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Efficacy and safety of CDI19-targeted CAR-T therapy for relapsed/refractory diffuse large B-cell
lymphoma: a meta-analysis

LI Biyun', HAN Yahui®, YIN Chuyun', WANG Yingchao' (1. Dept. of Pediatric Internal Medicine, the First
Affiliated Hospital of Zhengzhou University, Zhengzhou 450052, China;2. Dept. of Pediatric Surgery, the First
Affiliated Hospital of Zhengzhou University, Zhengzhou 450052, China)

ABSTRACT OBJECTIVE To investigate the efficacy and adverse reaction of CD19-targeted chimeric antigen receptor T cells
(CAR-T) in the treatment of relapsed/refractory diffuse large B-cell lymphoma (R/R DLBCL), so as to provide an evidence-based
basis for more reasonable and efficient application of CAR-T. METHODS Retrieved from PubMed, Embase, Cochrane,
ClinicalTrials.gov, CNKI, Wanfang, VIP database, the literature about CD19 targeted CAR-T in the treatment of R/R DLBCL that
were published from the inception to April 2022 were screened. Taking objective remission rate (ORR), complete remission rate
(CRR) and incidence of adverse reactions as outcome indicators, subgroup analysis was performed according to the costimulatory
factor of CAR-T and the different types of research. R 4.1.2 software was used for meta-analysis, sensitivity analysis and
publication bias analysis. RESULTS A total of 11 pieces of literature were screened, involving 1 466 patients. The ORR of CD-19
targeted CAR-T cells in the treatment of R/R DLBCL was 72.1% (95% C1:62.3%-81.9%) , the CRR was 50.8% (95% CI: 41.1%-
60.5%) , the incidence of cytokine release syndrome (CRS) was 77.5%(95% CI:65.6%-89.4%) , the incidence of neurotoxicity was
41.4% (95% CI: 26.8%-56.1%). Results of subgroup analysis showed that the incidence of ORR, CRR, CRS and neurotoxicity in
costimulatory factor CD28 subgroup were higher than those in 4-1BB subgroup. The incidence of ORR, CRR, CRS and
neurotoxicity in the observational experimental subgroup were higher than those in the intervention experimental subgroup.
CONCLUSIONS CD19 targeted CAR-T has high ORR and CRR for R/R DLBCL, as well as higher incidence of adverse
reactions. Co-stimulatory factor CD28 has higher ORR, CRR,

A EETE /A E R TBOC TR A A 5T H (No.

CRS incidence and neurotoxicity incidence than 4-1BB.

SBGJ202002115) .
* E—EE WLWTA . WA /N L R . E-mail KEYWORDS diffuse large B-cell lymphoma; CDI19;
961673569@qq.com relapsed/refractory; chimeric antigen receptor T cells; meta-

# BIEIEE TATEEIN, Bod2, 1AL S0, . TFF 1 /N L analysis
ML . E-mail ; 13838520369@163.com

- 2660 - China Pharmacy 2022 Vol. 33 No. 21 FREZ N 2022 4F5 33455 21 1)



VR 2 K B 4f i ik [ (diffuse large B-cell lym-
phoma, DLBCL) J& i & UL B9 1= 28 1 J9F 48 &7 4 bk 2 R
(non-Hodgkin lymphoma,NHL)", 7E#:5%—2RiG)T 5,
135 109%~15% 1) DLBCL /835 23 t B PEMETR PE9R
W, 20%~35% B H S AEWIIR R R Bk, KA R
RMEAMHEYRIE K B 41k LI (relapsed/refractory diffuse
large B-cell lymphoma, R/R DLBCL)", R/R DLBCL j
FMHE AR, CHE R T e VAR N L
FU AR G U AZ AR T 41 (chimeric antigen re-
ceptor T-cell, CAR-T)# AR & R/R DLBCL #7173k 18
A,

CD19 4y B4 iy b i) —Fhbiik, KRB ILF R F T
A BN & B AR, I CD19 1l CAR-TVRYT B
AR LR A FRAR RO S . CAR-T /2B 2R, L&k B
PRy BEGTART CD3C AT I R i 3 A K sl 8 X - (an
4-1BBE CD28)", HHETCA 3F% —LHi CD19 CAR-
T 212575 5[5l FDA Lk F F46 77 R/R DLBCL, 7331l
Axicabtagene Ciloleucel (Axi-cel) | Tisagenlecleucel (Tis-
cel) il Lisocabtagene Maraleucel (Liso-cel)™, H: ' Axi-
cel LA K T4 CD28, Tis-cel 55 Liso-cel 47 #H [ Ay 3t
IR+ 4-1BB. C A7 ZHFFEIESLX 3 F CD19 #E 1)
CAR-T Xf R/R DLBCL &4 HAT RSy r 2" " B2,
CAR-TIRY i R A RSSAS o] 22400, Ferpie g 98
A4 2 40 i IR B i 27 A AiE (cytokine release syndrome,
CRS) e sg k", Hode v ol A Rk — 2480,
I AW ST i Meta 43 B 9774, REEVEHT CAR-TIRYT
R/R DLBCL & MZE#F (objective remission rate, ORR ) |
SEA DR R (complete remission rate, CRR) LA N AN K SR
W R AR B NG 3 SR CAR-T £ {3
WAKYE . AWTF5T E 7E PROSPERO 3 (https : //www.crd.
york.ac.uk/PROSPERO/) M, 45 CRD42022314990,
1 #EREHZE
L1 BRI SHERRERE
L11 WFRER AR A ENINA T R R BT
CAR-T 77 R/R DLBCL & Bl KBS , £ 45 BEHL X
83 5% (randomized controlled trial, RCT) | B/E {56 M
[ BRPEBIFE 5 T AR R 2 Ry Hh SO S
112 WG AN 18 5 sl L MR
2008 A HH S T3 A 20 2% 3 i FHapk L 20 2 g 43 250, kR
4 R/R DLBCL, fu#% DLBCL  Jii & Y\ B B 41 A bk 253
G A DR I bk LI Y AR A
LL3 it R dyn) 7 i B CD19 421 Y
CAR-T M EA 75 , X A 34 5 58 07 28 AT B il o %o
WA PRI At AN BR (F0 5 EHE ] CAR-T FlEal —2k Ak
VIZE S DB

