2018 6 32 6 829

|| B

mE:

HREPURZIRTYNN, BICAR-T ( Chimeric antigen receptor T ) J&=—MIEEBIMHATAIN, EibkHA
R S e e AN BT U S5 AR S TS A5 5 B B AL W B e AT, (TN A8 e 5 i A
TR DR AR ZE S MBS , BB LR . ORI R BAF B I 4 s [RII, sk B 4
PR S5 AR AR I S e A O IR AR, DTS BRI 09 EL Y s IeAh, i AT L se s ic A2 T2
JiL T BRAS R S A BT R R L . F T CD19—C AR =T i 78 22 Fof 1l 380 Fif e 1 A 1 v ) 2t 26 B
CAR-THIC e BT BN 1T P58, H =AU A IR i e o Al RE .

VTAER, WFIEETE MR IR B2 S i A A HE s F 9 . CARGM P53t TR 05 12 MLl IR 7 AL
AT T BRI, Rl R 2R R R 1 AR AR IR RO . R EIFDA T 2017 4E8 )
FI10 H HEHE T oA R AR 5043 3R X 20t BIFk B 20 At 1 i s A B bk 2 40 B2 (1) CD19-CAR-T4H fifg
BIF P b, ARRA RS A T 2 CAR-TAIML™ w3k 45 it FeE CAR-T BFFE 2 B3 & e i)
B OARSHFTEHE S HI 2578 78 A BICAR-T 4= it BB &, BUS TIRFAIRFFE R, #EH
i, A TREEL T CAR-TIERIRE G, A —K O RMER R rT, BEE Rk b i B
I,

FECAR-THHIMIIGYT 7™ it R BRI B R 5 F, AT ZE MR, AN BEPARYT 5 40
BRI IS G, CAR-THIMISURA AL TR BB, — 5T, TECAR-THIMIAIEAEDISE . 7 i T2
B biEge . ARG R S ROF A A VR 2 [ T 2R s 3 —Jr T, CAR-THMME A TEALRRIERT 2, 14
T2, wH R e RE L, RNERILRIE S, BARZ SRATIAEXT CA 7 kA
MR, WA DA K2 it W A A AR T AR 228 R PR, e T B 7 i B X 1 5 R . [y, FR
FE| CAR-THIMLIG YT 7 i WEFE AL T2 AP BB, WAL AR INAS R, BF R 1T 20750, Itk A2
JE SIS S AR ST T IR A7 I, 6 SR AR R3S L AR EOR TR R, T T A K i
W LA ARG R SE W B D EORAE T, IR A2, IR TR ZE I A S LAZ AP ) P A A i G st
Blo AFART FEE ST E N CAR-THIML™ i BT A PR, LACAR-TA A ™ i (1) 25 7 T2 B ™ iR o
F2k, LU CHIUAYT M SN EORTE R CiRXA7 ) ) AIEARZDR, NI IF & CAR-THH L™ i
14 o e A ARSI 5 AR I PRI PR A D7 T4 48 P L, S CAR-THI ML ™ i A R iR 2%
{61 3% [ CAR-THI AL ™ ity U S A0 RIVRE A% IR — i O RRTE TR BIFSY, AR ™l A TS ki

TG CAR-TANML ™ WA HE AR H , h4 IR R ANMLAYT P R S I A i -6

Editor's Note:

The chimeric antigen receptor T cell (CAR-T) is a genetically modified T cell, which can introduce the genetic
material with specific tumor cell antigen recognition domain and T cell activation signal into T cells, activate T cells
by direct binding with specific antigen on the surface of tumor cells, and directly kill tumor cells by releasing perforin,
granzyme-B etc. Meanwhile, CAR-T can kill tumor cells by releasing cytokines to recruit the human endogenous
immune cells so as to treat tumors. Furthermore, the CAR-positive memory T cells are also maintained to sustain the
specific and long-term anti-tumor effect. Due to the outstanding effect of CD19 CAR-T cells in a variety of clinical
trials of blood tumors, the research of CAR-T is popular in the worldwide, and some investigators even believe that

curing tumor has become possible.
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In recent years, great progress has been made in the research of blood and solid tumor cell targets, CAR molecular
design, T cell transduction methods and clinical treatment effects, especially for many kinds of blood tumors. The
US FDA approved two kinds of CD19-CAR-T cell therapy products from Novartis and Kite in August and October
2017, for acute B-cell lymphocytic leukemia (B-ALL) and B-cell non-Hodgkin lymphoma (NHL) respectively. There
may be more CAR-T products which will be approved in the future. The research for CAR-T in China has also shown
a flourishing trend. Many research institutions and pharmaceutical companies have made effort in the research and
development of CAR-T cell therapy products and have achieved very good results. So far, more than 10 applicants have
submitted clinical trial application (CTA) for CAR-T and one applicant had granted the clinical trial permission (CTP),
one step closer to the biological license application (BLA) in the future.

However, in the context of global research hotspots of CAR-T cell therapy products, we also need to be clearly
aware that as a combination of gene therapy and cell therapy, the field of CAR-T cells is still in its primary stage. On
one hand, there are still many problems that need to be explored in basic research, manufacturing process and quality
research, nonclinical and clinical research of CAR-T cells. On the other hand, the individual characteristics of CAR-T
cells are obvious, the preparation process is complex and there are many factors affecting the quality of products.
Mechanism of action in vivo is complex and there are many characteristics different from the understanding of existing
products. Therefore, the researchers and drug regulators will face a lot of new challenges and need more product-
specific considerations. Meanwhile, the research of CAR-T cell therapy products in China is in the initial stage. The
scale of the research and development (R&D) organizations is different and the capability also varies a lot. Most of the
R&D people enter the product development field from laboratory research field and have insufficient understanding
of the concept and standard requirements of product R&D. The technical guidance on product manufacturing process
and quality research, nonclinical research and clinical research is not sufficient. Therefore, it is a very good opportunity
to standardize the development and promote towards industrialization gradually. The main purpose of this technical
considerations, based on the basic requirements of the “Technical guidelines for the research and evaluation of cell
therapy products (Trial Implementation)”, focuses on the current R&D status of CAR-T cell therapy products in China
to provide suggestions on how to conduct the quality control testing and nonclinical research for CAR-T cell therapy
products with the manufacturing process and product characteristics of CAR-T cell therapy products as the main
line in order to provide technical references for CAR-T cell therapy product researchers, promote the standardization
of research for CAR-T cell therapy products in China from the initial stage and lay a good foundation for future
industrialization.

Chinese pharmaceutical affairs launch this column in conjunction with the R&D of CAR-T cell therapy products

with the purpose of building a communication platform for future research and evaluation of cell therapy products.
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