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Purpose: Systemic therapy remains the cornerstone of managing advanced gastric cancer (AGC). For patients with unresect-
able or metastatic AGC, it is essential for extending survival and alleviating symptom:s.
Current Concepts: Cytotoxic chemotherapy, historically centered on fluoropyrimidines, platinum agents, taxanes, and irinote-

can, continues to form the treatment foundation. More recently, targeted agents and immune checkpoint inhibitors (ICls) have

reshaped therapeutic strategies. Combination regimens incorporating nivolumab, pembrolizumab, or tislelizumab with che-

motherapy have improved outcomes in HER2-negative AGC, particularly among patients with programmed cell death-ligand

1-positive or microsatellite instability-high/deficient mismatch repair tumors. Zolbetuximab, which targets CLDN18.2, has also

shown clinically meaningful benefit in CLDN18.2-positive disease. In HER2-positive AGC, trastuzumab remains the therapeutic
backbone, with findings from the KEYNOTE-811 trial supporting the addition of pembrolizumab to trastuzumab-based che-
motherapy. In the second-line setting, ramucirumab plus paclitaxel is preferred, and trastuzumab deruxtecan provides ben-

efit in previously treated HER2-positive patients. Later-line options include trifluridine/tipiracil, nivolumab, and trastuzumab

deruxtecan.

Discussion and Conclusion: The treatment landscape for AGC is rapidly evolving toward biomarker-driven precision oncolo-

gy. Incorporating ICls, targeted agents, and optimized treatment strategies has transformed management and enabled more
individualized, effective, and less invasive therapeutic approaches.
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57 A8 ATE Fedith Ad 4 dt EFEgEud
(fluoropyrimidine), WA, B4l (taxane), ©]2] =E|ZHrinotec-
an)& FACE T AZEA FAATE A5 F7HS o] FL,
0]& HER2 ¥ 2| 542t AITESAA| immune checkpoint
inhibitor)9] =02 X & Fjgth¢le] m=A Wyt <
o= programmed cell death-1 (PD-1) J#|#|¢} 3Fet o] |
£, CLDN182 232 &7, ZA-F= A (antibody-drug con-
jugate, ADC) 5 "o QutA 7|9t X 87} AA| Yol 285w,
A} obgol whE U8 WY Fo/go] AR o 7
A% X7 ¥h&9 0|2/, eHd A, H4 A= At ¥E
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HER2 24 X0 2] 14} &tetx|2

UE2% (nivolumab)& PD-1& A5 HATEAAAZ,
HER2 878 =4 237, HA| E71 &= Hold 9

AZ=A FUAL; B8 13} I EE AMRE o] A2S AE
A HA AAFEAAA ol A 343 AZA A Check-
Mate-6499)|1 41, 74 AJE}RI (capecitabine) T+ 5-fluorouracil (5-
FU)/ &4k Eehe (oxaliplatin)ol] UE25Hs F71et wto] 3}3}
] 9= v AAWE (overall survival, 0S)S 52517
MAES BAZJTHEY 08, 13.871€ vs. 11.671€Y; Y3y
[hazard ratio, HR], 0.80; 99.3% Al&]F#7Hconfidence interval,
CI], 0.68-0.94; P=0.0002) [2]. £3] programmed cell
death-ligand 1 (PD-L1) combined positive score (CPS) =5 &
Ao M= &sol SUHJHEY 08, 14.4704 vs. 1114,
HR, 0.71; 98.4% CI, 0.59-0.86; P<0.01) [2]. Y&, s+ it
oA 8% ATTRACTION-4 34 QAo = HER2 &4

SlotellAl 14 kst o 2 B2 shstey] He-S Bk

e, YEFHHAEN £ $-1/5487] S 8ol
LAY MY (progression-free survival, PFS)o] 5-2]51A] 7] A%

