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Oncological Treatment of Advanced Gastric Cancer

Hee Seok Moon, Hyun Yong Jeong

Division of Gastroenterology, Department of Internal Medicine, Chungnam National University Hospital, Daejeon, Korea

Gastric cancer is not a single, uniform disease, but rather heterogeneous in nature. It is generally not possible to
cure patients with inoperable advanced or metastatic stomach cancer. In the absence of chemotherapy, the median
survival time is 3 to 6 months. Therefore, several studies have confirmed the superiority of chemotherapy to the best
supportive treatment, in terms of improving the quality of life and prolonging life. Various chemotherapies have been
used in the past to treat advanced gastric cancer. Recently, various target therapies and immunotherapy have been
introduced. However, compared to other malignancies, the quality of life and life expectancy remain relatively poor
in patients with gastric cancer. We expect to overcome these difficulties in the future, with better elucidation of the
molecular biology of gastric cancer.
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1. Preoperative Chemotherapy
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Table 1. Results of phase I preoperative chemotherapy trials in gastric and GE junction cancer

Study Treatment No.of RO resection Pathologic Survival Local failure’
patients  rate (%) CR rate Median Overall
) ; |PeriopECF+surgery 250 69 0% 24 months S-year 36% 14%
Cunningham et al.
Surgery 253 66 NA 20 months  S-year 23% 21%
4 Periop SFU/Cis+surgery 109 87 NS NS S-year 38% 24%
Ychou et al.
Surgery 110 74 NA NS S-year 24% 26%
s |Preop SFU/LV/Cis+surgery 72 82 7.1% 64.6 months  2-year 73% NS
Schumacher et al.
Surgery 72 67 NA 52.5 months 2-year 70%

Ciscisplatin, CR complete response, ECF epirubicin, cisplatin, S-fluoruoracil, ZV leucovorin, VA not applicable, NS not stated

o Lol A Z3Pst 3AF HAF 2l Medical research council
adjuvant gastric infusionalchemotheraphy (MAGIC) Trialo]|
A 50375) Sl BALE o o H1%- epirubicin/cisplatin/
S-fluorouracil (ECF)E T3t 3t & BEw-2 H|WLSHY
= o 53 AEE0] 742 36%<} 23% (p=0.009)= 21| UA|
Sg AT P 2RO FHES B IS 2243¢)
A =AY FAE o2 A1FE FFCD 9703 A7) A"
& A% 5-FUcisplatin Foj33} & DS HstY
T 59 T SRk HA) ARl SolA 34% vs 19%
p=0.0032} 38% vs 24%, p=0.022 2u|Ql= XJo|& HoF
lek. g EROTC 4095447 14473 9] A= 91 gheal
At YAt RS A e =2 5-FU/Leucovorin/cisplating:
e A B 77 g dETS H RS, AEE

9ol A 2u|g x}olE HoEA] BalgtHTable 1).

2. Adjuvant Chemotherapy for Gasrtric Cancer
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Wb A2 a0l M a2 Astn geksletane
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1) Postoperative Chemotherapy
2o Harg AA| 7FsE fdelA e T AU R

it mjek EA oA AA| AEEHR 0.82; 5% CI 0.75-0.90;
p<0.001)7} FHAH=7]17HHR 0.82; 95% CI 0.75-0.90,
p<0.001)0] FFFEE Bk, 53 HEENA = 6%
2l9] 3712 Husigrt’ Hdo i) dBe FAos
& 7FsR A SIASRE ez 2709 tigte
7F A= At Al fluoropyrimidines A B2} 3+ A4 <L
TS-1 &= F318WHo|| &-8-do thet Japanese S-1A7}
et o] Aol it W77k 271HA) 37121 1,598 T
o2 a3 1954 TS 1S Tt 2 2o Tt A3
g oz T2 v Skl S AEE(717 vs. 61.1%
HR 0.67, 95% CI 0.54-0.83)o]|l 4] EA4Z ¢l &ojat =715
HIstGth & 8 dFEs 0] FeH o= A
CLASSIC trial2° 1,03552] 2-37]2] 3§42 hA}ol| A]
D2 AAle & 67§97t capecitabineX} oxaliplatinF o] 73}
A3 TS v W) o] AofA S AYEE(78 vs.
69% HR 0.66, p=0.0015)3} FHAPZ7|7H68% vs. 53%,
HR 0.58, p<0.0001)°l 4 §-23t S Hustich 22
o] d&of Z3P= fluoropyrimidine®] taxaned =H3}5}o]
2 SAMITAT7} Bug et o] A7e $& F T
L T4 AT 14338S Ao R SFURY B
¥} taxen¥}o] WA v BRI, 39 FHAAE7ITE
(54.0 vs 57.29%, p=0.273)°]| $loiA] T 22t FAZ 27t
98-S HH#3} tHTable 2).

