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CLDNI8.2 ) A H UM 264 0 E AR, 2RIk | ey (i PR
[RIEERYT 7 R BIRIRIRIGY Y PRI E R 1. SR, tp i 259175 ERE, A
I BB BT PERTS /A 26 (interstitial lung disease/pneumonia, ILD/p) , JEH Ay SIAZAS: FhET, MFE. HRaiii
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[ Abstract | Gastric cancer presents a high incidence rate and substantial disease burden, posing significant therapeutic challenges.
Recent advances have yielded significant benefits for gastric cancer patients through novel anti-tumor agents, including immune
checkpoint inhibitor (ICI), human epidermal growth factor receptor 2 (HER2)-targeted therapies, and claudin 18.2 (CLDN18.2)-
directed agents. Both monotherapy and various combination regimens demonstrate considerable promise in gastric cancer treatment.
However, a critical safety concern potentially limiting patient benefit is drug-induced interstitial lung disease (ILD)/pneumonitis,
particularly associated with ICI and antibody-drug conjugate (ADC). The risk and underlying mechanisms of ILD vary considerably
across different anti-tumor drug classes, and its often insidious onset makes early detection difficult. Therefore, a deep understanding
of the distinct ILD risks and mechanisms associated with different agents, coupled with rational, individualized drug monitoring and
patient management, is paramount. This review systematically analyzes the incidence rates, clinical characteristics, and risk factors
associated with ILD/pneumonitis reported in recent clinical trials of anti-tumor therapies for gastric cancer. It aimed to elucidate the
risk stratification and mechanistic differences between drug classes, thereby enhancing clinical awareness and ultimately helping to
maximize clinical outcomes for gastric cancer patients.

[ Key words ] Gastric cancer; Anticancer drug; Interstitial lung disease; Pneumonitis; Progress
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SERIERE SRS SR R, 20224F 4
R (AR E A MR ) R LB 2
96.9J7 1, FET-HGHIZ166.0J7 ], T84 fEdE
YRR E S0 o TT20224F Hb B R A i A 1 0
S3HT CHIATO0N MR 510 AL Y201 84E A A F11106
ANEICAR2010—201 84F 54 ) B, HHiEE
TP &I k3587 ], LT I f°h26.04 )7
1], B 9 A R BT AR A e T 3 i S
SR L BB TR, B
JEHR AR, ek A S (immune
checkpoint inhibitor, ICI) . AFEAKKFZ
&2 (‘human epidermal growth factor receptor 2,
HER2 ) $1m) 25 4% %48 1118.2 ( Claudin
18.2, CLDN18.2) #1 [ 254 45 Z Rk ALt b Jgg
9YAE BRI IS E KR . X2 R
25T AR RIS YT 7 8 o B ROk T
W MRIT AR . (B SR, 25
WA R YRR/l 28 (interstitial lung disease/
pneumonia, ILD/p ) 5244kl L2 80N i,
AP Y T RE BT R E P, RS
e, TSN SR I R

ILD/piY) &L &2 2% Ho i AR e 4 i . A7
FgE S A, R 2 A R T 5 i 4
LURAS S AHYUR, SRR E A
DU fish Az e 328 b 3 LD/p, ol o 5 S vk
2 M3 22 B i B/ b B A A
it e 15 s 240 i T A A S A BRI 25 1 (e
( antibody-drug conjugate, ADC ) , BHUE#iE
H 3R B A R A 25 0L, #F1MT5 &Z ILD/p.
HAHILEN S S AN 3 . SRR QIR A M A A

JRERIR BT . RSN AL EAE A, A
2GR AR 2E 5 5, 45 & 2Rl
PR BSOS I PR EE
Xf B g A UM IR YT ILD/p AR, iR AR
BRI LM AR, ARSCRGEE TS e Ut
I IEE 25 AR DG IR R AT 5, 9 8 HH 4GB TLD/p &
ARIEESE, JTx 1 R S M 25 W) A DG ILD /p
AIRAENEOL . R AN L i PRARFAE S AR S AE R A
R T RG LA
1 BIRERZR

