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Redefining treatment algorithm of LBCL

* CAR-T therapy has significantly improved outcomes in R/R LBCL
showing high response rates and durable remissions across clinical
trials and real-world settings

* Initially positioned in later lines, providing a curative option for
heavily pretreated patients

* Now established as a standard of care in second line for early R/R
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Increasing CAR-T use over years

Countries reporting CAR T-cell treated patients to the EBMT Registry Number of CAR T-cell treated patients registered in the EEMT Reqgistry EBMT
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Date of (planned) cell infusion

Source: EBMT Registry, December 2025

Source: EBMT Registry, December 2025

Data cutoff: 2025-12-03 15:30:00

Courtesy of Annalisa Ruggeri
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CAR-T In the treatment of R/R LBCL

Stratification of the patients by time to failure

2L Biopsy recommended

Primary refractory or R<12 months R>12 months

CAR-T eligible Mo intention to proceed to CAR-T Transplant eligible Mo intention to proceed to transplant

Axi-cal [I, A] or liso-cel [I, A] Glofitamab-GemOx [I, Al, Glofitamab-GemOx [, A,
Clinical trial, 2L therapy* Clinical trial, 2L therapy*
or best supportive care or best supportive care

Decigion influenced by prior treatments, condition of the disease and patient's overall status

3+L Biopsy strongly recommended

CAR-T [Ill, A], bispecific antibodies [Ill, C], loncastuximab
tesirine [Ill, CJ, tafasitamab-LEN [IIl, C), Pala-BR [III, B]

Clinical trials

In limited stage: IS-RT 5
Best supportive care

*2| therapy: epcoritarmab+ Gemax [Il, €] when available; tafasitamab-LEN [lI, €] in non refractory patients; R-chemotherapy [1, B} R-GemiOx or Pola-B& [IlL, B)
2L immunochemaotherapy befare HOT/ASCT: R-DHAX (P or €), R-ICE, R-GDP, R-ESHAP; in cass of CMR, proceed to HDTIASCT [1, A)

CAR T-call therapy in Ird line: axi-cel, tisa-cel, liso-cel
CAR-T cell therapy may not be appropriate in patients with P3>2 or who have a large tumor velurme andfor rapidly increasing LDH level

Thieblemont et al, EHA 2025 guidelines

Antl-CRI0/CERI bispecific antibodias: gofitamab, epeoritamab and edronextamalk

Convegno Regionale A —

LE NUOVE FRONTIERE NELLA TERAPIA 30 Marzo 2026 :J J —
— DEL LINFOMA: INNOVAZIONE E FUTURO Napoli, Centro Congressi Federico Il ~—~ "=
D E L EGAZ | O N E CAM PAN IA ocieta Italiana di.Ematologia




Poor prognosis of R/R LBCL

Median
0 4 Events/N (Months)
> 09 - — Primary refractory 143/179 y
= % - — Refractory to second-line or later-line ~ 261/306 6.1
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Months from commencement of salvage therapy
Crump et al, Blood 2017
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Pivotal CAR-T trials in LBCL>2L

CD19-targeting scFv

} Hinge/transmembrane domain

Costimulatory domain

TRANSCEND NHL 001 (liso-cel)

Activating domain
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ZUMA-1: axicel in LBCL>2L

. Axi-Cel

Key Eligibili riteria for ZUMA-1 Axi-Cel " Infusion
+ Refractory LBCL (DLBCL, PMBCL, TFL) » 2x10°CAR+ cells/kg S
» No response to last chemotherapy or Primary Endpoint m Lymphodepleting
< 5
rellapse _.12 months post ASCT. . ORR, with first response Chemoth erapy
+ Prior anti-CD20 monoclonal antibody and assessment 4 weeks
anthracycline post-infusion First Tumor
Lymphodepleting Regimen Key Additional Endpoints Leukapheresis Assessment
» Cyclophosphamide 500 mg/m2and * OS, safety, and
fludarabine 30 mg/mZfor 3 days translational evaluations
Characteristic (%) N=101 Day 0 Day 7 Day 28
Median age, years (range) 58 (23-76)
>65 years 24 (24) Manufacturing Hospitalization Follow-Up
IPl score 3—4 46 (46)
Disease type
DLBCL 77 (76)
PMBCL 8(8)
TFL 16 (16)
Disease stage Ill or IV 86 (85) Neelapu et al, N Engl J Med 2017
Prior HSCT 25 (25) Neelapu et al, Blood 2022
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ZUMA-1: response and survival

100 4
1004

80 4
80 4

E 0 2 60
: . EFS@5y: 30% (95% Cl, 21.5-39.6) £ | PFS@5y: 32% (95% CI, 22.9-41.1)
= 204 ;T 20
Median EFS (95% CI), months Median PFS (95% Cl), months
0 57(3.1139) o 5.9 (3.3-15.0)
Months Month .
Mo.atrisk 101 65 47 43 42 39 38 ¥ ¥ 37 3% 3% 33 3 2 N 29 ¥ M 23 10 1 0 No.atrisk 101 58 4 44 40 30 220 30 03?535 s 3 N 27 24 110 Medlan fO"OW'up, months (range) 63.1 (589—684)
(censored) oy () @ 2 @ @ @D @ @ @ @ @ @ @D @ @ @ @ @ ® 226N aEn (censored)m\(?)_ (1) (1 (1 1 n (4} mn m n (1) 2) (3) 7 @ 22 (32
S N ORR/CR 84 (83)/59 (58)
= % 0] 0S@5y: 43% (95% Cl, 32.8-51.9) Median DOR, months (95% Cl) 11.1 (4.2-51.3)
- 2 ] Patients with ongoing response, % 31
= 404 6
E 20
= 20 Median OS (95% Cl), months
Median TTP (95% CI), months 04258 (12.8-NE)
0"?'”4"."29'7.} S S LN S e e e e 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 44 Months
. Months No. atrisk 101 93 74 61 54 53 51 50 50 a7 a7 46 44 42 a1 4 14 1
(T;:;r:k) 1(3: (5; f:) E (3; f’; (3; f;) [3;) [3; f;] ::) cle j: (f; (;?) [ﬁ) fcensored) @ © @ © © © © © © © © © © O @ @ 8 @)
Curative potential of axi-cel >2L for responding patients who are alive at 5 years Neelapu et al, N Engl J Med 2017
Neelapu et al, Blood 2022
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JULIET: tisa-cel in LBCL>2L

Screening, apheresis, onti | 100
and cryopreservation o pliona Saf 1
——— —_— afety and efficacy follow up
bridging chemotherapy Imaging at month 1,3,6,9,12... 90
Tisagenlecleucel ] 5 1
Enrollment manufacturing Restaging, Tisagenlecleucel s 80 1 4 :
I hodepleti infusion® 4
(n=167) lymphodepletion |n(':1=s1n:l5|) '!._" 70
‘.6 60 1 _‘:' gg{n!’!nanuJ:T{es'N 937)
at Mon n/N = 9/
Z 50 1 _ . 0 ——— CR at Month 6 (n/N = 6/34)
= 404 2y PFS: 33% Overall {n/N = 71/115)
~
—— o n 2 301
Key eligibility criteria Study treatment End points &_c_' 20 1
- >18years Tisagenlecleuceldose range (single IV infusion) Primary: Best ORR (CR + PR) 10 4
« Relapsed/refractory DLBCL 0.5-6x10° CAR-positive viable T cells Secondary: TTR, DOR, OS, 04
- previously received = 2 lines including rituximab and an PFS, EFS, safety and cellular ¥ ¥ T Y N T d N T ¥ T T ¥ Y ¥ ¥ T
anthracycline kinetics 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
- Had either relapsed after or were ineligible for autologous Number of patients still at risk Time, mo
qui=iy 5 S B D 2R BB EBEIY
» No Previous anti-CD19 therapy, any gene therapy or at Month 6 34 4 1 1 1 1 1
allogeneic transplant Overall 115 47 38 36 M " 30 26 24 21 21 21 1M1 2 1
* NO Active CNS involvement o
1
= 90
icti = T 80 [ TS
Characteristic (%) N=115 Z o
=)
. i 80
Median age, years (range) 56 (46—64) 5 s 2y-0S: 40%
£
= 40
265 years 23 (20) 3 cmm s o
] 30 Eaplan-Meier medisng o T
A CR s BOR  WE. 80% CI HE
IPI score 2_4 84 (73) a 20 R a2 Month 3 HE, B8% CI HE £
10 1 cR et biomn & HE, 35% Ci HE -
. All Fatianis 11.07 ma, 52% 01 8.84-23.85 — 4 Pre N 5
Dlsease type n T T T T T T T T T T T T T T T T T T
o 3 & 9 12 18 18 21 24 27 3 I3 I 39 42 45 48 B
DLBCL 92 (80) Time From Infusion, mo
TFL 23 (18) Wa. at Risk
CR as BOR a8 4= 44 a3 a3 ar a6 a4 I el an Fe ) % w £ 4 1 L]
. CRutMonth 3 a7 7 37 24 22 2 N EC » = 2 13 5 ] ' o
Prior HSCT 56 (49) CRatMonth € 34 34 34 33 31 31 30 28 28 2% 5 28 22 13 z o
AllPasests 118 331 68 S8  B1 47T 46 431 M 13 3 M 3 13 10 4 1 ]