2) Postoperative Chemoradiation Treatment

556789 A=A ok A e - S-FU/le-
covorin¥} radiotherapy & A|¥et 3t & & A3} ¥z
& W& Intergroup 0116 AT AL 31 2L A (51
vs. 40%, p=0.005) SJu]g) o] S M THYL. o] ATL
54%29] EAtol A D1/D2o] &3t g AA||7} o] Fof%]
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Table 2. Results of phase III postoperative chemotherapy trials in gastric cancer

. Survival .
Study Treatment No.of patients - Local failure
Median Overall
5 Surgery 530 NR  S-year 61% 2.8%
Sasako et al.
Surgery+S-1 529 NR  S-year 72% 1.3%
g Surgery 515 NR  S-year 78% 44%
Noh et al.
Surgery+Capeox 520 NR  S-year 69% 21%
5 Adjuvant UFT or S-1 723 NS 3-year# 54% NS
Tsuburaya et al. - -
Adjuvant paclitaxel — UFT or S-1 710 NS 3-year 57% NS
Capeoxcapecitabine/oxaliplatiny, CR complete response, VA not applicable, MR not reached, UFT tegafur/uracil
Table 3. Results of phase I postoperative chemoradiation trials in gastric and GE junction cancer
No.of Disease-free  survival Overall  survival
Study Treatment s - - Local failure
patients  Median Overall Median Overall
MacDonald |Surgery 275 19 months 3-year 31% 27 months 3-year 41% 29%
et al.”’ Postop SFULV — SFU/RT — SFU/LV 281 30 months 3-year 48% 36 months 3-year 50% 19%
11 |Cape/cis 228 NS 3-year 74% NS 8.3%
Lee et al. - -
Cape/cis — chemoRT — cape/cis 230 3-year 78% 4.8%

Cape capecitabine, ciscisplatin, ECF epirubicin/cisplatin/infusional 5-fluoruoracil, LV leucovorin, NS not stated, R7 radiotherapy