DA Gastric cancer, stomach cancer., upper
gastrointestinal cancer. interstitial lung disease .
lung injury. lung toxicity. pneumonitis, drug-
induced AP TG F ], LLE . BRI
EIHACE R L TSR . AR iR
PEL IR AR DI A 5 S h SO &R, R
ZPubMed, Embase, Web of Science. J7 J5 £
JE AR R AR B e SRR I L b
W R A5 R U B . KR I 1) O R 22202543
H o P it Hi B ILD/p & Az 1 AH SC I R 5
LT R G007 .
2 ICHEESILD/pHEZE G KA R E

TCTR] 353 5% Jifv s 45 4 4 72 40 3y 66 49 o AR
A, CENATERERT . URFHETE
[1-1 ( programmed death-1, PD-1) . F2JFPESE
T-#H FEAR-1 (programmed death ligand-1, PD-
L1) FIZH s PR Tk EL A A S PT 4 ( cytotoxic
T lymphocyte associated antigen-4, CTLA-4) A
A RICIE TR T 82 | ALy MOSUCIHR &
IRIP IR RPTFEAN N (521) o

F1 BEOERESTEXERRERILD/pEER

Tab. 1 ICl-related clinical trials in gastric cancer and incidence of ILD/p

.. . Clinical . Treatment  Incidence of ILD/ Incidence of ILD/
Target Clinical trial Intervention . . .
phase setting  pneumonia all grade pneumonia grade 3+

PD-1 KEYNOTE-062 "% 1] Pembrolizumab+Cis+Fu/Cap 1L 0.78% NA

KEYNOTE-063 - Il Pembrolizumab 2L 2.10% NA

NCT02742935 1 I Camrelizamab 2L+ 3.30% 3.30%

ATTRACTION-4 ' I/ Nivolumab+SOX/CAPOX IL 4.20% 1.90%

CheckMate-649 12 Il Nivolumab+FOLFOX/CAPOX 1L <1.00% <1.00%

PERSIST | I Sintilimab+SOX perioperative 1.00% 1.00%

NCT04061928 '/ I Toripalimab+chemoradiotherapy neoadjuvant 35.00% NA
PD-L1 JAVELIN Gastric 100" I Avelumab 1L 2.50% 0.80%
PD-L1+CTLA-4 INFINITY "*! I Tremelimumab-+durvalumab neoadjuvant 5.60% 5.60%

FLOFOX: Oxaliplatin+5-fluorouracil/leucovorin; CAPOX: Oxaliplatint+capecitabine; SOX: Oxaliplatin+S-1; NA: Not available.
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2.1 PD-147%]#)

PD- &Rk Ty 4l R mny & (A i, 8
3oF 55 il Jed 21 0 2 T A PD-L 1 5 PD-L2 AR ZE & 3k &
FEH AR E I RIVE A o SR, 4 PD- 157 45 5
PEZEAPD-1)5, PD-LIFIPD-L2AYRNIZ5%, X
Al BEFEPD-L 1 FIPD-L2-5 HoAl o s 40 i | 1452
RS G, 51 &R AR R, A
ILD/p. 4K HHEIA XPD- 140155 FILD/pHy
PLH AR sE 4 B, (2R Kim% 7 SR B,
TE G PEIRTT IS I PRILD/p i & 1 3348 i v
e by 9= (interferon-y, IFN-y) F1H 4y
A~ 2-17 (interleukin-17, IL-17 ) ZE{E & HFK
SEFbE, HAFELEIFN-y' IL-17° CD8" T4t 2CXC
#fLH T2 K3 (CXC chemokine receptor 3,
CXCR3) " CCHatkHF3Z1k6 (CXC chemokine
receptor 6, CCR6) " HBIPETA L1 7/5 Bl T4
Mgl (T helper 17/T helper 1, Th17/Thl ) Ui
£ PR PEIRYT A5 S Th17/Th 40 i A4 i 75
PECD8" TANMIAE 2 By se Rt 388 M ik,
IR BITFN-y/IL-174" T B RAE B AR e g, HE T 53K
ILD/p.

