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Treatment for unresectable gastric cancer

Tae-Yong Kim, MD - Do-Youn Oh, MD - Yung-Jue Bang, MD

Department of Internal Medicine, Seoul National University Hospital, Seoul National University College of Medicine, Seoul, Korea

Systemic chemotherapy is the cornerstone of treatment for patients with advanced gastric cancer. The combination
of fluoropyrimidine and platinum is the most widely used first-line treatment worldwide. In patients with HER2-
positive gastric cancer, the combination of trastuzumab (an anti-HER2 monoclonal antibody) and chemotherapy
is the standard-of-care. Second-line chemotherapy can also prolong patients’ survival after progression; treatment
options include cytotoxic chemotherapy (paclitaxel, docetaxel or irinotecan) and/or ramucirumab (an anti-VEGFR2
monoclonal antibody). A number of new targeted-agents are currently being studied, and more personalized

approaches will be realized in the near future.
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Table 1. Fluoropyrimidine and platinum combination chemotherapy for patients with advanced gastric

cancer
Study Regimen regpbéﬁggv(ﬁ/o) Met(i:g)PFS Meg]'f(?) 05 p.value for 0

Kim et al. [7] FP 51 5.0 8.5 NS
FAM 25 2.8 6.8
5-FU 26 2.1 7.1

Ohtsu et al. [8] 5-FU 1M 1.9 7.1 0.34 for 5-FU vs. FP
FP 34 3.9 7.3 0.11 for 5-FU vs.
UFT+M 9 24 6.0 UFT+M

Webb et al. [10] FAMTX 45 34 5.7 0.0009
EFP 21 7.4 8.9

Vanhoefer et al. [9] Eto+FL 9 3.3 7.2 0.73 for Eto+FL vs.
P w w2 oo
FAMTX 12 3.3 6.7

PFS, progression-free survival; OS, overall survival; F, fluorouracil ; P, cisplatin; A, doxorubicin; M, mitomycin C; NS,
not significant; 5-FU, 5-fluorouracil; MTX, methotrexate; E, epirubicin; Eto, etoposide; L, leucovorin.

Table 2. Phase Ill trials of new generation chemotherapeutic agents in patients with advanced gastric

cancer

Study No. of Treatment Objective ~ Median PFS  Median HR for OS
patients response(%) (mo) 0S (mo) (95% Cl)
5-FU vs. ML17032 160 XP 46 5.6 10.4 0.85
capecitabine  [15] 156 FP 32 5.0 89 (0.65-1.11)
REAL-2[14] 494  EPX,EOX 46.4-47.9 0.92 10.9 0.86
508 EPEEOF  407-424 (08110 g5 (080-0.99)
5-FUvs.S-1  FLAGS[11] 527  TS-1/P 29.1 48 8.6 0.92
526  T5-FUP 31.9 5.5 7.9  (0.08-1.05)
JCOG9912 234  5-FU 9 2.9 108 0.83
(3] 234 TS-1 28 4.2 11.4  (0.68-1.01)
Cisplatinvs.  AIO[12] 112 FLO 413 58 10.7 0.82
oxaliplatin 108 FLP 16.7 3.9 g8  (0.47-145)
REAL-2[14] 489  EOFEOX  42.4-47.9 0.92 10.4 0.92
513 EPEEPX 407464 (O80TOAT 04 (080-1.04)

PFS, progression-free survival; OS, overall survival; HR, hazard ratio; Cl, confidence interval;

capecitabine; P, cisplatin; F, fluorouracil; E, epirubicin; O, oxaliplatin; L, leucovorin.
HR (95% Cl).

(hazard ratio [HR], 0.39; 95% confidence interval [CI],
0.28 to 0.52) [4].
Ao|A oot 3 3}k
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Table 3. Phase Il trials for non-platinum based-chemotherapy in patients with advanced gastric cancer

AEAZZZ tyrosine kinase GAAQ

Objective

. Median PFS Median  HR for OS lapatinib©] ¢)
Phase Treatment patients res([?)z?se (mo) 0S5 (mo)  (95% Cl) P =g
ToGA ¢17to A= HER2 A #13Y
Guimbaud et al. Il ECX 209 39.2 5.3 9.5 1.01 o
Slal = s

(171 FOLFRI 207 378 538 9.7 (0.82-1.24) A oJoF 31} 504THL tjAro & glots)

P=0.95 3+ Q H(5—FU/cisplatin -+ capecita—
Dank et al. I IF 170 31.8 5.07 9.0 1.08 o
(el cF 163 258 427 g7 (086-135  bine/cisplatin)a¥} &etststa o

PO53 frastuzumab W83 7S HlLB
Narahara et al. Il IS 164 415 4,59 12.8 0.856
(18] 51 162 269 367 105  P=0.233 | trastuzumab HH-8-oflA L7712

PFS, progression-free surv  ival; OS, overall survival; HR, hazard ratio; Cl, confidence interval; E, epirubicin; C, cis-

A7H13.871€ vs, 11.170€, P=0,0046)

platin; X, capecitabine; FOLFIRI, 5-fluorouracil, leucovorin, irinotecan; I, irinotecan; F, fluorouracil; S, TS-1.

