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CAR T- cell therapy is more than one step

Leukapheresis Manufacturing — Bridging therapy Infusion Activity
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Median manufacturing time: 17-28 days

Patients undergo lymphodepleting (and possibly salvage/bridging) therapy
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CAR-T SIE update @ nov 2025 2019-2025 .»Zﬁ ISTITUTO NAZIONALE |
1465 patients enrolled
/ Diagnosis missing in 12 \
DLBCL/HGBL

105 enrolled 1052 enrolled (249 2L) 104 enrolled 192 enrolled
102 infused 939 infused (221 2L) 88 infused 173 infused
99 evaluable 904 evaluable for 162 evaluable
for analysis analysis (204 2L) - for analysis

Axi n=95 Axi n= 574 (=192 2L) T’:g 2;?5 Brexu n= 158

Liso n=3 Liso n=22 (n=2 2L.77) Liso n=1 22 Tisa n=477

1 Brexu?? Tisa n=304 (n=9 2L.77?)

4 missing??

OVERALL: 1249 patients (85%) are evaluable for analysis
(at least 1 follow-up recorded after CAR-T infusion)
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Response and Sur\/lval Outcomes — global cohort

2-year OS 56.9% (95% CI 53-61.1%) 2-year PFS 40.3% (95% CI 36.8-44.3%)
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Strata

922 422 282 195 121 67 46 17 13
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Median OS: 40.2 months (95% CI 3.23-NR) Median PFS: 9.9 months (95% Cl 6.6-12.2)
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A Multicenter Real-life Prospectlve Study of
Axicabtagene Ciloleucel versus Tisagenlecleucel Toxicity
and Outcomes in Large B-cell Lymphomas 3
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Axicabtagene ciloleucel treatment is more effective in primary
mediastinal large B-cell lymphomas than in diffuse large B-cell
lymphomas: the Italian CART-SIE study

Annalisa Chiappella(®'"™, Beatrice Casadei?, Patrizia Chiusolo (°, Alice Di Rocco?, Silva Ljevar®, Martina Magni', Piera Angelillo®,
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The role of bridging treatment

S S

Log-rank test p-value: <0.0001

0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months)

A Response to bridging therapy

92(0) 78(7) 61(16) 48(27) 44 (30) 31(39) 25(44) 22 (47) 18(51) 7(62) 6(63) 4(64) 2(66)
225(0) 172(19)129(34) 88 (61) 68 (72) 47 (82) 38 (85) 27 (94) 17(103)11(109)6(114) 6(114) 3(117)

82(0) 74(6) 56(16) 44 (25) 31(32) 20(40) 12(45) 7 (49 1(54) 1(54
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B Response to bridging therapy

= 92(0) 58(7) 42(13) 31(19) 28(20) 21(24) 19(26) 15(29) 13(31) 4(39) 3(40) 3(40) 2(41)

= 225(0) 105(12) 67 (18) 46(33) 36(41) 26(48) 22(51) 15(58) 9(63) 6(66) 4(68) 4(68) 2(70)
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44(0) 38(2) 26(8) 24(9) 22(11) 18(13) 16(15) 12(18) 9(21) 4(26) 3(27) 2(28) 1(29)

S = Pola-based
] = QOther

£ Log-rank test p-value: 0.0340
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D Bridging therapy: Pola-based vs Other

== 208(0) 166 (10) 117 (15) 91 (29) 72(43) 57 (54) 45(63) 31(74) 20(85) 11(94) 8(97) 8(97) 5(100) :
== 95(0) 58(15) 30(30) 17(43) 11(47) 6(51) 6(51) 4(53) 2(54) 1(55) 1(55) O(56) O (56)
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Outcomes of CAR T-cell therapy in high-grade B-cell
lymphomas compared to DLBCL:
a weighted comparison analysis

A Dodero,G Ceparano,B Casadei,P Angelillo,S Bramanti,MC
Tisi,S Ljevar,F Stella,A Chiappella,B Botto,| Cutini,G Zanirato,P
Chiusolo,AM Barbui,M Farina,A Di Rocco,G Girillo,J Olivieri,M
Krampera, M Ladetto,A Guidetti,PL Zinzani,C Carniti, P
Corradini, Outcomes of CAR T-cell therapy in high-grade B-cell
lymphomas compared to DLBCL: a weighted comparison

analysis, Blood Adv, 2025,
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CD19 CAR T-cells Therapy in High-grade B-cell
Lymphomas (HGBL) Compared To Diffuse
Large B-Cell Lymphomas (DLBCL)

Objective and Study Population

Predictive value of subtype (HGBL versus DLBCL) using
a weighted log-rank test and a weighted Cox model in pts
treated with CD19 CAR T cells in third line or beyond

N = 432 pts

N =78 HGBL

CD19 CART cells infused

Axicel (n =210)
Tisacel (n = 222)

N =354 DLBCL

NRM and SPM

e Gl ) (dowsio 58
DBt Bk ol Blnioh
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R o ity 544
DLBCL AL .