Bridge th 104 (90
ridge therapy (50) Schuster et al, N Engl J Med 2019

ORR was 53% (CR 39%) Schuster et al, Lancet Oncol 2021
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TRANSCEND-NHL 001: liso-cel in LBCL>2L

Key eligibility criteria
PET-positive disease
Leukapheresis reconfirmed

1 l
e

Bridging therapy
optional®

*+ Age > 18 years
Day 29

}
g

First disease assessment

* LBCL after > 2 lines
of therapy

— DLBCL NOS (de novo;
transformed from FL, CLL,
MZL, or other)

— HGBCL (double/
triple hit), PMBCL, FL38B

Lymphodepletion
Fludarabine 30 mg/m? .
and cyclophosphamide Liso-cel

P el 2 2 2-7 days after

« Secondary CNS lymphoma or
prior autologous/allogeneic
HSCT allowed

» ECOG PS of 0—12

« CrCl > 30 mL/min/1.73 m* ] 30 A0 CAR:T owts

VI Dose
* LVEF = 40% expansion
= No minimum threshold for ALC, 41) I 150 « 10* CAR" T cells
ANC, platelets, or hemoglobin
\ Primary endpoints: Safety and ORR by IRC (Lugano 2014 criteria)?
Secondary endpoints: CR rate (key), DOR, PFS, 0S, cellular kinetics

Convegno Regionale
LE NUOVE FRONTIERE NELLA TERAPIA
DEL LINFOMA: INNOVAZIONE E FUTURO

DELEGAZIONE CAMPANIA

Characteristic (%) N=270

Median age, years (range) 63 (18-86)
265 years, n (%) 112 (41)
Disease type
DLBCL 137 (51)
PMBCL 15 (6)
HGBCL 36 (13)
FL3B 4 (1)
DLBCL transformed from FL/iNHL 60 (22)/18 (7)
Secondary CNS involvement 7 (3)
Median number of LOTs (range) 3 (1-8)
Prior HSCT 90 (33)
Bridge therapy 159 (59)

Abramson et al, Lancet 2020
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TRANSCEND-NHL 001: response and survival

100 2y-PFS: 41% (95% CI 34-47.2) 4 censorec
= . 80 Median (95% Cl), 27.3 months (24.0-NR)
« ORR was 73% (CR 53%), being consistent across :
s 60
subgroups : - =1
g p g 40 Median (95% Cl), 6.8 months (3.3-12.7) - L
201 Median (95% Cl), 2.8 months (2.1-3.0) " b
H H 01 Nonresponder Median (95% ClI), 1.1 nths (1.0-1.6)
 Probability of continued response at 2 years was 49.5% e ———
Months
No. at risk
) ] R 136 100 91 81 77 43 3
 DOR was higher in tFL and PMBCL mS 15 3 3 3 3 3 3 1 0
Nonresponder 70 - 0
Total 257 135 103 9 84 80 76 70 44 3 0
100 100- 2y'OS 51% (95% Cl 441-565) + Censored
59 + Censored s Median (95X €1} 48 & manthe (458.2:NR
< 80 Median (95% Cl), 26.1 months (23.1-NR) 80+ = N e e TSR S e ?
R= CORTRRY
28 60 ! IO, o Wi o S OO ..., R,
= o -
% '; 40 e Median (95% Cl), 9.0 months (6.0-11.4) T
85 Median (95% CI), 23.1 months (8.6-NR) :Hcc:_.-'pk o o L e s
e E 204 = PR Median (95% Cl), 5.4 months (2.9-6.5) Nonresponder
o Median (95% Cl), 1.9 months (1.2-2.3) % . L T T SRS S I . 1
0- 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
T T T T T T T T T T T No. at risk Months
0 3 6 9 12 15 18 21 24 27 30 CR 136 1 116 2 5 88 62 47 40 30 22 17 12
PR 51 46 34 25 16 12 10 8 5 4 3 3 0
No. at risk Months Nonresponder 70 42 ::3 17 ': 12 1\1‘ 1 g - ; “i 1 1 1 0
CR 136 106 94 86 78 77 68 64 8 1 0 Total 257 223 190 162 146 136 130 124 103 72 55 46 35 23 18 13 8 3 0O
PR 51 5 3 3 3 3 3 3 0
CR/PR 187 111 97 89 81 80 71 67 8 1 0

Convegno Regionale

Abramson et al, Lancet 2020
Abramson et al, Blood 2024

30 Marzo 2026 5 J =
Napoli, Centro Congressi Federico I =3

Societa Italiana di Ematologia

DELEGAZIONE CAMPANIA

LE NUOVE FRONTIERE NELLA TERAPIA
DEL LINFOMA: INNOVAZIONE E FUTURO



From clinical trials to RWE in DLBCL>2L

Product Period Median age  Median FUP BT NE for trials Median V2V
CIBMTR Axicel 1297  2017-2020 62 13 mo 22% 57% 27d
CIBMTR Tisacel 155 2017-2020 65 12 mo - - 31d
CIBMTR* Lisocel 396 2021-2022 70 7 mo 34% 53% 37d
US consortium* Lisocel 101 2021-2023 71 10 mo 62% 30% 39d
EBMT Tisacel 484 2018-2023 63 10 mo - - 51

FUP: follow-up; BT: bridge therapy; NE: non eligible
*5% (CIBMTR) and 11% (US consortium) CNS involvement

Jacobson et al. Transplant and Cell Ther 2022; Pasquini et al. Blood Adv 2020; Crombie et al. ASH 2023;
Riedell et al. ASH 2023; Montoto et al. ASH 2024
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RCTs vs RWE In LBCL>2L

Study Product N ORR/CR,% PFS,% O0S,% CRS overall/Gr23, % ICANS overall/Gr=3, %
ZUMA-1 Axicel 101 83/58 5y:32  5y:43 93/13 64/28
JULIET Tisacel 115 53/39 2y: 33 2y: 51 57/23 20/11
TRANSCEND Lisocel 270 73/53 2y: 41 2y: 38 42/2 30/10
Study Product ORR/CR, % PFS, % CRS overall/Gr23, % ICANS overall/Gr>3, %
CIBMTR Axicel 1297 73/56 ly: 47 ly: 62 83/8 55/24
CIBMTR Tisacel 155 62/40 1y: 26 1y: 56 45/5 18/5
CIBMTR Lisocel 396 76/63 1y:51 1y:66 51/3 30/11
US consortium  Lisocel 101 81/63 6-mo:62  6-mo: 79 49/3 26/10
EBMT Tisacel 484 62/42 2y: 36 2y: 47 67/9 18/6

Neelapu et al, Blood 2022; Schuster et al, Lancet Oncol 2021; Abramson et al, Blood 2024, Jacobson et al. Transplant and Cell Ther 2022;
Pasquini et al. Blood Adv 2020; Crombie et al. ASH 2023; Riedell et al. ASH 2023; Montoto et al. ASH 2024
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Pick up the winner
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Unfalr comparisons?

