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Palliative and Neoadjuvant Chemotherapy for Advanced Gastric Cancer Patients

Hee Seok Moon

Department of Internal Medicine, Chungnam National University School of Medicine, Daejeon, Korea

Gastric cancer is the second most common cancer and the third leading cause of cancer-related deaths in Korea.
Many cases of gastric cancer are detected in the early stages on standard medical examinations; complete surgical
and endoscopic resection is the most recommended treatment for early-stage gastric cancer. Nevertheless, many
patients have already progressed to advanced gastric cancer (AGC) upon diagnosis, and the prognosis of such
patients is very poor. Combination chemotherapy has been shown to produce a better quality of life (QOL) and
to increase overall survival in AGC patients. However, approximately 50% of patients do not respond to the current
first-line chemotherapy, while most patients who do respond eventually show disease progression. Accordingly,
various second-line regimens have been investigated, and active salvage chemotherapy has been shown to improve
the QOL and clinical outcomes in select AGS patients who can tolerate it. There is also an increasing need for
neoadjuvant therapy for treating gastric cancer; therefore, various clinical trials have been set up to investigate
different regimens. Neoadjuvant therapy is currently established as the standard treatment for locally AGC in Europe;
it has contributed to lowering the nodal stages and has reduced overall mortality rates. Despite these benéfits,
many uncertainties remain. Therefore, further prospective, high quality randomized controlled trials for neoadjuvant
therapies are needed to clarify their clinical benefits and to establish the most effective treatment strategies for AGC.
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5-fluorouracil (5-FU), cisplatin, epirubicin, etoposide, me-
thotrexate, mitomycin C, doxorubicin 59 LA E TFS
2 8ol A4S FPHETO| BA BT R ASAREE
A7) ol tRE 27 ok et Bat alsistaol
Eojx]a itk 2000 Z¥E7EA] FAM (5-FU, doxorubicin,
mitomycin C), FAMTX (5-FU, doxorubicin, methotrexate),
ELF (etoposide, leucovorin, 5-FU), ECF (epirubicin, cisplatin,
5-FU), FP (5-FU, cisplatin) 5-9] t}oFst E3a o] AML-E
Atk Webb 5°0] B3t 2567 9] YUTAE datoz 3
ECF} FAMTXE bl 3t 34+ 9laei ol A ECF7} $-2st
MZ717HZSEE 8.9 vs 5.771€; p=0.0009), 442545
vs 21%; p=0.0002)1} F-218Y AHZE7|7HEAZFL 7.4 vs 3.470
; p=0.0006)F HojFu2 F=i Y& FHA= 22
77 B2 PPt o 71T gl Kim' So] Ba
3k 32474 9] RS e = 3 FPe} 5-FU @5 W FAMS
H| 23 E ohE 34 AFollAl= FP7E 2 4RSS,
26, 250; p<0.01)& Hof AR} u|FN N HZAAX] BE
Az g} gk SFUS A% Yoo 0 o o
%4 iz A1ele] Waxih ofof ne §h%, TelT
of Bwgto] WAYsln, diplarin A2 Tt 7, 4147
9] Aalrh WA S oL, olF o) gk e
Fq) A% SojRolo) axoz ox Ixje BRUL §
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HoSTA] X4 EEle S-FU tAl SFUS] AT7-E G54
9] capecitabine (xelod®)T} TS-12.2 A= )3, cisplatino]
H|gle] Fz2Rgo] -2 platinum AJRYS] oxaliplatine] A7]=%]
t} I Qo= irrinotecany} taxane A& (docetaxel, paclitaxel)
Y M= FAA7E =AEHEA 2 K19 A= 4H
= FA7I7] A7t ohekd A= AEe] Al=Ea A7t
Y= Qlok