A FptHe AolA Agto] oy, WA A&7t e
=4 AL PHof] Fagt JTE AT ¢ e AT=E
B712 4= Atk oA Lee 52! 4587 9] D2 o)A
Feg e 7] BIVERE dide = 3t ARTISTAE
TR} o] At D2 424 & Capecitabine/Cisplatin:
WA 2825 AlE 7 6219 AR BT Fogt
TOF Uiro] A4S 319, 3% FHAYEEA(78.2%
vs. 74.29%, p=0.09) TAHI ztol= ot A 4
¢l 3968& 71 24T 3 FHEAAEE(77.5% vs. 72.3%,
p=0.04)%lA= gJu| Q= AfolE B astch. A nl=o]
Ae A=A ERST AU & T PP ARE
FEAEHOZ AYH o Agstal glo, LE|UEE
SEFGE FotAote] 79 D2 919k o] HHH O R A e
I glom, & T g A A= it BApe E2
8= 183 ARTISTAFA S5 F PR R|| 2714
QA AR 2128 AFHoA 3 7 BE7IZHY] 7}
o] 5%l Epsithe A ATE £ F SRR R
Hoh= 8t a7t AsEa Qlok 35 919ollAl9] ey
A A& gt 719 ATt BeslaL, X Sy
2ol A Al =] 3L ARTIST T4+ ZAx7t 7€k
(Table 3).
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3. Palliative Chemotherapy
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FeA A7 E7FsstAY Aol e AR $12
oA ¢ Fretalsta S o2 &A|57] Hrh= ool &gt
5 9 Ast Ao T St YAt QI HEH
(Palliative) Q1 X 25 F2of £ Jich titkeo] A-olA
Bt 6711 B AEZIZE A} 4] A el At
Ao, ol5 AR stof HA| E7Fs7 A3 2 Aol
Sjergialol A aeratata o] AwE T glek. S-fluorour-
acil (5-FU), cisplatin, epirubicin, etoposide, methotrexate, mi-
tomycin C, doxorubicin 52 FAAE G502 ALESl=
35 T WEEC] A1 ¢, vhe AGARME 7] wieol
R 27 oS Wt EgddEsta o] FoE1
itk 2000 ) ZEH7HK] FAM (5-FU, doxorubicin, mitomy-
cin C), FAMTX (5-FU, doxorubicin, methotrexate), ELF
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(etoposide, leucovorin, 5-FU), ECF (epirubicin, cisplatin,
5-FU), FP (5-FU, cisplatin) 5-¢] Thfet B3k o] AREE]]
t}. Webb S0 B1gt 25639 9Jotaias gatoz o
ECF (epirubicin, cisplatin, infusional fluorouracil)?} FAMTX
2 W|Ee 34 IAITON EGE $98 A IR
8.9704 vs 5.770€; p=0.0009), £ TF-2-E(45% vs 21%;
p=0.0002)3} 73 YE7|ZHF S 74714 vs 3.470€;
p=0.0006)= R15t%11, o] AR ECF= 718 7123
? Fdaor F=i A7 FHANE HIHA EE
Fstetaos TrEy Qlot hAR SFUE A& A5
of & A " S AT A 2o ol b
S 9 SR S 85, cisplatin A% 7
I FE, G715 Ak IS 4= 1AL, o E sk
A3t FAA F AT pHFRA L] Bao = AA| 2l
EHES FEdte AR Ut ol siEst] Sl
2000 o] HolEHA A& AHFH= S-FU Al 5-FU9
ATL 9 =9 capecitabine (xelod®)T} TS-12.2 )=
A1 cisplatino]] H|5}e] F2RE-o] A2 platinumA| A ¢l ox-
aliplatino] 270 =Qith I ¢o|= irrinotecan} taxaneA| A}
(docetaxel, paclitaxel) 59 A2 FekA =ARHA 2
A ke A= dAe A7) R Rt A= A=
o] A|=El AFEIL gt

(1) Oral Fluoropyrimidinesbased Chemotherapy (TS-1
and Capecitabine)

O TS-10]] T3t IS 2 Boku 5-2° AA) Br1s%
9k A} 704 Ao R T34 A

&, IP (irrnotecan+ cisplatin) o 4 TS-1¢HE FojZ-S
| BAslgch S-FU, IP, -1 A £ vhs-5& 7hzt
9%, 389, 2800 T TR WE7]7He] FAZHE 29704,
48704, 42714, $4 AA) BE71ZHE 22 108719, 123
MY, 114719= Bustge). Ao whe Ratg ZHofA
5-FUSL TS- 120l Hulstg oLy, IPFof A F2k-g-of Wl
=7} o Stk o] 4TS BiA IP RS SFUE
Folo] u|sle] MR AHE7|7H Qn|E FAS FHEHA
T3, oFA| Bakgo] A3 U TS1HE Eojo] AoL
AA| 717k QolA BS54} LS SAo 5
Ark E3F o] ATE B3 TSI 7Hke = 3 vl YA
F7} A=) w3t A7)0 JE Koizumi 5-2 24
B/ A4 9% 84} 3059S iAo = TS-13} SP
(TS-1, cisplatin) S5 742} R0l vl@ BA51g0H, -1