Axicabtagene ciloleucel Tizagenlecleucel Lisocabtagene maraleucel
ZUMA-14 JULIET230.32 TRANSCEMD®
CAR [][l « CD1% ll ] oo l| “ a CD1%
Transmembrane domain - [] D28 g ] | Cre - {] CD28
Co-stimulatory dormain [l CD2a 4-1BB 4-1BE
T-cell activation dornain CD3L CDhac CD3g
Leukapheresis Fresh product direct to manufacturing Cryopresenved product (could Fresh preduct direct to
Dwrithin LIS) be stored before manufacturing) manufacturing (within LS|
Conditioning therapy Cyclophosphamide-fludarabine Cyclophosphamide-fludarabine Cyclophosphamide-fludarabine
(500 me/m?, 30 mg/m® daily = 3 days) (250 mg/m®, 25 me/m” daily = 3 days) (200 me/m®, 30 mgm*
or Bendamustine (%0 mg/m* dally daily = 3 days)
= 2 daysf"

CAR-T cell target dosa

CHNS disease

2 s 10%/kg; max dose was 2« 108 kg

Mo history of, or active, CH5 disease
albowed

01 = 1% to & = 10° flat dose

Mo active CHS disease allowed

0.5 x 109 to 1.5 = 10° each of
CD4+ and CDE+ CAR-T
cells at 1:1 dose ratio

Secondary CHS allowed

Prior anti-CD1% therapy Mot allowed Mot allowed Allowed, if CO19+ tumor
present

]

Bridging therapy Mot permitted Permitted® | 90% Permitted®
——

Outpatient Mot allowed Allowed

administration

Patients enrolled, n 11% 157 34

Patients infused, n 7 [phase 1) 101 (phase 2] 9% {rmaim cohort) 146 [Cohort A] 2947

banufacturing failure, n i | 12 2

Westin et al. Am J Hematol 2021
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“Confounding” factors?

TRANSCEND NHL 0011 ZUMA-12

tFL

tFL

PMBCL
8%

DLBCL HGBCL

7%
Other tlLs

PMBCL

DLBCL®

1%
FL3B

JULIET3

tFL

Other

DLBCL®

Abramson et al, Lancet 2020; Neelapu et al, Blood 2022; Schuster et al, N Engl J Med 2019
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AXxicel vs tisacel in LBCL >2L

All infused patients Axi-cel infused Tisa-cel infused p
N=261 N=134 N=127

CRS, N (%) 211 (81) I 118 (88) 93 (73) 0.003 I

CRS grade =3, N (%) 19 (7) 11 (8) 8 (6) 0.637
CRS onset day, median (range) 2(0-10) 3 (0-10) 2 (0-10) 0.154
CRS duration days, median (range) 5(1-35) 5(1-15) 5(1-35) 0574
CRS treatment, N (%)

Tocilizumab 120 (46) 81 (60) 39 (31) <0.001 AR

Steroids 52 (20) 41 (31) 11 (9) <0.001

OR (95% CI P

ICANS, N (%) 78 (30) 57 (42) 21 (16) <0.001 ( )

ICANS grade =3, N (%) s0am 2208 £0) 2001 ECOG PS at LD, 2-3 vs. 0-1 3.528 (1.021-12.186) 0.046
ICANS onset day, median (range) 7 (2-65) 7 (2-65) 6 (2-35) 0214

R-IP1 at LD, 0-2 vs. >2 1.530 (0.419-5.590) 0.520

ICANS duration days, median (range) 45 (1-83) 4 (1-44) 7 (1-83) 0119
ICANS treatment, N (%) LDH at LD, =UNL vs. normal 2978 (0.580-15.284) 0191

Tocilizumab 2(1) 2(1) 0 (0) <0.001

Steroids 65 (25) 48 (36) 17 (13) <0.001 ICANS grade 3

Anakinra 15 (6) 12 (9) 3(2) <0.001

Siltuximab 14 (5) 11 (8) 3(2) <0.001 OR (95% CI) P
Hospitalization days, median (IQR) 20 (17-27) 22 (20-29) 18 (14-22) <0.001 CAR T type axi-cel vs. tisa-cel 3.545 (1.156-10.870) 0.027
ICU admission, N (%) 49 (18) 30 (22) 19 (15) 0.154

median stay, days (IQR) 3(2-7) 4(2-7) 3(1-5) <0.001 Number prior lines, >2 vs. 2 2.000 (1.150-3.503) 0.015
Infections during first 6 months, N (%) 83 (32) 51 (38) 32 (25) 0.033 ECOG PS at LD, 2-3 vs. 0-1 1.812 (0.418-7.878) 0.427
Persistent cytopenias by day 28, N (%)*

Neutropenia grade 3-4 53 (24) 31 (28) 22 (19) 0.082 R-IP1 at LD, 0-2 vs. >2 2414 (0.868-6.711) 0.091

Thrombocytopenia grade 3-4 95 (43) 49 (47) 46 (40) 0278
Persistent cytopenias by day 90, N (%)"

Neutropenia grade 3-4 12 (10) 6 (10) 6 (10) 1.000 . . . .

Theombocyioparia grade 34 18 (15 10 (16 B(13) 0799 No differences in PFS and OS between axicel and tisacel
Persistent cytopenias by day 180, N (%)*

Neutropenia grade 3-4 2 (3) 1(3) 1(3) 1.000

Thrombocytopenia grade 3-4 4 (6) 3(8) 1(3) 0.625
Non-relapse mortality, N (%) 13(5) 9(7) 4(3) 0.298

Kwon, et al. Haematologica 2022
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AXxicel vs tisacel in LBCL >2L

Patient Flow Diagram for PSM Analysis |nC|USiOn periOd: Dec 2019 — Oct 2021
____________________________________ Axi-cel Tisa-cel
| Jisa-cel n=315) Axi-cel (n=494) Outcome n=209 n=209
[ L (fotinfused(n=st ORR, % (95% Cl) 80.4 (74.3-85.5)  66.0 (59.2-72.4)
et CR, % (95% Cl) 60.3 (53.3-67.0)  42.1(35.3-49.1)
| Tisacel (n=277) |f-] Axicel (n=452) ! 1y-PFS, % (95% ClI) 46.6 (38.5-54.3) 33.2 (25.7-40.8)
| Excluded for PSM (n=57?) DOR, % (95% Cl) 53.8 (44.7-62.1)  41.8 (31.3-51.9)
Population eligible for matching OS, % (95% Cl) 63.5 (55.0—70.8) 48.8 (39.7—57.2)
n=672
| Tisacel (n=253) il Axicel (n=419) | « Higher CRS of any grade with axicel but no difference for
Propensity score matching Gl’ade 23 CRS
* Higher ICANS of any grade and =3 with axicel
Matiched population « Hematological toxicity was also significantly more frequent
and more severe with axi-cel than with tisa-cel
| '
| Tisa-cel (n=209) | | Axi-cel (n=209) | BaChy, et al. Nature Med 2022
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Axicel vs tisacel iIn LBCL>2L