Meier curves

OUTCOMES

* Unweighted (solid line) versus weighted (dashed) Kaplan-

for OS

%8 164 2% 18 8 2
© 08 0N 023 05N (8) (92 @209 (208

« Kaplan-Meier curves for OS following CAR T cells failure in

different subtypes (Transformed DLBCL versus de novo
DLBCL versus HGBL)

Post thgae vl sl

Tine (meits)

Conclusions: The 2-year OS difference between HGBL and DLBCL

remained significant following weighted log-rank tests;
this difference was related to inferior survival following

CART cells failure in HGBL.

Dodero et al. DOI: 10.1182/bloodadvances.2025016117

€ blood
advances

\EDEL
Abstract
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Not all LBCL are the same: outcome in different subtypes after CAR T-cells failure

1.01
T 0.9
= Log-rank test p-value: 0.0059
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20.41 1
o -year post-relapse OS 30%
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+ 021 __ DLBCL transformed
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011 — DLBCLde novo 1-year post-relapse OS 13%
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0 6 12 18 24
Time (months)
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CAR - HEMATOTOX

score in LBCL
Stella Fetal, TCT 2025
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Baseline Features 0 Point
Platelet Count >175,000/ul
Absolute Neutrophil Count (ANC) > 1200/pl
Hemoglobin > 9.0 g/dl
C-reactive protein (CRP) < 3.0 mg/dl
Ferritin < 650 ng/ml
Low: 0-1 High: > 2

1 Point

75,000 - 175,000/l
< 1200/l
< 9.0 g/dl
> 3.0 mg/dl
650 - 2000 ng/ml

2 Points
< 75,000/pl
—~ —_—
_ | S
R \J ===
Societa Italiana di Ematologia
> 2000 ng/ml

== Low CAR-HEMATOTOX
== High CAR-HEMATOTOX

Log-rank test p-value: <0.0001

0 3 6

A HEMATOTOX

9 12 15 18 21 24 27 30 33 36
Time (months)

= 169 (0) 149 (10) 127 (24) 100 (46) 82 (56) 67 (64) 57 (73) 44 (83) 32 (94) 17 (109)11 (115) 9 (116) 4 (121)

= 94(0) 74(2) 54(11) 38(22) 29 (26) 15(34) 10(35) 7(38)

3(42) 2(43) 2(43) 1(44) 0(45)

@081

== Low CAR-HEMATOTOX
== High CAR-HEMATOTOX

Log-rank test p-value: 0.0003

0 3

B HEMATOTOX

= 169 (0) 119(5) 84 (13) 61(26) 49 (32) 43 (35) 38 (40) 28 (48) 21 (55) 10 (65) 7 (68)
27(6) 18(12) 16(14) 8(20)

- 94(0) 46(2)

9

12 15 18 21 24 27 30 33 36
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7(68)
0(27)

4(71)

7(20) 5(22) 2(25) 1(26) 1(26) 0(27)
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CAR HEMATOTOX and SPM

From univariable Fine and Gray models, a high CAR HEMATOTOX score was found to be
associated with higher risk for occurrence of SPM.

The relative rarity of events prevented us from performing multivariate analyses.

