H23

23

25

26

2014

3

012




AVAR] S-1+MMC
1711 JCOG0903







JCOG
S-1+MMC+RT 1711
17 I 1
S-1 80mg/m?/day
CR 47 IRB
26 2 28 1.3
0.8 historical
control RTOG99-11 stage
4 19 17
CR non-CR
pathological CR
Q)
83.3 16.7 0
23 4 1 24 3 31
24 4 1 26 3 31
23 4 1 25 3 31
23 4 1 25 3 31
25 4 1 26 3 31
2 4 1 2 1
23 4 1 24 12 31 > 6 3 3
25 1 1 26 3 31
-FU+MMC+
23 4 1 25 3 31 S-FUHINCART

S-1 CDHP



5-FU  S-1

5-FU ; ] m_rtg AM/EEEES
5-FU o3 ey 38
_ 61BN
S-1 N
1600 2/8 /8Lt
| [I—
S-1+MMC+RT TN LA -1~
5-FU+MMC+RT 03 1Vdor2/3 34 03 1Ber23 33
v v
3BLB 3BGB I
'_;' ‘_l—'
}ngz!ﬁ L) !ﬂuzfﬁ /6L
QA/QC ! I ! !
[Lan vgno | [Lsnogro | [LAnigro | [ sset |
1 65

’ JCOG0903 M E® Historical control RTOG 99-11
5-FU+MMC+RT

» HAORETHHIPIR T LRECH T SENER
HERMDEEL

« ALPUE7F AT SR AL S AR AR A

= SFURFT#H T (4 B £S-1RARICE#] T HZET
COHPORTHE A AN LARBEMOB LZBIET L&
BT BVREEAFTES,

= QA/QCEHZEL T, MEATHARDIRELSLUHT

AEIZEFEET S,
47
/111
JCOG 1711 (0A)
JCOG0903 | S-1 QA
5
=t =t 25
R T A
iL GTV/CTV/PTV/
w1 w2 w3 w4
Stage II I
AL R LB . MR aeE 5-1 80 ma/
208 £ E80RR LT 1 188853 (X758 TF) . e tomgm |
PSo-1. Kiah srser LLLE LHLE L L
;n“'”§.¢ ws we w7
;’:D‘s:ﬁf'? S-1: 80mg/m?” d1-14, 29-42 1
cree | [ Cmmieas® | e T 0
RT 1.8Gy
17588 42568 RT: total 59.4Gy/33fr
2010/8 - 2011/4 2011/12-
11885 (6-1248) : S-1/MMC+RTRUEDHESE AR (RDIERET B,
% 1 #8885:(81654) : Primary endpoint: 3y-EFS (event—free survial)
Secondary endpoints: CR rate, DFS, EFS, OS, CFS, AE
FEERY : % 1148885 :6-128 % 018885 :65%
BRWM g % 1188514 BIAMBS 65
BRI a BRET s 4
VAN 2 40T -2 [S
At e REBH TSR
= 1E#RE1.8 Gy, 181[E. #5E]. 330, £ 259.4 Gy
= SRITARETEWNA
1)0-3’50 Gy & 2)36.0 - 59.4 Gy 1) IRB
\. MENES 2)
0 men
L= DD ]
3)
FRSEHE. Vi, FTRY 2 S fisk IR, 1Y/
4) JCOG

CR
CR

65

Q0

Japan Clinical



Oncology Group

A 7 23-A-16 22

33 JCOG

Peer review

JCOG

| (DLT)

11 S-1
80mg/m?/day
wi1 w2 w3 w4

L L L | J

S-1 80 mg/m? / day

MMC 10mg/m? |

RT 1.8Gy R N PR R RN
w5 w6 w7
[ 1 | l ]
1 MMC 10mg/m?
RT 1.8Gy VEELE L 1
RT: total 59.4Gy/33fr
11
26 2 28 45 | 10
1 35 1 1.3
0.8
" All Japan”

