Table 5. Adverse events, regardiess of causality, reported in >20% of patients with unresectable/metastatic colorectal cancer treated with

sunitinib and FOLFIRI (n = 71)

Sunitinib 37.5 mg/day (Schedule 4/2) plus FOLFIRI

Adverse event, n (%)

Grade 1 Grade 2 Grade 3 Grade 4 All grades
Neutropeniat 0 (0.0) 1(1.4) 29 (40.8) 39 (54.9) 69 (97.2)
Leukopeniat 0 (0.0) 21 (29.6) 41 (57.7) 7 (9.9) 69 (97.2)
Thrombocytopeniat 23 (32.4) 16 (22.5) 16 (22.5) 5(7.0) 60 (84.5)
Diarrhea 31 (43.7) 18 (25.4) 7 (9.9) 0 (0.0) 56 (78.9)
Nausea 37 (52.1) 13 (18.3) 6 (8.5) 0 (0.0) 56 (78.9)
Decreased appetite 30 (42.3) 11 (15.5) 12 (16.9) 0 (0.0) 53 (74.6)
Fatigue 30 (42.3) 11 (15.5) 6 (8.5) 0 (0.0) 47 (66.2)
Alopecia 40 (56.3) 4 (5.6) 0 (0.0) 0 (0.0) 44 (62.0)
Vomiting 21 (29.6) 11 (15.5) 8 (11.3) 0 (0.0) 40 (56.3)
Stomatitis 25 (35.2) 9(12.7) 2(2.8) 0 (0.0) 36 (50.7)
Dysgeusia 33 (46.5) 2(2.8) 0 (0.0) 0 (0.0) 35 (49.3)
Hand-foot syndrome 23 (32.4) 5 (7.0) 5(7.0) 0 (0.0) 33 (46.5)
Anemiat 11 (15.5) 14 (19.7) 5 (7.0) 2(2.8) 32 (45.1)
Constipation 24 (33.8) 5(7.0) 0 (0.0) 0 (0.0) 29 (40.8)
Pyrexia 20 (28.2) 7 (9.9) 0 (0.0) 0 (0.0) 27 (38.0)
Hypertension 9(12.7) 9(12.7) 7 (9.9) 0 (0.0) 25 (35.2)
Lymphocyte count decreasedt 0 (0.0) 11 (15.5) 12 (16.9) 1(1.4) 24 (33.8)
Blood albumin decreasedt 13 (18.3) 6 (8.5) 3(4.2) 0 (0.0) 22 (31.0)
Skin discoloration 22 (31.0) 0 (0.0) 0 (0.0) 0 (0.0) 22 (31.0)
ALT increasedt 11 (15.5) 4 (5.6) 3(4.2) 0 (0.0) 18 (25.4)
Febrile neutropeniat 0 (0.0) 0 (0.0) 17 (23.9) 0 (0.0) 17 (23.9)
AST increasedt 12 (16.9) 2(2.8) 2 (2.8) 0 (0.0) 16 (22.5)
Blood phosphorous decreasedt 3(4.2) 4 (5.6) 8(11.3) 0 (0.0) 15 (21.1)

tBased on adverse event reports. There was one grade 5 adverse event of myocardial infarction. ALT, alanine transaminase; AST, aspartate trans-
aminase; FOLFORI, leucovorin, 5-fluorouracil, and irinotecan; Schedule 4/2, 4 weeks on treatment followed by 2 weeks off.

42.3% (30 partial responses), and the CBR was 88.7%. Median
duration of response was 283 weeks (95% CI, 25.1-
44.3 weeks; independent review).

Safety. Non-hematological, all-causality, any-grade, AEs are
summarized in Table 5. Decreased appetite (16.9%), vomiting
(11.3%), and hypertension (9.9%) were the most common
grade 3 or 4 AEs judged related to treatment. One patient, a
65-year-old woman who had smoked for 45 years, died due to
a grade 5 AE, myocardial infarction, which was considered to
be related to all study medications.

Thirty-two patients (45.1%) experienced serious AEs, con-
sidered by the investigator to be related to study treatment in
29 patients (40.8%). The most common treatment-related seri-
ous AEs were febrile neutropenia and decreased appetite
(8.5% each; Table 6).

Sixty-seven patients (94.4%) required sunitinib dose inter-
ruptions and 69 patients (97.2%) required FOLFIRI dose inter-
ruption due to AEs. Seven patients (9.9%) required sunitinib
dose reduction and 10 patients (14.1%) required FOLFIRI dose
reduction due to AEs. Study treatment (sunitinib and FOLFIR-
I) was discontinued permanently due to AEs in 13 patients
(18.3%).

