sy o oI 3
20/2/% (PRT

JEAE G BRI SR B AR B &
RN LA S B ek

FED AL B R LR RE RO
FSAN T4V F NI L LFT74U) RO L —F—

(PDL—¥) Z I ER o SRR O B b 3 B G Bk

P24 RE A o e

mrRERE Rk 2

FRk25(2013) 4 5H



L. R ERE

BEN AR RRIER RITEREBRRANCG T2 TRV T4 VT R UL (LT 4
V) ROHERL—F— (PDL—H) & W) FFE O ER 8RR

1
[KiE =]

. BEEICT 28 LW FEEOB I+ A B3 11
(ERF B OMIEELE)
[HiE =]

2. EREEIEEROEMHIZET AR 17

(G ] [ ZE]

3. V¥ 7 ¢ U PDTIZEET % ERT R EIRER OB EE 21
[R5 K]

4. V¥ 7 ¢ U PDTICEET % ERR &R O E(EER 24
(87 ¥5EE)

5. VLY 7 ¢ U PDTICREY 5 [ERR 8RR O FEER 27
[ A

6. V¥ 74U PDTIZEET % ER T EIRER O F(EER 29
[AE EE]

7. VY7 4 U UPDTICEEY B ERR T ERER O BEER 31
[ —]

8. (LFEHHHRESERERAERBIOTTA LY T 0 U UPDTICEET A4
(EfTEEIEER O EEERN) 32
[ EE]

9. V¥ 74U PDTICEIY A ERR I EIRER D B dul| E 1 B4 B HFgE 34
(A #]

. AFEREOTITIZEET 5 —ER 39

V. HFERROTIITHY - BRI allhiiiy



I. WeHEaFZEmS &



BAGBRAMEEMNE (EREBINEARETEEE)

IEt R E =

BIE D AACF R RRIE R BITEREROICH T 54 TRV T 4 Vo F R I UL (LFT7 4 0)
ROsEg R L —¥— (PDL—9—) & AW ik o B R85

MEREE Bk ¥ FEKRFRFREFER EEEVIGREEE 2%

MREE

BB AR T 2L FEBEREEIL, EEeER L OHRRIRTF FTRERTAIRIE Th 5 28,
R O&E - BRENE L THROLFEIIIROFIEROBENEE TH 5, BIE, S
FIRDRGFIRR E L THTOI TV D23, it A GHE DSEE A & < 1o BIEIEA 10% %
W22V A7 DEWNBETH D, Eio. BENAALFBERBERIER OB - BRIk
T A EFEE CIIRIBITHF CE RV FRRERZ RO 7+ 7 U U2 AW
YeHRI1EEYE (photodynamic therapy :PDT) CfT o 7= RFTEHE Cid. BEEERHID59%
WZ5ERZE (CR) BELI, ATWDIEEFENELNDZ L ZH O LT, LaL,
PR DPDT CIEFEANIR 55 ICBF AT 2HMA 1 » AU EE R, BIEBED
BEbREDPo T, SDIERT L L—EENRIERIEE 20 SHBDOPETT + b
7 U UPDTS T &E 72 < 72 B AR IS - 72, AFE T, ZhoDREAZTRT
HEMBENDZTIHRNLT 4 F b U T A (ME2906) K &K L—Y (PNL6405EPG)
AW RO ERMEEIRR A E Uiz, 20124F98 OIRBREIT 23R L.,
20124F12 B IZI3 &SR CIEREEZ B 2 DARIE biviz, 20124F 131061 % %
# U7 (BAZRESIER250)), ERRAEEFZIIRD TV, £ MEEN AMRRIC
%3 B ME2906 & PNL6405EPG % FAV 7= PDTOZR A% % in vitro CHMEE L7, TE5 Gk
SV BRYE B ECREMAD) . TELO (s bR S L BB AAR) DUV ORIRRIZ BV T
ME290632 EE R AR IR AR ENE T Lz, — ., ME2906 &2 HsiI L CH L—9 % M4t
L2 SRR R iE 22 < | ME2906 B JH CIIFR MR B A R D 2R o 12,