Time to progression; “Time to treatment failure.

platinum®]] docetaxel2 7}t docetaxel/5—FU/cisplatin
Qo] AIRE =Y vE HAYEZIRE FIAIHRA]
7H9.271¥ vs. 8.67H€; HR, 1.29; 95% CI, 1.0 to 1.6;
P=0.02), grade II/IVe] #7253 T = AL
Z1ZY OF 30%2] HAtol| A THEFE| o], o] Aol A AR B
Sz R ARREAL a1 IH19]. frHollA= epirubicin
2 Z7}3} epirubicin/cisplatin/5—FUL2 ¥ o] dz] ALEE]o]
2o}, HZ Aol A epirubicin/cisplatin/cape—citabine
Qo] 5—FU/leucovorin/irinotecan 8 Hoj| v]al] E3}= H]
Seabaal, Rabgol o W 02 UERITIT], e
A QRS et B4 52 1T off 24| E B
ohal 3 4= glom oMt AR A Y] Aol 415 718

of & o]t

2. BXX|ZX|: HER2 targeted agents

HER2% human epidermal growth factor receptor (HER
family)®] R SF= A9} ¥ Tfdolw, HER2S| whah
W EE A4 BES ugaEel AZ ) A 2
Sste] ALE 4] 9 AlE] Polsh A0 Aol 9lu
flrolA o] HER2 ¥ Rles AApct Zol= A
10% A¥-= Hawar QIeh20,21], HER2 /2 WYz
SpetMol A ZFAB4) oY T T Y20
A fluorescence in situ hybridization 90 = A oJgic} o]
23t HER2E #2402 sh= ofA|ol= HER2 8415 #F

ol TEEA|9] trastuzumab, pertuzumab 5¢] 13,

(H=A

>

& =8, WEE /A PFSY A
HolRoleH22], ol#gt Aol Wz
Aot ol A ZFF(3+) & HolAY e S5 YA
(2+)0]HA] fluorescence in situ hybridization %4g2l A}
oA B F313 2ol Hof F=AeH(16.0704 vs, 11,8714,
P=0.036). ToGA 9+ 23S vige= HER2 4 Al
A 1A} A2 trastuzumab HE FA2sta o] #EA =
7F = 3i
HER2 % epidermal growth factor receptor (EGFR)2]
tyrosine kinase 9441 lapatinib> HER2 &/ $19HAI2E
oAl trastuzumablth ©-H3t FFANE HAF37]9
lapatinib'e HER2 /g FolAd 1ellA A= ek 23].
LOGIiC @7 12} 21224 HER2 %A AUSHAIE diake
= XELOX A} A2} lapatinib H-8-2 Bl s}
=t A7t F A Jt 7ol 23t Aol 2t
A FATH10.570¢ vs, 12,2719, P=0.35) [24]. TyTAN
oAl 22} 2| 2 2A] HER2 94 YAt2HA1E paclitaxel
7} paclitaxel?} lapatinib B-8w-0 2 Uiro] v w2451y
=0 lapatinib H-8<tollA ot AE77He] e 2o
A ZFH8 .97 vs, 11.070€, P=0,1044),

3. 7|t #HX|=H|

Vascular epidermal growth factor (VEGF) ¥ VEGF
receptor (VEGFR)= EaH4lAe] dofah= Qa2 glebd
Aol Fa3t AR} F sh= A ATt Bevacizumab-
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Table 4. Summary of phase Il trials for 2nd-line chemotherapy in patients
with advanced gastric cancer after the failure of 1st-line chemotherapy

Study Treatment p'z\algézfcs PFS (mo) (';/ge?r:?:) HR for OS
Kangetal. Irinotecan 133 NA 53 0.657
(31] or (0.485-0.891)
docetaxel P=0007
BSC 66 NA 3.8
COUGAR-02 Docetaxel 84 1227 52 0.67
(301 BSC 8 NA 36 (049092
P=0.01
AlO [32] Irinotecan 21 2.2 4.0 0.48
BSC 19 NA 24 (0.25-0.92)
P=0.012

PFS, progression-free survival; OS, overall survival; HR, hazard ratio; Cl, confidence

interval; NA, not available; BSC, best supportive care.