Discussion

This phase II study investigated sunitinib combined with
FOLFIRI for the first-line treatment of Japanese patients with
unresectable or metastatic CRC. The study was closed early
when the concurrent phase II study of first-line sunitinib
plus FOLFIRI in non-Japanese patients with metastatic CRC
was stopped due to futility; median PFS was 7.8 months in the
sunitinib plus FOLFIRI arm, and 8.4 months in the placebo
plus FOLFIRI arm.'® In the present study, median PFS
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(6.7 months by independent review; 7.2 months by investigator
assessment), as well as ORR (36.6% by independent review;
42.3% by investigator assessment) and CBR (83.1% by inde-
pendent review; 88.7% by investigator assessment), were simi-
lar to previous studies of 5-FU and irinotecan-containing
chemotherapy regimens in Japanese patients.!>2" Median
PFES in our trial was less than the target of 10.8 months (35%
improvement compared with FOLFIRI alone), indicating that
the addition of sunitinib did not result in enhanced efficacy.
The survival data were not mature at the time of analysis, due
to early study termination.

In a retrospective analysis of 48 Japanese patients with unre-
sectable, metastatic CRC who received FOLFIRI (n = 38 first-
line), median PFS was 8.4 months and the ORR was 37%.%
In 42 Japanese patients with advanced CRC (UGTIAI*1/*1,
and *1/%6 or *1/*28 genotypes) who received first-line
FOLFIRI, median PFS was 8.5-8.6 months (approximately
36.9-37.4 weeks) and ORR was 48-56%."'7 In other studies
of Japanese patients with advanced or recurrent CRC, ORR
ranged between 38% and 50%.(1%%19

Regrettably, the design of the present study did not include
molecular profiling or biomarker investigations, therefore pre-
cluding the identification of specific patient populations who
may benefit from the sunitinib plus FOLFIRI regimen. It is
possible that the low RDIs of 53% for sunitinib and <58%
for FOLFIRI in the present study might have led to subopti-
mal treatment benefit. It is known, for example, that
increased exposure to sunitinib is associated with improved
clinical outcome.®” The low RDIs in the present study likely
resulted from the increased toxicity (e.g. the high incidence
of severe hematologic AEs) associated with combination
treatment that resulted in dose interruption and/or dose reduc-
tion. The RDI on Schedule 4/2 was lower than on Schedule
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Table 6. Treatment-related serious adverse events in Japanese
patients with unresectable/metastatic colorectal cancer treated with
sunitinib and FOLFIRI {(n = 71)

Sunitinib 37.5 mg/day (Schedule 4/2)

System organ class plus FOLFIRI

Preferred term n (%)
Blood and lymphatic Febrile neutropenia 6 (8.5)
system disorders Leukopenia 2(2.8)
Thrombocytopenia 2 (2.8
Lymphadenitis 1(1.4)
Neutropenia 1(1.4)
Cardiac disorders Myocardial infarction 1(1.4)
Gastrointestinal disorders Vomiting 5(7.0)
Nausea 4 (5.6)
Intestinal obstruction 2(2.8)
Diarrhea 1(1.4)
Gastric dilation 1(1.4)
Gastrointestinal perforation 1(1.4)
Hemorrhoids 1(1.4)
lleus 1(1.4)
Pneumonitis intestinalis 1(1.4)
General disorders and Fatigue 2(2.8)
administration site Pyrexia 1(1.4)
conditions
Infections and Abdominal abscess 1(1.4)
infestations Infection 1(1.4)
Influenza 1(1.4)
Localized infection 1(1.4)
Pneumonia 1(1.4)
Septic shock 1(1.4)
Injury, poisoning, and Wound complication 1(1.4)
procedural complications Wound dehiscence 1(1.4)
Investigations Neutrophil count decreased 3(4.2)
White blood cell count 1(1.4)
decreased
Metabolism and nutrition Decreased appetite 6 (8.5)

1(1.4)
1(1.4)

disorders
Nervous system disorders

Dehydration
Cerebral infarction

Renal and urinary disorders Hydronephrosis 1(1.4)
Vascular disorders Hypertension 1(1.4)
Thrombosis 1(1.4)

FOLFORI, leucovorin, 5-fluorouracil, and irinotecan; Schedule 4/2,
4 weeks on treatment followed by 2 weeks off.

2/2 in a study of sunitinib combined with mFOLFOX6 in
Japanese patients, although the small patient population lim-
ited the availability of dose-intensity data.*® Maintaining the
dose of sunitinib, particularly when combined with intensive
chemotherapy, may be important in order to prolong median
PFS. Therefore, Schedule 2/2 may be the optimal schedule to
use when combining sunitinib with FOLFIRI or FOLFOX.
Early study termination might also have contributed to the
observed efficacy outcomes, and/or metastatic CRC cells may
not be particularly dependent upon the signaling pathways
inhibited by sunitinib. Further analyses would be necessary to
confirm these hypotheses.

