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Progress in Immunotherapies Targeted to Mesothelin against Solid Tumors

Xu Chongfeng, Meng Shufang” (National Institutes for Food and Drug Control, State Key Laboratory of Drug
Regulatory Science, Beijing 100050, China)

Abstract: Mesothelin is a tumor associated antigen, a glycoprotein which is highly expressed in over 30%
of cancers and only expressed at low levels in a small amount of normal tissues. It is a widely studied cancer
immunotherapy target. At present, a variety of immunotherapeutic products targeting mesothelin have shown
good safety in clinical researches, especially adoptive cell therapy targeting mesothelin has been developed
rapidly in recent years. This article introduces the research progress and trends of solid tumors immunotherapy
targeting mesothelin from several aspects, including biological characteristics of mesothelin, clinical trials results
of immunotherapy, as well as challenges and response strategies of CAR-T cell immunotherapy.
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VIS8 A R o SRR IT ROV R R31% , KA FEN]
FeIgg e b o AR X AT A A4 R, B S Y T
Kk 1664 M3 . MEVAYE . FRikMesothelin 1) 3% 1
Jib JIES T Kz 988 BB 3 BE ML 40 il 81 Anetumab Ravtansine
SR BEEEIRIT A . BRI, XIS R REIE
BH Anetumab Ravtansinefl T FEHqi ., J 48 I
MG 301 3 3K () Bz 25 10 FE /)N 240 e il s 7 - 30 i AR 36
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B, PEETZE.

I RIRES (NCT02751918) "' T bl T &
L HYRIEAFST Anetumab Ravtansine 58 2,
P I A BT 28 244X 8 1 24 UG 245 1 B9 539 114
PRI . K MA R R27.7%, 1]
St (1.5% ) FTHRRS R (26.2% ) , H
SR RFSEIT ] Ry 7.64 H APz JE i J A= 47 195.0
MH. TEXEmRE LR EHE (n=19) WaHth, &
WA B NA21%, s s 1 Rzt (] 4 8.34 H Al
v ek R A 8.5 H . HATA K, Anetumab
Ravtansine 5 3 2, g J5t 74 ] 25 2R 16 & XA 24
FRE B PRI TIE R AR, PR E T 2
Kz 55, A MG A T s
2.2.3.2 FERZBE AR PR & 259 DMOT4039A

DMOT4039A fiMesothelinfit A Ik Hi47D9
i o 8 B ORI T S me—ve-PABSS & 254
MMAE, MMAEZ—F& B E IR, 52l
MRS RDTEREZRIK, SEUEMT. MMAE
RENS 2R A0 MR, X8 S5 D P i 4 L % 442 240
BEH.

DMOT4039ATEAfig UJ B (1) g g 6 1 % 5
it 245 i 5P 98 B P B g 5g B T I PR 56
(NCT01469793) . 8%HBFH A HBMIAIT I,
A 105 g B g FRE IV PR C A 199 F B 1
50% , A 7050 ELIE B LT R PURCA 125 T
13509, BFFE4E R BIDMOT4039 A X 594 A1 5
SIAIRITRCR, Retm Az,
2.2.3.3 AL A I BMS-986148
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DNABESAL Y Z RE RN . 2 REREIDNAKL

V@ORTR Y i ARVACEUTICAL A

FALZYI L G DNA/NG, Bifif5 5 EAS AT 3 DN A%E
HeAk, BEIRDNAZEFY, M F 28 st T,
Pt FEAL I AD CAE X G2 02 A A 1] 40 e S 190 1) T
A i

T 6t 5 52 ) F U BMS-98614825# 1 /11 a
B R BFSE (NCT02884726 ) D445, [Al&
BMS-986148¢ilfi K156, NCT02341625K M AL
BEFR AL, R a& Lk,
2.3
2.3.1 CARZEHy

CARJEFLPITAN MG L . A B &
BRI T 2R, B N T ZRCAR S AN i H:
FIK T THMIRTE R CAR-T.

CARIZZERI AT 43 Jy 540 55 —IRCARILE &
CD3 {5 B ARCAREAH — IS T =
fRCARBRCD3 A, i 40 45 7 A4~ ) 381X sk,
LanCD28F14-1BB, # By JLA L% A
4-1BB. CD28. OX405I1COS. It4h, AR R
/RCD40L, 4-1BBLLL K A5 5 ¥ 7% 4> T DAP10,
DAP12% W ] 18y L o 7 o 26 DUARAE I Iy
D T R ks, S AR A R T
MM E M 57345 (T Cells Redirected for Universal
Cytokine Mediated Killing, TRUCK ) . i HCAR
(UniCAR-T) siZEAMIEHE FAICAR-THIM; 4
FACCAR-TZBooleaniZ [ J#CAR-T4 L, FFF
FEIRAEGECARI R B, A2 2ECAR-TAH L i 5 57
PE, FEHIHEME, AT EITRL, BRI R,
EBHITEATFLZIERX . &EWWHJEAND, OR,
NOTHIIF-betteriZ &[]
2.3.2 CAR-THIFEHIHLI

H AT CAR-T R A8 1 HL I 8 A 5E 4 1 g v
FE o MR T BEIE A 3FIE ML R FEVER, anE2T
e (1) CAR-Ti# i scFviR B35 2 s 20 i 2
UG, 5 AT R ez o ke, AT SR R
botS7 430 F14) 5P L 28 N R A R I 32 e 4 o i L2
Ao AT (2) CAR-THN AR i p9 98 7= H I
IRFASLEE & IR 4N M sET -2 RN R FFAS, 5l
MR AT, (3) CAR-TEOEG, 45 Mh2 ff
TR LR ARG EF" . 534, CAR-TARfid
i i el 20 M 2R, ORI LA P R
Z iR AN, AR T IR BT R
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W gnk {CAR # Antigen 7\ F-Actin

CAR-TAT M K 57 411 2 P FE £ P T 3 7 4 4 e
EUFICIPN y 524k, MIMBIFNyE &, K

= Ny W g

4 1 Benmebarek , 2019, Int. J. Mol. Sci 20, 1283
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2.3.3 CAR-TIlf FRIAE AT TS %

e [ 70 26 [ IF R CAR =TI PRI 50 5 2 1) 5]
K, TR TR R Z [ Mesothelin, GPC3,
CEA, MUC1. HER2. EGFRLL ¥ Claudin 18.2%:,
H1a] Mesothelin ) CAR=TIIE A0 WL 364, s PRI
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F B (14 o AR I I L B MR R 3 —
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[, L HOE T2 M mRNA CARGEFRE
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FFZEVERRTE, BAHCD3 ¢ AL
ForIFdRik, —A-CARFKIECD3 {, —/CARFKIL
I, Xk, [Al—CAR-TANEFEIEACAR
oy, HACAR-THI M5 P Fp 4 s [ B 25 & B
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CEAflMesothelinfJ CARMI PN X 435 &5 4 CD3 ¢ Al
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3
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