (%) 59 (55)

S >24mo, N = 47 Received bridging therapy, n (%) (4

None, n =42

Ahmed S. et al, abs#467
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Responses were Deep and Consistent Across Subgroups

97% Prior bendamustine treatment POD24 Bulky disease Double refractory
95% Cl, 92—99
100 - (n = 100)
90 4 ORR, 100% ORR, 100% ORR, 96% ORR, 98% ORR, 96% ORR, 98% = ORR, 97% ORR, 97% = ORR, 96% ORR, 100%
- 80 - (n=75) (n=19) (n = 45) (n = 41) 100 - {n = 55) (n = 45) (n=30) {n = 70) (n = 64) (n = 36)
s 70 - o ; :
w
2 %0 s 20
(=% } 1
r L 50 - S CR rate, CR rate, SN CF rate, CR rate,
& 40 - 5 &g : o, 54% 94% [N 94% 94%
30 - ﬁ 40 (n = 29) {n = &8) (n=6&3) (n = 34)
20 o 20
5
0 - 0 4 ! !
(n = 103) <12mo  12-24mo > 24 mo None Yes No Yes No Yes No
{n = 5} {I'I =9) (I'I = 47) (n = 42) (n= 5?} (n= 45} | (n=231) (n=72) I (n=67) (n = 36)
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Responses were Durable even in Patients with High-Risk
Disease

® 100 - DOR 0S
g 90 PFS 00
S 80 - 1004 90 -
& . 90 -
= 70 - . 80 -
B < %01 *
3 60 g . 70+
B £ 704 ¥
g %0 2 g 601
-
(v} . 50 -
5 50 Median 36-Month & 504 =
2 30 DOR DOR E 40 - § 40
E 20 - NR 70% £ 01 IR . e
2 10 - (95% Cl, 38.5—NR) (95% Cl, 60—78) & 20 R pp 20 - ver
[=]
& - Median follow-up: 35.4 months (95% CI, 35.1-35.5)° + Censored 10 (95%CI,39.4-NR) (95%Cl, 58-76) 10 - NR (9% €I, 78-92)
T T T T T T T T T 04 Median follow-up: 36.3 months (95 C1, 36.0-36.4) i Median follow-up: 43, s, (95 1, 41.8—42.
0 6 12 18 24 30 36 4 48 R A A 0
Time from initial response, months - - 0 6 218 24 %4a248M
MNo. at risk No. at risk e, Mond Time, months
3L+ FL 100 86 80 75 67 65 22 17 0 No. at risk
o L0391 8L 76 69 65 44 AT 9 0 3L+FL 103 99 94 93 89 85 78 51 12 1
. . Double Not double
N{?_‘ 20362}4 Bu I(l':_'yf;sf;“ No h;‘:_:k: :%s]ﬂse refractory refractory
(n = 67) (n = 36)
58% 80% 61% T1% 60% 83%
{95% CI, 43-70) (95% CI, 65-89)  (95% CI, 41-75) (95% €1, 58-80) (95% CI, 47-71) (95% €1, 66-92)

Ahmed S. et al, abs#467
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Liso-cel Showed Favorable Long-term Safety

100 - 100 -
79 m Grade = 3 neutropenia = Growth factors for neutropenia m Any-grade infections ®m Grade = 3 infections
80 - 80 -
= a2
‘:_:-; 60 - ) 60 -
s c
S 40 - o ]
g 29 2504 25 5
20 - 14
0 2 o5 7, 12 10 g 10 g 7 20 { g 12 .
2 913 4 54 32 34 44 44 3 64 54
' ] | | PEE F——
& o ' & W % & 0 — ;
T S \ A FO L
& & ¥ ¥ Y S NP NG P R I N R
N NN § & ¥ ¥ ¢ ¢ &
Time from infusion ) SR TR S VO S
2 100 o Time from infusion
100 -
80 mB-cell aplasia mHypogammaglobulinemia mIVIG use
80 65 &9 &9 o 71 Use of growth factors, transfusions, and IVIG
e 62 |6 61 56 W7 =% 5553 Mss 5 therapy, n (%)
= 4342 48 Growth factors for neutropenia 54 (50)
:E 40 Erythropoiesis stimulating agents 2 (9)
a 20 RBC transfusions for anemia 24 (22)
1 3 10 7 1 , 2 2 3 3 2 2 Platelet transfusions? 16 (15)
0 - IVIG therapy 29 (27)

DO-D15 D16-D30 M2-M3 M4-M6 M7-MI MI0-M12Z M13-M18 M19-M24 M25-M30 M31-M36 M37-EOQS

Tima fram infiieian

Ahmed S. et al, abs#467

HEMATOLOGY Rome Hotel nhow Roma
RO MA CONFERENCE the Z)/ M,D AomiOs October 15-16, 2026




Conclusions

 CAR T-cell therapy offers curative potential in B-cell ymphomas, with remissions lasting beyond 10 years in
a subset of patients.

* In primary refractory or early-relapsing LBCL, axi-cel and liso-cel improve outcomes over conventional
salvage therapy, supporting their use in second line.

* Early referral is essential: disease control and timely access to infusion remain major determinants of
treatment success.

* In R/R follicular lymphoma, CAR T cells induce deep and durable remissions, including in patients with
high-risk disease, with sustained benefit after a single infusion.

 Long-term follow-up remains essential to monitor immune recovery, infections and second primary
malignancies.
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«l have seen further, it is by standing on the shoulders of giants.»

«Se ho visto piu lontano, e perché ero sulle spalle di giganti.» ...

Isaac Newton, 1675
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