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Clinical development and future prospects of chemotherapy for patients with advanced gastric cancer
Author : Shigenori Kadowaki; Department of Clinical Oncology, Aichi Cancer Center Hospital

Abstract : With the progress of understanding of cancer centering on genome information, treatment
based on genomic alterations has also been expected for advanced gastric cancer. However, the only
effective drug for specific molecular abnormalities is trastuzumab for patients with HER2 positive
advanced gastric cancer. Recently, the effectiveness of immune checkpoint inhibitors has been
demonstrated, and clinical development is being actively promoted with a focus on combination
therapies. Efficacy biomarkers such as microsatellite instability high, Epstein-Barr virus and combined
positive score of PD-L1 have been reported. As for molecular targeted therapeutics, along with drug
development for new target molecules such as claudin 182, HERZ is also an attracting attention as a

therapeutic target again due to formulation improvements such as antibody drug conjugates.
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BRI A R RBABR TRIREE EEHHEE PR (A) NY— R [95% CI) P
1 SPIRITS S-1 os 11.0 -
SA+TVARTTFV 13.0 0.77 [0.61-0.98] 0.04
G-SOX SA+Y AT TFV os* 13.1 -
S1+FFXYVTFIFF 14.1 0.96 [0.80-1.14] -
JCOG1013 SA+V AT FTF 0os 15.3 -
SA+VRTTFU+ REZ IRV 14.2 0.99[0.85-1.16] 047
SOLAR SA+TVATTFV os 15.1 -
TAS118+A4F 4V 775 16.0 0.83 [0.69-0.99] 0.039
2 WJOG4007 %27 Y ZxEN 0os 9.5 -
AV ITHY 8.4 1.13[0.86-1.49] 0.38
ABSOLUTE 37V Z¥&1L os* 10.9 -
FTR7 Y FXEN (BEEEE) 10.3 1.06 [95%Cl; 0.87-1.31] 0.062
FTR7 Y E XN (BEEEE) 1.1 0.97 [97.5%Cl; 0.76-1.23] 0.0085
3L TAGS 77R os 3.6 -
NIV TZNY Dy - FEF VL 5.7 0.69 [0.56-0.85] <0.001
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EEIHMEHA PR (A) "H— I [95% CI PfiE

1 HER1 EXPAND HROB L+ RATTF Y (XP) PFS 5.6 -
(EGFR) XP+EY¥ <7 44 1.09 [0.92-1.29) 0.32
REAL-3 TEAEY Y+ AFYY T FTF U+ AR B (EOX) os 1.3 -
EOX+/3=Y hvT 8.8 1.37 [1.07-1.76] 0.013
HER2 ToGA 5-FU+ 2 275 F > (FP)IXP 0s 1.1 -
FPIXP+ k5 AV X=T 13.8 0.74 [0.60-0.91] 0.0046
LOGIC NN B+ A% Y TT5F 2 (CapeOx)+ 7 7R os 10.5 -
CapeOx+ 7 /3F =7 12.2 0.91[0.73-1.12] 0.349
JACOB XP+ hFAY XwT+7 TR 0s 14.2 -
XP+ FFAY v T +_AY XvT 17.5 0.84 [0.71-1.00] 0.057
VEGF AVAGAST XP+ 77t A os 10.2 -
XP+ 8y 2T 121 0.87 [0.73-1.03] 0.100
VEGFR2 RAINFALL  XP+7F &K PFS 5.4 -
XP+F A N<T 5.7 0.75[0.61-0-94] 0.01
HGF RILOMET-1 TELMEV Y+ VAT TF U+ ARV E Y (ECX)+T TR os 1.5 -
ECX+Ynvyavs 96 1.36 [1.05-1.75] 0.021
MET METGastric ~ 5-FU/L R Y F— h+4%% U 75 F > (mFOLFOX6)+ 7 7 R 0os 1.3 -
mFOLFOX6+ 4/ X< 1.0 0.82[0.59-1.15] 0.244
PD-1 KEYNOTE-062 FP/XP+7 7t os* 1.1 -
(CPS 21) FPIXP+~AT Y X< 125 0.85[0.70-1.03] 0.046
_aTay v 10.6* 0.91[0.69-1.18] -
2 HER2 TyTAN "IV EXEL os 8.9 -
RIYBXEN+TRF=F 1.0 0.84 [0.64-1.11] 0.104
GATSBY PRSP 0s 86 -
RFRYZ=T e 2 BB 7.9 1.15[0.87-1.51] 0.859
VEGFR2 RAINBOW RV EXEAL+TTER 0os 74 0.807 0.017
RIYEXEAL+THINwT 9.6 [0.68-0.96]
PARP GOLD RIYEXREAL+TTER 0s 6.9 -
RIYEXEL+ATRY T 8.8 0.79 [97.5%Cl; 0.63-1.00]  0.026
PD-1 KEYNOTE-061 /<7 U %%t os 8.3 -
(CPS 21) _aTaY) Xv7 9.1 0.82 [0.66-1.03] 0.042
3L mTOR GRANITE 7R 0s 43 -
TNRoY AR 5.4 0.90 [0.75-1.08] 0.124
VEGFR2 ANGEL 7R 0s 5.1 -
FRF=F 5.8 0.93[0.74-1.15] 0.485
PD-1 ATTRACTION-2 7' F K 0s 5.26 -
=Kr~7 4.14 0-63[0.51-0.78] <0-0001
LT A