Inclusion period: Nov 2019 — Dec 2023

C-?G':C*)Tp?le Table 3. Stabilized inverse PS5 weighting: patient characteristics before and after weighting.
Not infused = 97 pts Before weighting = 485 pts After weighting = 367.1 pts
- Progression or death Tisa-cel Axi-cel Tisa-cel Axi-cel
- Manufacturing failure n=252 n=233 SMD*  n=1846 n=1825 SMDs
- Ongoing manufacturing Age, mean [S0) SE7(10.7) SE7(12.1) 0177  578[11.3) 58(113) 0.012
- Missing data Sew. male 153 (50.7%) 155(BE5%) 0121 118 [B4%) 117 [64.3%) 0.007
Histalogy, HGBL 81{32.1%) 62 (26.6%) 0122  532(z8.8%) 536 (29.4%) 0.012
Diseasa status, relapse (%) B84(333%) 60{25.8%) 0.167 53.1 (28.89%) 51,6 (28.2%) 0012
Infused = 663 pts Stage, llI-1V 190(75.4%) 163 (50%) 0122  1338(725%) 133.3(73%) 0.010
IF1=3 110(43.7%) 92 (39.5%) 0085 75.8(41.1%] 75.1 (41.1%) 0.002
. Extranodal combo 0223 0.034
CAR T-cells infused <2 81({321%) 74 (31.8%) 523 (33.7%) 0.7 (33.3%)
- Axi-cel = 315 pts Excluded: 178 pts 22 4417 5%) 59(25.3%) 406 (22.0%) 39.1 (21.4%)
- Tisa-cel = 256 pts MCL = E-S4 s Mo 118(46.8%) 95 [41.2%) 77.1(41.8%) 7B7 [43.1%)
- Brexu-cel = 84 pts =04p Missing 9[3.6%) 4(1.7%) 4.7 [2.5%) 4[2.2%)
o e - PMBCL = 76 pts Bulky disease 7T (30E%) 88 (37 B%) 0.153 62 (336%) 624 (34.2%) 0012
- Missing data = 8 pts - Missing data = 8 pts Mormalized LDH (LDH/ULM), mean {SD)  21.14(51.15)  1.13{1.27) pooa  1.16(1.20) 114(1.28) 0.00s
- Insufficient follow-up = 8 pts CRP maan [S0) 27.14[40.79)  2418(49.4) 0065 2697 (39.76) 2676 (54.57) 0.004
M prev. treztment, mean (S0) 244 (078 25(0.85) 0071 247(08) 246 (081) 0.01%
Previous ASCT 73(29%) 61 {26.2%) 0062 4B8(26.4%) 485 [26.6%) 0.004
. o . Bridging response 0067 0oL
Global population eligible for PS analysis Mo bridge 45 {17.9%) 47 [20.2%) 322(175%)  313(17.2%)
485 pts Ma response 138(55.2%) 128 (54.9%) 105 [57.5%] 105.3 (57.1%)
Response BB ({27%) 56 (24.9%) 47 |25.5%) 453 (25.3%)
Yein to vein time mean (SO 23(1.68) 1.75 (1.05) 0386  1.BI(0.78) 1.B4 (116 0.051
Axi-cel = 233 pts Tisa-cel = 252 pts *’}f“‘“}*"”" P13, patients - )
"SMD, standardized mean difference: assesses the balance in covariates between treatment groups, with a lower value indicating improved egquivalence

and reduced bias.

Stella, et al. Blood Cancer Discov 2024
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Axicel vs tisacel iIn LBCL>2L
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Stella, et al. Blood Cancer Discov 2024
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’ Dana-Farber
o

Cancer Institute

Axicel vs lisocel iIn LBCL>2L

Efficacy
i) Cohorts Direct Comparison
Axi-cel: 50 patients, median age 62 yrs & PES e 0s
Liso-cel: 37 patients, median age 73 yrs 3 100 - ' 100 - P60
- Mﬂ:::.:
=
£ £
Time from Referral to Treatment = 504 g et
Axi-cel: 57 days %
Liso-cel: B1 days ot
g o o 4
T L] L] T T T T T
o & 12 18 24 o & 12 18 24
Months from IEC day 0 Months from |EC day 0
s s Mumbaer at nsk Mumbaer al sk
Toxicity asimcal — 50 an 17 10 1 mimcel — 50 a7 20 13 1
10084 4 liso-cel — 37 21 7 2 liso-gel — 37 25 11 3
BO% -
6006 Propensity Score-Weighted Comparison
HR (95%: CI) Povalun
405 - Onverall survival -
EDJ:}-b - -Gl Raferanca :
A - hso-cel 2.95 (0.84. 10.43) .092 b . »
! Progression-froa sundival :
CRS ICANS Prolonged G=3 iod ikinida ;
Meutropenia lisg-cel 2.95 (1.14, 780} 025 % =
W Axi-Cel M Liso-Gel o 2 4 8 8 10
Uni-variable hazard ratio

Looka et al. Blood Adv 2025
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Axicel vs lisocel iIn LBCL>2L

Toxicities

Proportion of patients (% [N])
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Grade 1+, P=0.011 Grade 1+, P=0.041 Grade 1+, P=5.8e-05
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100 100 92% (92
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3.1% (2) 4
55% (55 o/,
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0 e (4) 0
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Lower incidence of toxicities with lisocel

V2V 34 (liso) vs 27 days (axi)
ORR 76% with Liso (CR 49%) vs 77% with axi (CR 48%)

Convegno Regionale
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Overall survival

100%

75%

50%

25%

b

R
v
Fred Hutch

Cancer Center

Survival outcomes

Liso-cel vs. axi-cel:
1-year: 73% vs. 58%
2-year: 61% vs. 50%

Median: NA vs. 16.3 months, P=0.12

0 6 12 18 24 3

Time (months)

Number at risk

100

60 A5 37 34 31

0 36 42

Progression-free survival

100%

75%

50%

25%

0%

Liso-cel vs axi-cel:

1-year: 47% vs. 48%

2-year: 38% vs. 42%

Median: 11.9 vs.10.7 months, P=0.89

0 6 12 18 24 30

Time (months)

36 42

Number at risk

No differences for PFS and OS

Portuguese et al. Haematologica 2025
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Relative distribation (%)

Comparing all products in LBCL>2L

Toxicities

ICAHT Grade

4.3% A5%
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285%
joe] | Pioel

CRS Grade ICANS Grade
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4, .
lOO - % IOO - * law.?% |°° -
Ky 1% - 2o
80 80 o . | 80 ~
60 60 - 60 -
40 40 < - 82%  86% 40 4
20 20 20 ~
0 0 —_— 0
Ao ccl haa ool Lmo el MAacol  Twacel Usoool
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Axicel  Tisacel Usocel
X’ test; P < .001

PFS probability

Lisocel exhibits the most favorable toxicity profile 2> fewer

resources for the management of post-infusion toxicities
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Time after CAR T-cell infusion (months) Time after CAR T-cell infusion (months)

Tisacel associated with lower efficacy
Axi- and lisocel associated to similar survival

Deschenes-Simard et al. Blood Adv 2025
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Moving CAR-T to earlier lines

Stratification of the patients by time to failure

2L Biopsy recommended

Primary refractory or R<12 months R>12 months

CAR-T eligible Mo intention to proceed to CAR-T Transplant eligible Mo intention to proceed to transplant

Axi-cal [I, A] or liso-cel [I, A] Glofitamab-GemOx [I, Al, Glofitamab-GemOx [, A,
Clinical trial, 2L therapy* Clinical trial, 2L therapy*
or best supportive care or best supportive care

Decigion influenced by prior treatments, condition of the disease and patient's overall status

3+L Biopsy strongly recommended

CAR-T [Ill, A], bispecific antibodies [Ill, C], loncastuximab
tesirine [Ill, CJ, tafasitamab-LEN [IIl, C), Pala-BR [III, B]

Clinical trials

In limited stage: IS-RT 5
Best supportive care

*2| therapy: epcoritarmab+ Gemax [Il, €] when available; tafasitamab-LEN [lI, €] in non refractory patients; R-chemotherapy [1, B} R-GemiOx or Pola-B& [IlL, B)
2L immunochemaotherapy befare HOT/ASCT: R-DHAX (P or €), R-ICE, R-GDP, R-ESHAP; in cass of CMR, proceed to HDTIASCT [1, A)

CAR T-call therapy in Ird line: axi-cel, tisa-cel, liso-cel
CAR-T cell therapy may not be appropriate in patients with P3>2 or who have a large tumor velurme andfor rapidly increasing LDH level

Thieblemont et al, EHA 2025 guidelines

Antl-CRI0/CERI bispecific antibodias: gofitamab, epeoritamab and edronextamalk
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Why CAR-T In earlier lines for LBCL?

