PROGRESSION-FREE SURVIVAL BUT NOT OVERALL SURVIVAL IS SUPERIOR IN RELAPSED/REFRACTORY LARGE B-CELL
LYMPHOMAS TREATED WITH AXICABTAGENE CILOLEUCEL COMPARED TO TISAGENLECLEUCEL-:

RESULTS OF THE CART-SIE REAL LIFE ITALIAN STUDY
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PFS and OS by response to bridging
Median follow-up 12.07 months (IQR: 6.05, 22.37)

Propensity score

INTRODUCTION RESULTS

The CART-SIE is a national prospective and
retrospective observational study aimed at
collecting the real-life data of all consecutive
lymphoma patients treated with CAR-T cells in the
Italian centers. Given the recognized efficacy of
axicabtagene ciloleucel (axi-cel) and
tisagenlecleucel (tisa-cel) in relapsed/refractory
large B-cell lymphoma (R/R LBCL) after at least two
previous treatments, the best product in terms of
efficacy and safety is still a matter of debate.

On these bases, we conducted a subgroup analysis
in the CART-SIE study, with the aim to evaluate the
outcome (ORR, DoR, OS, PFS), and the safety

(CRS, ICANS) of all R/R LBCL treated with different
CAR-T (axi-cel versus tisa-cel) (primary mediastinal
B-cell lymphoma, PMBCL, were excluded).
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Principal Investigator: Prof Paolo Corradini
Sponsor: Fondazione IRCCS, Istituto Nazionale dei Tumori, Milano, Italy

A multicenter prospective observational study on Chimeric Antigen Receptor
(CAR) T-cell therapy for lymphoma: monitoring feasibility, efficacy, toxicity and
biomarkers in a real life setting

Participants: all Ralian qualified centers for CAR-T treatment

A propensity score (PS) model estimated for the
probability of being treated with tisa-cel (arbitrary)
was performed. Variables used for the PS model
(accordingly to Bachy, Nature Medicine 2022) were:
histology, age, sex, disease status (relapse vs.
refractory), Ann Arbor stage (l/ll vs. Ill/IV), IPI (< 3
vs. >=3), LDH, C reactive protein, bulky disease, N
of previous treatments, ASCT, bridging therapy (no
vs. yes with response vs. yes without response),
time since last treatment and centers size (>=25 vs.
< 25 cases contributed).

Patient flow: March 2019 — July 2023
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Clinical characteristics §

| Axi-cel (260) ““
PMBCL 27% (70)
DLBCL 73% (190)
 DLBCL-nos *43% (112)
- HGBCL *17% (44)
* tFL *13% (34) *19% (43)
Median age 53 (IQR 39; 63) 61 (IQR 52; 66)
Ann Arbor stage llI-IV 59% (153) 5% (171)
Bulky disease 41% (106) 30% (69)

Refractory /8% (204) 64% (146)
Median N of previous 2 (IQR 2: 3) 2 (IQR 2: 3)

treatment
25% (65) 30% (68)

Previous ASCT
Bridging therapy 83% (216) 85% (195)

100% (229) ; < ;
51% (117)
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CONCLUSIONS

In the CART-SIE study, the outcome of patients treated with CAR-T was similar to

those reported by pivotal trials and real-life studies, with manageable toxicities. At
a median follow-up of 12 months, PFS for axi-cel was superior compared to PFS for

tisa-cel; this advantage was confirmed in a propensity score analysis. The

difference in PFS did not translate in a different OS, so far. CRS and ICANS were
higher with axi-cel.
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All grades CRS 88% 77%

All grades ICANS 34% 9%
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Population eligible for matching
n=277

Propensity score matching”*
Matched population

n =201
Tisa-cel
n=101

Stabilised Inverse Propensity Score Weighting (IPW)

Unweighted (solid line) vs. weighted (dashed) Kaplan-Meier curves
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(grade 3-4) (9%) (8%)

(grade 3-4) (12%) (3%) ’: Weighted log-rank test p-value for PFS: 0.0287 Weighted log-rank test p-value for OS: 0.1547
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