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LDN18.2——A New Target for Cancer Therapy
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[Abstract] The tight junction protein claudin 18.2 (CLDN18.2) is abnormally overexpressed in gastric cancer, pancreatic cancer and
other malignant tumors. Due to its high tissue specificity, extensive patient coverage and the potential of multiple technical pathways, it
has become a new focus in the field of cancer treatment. In recent years, significant breakthroughs have been made in the development
of innovative drugs targeting CLDN18.2, especially the first antibody drug targeting CLDN18.2, zolbetuximab, which was approved in
Japan in 2024, marking a new stage in CLDN18.2 targeted therapy. This article reviews the biological basis of CLDN18.2 as a tumor
treatment target, with a focus on the research progress of antibody drug, antibody drug conjugate (ADC), chimeric antigen receptor T-cell
(CAR-T) therapy, and radionuclide drug conjugate (RDC) for this target, with the aim to provide reference for the further development
and clinical application of CLDN18.2 targeted drugs.
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Figure 1 Structure of claudins
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Mk GC/GEY JBF A B RAFAY 324k . b,
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Table 1 Zolbetuximab-related clinical studies
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eSS NP &

77 37 o o &%
CEE ) BEANE it MALER ik
- 15 4 AT 3+3 Wit i 5 DML BRSNS (33, R NLIE PK EIE, &4 T [36]
(NCT00909025) ¥R s E K EM 100, 300, 600~ 1000 mg-m™) FFEHN 13~24 d;
GC/GEJ FrE R NN 2 B, 1897 4 N
CLDN18.2 [H 1 frh g AR A%EH DLTs;
Rk B W AE: Sy MR
—43% 600 mg- m ” FIRIRIT I
SR FU R G
PILOT 1] 284 4 1: zolbetuximab (Q3W) +ZA (4 mg) A7 PES: 12.7 s [37]
(NCTO01671774) ¥k 2 KM 41 2: zolbetuximab (Q3W) +ZA (4mg) +1{% iz OS: 40 JH;
GC/GEJ FE IL-2 (1X10°T1U0) W AE: B, X
G ALK = 40% 4 3: zolbetuximab (Q3W) +ZA (4mg) +
CLDN18.2 £ik FE IL-2 (3 X10°1U)
2H 4: zolbetuximab (Q3W)
FARITAAESE 1 AN 1KLL 800 mg-m 1)
FE A% 2 h B BKHTE zolbetuximab, B 5 &EANE
WIS 1KLL 600 mg-m* 4524
MONO lla ] 54 4 41 1: zolbetuximab 42 7 300 mg-m” i PR 3R 7.2 23%: [38]
(NCTO01197885) H & MEMi GC/GE] 4 2: zolbetuximab & & 5 & 600 mg-m™ fF7 PES: 14.5 J&;
G SAAAR I = 50% 41 3: zolbetuximab 600 mg - m™> B 5 /b WL AE: Wby MR Y
CLDN 18.2 ik
FAST 11 686 % 41 1: EOX (Q3W) ISP [39]
(NCT01630083) Ml GC/GEJ, EC  #2: zolbetuximab + EOX (800 mg-m >, 47 PFS : 7.5 M H (zolbetuximab +
G PE S AA I = 40% 600 mg-m”, Q3W) EOX)
CLDN 18.2 ik 44 3: zolbetuximab + EOX (1000 mg-m?, A2 0S: 134N (zolbetuximab +
Q3W) EOX)
WOLAB: Wl MENE
ILUSTRO 111 54 %4 2 1: = 75% CLDNI1 8.2 miaik#2 — 25 4 2 I)t& mFOLFOX6 [41]
(NCT03505320) M1 GC/GET J& # zolbetuximab A 77 ORR: 71.4%
G RE ALK = 50% 41 2: = 50% {H< 75% CLDNI 8.2 3k H. rF {7 PFS: 17.8 MH
CLDN18.2 £ik HER-2 [Aih Rk 5% — 42k zolbetuximab BE 4 H WL AE: %l TXIH:

mFOLFOX6 1477

413: CLDNI 8.2 il FiE 1% 52 =2k ol e )
zolbetuximab Bt# pembrolizuma ¥677

SPOTLIGHT 1] 565 4 4 1: zolbetuximab (800 mg-m”*, Ffij54E3 47 PFS: 10.61 A [42]
(NCT03504397) A7 GC/GE] 600 mg-m™) +mFOLFOX6 (4% 2 J&) iz 0S: 1823 4NH
G AR = 75% 41 2: ZZRIH] + mFOLFOX6 WL AE: RN . Bl
CLDN18.2 fH 4. Mg i
HER-2 B4
GLOW T 507 %4 41 1: zolbetuximab (800 mg-m~ 5% 1 A% 1 K, i PFS: 821 A [43]
(NCT03653507) JR M AT UIskak RS 4EfE5 1 K 600 mg-m*) + CAPOX (4:ff 47 0S: 14.39 A
R GC/GES K 2 K capecitabine 1 000 mg-m*, /& H UL AE: Bl WRRE. AAKFBE

Go RELHALATIN = 75%
CLDN18.2 [tk
HER-2 FftE

% 1 K oxaliplatin 130 mg-m™)