Positiveit B F# TR4.
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066-103) £ DICHET A LDV TE LMoz,
—J MSIHZ2 AT 59 77NV —TFTORNEA
(16.7% vs. 46.7%) & OS (L8l » A vs. A%,
N — 1042, 95% 15 7 X [# 0.13-1.31) . CPS10
VLETOOS(HhILfii80» H vs. 1047 H. N —
K I0.64. 95% 2 HEIX 1 041-1.02) I2BVWTRAT
0 A< TR EEEZ R L TEB Y, CPSI0%
MSLHIZRATE ) A< TOHMED N F < —
H—IH VD EARBENRT WD,
VEGF/VEGFR #& % (& il £ 1 Tl I (Treg) .
M2~ 7 a7 7 — ¥R § k50 5 30 i e

A RaTn ) X7+ EE LR vs. iR FEIRTE

100 A Events HR (95% CI) P
90 1 Pembro + Chemo 80% 0.85 0.046
80 Chemo 86%  (0.70-1.03)

701 12-mo rate
53% 24-mo rate
601 46% 24%

19%, Median (95% Cl)

0S, %

30 1
2071 M .

12.5 mo (10.8-13.9)
11.1 mo (9.2-12.8)

10 s I N E——
0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time, months
257 229 194 165 136 105 88 74 52 3 17 8 5 1 0
250 230 192 144 114 94 75 49 38 2 15 6 2 2 0

Data cutoff: March 26, 2019.

B RATa ) XwT7 vs. FEAEASFEEE

100 1 Events HR(99.2%Cl) NP
90 Pembro 79% 0.91 1.2
804 Chemo  86% (0.69-1.18)
70 12-mo rate
47% 24-mo rate
60 1 46% 27%
19% Median (95% CI)®

0S, %

10.6 mo (7.7-13.8)
11.1 mo (9.2-12.8)

50 AN

40

20 %

10 *‘u—l_L‘_L"u—l'u_l_l_l_l

0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time, months

256 201 162 139 120 107 94 83 59 38 23 12 4 0 0
250 230 192 144 114 94 75 49 38 21 15 6 2 2 0

aNI, non-inferiority margin; °HR (95% Cl) = 0.91(0.74-1.10), P = 0.162 for superiority of P vs C; Data cutoff: March 26, 2019.