¥} SP9] S AA A&7 47 1171E3 13714 =
SPto] L35k 2 mH(HR 0.77;95% CI 0.61-0.98; p=0.04),
TR AE717H] LB E 471 671E =2 SP7t
L2AIsFEHHR 0.57;95% CI 0.44-0.73; p<0.0001). ©] ¢
AATAT A3PE # Aol Yol TS-195 Hrk=
TS-1& 272 3 Edddslietao] ¥ «dds 95
3L, o5 EdE LEojlx= SP7E A3 9 Aol ke
BEE AaHoZ AAHIT ot o222 Capecitabine]|
et A5 AR 316789 Al E7FsT AR B
HolA 9Jet S gatoz AYPE ML17032d = 7|1&
9] FP (5-FU, cisplatin) 8¥ 3} 5-FUS capecitabine (xeloda®)
2 QA XPL v)w A7t % whsES PP}
XPoll A ZHzE 29%2} 41%2 XPolA =3tom, X3
RAEZ|Zl M = FP} XPollA] 5.07] €3t S.67]d 12]x
TG A BEZ A E 9371 2 10571 d= w3t
H+ S HigC = FPo B|ste] XP7L B|E5ete Halst
Aok A7 SAAHAME F Na2d 2T 10% 1T 5
28-S Bk, o] A5 vig ez XPe 210l
71&2] FPet 553 A7 Ao} o FAES Holn 23]
2] AW 7HElE AR AU Faido] AojA 2Ate] Ho
SN EeE Huskit:. REAL-2A7 = FHolA
A A A=l 7 &3] A== ECF st ar
ol A] 5-FUTjA10| capecitabine (xeloda®) &, cisplatin T 41¢]]
oxaliplatin® 2 tjA|5}le] 7]1&29] ECF9} ECX, EOF,EOX
4712 S 77t Hlwdt 34 A dFolth o] A
A 27T Aol e, A= FAY R A=
1,00274 &) 225 ez stof A FEZ|ZE] floiA
capecitabine 2] 5-FU¢]| tjj3}¢d, oxaliplatin®] cisplatin®]] gt
Z}7}o] M| B85S FHetLAl st AS YA HAHo=
sto] 3P gich. ECF, ECX, EOF, EOX#2] £ AH|
MZE7\ 7S Z+ZF 997114, 9.9714, 9.371¢¥, 11.27]1¥]
2, capecitabines ARE-EH FHECX, EOX) 9] A BE717t
(F47E 10.971¥)2 5-FUE AH&-gF ZHECF, EOF)¢] A A|
RE71ZHESRL 9.671)oll HIste] B53HA] ¢Sk, ox-
aliplating AM&-3F w(EOF, EOX) 2] HA| BE717HFSL4k
10470 %= GA| cisplating ARERE FHECF. ECX)-9] AA|
RYE7IZHF L7 10.0712)o] Blste] EF8HA] 2 Aoz
BBtk AE SYSHOIAE apedtabinett SFUL 5
AFSFR AL, oxaliplatin cisplatin®]| W]3}o] 33} 4= 9] =
ETILS, AR B4, 9E 9§ BH-AH5] WE: Ut

ouk 33 4w9] Akje} B AAFE Ao o Btk
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AZHOZ o] i ATE Fko] SFUS capecitabine © 2,
cisplating oxaliplatin® 2 9] )& 7} 93

(2) Oxaliplatin Combinations

Oxaliplating Z3$Fst thefst phase IHHFOLFOX, EOF,
XELOX, S1 plus oxaliplatin)7} Z13§=]%1 31, thA| 2 oxaliplatin
o] E3e BEBE S 406706] WSET} 8154
Hg AEYE RS ek $4 1B 34 A7
NOBTE" 7] B7ks 52 Hol4 9igt 9 A= eiahe
< 22092 tjAre.2 FLO (5-FU, leucovorin, oxaliplatin) 2}
FLP (5-FU, leucovorin, cisplatin)< H|n3lR 1 F213) A&
717t8] F4EE FLOS 2} FLP: 212 5.870 et 3.970 e =
20|17k 01K (p-0.153), 6541 o]/¢9] Aol A= 6.071
A7 31702 Augles Abol7F JATHp-0.029). FFHA
AE 717to A= FLOZ T} FLP-oll A 10.77] €2} 8.8704
2 A SAHY Zel7h UL, 654 o SApA =
13.97§ 43 7.270 = FLOFO| tha £2 HFS HoAFS]
THp-0.081). A& =449 Aoll= 79, &, 25, 9=,
A-NHZ, AFEY SHAA = FLOZA SAZH R
Aoy, YxAHFY 9= FLOZNA f9stA =Sich
QFA 7]&$t REAL-2H+29)| 4] EOX (epirubicin, oxaliplatin,
capecitabine)w©] ECF (epirubicin, cisplatin, infusional FU)
ol v|3le] HFAYE7]7Hmedian 11.2 versus 9.9 months,
HR 0.80, 95% CI 0.66-0.97)2] 3-2]3+ SFAFS ¥ 13} c}.