4 L
#1180 50
FrRMki—2

gt =]

m:mlm:m:ﬂllﬂl:m:m:ﬂl:lmIll:lll:m:m:m:lﬂ:\]l:lll:m:ﬂKﬂEW:DEDEﬂEW:m:W:ﬂEﬂEm:ﬂEW:m:DEﬂEW:m:W:ﬂEﬂEDEW:
4t 4

( Ho1=iR)Z5 8228 44)

iRl S ER DI BEMESR (47)

19
CR
" CR” 17
" nonCR/nonPD” 2 " nonCR/nonPD”

1

pathological CR”
5-FU+MMC+RT

CRT# 81

QM)
QA
2014 1 28 36 QA
83.3% 16.7% 0%
4
2 boost
50.4Gy
59.4

48.6



[ S-1 80mg/m?/day

1

1) Hamaguchi T, Shirao K, Moriya Y, Yoshida S,

CR
CR
11
2)
19 CR 17 nonCR/nonPD 2
nonCR/nonPD 1
pathological CR
ASCO
nonCR/nonPD 6 CR
3)
3 CR
6
QA 4)
| S-1+MMC+RT
S-1 80mg/m?/day CR
JCOG
47 1]
1.3
19 17 CR 5)

5-FU+MMC+RT

Kodaira S, Ohashi Y; The NSAS-CC Group. Final
results of randomized trials by the National
Surgical Adjuvant Study of Colorectal Cancer
(NSAS-CC) . Cancer Chemother Pharmacol 67(3):
587-596, 2011

Takashima A, Shimada Y, Hamaguchi T, Ito Y,
Nakano A, Nakamura K, Shibata T, Fukuda H,
Moriya Y, Colorectal Cancer Study Group of
the Japan Clinical Oncology Group. A phase 11
trial of chemoradiotherapy concurrent with
S-1 plus Mitomycin C 1in patients with
clinical stage [I1/111 squamous cell
carcinoma of anal canal (JCOG0903: SMART-AC).
Jpn J Clin Oncol 41(5): 713-717, 2011
Maekawa K, Hamaguchi T, Saito Y, Tatewaki N,
Kurose K, Kaniwa N, Nakajima TE, Kato K,
Yamada Y, Shimada Y, Yoshida T, Kamatani N,
Ura T, Saito M, Muro K, Fuse N, Yoshino T, Doi
T, Ohtsu A, Saijo N, Sawada JI, Okuda H,
Matsumura Y. Genetic variation and haplotype
structures of the glutathione S-transferase
genes, GSTAl and GSTA2, in Japanese
colorectal cancer patients. Drug Metab
Pharmacokinet 26(6): 646-658, 2011
Watanabe T, Itabashi M, Shimada Y, Tanaka S,
Ito Y, Ajioka Y, Hamaguchi T, Hyodo 1,
Igarashi M, Ishida H, Ishiguro M, Kanemitsu
Y, Kokudo N, Muro K, Ochiai A, Oguchi M,
Ohkura Y, Saito Y, Sakai Y, Ueno H, Yoshino
T, Fujimori T, Koinuma N, Morita T, Nishimura
G, Sakata Y, Takahashi K, Takiuchi H, Tsuruta
0, Yamaguchi T, Yoshida M, Yamaguchi N,
Kotake K, Sugihara K; Japanese Society for
Cancer of the Colon and Rectum. Japanese
Society for Cancer of the Colon and Rectum
(JSCCR) guidelines 2010 for the treatment of
colorectal cancer. Int J Clin Oncol 17(1):
1-29, 2012

Hirashima Y, Yamada Y, Tateishi U, Kato K,
Miyake M, Horita Y, Akiyoshi K, Takashima A,
Okita N, Takahari D, Nakajima T, Hamaguchi T,



6)

)

8)

9

10)

11)

Shimada Y, Shirao K. Pharmacokinetic
parameters from 3-Tesla DCE-MRI as surrogate

biomarkers of antitumor effects of
bevacizumab plus FOLFIRI in colorectal
cancer with liver metastasis. Int J Cancer

