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[ Abstract | Gastric cancer is a highly prevalent and aggressive malignancy worldwide, with generally poor prognosis. There
are differences in epidemiology, clinicopathological characteristics, treatment modalities, and drug selection for gastric cancer
between Eastern and Western populations. Recent advancements in targeted therapy and immunotherapy, the maturation of precision
treatment concepts, and the promotion of multidisciplinary therapy have led to continuous updates in clinical research outcomes.
Gastric cancer guidelines are annually updated to meet evolving diagnostic and therapeutic needs. This article compared the latest
versions of three authoritative global gastric cancer guidelines [ National Comprehensive Cancer Network (NCCN) clinical practice
guidelines for gastric cancer 2024 version 5, European Society for Medical Oncology (ESMO) online guidelines for gastric cancer
2024, and Chinese Society of Clinical Oncology (CSCO) guidelines for gastric cancer diagnosis and treatment 2024 ] , focusing on
clinical treatment strategies for unresectable locally advanced or metastatic esophagogastric junction/gastric adenocarcinoma, and
on the whole-process management and precise implementation guided by targets such as human epidermal growth factor receptor 2
(HER2) expression, programmed cell death ligand 1 (PD-L1) expression, mismatch repair (MMR) status,, and novel targets such as
Claudin 18.2. Meanwhile, HER2-positive advanced gastric cancer has entered the era of full-line anti-HER2 treatment. Anti-HER2
antibody-drug conjugates (ADCs) has become a new option after first-line trastuzumab resistance. Immunotherapy combined with
chemotherapy is regarded as a new standard for the first-line treatment of advanced gastric cancer. The diagnosis and treatment mode
based on MMR status and PD-L1 expression promote the precision of immunotherapy. However, the detection of PD-L1 expression
has difficulties in clinical promotion and implementation. The three guidelines in 2024 integrate the latest clinical study results, the
new indication approval and the updated health care system. In particular, the CSCO gastric cancer guidelines are rewritten based on
the rapid development of independently developed drugs in China and the approval of new indications. The three guidelines differ
in the recommendation and adoption of targeted therapy and immunotherapy. This article showed different perspectives and focuses
based on different guidelines, enriched the dimensions of clinical decision-making, helped the clinical adaptability of evidence-based
guidelines to better enlightens clinical practice.

[ Key words ] Gastric cancer; Diagnosis and treatment guidelines; CSCO; NCCN; EMSO
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Oncology, ESMO ) HEFEZkT8RI2024h1 (2024
R KA ) Fep E I K P E B 2x (Chinese
Society of Clinical Oncology, CSCO) H¥i2IT
Ta R (20244F4 ) KA ) ] BB IN 28 19 5 ) e i
IR SR, SREA T T ARYIERAY J e i ek
ERVE A G AR /R IE  Im RIR YT R
W&, ZETHTIMIE 25 WA R AR IR T, BU TR
DRAGUE & 2748 B A RS PR (R, DA G- b s
TH I RAE 5 SEL RIS I R S
1 BEAARAIYIRS BB EN—%&iaTT
YT IHF ARG SBE IS R E s, =
KAE B IR N R B L 4 B 2567 R LG
BIT . YRR B E AW . IRREIRDL . FERE
P . BREIRITIE DL . BRI . &R, I
IR R . 259 0] MM LR B2 Al £
25 R IAERE IR YTY . e TS T I



(¥ @EER L) 2025443554521

221

IR IS5 TT 18 o

= KIG P — BAHEPER R AR A K 732
{42 ( human epidermal growth factor receptor 2,
HER2 ) FAFAEEFEE R H ( mismatch repair,
MMR ) RN B BERIEAT o 2 B, 4G
HER2 /& #35 FIE AR . HER2BAPEFR 15 AHER
FERCAE S R R/ R S EANRRE ((deficient
mismatch repair/microsatellite instability-high,
dMMR/MSI-H) A#f. Claudinl8.2PHE K ARE
EILAZ B = KAE M CTE . J1NCSCOFE Fa 3 hn ™
H G (alpha fetal protein, AFP) @ AR
EH
1.1 HER2[BME M —& ST