(3) Irinotecan Containing Regimens

Irinotecan & TIOIA] 72 ALGEIATL, T o
9] FOLFIRI H3Heo] gof gt A= thddella A3
=ik FFCD 9803 A" 1367 9] a4 2letakrtol| A
FOLFIRI 8 £&#3} fluoropyrimidine/leucovorin®] cis-
platino] FAE YA, FAHA| 2 & Hlugt 4=
FOLFIRI 2 Eof2o4 4jzoz e uh38@0%
versus 13%, 27%)3} 71 B9 AHE7]17H6,9 versus 3.2, 4.9
months)@} AA| A=L(11.3 versus 6.8, 9.5 months)S E i1
Stk et makaola] 4169] WA Al gIEEAeh
3} 9JX EA}ol| A FOLFIRI ¥} ECX (epirubicin, cispla-
tin,capecitabine) LWL ¥IT BABNAT HF FA
E717t, AA| BE&A FOLFIRI& o] tha Eqkon,
FAALZ ou9e Aol glrka Rustglet" rinote-
cano| Z3+E E3l318lQ 1 9] phase 1T (capecitabine, S1, cis-
platin, docetaxel) AT-E EF3) M B 42498 RS

20  www.gicancer.or.kr

7 10-1278 4 9] Bt AE7|17HE Basta ok

(4) Taxane Based Combinations

Paclitaxel 7} cisplatin 32| thgt of2] HA5-7F 23
slout, tiRie] o] oiat hao] Wje A1 e
AR ate] fEATI B WAL Ytk AR 4349%
o] Bt HHES HolaL 9- 137U Bat BE7IMe H
S Qlon], 557 asT} e Bolshdel S4e] s
7FAAe R =2 Aoz A A th docetaxel o] 7S
cisplatin, infusional FU, irinotecan, capecitabinei}2] B39
Hofl gt o8] A77F Y=o, T Fofl V325SHF=
2ol e WA A 54 FHAE 712 fluoropyr-
imidine/platium 719} 3etalsta o] Wgto s Y&
= FIAZILAL Sk ool S 3 YAETE Aol
A B AP 99 W ARG 4578 0) B2
Aoz 3l CF (cisplastin, 5-FU)2} docetaxel & CFof &
7}8+ DCF (docetaxel, cisplatin, 5-FU)& v]1 £}
DCFZ3} CFZ] %o WS-8 217F 37009} 2507
(p-0.01), FH& HE717+9] F4g2 S.671€3} 3.7704
(p<0.001), 5% HA| BE717-2 9.270 87} 8.67]H(p-0.02)
= DCFold $Usigou), 3349 55 E57ULF
I FELETT FdaFolA FsH =2 A& 4
B3t o] A+Z21E Ed|Z DCF (docetaxel, cispla-
tin, infusional FU)-Z 2184 Y1FAI =20 Slof ml=3} F-3
4] ECF (epirubicin, cisplatin, infusional fluorouracil)@} &
of 121591 A FBE AEET Sc

2) 17} SetststeHo| At ZH| 27158 TlA 2I40M
THE LSS

12} Ffsteta ol ¥hgo] JIAY A= Fof AstE=
7Y =2 Aol Aol A4 FAx =t 249
AA 2 7tS Hwshes g4 A7 2ol R
ol AT AT HEH Ao HA Ao} oFA Y] RAE
a3 A oS arEste] SR A roqRE AAs)
= o] vigtAlsim, o]& st Aldsh= 749 AvkE e
2 A FgEtstario] A AAArEY tha F&
AAATE B1sta 9t} Kang 52 flurorpyrimidine/
platinum& E3F5H= 13} B 231 ok3kea o) Bhgo)
P Aol o 2027 ] RS hALe = docetaxel 60
mg/mt® 1} 3% 7H2 -2 irinotecan 150 mg/m?’ ] 2% 7HA 0.

