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Chemotherapy for Advanced Gastric Cancer in Eldedy Patients

Mi-Jung Kim' and Sook Ryun Park®
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Cancer, including gastric cancer, occurs predominantly in older patients. Although there is no single internationally accepted
standard chemotherapy regimen for unresectable or metastatic gastric cancer (MGC), doublet combination chemotherapy using flu-
oropyrimidine and platinum is regarded as the reference treatment. However, most of the clinical trials that were based on the cur-
rent treatment guidelines were performed in patients < 70 years of age with good performance status (PS). Therefore, the clinical
application of these guidelines to elderly individuals is limited. The available data suggest that older patients with good PS are able
to tolerate the same chemotherapy regimens as younger patients with MGC, and that they achieve a similar efficacy. In contrast,
some studies showed that the same efficacy was achieved at the expense of increased toxicity in older patients, emphasizing the im-
portance of patient selection. Many studies have actively investigated elderly patients with MGC, including randomized phase 3
studies comparing fluoropyrimidine and platinum doublets with fluoropyrimidine alone. Although an advanced age alone should
not preclude the use of effective chemotherapy in MGC, more data regarding age-specific clinical trials are needed to guide optimal
treatment in elderly patients. (Korean J Med 2014;87:521-529)
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A= 10% o]de] 3
rouracil (5-FU), cisplatin, epirubicin, etoposide, methotrexate,
mitomycin C, doxorubicin 50| 1oL}, T FA| ARE Ao
© T¢ SEC] Hal ke A& 7THE gof o5& 24
OVJ 88 AREShe Baddsietao] = AlRgEo] gt
o} 20008 Zu¥k71R] KP4 @)oo A FAM (5-FU, doxor-
ubicin, mitomycin C), FAMTX (5-FU, doxorubicin, methotrex-
ate), FP (5-FU, cisplatin), ECF (epirubicin, cisplatin, 5-FU) &
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(xeloda™) T2 S-1 (TS-1)2.2 t)A|8}7 Lt cisplatin®] ©]3]
F2Rg-o] 22 platinumA| 4| Q1 oxaliplatin © 2 th4|6t= A=
7} o] Fof At
gk, 9, '@l SollA AlE ML17032 34 9 -
= 17} Fslsl e o7 XP (capecitabine, cisplatin)2} FPE
v 8L, T RHES XProllA] o =4al(41% df
3) AE 7|7k FPiLo] 5.0 74, XPto] 5.6
Az w)3sstela, S A AE 71Kk o4 Fpao] 9.37)
2, Xpio] 10.57)42 H|2:stel Xp7h FPuTh 25514 9
go SHoH{18]. + A& o BF tfiEe 3= B
49 5% HAGo] 10% nlwke] ol 4 Waplo} ok
g HollA llal S 02 capecitabine>: 5 S5
H(hand-foot syndrome)& & &3] YO FTtH22% vs. 4%). ©]
T XP= FPE tiA|ote a2l 13 Fefststario s A
3 AT gxwto s 7P wol ARgEAL Stk =
oA AlYEl REAL2 34 A= 4 AHolA 7 &3]
ARE-El+= ECF 8@¥Hol|A 5-FU (F) thAl capecitabine (X) 2o 2,
cisplatin (C) T4l oxaliplatin (0)2. 2 ThA|E 4= Q=X A+
517] 2] ECF, ECX, EOF, EOX 4712 &% 1,002 2] 3
Apo| Al Bl aLshiet. ECF, ECX, EOF, EOXw29] %4 A& 71
7+ 717+ 9.9, 9.9, 9.3, 11.27] 4] 1=1) capecitabine2 A&
2k HECX, BOX)9] AA| A& 7I7HES%E 10.971%) 5-FU
S AH8-3H IHECF, EOF)9] A A& 717HES4k 9.6719)
I} H]25HRAAL oxaliplating ARE-3F wHEOF, EOX)2] 74| A
& 7IIHESRE 10470) HA] cisplating ARE-RE wH(ECF,
ECX)e] A4 AZ 717HF4E 1007127 vl%5te] ECF
QoA 5-FU Al capecitabine2, cisplatin T4l oxaliplatin
o AR 4 9T YA 1lF, A% 49 =
7ol AJaE FLAGS 34 eol Al 105339] 7] 87}
5 38 Aol Slok SAERTRS BHOIA SP (S-cis-
platin)2} FPE v watglch & =2 A AL 717F 8.670¢
(SP)} 7.97H(FP), 7138 A& 717t 4.87HA(SP), 5.571¢¥
(FP)= {-0J3t 2ol 7} Iglont, =4 WHollAl«= SPte] &1
QPASto] 3= o)e] TFFAF(32.3% T 63.6%), EEA
TRIAZG0% O 14.4%), THA3% o 13.6%) S0
FPEo| 4] &1 wo| YIS TH20]. Arbeitsgemeinschaft Inter-
nistische Onkologie (AIO) 34} Aol A= 2209 9] Ehrjof| A
FLO (5-FU/leucovorin/oxaliplatin)@} FLP (5-FU/leucovorin/cis-

