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1. AlZF g

oA HA Augor |3 Panc-1, Hpac ¥ BxPC-3 AMEXFE
ATCC (American Type Culture Collection, Manassas, VA, USA) 9
A FYstd AMEEE T Panc-13 Hpace ®ol® K-ras f+AAE
7t e BxPC-3= oY ras 3AE 7HX32 Ut} Panc-1
< Dulbecco’s Modified Eagles Medium (DMEM) (GIBCO, Grand
Island, NY, USA) |4 #j¥=2129, Hpac® DMEM/F12 (GIBCO,
Grand Island, NY, USA) ©l 4], BxPC-3+ RPMI-1640 (GIBCO, Grand
Island, NY, USA) siA|o|A ®wjI=HIAc EE AEE 100 units/ml
penicillin, 100 unis/ml streptomycin, 2.5 units/ml ampotericin B%}
10% fetal bovine serum (FBS) (Hyclone, Logan, UT, USA) € #7}3}

o 37°C, 5% CO29 &2 - &F AeolA W= AT

10



2. AHE oA

FTIs2& LB42908 (£x3=606)%t LB42708 (£#%=590) (LG
chemicals, Taejon, Korea)& A3ttt (¥ 1). LB42908%
LB42708% dimethyl sulfoxide (DMSO)ol 50 mM9 F=Z £ 3)3t
3F BHHr 49 A 0¥ 22 JM3tY olgEerH, o

ZZo|NE A0l A14E 29 DMSOE A&t

LB42908 (MW=606)

LB42708 (MW=590)

I3 1. Farnesyltransferase inhibitors (FTIs), LB420908 &
LB427089] +zZ4



3. MTT assay

FTIsol 2§ Axe AZIA aHE A3 Adtdq 3-[4,5-

dimethylthiazol-2yl]-2,5-diphenyltetrazolium bromide (MTT) &4

& A F3A T} 96 microculture well plated] 2x10° 712 A8 Y2

12A12F B9t wigsld AXE B3 T OgRd 5o FTIsE 3

7vste] vt FTIs B7F & 24413, 48212 2 724]3¢o] A sk

F Ztzk MTT assay® Al@3to] FTIsel AE 4344 2938 233

At. MTT assayE 918l A4 = phosphate buffer saline (PBS)Z 23}

@l SECEE AFE F E¥d PBSol 5 mg/mlE &3" MTT

stock &% 50 W& 747t well o] F718 & 37 °CollA 44X f

&3t DMSO 100 plE ¥t} Tilter-Tech 96-well multiscanner

(Beckton and Dickenson, Heidelberg, Germany)& ©]43t4 570 nm

2
X
ol
ot
H
mlm
AN
oxl

ted 2T w @kt
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4. AXFANA olld 25

NEFE Fet23o] wdstd 5028 AAsH ZHze] DMSO,
LB42908, LB42708< 10 pM#¥ Yol 48AI13F F<t wigstsict. vl
48A1F ¥ 0.25% trypsin-EDTA (GibcoBRL, Grand Island, NY, USA)
2 g8tz 15 ml Falcon tubedl Eo} 1500 rpmolA 5837 94 &
23t} PBSE 2zt A3 £ 1.5 ml eppendorf tubeo] A ¥4 &g
31 ok d&Fo 1M B-glycerophosphate (pH 7.2), 50 mM sodium
vanadate, 0.5 M MgCl;, 0.2 M ethylene glycol-bis(-amino
ethylether)-N,N,N’,N;~tetraacetic acid (EGTA), 1 M DTT, 0.5 %
triton><X100, 100 mM phenylmethykl sulfony! fluoride (PMSF)%}

protease inhibitor (cocktail solution with 5 mg/ml aprotinine,

o

dlo

leupeptine, pepstatin, antipain)’} X" lysis §¢Z 8o 5o A

M1 AIZE FE w3 AIZL F 13000 rpmellA 20837 QAR e s

45 A& 1.5 ml eppendorf tubed] ©o} -70°Col) B #3}},

ol

13



5. In vitro invasion assay

FTIsol 23 in vitro & 94 23E Hrletr] 93t 8 ume +

i

tlo

7}A &  transwell Boyden chamber (Corning Costar Co.,

Cambridge, MA)E A}83ct. Transwell chamberd A&

matrigel (Collaborative Biomedical Products, MA, USA)E& 70 pul (400

dt
2

pg/m) A Yol AF2olAM AzAF|Z wjFd 500 plg A3l

2A13 Bt AeE AT 244130 g NIH3T3 M EF] wfg

o

1500 rpmel A 583 Y9AEE F 600 ul ¥ transwell chamber?] 3}

SHA BAY. ARE EdolEd wi¥E F 50% AFAINAS o

DMSO, LB42908, LB42708& 10 puM A3 24212 <% 37°C,

5% CO.9 &2 - &5 Aol wigsta 0.25% trypsin-EDTA g

8te] 1500 rpmell Al 583 94 Ea&gch. Aol 10009 AEE

transwell chamber®] &8 Y1 DMSO, LB42908, LB42708% 10

uM A ¥tk (F 200 ul). Transwell chamber& 37°C, 5% C0,9] 3

2 - g5 ZHCA 24217 wi¥E & 100% methanolo] 1087 1A

14
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tlo

3}3 crystal violete 2 1087 gAsigich A

37 =S FHolln dvlA dtollA transwell membranes F3E

AZ £2 Aol vnadd. 4¥e 279 AX g 284 AWso

6. Western Blotting

FTIsel 9% RhoB, Rac-1, VEGF, CD44v6, 183 nm23-H1 4

o] HHYIE Yol 7] 935t Western BlottingS Al 333, ol

4 A2 Bradford method (Bio-Rad, Hercules, CA, USA)E o] &3}

o A3 on EFOZ bovine serum albumin (BSA) (Sigma, St.