130(10): 2359-2365, 2012

Yamada Y, Yamaguchi T, Matsumoto H, Ichikawa
Y, Goto A, Kato K, Hamaguchi T, Shimada Y.
Phase 11 study of oral S-1 with irinotecan and
bevacizumab (SIRB) as first-line therapy for
patients with metastatic colorectal cancer.
Invest New Drugs 30(4): 1690-1696, 2012
Horita Y, Yamada Y, Kato K, Hirashima Y,
Akiyoshi K, Nagashima K, Nakajima T,
Hamaguchi T, Shimada Y. Phase Il clinical
trial of second-line FOLFIRI  plus
bevacizumab for patients with metastatic
colorectal cancer: AVASIRI trial. Int J Clin
Oncol 17(6): 604-609, 2012

Watanabe T, Itabashi M, Shimada Y, Tanaka S,
Ito Y, Ajioka Y, Hamaguchi T, Hyodo 1,
Igarashi M, Ishida H, Ishiguro M, Kanemitsu
Y, Kokudo N, Muro K, Ochiai A, Oguchi M,
Ohkura Y, Saito Y, Sakai Y, Ueno H, Yoshino
T, Fujimori T, Koinuma N, Morita T, Nishimura
G, Sakata Y, Takahashi K, Takiuchi H, Tsuruta
0, Yamaguchi T, Yoshida M, Yamaguchi N,
Kotake K, Sugihara K; Japanese Society for
Cancer of the Colon and Rectum. Japanese
Society for Cancer of the Colon and Rectum
(JSCCR) guidelines 2010 for the treatment of
colorectal cancer. Int J Clin Oncol 17(1):
1-29, 2012

Yamada Y, Yamaguchi T, Matsumoto H, Ichikawa
Y, Goto A, Kato K, Hamaguchi T, Shimada Y.
Phase 11 study of oral S-1 with irinotecan and
bevacizumab (SIRB) as first-line therapy for
patients with metastatic colorectal cancer.
Invest New Drugs 30(4): 1690-1696, 2012
Iwasa S, Yamada Y, Kato K, Goto A, Honma Y,
Hamaguchi T, Shimada Y. Long-term results of
a phase Il study of S-1 plus irinotecan in
metastatic colorectal cancer. Anticancer Res
32(9): 4157-4161, 2012

Tada M, Ishii-Watabe A, Maekawa K,
Fukushima-Uesaka H, Kurose K, Suzuki T,
Kaniwa N, Sawada JI, Kawasaki N, Nakajima TE,
Kato K, Yamada Y, Shimada Y, Yoshida T, Ura

T, Saito M, Muro K, Doi T, Fuse N, Yoshino T,
Ohtsu A, Saijo N, Okuda H, Hamaguchi T, Saito
Y, Matasumura Y. Genetic polymorphisms of
FCGR2A encoding Fcy receptor lla in a
Japanese population and functional analysis
of the L273P veriant. Immunogenetics 64(12):
869-877, 2012

1) Y. Hirashima, Y. Yamada, U. Tateishi, K. Kato,

2)

3)

4)

5)

6)

M. Miyake, K. Akiyoshi, Y. Horita, K.
Nagashima, T. Hamaguchi, Y. Shimada, K.

Shirao. Does Bevacizumab have an influence on
normal blood vessels? -Analysis of renal
vessel permeability using 3-Tesla dynamic

contrast-enhanced mag- netic resonance
imaging. 9 : 02-101,
2011

S. lwasa, Y. Yamada, K. Kato, A. Goto, T.
Hamaguchi, Y. Shimada. Long-term results of
a phase Il study of first-line therapy with
S-1 and irinotecan in metastatic colorectal
cancer. 9 - 01-070,
2011

N. Okita, K. Kato, S. Tokunaga, T. Esaki, E.
Baba, H. Takiuchi, N. Mizunuma, T. Kato, Y.
Inaba, Y. Kanemitsu, H. Yasui, N. Fuse, T.
Hamaguchi, Y. Yamada, Y. Shimada. Is there a
relationship between tumor size before
treatment and bevacizumab efficacy? 9