BN R R R NI e
YRR EHER2MIME B B #H [ 2y
(immunohistochemistry, THC ) il 45 5k 3+
BIHC A 2+/9E )R 248 AR (fluorescence in
situ hybridization, FISH) + ] BJ—ZIA 7
HEEEW—B, WEETHER2REM RIR
ST AR5 2 X TRF ST 32 AR e 14
1 ( programmed death-ligand 1, PD-L1) Zi5FH
PPE45> ( combined positive score, CPS) =1/
B, e E R IR YT (TR G i Z 2k
BT ) BYEEAE RIS H AR B TIR YT . X T
CPSPor <1HyEE, PUIcHe by r & ih 2 2k
BHURYT . R BUE IR EEE T 2R
LKEYNOTE-811 1 1l FRAIF 57 45 5 (4 B 57 2>
fii o ZHEFEALH T 698 9)3A FUHER2 P fry 16 1
B EE, BRI ai R R, Eilh ke
U7 B BRI AR BR ST, B K
WLZE %% ( objective response rate, ORR ) #&&
1722.7% (74.4% vs 51.9%, 95% CI: 11.2~33.7;
P=0.000) . [Ft, 202145 H 565 20 0 W
E¥H )5 (Food and Drug Administration, FDA ) Jil
AL A PR BT & it Z 2R BT AT I T
HER2 BH 14 M 35 A w] DTSR sl 7% 1 W i iR i —
AT . 20234FESMOZIL A Ay A A7 45 1 1Y
BR, TEEMPERYY (intension-to-treat, ITT)
AHRE, 22 BR B 7+ T N PR B — 2
1B AN E R F R rh AL Tk AR A (median
progression-free survival, mPFS) , H#EPD-L15%
RKFHEF 432, PD-L1 CPS= 114 mPFS ik
FIERK (1091 H vs 7.3, HR=0.71) ; Tfix}
TCPS<IH R H P Z M mPFSZE 5+ L4t i
X (9.54H vs 9511, HR=1.03) , WK
ANRFM (adverse event, AE) fF& T, KXk
B\F TR ey e il

i 22 2k S PTIR A AT + R 2R T S e
e E L R A E R TG Y HER2 FH 1
FIPD-L1 CPS =13 315 1Y ey e S0 A Al DIBR
BRI E B A MR e IR R . 1
KEYNOTE-811#5¢ 2/, 87%MSMHHEZ T
XELOX (BAVPFIEI+R Bl ) &)y, B
TSI R SZ R PR s, Mg, B
XV FEA B AP 2 . I, FEARIT TR
MIBERE L, = KHR r AN IS 2 e & T bk
WE, FSAYILEHERE IR
1.2 HER2M/MEEFH 69— &K E77

= KAE A EHER2 FE oy 358 6 301 /R 1T ) ok
R B — SR T B L8, Bk
F I 2IPD-L1 Kb /K 27 i & it — 2
BB GBI T 25 A [] () S e A i I il 551
TEARST y RvE e I, = KI5 R HETE HUR W5 e
WA HI M 258G 7%, AP NCCNAR g
FICSCOHE £ H L Jetfe 7 & BV R T 46
ESMO#E R AN EEILFLOT (501K W8 e + v b A 41+
ZVIFE ) WA RIERYT, R T2 MIMAG
P TE 2 Ab 5 7R fa F I PEAL, AHE TFOLFOX
( FURMERE+BLYL RN ) J7%E, FLOTIT MM
22 BB R AP RGN SR,