As mentioned above, there was a high incidence of severe
(CTCAE grade 3/4) hematologic AEs when these Japanese
patients with treatment-naive unresectable or metastatic CRC
received combination sunitinib plus FOLFIRI (neutropenia,
95.8%; leukopenia, 67.6%; thrombocytopenia, 29.6%; and feb-
rile neutropenia, 23.9%). Additionally, almost 20% of patients
discontinued study treatment permanently due to AEs, and

1506

over 90% required temporary interruptions of study treatment
in order to manage treatment-related toxicities. The combina-
tion of sunitinib and FOLFIRI was associated with a higher
incidence of grade > 3 hematologic laboratory abnormalities
compared with placebo plus FOLFIRI in the concurrent phase
III study in non-Japanese patients (neutropenia, 68% vs 30%,
respectively; thrombocytopenia, 11% vs <1%; and febrile
neutropenia, 7% vs 3%).(1 Moreover, recent studies in Japa-
nese metastatic CRC patients have reported that patients with
certain UGTIAI*28 or UGTIAI*6 polymorphisms are more
susceptible to irinotecan-related neutropenia when treated with
FOLFIRL"%** UGTIAI genotype was not evaluated in the
present study and all patients received the full irinotecan start-
ing dose (180 mg/m?). This might, in part, have contributed to
the high incidence of severe hematologic AEs reported here.
Further, findings from the present study suggest that prophy-
lactic use of oral antibacterial agents may be useful in patients
receiving this regimen.

In conclusion, sunitinib 37.5 mg/day on Schedule 4/2 com-
bined with FOLFIRI in Japanese patients with unresectable or
metastatic CRC showed similar clinical activity (median PFES,
ORR) compared with historical findings for 5-FU and irinotec-
an-containing regimens. The median PFS achieved in this trial
did not meet the target of a 35% improvement compared with
FOLFIRI alone, indicating that sunitinib did not add to the
antitumor activity of FOLFIRI. Additionally, combination
treatment was associated with a high incidence of grade 3/4
hematologic AEs that may have impacted the RDIs. We antici-
pate that further investigation of sunitinib in combination with
chemotherapy on Schedule 2/2, together with the identification
of biomarkers of response, may be required.
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Abbreviations

5-FU 5-fluorouracil

AE adverse event

CBR clinical benefit rate

CI confidence interval

CRC colorectal cancer

CTCAE Common Terminology Criteria for Adverse Events
FOLFIRI leucovorin, 5-fluorouracil, and irinotecan
FOLFOX S-fluorouracil, leucovorin, and oxaliplatin
mFOLFOX modified FOLFOX regimen

ORR objective response rate

oS overall survival

PES progression-free survival

RDI relative dose intensity

RECIST Response Evaluation Criteria in Solid Tumors

Schedule 2/2
Schedule 4/2
VEGFR

2 weeks on treatment followed by 2 weeks off
4 weeks on treatment followed by 2 weeks off
vascular endothelial growth factor receptor
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% 50 9.5
8.4 ¥
; 0 8 12 18 24 30 36 (B)
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:{:}g ST L eRTeTen. s
0 -
4] 24 (8B
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1. £ bEEREERFEEFE2E (HER2) #1280 & U =9 FER0EE

A C‘§;§t§§’:’§3 15 % {2, HER2 @#EIcAED s

A HE ARG, P HER2 Pifk
TP AAE] T T I~
) AT LY,

PE DU EEASHRE
AV AT TOH7 vk ) 3

Wik B 72 0 O E LR 45 AN (ToGA 3B

— 626 —

HER2 By

T o

CaHib b+

e



762150 A AFIRFTO BRI | S TIREROMRIC & 53k (B RS - 670 - 9 T

3807 Wi Ao — 7Ed, HER2 Bk 810 % FP s / XP
FEPE A S b Ay A= 7T (W 8 mg / ke, BB 6mg/
kg 320 ICHEARS G S EBEHRITH O 0S b w,
Lt WA Crp e fli 111 » HIZE L B 7 A A= 7 (RTEE 138
a R, AR R RS (HR 074, p=00046). A7 80
ke &, WIENICHEEE Lo/ COMBETO HER2 Bt
ORI, S xmf@ftﬂ B (HC) 3+ 4 L {08 in situ N A4
TN YA A= a r (FISH) B TH - 7248, BB O HESHR
Wmf,ﬂﬁﬁ+ﬁﬁ>ﬂﬁfwﬁahﬁ IHC 3+ DT, FI A
AT O VAR E el (E2).

PLbossdba o, UEARE N AAE, (Lo dniIRm o HER2 B
fra gzl L, HER2 Btk &9 ;ﬁ;?:é{f” TBL I EAERS AT
A HER2 ik, Sl i ile ot A A BUED W S D D,
AL AT L RO SRS, B, il HER2 ORHZ 179~
Tdh A, Gl E T HC Lk b Ty, THC2+D8Ho Ak, FISH
HERAT) J e ENS, HETRE M T AV AT OFERGRE
LT DBERRIS MY 0 WG, b RIS O RO/ Y
BCH D, ToGA BT XP/FP it d VI Ay A< 700
Hofl s, BT IO Y AL EOIEAEES NS
S=1+CDDP fii~d b5 2w A< 7oA L ZetEizonT
@ﬁ%ﬁﬁ$®%%%@ﬁlaawﬁ ENHTHHI.