2 Fofsles FAZEet Mt 249 A8 vl
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g 34 AT ATE Bauseict o] Aol AL
I} A2 QoA Q] AR AYE717Ee] Fdgto] 4z 5370
23} 3.871L(p-0.007) Y& BEIF I, o] AFE Highe
12} getststayol Mgt 3¢ Fxte] MAlde 7} slgd
b 221 32 33pe] FAFY o] Ao x| 2Bt
©.931e =5}t COUGAR-02ATE= 5-FUplatinum
< 2o 2 g 12} getstetaHol whgakA] ok HA
E7Fs e A B4} 16872 ti o & 23} AR doce-
taxel 75 mg/m’” of 35 Fojgt Fa} o] XML 77}
9] wigste] Alggt Aot o] AtelA] docetaxelF
o 23t FAe] 22 ey 7he] AA AYE 717k 2zt
52703} 3.670 Y (p-0.01)2 docetaxel F+o] F-2|31A ¢4
SFaL, 4o A SHOA = usteka o] 4] Ax]a
Hell vlste] 4534 ¢S Hiustgich

4. Targeted Therapy and Immunotherapy for Gastric
Cancer Treatment

1) Target Agent

Z| 2o o2 AFE S Gl A2 Aol e
A Fag gt A B2 S50 WHAIWEA o5&
345k EAX2A7F ALEA s o] EAX &
Ale] =0 z= AR AA 2 Ao FAZE 7] v
o 71&9 Fysetan Witste 4 &A1Y SAE
Susin 7jEe) AESA Foael LiE It 5
2 o] @A) Ps ol RolAL ek WA B
QPRI WEH GO, B ATE AolsinE EAX
2A)9] QAR EIRs ole ulujg Ao A gk
olof] A7 YAFA © 2 trastuzumabi} ramucirumabo)
A4 2 Hold AAARAN $8% Ao BuHD
Sick. aAek Sletol chre BATA T WA 3ol
27449l Rl T3t Be AFSo] AT k.
ToGAYIT A4 = ol4) Slotal A= slaiaiaet
A £ 380798 o2 A A7 BHARA e
AE S A 34 Aot} Immunohistochemistry
(IHC)¢} FISHE %3}¢] HER2 (Human Epidermal Factor
Receptor 2)7} o2 W@ 548959 dxlo)A XP (=
FP) 27} XP (= FP)+trastuzumab 2 S ¥ 25}9L
Trastuzumabs H33 3¢ AA| BE7I7HY] S48 44
13.87143} 11.17§ H(p=0.0046)°| ™ 7313 FE7|7He] F
o