RBESE B, WA RIER b —2A )T
B T ABTSE P ILD/p iy & A= % 0.78%, ifij
FEPD- 157 5 4R 3697 1 9 B I R A 58 HH LD/
P& R TR E2.1%~3.3% (S 1HI5H%IET-F
) 110 R RPD-1HRIFNG YT B LD/ p &
AR E R RBR RS A . I T LIE
T ST P D SR B B S B VR T AR, bk
IR A PETR YT R B IR YT TP BN A R
Jeo SR, XFPECAIARIT SIS B AR
K. filln, fEATTRACTION-4f5x " . gt
FIIG BRI SRS T IO ILD/p s & 2 3R K 4.2% . T
{ECheckMate-6497f57 | 2 RAEILD/p il KA
R<1.0%, (HREMBISEISgFEE. o, fEikfE
RETFAAER BT ARG E D, ILD/p kA RAl
21.0%, BLHHEH LS LIZWILD/p A4
ALK, Y AEENA T 5 A B
ILD/p& A % B E T %35%, ULHHILD/phY &
SRFIBAETT A e
2.2 PD-L1#7#)#)

PD-L 141 il 55138 & BH T PD-1/PD-L 138 j#%
PRS2 G ZR GE I B bR 6 o SR, PR 4
FHPIPD-L2A AT L) 5PD-1MI45 4, Ml 4
PD-L2i# i HEF S 114> FB (repulsive guidance
molecules B, RGMB ) 1o B #7% T 40 fitd M k¥ 4
ILD/pf A= 1) ik, PD-L1IHIRI2E 2 41

J7TE AT RESE T PD- 1R . SR TE—A by T el
FAb4E& gt (avelumab ) ZEFEREYT B ¢ T
M D, ILD/pid B R H2.5%, (A
TEEFXT AR AL BPE ( durvalumab ) | BR[| R
BT (atezolizumab ) 55 ZFHPD-L 1IN A 1k
FPVAYT BB R T, BRI ILD/p
MIXFEM.
2.3 WICIHEEAE T

MAERBLH E&, PD-1/PD-L1{E 5@ ik 5
CTLA-4fFE BAMER , BAIRYT RIS T 40 iy
A, PEHFIEN-y S50 R AR B ( granzyme
B, Gra B) B, Ml HETAR B DIRE, M
T HG TR AT R S R 0 0 L R, X RRIEAA
J7 AL 2 BE BT AH OCAS B RN 1 & Az XU o
n, 75 INFINITY®FSE 20 i, AR E T
i SE AR BT (tremelimumab ) BES durvalumabigt
W BhYAYT R s TR AN E T T VIR B R R
YA, R BR, ILD/pa R4 H5.6% (1
=34 ) . SR HABBISE 2 b, SUCTHES
BT H T BRI MR HGAILD R R A TSI . AR
K, A XRIUCHRAIRYT B IEIILD/piy & A Bl
s itt—2Em58, DABRERIaY Y B2 k.
3 HER2EE[E)ETF Y15 SILD/pHI E E I R
RitRE

HER2 FRIAS NP W S B L4 &k
JREYIM G, EEGEE N, B EAHER2MH
PES R T 3%~21.4% 2220 v E B R
HER2FHMHEZ49.7%~13.0% 22" | BILHER2
EBERT T EAEZEGRM S, s
HER2H G725 AWM BL,  HAE B A
Jr oIS T B R, SRTTHER2 AN AE R
Y ek, WRREAE I S L AR R
kPRI, HER2EE[E G 25l R h T
N, FEME I KILDpEANR N (#£2) .
3.1 HER23ew& f % &4k