HER2 & Bl & L23EANCE, EpIsd o253 F27, Xy AT,
trastuzumab emtansine (T-DM1) 4% HER2 BiEslasA &5 S
e fERECH S, BREET A X 91 HERZ BEE A AICH LT
SEIEAMEATE Y, 2KEHE LT, PTX ST 55 /852
7O A PG A G AR (TYTAN i) of R0 3 2
{Z féﬁ%.ﬁﬁ,h%zv%v?w%%-%%ﬁ%m@$m$,
2 KEHETOMBAH OAT RV Th, BRI - 17
T s

MEAZMIIEERTF (VEGF) /VEGF S8tk (VEGFR) %iE
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ik
e p

-

— 627 —



(2012, 99 EEANOBIAR S HEOHm 7721513
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B2 ToGA itk

08

{%)
100
90+
80+
70~

4 60~
& 40 ;
30-
20+

10

HEPHR UST08) HR 98%CT  pffl
— FC T 187 13.8 0.74 0.60~-0.91 0.0046
w— FC 182 111

¥ ¥ T k) i‘lys ¥ ¥ H ¥ ¥ 1 T ¥ ¥ T v
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 82 34 36 (A}

t1 s JEedinln]
M i

FCAT = 204277246200173 147113 90 A1 B6 43 30 21 1312 8 4 1 0
FC e SO0 0RG2231B5 143117 G064 47 G2 241614 7 8 5 0 0 9
HER2 A7 & G4 77— 7 ERR
W T e a MST(OS) HR 45%C1
(B}
Alt - 534 11.1vs. 13.8 074 0.60~0.91
Pre~planned analysis
IHCO+ / FISH+ ; § 61 T2vs 106 092 048~1.75
[HC1 -+ I FISH+ S St 70 102vs. 87 .24 070~2.20
IHC 2+ 7 FISH-- e 158 108vs. 123 075 051~1.1
IHC3+ / FISH+ s 255 123vs.17.9 088 041~0.81
IHC3+ / FISH~ | t 15 177vs. 1758 083 0.20~3.38
Exploratary analysis
HCOor 1/ FISH+ L 131 87vs. 100 107 070~1.62
IHC2+ / FISH+ or IHC3+ i 445 118wvs. 160 065 051~0.83

£ # ] ¥ ¥
0.2 04 086 1 2 3 48
Favars T Risk ratio Favorsno T

T RS Ay ey, FOMBOBEEE | okl

IBWTH VEGE oL, FEARKEFTHL LML NT
Wh, NN TiE VEGF e:;%i**i’"éi; [¢Gl & MEIE 2 0—F b
PUTd B, 2009 45, WAL S 1 REBTICBIT L0080 v
7O bR A RRRET A, RIS AR (AVAGAST )

DRFHDEF B . &,mﬂx&%’ , FP/XP #EEE (94 % 2% XP #é0k)
@mmyyxygtf,&ﬂ&ﬁvﬁghmﬁﬁ{ﬂwmﬁ Elodlly
s, BEFEE O 08 &, FP/XP+ 7 J kK 101 # H
R L, FP/XP+ ﬁif{?ﬁ*{”?"ﬁi‘f 1217 H (HR: 087, p=0.1002)
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3 AVAGAST &ifis

(%)
100 -y
— XP o 5 A
e XP -+ Bey
HR 1 0.87
% (95%CI  (0.73~1.03)
P=0.1002
TE
H
4{8)
B
KP-+T 34 387 343 271 204 146 a8 54 15 0
%P -+ Boy 387 355 291 232 178 104 50 19 0
W R — T AR
KP4 T HhE WP Béé Delta,
Hid MST (B} MST (Fh () HR 4501
08  Asia 12.1 12.9 1.8 0.97  0.75~1.25
Europe 8.5 1.1 25 0.85  0.63~1.14
Amatica 6.8 1.5 4.7 0.63 0.43~0.84
PES  Asia 56 6.7 1 0.92  0.74~1.14
Europe 4.4 5.9 25 ¢.71 ¢.54~0.93
America 4.4 5.9 1.5 0.65  0.46~0.93

Bev ! ~N L Ay, X OMBOBEEE | B

e o - ~, Gl e g RS N
Sds oot AUGERCLIA 7L

— THEHT T H AR 7T 0S8, PES, #&8#E (RR)
ANDNRNY AR T O LD o o, T YT TCE L
ARG HAV/, HEEEOBDIE LT, WAAOESENER, M
DG, 2 RGO I e FIEERSEE O, R BRI S
n<Tws (F3).

T LN TN, VEGFR-2 1234 A5E4r e PRI 1gGl B/ 70—
FUHAETH D, VEGFR @55 VEGFR-2 A% b IR ma Hrad o
PG LTwa EEZ HivTwh, BAE, 2 KGO PTX #Hil~03
L 7O b AR A I EEE (RAINBOW &) =,
BSC &9 4 Y <7 Baldel & s 4 8 MHEE (HERZRSh
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BirhihTn b,
3. EEIEEF S A (&GFH) RO & U 2 TRV EER]

EGFR 1, ?ﬁﬁziﬁ}iﬁ‘?é”i}‘ RIZHE LTBY, WAL BW T

LOESOZARENEDD, 10~ 90% THFEZREIHAERD &R,
FHARNFTCHD LG SN TnA, EGFR 2 E L2
AL LC, 2YF v, Ny LawS, DY ARTH, HH
AT LTI S Tn b,