WHoeotE  FrBsE R OFT BRI BT 54 A. WIEEEE

HiE % FESRZFEZHER - 22 AHFZED BRI, BB A LF RS L
FiE EM REKFEZWKERR - B (chemoradiotherapy, CRT) F 7~ XS RRISHE

KE K ESSAREYF—ERRE - BER (radiotherapy, RT) % DRI EERE IR
G VER KBRSIARE & — - BEBERE T2 T RANT 4 b UL (ME2906) KON

s B EREESIRAATLY— - HE desE (R L—3 (PNL6405SEPG) % FH\ 7= i
I EZE HEESIBENAEVY— - BER FRIEDEM SRR % L ek R 5F I IFE R R
xR — FlERZREr - Hesde RERE LCEM LUEERFRAREEDIZ L

A FE AHEANRZEEZNAR - R ThD,
R T BRERKRE - #R



B. ®FEIIE

BB D A B R R T B R R AN
THLTHRNLT 4 MU A (ME2906) KR
des (R L — (PNL6405SEPG) % FV N2 3ehi 5
e oD [ Bl SRR Bk % 22 H A% (R 25 T TR R R
MBRE LTEMT D, Bid, 506yLL EDCRT
E 7 IIRTEMEIR & fifT S 4, JR S BRI ETR
FEDFR BV IE G, BT FIRE DREREE
IZEHFE £ T, ME2906D % 5 81320me/ke,
BB D X A X 71k, ME29069% 5-1% 4-6RFH %
CPNL6405EPG O R i o= R /L —{%, 100]/cm?
L, TEFMEBIZ. ERXED
Local-confirmed complete response (L—cCR)

& Ui, BEEREII256,

(fw B ~DBELRE)

GCPIZft - CERTEBIERE £+ 5, 7'
b a— L DEEEES (IRB) AN G DN
D LNBEBREEITORV, £ TOREIZ
DWTEEGRTIC B2 & BRI ES< B
FHRIBEERAANLVXETHED, 7T —F DY
W b BE KA SEEE AR TE 51F®R
ERVT NhoOF—ER—ZADEX2 YT 4%
TR L7 T A N —REX LT T D, IRBREA
ZES PR -BEEHMIEES. BAZES
ZHARE L WFZERRAARTR S OWFEE T OF =
FHEERZIT I,

C. HrFfEE

TRBRZENE LD | IRBR E M B HEE & JE R
EEORBHER & A oHEMERIZB T 5 EfA
B, F=F VT, T—EN RV T BE
PEIE SR O I HIEDHER D 7o OIRL244E5 H 27
Hic&kSaE4d £ Lz, IRBREEEMOTE
T 5 AR FEOIRREFE AR HI1320124F9 A 21
A G, [F4E9H25 BICIRBRETERIT 21T o7
TRBREE B I OYRBREE RS O EhE E R~ O il
AFIEOHER b E O B F vy 74T I—
T4 7 24410 H 21 BIZENE LT, 723,
K BNhEER DIRBEE AR HITLLTO®@EY,

> EEBESINAECZ— 9H20H

> AEEMSIKFHEREE 9A10H

> EREAARIZERE X —HRBE 10H3H
> RIERZFEHER 9H28H
> KBS R v & — 10A12H
> EMBESIHMANAE X —  12H21A

YRR 244F BE H I 101 28 B85 X ., RBRTAE D
Eh Sz,

b N AEEE AR % D ME2906 & PNL6405
EPG% A\ 2 SR 0 2 (PDT) D& HRRaZh 2R
ZinvitroTHFE L7z, & MEER T LR EM
fakk & LT, TES CRAMWEIR BB AEAE) |
TE10 (LA T B R i) 2 A Lic, &
FESEARBRIC LA T O 10BE 2 55 E L SIS a %
96well = /NLF 7L — MI1T = /VHTZY
10x 10 ™ >FEfEL, L7 4 U % (0, 3, 10,
30, 100 pg/mL) DL THIM L | 245G = R
L — W RREEECIX10] /em® PRET L, 48KFfEITZ D
MR AEFRBEAWSTLT v A TR L7,

