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INTRODUCTION

Anti-BCMA chimeric antigen receptor (CAR) T-cells for the treatment of multiple myeloma (MM) have proven safe and efficacious. Recently, two commercial products (i.e.,
ABECMA™ and CARVYKTI™) have been approved by the FDA and EMA agencies, auguring a rapid expansion of these "living-drugs" to the market. However, this is not the
case yet, since access to this modality of treatment remains very limited. The lack of production slots, manufacturing costs and logistical issues are major drawbacks of this
therapy and present significant obstacles to meeting the growing demand.

Point-of-care CART manufacture and delivery is an especially attractive approach for boosting the supply of CART products. In Israel, about 500 cases of myeloma are newly
diagnosed every year, and about 100 cases will become candidates for CART therapy (after 3 previous lines). At Hadassah Medical Center (HMC) we have developed a new
ant-BCMA CAR (HBIO101) for the treatment of MM and light chain amyloidosis (AL). CART products are manufactured and delivered to patients in-house, considerably
shortening the "vein-to-vein" waiting time, which is critical especially for rapidly deteriorating patients.

RESULTS

The results of the phase la/b study (NCT04720313), exploring the safety and efficacy effects in 58 patients (50 MM- and 8 AL- patients) at escalating doses ranging from 150- to
800x10"6 CAR+ cells are presented here. For the MM cohort, at data cutoff of 09/02/2023, the median follow-up (mFU) for all doses was 174 days (range 18-531), with a median
progression-free survival (mPFS) of 322 days and a median overall survival (mOS) not reached for the higher dose. The overall response rate for all cohorts was 82%, with a
87% response rate in the 800x10”6 cohort. Our results also suggest a trend toward better PFS and OS for non-exposed MM patients to prior BCMA-targeted therapies (PBTT).
Amyloidosis patients with organ involvement and treated at low (N=1), intermediate (N=2) and high (N=5) doses, achieved complete responses including organ responses,
demonstrating the manageable safety profile and efficacy of HBI0101 in the treatment of AL as well.
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CONCLUSION

HBI0101 CART product exhibits comparable safety and efficacy properties as the commercial anti-BCMA CART products reported in the literature (ABECMA™), with a
clinically manageable safety profile and promising in-vivo efficacy. To the best of our knowledge, we present here the safety/efficacy results of an anti-BCMA CART
based treatment in the largest AL cohort reported so far. Hadassah Medical Center's experience testifies of the feasibility of a decentralized approach for point-of-care
CART manufacture to supply the local demand.

REFERENCES

1. Harush O, Asherie N, Kfir-Erenfeld S, Adler G, Barliya T, Assayag M, Gatt ME, Stepensky P, Cohen CJ. Preclinical evaluation and structural optimization of anti-BCMA CAR to target multiple
myeloma. Haematologica. 2022 Oct 1;107(10):2395-2407. doi: 10.3324/haematol.2021.280169. PMID: 35354252;

2. Kfir-Erenfeld S, Asherie N, Grisariu S, Avni B, Zimran E, Assayag M, Sharon TD, Pick M, Lebel E, Shaulov A, Cohen YC, Avivi |, Cohen CJ, Stepensky P, Gatt ME. Feasibility of a Novel
Academic BCMA-CART (HBI0101) for the Treatment of Relapsed and Refractory AL Amyloidosis. Clin Cancer Res. 2022 Dec 1;28(23):5156-5166. doi: 10.1158/1078-0432.CCR-22-0637.
PMID: 36107221.

. Asherie N, Kfir-Erenfeld S, Avni B, Assayag M, Dubnikov T, Zalcman N, Lebel E, Zimran E, Shaulov A, Pick M, Cohen Y, Avivi |, Cohen C, Gatt ME, Grisariu S, Stepensky P. Development
and manufacturing of novel locally produced anti-BCMA CART cells for the treatment of relapsed/refractory multiple myeloma: phase I clinical results. Haematologica. 2022 Oct 6. doi:
10.3324/haematol.2022.281628. Epub ahead of print. PMID: 36200421.

www.ebmt.org




	Slide 1: Point-of-care CART manufacture and delivery for the treatment of multiple myeloma and AL amyloidosis: the experience of Hadassah Medical Center