2012 O ASCO FERBEICT, UBRARY AT L, 1K
BEOimy v 7O e e HGE T A, IR (REAL-
3B ORFEAEEE R, BE3 BSR4, BEOC B (b
2y S0mg/md, L-OHP 130 mg /v, AR &2 1250 mg / m'/
day) & modified EOC+ /"= A= 7 (VY Y 50 mg / v,
L-OHP 100mg/ m* HXT ¥y L000mg/ m’/day, /3= A
= Omeg/ kg WHEIGHT S0 AL BBEEETH S OS @
e, BEOCHE 113 2 HIZH Los=y A2 7 FHEE 88 # J1 Tdh
O, fEICZELENTH- 72 (HR 137, p=0013). PFS thsefii d,
EOC B 742 Ny Lov=y ax 7L 60 A (HR: 122,
p=0068) Tdh-7:. Grade 3~ 4 OFERLIAL, P, RGBS,
B, K~ 7 A o AEDY, 232y Lo TR EECE ., IR
FEFRAEAT P B, R EOC BT - 7o, PEZEM s
A d~—9 —DfETE, KRAS 28 (HR: 21, p=0025) &
PIK3CA 28 (HR: 32, p=0048) 23 %7l 5‘ FTdh o,
PLEDO#EE LY, EOC i~z < 7 PEHIC X A A AE 0] ) 4E
BREBO Loz, Ry AR 7T Yy, 3307
FF DR D T b, w53 A g — A ffé TETWh

2RSS, MPESE LTS Cwd (F4).

EAoHl EGFR R L-Cix, XP #8EiceyF =70 ki
A2 PRET A B MAHRE (EXPAND i) ¢, EGFR BB 4
BELLCPT-11 &=y X v 7o #3588 (B
PirbhTwsb
4, FHES /IS DBl E N0 (mTOR) #1285 & L 35

PI3K / Akt B THIZAE 95 mTOR k1) v/ ALt =%

o
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MST (OS) [ dckes
{95% Cl) (95% CI)

EOC | 11.3M(8.6~13.0)| 46%(38~54%
EQC -

80- e | B8M(7.7~9.8) | 33%(26~41%)
5. MR 1.37 (95% Cl: 1.07~1.76). p=0.013
a0 ‘ HR : 1.37

1.07~1.76)

I 95% Cl ©
= EQC - v{.

20— EOC + XYL

0 & 12 18 24 30 36 {5
il i)
PR S AN
EOC 275 49 3
EOC + 278 a8 2
AUy
T HEY, FOWEELIE S FEE L ARIS By TR - R

G5, 8 60% OHDPAT mTOR OFHALA L S, PR
AT ah Eofitdidamil s s, mTOR A
Ak, 2R 73 AAERIE L W G AT b AU A o T AR C S ] f
WG 56 % SRR CH - fo 7z, FEEBER AR (GRANITE-

LaAla) 3 rbdnde™ . 22K/ 5 KGO M A5 A M 656 & R 4T,
AT ) LAY T T ORI 2 K T ER BT L, R

HHTHDL OS @yl LAY L ARES39 0 H, 7o ARE
434 2 HTH Y, FEmisdRmsivh o (HR D090, 95%CT:

0755 ~ 108, p=0J4244). B, A 4~ —h— DA HE{THT
b (5.

ToGA SERIZLY "HERZ HHEHPAT Lwvi i Lyt
fEar L, @l omyi ks L, Lal, okt AVAGAST &
Bk, GRANITE-1 &8, REAL-3 Bi&Mifssnaryod, bk
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E5 GRANITE~1 BOE4FHIE (0S)

(3%}
100 42
By R
) —~ TAT AR +BSC (n/N=352/439)
80 % 75K +BSC (n/N=180/217)
Kaplan-Meier medians
60- TALIYLZ 4 BSC § 5.39 M
e ' 7T 4+ BSC L 4.34 M
3‘%{
34 40- HR : 0.90 (85% CI : 0.75~1.08)
l.og-rank P=0.1244
20-
D H 3 H K H] § H f‘ K i .
0 2 4 6 8 10 12 14 18 18 20 22 24 (B
o ET
)
‘ﬁg‘s%““‘;"‘ 439 . 355 253 195 138 87 52 30 13 6 3 1 0
Zégséf 217 172 117 82 60 35 28 16 12 8 4 1 0

BSC : FHIEHS, CI EHIXHK

AR T & e o 72BN A, FOMBo 1 ok LT,
MATRER & T, XDl 2 Y AL oD@ e A F < —
WL TE o/l W EZ N4, HRAGHEENIZLE
RIS S AR, AEDPREVCHEATHY, HIHL I A 22K
HERAT RO EL KE v, UL, TORYEECHEEOER
DWTERAA ARG S E . Eéf’s RIS (HGE) /
c-met FEERP SHEE U B RE  T- 2 ik (i GFR) #48m & L35
DIFEDHEATWEL . T OIER ORI Z W4T zoicd, K
bR e ) — FUCHERENE, BUERRAE LD To ER D
b

s L
AL
LY

X ik

1) Boku N, et al: Fluorouracil versus combination of irinotecan plus cisplatin
versus S-1 in metastatic gastric cancer: a randomised phase 3 study,
Lancet Oncaol 10 (11); 1063~1069, 2009,

2) Koizumi W, et al: S-1 plus cisplatin versus S-1 alone for first-line treatment

— 632 —



258
S
R

7}

9

10

1)

12

13

HOBBIC L 5EE (3D

of advanced gastric cancer (SPIRITS trial)k a phase III trial.  Lancet Oncol
g (31 215-221, 2008.

