#e=L C-19
HEMREHBEHRRRBEE

ERE2 14 4 H 30 HBAE

WRiER - EBHE (C)

MR : 2007~ 2008

BEEXS: 19590722

MERBEL (X)) EERE-MEHFENSH-KBELCEEEZONESEHIERICEHHIZ

B FDIER
REERES (FE) Investigation of target molecules involved in enhanced antitumor

effects of chemotherapy for colorectal cancer from the view point of tumor immunity and
tumor angiogenesis

MkkE tH EE (TSUJIT MASAHIKO)
KRKE - ERZRMER - EEm
MZEEES : 40303937

FER A OB
FEEROF3ED 5 NSAIDs, cylooxygenase-2 FHZEA| DRSS Z R ER « IS B A 3 /B
HaEN L CTHIESERERIET L ZERHLNICEINTE TS, KIFFETIE. KIBEO~D
AETNVEHWT, BEIEEIC cyclooxygenase-2(COX-2)FHEHI % FH L 7= B o HiEE2h Rz
KETHEEZRF L2, fBRIL COX-2 HEANIIEGNA 4 —T7 cn vy EAZFHE L, E
A AEZIEIT 5 2 21k V., 5FU OHUEES R AT 5 Z LR LMNE R o7,

AHR
(BEHHAL - 1)
[ERESE IR & &t

2007 AEREE 2,100, 000 630, 000 2,730, 000
2008 fEAEE 1, 300, 000 390, 000 1,690, 000

FHE

FHE

ERE
&l 3, 400, 000 1,020, 000 4,420, 000

BRI 0T PR
FHIFRSR - 0  PIRRIGIRIE: - ISP
U=k COXFIEA, MEHL, (> —7=n, BEH, VEGF

1. BFEBRLEY WO & B s LToRAMHEEZ®HRE L TE
RS0 5 . NSAIDs @ KI5 & 7=

DO TRFEE L TOHDMENRER S

NTWaN, Fxid., #oOEHNH T 2. OB
cyclooxygenase(COX) D 9 b » #% & HEAT KB ICX 45 COX-2 HEA & #t
o COX-2 ARG EE CTHEIEBE L MAFDOGFAERIZE L TiX, —EDH

Tkv, HEEMBER\IE, 178 b — RITE LN TR, 5 F, COX-2 fH%E
A @rm AL BB O RE R #I celecoxib ™ Hi A A Fl @ Hi & 5 %h B
¥ . H@“ﬁf%@%ﬂf;kf;@%\éﬁzﬁ@ RIETEBIONWT~YYZET LA M
hBWTHEE M2 L WD Z WTRRRT L 72,

L EZBH LML, COX FLEH T



3. WD L
r7?<®&?$%ﬁﬂ@“ L. 5mm
DREZWZCHR->THhE, BFHK
G 2B ITL2ETAERH W,
m @F@k%é%ﬂmt JiE
FEHAENRT VEGF &, K4
0) TNF a, fVyE—Txmr v
VIL-1BRBREEZRHEL =,

R EWMERIOREAC
%}#%&

4. WFICRE
5FU20mg/kg LA L& 5 L7 #EClix, =2~
kB — L ® vehicle # 5 HIZ X, FE
W B 2 TR 5 B S A 40 Lf: AN
celecoxib % ff H L 7= # T 5
FUl0mg/kg HGEEICB N TH ﬁﬂi’
JE 2 HE I Il S vz, celecoxib % fif
U2 8BE Tl SN O # A4 & o %
T HEEICKIEZ R L, celecoxib # fif H
TAHZ LKLY, mMEHFANTHE S,
FEBE IR IE SN D 2 &N I
72 F7-. celecoxib ffHE:TIX. EE
Mgkt oA 2 —7 2 IFN-v BN &
MERLTWED T IFN-y J v 7 T v
F~D2AZHNT, AEOK TEBHEET
NORFEIT T & Z A IFN-/ v 7 T
A N 171“( I% celecoxib Ifi & 7 2 #1 il
2RI @Em?\SFU®#EF@%
GC&E?‘ celecoxib @ & & W55
LTW7, U k25, celecoxib i IFN-
yELAZER L, EAEINRT IFN-y »
fE M EFAELIME T 252 &2k,
5FU |2 X 2 HulE 5 s R 2 ¥R 4 % v 6E
PRI I N,