EZG B 20224F48 33 445 21 1)

114 Z5Rfetr AR AT SEE AR 645 : (1) ORR;
(2)CRR. AHFE MY LAV R LTS : (1) CRS KA
()Mt kSR,

115 HEBRARUE AW R HEBR PR S (1) I
SCHR BAFAE ™ i £ 7 SRR 5 (2) 58 4 T A e At i
H K CAR-TIRYT Ja M7 8 AN RN & A 101 55 4
Meta 53 BT L2205 B SCHR 5 (3) 2534 AN SR8 F B4 58
55 (4) A R FRM SR

1.2 XEfERRE

11 58 #L K % PubMed . Embase , Cochrane . Clinical
Trials.gov . " EHIR 5 )5 0806 8 435 9 g 5C CAR-T
1A YT R/R DLBCL (& 3 1 5%, K R I BR 34 oy g %2
20224F 4 o RH EUAM H IR SRR Tk, W
B9 R R 4T B AL 45 - lymphoma , diffuse large B cell
lymphoma ., DLBCL . #k [V 8 | 9K #& K B 41 Jitd bk [ 97
chemotherapy-refractory . refractory . relapsed . 4k i3 14 . &2
J% P ; chimeric antigen receptor therapy. CAR T-cell
therapy . T-Cell therapy . % 5 Ht Jit 52 & T 4 Jfd ; clinical
trial ,random . therapeutic use . Ilfi IRIRXLE  FEALEE . [FIATE
WA ABFFE 228 SR, 0T R 3 AR 4 TR AR HX
G/

) PubMed 4 4] , #5284 ( ((((Lymphoma[MeSH
Terms]) OR (Lymphomas[Title/Abstract]) ) OR (Sar-
coma, Germinoblastic[Title/Abstract]) ) OR (DLBCL
[Title/Abstract]) ) AND ( ( ( (Immunotherapy[MeSH
Terms]) OR (Chimeric Antigen Receptor Therapy[Title/
Abstract]) ) OR (T-Cell Therapy[Title/Abstract]) ) OR
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Schuster-2021 61 115 _— H 0530 [0.435; 0.624) 60%  108%
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Bishop-2022 95 155 : H 0613 [0.531;0.690] 45% 9.9%
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Wudhikarn-2020 24 80 —— 0400 [0.276; 0.535) 33% o7%
Common effect model 1342 ‘ H 0.362  [0.339; 0.384] 100.0% -
Random effects model i 0414 [0.268; 0.561) - 1000%
2 = 98%, 7= .p <001
Heterogeneity: /2 = 98%, 7= 00539, p < 0.0 o o o e
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0.58(047~0.70
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4
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3
6
4
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4
AT CD2s 585 <000 BERUE  0.93(087~098
4
6
4
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4
6
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BRI 2
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YRER . A 95%C1) s o)
ORR Bk 0.72062~082) 0.75(0.73~0.78) 04626
D28 0.82(0.80~0.85) 0.82(080~0.85) 03499
4.1BB 0.58(047~0.70) 062(058~0.65) 06469
ThitkidR 0.71(0.57~0.85) 0.73(0.70~0.76) 03528
WEtRR 0.74(0.62~0.86) 0.78(0.75~0.82) 03290
CRR Bk 051(041~061) 0.52(0.49~0.54) 05426
D28 0.59(0.50~0.68) 0.60(057~0.64) 08420
41BB 038(0.27~050) 040(036~0.44) 02280
Fhitkidh 0.53(0.39~0.68) 0.50(047~0.54) 0.7384
MatR 047(034~061) 0.53(0.39~0.68) 0.0358
CSR A% Bk 0.78(0.66~0.90) 0.87(0.85~0.88) 0.0201
D28 092(087~098) 094(0.92~0.96) 03155
4-1BB 057(046~0.70) 0.54(050~058) 00827
Thitkd 0.72(055~091) 0.84(0.82~0.86) 00767
MR 0.85(0.74~0.96) 091(0.88~0.93) 08110
iz Ty G S <1 041(027~0.56) 036(0.34~038) 03392
D28 060(047~0.74) 061(038~0.65) 08320
41BB 0.19(0.10~0.27) 0.18(0.15~021) 00989
Thitkids 037(0.19~0.56) 0.28(0.26~031) 08826
WEHAR 048(022~0.73) 0.52(049~056) 0.1701
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