2. 5-fluorouracil (5-FU) ZTHIXH

SFUE 79 BE 9 igrel etstshaiol s
o] Folui OMAlZ, EAispe] Hoby ATHOR WUE 4
S SN B} HElo] AT oz} 7t 91
B ZojAlol= Hujx|&=oin} vl phamacokineticsS
w013 Qo] ol wig ATl o FAHY 4= ek
SR SFUE 239871004 e) 47t AR 2,
A9} 9 719] dehydropyrimidine dihydrogenase (DPD)o]| 2]
sto] wW=A Zol=7] ol EF =5 A FAIs
= Zo] ¥oltt. o]gt EAIHS 25ty fIste] 5-FU
prodrug E+= DPD inhibitor 52 ®Wg3h= thefst B o]
AL Tegfur’s 8% 5E8 oA §A 5 A=
= AF N 7878 5-FU prodruge]tt. ZH} p450 enzyme
system} FA|Z U thymidine phosphorylaseo]] oo} HH
3] 5-FUZ Agkglth UFT+= 5-FU prodrug?l tegafur®} uracil
£ 1:49] vl&2 St Alxgt AHE tegafur®] catabolism
= Aoz @S5 S-FUY =4 A1 4 Utk Leucovo-
rind} BH-E31H 10-42%2] HF2-S X o], cisplatin & mito-
mycin 52} HE31H 25-54%2] ¥r3-ES Holtfal B3}
3 ek Capecitabine (xeloda®) & 5-FU2) prodruge 2 =4
< E°13L FYAZY fuvoropyrimidine s =5 A FAE
4> Q= ootk o] AR 2AtolA BajER] gron, SFU
Eoaa0] JAI71HE ol&SHA] Y= 540l Atk AFFE
HH F-EurE Fot S5 o] 7Y carboxylsteraseo]]
ol3}] 5°-deoxy-5-florocytidine & AEHE F cytidine deami-
nase®]] 2J5}te] 5°-deoxy-5-fluorouridine .2 A3+ T} o
o Z ZFAEY o)A thymidine phosphorylaseol 2J3) 5-FU
active form2 2 A3 x] o] dlota s vpepdth TS-12 te-
gafur, 5-chloro-2, 4-dihydroxypyridine (CDHP)Z}- oxonic acid
9] 34| 2, CDHP+= 5-FU catabolismo]| Zrojsh= @421
DPDE A3} bioavilability S $©]1, oxonic acid= &Y
pyrimidine phosphoribosyltranferases AT o=2 5-FUS]
phosphorylastion-& Hk2J3ko] 5-FU ofgh Fj B4-E 7ha
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SES Hola, cisplatin ®-§ FoA] 76%9] & HHES
Hyskar itk o] F 7 S-FU AlRflE 7122 S-FU AR
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B89 H7HS FPA L R ojeh 71E ohAlne Rt
go| Hol gatel Wolg Emekth Hol W 7loiE B
Ao Rref, sl AR Yol THEo 2 Agsl] mrt
+= taxane AL (paclitaxel, docetaxel), platinum A€ (cisplatin,
heptaplatin, oxaliplatin), topoisomerase inhibitor ] & (etopo-
side, irrinotecan) 52| A9} -8 B¢ AE TSt
Ao 7|gE glol, olo] tet Be Akl Ay
A= 9k,
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Boku 5°& HA| B7s3 919 22} 7048S o2
3t 34 A4L2 5-FU @& Fo, IP (irrnotecan+cisplatin)
Fod W TS-1 &= Foot | &A%t 5-FU, IP,
S-1toll A FURESES 2442} 9, 38, 2800%aL, FXI3Y &
7178 FEE2 2.9, 4.8, 42709, T4 HA BE7|H
22+ 10.8, 12.3, 11.47]1¥€ 2 Rusl, A7 EAL 5-FU
o} T17-& Avisigont IPFolx $argol vErt o &
Stk o] A2 FaA P FERUL SFU BE Solo
ujste] ) AE71ke) ofu] Sl A FWHA Zaigl
T opA) RaFgo] Mg Wi, TS B Eoje] A9t A
zE7|7re] M AE AT S YA E B SHete2H o
ATE ol TS-1& 7Hko R 3 5 choket QaradTel
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2) SPIRITS g7

Koizumi 5'& A4 B7p53 234 9% 3 305
Ao 2 TS-13} SP (TS-1, cisplatin) 553 74 Bo&
EA8HATE o] Aol A S-123} SPe] S AA| ALY
7+ 7z 117183 1371 € 2 SPo] S48t il (HR 0.77;
95% CI 0.61-0.98; p=0.04), 213§ P=7|7ke] Zzkol A
T 47)Y3} 671U SP7} 2 AEFETHHR 0.57;95% CI 0.44-
0.73; p<0.0001). §FHof| 3= o] 49| =/d2 SPFoll A Ah
Zo g wo] Wty o, A& A A2 gtk B
STt o] AT A 213 L HolA AolA T
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3) FLAGS &7