Z DFEF ME2906 % 3,10,30 & T 100 pg/mL
WML L—F % 10 Jem® FRE L7 & & O#fa
AFERIT, TE-5 (2B T 104, 52, 14 KT 1%,
TE-10 123V T 98,66.29 RN 5% Tdh o 7= (X)),
WP ORIAIZ 3BT 3 ME2906 IR EKTFRY
(CHIBAE R ZRAMET L, 30 pg/mL LL_ETidaf
WIS R RO biviz, —F. ME2906 %
WL CTH —F & RS L2 SAsR
RICEEAIZ 72 < . ME2906 B i3 mpash
BRI T,

L Eo X 91z, ME2906% AV 7=PDTIX. invitro
DEBRITB W T, BRIEBEMIICST LA 25k
ARAZIR AR T D 2 LRSI,

TES TEW
120 120
Eal N | oy
g, | FEKG
-

g3 ® B 10
MEX0E B (il

I T I VI
WEzio6 B (ugfm)



D. &%

BED AL EERERADOE D TH Y EITH
(AT —VTI/111/1V) SEFOTFH% I3 CE
W, (LR BRI IR I BB S AT B g i
FOMERRIRE W REZRIRIERIE TH A N, RT0E
P BRENE < TR OUWEITITRFIBEL L
EThd, LnL, BUE, RFIRKEE LTTh
TV DHARFIRIE, R A OHE OBEE N E <
TRERBEE N 10% % X 572, VAT DED
BETHDZ LIIEDR, BHFEICE D, R
TR LR SRR CRIEN A DT - B3R
L7Z5ETH, BB FEOE FIRIENHHF T
DRFIRIEDIHESL CE DAREMER DD, &5
R TEE ORERBOR TIL, BEE DM
AR LS EE2EBITTHhER,
AHFFERER R CRIGH R RFEEEENSHER S
T BE— A— NCBIBOE R % 5 2 51E)
D BEEBURICK X SEBNT 2 2 & B EIEF
TE 5D,

E. f&

BB AL R E S OB R FR IO
THORBFIREICET A EMEERRE M L
7o FT-, BEEMIEICRTT A IEERRER D E
L. BEZR LT,

F. REREfEER

RS TIXRERC 2 L,
G. WFFEIE
1. Fm3HEER

1) Osamu Kikuchi, VYasumasa Ezoe, Shuko

Morita, Takahiro Horimatsu, Manabu Muto.

Narrow—band Imaging for the Head and
Neck Region and the Upper
Gastrointestinal Tract. Jpn J Clin Oncol

43 (5) :458-465. 2013

2) Manabu Muto. Endoscopic diagnositic
strategy of superficial esophageal
squamous cell carcinoma. Dig Endosc

25 (Suppl 1) :1-6.2013 (Epub)
3) Chikatoshi Katada, Manabu Muto, Satoshi

Tanabe, Katsuhiko Higuchi, Tohru Sasaki,
Mizutomo Azuma, Kenji Ishido, Takashi
Masaki, Meijin Nakayama, Makito Okamoto,
Wasaburo Koizumi. Surveillance after

endoscopic  mucosal  resection or
endoscopic submucosal dissection for
esophageal squamous cell carcinoma.
Digestive Endosc. 25(Suppl 1): 39-43. 2013
4) Chikatoshi Katada, Manabu Muto, Satoshi
Tanabe, Katsuhiko Higuchi, Tohru Sasaki,
Mizutomo Azuma, Kenji Ishido, Natsuya
Katada, Shinichi
Yamashita, Takashi

Makito

Sakuramoto, Keishi

Masaki, Meijin

Nakayama, Okamoto, Wasaburo

Koizumi. Factors associated with the

presence of multiple Lugol-voiding

lesions in patients with esophageal
squamous—cell carcinoma. Dis Esophagus.
doi: 10.1111/j. 1442-2050. 2012. 01429. x.
[Epub ahead of print]