Pat

ients With
DLBCL

/

60-70% Cured
With R-CHOP

50% Transplant
Ineligible

b

A

Death from
lymphoma

— 70% rel <12mo

30-40% R/R (===
DLBCL

In R/R LBCL, treatment was initially based on

50% Transplant Only 10% of salvage CHT + auto-HSCT

Eligible Patients

26% Respond| t Cured With  Unmet medical need:
e second-Line * Many patients are ineligible for auto-HSCT

Salvage Therapy Standard Care _ _
and Proceed to  Patients relapsing <12 months face poor

ASCT prognosis

10% Patients
Cured

Adapted from Friedberg, ASH 2011; Zahid, et al. Curr Hematol Malig Rep 2017; Gisselbrecht, et al. J Clin Oncol 2010
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Pivotal CAR-T trials in LBCL 2L

CD19-targeting scFv

} Hinge/transmembrane domain

Costimulatory domain

TRANSFORM (liso-cel)

Activating domain
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ZUMA-T7:. axi-cel vs SOC in DLBCL 2L

(N = 350)

mN-=-FOCO0O2T>»™

% * EFS (blinded central review)
Lymphodepleting 2 % Key secondary endpoints
chemotherapy + axi-cel g 9
a & E * ORR
1:1 § 38 05
4 § z Secondary endpoints
: ol
. § TROTF Y ed | DOR and duration of CR
2-3 cycles of investigator’s v T _3.
choice of combination % B * PROs and QoL
chemotherapy regimen 2 3 '"“" 2 * Incidence of AEs and clinically
ractuad olf &  significant changes in safety lab
L] values

protocol

Axi-cel (n=180) SOC (n=179)

Characteristic (%)

Median age, years (range) 58 (21-80) 60 (26-81)
Stage IV 139 (77) 146 (82)
SAAIPI 2-3 82 (46) 79 (44)
Primary refractory 133 (74) 131 (73)
Relapse <12 mo 47 (26) 48 (27)

Convegno Regionale

LE NUOVE FRONTIERE NELLA TERAPIA
DEL LINFOMA: INNOVAZIONE E FUTURO
DELEGAZIONE CAMPANIA

3-fold patients received CAR-T (n=170) vs SOC (n=72)
Vein-to-vein time: 29 days (27-34) (delivery in 18 days)
ORR: 83% (65% CR) vs 50% (32% CR); p<0.0001

ORR and EFS results consistent across subgroups

Tumor burden correlated with safety and efficacy outcomes
Bridge therapy max steroids

Median follow-up 47.2 months

100 Median Event-free  Stratified Hazard Ewant-ree

o] Survival (95% C1)  Ratio (955 CI) Survival Estimate
LYr 2% 3¥r 4¥r
£+ et ihs percend
o . .
2 Moecal 105 [5.0-25.5] 5 a4 41 38
i Standard Care 2.3 [1.7-3.1) 042 933-035) 5y 13 1@ 17
A
I‘i 304
2 Soi-cel
g 104
B + + +
104 Standard cars
o T 1

T T T T T 1 T 1 T T T T T 1 T 1 T T T T T 1 T 1 T 1
6 E 10 12 14 16 18 20 22 34 26 28 30 32 34 36 3B 40 42 44 46 48 50 52 54 56
Manths

Mo, at Risk
fuciocel 180 165 111 9B 97 52 B9 B7 Bl 7% 77 75 75 71 ¥1 69 66 65 62 53 51 44 31 3| 21 F ¥ O3
Standard care 179 92 61 47 43 35 331 3F 31 31 31 31 31 30 30 30 N 2 29 25 23 15 10 10 B 4 4 0

Locke FL et al. N Engl J Med. 2021
Westin et al. N Engl J Med. 2023

a

30 Marzo 2026 5 J =
Napoli, Centro Congressi Federico Il ",

Societa Italiana di Ematologia



ZUMA-7: survival

57% of SOC patients received subsequent cellular immmunotherapy (off protocol)

100- HR 0.506 1004 HR 0.726

X (95% Cl, 0.383-0.669); descriptive one-sided P<0.0001 27.4% Reduction in Risk of Death
i o o 0 60% Not Reached
> 14.7 mo . 0 .
5 ; svear55% .,
® 60 46% 2 60 »
0 4-Year E . T My —tt
& [T A Wedian PES : . 42% o [TTTTTTTTTTTTTTTTTTITTIIITTTS T e Nuwreirisariat e
§ 40- I I % 5 401 0/ I
(] ]
: | 5 Whi 4 - 46%
® | v g S =+ 0 ' !
20{ 3Jmo ' 27% YA . 31mo :
- 1 1 1 0 S
e : | : Median Follow-up: 47.2 months i : Media Follow-up: 47.2 months |

01 : : | ! 01 . . . \ } |

0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 60
Months Months
No. at Risk No. at Risk
Axi-Cel 180 100 91 81 77 71 63 45 22 3 Axi-Cel 180 161 136 116 108 100 100 80 41 14 1
sSOoC 179 47 33 31 31 30 29 18 8 0 Soc 179 149 11 98 88 85 79 63 3 7 0

Westin et al. N Engl J Med. 2023
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BELINDA: tisacel vs SOC in DLBCL 2L

Arm A: Tisagenlecleucel (N=162)

=] Manufacturing B LDC > Tisagenlecleucel
. E : Randomized 1:1 (N=322) | Week 12 safety and efficacy follow-up Primary: EFS (defined as time to
.E > -ué_ — E —bo ?”Raﬂﬁ‘ff‘ b: ) V::;'E? PET/CT * Week 6 for treatment decision SDorPD by BIRC at/after Week
JMEINE ) s | week12: Lueekordisesse || 12 [+1 week] or death at any
@ E w « IPl (<2 vs22) : assessment time)
* Location (NA vs RoW) * Every 3 months up to Month 12
p /Db * Every 6 months up to Month 24
> Optional third cycle of SD/PD by + Annually to Month 60 .
Arm B: SOC 1 (N=160) PR --=¥| salvage + HDCT + autoHSCT 4 BIRC Y Secondary: OS, ORR and
(Weeks 1-6) e / proyees HDCT + Crossover allowed if BIRC SD/PD BOR rate, safety, cellular kinetics
} SD/PD | | SOC 2: Weeks 6-12 M autoHsCT confirmed at/after Week 12, up to
L----;@Star‘r tisagenlecleucel manufacture if BIRC confirmed SD/PD at Week 6 1 year after HSCT
o 2 q 100t .
Characteristic (%) Tisa-cel (n=162) SOC (n=160) w0 Event-free survival Event bee
E - fo. af Na. of Survival
Median age, years (range) 51 (19-79) 58 (19-77) . pafients - Bueniz R
; - Standard Care 160 04 30 50-15)
Stage IV 139 (77) 146 (82) % 50+ Tiesgeniecence Ha:a::iatin far eil:t ar ::E;::g o
-lt.l 404 8 {tlsag\enlefcleuael?s. standard care],
IPI 22 106 (65) 92 (58) s \M | L7 % 0. 032140
_E [ h s, «n_ _ atandard care
Primary refractory 107 (66) 107 (67) g R
= E 3|
. Tisagenbsclewcel
Relapse <12 mo 55 (34) 53 (33) o 2 i i 2 1 2 0w 15 158 m
Maonths
. 0 0 (o) (o) Me. at Rigk
ORR 46 /O (28 A) CR) VS 42 /0 (28 /O CR) St:;dardf:arz 180 148 45 31 5 17 1z 7 3 3 1
Tisagenlecleucel 162 156 57 L¥3 19 13 ] 1 1 o o

A higher proportion of PD prior to infusion (26%) vs SOC (14%)

Median vein-to-vein time: 52 days

SIE
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Bishop et al. N Engl J Med. 2022
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TRANSFORM: liso-cel In 2° line DLBCL

PET
(if bridging therapy received)

Study design?

