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WFZERC R OMEEE (J30) : Fatty acid synthase is highly expressed in many kinds of human
cancers. Cerulenin, a natural inhibitor of fatty acid synthase, induced apoptosis in human
colon cancer cell lines. In xenotransplanted SCID mice, the cerulenintoxaliplatin group
significantly inhibited tumor progression. By using EGCG, liver metastasis of human colon
cancer was extremely reduced in SCID mice. Based on these studies, inhibiting fatty acid

synthase would be an effective strategy to treat unresectable colorectal cancer.
AR TE HE

(SHEENL - 1)
RS R A & &
A TE B 3, 300, 000 990, 000 4,290, 000

BFIEYIF : B U
FHIFEE 057 F - MR« SPRERBBIRIES - SR i
Xm0 KHBH, BFRE, IR G R

1. BRSEAS B R LI AR T AR TH Y |
AT SR OBAAAE S TIERI 1 130t o @b 550 CABIE <

DF LWVEHEIRICH Y FHCKIETIME | e e e 2 LT, K

AT TN D, L o e " o

P hyTIERETN D, SRAOEMIIIIE | e i s o 1L AF IR b L < 12202
5] ] ‘S"\?lf‘» % N é\ . . .

DRI ASE < & biL. 2 OMEEEE: e o L ) et

ik \ NG R

HIZLM HERT D, RETORRBEE | oo
BIEFIORITEIRIE L DI VEREAIER | g emnm s g 2 7= 1= IS £ Weiede
PETEEZNORRR TR D, KIBBEOT | 2 p oo n o BB LA T 5




(Menendez JA PNAS 2004), JENGFeA AkEE
FPLFA G X 0 EEARE N T/ Mak 2 k
VANKRE D Z LICL > TEBERT R h—
Az 2T T ERRFEITHLNTRY DD
V. WAWNAZREREIZB W TG S UL D
TW5b, ZO XD ICHENIBEEG R P EAN

BrLWHUEAIE L THER 2R DI TV DD,

KGR KGR D BRI k3 2 1B B D
WEHE 720 AT S TR WD O BLIR
Thd,

2. WHEDHM

ARBFFEIT RN & BB A L EANCE B L,
BIVEF D 72 22 TR 1 2 R AT RS 65
BERRETHIZEEZBNET D,

3. WHED L
(1) AR & AR SERILEA O & N IR A
DR ORERE

b R HIIEERHCT 11635 X ORKOWZAE I
A REEEEREL L = BB
AT T WML, FUEGERIRAZRTT 5,
RMAah R & L CWST-8, #Esfimflzh R & LT
BrdURBR 21T 9,

(2) NEMie G B R R ER B L L= b
FOLFOX & OFH AAEH O it

BUE KRR 33 22 E Tl b
FEYER)72FOLFOX L Y A THWS N TV D A
XYV VT ITF o EOMAENE R D720,
HCT1163 X URKOICE VL = & A% 1 7
ZFrEBMLCHIEE R 2 RET 5, F
To A B = R NREATE U CRRIBR G kiR, U
“WE{bAkt, p38, pb3, p2l, I&ME{kCaspase 3
DFEBR BT D,

RERGER & R BER B ERIE L L =2 & A%
UZFFF 2 Din vivoTOMEE & b K
HIKRHCT116 DSCID~ 7 A ~DAEE T /LT
RS 5,

(3) & P RIGEITEEET VL~ U 2T 5

T A0 AT X v OIEIh R

b b KGR HIIEARRKOZ SCID~ 7 A O il
WCEALTFEBEBEET L~ U A2 ERT 5,
T a T xR aERENES LTS R
DERZRIE L, PRS2 R AT 5,

4. WFFERR

(1) & b RAGHEMAEEEICT11633 & URKOIZ & /L
L=y (Figure DBL =X
(Figure 2) ZIRIN¥ % & EMRBUELZR
RO BT,

Figure 1 £ILL =2 52 L HEFKIREIDHIZIR

HCT116 RKO

120
100 ” 100
80 " 8O
£ 60 - Zan
E E
% 40 w Ean "
20 I 20 i
0 i
0 125 0 123 25 50 100
Cerule Cerulenin pM