7|3 34 A2 X139 FLAGS g1 dA 2753t
T2 Holgd A E A =HFR 1,053 RS i
© 2 3} SP (TS-1, cisplatin)@} CF (cisplatin, 5-FU)E H| 1
By’ A A3} SPET CFzold $4 A4 27
7+ 247t 8.67h k3t 7.970E=E 2jo|7} gL, FRIs =7
7ro] FAPE 242 4.8/ 93 5.50L= 2pol 7t ¢iich 3t
|2t SIA| EAJHol| Sloja= SPEat CFEolA 55 o
HES-© 20,5069} 29.70%, 3= oAfe] BRI 7hAZL 3230
9} 63.600, X & T AL 2.5009) 4.9%=2 CFZLol|A] Al
Hog w2 LS BTt
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4) ML17032 217t

31678 9] HA| E7Fs3 MY T Aol Y SAE
Ao 2 Z3iE ML17032 |7= 7129 FP (5-FU, displatin)
A3} 5-FUE capecitabine (xeloda®) 2 T)H|3t XPE v|w
ATSACE” FUUIGEL FPat XP2ol| A 22} 299%¢}
4192 XPoll 4 9kom], R718 HE7|ZIIHE FPek XP
oflA 5.07H &%} 5.6704, =i S AA BE7|A=
9.371¢ % 10.571d= w3t A+ 25 v 22 FPo
Hsto] XP7} H| 59k HAsigith A7 S4Ho A= =
AR B 100 nlghe) 55 $AEL WIS, o A
2 nlgro 2 Xp gekaro] 712 Fpot $59 A\ At
of o F2RR-S Holw, @3]3] A9 7ie|E AR} YA
Baxo] HolH BAe| He| STy $Uske BT

5) REAL-2 913

REAL-2 A7+= FHolA 2334d 99 =l 71 &3]
A== ECF &¢tststa ol A 5-FU thAlof capecitabine
(xeloda®) 2, cisplatin djA1¢] oxaliplatin© 2 tjH|3}te] 7]=
o] ECF¢} ECX, EOF, EOX 47} -8 71zF u]w st 34}
JFAToltt” o] A AA BrFsd Mol 9, 914
SR W AEY 1002%0] SRS ke slel U
X277t 1A capecitabine2] 5-FUo]| ts}ed, oxaliplatin
of dsplatinol] T Z12ke) M| ASRE FAlA R AS
Y2} H2 o2 sfo] Y= e} ECF, ECX, EOF, EOX<-9
4 AA EATEE 2424 9.9, 9.9, 9.3, 11.271€o] 3l e,
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capecitabine2 ARSRE THECX, EOX) 9] 2A] AE717HEI1L
10.971¥)2 5-FUE ARERE <HECF, EOF) 9| 4| A&7|7t
(T4 9.671)ol| HIste] 53R 3L, oxaliplating:
AREEE THEOF, EOX) 9] A BE7IZHFSE: 10471 =
oA cisplating A3 7HECF, ECX) 2] AA| WZ7|7HF
Gk 10.07HD)of vt FE8HA] P2 Ao B3k
A& 574 SHo|A= capecitabined} 5-FUE #ARSHAL,
oxaliplatin cisplatin®]] H|3}e] 31} 4=9] F5 27 Tha
2 A% 54, 9w W @E-EEe dEs Uskon, 33}
49 MAS} TR AEE AR o o ot 22
o2 o] YAATE F3}o] 5-FUZ capecitabine 2 2, cispla-
ting oxaliplatin®. 29 X7 SH3%h

6) AIO 217

AIO (Arbeitsgemeinschaft Internistische Onkolgie) |-+
A &7k 2 Aol Y H HA=HTRY 2208
Ao 2 FLO (5-FU, leucovorin, oxaliplatin)} FLP (5-FU,
leucovorin, cisplatin)& B]& st t}7] 34 Atolck® 221
Y Q=717 FFE FLOZ T} FLP 22 5.87) ¥} 3.9
NEZ 2po)7F R p=0.153), 654 o)/F<] EALAA
+ 6.071€3 3.1 E R &) Q= Zo)7 AATHp=0.029).
4 AA AE7)7ol|l A= FLOZE} FLPZol| A 10.778€ 3t
S8/ <A AR oI} LT, 6541 ol BRpolA
= 1BI97NET} 72702 FLOZO] thas 2 73S Hojs
Uchp=0.081). A& =49 Bl 79, 15, 85, 1=,
H-AF, AEA So|E FLOTOIN BAH o
Aglon), Wk 47350 29 FLOZeIN folshl Btk
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V325 A= el JidE 22 NZEAAIPAAIE 7S
9] fluoropyrimidine/platium 7+2] 3¢t3lsta o ®HEst
L8 BEES FIA7IA sk v oA S8 3 A
A2, Hold e A A ¢ =R 4579
9] 3RE tjAro 2 slo] CF (dsplastin, 5-FU)2} docetaxel-S
CFof| Z7}3F DCF (docetaxel, cisplatin, 5-FU)= B2 E43}
Gk’ DOFZat CF-9] Fhg-8-2 242} 37902k 25%%at
(p=0.01), FX3 E7|7ke] ST S.671d7} 3.771Y
(p<0.001), T AA| L7172 9.271 L7} 8.67§L(p=0.02)
2 DCFoflA S-dsl3l o, 31 429] 55 S5 AaF
A TFF AEFTA FYHA #& AE S4S
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1) Salvage Chemotherapy for Pretreated Gastric Cancer