: P1-057, 2011
RO
66
: 2011
Oxaliplatin Based
77 02-10, 2012
PRO-CTCAE



7

51

|
064-1, 2013

: P71-15, 2013

T4,
SOX-RT
51



4. 2012 528-531
2012
2012 80
Kobayashi S, Ito M, | Association between Surg Today 41(7) 941-945 2011
Sugito M, Kobayashi |incisional surgical site
A, Nishizawa Y, Saito | infection and the type of
N. skin closure after stoma
closure.
Takashima A, A phase Il trial of Jpn J Clin Oncol | 41(5) 713-717 2011
Shimada 'y, chemoradiotherapy
Hamaguchi T, Ito Y, |concurrent with S-1 plus
Nakano A, Nakamura | Mitomycin C in patients
K, Shibata T, Fukuda |with clinical stage 11/111
H, Moriya Y, squamous cell carcinoma of
Colorectal Cancer anal canal (JCOG0903:
Study Group of the SMART-AC).
Japan Clinical
Oncology Group.
Sato T, Ozawa H, A Phase Il Trial of Int J Radiat 79(3) 677-683 2011

Hatate K, Onosato W,
Naito M, Nakamura
T, lhara A, Koizumi
W, Hayakawa K,
Okayasu I, Yamashita
K, Watanabe M.

Neoadjuvant Preoperative
Chemoradiotherapy With
S-1 Plus Irinotecan and
Radiation in Patients With
Locally Advanced Rectal
Cancer: Clinical Feasibility
and Response Rate.

Oncol Biol Phys

90




Hiroishi K, Inomata | Cancer stem cell-related Experimental 2 465-470 2011
M, Kashima K, factors are associated with |and
Yasuda K, Shiraishi | the efficacy of pre-operative | Therapeutic
N, Yokoyama S, chemoradiotherapy for Medicine
Kitano S locally advanced rectal
cancer.
, , 56 8 591-595 2011
1 L 0%
?
5 38(12) 2119-2121 (2011
Complete Response
1
Watanabe T, Itabashi | Japanese Society for Int J Clin Oncol |17 1-29. 2012

M, Shimada 'Y,
Tanaka S, Ito Y,
Ajioka Y, Hamaguchi
T, Hyodo I, Igarashi
M, Ishida H, Ishiguro
M, Kanemitsu Y,
Kokudo N, Muro K,
Ochiai A, Oguchi M,
OhkuraY, Saito Y,
Sakai Y, Ueno H,
Yoshino T, Fujimori
T, Koinuma N, Morita
T, Nishimura G,
Sakata Y, Takahashi
K, Takiuchi H,
Tsuruta O,
Yamaguchi T,
Yoshida M,
Yamaguchi N, Kotake
K, Sugihara K,
Japanese Society for
Cancer of the Colon
and Rectum.

Cancer of the Colon and
Rectum (JSCCR)
guidelines 2010 for the
treatment of colorectal
cancer.

91




65 51-57 2012
(epidermoidcyst) 2
2
Yatsuoka T, Long-term outcome of local |Gan To Kagaku |39(12) 2176-8 2012
Nishimura Y, excision for lower rectal Ryoho.
Sakamoto H. cancer.
Fujita S, Akasu T, Postoperative morbidity Lancet Oncol. 13(6) 616-621 2012
Mizusawa J, Saito N, |and mortality after
Kinugasa Y, mesorectal excision with
Kanemitsu Y, Ohue |and without lateral lymph
M, Fujii S, Shiozawa | node dissection for clinical
M, Yamaguchi T, stage Il or stage 111 lower
Moriya Y; Colorectal |rectal cancer (JCOG0212):
Cancer Study Group | results from a multicentre,
of Japan Clinical randomised controlled,
Oncology Group. non-inferiority trial.
Nishizawa Y, Saito N, | Association between Anal Dig Surg 29 439-445 2012
Fujii S, Ito M, Sugito | Function and Therapeutic
M. Kobayashi A, Effect after Preoperative
Nishizawa Y. Chemoradiotherapy
followed by Intersphincteric
Resection.
66(2) 179-184 2012.
ISR, 66(6) 901-908 2012
Hayashi R, Ishii Y, |Suppression of heat shock|Oncol Rep 28(4) 1269-1274 |2012