25 50 100

snin phl

0,01 vs 0 ph

Figure 2 TEH OATHF R E(IZEDHERXBE DG
HE

HCT116

RKO
100
_ 100 ]

B £
g 5
§ S
*®

o 125 s s0 100 o 125 25 s 100

E6Ca(M) ecealuM)

QHCTII6ICA XYV T T F o257 5 &
IR RN HUEG DR AR bivlz, v
V= e d XV IS F o0 L CTER &
MR LA, BLL= IS Y TS
T OHUEE R 2 H5R L 7z (Figure 3),

t

%

Figure 3 ®ILL=V A FHUTSFLOHADREOBRE

HCT116IZA FH U TS F05uM¥E 5
120

EILLZY 25uMIE S

120 Cerulenin 25 pM

100 100
Oxaliplatin 0.5uM
80 _— 80
o 60 -
“# .
- 2 40 i
0
25 50

control 0 control 0 0.5 1
Cerulenin uM Oxaliplatin pM

% control
LS o [+2]
[=] [=] (=]

% control

o



AL =TI LY B b KIGEIReR
HCT116Dp38iETEAL & Akt HHl A3 = 0 K MEAL
Caspase 3N L7z, AFH VT TF %
ps3 & p2l DIEM L Z G Z Lz, B =

VEFXH Y FSFUoOHEMIZ X Y p38, pb3,

p21 3 EMAL LiEMRI D Caspase 328 & 51288
L7 (Figure 4) .

Figure 4 ZILL =2 A FHYTSFUDHAMHED

Ah= X LFRHT
L=y 0 2550 — 022 M
FEHIVISFY 0051 0 005 uM
FASN (WSS WSS
pp53 - o | -
p21 -
pp38 | - - -l
p-Akt ﬁ — S —
t-Akt R K - I
Seved TN [N %ﬁ]
GAPDH| : { |

HCT116%SCID~ 7 AD K FIZBE L% Tk
NL= A XD T TF U OMBEDRE R
L7, B/ L =30mg/ke, XYV FFF
> bmg/kg & AlRIFE 59~ % & E e BT 2 3
DR, B =15mg/kg, AFH V) 7
7 F 2. bmg/kg TIIA B TUES R RIT A5
Nniginoiz, LnL, B L =216mg/kg & A
XYY T TF 2 bmg/ke B HEHT B EHE R
PUESNR BB b, ZOZEhbEL
L=y, XV FITFUOHICEY ER
TNOREENHHTE HZ LAMR SN
(Figure 5) .

Figure 5 #)LL =2
EXFHYTSFOD
HEFAZHER (in vivo)

Tumor weight (g)
oo o
v e ®

control r 15 ox 2.5

0

3) e l\kﬂﬁﬁﬂﬁﬁé%Tﬂxv‘?X ’*H‘E)
T EHa T Oiflgh R

TEAT AT F ARG LY S EET

KGN L= (Figure 6),

Figure 6 EF KIBEFSEBETILICHBITAIEAOATFY
DR

PR min (%)

O Rk N W B U O N ® ©

Pvlfﬁ I:lfj-y-a-.;,#‘* 3

XNEE TEAOATEUR i

T DI LD RN G R 5 B Al
L= A XYY TT T T KGR
IR AEGT D ENH LN o7, BV
U= RBERIBEITER T 5% —
Ty T ThLAXYY T T T OEHEM
NRERBOT, XYV 7T F AR
FEEDIRFHGE O B LR D08, BrL=
VEMHAT 2L TRV IKRE TR Ak
FESHEDLZENARBICRD EEZEX DT, F
= alT X A3 RICE T D2
REGRIT, ARAFRIEDOK = X MEIZEBR
TEXDLHFHOEANC/RY 5D LEZ BT,
5. FEeREmME

(WFFEfERAE ., W5
ES 7Y

Gy N OSEHERTZE8 12

CMEsEam ) (BE 11 1)
@O Shiragami R, Murata S, Kosugi C, Tezuka

T, Yamazaki M, Hirano A, Yoshimura Y,
Suzuki M, Shuto K, Koda K. Enhanced
antitumor activity of cerulenin
combined with oxaliplatin in human

International

LD

colon cancer cells

Journal of Oncology. In press.