ARF 6 AL FRE T I COX-2 B
EREHFRAT DL LE, EEMEMN T
IFN-y EAZFHFET L2 LICXE 0 EE
NI BT AR 2 B T D Ly O AR A
L. ALFIRIEDO TR 2 R 2R3 5 Af
MR R I N,

5. ERFEERCE
(WFgeAREE . W3 R OSBRI E 1
=Ny

[ﬁEn:LHHHjZ] (%‘ 18 'ﬁ:)

. Ishii S, Tsuji S, Tsujii M, et al.
Involvement of bone marrow-derived
stromal cells in gastrointestinal
cancer development and metastasis. J
Gastroenterol
Hepatol.23:9242-249,2008 & #i A

2. Shinzaki S, Iijima H, Nakagawa T,

Egawa S, Nakajima S, Ishii S, Irie T,

Kakiuchi Y, Nishida T, Yasumaru M,

Kanto T, Tsujii M, Tsuji S, Mizushima

T, Yoshihara H, Kondo A, Miyoshi E,

Hayashi N. IgG Oligosaccharide

1

Alterations Are a Novel Diagnostic
Marker for Disease Activity and the
Clinical Course of Inflammatory
Bowel Disease. Am J Gastroenterol.
103:1173-1181,2008. &HHif
Hayashi Y, Tsuji S, Tsujii M, Nishida T,
Ishii S, Iijima H, Nakamura T, Eguchi
H, Miyoshi E, Hayashi N, Kawano S.
Topical Transplantation of
Mesenchymal Stem Cells Accelerates
Gastric Ulcer Healing in Rats. Am J
Physiol Gastrointest Liver Physiol.
295:G163-G169,2008. A&t
Egawa S, [ijima H, Shinzaki S, et
al. Upregulation of GRAIL is
associated with remission of ulcerative
colitis. Am H Physiol Gastrointest
Liver Physiol. 295:G163-169,2008
Hi
Nishida T, Tsuji S, Tsujii M, et
al. Cultured bone marrow cell
local implantation accelerate h
ealing of ulcers in mice. J Gast
roenterol.43:124-135,2008 7wt
Hayashi Y, Tsuji S, Tsujii M, Nishi
da T, Ishii S, Iijjima H, Nakamura
T, Eguchi H, Miyoshi E, Hayashi N,
Kawano S. Topical Implantation
of Mesenchymal Stem Cells ha
s Beneficial Effects on Healing
of Experimental Colitis in Rats.
J Pharmacol Exp Ther 326:523

-531,2008% ¢

Hayashi Y, Tsuji S, Tsujii M, et al.
Topical transplantation of
mesenchymal stem cells
accelerates gastric ulcer healing
in rats. Am J Physiol Gastrointest
Liver Physiol. 294:G778-786,2008
HHi

Shinzaki S, [ijima H, Nakagawa T,
et al. IgG oligosaccharide
alterations are a novel diagnostic
marker for disease activity and
the clinical course of
inflammatory bowel disease. Am J
Gastroenterol.
103:1173-1181,2008 Z i

W, & E, LA, fin, B
JRIFIZH T 5 GERD:E & 89 KR4 40



10.

11.

12.

13.

14.

15.

16.

17.

"R B b O M Progress in
Medicine.20:706-709,2008 25
WEHE, hAme., WHEHME M.
CEA & i T3 L & hu 7z IR e PR
TN A =~ O — B
23:140-145,2008 H&#ifF

Hayashi Y, Nishida T, Kondo J,
Yamamoto K, ILijima H, Tsutsui S,
Hiramatsu N, Tsujii M, Tsuji S, Ito H,
Takehara T, Hayashi N. Modified
FOLFOX6 was effective for advanced
adenocarcinoma with unknown origin
in a patient with Crohn's disease H A<
HAL #9872 M35 106:69-76,2008
HHi