Narahara H, et al: Randomized phase [ study comparing the efficacy and
safety of irinotecan plus S-1 with S-1 alone as first-line treatment for ad-
vanced gastric cancer {study GC0301/TOP-002), Gastric Cancer 14 (1) 72-
80, 201 1.

Kim Y H, et al Randomized phase 111 study of $-1 versus 5-1 plus docetaxel
in the treatment for advanced gastric cancer (The START trial). [ Clin
Oncol 28 {(suppl 4) abstr 7, 2011

Kang Y K. et al Capecitabine/cisplatin versug 5-fluorouracil/cisplatin as
first-line therapy in patients with advanced gastric cancer: a randomised
phase 11 noninferilrity trial.  Ann Oncol 20 () 666-673, 2009
Thuss-Patience PC, et all Survival advantage for irinotecan versus best
supportive care as second-line chemotherapy in gastric cancer-a ran-
domised phase T study of the Arbeitsgemeinschaft Internistische Onlkolo-
gie (AIO). Eur ] Cancer 47 (15): 2306~2314, 2011

Kang J H, et al: Salvage chemotherapy for pretreated gastric cancer: a ran-
domized phage III trial comparing chemotherapy plus best supportive care
with best supportive care alone,  J Clin Oncol 30 {(13) 1513~1518, 2012,
Ueda S, et al: Randomized phase I study of irinotecan (CPT-11) versus
weekly paclitaxel (wPTX) for advanced gastric cancer (AGC) refractory to
combination chemotherapy (CTY of fuoropyrimidine plus platinum (IFP):
WJOG4007 trial.  J Clin Oncol 30 {(suppl): abstr 4002, 2012,

Macdonald IS, et al Chemoradiotherapy after surgery compared with
surgery alone for adenocarcinoma of the stomach or gastroesophageal junc-
tion. N Ingl ] Med 345 (10} 725-730, 2001.

Cunningham D. et al Perioperative chemotherapy versus surgery alone for
reseciable gastroesophageal cancer. N Engl J Med 355 (1) 1120, 2006.
Sasako M, et al. Five-vear outcomes of a randomized phase (11 trial com-
paring adjuvant chemotherapy with S~1 versus surgery alone in stage [ or
I gastric cancer. ] Clin Oncol 29 (33); 43874393, 2011,

Bang Y ], et al Adjuvant capecitabine and oxaliplatin for gastric cancer af-
ter D2 gastrectomy (CLASSIC): a phase 3 open-label, randomised controlled
trial.  Lancet 379 {(8813) 315-521, 2012,

Bang Y J. et al: Trastuzumab in combination with chemotherapy versus
chemotherapy alone for treatment of HERZ2-positive advanced gastric or
gastro-oesophageal junction cancer (ToGA) a phase 3, open-label, ran-
domised controlled trial.  Lancet 376 (9742); 687697, 2010,

Ohtsu A, et al: Bevacizumab in combination with chemotherapy as first—
line therapy in advanced gastric cancer: 3 randomized, double-blind, place-
bo-controlled phase I study. ] Clin Oncol 29 (30) 3868-3976, 2011.
Waddell TS, et al: A randomized multicenter trial of epirubicin, oxaliplatin,
and capecitabine {?:,G{;} plus panitumumab in advanced esophagogastric

— 633 —



)

<3

{2012,9 ElE=Al ORAR L ROBE 83(2157)

cancer (REAL3) ] Clin Oncol 30 {suppl: abstr LBA4000, 2012

16} Van Cutsem E. et al: Phase I1I trial of everclimus (EVE) in previously treated
patients with advanced gastric cancer (AGCE GRANITE-1. J Clin Oncol
30 (4): suppl LBAZ, 2012,