5) Yoshiyuki Yukawa, Manabu Muto, Yusuke
Amanuma, Yasumasa Ezoe, Yoko Mashimo,

Kimiko Hori, Takahiro Horimatsu, Shuko

Shinichi

Minamiguchi, Tsutomu Chiba. Elimination

Morita, Miyamoto, Sashiko
of esophageal multiple precancerous

lesions by chemotherapy: potential

chemoprevention of metachronous

multiple cancer development after

curative treatment. Esophagus.
9(4) :203-209. 2012

6) Chikatoshi Katada, Manabu Muto, Meijin

Satoshi Katsuhiko

Higuchi, Tohru Sasaki, Mizutomo Azuma,

Ishido, Natsuya Katada,

Nakayama, Tanabe,

Kenji Keishi

Yamashita, Masayuki Nemoto, Tomotaka
Shibata, Takashi Masaki, Makito Okamoto,
Wasaburo Koizumi. Risk of superficial
squamous cell carcinoma developing in
the head and neck region in patients with
esophageal squamous cell carcinoma.
Laryngoscope. 122(6):1291-1296. 2012
7) Shinichi

Miyamoto, Yoko  Mashimo,

_3_



8)

9)

Takahiro Horimatsu, Yasumasa Ezoe,

Shuko Morita, Manabu Muto, Tsutomu Chiba.

Cerebral air embolism caused by

chemoradiotherapy for esophageal cancer.

J Clin Oncol. 30(25):e237-e238. 2012
Sepl

Yoshiyuki Yukawa, Manabu Muto, Kimiko
Hori, Haruna Nagayoshi, Akira Yokoyama,
Tsutomu  Chiba, Matsuda.
Combination of ADH1B#2/ALDH2+#2 polymorphisms
alters acetaldehyde—-derived DNA damage

Tomonari

in the blood of Japanese alcoholics.
Cancer Sci. 103(9):1651-1655. 2012
Takahiro Horimatsu, Shinichi Miyamoto,
Akihiko
Sakai.

Gastrointestinal: Case of early-stage

Yasumasa Ezoe, Manabu Muto,

Yoshizawa, Yoshiharu
squamous cell carcinoma of the anal

canal diagnosed using narrow-band

system with magnification.
27 (8) 1 1406.

imaging
J Gastroenterol Hepatol.
2012

10) Takahiro Horimatsu, Manabu Muto, Yusuke

Yoda, Tomonori VYano, Yasumasa Ezoe,
Shinichi Miyamoto, Tsutomu Chiba. Tissue
damage in the canine normal esophagus by

photoactivation with taraporfin sodium

(Laserphyrin): A preclinical study.
PLoS ONE. 7(6):e38308. 2012
11) Tomonori Yano, Manabu Muto, Kenichi

12) Kimiko  Hori,

Yoshimura, Miyuki Niimi, Yasumasa Ezoe,
Yusuke Yoda, Yoshinobu Yamamoto, Hogara
Nishisaki, Koji HIgashino and Hiroyasu
Iishi. "Phase I study of photodynamic
therapy using talaporfin sodium and

diode laser for local failure after

chemoradiotherapy for esophageal cancer.

Radiat Oncol. 7:1-7. 2012 July23 (Epub)
Shin’ ichi
Yoshiyuki Yukawa, Manabu Muto, Tsutomu
Chiba, Tomonari Matsuda. Stability of
acetaldehyde—derived DNA

Biochem Biophys Res Commun.

Miyamoto,

adduct in

vitro.

_4_

14) Tsunehiro

423(4) :642-646. 2012

13) Manabu Muto, Yasumasa Ezoe, Tomonori

Yano, Tkuo Aoyama, Yusuke Yodo, Keiko
Shuko Takahiro
Horimatsu, Shin—ichi Miyamoto, Atsushi
Ohtsu, Tsutomu Chiba.

endoscopic radial incision and cutting

Minashi, Morita,

Usefulness of

method for refractory esophagogastric
anastomotic stricture (with video).
Gastrointest Endosc. 75(5):965-972. 2012
Hidetaka
Takashi
Ryoichi Nakanishi,