Hazard ratio

ICAHT late >2 ; ° . HR = 3.16 (95%Cl=1.25-7.98), p=0.015
PLT <100.000/ul at 90 days [ o} i HR = 3.45 (95%Cl=1.68-7.1), p<0.001
Previous autologous —0 i HR=2.21(95%Cl=1.13-4.34), p=0.02
Advanced stage C o’ i HR=3.84 (95%Cl=1.35-10.9), p=0.01
HT HIGH ' © i HR = 2.49 (95%C|=1.04-5.97), p=0.04

o 1 2 3 4 5 6 7 8 9 10 11 Rejeski K et al. Blood 2021
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SHORT REPORT

Haematological Malignancy - Clinical

Secondary primary malignancies after CD-19 directed CAR-T-cell JJ
therapy in lymphomas: A report from the Italian CART-SIE study Societa Italiana di Ematologia

Angelica Barone' | Annalisa Chiappella® | Beatrice Casadei’ | Stefania Bramanti' |
Silva Ljevar’ | Patrizia Chiusolo®® | Alice DiRocco’ | Maria Chiara Tisi® |

Anna Maria Barbui’ | Mirko Farina’®® | Lucia Brunello" | Maria Chiara Di Chio® |
Mattia Novo'> | Maurizio Musso” | Jacopo Olivieri'* | Gentiana Elena Trotta'>” |

Anna Dodero® | Antonella Aiello'® | Paolo Corradini"*

~

Axicel 49% ]

. 0.8% solid malignancies
368 patients (6/746)

Tisacel 36% 4.4% patients developed
272 patients ) SPMs (33/746)

2019-2024
746 patients infused

3.6% haematological ]

Brexucel 14% malignancies (27/746)
106 patients |

3.1% myeloid 0.5% lymphoid
malignancies (23/746) malignancies (4/746)
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* Median follow-up 14.9 months (IQR: 6.68-24.47)

Secondary primary malignancies in CART-SIE

* Median time to diagnosis: 12.6 months (range 1-40)

* Very low incidence of T-NHL: 0.26%

* AML and MDS represented 70% of all SPMs (3.1%)

* 12 deaths were observed, of which 7 were related to SPMs

Risk factors for occurrence of myeloid malignancies were Ann Arbor stage llI-1V, previous ASCT, ICAHT, platelets
count < 100.000/microliter at day 90 after infusion and neutrophils count < 500/microL before lymphodepletion.

AML
Prostate cancer [ A?(icel
m Tisacel
Nasopharingeal.. = Brexucel

Bladder cancer

T-LGL

2 3 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

2-year cumulative incidence of SPMs was 9.9% (95% CI: 6.5-14)
2-year cumulative incidence of myeloid malignancies was 6.7% (95% CI 4-10)

Elrerze |4 emare s0z6

o
—
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Incidence and timing of NRM

Cumulative incidence of NRM:

* 5.5% (95% CI 3.8-7.7%) at 1 year
* 8.8% (95% CI 6.1-12%) at 2 years

®* 47 (5%) NRM events in our cohort

* Early NRM (= 30 days) in 19 patients (40% of NRM deaths) Cumulative incidence of NRM:

* Late NRM (30-90 days after infusion) in 11 patients 199 * 5.5% (95% CI3.8-7.7%) at 1 year
(23% of NRM deaths) * 8.8% (95% Cl 6.1-12%) at 2 years
75

* Very late mortality (beyond 90 days after infusion) in 17 patients
(36% of NRM deaths)

50

25
Overall, most patients died beyond day 30

Cumulative incidence of NRM (%)

0

0 5 10 15 20 25

Time after CAR-T infusion (months)
At Risk 932 462 323 233 160 96
Events 0 31 35 40 43 44

4-6 marzo 2026
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Infections are the main driver of NRM

*  NRM was mainly due to infections (n=24, 51%), followed
by CRS (n=6, 13%), ICANS (n=6, 13%) and second primary

malighancies (n=5, 11%).

m Unknown
* Causes of infectious death included: B Cerebrovascular
o
v' Septic shock (n=15)* sease
] ) B HLH/MAS
v' Sars-CoV-2-related infection (n=5)
v'Invasive Aspergillosis (n=1) " SPM
v' P.jirovecii pneumonia (n=1)
v" Pneumonia of unknown etiology (n=1)  Infections
v" Fournier’s gangrene (n=1) ICANS
m CRS
+  Only 1 comorbidity-related related death (=stroke)
*K. Pneumoniae [n=5], E. Coli [n=1], S. maltophila [n=1], OVERALL EARLY LATE VERY LATE

unidentifid [n=8]

4-6 marzo 2026
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Outcome after chimeric antigen receptor (CAR) T-cell therapy
failure in large B-cell lymphomas

Anna Dodero' ©® | Stefania Bramanti’ | Martina Di Trani’ | Martina Pennisi' |

Silva Ljevar’ | Annalisa Chiappella' ® | Massimo Magagnoli’ | Anna Guidetti"* |

Francesco Corrado® | Paulina Maria Nierychlewska® | Alice Di Rocco’ |
Daniele Lorenzini® | Daoud Rahal’® | Chiara De Philippis> | Armando Santoro™® |

Carmelo Carlo-Stella>® | Paolo Corradini"*

Reported outcomes after CART-cell failure in large B-cell
lymphomas (LBCL) are poor, with median overall
survival of ¥ 8 months.