Asahi K, Fu HY, Hayashi Y, Eguchi H,
Murata H, Tsujii M, Tsuji S, Tanimura
H, Kawano S. Helicobacter pylori
infection affects Toll-like receptor 4
expression in human gastric mucosa.
Hepatogastroenterology.54:1941-1944,
2007 FEwif

Murata H, Tsuji S, Tsujii M,
Nakamura T, Fu HY, Eguchi H, Asahi
K, Okano H, Kawano S, Hayashi N.
Helicobacter pylori infection induces
candidate stem cell marker musashi-1
in the human gastric epithelium. Dig
Dis Sci.53:363-369;2007 #FiAH

Irie T, Tsujii M, Tsuji S, Yoshio T, Ishii
S, Shinzaki S, Egawa S, Kakiuchi Y,
Nishida T, Yasumaru M, Iijima H,
Murata H, Takehara T, Kawano S,
Hayashi N. Synergistic antitumor
effects of celecoxib with 5-fluorouracil
depend on IFN-gamma. Int J
Cancer.121:878-883,2007 & #ih
Nishida T, Yabe Y, Fu HY, Hayashi Y,
Asahi K, Eguchi H, Tsuji S, Tsujii M,
Hayashi N, Kawano S.
Geranylgeranylacetone induces
cyclooxygenase-2 expression in
cultured rat gastric epithelial cells
through NF-kappaB. Dig Dis
Sci.52:1890-1896, 2007 HHif
Yoshio T, Morita T, Kimura Y, Tsujii M,
Hayashi N, Sobue K. Caldesmon
suppresses cancer cell invasion by
regulating podosome/invadopodium
formation. FEBS Letter
581:37777-3782,2007 A
Hayashi Y, Tsuji S, Tsujii M, Nishida T,
Ishii S, Nakamura T, Eguchi H,
Kawano S. The transdifferentiation of
bone-marrow-derived cells in colonic
mucosal regeneration after
dextran-sulfate-sodium-induced colitis

18.

in  mice.

2007 A HifT
Tsujii M Possibilities of prevention of
colonic neoplasms. Nippon Naika
Gakkai Zasshi.96;295-304,2007 & &4

Pharmacology.80:193-199,

(¥ Gt 311

1.

Tsujii M, Tsuji S, Eguchi H, et
al. Chemical intervention rever
ses oxidative stress-induced epi
genetic alterations in colon can
cer cells: Clues for new chemop
reventive measures against agin
g and carcinogenesis. K[E{H b
R 23 20084E5H 21 H

Shinzaki S, Iijima H, Nakagaw
a T, et al. IgG oligosaccharide
alterations are a novel diagnost
ic marker for disease activity a
nd the clinical course of inflam
matory bowel diseasek[® 1k 25
22008425 H 21 HOKEY 7
T =

Hayashi Y, Tsuji S, Tsujii M, e
t al.Mesenchymal Stem Cells Tr
ansplantation Accelerates Gastri
¢ Ulcer Healing in Ratsk[EH 1k
#H P 22 200845 H 21 H KEY 7
4=

Nakajima S, Iijima H, Shinzaki
S, et al. Bone mineral density
and biochemical markers of bo
ne turnover in patients with in
flammatory bowel disease¥ [E{H
b4 7 22 20084 5 7 21 A K[EH
Tz

Wang J, Tsujii M, Tsuji S, et a
1. Possible roles of let-7 microR
NA expression in the Cytotoxin-
associated gene A (CagA) associ
ated pathogenesisk [E 41t #5775 %
2200845 21 KEY T 4=
Ishii S, Tsuji S, Tsujii M, et al.
Bone-marrow cells are able to
develop Interstitial Cells of Caj
al: Morphologic Evidences in W/
Wv mice K[EHL#HE 22008
F5H 21 A KEY T ==



10.

11.

12.

13.

14.

15.

16.

17.