platin)E B|aL3}131, FLO 819 F303) A 717ke] -4

4= FTEstaLAl shlth21]. A fhAfoll A FLO2F FLPE]
DAY Y& 717k 24z Fogh 580, 3971, AA| A
Z 717 ZH2F 10704, 887/MEE foldt BA4 Ao)7}
Uch &2 dAtols 6SAIE 2t =9l SR A &
A1o] 43%2 A AE o2 34 AFERT Wol 23w
o] A=, o5 ME O TAWES: o2 EAES uf
FR18 P2 7)7ko] FLOE 6.071%, FLPZo] 3.17H¥2 &
ot Apol7} WEEUIp = 0.029), A2 Huf7px]|e] 7|3t

(time to treatment failure) SGA] 5470 off 237 €42 FLOL
)

o] £t T(p < 0.001), EF BFS-E E3F41.3% o 16.7%
2 FLOZo| ©] 9tthp = 0012). E3k, A4 AZE 71719
FHHE 13971, 7270 € 2 FLOT oA £ Fdde =
UcHp = 0.081). A& =74 59, L&, 25, 1=, AN
A, A 54 5 oA FLOREO A f-2labA] 2 9le
78 5744 FLOO A do] Agieh A= A&
& FLOZ oA o] ZASl=tl, 53] 654] o] =9l 2=}
of|Ali= FLOT-0] FLPRTh 28 o4 A(Fd4at 5270
A vs. 217114, p = 0.0015), 54 52 2xpo] 870f 5
A 727} FHER= AlZo] FLOZA f2latA] &AthsY
3370 5 vs. L7701 $). of2fRt Aaks 34 f1
oAt =9l FRjo 4] FOLFOX QY (5-FU/leucovorin/oxali-
platin)©] =3t P4 Bl o dS Hargt o] A5
Al AA|ThTH22,23]

ol o] ot 3 U dTE= 3k FAME 5-FULt
7448 capecitabine = S-10] A &2 tjX] 7}Fs5}al, cisplatin
< oxaliplatin®} th4] 7ol BrsA A, AA| Bk E=
ol Y dolae] 12} 2tk §2 fluoropyrimidine
(5-FU, capecitabine, = S-1)3} platinum (cisplatin F+= ox-
aliplatin)®] =3} Qe 702 sh= Zog Fr| Iy
A Hdek 2oy a@g A5 F el kS e
2 5h= 34 9 A jldlew, duRt uiet ol Alo
AN ARE 654 oS sH9 L w4 BaE ANFE &
ofth AIO ¢ItollAl= 65A] o] 2] St A] cisplatin = th=
oxaliplating AF8-F FLOol| A 87 B FAR8- oA £
o= AAsHE