The main salvage option is currently represented by
CD3xCD20 bispecific antibodies (BsAb): durable
responses are reported also in patients failing CAR-T

cells.

(A) Whole series (B) Histotype
Al HGBL_DHLTHL — DLBLC — PMBCL — TFL
10 10
09 09
08 08
L
206 206
@05 %05
T T <0.0001
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> >
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02 02
0.1 01
00‘., — S —— N —_— — 00 - - —p— —— — — — -
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24
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Whole series Histotype
7(0) 2(1) 0(1) 0(1) O(1) 0(1) 0() 0(1) 0(1)
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(C) Response to CAR-T (D) Early relapse
SOPD — CRPR No — Yes
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09 09
08 08
g 07 g 07
206 206
3 3
205 205
o4 p:0.0010 o
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803 S03 p:0.0084
02 02
0.1 0.1
00 00
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Response to CAR-T Early relapse
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Multicenter Study > Br J Haematol. 2025 Sep;207(3):956-964. doi: 10.1111/bjh.70010.
Epub 2025 Jul 22.

Allogeneic transplantation after failure of chimeric
antigen receptor-T cells and exposure to bispecific
antibodies: Feasibility, safety and survival outcomes

Angelica Barone ! 2, Chiara De Philippis 2, Federico Stella ', Anna Dodero 2, Barbara Sarina 2,
Martina Pennisi 2, Armando Santoro 2 4, Carmelo Carlo-Stella 4, Anna Guidetti ! 2,
Stefania Bramanti 2, Paolo Corradini ! 2

* From 2019to 2025, 188 patients treated with CAR-T cells and
evaluable for follow-up (INT & Humanitas).

*  Among 89 patients with progressive disease, 38 (42%) received
CD20xCD3 BsAb monotherapy (glofitamab in all patients) and
were also candidates for up-front alloSCT consolidation.

* Among 38 alloSCT candidates, 22 did not receive alloSCT,
mainly because of progressive disease.

* Ultimately, 16 patients received alloSCT; 15 were evaluable for
post-transplantation outcomes.

188 LBCL patients received CAR-T cells and

were evaluable for follow-up

i—. 99 patients in complete

remission at last follow-up

| Axi-celr'1=97 | |Tisa—celn=89| | Liso-cel n=2 |
89 patients progressed
after CAR-T cells
| Axiceln=3a | | Tisa-celn=55 |

14 patients died without
subsequent treatment

75 patients received
salvage treatment

42 patients received BsAb

Other salvage treatment options (33
patients):

Standard chemotherapy (n=10)
Lenalidomide (n=6)
Polatuzumab-based regimen (n=8)
Checkpoint inhibitor (n=3)
Radiotherapy (n=4)

Ibrutinib (n=1)

Loncastuximab tesirine (n=1)

salvage treatment

4 patients not candidate to alloSCT
due to age and/or comorbidities

38 candidates to alloSCT

22 patients did not receive alloSCT:
Progression of disease (n=15)
Patients’ choice (n=4)

Lack of suitable donor (n=1)
Infectious death while in CR (n=1)
Ongoing treatment (n=1)

I 1

10 achieved CR with
glofitamab treatment

6 achieved CR (n=4) or PR (n=2) with
subsequent treatments after glofitamab failure

16 patients received alloSCT




Survival after CAR-T failure of allo-SCT vs non-alloSCT patients

At last follow-up:
(R) (B)

. . . A
* 1(6%) infectious death in the alloSCT grou o0 100 . medign: not reached , | ~ HSCT
HLl == non-HSCT
* 15(68%) deaths in the non-alloSCT group:  z ™ L. — = ™
» 14 due to progressive disease £ 501 8 50- W
> 1dueto Sars-CoV-2 infection N o] " | median: 11.3 months
0 0
12 24 % 4 2 24 % @
Time after alloSCT (months) Time after CAR-T failure (months)
Number at risk
— HSCT 16 16 13 8 7
— non-HSCT 22 10 5 4 2

2-years OS 93% vs 25%, p<0.001
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