Yoshio T, Morita T, Tsujii M,, e
t al. Caldesmon suppresses can
cer cell invasion by regulating
podosome/invadopodium formatio
n. KEHAL &R ¥ = 2008451 21
HXEY 7=

Egawa S, Lijima H, Shinzaki S,
et al. Upregulation of E3 ubiq
uitin ligases related to T cell a
nergy in CD4+ T cells isolated
from patients with ulcerative co
litis in remission>k [E 4L 2597 %
220084E5H 21 KEY T 4=
Kondo J, Tsuji S, Lijima H, et
al. Indications And Diagnostic
Yield Of Double Balloon Entero
scopy In A Tertiary Care Settin
g: An Analysis Of 527 Cases W
ith Suspected Small Bowel Dise
ases K[ETE{LARIH 22008454
21H KEY T 4=

SRS JEAE . TR AE — BB .
M RIEEBERICROND T T Y
F—AXHEIgGIZ LD~ a7 57—
THERE ~ D B O RN H 948 H K
AL ER97 7 248 2 2008/5/10 1 i)
HbEMESL, SRS SR, TR LT
fh 7 o — 2 RicB T 5 EEERES
DFIE Bl O k54 26 94 (8] B AR VH b #59%
F 22 2008/5/104 [

NS S SRS S g, BT IF A5 — BB,
fith~ 7 A GE MM R I I 1T D Tl
fa DR EER DGO T OM
B 94ml H A AL &6 - = #2200
8/5/1 0 [if]

o R T BRUE S T IREAE — B
CMRIEEGREBREFEICBTLIER
ERIOER#~—T—OHmFTHI
4[] H AR AL ERE = 0 =2008/5/1
O # [if]

fAHEZ, 8 E, LHEZ. ME
WMt T vE RO ELE EE
B oD S I B S MR E 5 940R] H
AAEALER I 7 48 22 2008/5/ 101 [if]
MRz . FRBEM, HIEZ, Ca
ldesmonifinvadopodium/podosom
e D I ik % FH.E 9 2 8 #l e 1= 1 oo 41
il [K+ T & 2 5 94[E H R VH b9
F 22 2008/5/104 [

HANEEX, &8 E, SHIEZ. MK
HET7TAE Y 2k b EEELE
RGP - 28 T A7 0 B R A 94
[m] H A JH AL & 9 5 = 6 2 2008/5/10
NS S SR S g, BT G A3 — BB,
filL 055 ME RIS R B IC B 1T D THl b
7Y —OMmFF45E B ATEL
o PE F 222008/ T/4 1T #B

18.

19.

20.

21.

22.

23.

24.

25.

26.

Shinzaki S, Lijima H, Nakagaw
a T, et al. Alterations in IgG f
ucosylated oligosaccharides are
a novel diagnostic marker for d
isease activity and the clinical
course of inflammatory bowel di
sease JHUPO conference 2008 2
008/7/29 K fx

NS S SR S gt BT IF A3 — BB,
ftth~ 7 X REME NGB BT I 1T D THE
o D %R DG OW T DO
T A5 3600 H AT 5 5 2 2 2008/9/
5K B

KA, EEFEA, WHM., s
T H R U 72 'H IR PN 43 WA Jiea e
D — i1 55 8118 H A VH AL 25 N AR 8E 5
23 30T #6 M J7 23 2008/9/20°K P
HEFESL, SRS ER. TEEm T
fith 7 v — IE MRS DA
R AEDOAF HIME L HEAJDDW
2008 2008/10/3 % X

FEHE., FHEHE LARD, i
ITHERE (cStagelV) DR ER B JDD
W 2008 2008/10/3 3 i

M. Tsujii, S. Tsuji, T.Kanto, T. Take
hara, N. Hayashi DNA damage enh
anced DNA methyltransferase activi
ty via COX-2 and Erk activation, le
ading to aberrant hypermethylatio
n A A £2220074-10 H 3 A Ak

Y Hayashi, S Tsuji, M Tsujii, T Nis
hida, S Ishii, M Komori, T Irie, H I
ijima, H Eguchi, N Hayashi, S Kaw
ano. Transplantation of Bone Marro
w-Derived Mesenchymal Stem Cells
Ameliorated 2,4,6-Trinitrobenzene S
ulfonic Acid (TNBS)-Induced Colitis
in Rats. Digestive Disease Week an
d 108th Annual Meeting of the AGA
Institute20074-5H20H KED > >
F>DC