Week.

10“‘] 7]‘/}, 0}7—‘1 7HA] 12F %L%@}@RHJQJ TUEES
35—50%, PFS= 4-671doll 3ok 6,11-15], whHabAl
12} geletsta Hofl &35k Aufigt 79 22} gHelstst
ave e o qlow, 2T 221 ek ariol gt HH
A3 AFASo] WikE AtH(Table 4) [30—-32]. ol
A= irinotecan ¥+ docetaxel?} ZA19] XX QHL H| W
3t 34 A7) 9lem. COUGAR—-02%= docetaxel2 12
11 AIO 9= irinotecan & A12] 2|2 @ Ml v) w3k 34}

tolch, 471 37119 A

Table 5. The results of phase Il trials for chemotherapy incorporating vascular epidermal growth factor receptor targeted- L msol|A) 23} Bt}

agents in patients with advanced gastric cancer

same el 78

Objective Median HR for PFS Median HR for OS
Study Treatment response (95% ClI) (95% ClI) W = o ol
rate (%) PFS (mo) P-value 05 (mo) P-value gofl HIste] 2n| Q=
Ramucirumab ’%41?.:7]@—04 ?ﬂ%}‘% EO:]
RAINBOW  Paclitaxel+ramucirumab 27 4.4 0.635 9.6 0.807 Zolon] el A 0| A
T R
[35] Paclitaxel+placebo 16 2.9 (0.536-0.752) 7.4 (0.678-0.962) o
P<0.0001 P=0.017 T 2% FAseta s
REGARD Ramucirumab 2.1 0.483 5.2 0.776 Sy =
A3l AS EAZ O
(34] Placebo 13 (0.376-0.620) 38 (0.603-0.998) [sh= A5 54
P<0.0001 P=0.047 2 895 AP =9
Apatinib Zra7h B QI THHR,
Qin’S Apatinib 2.84 78 0.44 195% 0.71
(36] - . 0.64; 95% CI, 0.52 to
Placebo 0 537 <,2'303 (?(‘)21) 140° (Olf‘(‘) 8'19:)
= = 0.79; P<0.0001) [33].
PFS, progression-free survival; HR, hazard ratio; Cl, confidence interval; OS, overall survival. -1 =
Dy meba 174 2| gl B¢
AU Aufigt Holg 9
819l bevacizumaber H-83F QRS vl 434 1] QoA 221 gerslketa e ghxke] HAVIElE alesto]

2t
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HAFAFL O AT 1A} H3E G HA| 27|17 A
7|4 S8keieh(12. 17119 vs, 10, 17119, P=0.1002).

EGFR (HER1)= ¢Fe] 434, —5_'—05 A FAof| ofs,
oJeto)| A EGFR dHalo] 271 Hepsl o 52 Ho|=
Ao g A UrH26,27]. Cetuximab ! panitumumab
& HEAQ EGFR 32 GE& Aot Mol fidel
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EXPAND 9179} REAL-3 947} Algjsloly], 5 ¢t
T AE7I7H] A Holet] Aufiskeiet28,29],
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E= fluoropyrimidine—3£3F a}otslalQ Hoj Alujjst
ol A FAE Ao Z AYE| S, ramucirumab
2 flokel Blgto] o] Q= AE ]Z_Ll A= Hoj=3l
Ch(Table 5) [34-36]. Th2 F-2H-2 &F 2|2 Zhol| *fo]
+ ey ATEYL ramucirumab Fo{wtoll A T &8}
Al =AY, Ramucirumabe 12} ateta ] A
T 22} DA A ARgte] AE7| e QAR A HA
AxqAZ 21 207} Qlek. RAINBOW A= 12+ &Y
siska o] Mgt Hold UTAE thdC2 paclitaxel
I} ramucirumab®] WS paclitaxel Tt Bl gk
A3 dAtolH, o] Aol A ramucirumab et 1oF
wof] Hlsf oJn] Q= AE7|7He] o] A= Yth(Table
5) [34-36]. 919] T 7}A] ¢d+ollA] ramucirumabe T
a4 E+= paclitaxel o] WA 22 a7} Ql5o] Bre A
o 5 A Tl =dE o] AgE Aoz T,
Apatinib> AEA} tyrosine kinase AAAZ VEGFR-2
£ #H 0= 511, oo 22} o)k gHetteta S Ald
gk 3ALE tiAFO =2 apatinib THEI kS B WS A|
34 QoA apatinib oFol| Hste] oJu] Ql= A&7
7ko] 2 HolF3iH36].
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