Louis, MO)& AF&3lIth @9 a 50 ugs& 12% SDS polyacrylamide

gel electrophoresis (PAGE)d ¢ & 7|94 % 393, Immobilon-P

PVDF membrane (Millipore Corporation, Bradford, MA, USA)ol A}

3l th. Membranes 204 1AZF < 5% non fat dry milkZ

blockingd}tith. A% dzat A= &3 Ztk: RhoB (rabbit

polyclonal, Santa Cruz Biotechnology, California, USA), Rac-1

15



(rabbit polyclonal, Santa Cruz Biothechnology, California, USA),

CD44v6 (mouse monoclonal, R&D system, Minneapolice, USA),

VEGF (mouse monoclonal, Pharmingen, San Diego, USA). ¥} &)

= 0.05 % tween-207} E3H Tris-buffered saline (TBST)E

1:10002.2 3Asld 1-3A17F ToF Ab29)

X
rE
olo
>
¥
o
[\"]
W
2=
ot
__)‘J_l‘l
rlr

TBSTZ 1:50002.2 3438l 1A]7F F<F Ao wheAz £

enhanced chemiluminescence solution (ECL) (Amersham Pharmacia

Biotech, Piscataway, NJ, USA)E ®¥-&A]#H ECL hyperfilm

(Amersham Pharmacia Biotech, Piscataway, NJ, USA)& A}&-3}lo 7+

F AA HES}A

16



n. #x

1. FTIsol 2% Az depsty Wz
DMSO ¥ 10 uM¢] LB42908, LB42708% Zz} A&|st ¥ 4843
o] ZHaRe W 7 AxXe HeFH W= 1% 29 Zt} Panc-1

¢t Hpac °l4 DMSOE Az|¥ 799 Hlastd FTIsE AT AX

ot

NA HE FA9 Zrae} o] HE Ao ZAdn FRstn ZA
HE W3gon I Aol AAFHUY. AXe Iy wI=
LB4270894 © F3&4u. 28y BxPC-3 AT A = DMSO <

LB42908, LB42708% A2sl3le o AXol Feish3y vige HUo

2. FTIsol 93 AAgA a3
LB429081} LB427089 *¥Xxof Bvld 3t M Eo] Aol A Q).
Panc-1, Hpac® BxPC-3°] Al LB42908<& A elslgde o IC,= 2zt

Z} 28.0 uM, 28.9 uM, 23.3 uM ©]}{t}. Panc-1, Hpac# BxPC-3] 4]

17



LB42908 LB42708

1-udeq

oedy

£-0dXd

O™ 2. FTI £ 48A17F & MXe] FeiEd3 w3l Panc-1, Hpac#
BxPC-30ll LB429083} LB42708 10 pME 48A17F F¢F g &ta A
394 Fefsta WslE #2319} Panc-1% Hpacol A DMSOE g

2%-9 Blaste] FTIsE AHd AXoA HE T2 faef ok
gl AEdo]l Zasty Gty 24X Y ®Egdon I Ao
AAF ATt AT Fejetd W= LB427084 o T3k 2
21} BxPC-3ol4 = AZo dejgs Has A

18



LB42708€ A& wl [Coses 42 5.67 uM, 1.83 uM, 7.43 uM

olfle™ ICsp2 ZtZ 17.85 pM, 13.37 pM, 20.32 uM o]it}.

LB42098¢l| H®]d}e] LB42708°01A4 o 73 A axE Bt

FTIsol 9% AAY94 a37} Panc-13 HpacolA © =0y}

BxPC-39lAME AF94 a3 Jebdth (2 2, 3).

3. FTIso| 93} jn vitro invasion QA &3}

Panc-191A DMSO, LB429083} LB42708¢] wa} A48 M Eo H

EE Z4Z} 100 + 15.7%, 66.8 + 8.7%, 47 + 2.5% ©]1t}h. Hpacol Al

DMSO, LB429083 LB42708°] wa} &3t Axe sldEeE= 24z}

100 £ 19.3%, 83.5 + 6%, 46.1 + 15.9% ©]3lt}. BxPC-3°|4 DMSO,

LB429083} LB42708 wet A& AXo HAEE 242 100 % +

15.7 %, 135 % + 8.7 %, 105 % + 2.5 % ©]%lt}. Panc-13 Hpacoll A=

Wz vludte FTisol 93 in vitro FAg&o] AA=gon

LB42708 °lA ¢ ZEs JA 35 Bt a8y BxPC-3dA =

19



Panc-1

100

5 80 E
S 60 | 3
£ £
g 40r <
H 3
Q 5 o 5
&5 20 5 20
o 1 L '] 0 1 1 ]
0 1 2 3 day 0 1 2 3 day
= —®—0.5
P
= — a1
S --B--25
§ ——5
- —e—10
z —+—20
S 20 RACEN L 40
O 1 L J
0 1 2 3 day