ATHEY PFS, 10.571€ vs. 8.371¥Y; HR, 0.68; 95% CI, 0.51-
0.90; P<0.01). Z12ft} OS 7HA1-e 2w A] GRQITh3).
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3 5 28] 27 (pembrolizumab) 3t 13} X|E& F¢A] HE
X0 g HrlEgith KEYNOTE-062, 34+ Al@ojA], HH =)
FH+3Ht Q¥ (5-FU T PYAERI+A| AFeH [cisplatin] )
HER2 -&/do]™, PD-L1 CPS =191 $]¢t ol A OSoll thal 3t
oW 95 tib| 294 dSsHA ZRHEY 08, 12571¢
vs. 11.171Y; HR, 0.85; 95% CI, 0.70-1.03; P=0.05) [4]. 1&)L}
KEYNOTE-859, 3% Aol FEELFHS 5-FU/A LS
e (FP) T CAPOXol| W83t 14 &3 M 57 OSE &
A&1A 7| A3kt AA| Ak (intention-to-treat, ITT)o|A] 2
BEYFU+SIET T £ 0SE R2971YER, shetay g
9] 11.571 91t ZUTHHR, 0.78; 95% CI, 0.70-0.87;
P<0.01). T3+ PD-L1 CPS =1 &2l A= 24 0S 13.071€ vs.
1L47§2(HR, 0.74; 95% CI, 0.65-0.84), CPS =10 Ao =
157702 vs. 11.87HL(HR, 0.65; 95% CI, 0.53-0.79)Z ©f 2 o]
So] HHEATH5]. & thE PD-19AAIQ] El&d 2] FH (tisleli-
zumab)S 2 2E 34 g7 RATIONALE-305 AlgofA ¢t
A &= OiH] BledeFES BEsEs W 0S 7S Hle
(34 08, 15.0 vs. 12.9719Y; HR, 0.80; P=0.001), £3] PD-L1
tumor area positivity =5 B4 7§14 Zo] o ZitHo6].

T3k HleRE A A3, &-PD-1 A9t ket We-2 sste
¥ o= dj¥] OS (HR, 0.81; 95% CI, 0.76-0.86), PFS (HR,
0.78; 95% CI, 0.73-0.83), 7§34 ®F-2-E(objective response
rate, ORR), AW Z & E(disease control rate, DCR)o|A] B%+
STt o] ZAE HIF O R, shollA e 4 YERT+3Hst
QW(CAPOX %= FOLFOX), B E2]32y+3}8t Q¥ (FP =
CAPOX), == Bl &2 g 3 w+3138F Q H (FP == CAPOX)o| 13}
&} AAFFRE £1% o] Ut} T3t microsatellite instabili-
ty-high (MSI-H)/ deficient mismatch repair (AIMMR) £%-&
TEAT 3k BAOIA &-PD-1 A= dBHA 8-ojn|st
08 o5& HTH7].

ZEH|EF Y (zolbetuximab)2 CLDN1I82E ZE&H O & sl= ¢
22 A2, 2719] 22 34 7¢I SPOTLIGHT2 GLOW
Aol mFOLFOX6 == CAPOXS} & Al OS¢} PFSE &
J8HA AAEFLTHOS, 18.2 vs. 15.671Y; HR, 0.78; P<0.01/
0S, 14.3 vs. 12.270Y; HR, 0.77; PFS, 8.2 vs. 6.8 months; HR,
0.69; P<0.01) [8,9]. o] 27}¢] AFE B3l A sH=oA=
CLDNI182 ¥4/d, HER2 2421 Z=3/d QI Extol| A SH|EA]
T+3HF Q¥ (MFOLFOX6 = CAPOX)o] 5¢1E] o] AFRE 1L
Atk
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oM S JFEATE H A
& ZFE YU /A ASEE 7| 13} 3Hst e o] HE3
= W OSE F&JstAl 7HAd8ATH10]. AlF-A o= FHAJER] &=
£ FPo| EgtABERS WS 2 sleta W TEto| Ha)
OS7} N =] ATHFE L3, 13.870€ vs. 1L170Y; HR, 0.74; 95%
CI, 0.60-0.91; P=0.0046). £3] HER2 T dalo] o L
(immunohistochemistry [IHC] 3+ T+ THC 2+ & fluores-
cence in situ hybridization [FISH] ¥/)oll A A& o]So| GBS
ESEIATHEY OS, 16,071 vs. 11.871¢Y; HR, 0.65; 95% CI,
0.51-0.83; P<0.01). PFS 9A] ES}AEZT W2 oA ojn
QA AFEJATHEY, 67719 vs. 5571€; HR, 0.71; 95% CI,
0.59-0.85; P=0.036). ORRS EZ}AEZI HE oA ¢ &=
YO (47% vs. 35%; aAH|[odds ratio, OR], 1.70; 95% CI,
1.22-2.38; P=0.002), DCR T3t 9-€3tAtH75% vs. 70%; OR,
1.66; 95% CI, 1.14-2.41; P=0.008).

