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Introduction

Axicabtagene ciloleucel (axi-cel) is an autologous anti-CD19 Chimeric Antigen Receptor (CAR) T-cell therapy that induces
durable responses in patients with relapsed or refractory large B-cell lymphoma. At a median of 63.1 months follow-up on the
ZUMA-1 trial, median overall survival (OS) was 25.8 months with 5-year OS and PFS (progression-free survival) estimates of
42.6% (95% Cl, 32.8-51.9) and 31.8% (95% Cl, 22.9-41.1), respectively (Neelapu, Blood 2023). We previously reported outcomes
of axi-cel patients treated with standard of care therapy, including 42% who did not meet eligibility criteria for ZUMA-1 based
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on co-morbidities (Nastoupil, JCO 2020). Here we report results from this cohort at a median follow up of 58 months, as well
as late outcomes of interest.

Results

The US Lymphoma CAR-T Consortium is comprised of 17 US academic centers who contributed data independent of the
manufacturer. Two hundred and ninety-eight patients underwent leukapheresis with intent to manufacture standard of care
axi-cel (n=298) as of September 30, 2018. In infused patients (=275), OS and PFS were calculated from date of infusion.
After a median follow-up of 58 months, median OS was 34.9 months (95% Cl 23.4 - 44.8) with the OS at 3, 4, and 5 years of
49.1% (95% Cl 42.9 - 54.9%), 43% (95% Cl 36.8 - 48.9%), and 40.3% (95% Cl 34.2 - 46.4%), respectively. The median PFS was
8.7 months (95% CI 5.87 - 16.6) and the 3-,4-, and 5- year PFS were 36.1% (95% CI 30.4 - 41.8%), 30.7 (95% CI 25.2 - 36.4%),
and 28.5% (95% Cl 23 - 34.2%), respectively. Results of multi-variable modeling were similar to our prior analysis: male sex (HR
1.56, 95% CI 1.08 - 2.27, p =0.02); LDH above the upper limit of normal (HR 1.6, 95% CI 1.12 - 2.30, p = 0.01); ECOG status
of 2-4 (HR 2.02, 95% CI 1.33 - 3.07, p = <0.001); and elevated bilirubin > 1.5 (HR 5.68, 95% Cl 2.21 - 14.6, p = <0.001) were
associated with decreased OS. Factors associated with decreased PFS included male sex (HR 1.68, 95% CI 1.20 - 2.37, p =
0.003), LDH above the upper limit of normal (HR 1.82, 95% CI 1.31 - 2.53, p = <0.001), ECOG status of 2-4 (HR 1.93, 95% ClI
1.30-2.86, p = 0.001), elevated bilirubin (HR 3.68, 95% Cl 1.45 - 9.37, p = 0.006) and receipt of 3 or more prior lines of therapy
(HR 1.49, 95% CI1 1.03-2.13, p = 0.032).

We also assessed events of interest including late PFS events and causes of non-relapse mortality (NRM). One hundred and
ninety-one PFS events occurred after axi-cel infusion during the follow-up period, 151 due to lymphoma progression and 40
NRM. In the first 12 months post infusion, 131 progression events occurred,13 between 1 and 2 years post infusion, and 7
relapses after 2 years with the latest occurring 46.4 months after infusion. Thirteen NRM events occurred in the 1st year post
infusion, 6 between 1- and 2-years post infusion and 21 occurring later than 2 years after infusion. Of the 40 NRM events,
21 were secondary to infection including fungal infections (n = 3, 2 candidemia, 1 candidemia and pneumocystis jiroveci
pneumonia), JC encephalitis (h=1) and COVID-19 (n = 2). Nine deaths were attributed to secondary malignancy. Other causes
of NRM included cerebral edema (n=1), HLH (n=1), intracranial hemorrhage (n=1), suicide (n=1), and unknown (n=6). The
S5-year cumulative risk of relapse was 55.2% and the 5-year risk of non-relapse mortality was 16.2%.

Excluding non-melanoma skin cancers, twenty-three of 275 (8%) patients were diagnosed with subsequent malignancy after
axi-cel treatment: 14/275 (5%) patients were diagnosed with myeloid malignancies (MDS (n=11), AML (n=2), CMML (n=1));
other malignancies included anal squamous cell carcinoma (ca) (n=1); histiocytic sarcoma (n=1); prostate ca (n=1); endometrial
ca (n=1); lung ca (n=1); merkel cell ca (n = 1), mesothelioma (n=1), B-ALL (n = 1), and AITL (n=1).

Conclusion

This multi-center retrospective study showed similar 5-year results to the ZUMA-1 trial with a 5-year PFS and OS of 28.5% and
40.3%, despite including patients who did not meet ZUMA-1 eligibility criteria based on comorbidities. Non-relapse mortality
was primarily due to infection and secondary malignancy. This report supports the curative potential of axi-cel but highlights
the competing risk of NRM in this high-risk patient population.
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