(®)
2012 2013

Development of new hepatocellular carcinoma treatment method using a fatty acid synt
hesis inhibitor
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Fatty acid synthase is highly expressed in many kinds of human cancers. Cerulenin,
a natural inhibitor of fatty acid synthase, induced apoptosis in human hetatic cancer cell line Huh7, Hep
3B and HepG2. Next, we made orthotopic xenograft model of human liver cancer Huh7, Hep3B and HepG2.Treatme
nt effect is now under review.Based on these studies, inhibiting fatty acid synthase would be an effective
strategy to treat unresectable hepatic cancer tumor.



. WFTEBHAA S W DO
AIOIFEIC X DT ERITZ D 25 FERT
3 fEICHIIN L, [ 35000 AA3FETE LT
BY, ZHUTEMEHAMIC I DETERENO B
M AL, MESALE o TS, R
FEOIRIRIIIFEN, 7 UARERRER EN
HDHMN, EITIREIC
K9 % B AV SR VE O B %S 134t o [E T X
DHLENTEY, VI 7==7 LRBKIEE
N, VI 7 2= KA RAEFHM O G
JEE 10.7 » H & 1 FERKMTH D DOEIR
Thb. NENREE IR IR EZ GRT 5
DIZHWEDEEFRTH Y, TRIRE A REEE DT
AR 21T U &3 D (2 R A0 1T 3
BNEEIML TWD Z EDNEHERL NI -

T&72. $£7-, BV G REEREBERNIC LY
—EBORMNT R v — R4 2L
HEH LMo TET-.

2. OB

AW FE TITNRNI WL & pl % 35 FLE A 2 F v C
I A e Jo8s V59 2 TR ST ) 7 TR R 1 A il SE
HZLEAMLTS.

3. WHED Ik
(D) HE Wi & R EE R LB A O B FT 8 A A~
DR DHERS

b MITEMIARE Huh7, Hep3B 35 X OY HepG2
WM R A kBB EAIE v L = v 23N
L., MifaAELFER, MK R a2 M+ 5.
@)t NFERFTET L~ AT HEL
L= Oz R

b MiFE AR Huh? & SCID ~ 7 2 DT E
EICHEA L TFERPIET L~ U R ZERK
T5. B L= a2 EERNRE L CHUEER
REMFT 5.

. R AR

v MTE ML Huh?, Hep3B 3 X O HepG2 1T
/L= (Figurel) 2N 5 & FHH 7%
AR Zh S & HETE P ) 2h SR AR
FBS (2 & D IENfEA 2 D52 B % HERR L 7=
BRIZIXZ O RN S iz, IfilzhR
L L BRI CHEM S 7z (Figure2) . JIR
Wil G KEREDO T CTH LIV F U
FRT D& THHIRIIxFYy B ER
7= (Figure3) . LDH O JigH kb % bkt L 7= &
A, BIROEHERD N 2o
(Figure4).

Wbz, £,

Figurel T/ L =052k %5 b TR
GESIES

Huh7

— 100
‘E 80
f 60 EFESH
40 RS-
20
0
10

cerulenm (u M)

140 HepdB

120
100
80

+
=]
8 60 2 "FBS+
40 ” "FBS-
20 -
: N i - &
0 10 40 50

cerulenin (& M)

ntrol

%

HepG2

100
80
il " FBS+
% TT ”
~=« _=FBS-
20
0

cerulenm ( u M

Figure2 EFfIToEL L= E5I2L D
= NREhEYES

% Control
[=]]
(=]

Huh7
140

120

100
80
u24h
60 "4gh
=72Zh
40
20
0

m@m3ﬂwi%yMﬁﬁﬁ@twv:y
Be5IC X B e NAHEIHIZR

Huh?

% Control

250
200

B 180

= * SHFEEL

£
100 ey
%% ENLEFUEMR

sk
o
L L ok
50
:
EEd TS
0 [

] 10 20 30 40 50
cerulenin (¢ M)



Figure4 LDH fift{tth

120 Huh7
a
2100
o
2 80
5 Aok
ag 60 *:t i " % ok ok
g 40 T
2 20
0 )
L IR IR S
00{\ ,&CJ c;\
cerulenin (M) 2
- Hep3B
o
@ 100
-
£ 80
L
9 60 i $ok
o WR R Ak ok
-"_E 40
S 20
0 .
é\\&@ S O R R
<2 c9
© cerulenin (M) 2
120 HepG2
@ 100
o
2 80
=
=] e i
f‘u &0 b s K Bk ok
E 40
2
0 :
S T R S S S N
00{-\\(0 o f:rc) <&
cerulenin (M) 9

A L= ORMTE Y, b bR
Huh7 & HepG2 OffifdEMIFHER A TH 5
CyclinBl & CyclinDl OFEL M S iz (&
FI). 7=, pAkt OFEB N IME & -
(Figureb).

Figures /L L = D A H = X LEHT

24hig
cerulenin 2 M) 0 10 20 30 40
FASN @_
S —
onvt R AT
p—p38 ‘

<o
T

B —actin ‘

cerulenin{z M) 0 10 20 30 40

FASN | |

p—Akt ‘ :

B —actin ‘

Huh7 % SCID ~ ¥ 2 DI BAE L 72 % T
AL = OHEGNRE BT TH D, &
JL L= 60mg/kg % 6 [Al1#&% 5 L CHESGAE %
(EIJ/:EL/, ;ﬁﬁ/]\'fﬁl_’—]ﬁ)muw%ﬂﬁ.f.wﬁf@ﬁg
a2 LT 5 (Figureb) .
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