Kang 5'°-2 flurorpyrimidine/platinume Z3Hsk= 13} =
£ 27 getsista o whgo] gl Aol $i%t 2023 <]
RS Ao docetaxel 60 mg/m” W 35 7+ -2 irino-
tecan 150 mg/m” uj 25 7HH 02 Fojst 74| getslst
a7t A0 AR QWS vlweh 34 AT As Bast
et o] Aol A AR} HAe] X2 2ol A2
A AE717re] Fdgke] 242k 5.37185} 3.871L(p=0.007)
AL LR3IAL, o] ATE v R 12} FAsIstayd
Aot 739 gixte] Maldelzt slrEchH 23 2 32}
A Fao] A Ax aEet LU S
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o] ¥t flurorpyrimidine/platinume 27t 2 3t 1x}
It ado] HheshA o2 dAl 7k AY e
1682 iAoz 22} gk & docetaxel 75 mg/m” ol
35 Foldt 2k A4 9| AR 8xe 72k wigste] At
JaraAro|th" Docetaxel Fojwta} 2|2 2 w7Ee] AR
AE7|17R2 24k 5.27183) 3.671 € (p=0.01)2 docetaxel -
o] felshl Sdstlm, dhe) A SuolAE Perstota
o] 249 x| 8o vlste] AFoHA| WPEe HLsIT

2N 27tkss d
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o AoiMel =25 XIZH|

F 2o o2 F7E FelA PAIES] AT} A3l 2o
A T8I IR 2R BA S| HEAHEA o2 ¥
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Q7 Faph BEHGOL, FR ATE Asdstut EA
ARAY YR Ee vold Aow FeiA Yk

1) ToGA 217

ToGA Q7 A1 i Hol giolst Sl maet
B2} 3 380792 o2 APa AT BY ARA
a5 Z3 A 34 YArATolth” Immunohistochemistry
(IHC)9} FISHE &35}o] HER2 (Human Epidermal Factor
Receptor 2)7} Ao = HHEE 5487 9] SxJofA] XP (E=
FP) @ M3} XP (E+= FP)+trastuzumab Q-2 H| w3} HS
0| Trastuzumab& 3t 739 AA &7 S
747+ 13.8701 €T 111719 (p=0.0046)0|m, TR P27
7H0] ZAGRE 677493} 5.5 A (p=0.0002), 2|5 EF
HESE2 4792} 35%(p=0.0017)2 #2Jet e HAL,
A' =449 7t ek o] a7 2HE IA= s
HER2 /g1 A3 =2 Aol U2t fluororpyri-
midine?} platinum Z7F §3Fska ol trastuzumab -8
axo] 13 & a¥o= HYHSITH

2) EXPAND 217

o] A3t EGFR (Epidermal Growth Factor Receptor)&
AA|oH= 22 FAIQ cetuximabs ©]-8-5te] AAE7HE
3, Hol4 Sk D PATHUNIT B 94BE o
XP (capecitbine, cisplatin) Fo{w3} XPo]| cetuximab -8+
& Wl 34 ATl o] de] wiof maw &
23 AE7|17H A BEZIHY] S7h= WEEA| 48k,
o3l2] YA=| T3 Exo] BEmold Bk skt