Y

@ Takahashi K, Kozuma Y, Suzuki H, Tamura

T, Maruyama T, Fukunaga K, Murata S,

Ohkohchi N. Human platelets promote


http://www.ncbi.nlm.nih.gov/pubmed/23260232

liver regeneration with Kupffer cells
in SCID mice. J Surg Res. 180(1) ;62-72.
2013. &A@t d D

Maruyama T, Murata S, Takahashi K,
Tamura T, Nozaki R, Ikeda N, Fukunaga
K, Oda T, Sasaki R, Ohkohchi N.
Platelet transfusion improves liver
function in patients with chronic
liver disease and cirrhosis. Tohoku J
Exp Med. 229(3);213-20. 2013. ##i
U

Tamura T, Kondo T, Pak S, Nakano Y,
Murata S, Fukunaga K, Ohkohchi N.
Interaction between Kupffer cells and
platelets in the early period of
hepatic ischemia-reperfusion
injury——an in vivo study. J Surg
Res. 178(1) ;443-451. 2012 #&id v
Matsuzaka T, Atsumi A, Matsumori R, Nie
T, Shinozaki H, Suzuki-Kemuriyama N,
Kuba M, Nakagawa Y, Ishii K, Shimada M,
Kobayashi K, Yatoh S, Takahashi A,
Takekoshi K, Sone H, Yahagi N, Suzuki
H, Murata S, Nakamuta M, Yamada N,
Shimano H. Elovl6 promotes
nonalcoholic steatohepatitis
Hepatology. 56(6); 2199-2208. 2012 #F
#idd v

Nozaki R, Murata S, Nowatari T,
Maruyama T, Ikeda N, Kawasaki T,
Fukunaga K, Ohkohchi N. Effects of
thrombopoietin on growth of
hepatocellular carcinoma: Is
thrombopoietin therapy for liver
disease safe or not? Hepatol Res. In

press. 2012 &HHH Y

(@ Takahashi K, Murata S, Ohkohchi N.

(%K)
O Bt

Novel therapy for liver regeneration by
increasing the number of platelets
Surg Today. In press. 2012. &7z L
ITkeda N, Murata S, Maruyama T, Tamura
T, Nozaki R, Kawasaki T, Fukunaga K,
Oda T, Sasaki R, Homma M, Ohkohchi N.
Platelet derived adenosine

5 —triphosphate suppresses activation
of human hepatic stellate cell: In
vitro study. Hepatol Res

42(1)591-102. 2012 #FEd »

Nagai K, Kohno K, Chiba M, Pak S, Murata
S, Fukunaga K, Kobayashi A, Yasue H,
Ohkohchi N. Differential expression
profiles of sense and antisense
transcripts between HCV-associated
hepatocellular carcinoma and
corresponding non—cancerous liver
tissue. Int J Oncol. 40(6);1813-1820.
2012 EHid D

Sasaki R, Kondo T, Oda T, Murata S,
Wakabayashi G, Ohkohchi N. Impact of
three—dimensional analysis of
multidetector row computed tomography
cholangioportography in operative
planning for hilar cholangiocarcinoma.
Am J Surg. 202(4);441-448. 2011 A&
HY

Chiba M, Murata S, Myronovych A, Kohno
K, Hiraiwa N, Nishibori M, Yasue H,
Ohkohchi N.Elevation and
haracteristics of Rab30 and
S100a8/S100a9 expression in an early
phase of liver regeneration in the

mouse. Int J Mol Med. 27(4);567-574.
2011 #EHH D

(it 6 #5)