HER2HE [] B v BEPT AR TR B iR Y7 i
By, Huit ) RS AIY . BRI S
HA 25 YK A6 T B IR RO 5T o 6 W 3 T3 At
52 2 HER2BAFUHE S BEity (i
1657 ) F THER2FBHPENE A B 9 09 ILD/p il & A %
SRS A% M4, 7% 7 FBITF- ARG AU, i
F-ER BB ALIT H i BhiA T HER2 BH A4 v] DB
B IYILD/p i & A R 46.0% 28 L R 5y — 5
sRAEIR A R (M ZERPPT £ INZ BRIk &1k
J7 ) i A Y HER2 BHAME H vl V1B B 8 B9 Ik IR
B 2 RIS ILD/p A
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Tab.2 HER2-targeted clinical trials in gastric cancer and incidence of ILD/p
Tareet Clinical trial Clinical Intervention Treatment Incidence of ILD/  Incidence of ILD/
g phase setting pneumonia all grade pneumonia grade 3+
HER2 monoclonal (2] Trastuzumab-+pembrolizumab+ N o
antibody KEYNOTE-811 mm EP/CAPOX 1L 5.10% 1.40%
MAHOGANY "’ I/l Margetuximab-+retifanlimab 1L 4.70% 0.00%
. .
NEOHX '’ j Trastuzumabteapecitabine/ Perioperative 6.00% 6.00%
oxaliplatin
HER2 ADC DESTINY-Gastricol ‘' 1 T-DXd 3L 9.60% 2.40%
DESTINY-Gastric02'*' 1 T-DXd 2L 10.10% 3.50%
L +5- 1
DESTINY-Gastrico3 ' [ 1-DXd (64 mgkg)*3-fluorouracil/ L 19.00% 7.00%
Cap+pembrolizumab
DESTINY-Gastric06 ') 11  T-DXd 3L 3.20% 0.00%
GATSBY ' I/l T-DM1 2L 7.10% 4.00%
CTR20190639 " I  ARX788 2L 20.00% 3.30%
HER2 TKI TyTAN 1%/ Il Lapatinib+paclitaxel 2L 2.29% 0.76%

TKI: Tyrosine kinase inhibitor; FP: Fluoropyrimidine+cisplatin.

3.2 MAFFHEAIA

EFXTHER2 (143 SRR S P AR 2 245 4 ][]
45 A HER2 B AN A5 FKECD4 (il Z- 2R sl
A8 ) MECD2 (MAZERPIas A ) , M
S22 10 B HER2 R, 6800 bl 22k
PR SR B e O SR IS 4
SRR HER2WUASR SRR 25 B F- 3T
A R WU 8 [ A AN B o 1 e AR KU o Ak
RURE S PEDUACSA YT B I ILD/p Y %2 L 1 ATy
i —RER, D 25 et
33 ADC#H#

ADCZyY e —J AR BT 259, mdbt
& EET AT A B . ADCZy4) ]
ST - 1) oI 240 % 1 b 3 0 A A 7
PRk ZFEPUIMREVE T . BLah, $E300T 24 % 1
F RN T2 r Y ADC 24 83 1T 38 1 285 iy 1) 15 <
Y=g BN, RGBT PE B
FAANM, PE— LR BT AL Y . RTTADC
22 AT e R ROt 355 I s i 5 A R 2y 4 3 T 9 44
M & ILD/p 4

i ZER BT (trastuzumab deruxtecan,
T-DXd ) ZE—FADCZ4%), Hih-ZBk s prim i nl
W T SDNAFH N ST AA T T 6] DX A
M. IR ETRFSE 7 IESE, T-DXd W] @i H
Yok Fe i Bo 5 il 6 410 14 J8 Bl /INeg N s 26 15 Fey
ZARM I E VRS, A, M AR RE R A

Wi s X —ad R 217 e I AT S 0 I R
I 11 (secreted phosphoprotein 1, SPP1) ,
FEURTBRIE AT ZEL, 51 A ili 8] ot 98 RE FIZH
A5, XA AEET-DXdEFILD/pRIHLH 2 — .
A, T-DXAAHICILD/pHY & A 5 BEHA e A7) 4K
FRPERRIE o X —FFIEAE 200G AR5 A5 3 58 70
B3F: fEDESTINY-GastricO 1102055 % i,
f#i/H16.4 mg/kg T-DXdH.25 3 5l =2 Fl —£RiR97
HER2fHM: B nt, AP AR A (median
overall survival, mOS ) #id14F, ILD/phYE & E
RH N K9.6%H110.1% ( =39053 51 H2.4%
F13.5% ) . DESTINY-Gastric03ffF5% ' it —2&
R, 4RH6.4 mg/kg T-DXABEA A7 R iF]
TR — IRy E R S R, ILD/p AR N
19% (HH=39%,57% ) , TWifES.4 mg/kg T-DXd
FIHEH R AR B BIILD & A . RN, X Fh )
A XU 81T 5 43 352k far DX d A B 1) 71 4 TG
Koo BHMSLE T R, MR
A T-DXdJ5 H 30550 s R ILD/p , T B 3
DX AR sh P B 7R 57 & TR B . i
Gh, HABHE ) AS R 3Z R (19 55 T DX A ADCZS )
( WMHER3-DXd. Dato-DXd%5 ) b [5lFE W23
ILD/p&H: P4 4 4 b, T-DXdESHYILD/pr]
RESE— R RO S AR Y il B S I