3) AVAGAST it

E 3= VEGF (Vascular Endothelial Growth Factor)&
AAsh= TEE FAIY bevacizumab ]85t X134 <
o 9 AA=HARY 774 o= XP Tl bev-
acizumab H-8-F O 2 o] T2 A ste] WaPE it
Z9F A WEZES bevacizumab {77 XP FojF 2kt
121703} 10.171 €= SAAY 9] e Zol= gleut
(p=0.1002), FH 3 YEET} FIHSEIA = 6.771 €}
5.370€(p=0.0037)1} 46%<} 37%(p-0.0315) 2 bevacizumab
H8ZolM S A= S Histginh A7 54
A RS 2 Zol7E I e, 3k o] EY Aol
bevacizumab ®-&tollA iAoz #A o] HHh

e, S R AR $47 YUY 58
o A e A ddust musglo, g

o M= FF A2 ARSI} AL Tdste] oA
5] ==k AX|7} "ot e e A A= TEY
718 W0l 2R3 FAES &Y o 3L vA |94-
olE 7| AR + 9oy, & A FFay WS
FEA Il e & 27 IS s ==
ol "t} X3 e F WS oY A ST AT
2 QIR e T FUART A A E FAEHE RS
T e Aol oy, e RE HXE 7IHE
= A7) A e A F ARl WE FAA =4
2 e A% fHES AMEE =Y e, &
AA= & QA< vk et A Beek el 24
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1) MAGIC 217

® A7 WA F1se 2o AR Sloket Aw-9]
R AL 71 BAE FHNZ BRe] 24 BE9
Tn=253)T & AT QWS st Fh=250)22 1}
F11, 318k -2 epirubicin, cisplatin®} 5-FUR|< AFE
AE 3t s IS 42} 3 oydes Fofdhs W oE Z3Ys
ek AT Aat 53 AEEL & AT sftayizy 5
& ©5 42 363 23%0]4L, AA| HEE(P=0.009) H
T3 YEE(P<0.001)°] oA SAH R e AF 3
sHgRTo] FolstA Sdstith £3 e & ST
309 Y AFEES 22} 46, 45, 5.6, 59N F A=

Slof 2 Aol7} gheg muster

2) FFCD 9703 &7

o] A A Fhsd 9IeF E AL Aok B e
2 3 ATE R 11199 $4 95 23 1339

e A% SRta S He F0 7 hipo] $3iEglon, 3}
shelet @ -2 [VE 5-FU (5-fluorouracil) 7} cisplating £

Foka, e 3 BBt S e A FAX R ¥HSShe
S F2E o] FAJo]aL stable disease FEjol Sl=
Shatol Fhaia] AW QL' A AT} RO FAIEL &
A% seta WS Al FollA] 84%, &t g FLoflA 73%

o M
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= Bt 9 o] o] g o E3tonl(p=0.04), FA|
RES(p=002)3} T FE(p=0003)= $& AF 53
A¥E AT ZoIA F5P o £, SH AERE 2
7 3899} 2462 BHSLANS AW 2N o SUTS
Hustgch

3) EORTC 917

2 AT E FaFoE PH A T g ¢
A QEER MG B} 1448 E o= slo] Byl
S A BBANE S 2o 729, 4 BE 2oz
727g0] g =o] =L, e H FUA R cisplatin}
5-FU, folinic addE Eoja}geh” 2 o7 Ayl RO HALL
S A SEAHS We Fo| 819062 &7 W 2
667901 uI3} I3k BT (p=0.036), A7 T YxHo|
24 A vl HH e A S8t HE w2 19
38.6%% 4% TE oA 19.1%0] H]3] @AI35] &t
(p=0018). T2t} FHROR 52 F I % ALE o))
A BEEL 7 AEE dolMe F oA /YT

Zpo)7} QS-S HAstRch

4 =

Sloke AN 71 Bl AgEls opy Fopow 2]
ekt BAE U3 2AH (22 oA glck Te
o] SR THH S Foll ALSAY L
o Ao ofn] 4219l WA B7ks WA L Mol
Poros ALtEs 9w obas] dAelA 2 4= gick. ol
Be gardTolA oled AstEA | Yok Rt 24l
ARzl ]S BAre] ko] A aHI AEEY S
BIskE G, AR YANAE SAHH (22 AnEw
ik

AR Selutere] 29 Aot ulaste] D2 YA HAPH
9ok Saelq EEA B2 AT G, 943 A=
922 nwsk ek Hie] Hol: Y717t 237
o) A9 Sa F RAPYA R B2 AR A

o ST QA 97171 37 olel Aol gleiAl
5% 5 Hrg|Rold BEATE I 4AL
B S5 ik ofel el T T A ok
NN 4% A AR et Balo] FrhET 9,
on] of3] ATE Bate] 2AHQ WAE FAT Y=
7] S Ho|x, $akg Sl AE aekA) B4 ot
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2 T WYE) NEE Ao B4 g Ao B
sl ik SRRk WA RS e BAoR 2 Holr}
ol & A YA 7} B2 gt we Ajejuj7le}
7] S8l mrk AgEdo| 1 o] Folsh it 9l
77t @ asiA.
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