47962} 35% (p=0.0017)2 frolet = B, A= =4

9] F7h= fl8lTk o] a4 S ZAR sto] HER2HIY
AePA 32 Aol &Rt A fluororpyrimidine} plati-
num 7t 3tk a ol trastuzumab HH-E- 2 Ho] 13 #&
a¥oz AUty EXPANDE = EGFR (Epidermal
Growth Factor Receptor)& A= dEE 3| Qcetux-
imab& o|-§5t] AAE7FsSE Aol Y H A=
B 32} 9042 thAhe 2 XP (capecitbine, cisplatin)
Fol7 7t XPof| cetuximab*8-8--5 H|wFE 34 Yol
ok o] @+te] Haro] war R AE 717k A AE7
7he] Z7He BAEA) Qoku 9518 J4Ee] HR 4ol
HETol A Btk wHESIHTE. AVAGASTAT-=" VEGF
(Vascular Endothelial Growth Factor)E A|3l= &2
FAIR bevacizumab2 0185k 7YY A H A=
Het 7749 Ao R XPE 72} bevacizumab® 82
2 ipo] FA9 viAste] AUk A A FU
A E32 bevacizumab® -8 7} XPFE oI 2+ 12.17]
At 10.1714d 2 FAAR 2nlSle Aols fLetip-0.1002)
FAY BEET FF BHeEAAE 6.7/ 53714
(p-0.0037)3} 46902} 37% (p-0.0315)Z bevacizumab® -8+
oA tha F53t 27 FAE Hasigich A8 S
= ol 2 A7t Yiglen, 3= ool et TAo]
bevacizumab® &Lof| Al FiF o2 £A FHEo] HIUo
R LA ST Sl EAS| o] Sl Vasalar
endothelial growth factoreceptor-2 (VEGFR-2)2 JA|3}=
human IgG1 monoclonalantibody?l ramucirumabg&- ©]-23t
23 A= - AGT fel it d+7F BaE ik
o 9 ojme] defeled W U4k 34 A7
REGARD A" 23} x| el ofshel 3559 2
3y A Mol A=AHTRALT AAY BRE e
2 A9 HEX]FE 2} Ramucirumab (8 mgkg IV every 2 weeks)
= FoiE H|n 24T o] AFtollM= AR BEZIRE
(5.2 versus 3.8 months, HR 0.78, 95% CI 0.60-0.998)°]| A]
SAHoR {8t S B syt RAINBOW AT
REY 6659 HolA 9Tt A=Y FAES
tAre 2 Ramucirumab-& paclitaxel 7 HEsle] 1S A
35t B AR WE7]7H9.6 versus 7.4 months HR
0.807, 95% CI 0.678-0.962)9| 4] 2]u|QJ= AL BFE 3}
th. @A w|= FDAoA = o] F AF2TE Ed= U3
2 Aol A= MRt 9I4ek 123 fuoropyrimidine
T platinumo] EFHE A4 2] ok5tel 9ol ramucir-
unabe] AHE-E SASIAL, SOl E ZE rlEe R
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oot B2 gAte R ot 34 QA ATrt SRS
o] A= apatinibit 910FS 2:12 729 viES sho] XY
= St AARE7IY SEe] 6.571E o 4.771€
(HR 0.71, 95% CI 0.54-0.94; p=0.0149)Z apatinibo] -
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Heterogeneity2} mutation load”} =& Zglo|n], 3z} AA
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HAR 7 UojA ol T FAHS FESIALA} Sh=
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2) Immune Checkpoint Inhibitor

Z| o) Mg T e WYX EAY ante o4FY
mutation burden¥} A4 ¢low, oS A& © 2 muta-
tion burdeno] F& UF 2 dA Slrk AT
oI A A} tumor heterogeneityS I8 3jof 30, AA=2
TGCA ¢+to] w= MSI Bt} 9] 7-9-+= antigencity 2} im-
munogenicity 7} 52 HFH|| genome stable B} ofl A= anti-
gencity 2} immunogenicity7} B¢ 2o} Immune checkpoint
inhibitor®] AR A FAHAYSl B2t biomarker o]
Za% Zos AlREY, E OE FHo 2= 7|EY Alx=
X oA, B A=A U 2 7He] HAHRAY B S
EoE 53 immune modulationS 535t HlHo 2 ans
FHAZ = S 2T 4= Rk F2ol 493789 X
dL1ggAto| A 37} 0] 59| A=) 4] €] nivolumabol gt
34 4 A77h AR o] AR nivolumab}
SIoFS 2:12 Tk S slo] eI FU VTS
Z+zy 5.371€ 3 4.171€(HR;0.63%, 95% CI; 0.50-0.78,
p<0.0001)0]a1 18 =g lojA 2+ 26.2%2}F 10.9%
2 nivolumab?] & ATE HIsIGIch @A) o]of= o
Immune checkpoint inhibitorg ©]-8-3t &4 (Palliative) 2
TE F FUAR(djuvant) FH 02 4 A7 AFEHL

T=
Aol A 9] immunotherapy 9] Z-g-of tjste] 7]

_'_C'Y_
glof %
2 4

o

2 E

Setol A SIohe 2R Sk 3UAR Ao
olzi Tlg- XAQl opy Fpo R 2vlo] WAsE A
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