-502- IR MR 285 2021 4F 6 H 55 42 455 6] Chin J Hematol, June 2021, Vol. 42, No. 6

-

NJEAV BCMA CAR-T 4380697 UK
BCMA CAR-T i ity597 5 Fat R O MEy R
Z kAL EREIRE )

BE FP FH' BB Hkm' O TER FH

'REWHE PO ERAEA, HFRFEFR 300192;° &M A K E K@ik A
253000

iBAZ4E 4 AR #r, Email : kachydeng@126.com

AZE] B F0T AL B4R (BCMA) A PUEAZ A T 41 (CAR-T 41 i) 1497 B
JE BCMA CAR-T 590 Flt R 1A M 2 kM BB (RRMMD) BB I R A e e &k, ik REE
WA R 1 A SRR LA AZ 2L, 145 BCMA CAR-T 41l , FC )7 28 (LA R+ IR MG ) TAb 315 45
I BUE/ AN U AL BCMA CAR-T 400 o i 5 W CAR-T 4™ 1 . 240 A28 Tk BOAS R
PR AN g A I BRI/ AR AL BCMA CAR-T % Y80 X MM 20 AR 1) 225 473308 o B 5 e 200 it PR 8¢ i
Ko EER 1 KM 25 BUR CAR-T J& 3> 43 3 58 228 i (CR) M e (SD) o 1671 I
184~ J5 B P J2 , L) 1 ARSI AE , v ik AU Ak BCMA CAR-T AR KRYT IS , 4iliks
FIFB T2 ik (PR) AR H U (35 4 2 (VGPR) Y728, 1] 1 BEAMRAE 44 Ik o W 76 Nk
BCMA CAR-T 4G YT # R, CAR-T 4 1A Y47 3 e L AR PR ARz B ) 302 BRI A BT ) AP T 151
AL BCMA CAR-T ¥4 7 #H1H] IL-6 . IL-8 . JFN-y .IL-10 52 TNF-ol&(H 25 T° Bl CAR-T W {l . Wifhi| 3%
e BRUUR CAR-T M) 240 i PRl T~ R i 28 B AIE (CRS) 31 1 4, TR 4 R Ge i1 (ICANS) 5 AVR{L CAR-T
I B11 CRS 2 3 9, ICANS Jy 2%, SCREXTIEIAS T 5 4 4% , 1] 2 CRS 24, JUICANS Az o (RSMALRIE
S48 hALHIEL 12 1B, AJEAL BCMA CAR-T . Bl CAR-T 4 ffd 315 4] 1.4 2 fR 5 H353% , BCMA”
Jibgga 20 M 4 e A1 43 51 (17.38+5.18) % 5% (28.27+4.58) % . (13.25+1.62) %o X} (22.77+1.77) % , Nidk,
BCMA-CAR-T X} JE % MM B 40 #:/E AL T FUR CAR-T 41t (P < 0.001) , H.IFN-y , TNF-a. 5 IL-6 B
K245 T RO CAR-T 41l (PB4 <0.001) . £ R BCMA CAR-TiRI7 5 & Lt M)
RRMM 3 B e A BCMA CAR-T Al e AR H e Pl #

(X@R] ZRMERRE, AL, SOPURZIRTHM, 280 T

I RAR B AR - I A IR 86 1 0, ChiCTR 1800017051 ,ChiCTR2000033925

DOI: 10.3760/cma.j.issn.0253-2727.2021.06.010

Humanized BCMA CAR-T cell salvage therapy in two refractory multiple myeloma patients who
progressed after their murine BCMA CAR-T cell therapy
Cui Rui', Li Ping’, Li Qing’, Mu Juan', Jiang Yili', Jiang Yanyu', Deng Qi'
" Department of Hematology, Tianjin First Central Hospital, School of Medicine, Nankai University, Tianjin
300192, China,” Department of Hematology, Dezhou People's Hospital, Shandong 253000, China
Corresponding author: Deng Qi, Email: kachydeng@hotmail.com

[Abstract] Objective To observe the efficacy and safety of humanized anti- BCMA chimeric
antigen receptor modified (BCMA CAR)-T cell therapy after disease progression with their murine BCMA
CAR- T cell therapy in patients with relapsed/refractory multiple myeloma (MM). Methods Study
participants underwent leukapheresis to collect T cells for BCMA CAR-T manufacturing. Patients were
pretreated with intensive chemotherapy (fludarabine combined with cytarabine) before CAR-T therapy.
Adverse events (AEs), CAR DNA expansion, and cytokine were monitored. In vitro, transfection efficacy,
specific cytotoxicity, and inflammatory response were detected when co-cultured with effector and target
cells. Results Patient (PT) 1 and 2 achieved complete remission (CR) and disease stability at 3 months
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post murine CAR-T therapy. However, 16 and 18 months later, they experienced progression of disease
(PD), and patient 1 presented with extramedullary disease at PD. Both of the patients received humanized
CAR- T therapy and achieved partial remission (PR) and very good partial remission (VGPR) post
humanized CAR-T therapy. PT1 achieved CR of the soft tissue masses at 4 months post humanized CAR-T
therapy. Notably, the median peak of the BCMA CAR-T cells, copy of BCMA CAR gene, persistence of
BCMA CAR-T, and the peak levels of IL-6, IL-8, IL-10, IFN-y and TNF-a were higher in humanized CAR-
T therapy than those in the murine CAR-T therapy. During the murine CAR-T therapy, both of the patients
experienced grade 1 CRS and no ICANS. PT1 experienced grade 3 CRS and grade 2 ICANS during
humanized CAR-T therapy, which were relieved by supportive care. Grade 2 CRS was observed for patient
2 during humanized CAR-T therapy. Humanized BCMA CAR-T cells showed a higher inflammatory
response and in vitro cytotoxicity than that of murine BCMA CAR-T cells with effector/targets cells at 1: 1
over 48 hours (P<0.001). The proportions of residual cells in humanized BCMA CAR-T and murine
CAR-T were (17.38+5.18)% vs (28.27+4.58) %, (13.25+1.62)% vs (22.77+1.77) % for PT1 and PT2,
respectively. Conclusions The humanized BCMA CAR-T cell therapy was efficient and safe for patients
who experienced progression of disease after the murine CAR- T therapy, especially for patients with
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