A3t VY 2 B HUAE N 55 — R BTHER 2 ADC
2y, H45HEiH ST-DXAFTEREL S %
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25 1) 2R PG 2 AP PR 4, T
S A0t 4 7 T F AR A0 3R PR L LB A VT B
( monomethyl auristatin E, MMAE ) 1 N4 %4%%
fo o AT 43t VG 2 AR LT 2 BR R
H R HER2 AN [R] e 7 H E A B & Bl HER2 3 Al
J3 MR AECO0SIRRIFSE Y Hh A 7 2
Hpy = 2RI FHER2 B ik /v 0k B, R4
mOSA 14, (HIEHARMERILD/p AL, 2
7N ADCZj 1175 F1LD/p i XU 1T BE 32 2 B (A ) #E
SUERD R . AR RS 2 R N 5
Wi, AT HE— SRR IAE MR, ARG PR SE
S TR ek, NI 2 R RS .

ADCZJY M SRILD/p ) 2 A R AP 5 B
FLZRAR L B RIS TT 52 B b R R R A P
PIMISE. —0 ARSI ABrSE © woR, #5%2
T-DXdiryr B EE T, mig (=75%8) .
HILD/pfi s . BRA s BB A s i % . A9t
2 1 L S A it S il < i 11 BB TR ) B
ILD/p. fEDESTINY-Gastric06Mf5x (*°'
( DESTINY-GastricO1 i+ FE #5 #2273 W 58 )
., T-DXd =347 HER2 BH M 5 i A ILD/p i
RHERMN32% (341, ¥Ih1~2%%) , BEMT
DESTINY-GastricOliff5¢ (9.6% ) , iX—2Z= 7 0]
AEVA DA T Il PR EE DX LD AN R L . & FA &R
I5E3E, DI IR 25 20 LR, i
PO AT TRILD/piy g 1427t . 20244F (1 %
BRI RAY B4R TR RO A e [ 3
YU (202408 ) ) %A W7, st H S bk
KRS0 TN, A S AL T-DXdAH
TR R e R R e AR, T2
Lok, IR BRI R

SR, ILD/p i & AT I 5 55 WA 3800 Tt
o fldn, By Y ol 2k s
WA S T S R AT Y [ 2Pk
It (drug-to-antibody ratio, DAR) =4 | , ~E
BB IE RO . 72 EBR 1T/ GATSBY Wit
S R 2 R SAPTIA S T HER 2 BHE e R e
W FEREE I, 2SR ER, ILD/pE AR N
T 1% 93— A0 2% 8 7 ADCZ5 P ARX 788
(DAR=1.9) i 1 BB mmrse > @R, ILDpk
MR E1520.0%, SRTTILD/pHY & A= R nl el T
I RBFFE AT SHI0 25 5. ARXT8SHIFSE PRI B fE A
FERFIE CINRREIRS 502255 ) S RN RIS By BEXot

ILD/pIAFIA . ( iIGATSBY #FE T i i 1 fie =
RGAEHEGE ), MAELVERPLEIA & S5

WAHTADCZ 4 7] [ i ¥ ) HER 2 45 11 1 19
ECD2MIECD4, XL ADCZYH{EI-F- I A P AU
T T3 AN B SR B & AR RS o il ZW49 k2
—FOBTADCZ ), FEHIRYT R (AnT )
W) SRS YEHER2 PR RAE 1Y T wrse
AR ILD/pAHSC
3.4 BEARBR#BEar 4 A (tyrosine kinase
inhibitor, TKI) %254