ojgte] HAl &7, Hold HdolA 13} Fetetetary
oz =59 Faaniy o= el vlash A4t Al
ek Y29] JCOG912 ¢+= 70478 2] 2hAfoll A 5-FU ©
=3} IP (irinotecan/cisplatin), S-1 TH= X| 25 v} TH24].
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S-19] H|g5/d& SrgstaLA}; skqick 5-FUEo] Bls| Pt}
S-1t0] FoF Whg-Eolu FI8) A& 7|7t S-dg o
A AE 717kl lelA= 1
ratio [HR] 0.85, p = 0.0552), 11.47H4(HR 0.83, p = 0.0005 for
non-inferiority) & P12 5-FUtol| H|al -4E-2 FE3HA|
FFAAL, S-1752 5-FU|| Bls| 854S ASshath
gk S-15-2 1Pt HIs A& 54 WoA%= 9510 S-1
s A5t F% ZEARE FHEACE Gl WP
SPIRITS A= 305789] ghAfollAl S-1 w5 Q¥ SP
(S-1/cisplatin) @ ¥S BIWSIEH25]. AA & 717F
(FGaL 1371 vs. 1170, p = 0.04) B 72080 AL 7|3E
(ES7h 671 vs. 4710, p < 0.0001) 25 SPL0] S35}
11, 3% o] B2 SPto] Wotont WA
T2 3% =L, A& WA AFTE §lo] 9403 Qb
Bk SPIRITS At XA Ee Aol fletollA
fluoropyrimidine TH= Q@ W T} platinum< £715F E3a)¢t
sleta o] UAS U5 29 AHE, o] A+ olF
dZoA= SP7F Hold e 13 EFARE AREHAL
ek
2000} ©]%, fluoropyrimidine™} platinum +7+2] 7]&2]
274 Eekstetaniel g auprt 3t thE oHAIE
W7l 97k Al E=3FE o]FolFrk Van Cutsem 52
V325 AFolA 7]1E9] FP %9 docetaxel2 3715+ DCF
Qo] FP @R} 29F vh-3-E(37% vs. 25%; p = 0.01), T+
Y BE 7IZHFGE 5.6 vs. 37704, p < 0.001), HA| A
= 7I7HFSHE 106 vs. 9271; p = 0.02) HoflA -4=3H
SIRTH26]. 1Lt DCFat2 & AE 717 aFdoll Blsh
A 349 TR AZ(82% vs. 57%), AN TEIT A
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TH30]. 3,80778 2] hAfof| A T 221518} 4 AFR(immunohis-
tochemistry, THC) T+ &3 A|x}2] F3HH(fluorescence in
situ hybridization, FISH)-2 £3}o] HER2 (Human epidermal
growth factor receptor 2) %A & Tt FHOE L2
soae] B B9 vl gsto] FAAKP E FP) 23]
of trastuzumab2 F71Rt 7tk A 8K TEtS Wlast
9t} Trastuzumab2: 3=718F 79 13.871€ vs. 11.17]€HR
0.74, p = 0.0046)2 A A AWZE 7|7to] 2.770E F7F6lR L

53] HER2 'Idlo] & Wx2|518F AN HER2 3+ E
= HER2 2+o]HA] FISH /91 ol A= 42714 9] 3Fol
1olE] Q16,070 vs. 11.871<; HR 0.65). 0|2 A= &
A =l A= HER2 g SFxtollA] XP E= FP @M o] tras-
tuzumab@] g Foi7} o= Hygolz Qo] Hal itk E
T2 HER2 A=A % 3h}=2 HER22} EGFR (epidermal
growth factor receptor)S §-A]of] ¢A|3}= lapatinib®™= XELOX
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U AEES] S SelA ZoloAch31). o Hof ohe
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9ATH35,36]. Trumper 5-& ol 4 A3 3749] o7l &
2] g Q4 Aol EFEAY Fh AW D Aol
A, AmSIEER, Sloh B4 108092 Hlo]elE o g3}
o] 3422 pooled analysisE& A3 AL, o 7]oll= 704
ol el A} 25778(23.8%)°] EE FTH3S]. FAl=
ECF, MCF (mitomycin C/cisplatin/5-FU), 5-FU + mitomycin C,
FAMTX7} AMEE|QlL) o] &2 70418 7|EoR F Fo&
Uil A2 &3S Briskdit AnAQ FF WMgEl
U 4 9hSE, FA AL 71 (failure-free survival)}k
& 7Rt A Aol whE Apol= WA Fsdh o
R R L e L R LI EN R
AL, Al g dEieh A (=3 vs. Aol
7F EYHQ TR BHEUTE AR E4 YoIHE,

