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Abstract: Gastric cancer is a high incidence malignant tumor of digestive
system in China, with high heterogeneity. The survival time of patients
with advanced gastric cancer is short. With the innovation of
biomolecular detection and other technologies in recent years, molecular
typing has become an important part of gastric cancer diagnosis. At the
same time, according to different molecular characteristics, treatment has
shown a variety of characteristics. This paper is mainly based on the
research and development of the anti Human Epidermal growth factor
receptor 2 ( HER - 2)

advanced gastric cancer, and puts forward the issues that need to be

drugs and immunocheckpoint inhibitors in

focused on in the selection of biomarkers, clinical experiment design,
endpoint selection and other aspects in the research and development of
new drugs for advanced gastric cancer with positive biomarkers, hoping to
provide reference for the clinical research and development of new drugs
for advanced gastric cancer based on biomarkers.
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T B R EA A S M, ARl A [ 1 B AL R
fiE, BREIRIT 2 T ZRALR R S TEAE YRR EY)
85T NI N E R A K 21K - 2( Human
Epidermal growth factor receptor 2, HER —2) i 2§ &
SaPERG A s A0 ) 25 75 0 400 18 e AH L B9 A= P b 35 B
PR AT HUS T R ny ik g o anfal 78 2B Wrds ik
VIR 48 2 T A TR IR T, 2 H AT B R AT & i
DI S R iy 1) 8o AR SCF BELRIR 1 e W 0] ' i b
Pt HER -2 2591 M2k A 3 ] 25 B A R 5 8, LA
W Ry Al 3 — 2 X AL T AR Wb 7 ) O 22 1 A T
R BEATIR T, B 7ERHZ2E B I8 B3 25 e PR AT & v Y
O R A T 18
1 $1 HER -2 Z3¥ R L BLIK

HER -2 /& H [ & 8 A 19 18 6 97 /Y 2250
Ko E S R E P R HER - 2 RO R 2 N
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R TS B2 o BEA AR e HER -2 88 50 il 2%
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it Z PR BB S AL ST B9 ToGA RF5Y " 45 5
TE—Z M 30 15 95 v i 22 2R S 5T IR B 07 X Fe AR v A
J7 0 HE HER - 2 FH 1 6 10] ' s A8 5 v 67 S 2R A7
W( overall survival,0S) [13.8 N vs 11.1 ~H, X
[ [t ( hazard ratio, HR) = 0.74 ], R:TiZ45 %, thZ
BREABTIR A ALY i HER - 2 B4 B 0 0 1 s v
IR, [F) I 5 B £ 2 0 R B 4 B ) ( Food and
Drug Administration, FDA) | [E 2% 24 5 57848 PR ( Na—
tional Medical Products Administration, NMPA) £ Wy 4%
HUAGHEAE BT o {HJ2 ToGA B8t 7R Hilfa IRAK 25 1Y
Frel st (A Aa FR , 407 9% fif 15 2L i 8] ( duration of overall
response , DOR) A1 {37 JC 95 % i3F & B[R] ( progression —
free survival , PFS) ¥/NF7 1~ H .
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Table 1 Key studies and approvals of anti Human Epidermal growth factor receptor 2( HER -2) drugs
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WP PEFET-Z K - B4 1( programmed cell death 1
ligand 1,PD — L1) BYFR3A 15 I TR A FRE /48 Bl It
K& &2 I) BE Bk f ( microsatellite instability — high/defi—
ciency of mismatch repair, MSI — H/dMMR) . i85 28 25
M} ( tumour mutation burden, TMB) o [& T 1 iR £
HER -2 KA il 56 A Ybs 5, HoAl 2k Wpbr i an
Claudin 18.2, V) e —YC M/ WLAGHE p5, H ATt IE7E
UK n5E M I JRBIF ST
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I NHE BT AT BH 45 2R
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MSI - H/dMMR J2&— il /0> WL A fi 8 2 A5 2 1, 1
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PR I 2 A, 25 10% ~20% 17 15 958 B E A AE MSI
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RULAEAE T R R St B R BR B BT L & ) Bt
FIRE R B0 T AT 2R 3697 R AY MSI - H/dMMR
B ) S AR
2.3 TMB