TKIZEZ5 9135 SILD/p i) BARHL ] i oA 5 42 1)
WY, ATRES s S S e R 2 2 e
WITYyTANBEZE 1, [RS8 R HER2 J 36 Jz 2
K F3Z 4K (epidermal growth factor receptor,
EGFR) MTKIZEZYhihe ek & 2B 2k
Y7 I IR ILD/p R A % 0R0.8% (14135 ) .
T AE 55— R R JE B & CAPOX —£R IR Y7 I 11
B AT ), RARIEILD/pA gt
AL, AEXTIEIE R (HER2HE & ) PR 2y
RIS IR THER2 B BB A5 > v, d40k
A ILD/pAH S, LR & R /R AN [ TKIZY
W BRI AR YT 7 % I AN B S R B 5% R A7 25
St TR R SE B th 75 45 & HAR I 25 5K mg XHILD/p
LRI A s W
4 CLDNI18.2% a8 AMiE SILD/pHEE IR
REA SRR

CLDN18.27F i 24 A J5E 3 1P 1Y) 2 5 5 5%
LR B A SRR S 1 2R GRS XA L Ry AR 1
WHITHEA LT #0 A CLDN18. 244 # B EC LI
By s g PR 2 B 54T ( zolbetuximab )
72 M HSPOTLIGHTHSY 1 FIGLOWHFSY [*°!
i, ffi FHzolbetuximablk 5 L7 7ECLDN18.2 5
Fik [ 44k2% (immunohistochemistry,
IHC ) 2+/3+H =75%MI@ 4 BHE: | . HER2F
M B — R T TP R HIE T . SR
HAAFEEN R, £ LRWIIRFR S, ILD/pA L
RN 2.15% (6/279) F12.36% (6/254) , H
PN E AN RN . AN, BUA ISR K E
ILD/p§ ) & A5 AN bR CLDN18.23 55 1
(A LE A M . 7F T IFASTHFSE 1), fi
HzolbetuximabIt S54SRy B 7EFAHICLDN18.2
PHYESRE (THC2+/3+ H = 40% g 4 B )
HER2FAME BN RN, ILD/p KA F H2.6%
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2 EARRA ) , 5 Eik AT e R
L, RN B RN Y & A v] REAF IS T4
SRIRACESIMERRPLE] (£3)

Fizolbetuximabl, %1%JCLDN18.2[HM: & Ji#
M ZFaTT R IE R R T, BIECAR-TH ST
2 (CT041) | FMIEYT (TSTO01 ) KADCZY)

(CMG901/AZD0901 ) % 110 SR, FIRG M A
DLILDAHSEAS B W Hi2i8 , $E [ CLDN18.2J7if5 &
ILD/pHYAH AL T i — AR R .

5 HAFEESZMIANLTESILD/pr EX IR K
REERE

B IRYT SUIE 2801 MG GEALS T 10 RS R 0]
RIS AR . RS X B o FHLHIE I TR
A, WFL Y FIAR R AN (mechanistic target
of rapamycin, mTOR ) | Dickkopffl 1

( Dickkopf-related protein 1, DKK1) . I[N
AR F (vascular endothelial growth factor,
VEGF ) S5 5CHE 538 B VR B W Wt , HHE2h
TARCHR I 25 IR AT & (R3) .

51 #bFAEmBY

PO LA A B 24 ) AT 3 S R I A I RN B

S O R AR BUMIE RN, FE AT R

ML EZAME, ARG 7 EEILD/p A A3
FrEREZES, HARAERNEZAYMIE, Hm
JE B M 25 2 F D R . DAL P e 2k
KA F3Z21K2 (vascular endothelial growth factor
receptor 2, VEGFR2 ) #Iil50IFlif 2 Je R, Fe
FZPRIT AR e . TREEPN LAY TS
I T R ARIEILD/pFft (0 T BT
JEBRA S B F R BT LAY T T BRI 1 BB
g2 L LD/ p R R HIN4.0%, FWRIEE
IF AN A E BN T ILD/p iy & A XU o b4k,
22 T U0 o) 590 F A% R JE BR A e iR I AR 1 bl
REGONIVORFFE " vt 75 H ) B s XU
160 mgZHILD/pk A= % 51433.0%, 180, 120 mg
HAR DA, $RILD/pi kA5 25 W) 74 5%
B YIAOC, M EAESEAT Wi Je Bk 5542
WL 2RSS (FRUTIGA ) ' iR R4 il
P, FE—2LENE T ARSI A 259 Rl A7
R E WS TE . DRI BRI, 7R
PRAC B i 75 BT JE T 25 Re e | 7R 0 B RNk
G Z A RES IR R, Aok
FI R R A EDREY o, T oA 5E
PSRRI, LLEALIATT Hewg .