41 2: S+ CAPOX

GC: gastric cancer ( H##) ; GEJ: gastro-esophageal junction (5 &

At 2

FARZ SRS ) ; HER-2: human epidermal growth factor receptor -2

(NREEKRTF3248-2) 3 Q3W: every 3 weeks (553 Jf) ; ZA: zoledronic acid (MORIERR) 5 IL-2: interleukin-2 ( AN FK-2) ;
AE: adverse event (NRH{F) ; DLTs: dose-limiting toxicities GRIERHITERENE) ; PFS: progression-free survival CGiEEAEAZHD
0S: overall survival C2AEAFH]) ; ORR: objective response rate (7 MZEM#E#) ; EC: esophagus cancer (£ 4#) ; EOX: epirubicin,
oxaliplatin and capecitabine (GRFAE. BIPHH 5 REHMBIE) ; mFOLFOX6: modified folinic acid, fluorouracil, and oxaliplatin (& & I
R R fEYDFIEH) 5 CAPOX: capecitabine and oxaliplatin (<55l A1 By D FI4)
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4 U % ) IMAB362-veMMAE & — F 1] 7 %4
ADC, H454 T 4% CLDNI8.2 iy A J§ 1k B v
UK zolbetuximab (IMAB362 ) 158 %4 A4 44 i 25
25 B H LM b 7T E ( monomethyl auristatin E,

MMAE ) , il & —Ff o] 2 (1 7% 4% F ve (valine-
citrulline) % # 78 — &, Z X it & 76 5 ¥ Xt
CLDN18.2 BH M= iy 200 Mo 174 e FE e e M s 80 5 o
I RBIFIE W, # ik 5f IMAB362-veMMAE 7,
Ja e A TR /)N BP0 e A HE ) A
PRI, H AR /N ERUAATE BT )5 76 SRR Dk A v
8 0f 16 mg kg ' JE WAL FI i 2 M PU MR TG PE; EAb,
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FE /N B A 4R B 4 B B AR B R 5 1 IMAB362-
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) CLDN18.2 [HtE A M rh ¥y s it ik, H 5
zolbetuximab #H [t;, TPX-4589 B NALZCR B 47, BF
s M, TEH A E ik CLDN18.2 1Y H i CDX ##
R, TPX-4589 &5 f AR 14 (25 4 /N (A A
H %R AL T zolbetuximab Y7 k. ZKEMIAY, 1F
CLDN18.2 {5 % 35 [ g £ 35 R U A 9 ( patient-
derived tumor xenograft, PDX ) I v, 5| & 54
1Y) TPX-4589 21 t 7 HH I B 174 Jofo g A R 10 i 4 FH o
1 2 CLDNI18.2 K3 ik Y i i 463 PDX A5 AU v
TPX-4589 1. 7 HH Xt i A A< (A sk i i) B
23 HAMERET 4

CAR-T ¥7 1 J& — Bl i a1k 19 S 58 697 T B¢,
Zepl B ) T AR R S R L SRR e
PEBIGRE S, TUHS T — 8L 53697 kK
RAEREAE, ] R FNZ AR E XA [ TR
) CAR-T I tEAT3RY7, Wom s IR YT RIG
RS N, SR, CAR-T J7 k7 SE bR A SER G
I7 AT AE IR 25 ) J S B PR R . RN,
CAR-T J7 AT e —FloA B R AE TR 7 Hems BY

Jiang %5 W R I I & T 4 S VEHE ) CLDN18.2
F TR AL sk B B2 Al A8 - (single-chain fragment
variables, scFv) hu8ES A1 hu8ES5-21, F-FH —
FAE MR R JF & T CLDN18.2 #75Ef) CAR-T
YL, 7F CDX /MR, A5 CD28 il 5 45 44 1k
f hu8E5-28Z Fi1 hu8E5-21-28Z CAR-T 4 1 14y n] 45 %%
TP A= K o 7] huS8E5-21-28Z CAR-T Z kb 3t
i) CLDN18.2 fH¥E: PDX A v WA 5 F 43 5l 58 42 i
JATHBR, RIIZ CAR-T ek N Hr: R i HAT
BB E R MR SUb AN, FE/NRP R Mg E )%
CLDNI18.2 CAR-T 4l ifg XF €45 ' 2H ZU7E N B9 1E % 2%
B EAEEEM. HIkeT L, CLDNI18.2 ff5&
CAR-T il {0 n] RS g iE AL HA CLDN18.2 BH % i
B — P BTSRRI

CT041 j&—Fh23k CLDN18.2 #[ii] CAR AYFE
THRAMKT 400, IR HA RGOS BA
RPN A . TERRAEHESZ 1A 7 1% CLDN18.2 FHE
HAL R GURE A1 T BRI (NCT03874897 )
B IR R, CTO41 XAk 2R G ie 5 1Y B
IRZEf# % (overall response rate, ORR ) FIPHR
& (disease control rate, DCR ) 43 il ik 3| 48.6% #il
73.0%, 6 H IR N 44.8%; GC HE K ORR
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HEF R ZEEAE ( cytokine release syndrome, CRS) f&,
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RDC & BlsiE 1 259, HA . R
e, TR, HE54 5 ADC 25, wHFEA
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B R SRR R BE T, DR R B ARG 20 v
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[ DA S s B BT AR A 3 ) BCAAR 1193727 78 RDC
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