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Background and Significance:

Axicabtagene ciloleucel (axi-cel) has demonstrated superior efficacy as second-line therapy (2L) over standard of care chemo-
immunotherapy in transplant-eligible patients with relapsed/refractory (R/R) large B-cell lymphoma (LBCL). In ZUMA-7 trial,
180 patients were randomized to receive axi-cel in 2L, achieving an estimated 4-year overall survival of 54% after a median
follow-up of 47 months. In the ALYCANTE phase |l study, 62 transplant-ineligible patients with R/R LBCL were treated with
axi-cel as 2L, resulting in a 3-month complete metabolic response rate of 71% with a median progression free survival of 11.8
months. Here, we report the first real-world data of axi-cel as 2L for patients with early R/R LBCL treated in French centers.
Study Design and Methods:
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DESCAR-T is a French nationwide registry collecting real-life data of all patients treated with approved CAR T-cell therapies
(NCT04328298). All patients were informed before inclusion in the registry. The goal of the present analysis was to describe
patients’ characteristics, treatment course, and outcomes of all patients consecutively included in DESCART registry since
July 2022, and infused with axi-cel according to the early access program supported by French authorities for patients with
LBCL in early relapse (< 1 year) or refractory after a first line treatment.

Results:

Between July 2022 and March 2023, axi-cel was ordered and leukapheresis was performed for 85 patients. The first axi-cel
infusion was performed in September 2022 and enrollment increased rapidly with 51 new patients waiting for a leukapheresis
at the time of data cut-off in March 2023. No manufacturing failures occurred, at the data cut-off, 78 patients were infused
with axi-cel in 22 centers, and 7 patients died before axi-cel infusion (5 because of progression, 2 from other cause). Among
the 78 patients infused, 48 (61.5%) were male, median age was 60 years (range: 23-79), 35% were over 65 years old and 5%
over 70 years old. Most patients had primary refractory disease (n = 58, 74.3%), a good performance status (n = 62, 79.5%
ECOG 0-1), stage llI-IV disease (n = 59, 75.6%) and elevated LDH (n = 48, 61.5%). The median time between leukapheresis
and axi-cel infusion was 36 days, and 65 patients (83%) received bridging therapy, primarily immuno-chemotherapy (n = 57,
73%). At the time of lymphodepletion, patients had progressive (n = 35, 54%) or stable disease (n = 6, 9%), with only 23
patients (29%) responding to bridging therapy. The median follow-up since CAR-T-cells infusion was 1.1 month (range: 0-
6). Safety information was reported for 65 patients: CRS occurred in 95% of patients, however only 3 patients (<5%) had a
grade 3 or higher CRS. Neurotoxicity occurred in 43% of the cases, with 6 patients (9%) presenting grade 3 or higher toxicity.
Furthermore, 13 patients (21%) were transferred to intensive care unit. Four patients (5%) died, 3 from lymphoma progression
(missing data for the remaining patient). Among the 52 patients with at least 1 month of follow-up: the overall response and
complete response rates at 1 month were 76.9% and 57.7% respectively (Figure 1).

Conclusion:

These preliminary results demonstrated that axi-cel in 2L for R/R LBCL is feasible and safe in real-life for transplant and non-
transplant eligible patients. Although follow-up of our population remains short, early assessments of response are in line
with those described in ZUMA-7 study. Inclusion in DESCART registry is on-going and updated results with at least 3 months
of follow-up since infusion will be presented at the meeting.
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Treated patients,n=78 At infusion Follow-up M1
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Median [min; max) 60.0{23;79)
[Age & 65 years : 27 {54.6%}
ECOG
0-1 62 (79.5%)
2 7 (9.0%)
Missing 3 {11.5%) | B0
LDH > Normal
No| 29 {37.2%)
Yes 48 {61.5%]
Missing 1 (1.3%)
Ann Arbor Stage
Unknown 11 {14.1%)
81} B 110.3%) B0
-] 59 {75.6%)
At least one HCT-CI Comorbidity 35 44.9%)
Bulky disease [»5cm) =
MNo| 58 (75.3%) o
Yes 13 116.9%] :6{
Missing 6 (7.8%)
Histology
DLBCL 61 (78.2%) 0
Transformed FL 5 16.4%)
PMBL 3 (3.8%)
HGBL 1 (1.3%)
Otherd 6 (7.7%)
= S Missing 2 12.6%)
Prior autologous transplant 2 (2.6%)
Primary refractory disease 20
Yes 58 174.3%)
No| 17 {21.8%)
Missing| 3 (3.8%)
Bridging therapy 65 {83.3%)
Disease status before CAR-Tinfusion
Complate 6 (9.2%)
Partial Response 17 (26.2%) (1]
Stable Disease [ (9.2%)
Progressive Disease as {53.8%)
Mot Evaluated 1 (1.5%) O Complete Response [ Partial Response [ Stable Disease [ Progressive Disease B Not Evaluated
Table 1. Characteristics of treafed patients at enroliment in the axi-cel 2% line LBCL early access program., W o Briciging
HOT-CT: poietic Cell Transg ion-specific C bidity Index, DLBCL: diffuse large B cell lymphoma, Figure 1. Sankey plot of evaluable patients | month (M1) after CAR-T cells infusion.
FL: follicular bymph PMBL: primary mediastinal B cell lymph HGBL: high grade B cell lymphoma.
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