NCCN#8§i 3 F Checkmate 649HF5% ! 4%
W ME#FPD-L1 CPS=5M0 M i 4
RIF B AR AR YTIRYY (128 ) |, X
TPD-L1 CPS<5MyEHTERLAFIE T % &L
TG MR A PRy (2B ) o BT
KEYNOTE-859#15% **' 455, #fE¢#PD-L1 CPS=1
1) J 3 2 57 — SR AR YT B A I LR BR BRPTIR YT
HAPD-L1 CPS=109 AN 1254E#E, PD-L1
CPSH1~10M B #H H2BAEHETE . ESMOTE /i
F-Checkmate 649%F5% *' 455 #i##PD-L1 CPS
R 1~ 11 5B W] 2 RN R BRI A 4k YT, PD-LI1
CPS =51y B3 MM 4 5 s bt B &1Ly T,
A JRHEFEFE S PD-L1 AR A K E SR EPERE
T-%/K-1 (programmed death-1, PD-1) HHLH)
JFRRPEA X, PD-L1 CPS M 1~4 5 FLy7 24k
X (HR=0.95) , ifi H HEE TR ADCRSTH
T NERE R, FDARHEHEICPD-L1 CPSFIAK
SERRR S, KRN Z4 S 3R ( European Medicines
Agency, EMA) [WHL#ERRFPD-L1 CPS=511
% . HTFKEYNOTE-859MF5% ) gyt i, iyl
Il Bk L HTE A A7 T 5 18 aE H T PD-L1 CPSHy
1~9f 3, XFTPD-L1 CPS=101 835 W T LA
AN 2R P A YT o YRR A T
M5 4138 A PD-L 1 A & 25 7 STk v DU 7 3k v 114
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55, CPS 1~9 51 A7 AU ¢ (HR=0.83) ,
i1 5. H BTFD AN T MA T 6 Bk 2470 A4 6 F JGPD-L1
CPSFELACEHI R, EMARYHEAEN]FR TPD-L1
CPS= 111 8 IR FICPS = 10/ B g )
ENCCNFESMOE ML, CSCOFEH
WeFAALIT A IR YT, EL e KA o 7 4 771
MR I F B MEZHE . Ui ZAPD-1541
QU271 =6 7 N € T SO 7 A (= 7 A
PR MR AT ) . PD-L1BAHT (An&r48 7|
FAHL ) FIPD- 1/ 40 B 75 1 T bk B 40 e A SC L )i -4
( cytotoxic T lymphocyte-associated antigen-4,
CTLA-4) WHr (W-REEJEHI AT ) &, HTA
W] i TG R AP 255, R4 PD-L1 A VAN
BB AT, RPEIRTT IR AT I e
HEEmMZICAmANf, HEHZARE,
FEPD-L 1K F AL 8 CPS < 1K I A 1] K2 1) H
H, WHARLGRREIRYTIE N AR S &, LT
CheckMate 649 '°' FIATTRACTION-4 "7 T #1lfs
RIFFE 458, *FFPD-L1 CPS=50r R,
HeHFFOLFOX/XELOX A A il F LAt (1A
%) 5 HETORIENT-16 *) T FRAF 5T 45
XFTPD-L1 CPS=543 83, HEXELOXEL S
SR BT (1A%) 5 FETRATIONALE-305
MG RIFIT 45 9, % FPD-L1 TAP=5%H0 4
H, WEAEXELOXILFP ( SRMEREHITET ) BRE
BEABREYT (1AZ) ; B TKEYNOTE-8598F
g7 1O 4ERL . XFPD-L1 CPS=10f0 8%, #Hits
XELOX(FPIC A A FIBR AT (1A28) 5 T
GEMSTONE-303 "' I il pRAFF IR 45 5, %FF
PD-LI CPS=57 13, HEFXELOXIK & &7 4%
ST (1A2%) 5 HECOMPASSION-15" T
WG A ST S FHPEZS SR, TCiIEPD-L1 R k1S
seanfar, fRIrEEA R A HPT (PD-1/CTLA-4
MRF SRR ) —ZIRyr e alifeyy B kK T
BEMOS, I EH S TEFMORR; Hri,
TEPD-L M F A ARE (CPS<<5) , %7 £l
BB EE (HR=0.68 ) . CSCOTE g it
B T ) 4 T g I IE 1 R Bk R 2 B
FJ5 ( National Medical Products Administration,
NMPA ) #itifE, CSCOFERILIERBH N, X T
PD-L1 CPS<IfJ##, NCCNSESMOE R Ik
W RIEIRITE I S . FECSCOFE ™, Xt
FPD-LUMEFE L (HECPS <1 PD-L1AGMAS ]
Jo) R, WRASFELE e R sS4k =
TERE, &5 b [ 3 W IE 78 BB 224 G0 5 4G A
PO AT Bt AR IR S I b 2 i AR T
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KEYNOTE-062HF5% "' W20 43 4 5, % HL B
Aifkyy, AR BR SR 24 2 b s T PD-L1
CPS=101/ & 8447 (overall survival, OS)
L, et R, SRR AR S . fE4
37 Bk F AN RETH SZARI 7 0 R, 2% Rk A
KPR R MfEtE (2B .