Oyama, Uramoto,

Norio Kagawa, Yoshimatsu,

Toshihiro Osaki,
Hisao Nagaya, Kazuhiro Kaneko, Manabu
Muto, Toshihiro Kawamoto, Fumihiro
Tanaka, Akinobu Gotoh. Cytochrome P450

in non—small cell lung cancer related to

exogenous chemical metabolism. Front
Biosci. S4,1539-1546. 2012
15) Tomonori Yano, Manabu Muto, Keiko

Minashi, Junko Iwasaki, Takashi Kojima,
Nozomu Fuse, Toshihiko Doi, Kazuhiro
Kaneko, Atsushi Ohtsu. Photodynamic
therapy as salvage treatment for local
failure after chemoradiotherapy in
patients with esophageal squamous cell
carcinoma: a phase II study. Int J Cancer.

131(5) :1228-1234. 2012

16) Inoue T, Ishihara R, Uedo N, Kawada N,

Tsujii Y, Kanzaki H, Hanahusa M, Hanaoka
N, Yamamoto S, Takeuchi Y, Higashino K,
Tishi H, Tatsuta M. Risk factors of chest
pain after endoscopic resection of early
esophageal cancer. Hepatogastroenterology

59(117) :1446-1449, 2012.

17) Yamashina T, Ishihara R, Uedo N, Nagai

K, Matsui F, Kawada N, Oota T, Kanzaki
H, Hanafusa M, Yamamoto S, Hanaoka N,
Takeuchi Y, Higashino K, Iishi H. Safety
and curative ability of endoscopic
submucosal dissection for superficial
esophageal cancers at least 50 mm in
diameter. Dig. Endosc. 24(4):220-225,



2012.

18) Hanaoka N, Ishihara R, Takeuchi Y, Uedo
N, Higashino K, Ohta T, Kanzaki H,
Hanafusa M, Nagai K, Matsui F, Iishi H,
Tatsuta M, Ito Y. Intralesional steroid
injection to prevent stricture after
endoscopic submucosal dissection for

cancer: a controlled

Endoscopy 44(11):

esophageal
prespective study.
1007-1011, 2012

19) BfEH, RAMEE, . Svy MuEE AN
REEZ W OB & B A, Gastroenterol
Endosc. 54 : 3-10. 2012

20) BHREE, SAER. . EEEEEYE
mE LEREEOYMEETR. BLB.
47 1 1419-1426. 2012

21) MAIN TOPICS : VH{LZREEIIZIST HPDTD
TR EFREE. RIS, HY <7, 5

7&. MEDICAL PHOTONICS No. 11, 23-29,
2012. (¥R&0)

22) BRI - NREEIEERVI (£0fh) @Lr—
PR, ELRBRNRER AR A~
A E—, FRIARK, BFERFEE EFK
FHRERAEE, O, p180-186, 2012.

23) A TEARRRAS AT TS 2 PDT DB
LI RRE - Bttt IR AR 2 E
WA T DIRBREEE—. T 74T~
A.23:12-16, 2012.

2. FRER

1) Shinya Ohashi, Mihoko Tsurumaki, Osamu
Kikuchi, Daisuke Kuriyama, Yukie Nakai,
Takeshi Setoyama, Shinichi Miyamoto,
Tsutomu Chiba, Manabu Muto. Photodynamic
therapy induces apoptosis via reactive
oxygen species in fluorouracil-resistant
esophageal squamous cell carcinoma
cells. Digestive Disease Week and the
114* annual meeting of the American
Gastroenterological Association, Orlando, FL,
May 18-21, 2013.

2) Yusuke Amanuma, Shinya Ohashi, Manabu Muto.

3)

4)

5)

6)

_5_
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esophageal epithelial cell senescence
checkpoint functions activated by an alcohol
metabolite. May 18th 2013 Digestive Disease
Week 2013 (AGA)

Shinya Ohashi, Mihoko Tsurumaki, Osamu
Kikuchi, Daisuke Kuriyama, Yusuke Amanuma,
Yukie Nakai, Takeshi Setoyama, Shinichi
Miyamoto, Tsutomu Chiba, Manabu Muto.
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FEVE O [ Rf 2 EVRBR % £ 6 8% S W 25 TTAR R PR
R UCEMT 5, 5%, 506yLL EDCRT
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