Key eligibility ) Liso-cel
5 2 idei Lymphodepletion : i e
criteria g FLU 30 mg/m? and mfu_suon
T therapy CY 300 mg/m? = 3 i (n= 89)
Nl d (optional)© days (100 x 10%
= Adults aged 18-75 ’ CAR T cells)
years
- Aggressive NHL: DLBCL - Screening+ __} 1:1randomization
NBS tDLBCL from leukapheresis (n = 92 in each arm)
indolent NHL, HGBCL SOC
(double/triple hit), .
3 cycles of salvage immunotherapy*®
FL3B, PMBCL, THRBCL L > followed by HDCT + HSCT
= Disease R/R2 LBCL, n = 91 started SOC treatment
<= 12 months after first- (n = 43 received HDCT/HSCT)
line therapy®
- ECOGPS =1
- Eligible for HSCT Primary endpoints: EFS2

Secondary endpoints: OS, CR rate, and PFS

Characteristic (%) Liso-cel (n=92) SOC (n=92)
Median age, years (range) 60 (20-74) 58 (26-75)
Stage IV 50 (54) 50 (54)
SAAIPI 2-3 36 (39) 37 (40)
Primary refractory 67 (73) 70 (76)
Relapse <12 mo 25 (27) 22 (24)
Secondary CNS lymphoma 1(1) 3(3)

Convegno Regionale

Disease
assessment
=%  up to 36 months
post-randomization
(n = 43 had LTFU)

Disease
assessment
——p  up to 36 months
post-randomization
(n = 25 had LTFU)

CNS+
Included

v
Crossover to
liso-cel
(n = 57 received
liso-cel)
Two-thirds of
patients crossed
over to liso-cel

LE NUOVE FRONTIERE NELLA TERAPIA
3 : DEL LINFOMA: INNOVAZIONE E FUTURO
DELEGAZIONE CAMPANIA

97% received liso-cel vs 47% in SOC (n=72)
63% bridge therapy

ORR: 87% (74% CR) vs 49% (43% CR)
Consistent results across subgroups

62% SOC arm underwent crossover - 64%

ORR (53% CR)

Abramson et al. Blood 2023
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>

EFS (%)

TRANSFORM: survival

Ig-month PFS rate, % (¥5% CI)
. F— [— + Censored

Stratified HR, 0.422 {95% CI, 0.279 1o 0.639)

(35,562, 0) (13.%-57.1)

Liso-cel: median {95% CI}, MR {12.6 10 NR}

S0OC: median {935% Cl), 6.2 months (4.3 to B.6)

100
100 36-month EFS rate, % (95% CI) + Censored 90 —
90 — Lizo-cel: 45.8 S0C: 1% Stratified HR, 0.375 (95% Cl, 0.258 to 0.542)
(35.2-56.5) | (11.0-27.3) 80 —
80 —
70 —
70 —
60 Liso-cel: median (95% Cl), 29.5 months (9.5 to NR} GE* B0 —
50 | o 50 —
-_I_'_‘-—n—u-.—a—n- L
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62% of SOC patients received subsequent cellular
immunotherapy (crossover), with 64% ORR (53% CR)

When taking into account crossover effect, potential
benefit of liso-cel for OS

Kamdar et al. J Clin Oncol 2025
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From clinical trials to RWE in DLBCL 2L

Product N Period Median Median BT NE for trials Median
age FUP \"PAY
DESCART Axicel 201  2022-2023 61 3 mo 88% - 36d
UK Axicel 346  2023-2024 62 9.5 mo 98% - 36d
CIBMTR Axicel 442 2022-2023 64 12 mo 66% 49% 29d
CIBMTR Lisocel 156  2022-2024 72 6 mo 72% 67% -

FUP: follow-up; BT: bridge therapy; NE: non eligible

Brisou et al ASH 2023; Kuhnl et al ASH 2024; Lee et al ASH 2024; Bobillo et al ASH 2024
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RCTsS vs RWE iIn DLBCL 2L

Treatment ORR/CR, % EFS, % PFS, % 0S, % CRS overall/Gr23, % ICANS overall/Gr23, %
ZUMA-7 Axicel 180 83/65 4y: 39 4y: 42 4y: 55 92/6 60/21
SOC 179 50/32 4y: 17 4y: 24 4y: 46 - -
BELINDA Tisacel 162 46/28 - - 61/5 10/2
160 42/28
TRANSFORM Lisocel 92 87/74 3y: 46 3y: 51 3y: 63 49/1 11/4
SOC 92 49/43 3y:19 3y: 27 3y:52 - -
Product ORR/CR, % EFS, % PFS, % . CRS ICANS
overall/Gr23, % overall/Gr23, %
DESCART Axicel 201 88/66 - - - 93/5 43/13
UK Axicel 346 87/61 - 12-mo: 51 12-mo: 71 98/5 48/18
CIBMTR Axicel 442 79/64 1ly: 53 - ly: 71 87/5 50/22
CIBMTR Lisocel 156 84/70 6-mo: 61 - 6-mo: 87 45/1 20/6

Westin et al. N Engl J Med. 2023; Bishop et al. N Engl J Med. 2022; Abramson et al. Blood 2023; Kuhnl et al. ASH 2024;
Lee et al. ASH 2024; Bobillo et al. ASH 2024
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Pick up the winner
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Axicel vs lisocel in LBCL 2L

At leukapheresis Axi-cel, n = 447 Liso-cel, n =108
Male 300 (67.1%) 63 (58.3%)
Median age (min; max) 63.0 (18-84) 71.0 (19-86)
Median time between Last Treatment and Leukapheresis (Days) 39 42
Primary refractory 338 (76.1%) 72 (66.7%)
Elevated LDH (LDH > N) 271 (61.3%) 58 (55.8%)
ECOG z2 45 (11.4%) 22 (22.4%)
Ann Arbor Stage lI/IV 349 (84.5%) 77 (75.5%) . . . . .
LBCL 366 (81.9%) 87 (80.6%) Baseline differences reveal selection bias regarding
HGBL 27 (6.0%) 2 {1.9%) . . . .
Transformed Indolent = (12:1%) 12 (17.6%) CAR-T choice, with liso-cel being more often proposed
At infusion Axi~cel, n = 410 Liso-cel,n=93 to older, frailer patients, able to wait longer for
Median time between Last Treatment and Infusion (Days) (Q1-03) : } . .
including vein-to-vein time 87.5 (62-188) 113 (78-260) | nfu sSion.
CRP > 30mgiL 94 (24.9%) 15 (17.9%)
LDH > Upper Limit 153 (41.7%) a7 (42.5%)
Response After Bridging
No Bridge 28 {7.3%) 3 (3.7%)
CR /PR 173 (44.8%) 42 (50.6%)
SDIPD 185 (47.9%) 38 {45.8%)
PFS
oo 1.00
Incidence of main post CAR toxicities (%)
P<0,01 Axi (n=407) mliso (n=92) %WE %UTE
on | [ortnkmas 2
® 0.9484 .
=3
A $ 050
P<0,001 2| [ e [Ty ] ceon [P
— “%u v Arm| Quartile| Estimate| sss;:r:“dTmeL:be:wl ‘ | é_' ) i 6 80.37 76.22 a3.87
| T o) Ad (Mg | 84 o143 : — <oz ' 12 65.01 59.91 69.63
LsoMedion| 9.8 23] 02 : . :_"ce'l ] 6 80.55 69.52 87.92 = el
P<0.001 P<0.001 - ‘ o bee 2 7157 59.36 80.69 T Lisocal
P<0.148 19 2180% T 1 2 3 4 & 7 8 8 1w 1 1 N P S S —
) Time Time
o 55 Weighted Number at Risk Weighted Number at Risk
e %‘- dicel|1 4475 425.7 4032 347.7 306.2 2435 2257 211.2 181.2 162.8 1579 1529 1471 S micel{ 447.5 436,86 419.7 393.3 374.4 3308 328.0 3060 268.2 238.8 2255 2196 2104
Wy grade  grade Any grade Olisocel{ 107.8 940 87.1 800 732 629 544 526 490 465 376 348 343 Slisecs| 1070 1004 917 BB2 8A5 830 772 762 717 633 566 557 542
RS ANS 0 1 2 3 4 7 8 ] 0 1 12

o 1 8 9 0 1

Time

Brisou et al. ASH 2025

Time
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Earlier or later: how to choose wisely

Stratification of the patients by time to failure

2L Biopsy recommended

Primary refractory or R<12 months R>12 months

CAR-T eligible Mo intention to proceed to CAR-T Transplant eligible Mo intention to proceed to transplant