1.3 dMMR/MSI-HA B 89— &K 857

dMMR/MSI-H B & B9 & 9 3%, o i
B RN % e, HAYSih . 7
R B RO . BUS 4 5 pMMR/MSS
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R A PUIR G VTR YT . 44
RACRBTEA YT (R MERE o R b I A
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ESMOFs 7% : dMMR/MSI-H /Y I i 5k
H, WEEREEIRIT, (B35 PD-1 8T sp i s
ST AR AR R AL, R R
KRR | R MEEANE S, W EIRYTIGH
R, A% S5PD- 1B AIAYT
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H, TICHER2RE, RUHEFEGN R A JC st
AR ( T4, 2B2E) | makEFI ek
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FIER FRPUIE A A+ bR e ( T4, 2B
%) o WA, HEFEEDLIE TR E AR, I
R E N ATARNE, ENE BT A A
A S A IR PR S TTRAERE (328) o AUFE



(¥ @EER L) 2025443554521

223

AR i < g1 il o DS Sl e S o N ) e 59
iy
1.4 FAFPH BAB— %877
ENCCNFESMOfgRI AR, CSCOFERIHE M
FEAFP B E A, PPAFPEIEA ST A
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2 x ULNECAFPIHVER B8, TLASOX (S1+
BYLFIEN ) B AR I F R BB/ BTA B e T R —
RIBIT, R HER, ORRAS55.6% (20/36) ,
12 H I PFSHFOSHK 7351 42.1%H163.7%
CSCOFE /I B IR K TE 7 AFP B i W AL (936 97 I8
HISOXIK A R Sy M R BT /BT A S JE — ZRIBYT 7
Z (M9HERE)
1.5 Claudinl8.2 (CLDN18.2) Fatk & 469 —2%
%I
NCCN B 5B FIESMOTE ™ ( 12844 )
HCLDNI18.21E NHER2 [ f 3 iy — L3897
A3E, R TpMMRAHER2FH: HCLDN18.2 fH
( =75% IR 40 I CLDN 18 .2/ YL {4, , THCHK:
MZER Ry =2+) WBHE, HEFTREGAEZE
g, [EBRZ e I RAFFESPOTLIGH '
FIGLOW (P EVEMIETE ) 7 M4 5 R,
%FFCLDN18.2 fH 4 HHER2BH M (9 44 1A )7 I
B A A MR B R, S5aaifhry
( mFOLFOX6/CAPOX ) @i#ftt, CLDN18.2#.
YAk YRS TR N — 2RI 25 W ek
T HBE BImPES. R IE W E7E A AR
CSCOFE R LAERIE A B - bt &by —
LRIRI TR R 00K . CLDNI18.2 HFT#A A2
YFHER2Z )5, BRAVE EEAHE, mRBAA
L 2 THER2, HABHE [\ CLDN 1821487 Al
29PIINETIARZS Y EEY) (antibody-drug conjugate,
ADC) . ML, G PR AZ AT A0 sy ik
( chimeric antigen receptor T-cell immunotherapy,
CAR-T ) S0 AAEFE NP AT, BX B a4
RITH T ~ THHANG R AFTT 45 5 s H B4 1 4 e
R, BRI B AT IEESEA T
2 BEIARAYIRSEB B BN & RE%ET
X FANTT F ARG Jm R e I ol R 1 15 9
B LR R EIRTT, IR YRR YIRS N AR
EBENEETE, HER2 X MMRAR AT AR S B 2
07 9IS =
2.1 HER2BMEAB) LB )G &85
NCCN/ESMOA8 mi ¥ AHERE M 22 Bk ER 4T A0 85
AIRIT, e EIh R R A e ZainyT, B