TMB 4% MSI/dMMR 2z J5 & BLEI 4 2 Nz
Pl 2 Wy b5 A5 4. % T KEYNOTE - 158 ff 57"
2020 4F FDA b i A 2R 5050 T30 97 b 2878
g ( TMB - H, =10 A4~ 48 /R md 3% ) BE A iR
I I e I F i HLJC W AR IR T O R T I R
ol B RS R AT AN L B S AR R . i b R
IR 5 & B0 TMB — H (1) 5535 B FH G0 88 K 8 o5 310 fhil
DVRIT MR E " . MHLH B, TMB - H &

I A SO R AR A S IR YT T A 4 {H 2
TMB 7E 525 B FH o AT A7 A — 2 [a) 80, 40 A i J7 ik
PRUEAL B ( cut - off i) HY & BEME  ANHE A9 & BE
PE A5 I 75 2R AT
2.4 Claudin 18. 2

Claudin 18. 2 2 Jfd i) 5% E e 8 H1, P19 1
21 i P e 25 1 A B AR Ak, 20 S A2 JS - Claudin 18. 2
R TR S RGP 25 7R3, Clau-
din 18.2 B35 T 60% 4 5 5™ . Zolbetuximab
SE—FhEE ) Claudin 18. 2 FYBAFT, FAST Sh—T0 11 #71lf%
RIFST 21 25 R PR, zolbetuximab BX5 EOX( FEZ L
B+ BUPFIEA + R EbR) J7 24097 X LAl EOX
7l FE KB PFS(7.5 M H:5.3 M HR =
0. 44) 1 0S(13.0 4~ H:8.3 4~ H: HR =0.55) . Hi
TR T AW T zolbetuximab BX A4k I 477 Claudin
18.2 PHM: . HER -2 A A e 399 5 s 09 T 09 0F 5%
( SPOTLIGHT) ik %] 524 45,

[ FEI%E Claudin 18.2 H [ A7 2 A 25 5E IR BT
K, e Claudind8. 2 1 BT B 16 Claudinl8. 2
FEE J M P 4K ( Claudin 18.2/CD3, Claudin 18.2/
PD - L1,Claudin 18.2/CD47) . ADC 2$25%) . 40 i34
Vi
2.5 HipEWIRED

At/ UL B B G B2 2 A0 i A K D Az AR
(fibroblast growth factor receptor, FGFR) | E — F5kL [
H( E - cadherin) . 40 g (8] i b {7 55 4 R 7 ( cellular —
mesenchymal epithelial transition factor,c — MET) | g
FEAILEE 3 — St / 26 1 3 B/ FL 3l ) B i R
1 ( phosphoinositide 3 — kinase/aprotein kinase B/mam-—
malian rapamycin target protein, PI3K/AKT/mTOR) . fif
R 1 p53( Tumor Protein p53,TP53) %5 2 FRIEHE R
Wi .
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e 303 15 98 A= A I 18, O HL B AT o 2 A e B e
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7R RPENRIT AR IT o (H 2 [l B 3 1 & T, LA
HER - 2 8 5 24 5], 76 ToGA W 5% Z J5 , £ W& X
HER - 248 (i iR 28 DL AR IS 25, i ADC 2597 19
WAL T )5 R B RIGIT RS R o RN, 1R IR T
Hh TR B i X RO SN0 T SR B AR Y g v A
TR T S A A 0 ) 25 565 A7 1l S A — S 1T
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57 B BRI, R RIS AHIRYT - LA HER -2 ADC
LW I T R, AN L ANRAE Y Ds - 8201,
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