R3 BREGUBHMEESEXERRERILD/p& EE

Tab.3 Other targets-related to clinical trials in gastric cancer and incidence of ILD/p

.. . Clinical . Treatment Incidence of ILD/ Incidence of ILD/
Target Clinical trial Intervention . . .
phase setting pneumonia all grade  pneumonia grade 3+
CLDN18.2 SPOTLIGHT "**' Ml Zolbetuximab+mFOLFOX6 IL 2.15% NA
GLOW %/ M Zolbetuximab+CAPOX 1L 2.36% NA
FAST '’ I Zolbetuximab+EOX 2L 2.60% NA
inib+ i +
Antiangiogenic drugs NCT03878472 Los) I Apatinib ca'mrelllzumab neoadjuvant 4.00% NA
S-1=oxaliplatin
i +
REGONIVO |’ [p Regorafenib (160 me) 3L+ 33.00% 33.00%
nivolumab
FGFR2 FIGHT '*"’ T Bemarituzumab+mFOLFOX6 1L 1.30% 1.30%
mTOR GRANITE-1 '™ M Everolimus 2L+ 3.00% 0.70%
DKK1 WAKING " la/b  DKNOI+atezolizumab 2/3L 8.30% 0.00%

FGFR2: fibroblast growth factor receptor 2; mTOR: mechanistic target of rapamycin; DKK1: dickkopf-1; mFOLFOXG6: 5-Fluorouraciltoxaliplatin
+calcium folinate; EOX: Epirubicintoxaliplatintcapecitabine; NA: Not available.

5.2 MR EFgEmiet kB F 24R2 (fibroblast
growth factor receptor 2, FGFR2 )
FGFR2& B FIRIT A TERE A . DB 2 Bk
¥ ( bemarituzumab ) J&=—Fp AJRAL o yE Bk &
F1G1 (immunoglobulin G1, IgG1) H v EHT

A, TSP 4E A FGFR2 b 41 it 4h &5 A4 J

IHIFGFR2bIG L, FFXF R IAFGFR2bAY Jih 8 41
Wk PR R i R E ] o ZEE PR 1T AFIGHTAH
5% 7 | bemarituzumab®Bt 4 mFOLFOX6—4;
IBJTFGFR2biT F ik F (5 ) FGFR2bHER Y 1
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TR RO A SO A AR B T R TR
iR WoR, ILD/pRA#ER1.3% (1659 ) .
H A 5 1 G R %8 ( FORTITUDE-101 £
FORTITUDE-102) ) [EAEgE— AL B I
ST B S E AT O SR AE M B i rh IR R (B
53 Hphde s B9 X

B k2 ah, HoAhw B B iR )T 2
BT TR AH S AN KR o 5] i m TORA il
FME4E 5w (everolimus ) 7E M METGastricf
7% 70 R LIGTT IA) B  HE IILD /p i K 2
FHN3.0% ( =39050.7% ) ; DKKIHIHIFIDKN-
018k & atezolizumab Y ILD/p & A=K 1£8.3% Los
1M 0] 728t - b f2 %% 4k ( mesenchymal-epithelial
transition, MET ) #lifl5] ( ANBA4NZ-ERPhr ) K
WAMLIT T R MM SR R T R RILD/p
AR ARG . ARG R SE B P L Rk
WAL, 3% - TR 0 245 9 R DA it 463 473 S ek
ST B B R
6 BERRE

EERE PR AHE, WiF20404E 0 4
BRI T AR AR 20204E 8 K 70% , AR T
R BV IR B80T 1], FET- B =ik 13007
o] ) MG . ICIE 2 A R T AT
SR ZY, Y] R BN AR W ILD/p .
AR 259 T 2B IR L 45 A e, BB
B R S B L R A R
20 o B A5 P R A B A R A . RS B A )
FEARL, HR X H R AR ALHI IR A T s A B
i DA 125 DR R it 5, DT A 0 e, 4000 ) 6 3 2% it
b

T SR A I R A OB T R B R TR
t, WKL RKTRA T 250 M CILD/piy & A=
SRR EASSE S R N SRR A N
RIFLSCH ARG, l ol B RO 54
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