RIT RS AT BE P R PPAEHER2 ) R IBRE . =
2 ] S AR HERF 2 T DESTINY-Gastrico1 M7 11
WG IR 25 5%, AN FE 9N AHER2 [HAE H.
22 T2k UL 3RYT e R IR AT T s 2
PRGN B S, BEVL A AL T DA il 2 2k
BT BRI B ATT (LB R R ) |
RN, SIFAMEL, iz 2R RpTALn
ORR (51% vs 14%, P<<0.001) Fiifi;OSH K
(12.0. 5.0#18.441~H, HR=0.59) . —£&iGIr#E
i3 FDESTINY-Gastric02 7' 11 #i I R 5 25
e, TOBIHER2 PHME H 2t —28 5 ih Z 2R s b &
TRYT R WY B R A T R B UIRYT 4
R I/R, ORRK38%, mOSH12.14-H, mPFSH
5.6, A ENE,

CSCOT g U0 T BR A 35 52 512 25 W iR 7 0%
W B AR5 32 30 i Z 2R B0 YT I HER2 B 28
e M Z R LI & A2 I 253Ry7 (1T 9L
1, 2AKEYE ) o X —Zbyr kR G B HER2
B ) 5 5 1 T A PRAE 9 ) 4 S R
TR A I ZBRRPTTTROR & b, HR
HEREM Z BRI PR IS EI6YT . B ATAY T Im KA
SR BRI FT 4 IR R, —ZRABIF e A il 2 2R
FHUIRYT R MRS 1 B 32 i Z 3R s 4R yT
B WA, B O B UE B 224K
i PTHER2IWADC 3697 H T A IS 48 me 1
17, SUMBFE AR . =837 et
HLHER2MADCZY YY), A4 4kl 75 22 B0 A7ty
ERIAL, XA AN R T
NN BEN [ RN SR IE N R R % . R E £
s TG RAFFEC008 1) [t S o, 4k 7y
B TR C #5200 =240R 97 I HER2 [H
PE (THCREMZ5 5 R 2+8853+ ) (ARG B 9 i
ORRjA.24.4%, HHiOSiET.64H, WA HrEs
KR, HER2MYTHCHKIM 25 5 hy 2+ 03+ 35
T 45 %5 . DESTINY-Gastric06H57 "2 i [
WA e, AT h 22 2Rk b A R 2
=2 IR IR T T BRI B HER 2 P 1 i s
ORI e . 45 BN, ORRN28.8%,
mPFSH}5. 74 H AimOS 10240 H |, Zathss
SRR RE 3,
2.2 dMMR/MSI-H# & %0 — & B )G &8T5

X FAMMR/MSI-HR B, A —&IRIT Ak
$55Z 2 PD-15(PD-L 1 LH 036y, — Kigr—3if
TERIEIRIT . ESMOHEFZMATHAIZR S5t . NCCN
FREMEFEM PRI R ST . 2R BT . AL
PTG IC AR BT, CSCOFE e HE 721 75 BLIK
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FIABT (1 9edfeds, 2A2%) . BREAIERST (1
PAERE, 2A2%) | e AEs (1 90, 2A
) . AR ( T9aEE, 2BX) , BIK
Ry 2 BRERIER AR 2 A A gy
A A I T X iETR YT 25 MU dDMMR/MST-H
B S AR AR B FE B I ABER TR E 2 P T
WG IR FE S5 . W T —2RIB)T B iR
PR E, RIGHERIRZA VBN 1) £k K5
LIGIT I E (19, 2A%%) .
23 RAFRIEABN KRG XRETT

BT TORR RS SR IR, —RHE
AR TR S VG L PR B SR A R 2y el 2 ik
J7 (RGPS HE ) o X T AERT
SIF R, L TREGARD " #4585, NCCN
FIESMOZE i 5 5 P U BBt o 25 3R 97 A Ry
AR . SNCCNHESMOZE F A,
CSCO¥g rg ATE B 38 ok ngs B JE Ik & 5242
Pt — 2R IR T R 3 1 i A B0 —— T i PR A 9%
FRUTIGA '*' {2558 . WA T 7030183,
SR NR, SRBEREG EEEAL, ke
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H; P<0.001], $#2&/& THEFHORR (42.5% vs
22.4%, P<<0.00 1) , HmOSH MK ## (9.564
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Tab. 1 Comparison of 2024 updated diagnosis and treatment guidelines for advanced gastric cancer: CSCO, NCCN and ESMO