4
Fael BAolU 4R olie] % B4 glojd 1

A
T Aol wE Y3t Fole WEEA AU vk
cisplatin® 2 X252 ZExjtol A | 5e] 27| ST H[E&-S

A HokE o) 704 o]/ et A= 837 Fofl 417
(49%), 70A] u|qte] Exjof| A= 619% 5 229%H(37%)0] A=
2 27]0f Fehckp = 006), E3k SFUS §oF Frg o
ol uet BAS) HLS wol= 242k A2)E §7E0] 19.4%
vs. 87.3%7} FFofE|o] T04] o]} EAt N = FAXLE
oJsHA| B A2 8§72 5-FU7ZF Fol = Atkp < 0.0001). EJF
SAE A= 712 B4 loiM = Aol el 2}
o] wjgo] 704] mRtof A= 75.7%A o, T0A] o dollM=
61.9%2 +2J7k Aol 7k ARATHp < 0.001). o7 542 2
ARe] ol o3l w4 R4 Aol Y= Al Hlsf A
ol/d Agto] Q= k=8l Ao A= Fstetaw, 53] A
AF7F AdE = RIE7E Atks Ae AARITE ESE 704
ol AES T04| vt hatof] mlsl ol fietol thal
platinum 323} FIAIE H 22 Wz ARPIQITHA43% vs.
60%, p < 0.001).

2010 9] Jatoi 52 North Central Cancer Treatment Group
(NCCTG)ol| A AISYFH 87]9] 274 Aol 3= 3671
o] SRS 654 o)/l BAlef 65A4] w|Tke] $xtE EF5)
of Fefsfetario] w 34x =42 2folE vlal #4353
tH36]. 3UA|+= etoposide/cisplatin, 5-FU/leucovorin, 5-FU/le-
vamisole, irinotecan, docetaxel/irinotecan, oxaliplatin/capecita-
bine, docetaxel/capecitabine, bortezomib/paclitaxel/carboplatin 5
o] ARGH T} o] Aol 654 o)/ 1547 (42%)°1 AL,

=l tE Faraw -

TOA| o2 927 (25%)°1 ATt 654 ool A= A=

ThE 3k olFe] 5 FAol o RIHsHA TS AI(T3%

= SAs}3ITHp = 0.04). Lefut o] e}
HE 71zl RAY HZE 71710 oAl Aol
ol Tk eoteh A A Al-Batran 5
& AIO Ao A= vl 519 1ol ek ALE 14
71 BRI 654 o]4ke] 17 BAlol|A] FLOZH FLP 44
ul8) mt ol $-UTHS HolFn B4 o Wl
olF ATEL 54 G40l 1Y Bk QoA o £ =
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274 Eddststaut of7]of docetaxels 5713 FLOT 34
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Woh A9 Wy 24 AT 1435 Bl Al QI
tH21,37]. o] A= 34 USRI R(FLOT) Y] =41 gkt
ol 4e] Werdah A s Ae 13 BER sheld), vl
& A7 o 7ol Aw 717, 5440 oFt A7 S, 4
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o] Aol A w2 54T 4] A Asht A FEER oo
A3t 9l RS A Adste] K&k Ao] Fash,
AL Aol ALt 24 =
A dekar sk

=9l RIEA fluoropyrimidineT} platinum®] 24| g}
FAEtamol Aw dAS WSt Fojgtoen 54e
Eo)aA}t ke A= USRI oot A AlRiH 279] 2
Ab JAF Atof A ZkZF PLF (weekly cisplatin/5-FU/folinic
acid) @3} OXALF (weekly oxaliplatin/5-FU/folinic acid) &
Ho| A1ERITH38,39]. PLF Q-2 £9F HL-3-5 43%, 47
P e) Mol 53709, HAl A 717t0] se U %}
I ATE BHGoL}, 52% (30/58)Q] BEAfolA] W@ A
220142 W QT Fr}. OXALF Q¥ %= FoF HLSE 45%,
37121 2] AlZbo] 5.070, A A& 717to] 9.071d=
|53t A7E B, TR AIFEE0| 33.3%, AT 40.4%
o WAl LERbIL otk 3 oug uel B
Z47) 24%5 52 ek Gulstalrt. ol A= B
HASRATETE 2 ool T AT el AolA Al
beier.
12 ), ol FAolA] platinum oFA|e] 2453 7t
QFsle] fluoropyrimidine T t3lst 3 Wt platinum}-2] 2
A RS MlEstaa she ARE glefgit
[4041]. Tsushima 50| 20| Thal 7oA Ay Fab4
QoA 704 olire] 18] BRol A SP AT S-1

oo, _1 )11 roif

jus

¢}

ol r

(]

Tl QWS ulasta, FEAT oA el B o
fo] Hlgt ZuE Mol UrHA0]. 34| BT 5
AL 57% (12/21) vs. 35% (13/371) 2 SAZA G242 SIAA|
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