Axi-cal [I, A] or liso-cel [I, A] Glofitamab-GemOx [I, Al, Glofitamab-GemOx [, A,
Clinical trial, 2L therapy* Clinical trial, 2L therapy*
or best supportive care or best supportive care

Decigion influenced by prior treatments, condition of the disease and patient's overall status

3+L Biopsy strongly recommended

CAR-T [Ill, A], bispecific antibodies [Ill, C], loncastuximab
tesirine [Ill, CJ, tafasitamab-LEN [IIl, C), Pala-BR [III, B]

Clinical trials

In limited stage: IS-RT 5
Best supportive care

*2| therapy: epcoritarmab+ Gemax [Il, €] when available; tafasitamab-LEN [lI, €] in non refractory patients; R-chemotherapy [1, B} R-GemiOx or Pola-B& [IlL, B)
2L immunochemaotherapy befare HOT/ASCT: R-DHAX (P or €), R-ICE, R-GDP, R-ESHAP; in cass of CMR, proceed to HDTIASCT [1, A)

CAR T-call therapy in Ird line: axi-cel, tisa-cel, liso-cel
CAR-T cell therapy may not be appropriate in patients with P3>2 or who have a large tumor velurme andfor rapidly increasing LDH level

Thieblemont et al, EHA 2025 guidelines

Antl-CRI0/CERI bispecific antibodias: gofitamab, epeoritamab and edronextamalk
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CAR-T misallocation conseguences
/Ry | v/ Hscr /o | Al

 Simulation modelling to examine the impact of Misallocation rate 10% 21% 27% 30%
misallocation of CAR-T eligibility due to clinical and
non-clinical reasons Number of patients
misallocated

* Patients received alternative sequences of
treatments likely to reduce the overall survival,

resulting in suboptimal outcomes at the population

N fli
|€V€|. umber of lives
lost at 5 years

* Greater efforts are needed to ensure that CAR-T
eligible patients are identified systematically, and

e e 40 83 107 120
referral pathways are optimized to ensure all P
e o . . Ife expectanc
eligible patients receive CAR-T therapy. decrosne por | sl [Cons
patient (months) SESE 08E8 0888
CSSs GESE SEEE 0886

4 8 10 11

§ = 1life lost . = 1-month decrease in life expectancy

Buecklein et al, ASH 2024
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The gap between eligibility and access

* Despite their curative potential, CAR T aren’t reaching enough patients
* In Europe, only ~33% of eligible LBCL patients receive CAR T-cell therapy
* In the US, even after 7 years, only ~20% of eligible LBCL patients access CAR T
" f
Patient journey optimization through early
and effective identification and referral are

essential to ensuring more eligible patients
finally receive treatment CAR-T

o =B =He = =He
o =He =)o =)o =)o
o =He =He =He =)o
=He =He =B+ =B+ =)
=Be =He =He =He =B
=)o =M =B =He =B
=)o =)o =)o =)o =i
=B =)o =He =) =)
=)o =ie =)o =)o =i
=)o =)o =)o =)o =
=)o =ie =)o =i

U] ™
~40% ~4% ~16% ~6% ~33%

not identified or HCP considers lost in referral lost after receive CAR T'2
referred' ineligible? process due to rapid apheresis3?
disease progression®

ICanales Albendea et al. Front Med (Lausanne) 2023
2Hopfinger et al. MEMO 2023
3Spanjaart et al. Cancers (Basel) 2023
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Time matters

Don’t wait the perfect moment,
act early
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Anticipating Treatment Failure

Iﬁ_.'mF"I:I. =0 * { n

" — -
, — Refractory aph W Bridge
L&J N ) p hiDF"ﬂ'E'il CART
F 3
mpﬁ. D, PD
—

Ix 4:-:| 5:{] 6x | @ EOT evaluation*

-
lﬁ\‘.’ Interim Evaluation® &

H.E-nak patients -1 X | [23{

Fa ~ i
A (@ -‘ Aph H—_E'”dﬂe U cart
CR Active (optional) |
fellow-up™* Relapse
=12m
\ . AN

Luminari et al, Cytotherapy 2025
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BT. caution, don’t cumulate, don’t delay ‘

q
10 1 e + Censorod 10 1 bne + Consored
>1 nes Logsank p=0 1368 »>1 ines Log<ank p=0 0023

N
PFS 0S
é’ v _Z: L. \l,
= 3 ) )
§ 06 \k § a8 _\ # \“‘ 2
a Ty, “ 1 . 43%
L. [ es
04 'l N 32% > 04 | =5
; \ : . o g —
L) = » w —
0 - 3 024 7 5 -+ —
cQ 00
1line e " [ ] ) 4 -~ «© x xr X0 L ] 17 " t e ™ e C » n " o M 5
»1 s O b & Q . T . ‘ A 3 | 3 ) >1 Ines » \ . 3 1
0 2 6 9 12 1% 10 a1 4 a7 20 N * 0 3 -] 9 12 156 18 21 24 27 N 3 36

I6m PFS since 18t infusion (months) 36m OS since 18! infusion (months)

NO of sutyects Evert Cernsored Median survval (85% C1

NO of subiect Event Consored  Medan survwal (95% C
10ne el SABWN(127) BWINEGO) 430,867 1ine 195 50 % (199) 50 % (56 ) 10740 . 10)
>1 ines a 56%(21) 244%10) 32¢20:.5%) >1 Imes a4 07 % {29 203 (12 81150,90)

Administering >1BT line led to higher rates of persistent hematotoxicity and inferior OS compared to a single BT
line, even in patients with PD after initial BT. While additional BT lines may improve disease status at infusion in
a minority of patients, delaying CAR T-cell infusion for this purpose does not appear to improve survival

Manson et al, ASH 2025
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THE UNIVERSITY OF TEXAS

. MD Anderson
No need to wait for deeper responses <cancerCenter

Making Cancer History”

Progression-free survival (N=100) Overall survival (N=100)
100
90 —
g g *7
53 g -
cs T
S £ 50—
% o
£ 40—
3 :
g @ 30 N Events 2-y PFS 95% Cl 5 30— N Events 2-y 0S5 95%Cl
E 20— b= SD/PD 65 33 35% 22%,48% O 20— mlm SD/PD 65 30 5% 37%, 64%
10 — R 22 9 B0% 3I8%, B2% 10 ke FHE 22 B 63% 38%, B9%
b CR 13 6 44% 13%, 75% b CR 13 3 T 43% 99%
0 I I I T I I ] I 0 ] I I I I 1 I I
o 3 6 9 1 1B 8B N 24 0 3 & 9 12 15 18 N 2
o PFS (months) 0S5 (months )

No clear impact of disease status at infusion?.....
.....Results should be interpreted with caution given sample size and heterogeneity
Case-by-case evaluation of SD/PD patients

Jallouk et al, Haematologica 2023
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V2V time matters

Vein-to-vein Time in Patients With R/R LBCL Treated With CAR T-cell Therapy

m g Leukapheresis to infusion Q‘ m
SLR and meta-analysis Real-world analysis of patients treated with axi-cel
Patients treated with axi-cel after 22 lines of prior therapy in the CIBMTR registry (2017-2020; N = 1,383)

7=] 39 studies reported V2Vt Median follow-up: 24.2 months
2=l or V2Vt subinterval .
o t subintervals Effectiveness outcomes Safety
ORR CR 0Ss Prolonged Thrombocytopenia
W Axi-cel 28 10 <40 days vs 09 $ : 0.9¢ E.—— -
: vs- 7";{1‘\,\ a . > = o 3 ‘ . : X
W Liso-cel g ‘4?;;,:‘\;: | 0.66 04 .” —
M Tisa-cel 40caysvs | O i —— L4 it . .
L R S (S i : Better CR and OS if axi-cel V2Vt
B Axi-cel or Tisa-cel 04 0608 12 18 04 0608 12 18 04 06 08 12 18 05 Y 15 2258
OR (85% O OR (35% 01 HR (35% 01 OR (35% 0O <28 dayS or 28-40 days
alan's V2Vt 240 days was associated with V2Vt 228 to <40 days or 240 days was .
BB Overall median V2Vt (compared with <28 days or 228 to <40 days) assoc'ated with (compared with <28 days) compared with 240 days
« Lower CRrate + Worse OS « Higher prolonged thrombocytopenia
100 4
Axi-cel 80 4
F
g 60 4
Liso-cel E 0 J Patients with V2Vt 240 days
3’ had the lowest 24-month
20 - adjusted OS rate
Tisa-cel ~
° 6 12 18 24 30 36
0 5 10 15 20 25 30 35 40 45 50 55 Patents at Risk B S s B
28 day 697 525 387 276 1?4 0N 5?
Days (95% CI) Blo 0o 18 e % B % 4t .