Patients types The same recommendation Different recommendation

First line treatment

Recommendations based on PD-L1

expressions:
HER?2 overexpression (D PD-L1 CPS=1: chemotherapy+
(IHC3+ or 2+/ISH+) trastuzumab-+pembrolizumab;

@ PD-LI CPS<I: B
chemotherapy-+trastuzumab

NCCN guideline
(D PD-L1 CPS<5: consider chemotherapy-+nivolumab in certain useful
situations (Class 2B recommendation);
(2 PD-L1 CPS=1 but<<10: chemotherapy+pembrolizumab (Class 1
recommendation);
(3) PD-L1 CPS 1-10: chemotherapy+pembrolizumab (Class 2B
recommendation)
ESMO guideline
(D PD-L1 CPS 1-4: chemotherapy+nivolumab may be considered;
(2 PD-L1 CPS=10: should receive chemotherapy+pembrolizumab;
(3 PD-L1 CPS 1-9: chemotherapy+pembrolizumab may be considered
CSCO guideline
(D The selection of ICIs is more diverse. Including multiple PD-1
monoclonal antibodies (nivolumab, pembrolizumab, sintilimab, and
tislelizumab), PD-L1 mAb (sugemalimab), and PD-1/CTL4 bispecific
antibody (cadonilimab);
(2) Based on the different evaluation methods and expression levels of
PD-L1 expression, the recommended immunotherapy regimen is more
diversified;
(3 For patients with lower PD-L1 expression or CPS-1<1 or whose testing
is not accessible, first-line chemotherapy combined with immunotherapy
may be considered as a Grade Il recommendation (Class 1B);
(@) Consideration for inclusion in the population suitable for monotherapy
immunotherapy: Grade Il recommendation for pembrolizumab
monotherapy for those who have chemotherapy contraindications, refuse
chemotherapy, or cannot tolerate chemotherapy (Class 2B)

Recommendations based on PD-L1
expression levels in tumor tissues,
should chemotherapy be further
combined with immunotherapy and

HER2 negative the selection of different ICIs
O PD-L1 CPS=5:
chemotherapy+nivolumab
@ PD-L1 CPS=1:
chemotherapy+pembrolizumab

NCCN guideline
Recommend pembrolizumab or dostarlimab, nivolumab combined with
ipilimumab, nivolumab combined with chemotherapy, pembrolizumab
combined with chemotherapy

ESMO guideline
Immunotherapy is recommended, but it is uncertain whether PD-1 mAb
should be used alone or in combination with chemotherapy. If the patient
with severe symptoms and metastases involving important organs, consider
PD-1 mAb combination therapy

CSCO guideline
(D Recommended combination therapy of nivolumab and ipilimumab
(Grade II recommendation, Class 2B), pembrolizumab (Grade Il
recommendation, Class 2B), nivolumab combined with chemotherapy
(Grade Ill recommendation, Class 2B), and pembrolizumab combined with
chemotherapy (Grade Il recommendation, Class 2B);
(2 The use of ICIs alone is contraindicated or cannot be considered in a
timely manner for chemotherapy alone

Immunotherapy is recommended

AMMR/MSI-H regardless of PD-L1 or HER2 status

CSCO guideline
The CSCO guidelines focus for the first time on the treatment of subtypes
of AFP producing gastric cancer and add a first-line treatment regimen of
SOX+camrelizumab/apatinib (Grade Il recommendation)

AFP-producing gastric cancer -

NCCN and ESMO guideline
CLDNI18.2 as a first-line treatment stratification for HER2 negative
patients, chemotherapy+zolbetuximab (Class | recommendation) is
For patients with pMMR and HER2 recommended
negative and CLDN18.2 positive CSCO guideline