S Shinzaki, H Lijima, S Egawa, S
Nakajima, S Ishii, T Yoshio, T Irie,
Y Kakiuchi, T Nishida, M Yasumar
u, T Kanto, M Tsujii, S Tsuji, N H
ayashi Cyclooxygenase-2 Regulates T
oll'like Receptor (TLR)2 Expression
and Tlr2-Mediated Chemokine Prod
uction in Intestinal Epithelial Cells.
Digestive Disease Week and 108th
Annual Meeting of the AGA Institut
e2007F5H20H KE DV 2>k DC

M Tsujii, S Tsuji, S Tsutsui, H Iiji
ma, M Yasumaru, T Nishida, T Irie,
S Egawa, S Shinzaki, S Ishii, S N
akajima, T Yoshio, J Kondo, H Egu



27.

28.

29.

30.

31.

chi, S Kawano, N Hayashi. DNA D
amage-Related Hypomethylation Ind
uced Not Senescence Nor Apoptosis,
But Aberrant Hypermethylation in
CpG Island Methylator Phenotype-
High Colon Cancer Cells Via Aberra
nt Erk/Akt Activation and Enhance
d DNA Methyltransferase Activity.
Digestive Disease Week and 108th A
nnual Meeting of the AGA Institute
200745 20 HKEY > |+ DC
S Egawa, H Iijima, S Shinzaki, S
Nakajima, J Kondo, S Ishii, T Yoshi
o, T Irie, Y Kakiuchi, T Nishida, M
Yasumaru, M Tsujii, S Tsuji, N Ha
yashi. Expression of Grail, An E3 U
biquitin-Ligase for Induction of T C
ell Anergy, in Cd4+ T Cells of Patie
nts with Ulcerative Colitis. Digestiv
e Disease Week and 108t Annual
Meeting of the AGA Institute20074-
5H20H KED T~ hDC
T Irie, M Tsujii, S Tsuji, S, T Yos
hio, S Ishii, S Shinzaki, S Egawa,
Y Kakiuchi, T Nishida, M Yasumar
u, H Iijima, H Murata, T Takehara,
S Kawano, N Hayashi. Interferon-
Gamma-Dependent Tumor-Suppressi
ve Mechanisms of a COX-2 Inhibito
r in Combination with 5-Fluorouraci
. Digestive Disease Week and 108th
Annual Meeting of the AGA Instit
ute20074E5 H 20 H KE Y > >k DC
M Yasumaru, S Tsuji, M Tsujii, S T
sutsui, T Yoshio, S Nakajima, S Ish
11, S Shinzaki, S Egawa, T Irie, T
Nishida, Y Kakiuchi, H Iijima, S
Kawano, N Hayashi Endoscopic Full
-Thickness Resection (EFTR), a New
Technique for Treatment of Gastric
Malignancy. Digestive Disease Wee
k and 108t Annual Meeting of the
AGA TInstitute20074-5 H 20 H K[E 7+
~ hDC
RS — BB, S el PRAER. W
JIMERE, BigEsk, =FEm, HEE
b WA, ERIGIE, A RICHESH AR
Bz 255 < RIEMERGIE B O F 7= 72 g
~— 1 — 593 H ATHLEIN =i a2
0074F4 A 20 H %7
WG, S IEH, BiRE—RS, T 5
Ve, AIHEZ, mlEECZ . AR
CHPNEE, TAE— BiEk, 1
EZ, & &5, HRIGE, MR A
BRI R B 12 31T D THIRAS IR

DRRFFH93IE] H ATH LR F 21852200
THE4H 20 A F AR

(XF) Gt 0fh)

(PESEIA PEHE]
OigRdt Gt o)

OBk Gt 01F)

6. WFIERER
(1) W7 R

i IEE (TSUJIT  MASAHIKO)
KRR « ESRTER - FEAT
WrgeE 25 1+ 40303937

(2) W5y

i Sefst (ITJIMA  HIDEKI)
KBKRA: « EFRUFR - Bh#
&5« 90444520

(3) L HEFFE
L