Ochiai H, Matsunaga
A, Endo T, Hasegawa
H, Kitagawa Y.

protein 27  expression
promotes 5-fluorouracil
sensitivity in colon cancer
cells in a xenograft model.

92




Ueno H, Mochizuki H, | Optimal colorectal cancer | J Clin Oncol 30(13) 1519-1526 |2012

Akagi Y, Kusumi T, staging criteria in TNM

Yamada K, Ikegami | classification.

M, Kawachi H,

Kameoka S, Ohkura

Y, Masaki T, Kushima

R, Takahashi K,

Ajioka Y, Hase K,

Ochiai A, Wada R,

lwaya K, Shimazaki

H, Nakamura T,

Sugihara K.

Hashiguchi Y, Hase Evaluation of seventh Colorectal 14 1065-1074 | 2012

K, Ueno H, Shinto E, |edition of the tumor, node, |Disease

Mochizuki H, metastasis (TNM)

Yamamoto J, classification for colon

Sugihara K. cancer in two nationwide

registries of the United
States and Japan

Ito N, Ishiguro M, Prospective longitudinal J Wound Ostomy | 39(2) 172-177 2012

Uno M, Kato S, evaluation of quality of life | Continence Nurs

Shimizu S, Obata R, |in patients with permanent

Tanaka M, Tokunaga |colostomy after curative

K, Nagano M, resection for rectal cancer: a

Sugihara K, Kazuma | preliminary study.

K.
58(6) 397-401 2012
39(6) 871-875 2012
67(11) 250-259 2012

93




i 39(3) 389-393 2012
xeloda

Uemura M, Ikeda M, | The features of late local Hepatogastroent | 59(118) |1800-1803 |2012
Sekimoto M, Noura S, | recurrences following erology
Ouhe M, Mizushima | curative surgery for rectal
T, Yamamoto H, cancer.
Takemasa I, Yano M,
Ishikawa O, Doki Y,
Mori M.
Inomata M, Akagi T, |Prospective Feasibility Jpn J Clin Oncol | 43(3) 321-323 2013
Nakajima K, Etoh T, |Study to Evaluate
Shiraishi N, Tahara | Neoadjuvant-synchronous
K, Matsumoto T, S-1 + RT for Locally
Kinoshita T, Fujii K, |Advanced Rectal Cancer: A
Shiromizu A, Kubo N, | Multicenter Phase Il Trial
Kitano S. (UMIN ID: 03396).
Komori K, Kanemitsu | Detailed stratification of Diseases of the |56 726-732 2013
Y, Kimura K, Sano T, | TNM stage 111 rectal cancer | Colon & Rectum
Ito S, Abe T, Senda Y, | based on the presence/
Shimizu Y. absence of extracapsular

invasion of the metastatic

lymph nodes.
Komori K, Kimura K, |Sex Differences Between International 98 200-204 2013
Kinoshita T, Sano T, |cT4b and pT4b Rectal Surgery
Ito S, Abe T, Senda Y, | Cancers.
Misawa K, Ito Y,
Uemura N, Shimizu
Y.
Inomata M, Akagi T, |Prospective Feasibility Jpn J Clin Oncol |43 3 321-3 2013

Nakajima K, Etoh T,
Shiraishi N, Tahara
K, Matsumoto T,
Kinoshita T, Fujii K,
Shiromizu A, Kubo N,
Kitano S

Study to Evaluate
Neoadjuvant synchronous
S-1 + RT for Locally
Advanced Rectal Cancer: A
Multicenter Phase Il Trial

94




58

1848-1855

2013

72

127-133

2014

95