. (=75% tumor cells CLDN18.2 (D As the indications for zolbetuximab have not been approved in China
CLDN 18.2-positive . . . L .
membrane staining, [HC=2+), and there is no recommendation, positive research results are presented in
chemotherapy combined with the form of annotations;
zolbetuximab is recommended (2 Emphasize the importance of the CLND18.2 target, and other novel

drugs targeting CLND18.2 such as ADC, bispecific antibodies, CAR-T,
etc. Phase | -1l trials have shown good efficacy, with confirmatory studies
underway. Encourage patients to participate in clinical trials
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Patients types The same recommendation Different recommendation
Second line and posterior line
treatment
NCCN and ESMO guideline
For individuals with HER2 overexpression (IHC test results of 3+or 2+and
ISH+), second-line T-DXd is recommended, and HER2 expression status
@ Cross line therapy with should be evaluated by biopsy as much as possible before treatment
trastuzumab is nor;yrecommended' CSCO guideline
@ For HER? overexpression atiel,lts (D Patients who have failed first-line chemotherapy and have not received
HER?2 positive (IHC 3+or 2+/ISH f) T DX(lij trastuzumab are recommended to trastuzumab-+chemotherapy (Grade Il
is recommended as a’third line recommendation, 2A evidence);
treatment (@ Second line treatment does not recommend anti-HER2 ADC, and
patients are encouraged to participate in clinical trials;
(3 For HER2 patients with THC test results of 2+or 3+, first-line treatment
with disitamab vedotin is recommended (Grade | recommendation, Class
2A)
Dt e et it
gatients it is recommen dezyto Pembrolizumab, dostarlimab, nivolumab combined with ipilimumab are
choose immunotherapy as the recomm(-:nde-d
referred option: ESMO guideline
dMMR/MSI-H P PHOR . Pembrolizumab is recommended
) If the first-line treatment contains oy
CSCO guideline

immunotherapy, it is recommended
to choose second-line and second-
line treatment plans based on HER2

Recommendation: envafolimab, tislelizumab and serplulimab (Grade 1
recommendation, Class 2A), pembrolizumab (Grade Il recommendation,

Class 2B)
status
NCCN and ESMO guideline
For patients with contraindications to chemotherapy, monotherapy with
Remdesizumab is recommended ramucirumab is also recommended as an option
No specific target in combination with paclitaxel CSCO guideline
or monotherapy chemotherapy (D Add data on the second-line treatment of advanced gastric cancer with
(paclitaxel or irinotecan) fruquintinib combined with paclitaxel in the form of annotations;
(2) Apatinib third line treatment (Grade [ recommendation, Grade I A
evidence)
NCCN guideline
(D Patients with NTRK gene fusion mutations are recommended to receive
entrectinib and larotrectinib;
@ For BRAF V600E mutation patients, dabrafenib+trametinib is
recommended;
(3 Patients with RET gene fusion mutations are recommended to use
Specific target and relative selpercatinib;
detection @ Recommend NGS testing for newly diagnosed gastric cancer patients
ESMO and CSCO guideline

@ Currently, there is no treatment recommendation provided for the rare
patient with the gene mutations mentioned above;

(NGS is not necessary according to ESMO, while CSCO guidelines
recommend NGS testing for patients who have failed standard treatment to
identify potential therapeutic targets

ICIs: Immune checkpoint inhibitors. T-DXd: Trastuzumab deruxtecan. NGS: Next generation sequencing. mAb: Monoclonal antibody.

#*2 CSCO. NCCN. ASCO#ERI$tx F{EFADC_£kiATrHER2FR I BB ME
Tab. 2 The regulations of CSCO, NCCN, and ASCO guidelines on second-line treatment of HER2 positive gastric cancer with ADC

CSCO guideline NCCN guideline EMSO guideline

(D Patients who have failed first-line chemotherapy For patients with HER2 overexpression For patients with HER2 overexpression
and have not received trastuzumab treatment are (IHC 3+or 2+/ISH+), T-DXd is (IHC 3+or 2+and ISH+), second-line
recommended to receive trastuzumab-+chemotherapy recommended in second-line treatment, T-DXd is recommended, and HER2
(Grade I recommendation, Class 2A); and HER2 expression status should expression status should be evaluated

(2 Anti-HER2 ADCs are not recommended as second line be re-evaluated by biopsy as far as by biopsy as much as possible before
treatment, and patients are encouraged to participate in possible before treatment treatment

clinical trials;

(3 For HER2 2+ or 3+ patients diagnosed by IHC,
disitamab vedotin is recommended (Grade [
recommendation, Class 2A)
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