Multrvanable logstic and Cox regressions were conducted 10 adjust potential confounding eflects from chnically important covariates for dichotomous and time-10-event outcomes, respectively. "Adusted estimates for OS were generated using the direct adpusted survival

e s O i e o ~ e ‘ ST Locke et al, Blood Adv 2025
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When timing meets reality

Key Considerations for CAR-T Cell Therapy in Patients With rfr FL

Prior theraples  Patient-related factors Insurance Log'stu:s Access lo certified
Treating + 22 + Diszase siatus, fumor  coverage + Caregiver support {~30 days) treatment canter
Oncologist burden, comorbidities. + Traveling: Transportation or

driver (~80 days)

Long-term
follow-up

CAR-T INFUSION
REQUIRES HOSPITAL ADMISSION

HOSPITAL

Need for disease control?
+ Symptomatic disease
Buky disease

Certified CAR-T
Treatment

Center Caregiver suppart

4 Monitor &
N o B E DS ¢ m Leukapheresis Bridging therapy (if needed) Lymphodepletion shmni:-:‘-:g:'n
1=
UNIT AT CAPACITY TN

Inpatient Quipatient
infusion infusion
Yes I‘_I_’ No

ngh-rhl( for serious AES?
Organ function (creatinine)

= Age .
CAR-T Cell Manufacturing + Comorbities + Patient social suppart

Tumar burden (CRS risk) + Physician comfort level

LIMITED INPATIENT CAPACITY — DELAYS IN VEIN-TO-VEIN TIME

Fowler NH et al, Target Oncol 2024
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Barriers to CAR-T eligibility

S O

Older patient age Safety concerns Comorbidities

Barriers or perceived barriers?

AGENZIA ITALIANA DEL FARMACO
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Age Is not a contraindication for CAR-T

a EFS (investigator assessment) from leukapheresis
- according to age (months) - mFAS
1.0 4 Strata == Pooled == ZUMA-7 == ZUMA-7 <85 == ZUMA-T 2 65 ALYCANTE
<70 A Median£7S | 24moEFSRate | Stratifled HR
‘—'l >70 100 Population Teament | (056Chmo | (58C% | @40 | Swalfedpuake
0.8 4 L.I 265 Years Axi-Cel (n=51) | 215 (50-NE) [ 47,8% (33,2-81.0) 0278 <0,0001 '
z - Lo, _— SOC (n=58) | 25(16-32) | 154%(7.1-258) | (0.164-0488) |  [Descrptive)
._g S 3 0.75
0.6 4 - - T
2 . E 80
‘6_ o 0.650
= 04/ £
Y 0
= E 0.25
S 0.2 - Mo. of patients Event Censored Median survival (95% CI) w24
3] : <70 29 48.3% (4) 51.7% (15) 12,8 (7.0 ; NA) .
=70 33 42.4% (14)  57.6% (19) 13,7 (7.8 ; NA) , ZUMA-7 trial 0.00
i . . 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
01 ALYCANTE trial 0 2 4 & 8 0 12 ’ owne{hg 8 2 2 ¥ % B B R Time (months)
: I I - j No.at risk :
o 3 6 9 12 15 miCe 5t 46 % M M ® 0w ¥ M B W % 9 4 4 1 0 Number at risk
- soc % % 19 5 # © W0 8 & B B 20 we | 247 210 146 137 127 119 114 108 106 80 74 70 65 53 43 30 17 7 3 0
EFS from leukapheresis (months) w| 178151100 97 91 85 81 79 77 73 70 67 62 53 43 30 17 7 3 0
At risk - E==| 12810567 65 61 57 54 52 51 40 48 46 41 34 26 18 9 3 1 0
r 1 [ Dwe| 50 46 33 32 30 28 27 27 26 24 22 21 21 19 17 12 8 &4 2 0O
Al oo g 2 . . y . Westin et al. Clin Cancer Res 2023 sl g e g e E i B AR
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 64 57
All =70 33 3 24 16 7 0 Time (months)

Houot et al. Nat Medicine 2023 Houot et al. ASH 2025

In a RWE subanalysis with axicel (< or 265 y), elderly patients had favorable efficacy outcomes with axicel despite higher rates
of CRS and ICANS (Jacobson et al, Transplant Cell Ther 2022)

Convegno Regionale A

LE NUOVE FRONTIERE NELLA TERAPIA 30 Marzo 2026 :J J :
- DEL LINFOMA: INNOVAZIONE E FUTURO Napoli, Centro Congressi Federico Il =% "=
' DELEGAZIONE CAMPANIA ocieta talanadi rtologa




Other potentially reversible barriers

ZUMA-T and real world data suggest no age-related survival differences
an Age with axi-cel-2

Only reimbursement restriction should be considered for age limits?

ZUMA-7 showed axi-cel survival benefit over chemotherapy in patients with ECOG PS 0-1'

O
ﬁﬁ:ﬂ ECOG PS When considering ECOG PS for CAR T eligibility assessment, ensure it is not related to patient's
' disease
Comorbidities In real-world analyses of patients with 2L R/R LBCL and comorbidities infused with axi-
@ including _ cel, no significant associations were found between hepatic, pulmonary or infection
compromised organ comorbidities and any effectiveness outcome®?

function

In ALYCANTE trial, axi-cel demonstrated survival benefit in patients with R/R LBCL
deemed ASCT-ineligible, suggesting the curative potential of axi-cel for patients with
limited treatment pathways®

Ineligible for
transplant

Kersten et al, ASH 2023; Lee et al, EHA 2025; Locke et al, ASH 2021; Houot et al, Nat Med 2023
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CAR-T toxicities: a learning curve

* Analysis of patients with R/R LBCL who received
>2L axicel in real-world settings in the USA

* Improvements were observed in CAR T-cell-
related toxicities over time
UNCONCIOUSLY

i A, R * Decreases in incidence of Grade >3 CRS and duration
COMPETENT of any grade CRS

A * Decreases in incidence and duration of any grade
y CONCIOUSLY |CANS

INCOMPETENT

COMPETENCE

* Evolving clinical practices were identified
* Increased use of bridging therapy
* Increased use of anakinra for treatment of CRS/ICANS

¥ UNCONCIOUSLY
INCOMPETENT

TIME
Wang et al, ASH 2024
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Conclusions

CAR-T is now a standard of care in 2L R/R LBCL

CAR-T should be delivered as early as possible to maximize survival outcomes

e Early and accurate identification of eligible patients is essential to avoid misallocation

Not ready to finally picking up a winner: to be fully defined in real-world settings

* Timing is crucial: delays in referral and infusion may compromise outcomes

Eligibility should be reconsidered: age and comorbidities should not automatically
exclude patients
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Future landscape is evolving

05 100+
Probability o
(%) o0 54,49 Much remains to be learned
24-month OS rate
60 Glofit-GemOx -~
n=183 | I )
40
bt R-GemOX
20 33.6% n=T10
24-month OS rate
D T T T T T T T T T T T T T 1
0 3 6 g 12 15 18 21 24 27 30 33 36 39 42
N at risk * cersored Time (months) -
Glofit-GemOx (N=183) 183 150 135 120 108 98 8 74 5 43 29 14 4 1 NE Glofit-GemOXx

R-GemOx (N=70) 91 68 5 46 42 M 30 2 15 11 9 4 2 NE NE

* Glofit-GemOx upcoming

* Making comparisons is difficult

* Potential alternative for transplant or CAR-T ineligible patients?
Abramson et al, Lancet 2024
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