St E]ZAIFUA] A|A] (tyrosine kinase inhibitor, TKI)
2tute] d (lapatinib, epidermal growth factor receptor
[EGFR]/HER2 TKI)S ©]&3t LOGIC 34+ A|& oA CAPOXS}
y&ste] Pr7HE| e, HER2 S5 99t AollA OSE 7HAd
BHA] ZHCHEY, 12.271€Y vs. 10.571€Y; HR, 0.91; 95% CI,
0.73-1.12; P=0.349) [11]. HER2 o]|% x}t+ A2F(dual HER2
blockade)¢] F&/d& AZE317] £lal, JACOB 3% /dAIgel
A= HER29 HER4 84 7t o] o] ghAl|$hH(heterodimeriza-
tion) & A5 HEE A HEFW(pertuzumab) S EgtA
Exurislstario] Ztstginh HESEH 71 A] PFSE 7HA
H Ao FY, 8570€Y vs. 7.270€Y; HR, 0.73; 95% CI, 0.62-
0.85; P<0.01), 12 H7PAS9E OS+= BA4 Fod& 2433t
A BFTHOS, 17.570Y vs. 14.271¢Y; HR, 0.84; 95% CI, 0.71-
1.00; P=0.057) [12].
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Sk up glom, o2 A=
HER2 ¥/ oM = =it #2987 344 KEY-
NOTE-811 Y/gAFoNN e FEEFHU+EGAEFU+E

St (EF 20 Tud Mg T ERtARSE+EE
Q& H|watTH13]. =8t ITTOA HEED S ¥E
O] PFS7} 9okt tiv] 7N ATHE Y, 10.070€ vs. 8.171€;
HR, 0.73; 95% CI, 0.61-0.87; P=0.0005). OS YA] 7} &
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& RIE=H(EY, 20.070E vs. 16.870€; HR, 0.84; 95% CI,
0.70-1.01; P=0.06), PD-L1 CPS =121 Aol A 7j4 Zo)
o Zrt o] oFy FAEoA PFSE 10970 vs. 7.371L(HR,
0.72; 95% CI, 0.60-0.87; P<0.01), OS= 20.171€ vs. 15770Y
(HR, 0.79; 95% CI, 0.66-0.95; P=0.006)2 &<1%] it} ORR
T3 FH 2 E Hato] o =9tH72.6% vs. 60.1%; OR,
1.76; 95% CI, 1.28-2.42; P<0.001). DCR 9JA] £4:3F A3k
HATH(91.7% vs. 87.4%; OR, 1.60; 95% CI, 0.98-2.63;
P=0.06). o|&3 ATE vlgt o2 HER2 %AJo]HA PD-L1
CPS 2191 Ato| A EgtAEZ=T+318t QW ol W EeZ20S

Z7kshe o] WaEt,

Z A8 (randomized controlled trial)¥} 7]& we}
A X33 E7PEA B Aolid 9 SrpollA 23+
WY =HZ = gAA) o] A A 2 (best
supportive care) &= tiH] AE o|5& AFEE BEs] UF
SLITH14-19]. 0] 8] 373 AlFSol whad, = 13] o-Zd=5A
(paclitaxel weekly regimen)2 A% o]2| =H|7Hbiweekly
irinotecan) ¥} F-AFSH = ATHE BTH18,19]. 4, 3]
34U -8A-2 (VEGFR-2)E #A 02 sh= TG2E T4 &
FAZ % (ramucirumab) T5 212 34 REGARD A|g o)A
$19F o] Osot PFSE $ 98] ZAstATh20). S, 34
RAINBOW Al¥ollA= 3 13] atZ2|gAdo] eHRA|RTS 5
7FE ) S22 ea+9]oF tiv] OS (59, 9.6714 vs. 7.4711€;
HR, 0.807; 95% CI, 0.68-0.97; P=0.017)%} PFS (Z<, 4474
vs. 2971€; HR, 0.635; 95% CI, 0.53-0.76; P<0.0001)7} &=
FosHA Q= ATH21]. o]HFF ZAE TsHY, BHFAIFT+
aZe|edo| A 7P A5 = 23 A EE HaE

HAFZAAA 5 WEETFHS I A SAjolA 22
e diH] §98 AE o5& HoFA TR OU[22-24],
MSI-H, dMMR, tumor mutational burden-high (=10 muta-
tions/mega base) 5 £74 £4} o8 Aol A= Z7t ASH
ATH25,26]. F=oll M s, Al E7Fs T Hold AFF @RS
Z3}) 2} F MSI-H == dMMRO|HA oA X & & Ao
s ar, Al 2= FAd0] gl 4ol stefl FE s
ARg-o] 5|7kE] of QlTt.