2 KEYNOTE-062RENDOS#R (CPS1 LUE)



6 Pl = B2 AL RRE DO BRIR B 58 & e

(MDSC) % & O S Hil M Na o %38 L SR M o
B E BRI B 597 5 S LA BT w
LW, AR E BT 5 2 210X 0 SRR
EWUNRE AW E T A LIS BTy 7K
A Y MEEAORREZ RS 5 Z EAVREE T
BY., ZLOBPAMETHABEOMBEIED 5
NTWb, 2KREBEFEICBVWTTI LAY VT T+ =R
V= T RBE O E 12RO LR, BRhEE
26.7% PESH YLl 2.89 + H, OSFr Yt 17.05 # H
EHEYUERBEREPBE SN TWE D, 52271
TEXEN+TAYNIT + 2RV THHEED
E12MABE L ML SN TB Y, BRIEE 37.2%.
PFSHSLfii5] » H L HERAERPHELNTED
10, SHBROBHRMEIHFEINS,

b) 3RiBELIE

3 iR #E UL 12 B v T mammalian target of
rapamycin (mTOR) FH % #] %> VEGFR2 fH & # 7
INF =T O RVE R BGES 5 R RBRA T b7z
A WTERBHEKISKRD - Tw5 (R2), 3KiA
FEIZBWTHD TOSER Z AR L 7238413 58
L7z=K V<7 TdH Y. ATTRACTION-2 i Bk
Fig, PFS (FPUefii145 % A vs. 161 » A, HNHF—
FI£0.63. 95% 5 #HX 1 0.51-0.78) B & YOS (g
fiid14» H vs. 526 7 H. /¥ — F 060, 95%
fEHIX [ 049-0.75) OF B L EREEZRLTW5EHY,
EHIC2V T A OWGEHRIEE AT 5 BE R
TSRO I Y TNV DY - FET T VDE
SHIFER (TAGS) OfER, OSIER (Y36 » A
vs. 5.7 7 Hy 7" — FH0.69. 95% 15 #E X [ 0.56-
0.85) H3MRFE S D, EHKFBICE > T (T
1)o

Sz U 72 VEGF/VEFGR#& 6 12 il 2 T, RET
R RAF & fz 713 F it © MAPK #% % %2 JAK1/2-
STATI#EME % /v L CHRIZIIHNICE G35 729,
LIS 7227 EDIIVFFF—FRHEH
(VEGFR. B-RAF.RET.KIT % &) b fafEF = v
7RA Y FHEA E OBABLEIARELEEZE LN
T2 W, FHERHAGE - AT OB A. KIS
ARWNRIATONIZLTT T2 =T+ =RV~ T
D IbAHHBOKE R, BAA IR — MIBWT

HHDER  Vol.32 No.l

BANE G 44% LD THERRRPHE SN T
B, SROBKRFHEHEI NS,

3. SHOHFIhZEELERE
a)®BEF Ty VRS MAEH

il ik © KEYNOTE-062 i B o #& . 1K i #
WCBWTHRIEF = v 7 K4~ FHEH O OSE
BRI RIEREN 0o 208, (bR EE A+
FH)FFTFINRN=—2E L TRV TDOHL
LR H % MR 3 5 20 0 KB 720 45 35X Bk
(ATTRACTION-4/CheckMate-649) (% JiE 1 4
RES#T L. MEPWEEN S, F 7. HER2
B 1k 8 AY A % i RACEEHEAL RIS R A T a
YA T O LR E % BRAET 5 65 3HH R
(KEYNOTE-811) b #4THTH 5,

b) #t HER2 ADC

MBRDEY, F8F=27, FSAV AT -
IAY Yy, RV AT T E% L OIEHD
BRRBHZE S N7h AR RT I ENTE R
Motze TOX)RRWOH, BALRIZLY
A SR AVEY; L CTw b, HER2 K $ 2Pk
BYWHAKTHDLINIAV AT - FVT AT
# (DS20D) IF FFAY X TITRA T — R &
LThrRAV AT —FIAEATHL XY TH
VBN EELI) VA=A LTHALR
HHIT, BRI T~8LEHL N AT
F—RI & ) HER2IEHEBUES IS D AR TH S
LEINTWS, FEIMABOE VAT FR— O
B, B % AT 5 HER2 BB 35 ) 5 2830 d 4
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