B HHE BB M Tk,


http://www.ncbi.nlm.nih.gov/pubmed/23260232
http://www.ncbi.nlm.nih.gov/pubmed/23260232
http://www.ncbi.nlm.nih.gov/pubmed/23459612
http://www.ncbi.nlm.nih.gov/pubmed/23459612
http://www.ncbi.nlm.nih.gov/pubmed/23459612
http://www.ncbi.nlm.nih.gov/pubmed/22480836
http://www.ncbi.nlm.nih.gov/pubmed/22480836
http://www.ncbi.nlm.nih.gov/pubmed/22480836
http://www.ncbi.nlm.nih.gov/pubmed/22480836
http://www.ncbi.nlm.nih.gov/pubmed/22753171
http://www.ncbi.nlm.nih.gov/pubmed/22753171
http://www.ncbi.nlm.nih.gov/pubmed/23157389
http://www.ncbi.nlm.nih.gov/pubmed/23157389
http://www.ncbi.nlm.nih.gov/pubmed/23157389
http://www.ncbi.nlm.nih.gov/pubmed/23157389
http://www.ncbi.nlm.nih.gov/pubmed/23157389
http://www.ncbi.nlm.nih.gov/pubmed/23180116
http://www.ncbi.nlm.nih.gov/pubmed/23180116
http://www.ncbi.nlm.nih.gov/pubmed/21988364
http://www.ncbi.nlm.nih.gov/pubmed/21988364
http://www.ncbi.nlm.nih.gov/pubmed/21988364
http://www.ncbi.nlm.nih.gov/pubmed/21988364
http://www.ncbi.nlm.nih.gov/pubmed/22366890
http://www.ncbi.nlm.nih.gov/pubmed/22366890
http://www.ncbi.nlm.nih.gov/pubmed/22366890
http://www.ncbi.nlm.nih.gov/pubmed/22366890
http://www.ncbi.nlm.nih.gov/pubmed/22366890
http://www.ncbi.nlm.nih.gov/pubmed/22366890

DA N S 1 N[ SN
AR IEAN, HEE OBE. EH ER.
b NGRS HCTL16 (Zxtd 2 AR
AR EEFE L ER] & FOLFOX OO Az
Mt 55 113 [B] B AR E
£3.2013. 4. 11. 1@

FH CBR—RR. /M2 TIh, FE L
AN NN 2 SO N 1S ==
RGN b3 2 R GEE & i 6 BH

HleFxH Y FTF o OHEDNEORE.

%067 [al B A KB L Y 95 5 2 0 4R
£.2012. 11. 17. t& )

FHE B—BRR, SEM ESE, M TIL F
1o S| S NN P S = S (N S ¢
S, KW FE. RIER G R R LE A
N =N3AFY Y T T T O R
SR L b bR A 3 5. 5 20 [\
H A LR B 2 . 2012 10. 13.
(Gl

Sl wACHHECB—BR NI e
BUE Mz, MR FES BRI AL
A (1] I o f§  8h
Epigallocatechin-3-Gallate (EGCG) %
b b RIGREATER 235, 5% 48 [\ H
AR IES. 2012, 7. 21, 4R

Sl ALK E BB, B R, &
W IR, B ALSE, i EER. TN
(= 18
Epigallocatechin-3-Gallate (EGCG) IZ &
N RIGFENTHEARE 24l 2. 55 48 Bl A A
FFifF2 ks, 2012.6. 7. 4R

Al EmACHE BB WA 2
EfE IRV ALSEL K ERRR,
ML EER, E B A RN B4
E NRKGBEFEBET VEZ AW
Epigallocatechin-3-Gallate OFIIEEZ)
OB 5 19 Bl H AR A B 72 H
. 2011.10. 23. &

(X&) GE 1)

O Maruyama T, Murata S, Ohkohchi N.

Treatment for liver metastases from
colorectal cancer with inhibitor of
fatty acid synthase. Horizons in cancer
research vol 49, Editor Hiroto S.
Watanabe, chapter IV, p. 153-p. 178,

2012 Nova Science Publishers Inc

6. WFZEER
() A TEf e

FH  Ba—HEB (MURATA SOICHIRO)
RS« BEAED - SR
TFgeE &5 : 40436275