Cytotoxic and Targeted Agents for Gastric Cancer

: Current Status
Hiroya Taniguchi, Kel Muro

Department of Clinical Oncology, Aichi Cancer Center Hospital

— 634 —



aoaaass 148

emiéeimai cancers by m@’l{:{:alax iv tar getgd therapy

DRSO, Tek W
f-ﬁ*iﬁé} HEhn e bk
C BISRS A T A

«g i
i
931"-"‘; [T AR

S }”Léf Wiz

~f BRI Eﬁé%“--"v"fi)’\zﬁ%szii S
7§5§fL?‘;I’a‘*/{"fv{Lx SO LIk E Ol
L’;’m,@

= VB e AT OIRIEEOF AR
I (GHIFEEROHBE) A 7N —T 12537280
T, 200104FRTHE 2000 4R RRIEE S HEA~T
F o)=L TR X R RS ST, 1’;‘
WCLIOWETRED AP CEESBEE
}sﬁi%*i;’}w Bl S AND Eaz«x:n:;{,zf?‘fix:
IENE T 1 8ILTnL 2 bashind, Zovk
L3 104 aaaﬂwéyhﬁ} %g»ﬁ g
BREROIEA DB 25, LAY
W2 A0 TENEHESEON T TIORE S I
7RHEF L LT, KA %5“ Z ‘(\z’\xf;“”fv%"
v F T /Ry nw T, WA (HER2
“3 ;L}i kj %’:«E‘?X AT, AL
; GIST)
Wb A~ F27, AmFT, THIA AL
WAV T T, B mwﬁ"’?gl}&ﬁ"f“
:?m&%%ﬂ\:ﬁ@amvwﬁch?ﬁ
SHEERTH A AN S ILA LA 12 - 7,

@ﬁ%%&&&%%
- SFIRRERE

1046 = ?ii“f(ﬁ%?ﬁ‘n (BT AP A
2 E5FUR( %»ﬂuomizrami? L7 <
{LAERETUEZEIMT & A VIR C & rvaas
ATEOACETH o 7205, I 104 TR O
M A FE T Thabs S FH v
(CPT-11 : FOLFIRI##E:) A4 3 79

— 635 —

A4z Kei Muro

Y AL-OHP : FOLFOX 382 i pihsA#
{ERELC X AR F’Ue ’}f‘*lx CA L DEE, T
T )b F AT TN Y L
(SU@%Kv&&V@&% [L15-FU SR3ERD
PIEIC X R0 -, & LT, 2 ZEUE
DI BEGHEE OB AN X 5 NGO
LToh, BEET R R e (o
TO12H AT 6240 ARIEETRE L
L7z lﬁ,{! }x. W7 A TGRS TV 557
TR IS L, PUVEGE (vascular endo-
thelial growth fac:i:or) D~ Y L=
7', HLEGFR (epidermal growth factor re-
ceptor) ity F vy B LUz
VL7 O 2D S B

B ii)/)*ilxl‘?) j\bﬂ e iie 4
20104 12 4T B A fbapidiio 7o )
NS ﬁ:agé?)'“f‘“ 5. BEEL KA
%}i‘: HERY LAk A D D 2 CHGR b L7z

DTH Y, JHEIROGHIHE & L TR
HahTwnsd, BEHIXEE HowbIq
DT E AL TOHD ARG ¥ A
RIS ART, IR T/ AT
T DGR EIREER M E LTV LT
B LS f’f“‘“’ﬁ}fﬁ?-f IV N | v
O TEHRBATIN b ~&Hﬁﬁdbh Bl
ab}\ﬁgwﬁﬁuapf\;gfL&* 7R RN R

f{‘wﬂj{;\f‘ )% ;&Oi{:‘% ;M - F‘)%;nvj r
5.
%é} Vé' c}iﬂﬁ{/i Jﬁ%j‘}‘j\ f;imw‘n ’}'/g} j\i}\“/f

o

A TS MU H%Ls¢%%¢%%:&
M TR WHTIEETNZ A ), 4
madmmy<m%& gﬁ%@&£&ﬁ%

ide - 2EHeAE (EEGNE 1 ~2%), L

i{‘:



5T IRIGAREEC £ DL A

bR R R

o

*&ZL} fﬁiﬁ??‘%&iﬁ” éx%ﬁ“

Sn A, BRI A, ANERIRED A, BEEMEGUEE FERTE U NE (ﬁfﬁ’i&ﬁ)
BESHE RS SulE KEFA

WREBIEARAL, WIMEEY A, BMN A, FES A, FENEBRS A, B A, BEY A,
BIMREN A, MRS A, FED A, RIS, WA

BERal BRESA

(@A 5 —BHLSFS b FABRIL S5 bv = a7l B 1. EEEE, . 2000 & 4 5IA, —H8D @
A AR 2 2~ AFL G F S R AL Y F D v a T EEHR. SR, R, 2010 &) 51, — e

— KB RGBT ZERAT
FOLFIRI & A5 S Xw F e
_— LI
- - e Y
FOLFOX + ~/5 % %7 5+ J CPT-11 <KAAS BER>
CapeOX = " ¥ AT7” i FOLFIRI £ RV L wT [ || BYFSTT /XY AT
—- INT AT Wbk
B L
CPTA1 + &Y% LwT

i FOLFOX tt A/ R e
@ | FOLFIRI = A/8 3 X7 5% o bLCH <KRAS B>
CapeOX & NI v T+ CPTA1 + &Y% =T
. bLCE L
<KRAS SH4ERL> FOLFIRI = A/SYRT F* |etny) BYFRDR T INZI LT
@ | FOLFIRI % tV%>% 7/ bl HIRRE
nowvhw 7 CPT-11*
<KRAS BF4EL> FOLFOX &= AAY X7 T+
@ FOLFRI % &Y%yw7/ b
=Y LTS CapeOX + ~/ LK e F*
- <KRAS B2 >
SFU/LY & AN v T {dﬁﬁ?%‘:?f? FlfR. BT 5@, @ CPT-11 + tYF v 7
® B L i 6L <L HLH
UFT/LV LR YRS DY LTS
o CPT-11 B A