Tt EGARESEY gl EAHZHtrastuzumab deruxtecan,
T-DXd)-> HER2 33 ADC (payload: topoisomerase I inhibi-

ton) 2, o]ol| EgtARSE 7| A 88 W HER2 43 219



AN w5 AFo)ok= Q& Wekth 24 21524 T-DXd
o] A= F2 M A Feold = oH[27], HT T
% Z=249 34 DESTINY-GastricO4 A& (o}A]o} gk} =3
o] HER2 ¥/d 919t oA T-DXde} SHAl # -+t 225l
(BZ 22 118) 7H = 2= vt 292 W st 94
Hol OS (14.770€ vs. 11.471€; HR, 0.7; 95% CI, 0.55-0.90,
0.004)3} PES (HR, 0.74; 95% CI, 0.59-0.92)& /A7l 2
I TReIRITH28]. o] BIE Foll HER2Y/ 9 &4k 2
A2 T-DXd7} A2 A& 7Iehstal .

)
Tm m

2%} 2| & $o| % 42358 (performance status)©] A E &
Aol A 33k ¢kt A 57F FarEnh AEEA FUA Fol
A ZAEM (docetaxel) = o] 2| E|ZHo] 3% X|E2 P H
o}, 729 3 AlolA EAEA S8 o2 HIZh OSE 7
SHATHEY, 5.371€Y vs. 3.871Y; HR, 0.66; 95% Cl, 0.49-0.89;
P=0.007) [14]. €A Bi= o] 2] H|Tt 7]RE 3%} stete S H7t
§F The] 274 9 FF4 A E A g AnE HolRlnt
[29-31]. EE|EF 2 d/Elg]2H4 (trifluridine/tipiracil, TAS-102)
o] 72| 34 AlFolM =, 24 270 o] AAAEE T2 9
o gApoll A L1k tiH] OS7F WA= ATHE Y, 57714 vs. 3.671
25 HR, 0.69; 95% CI, 0.56-0.85; P=0.00058) [32]. UEF7
YE-gh-tte] 371 ofAlob= th7|d At¢l, ATTRAC-
TION-2 3 Aol A, 27}A] o) 2] HAl=]Fof Aot &
Aol A} 21oF tiiH] OS 7HAd& BATHEY, OS 53714 vs. 4171
9; HR, 0.63; 95% CI, 0.51-0.78; P<0.0001) [33]. 2 34 &
oAM= PD-L1 T} FHeHA UEFHE] 7] BE o]59]
FAERACH34]. b HATEIAA X5 FHo] §ie T/
oM UEFTE 32} X 52 Hald,

3HA, DESTINY-GastricOl 24+ QA3 (3 2 GH)oj A
&, HER2 ¥/golH, 223} NX B (EgtARSH Z3HE B2
Aol A T-DXdet oAl (o] 2] =EI7F = gEeed) S

| 23T 35]. ©] A& o)A T-DXd: ORR (51% vs. 14%,
P<0.001)3} OS (%, 12571¢ vs. 84701¥; HR, 0.59; 95% CI,
0.39-0.88; P=0.01)& EF 7f4datqlrt. ol=jst Axtg <A =,
T-DXd& Hl=ollA= 23t o), ShatollAl= 3% o)l A 5= &
A= ATk
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F=X|FoA HER2 ¥4<Q!
1]%1101 EE}* Rt el
FHe] st 4
4 Fde AR
ADC?I T-DXd7} 3a & 2%} ]Exﬂi FLL Q=3 Tpekst
2|87} 7FsatAl EUth HER2 37391 flellAl= CLDNI8.2
FaolMe EMEFTET AEZEAY FUA HEA 57} 7Hss)
Al = A5, PD-L1 /491 $1%H<] 73% A AAA Y&
o, HREY Sy 9 gedeF
PD-L1 131:,_1-§:]_ o] l-:._O_ Zio]:oﬂ }\-]
ok A 1873 9etoll A CLDN18.2 gx.—] 28, ADC 52
S A2 AT A Folm, o] ulgt FEEL A LA F
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