1o KIBDAIICBIT B 2HEFHEOT IV TU X L
NN AT T OBEN R N A Y, HEOBIGT %i‘é:'”kﬁiﬁ%b&@%ﬁ”fi%mgﬁ‘l Tk,
e BT B AT AN AT Y RBE LTVEWES, BLU-ABBOUERENBRLTOARNCPT-IT¥
L-OHP D& O~ nicigS ik LRSS, 08 %?EWC’\J’{:/X? TOSENEEERS.
L TRRBE CICMEGFRIVIEE B REH DS,
RS Sn  ABISASIAA K50 o EIH 20108 . 2R, 85, 20101 268 L W BIED

— 636 —



zr%ft%aﬁ,%m aRFR

(SR HEE R SR R srnfmois ouhONGIY e naE L e aneaunging

AL (GEIG P 2963§:Vﬁﬁ%<f@jt
'{«»/“{'/‘s/";/\—:j.’:a'":’,} g A B
e Ul (SR ,»J,. JE ST
IR, seE. MdE T - LB O KR
U7 &), FH, R 2 R Y A0 Gtk
I Esg ), Ak HJA»L\% A v

wﬁﬁ?d???ﬂ?:&?%??ﬁm

93"‘*

1!15\“.{ 1% EH g

AT, CPT-11 541,

Nz & b,
N XA v o Ze i BUELAS A A,

LOO0 4R LD 6 20004 I EL L2 Tk~

EFPANOIRKEAER L, 20004EFCLARRC
Q}Lb@;ﬂf% VG EJJJ, s Cl L i
LAl

E 2 1Mo iEmIZ B0 A KA L
WA OALSHREORE A, 200045 LR 2
LG (200045 AT & 2221 THu L7z b o ¢
A, KIBSHATIE, 200045 {8 & b L

THPIIB VTR O AR s T
WAHDIZH LT, WATATCEE, 20004E LIRS
PEAC B THEBBEARTD I L A S AL T,
DF ), AT, R L0

|

T DAL Gl L -Cunnnd T
Héb.

COYNLEL KM A5 AT 2000414
Pl LOHP, ARy A7, bk vy
T &R A T BIEERI DGR ST A
TH-o7zDI L, HAOATE2001 4032
07V PSR O IKGEA A S TV e
= kﬁ‘%ibitfé (E2). I fuu

PEO IR B O G 2 BRSO

AR R G H O THY, FRA G YT
X)éf)‘*‘%ﬂ;m"ﬁ Tuv A,
DX R OE AT L OB

b, FLADILEHRIHTK 552 AN DRl Y
5L, FOHBHGRTAL S L7z
GIHREE, oA AvT 0);:‘;;,51{0’"3@7\ (2011 4F)
TdHhH. HER2BEHPAIHPA SR

— 637 —
runsnssS 150

1‘}“(;%’;*133%73“: Dy {7*‘3’)?}/{3 FAV ?‘ﬁ@
(L7 ToGABERIZ BT, TEkOBEERAL
BRI P T AV AT TR LT A TR
L B8 At ARAF I LA SRz D
TdH. ToGA BERIZ BT A A AU gl
AR GFUYL L ARV P
YAV ATSFr)nar bE—=LEA
IR LT, bR b A A TR
P38 HTH Y, BEEVEA LS 7 (O
F— NI 1074, 95% {EHAKI 1 0.60~0.91,
[)20 R0 )«fib} A TIEHERZ A ¥ — 7w b
AN A LTS, ARG
o Twb ey

?“‘
=
=
‘\‘5‘

‘{3;;5; ‘:'?&‘7?‘?3 LB
ALAIEL ‘fbf« VOH HER2EEE L oy ol
v R i) R o R T Ter e o8 S s 1791

WSS A bT A AT TH
o &5MﬁH@L” i Lo bin
AL RSO T -V a )T ?
voa G FEEY OBILEEN (9 30%
FhPAL, RUCHEINEEECh B, T
A FHA 7)) FRIGIEINC X 58O
7, FLATATTIROGRICT O h b e e
o HDPATHREARETH LA
i,

CGISTIC & T 59 FIERYRRREE

GIST 1, ET L ORI T8 3 4
UL mbfﬁs}ﬁ v LA B oo
oA MERNETCH S, GISTANHILEE
WAERITED HMGIE02~05% T, ¥
FEMUE IR DS, AL b BURR b %)
Feldle  GEEHBIHIIFE IR L Cuifg
TR Ch -7z LY 3&{/;/5&:‘; edh ot
TEEARI S0, i, 4RIS0 TER TR
LD L B HHROMEAE L fﬁ}’}} Loy A
G&f@x@ﬁ%%wwfjﬁ%w”%F%ﬁL/;%@

(242595 Z EA% BEOQOLMEHE &k
WA D i 5,

el L70 & 9IS GISTICHZ) 2 - FEE
L LT AYF T EADFZ7THDH 5.

M