a9 3. LB429089 QA HAALd AE AHAAA AFH MTT assayz
AU ZF NEANA FTI Fxol vl#stg Axe) ZAo] A=
Atk LB429089] ICy5 Panc-1, Hpac® BxPC-394 Z+Z 28.0 uM,
28.9 uM, 28.3 uM o]},
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Panc-1

__100 ~ 100 W
E < 80
c 80 5
5 60 2 60
£ < 40
£ 40 E
2 )
o 5 20 .
5 20 .
0 [l A F
0
0 1 2 3 day

100 1

b i
EC’ 80 —a—2.5
2 --#--5
£ 60 —%—10
£ - —e—20
‘g 40 —t—40
Gk |eeemes 100

O L L J

0 1 2 3 day

a3 4. LB427089) A AFL AE A &3 MTT assay=E
38U Z AEAA FTI 520 vlgdstd] A X Ao A
AUTH LB427089 ICz;s= Z+ 5.67 uM, 1.83 uM, 43 pM olled
ICso2 Z2F 17.85 uM, 13.37 uM, 20.32 uM o]t}
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FTIsol 23t jnvitro A& A a37F Ao (29 5, 6).

4. FTIsol 2% RhoB% Rac-1 ©¥o] 2&@w3}

Cytoskeleton #Ao] #Asl= RhoB ¢ Rac-17} ras &Hd39

o Aolol mAE AFL WA st FTIs Az 4847 F

of

RhoB%} Rac-19 Western Blotting® A3t} Panc-1, Hpacd
BxPC-391A4 FTIs #3 & RhoB%®} Rac-19 2do] Z71381¢oH,

prenylated ¥ unprenylated ¥% =592 RhoB ¥ Rac-19] o3do]

F7He AT (2" 7).

5. FTIsol 93 nm23-H1, CD44v6¢} VEGFS] 2@ w3}

Z+ AIZA FTIs A8 4847 ¥ nm23-H1, CD44v69} VEGFS) 2
AW E Rt Panc-1, H-pac® BxPC-394] FTIs AHg *
nm23-H19] @$&o] 37} €< Bgon LB427080M o Fa 513}

a2y CD44v6s} VEGFS] 2@ aol7 et (29 8).

22



DMSO LB42908 LB42708

oedy I-ouedg

e-0dxd

a8 5. A #HAYL MENA FTI® in vitro invasion QA &3],
Transwell Boyden chamber& ©]18-3} /n vitro invasion assayS 2
Hallom z M X LB429083} LB42708 10 puM A8 dte] 48A17F
Fof #3h (X40). Panc-13} H-pacolA= FTIsol 93l in vitro
1 8ol AA3] AAFA L LB427084 ©f #EH3 JA =

o} a8y BxPC-39AE FTIso 23 m vitro & 94 aapst
Ao

[e;

3@ o

®°
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Panc—1
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DMSO LB42908 LB42708

H-pac
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T
-L y
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DMSO LB42908 LB42708

Bxpc-3
140
120
100

60
40
20

H

[o0]
o
HH

Invaded cells (%)

DMSO LB42908 LB42708

a8 6. QA #HAYG MEAM FTIY in vitro invasion A& IHID.
DMSO, LB429083 LB42708 10 puMdl Ag ¥ 48Xt & A& A
¥ HAEE Panc-1914 Z+Zt 100 + 15.7%, 66.8 + 8.7%, 47 +
2.5%, HpacelAl 2zt 100 + 19.3%, 83.5 + 6%, 46.1 + 15.9% ©]] 1,
Bxpc-39l4 4zt 100 + 15.7%, 135 + 8.7%, 105 + 2.5% ©]31t}h.
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RhoB =

Rac-1=—

I% 7. FTI 32 ¥ RhoB% Rac-19] Western Blotting. LB42908%}
LB42708 10 pM A& ¥ 4843+ H o Western Blottings A 3131 2
™ Z} M XA prenylated ¥ unprenylated #3 E¥2] RhoB %
Rac-12] &#&o] F7tsldc}. ol FTisel 938} farnesylationo] A
gol  wWe}  unprenylated EZo]  Frstm YRAIME
geranylgeranylated ®#&0o] F7}gto] 7]Q13F oz Az},

25



CD44v6—

veor —

a8 8. FTI A2 ¥ nm23-H1, CD44v6, VEGFY Western Blotting.
LB42908¢} LB42708 10 pM A& ¥ 482]%F Hell Western Blotting
2 A133tF 2 Panc-1, H-pac, BxPC-3°4 FTIs A2 & nm?23-
H1el w&o] Z718t o CD44v6$+ VEGFY wHdd= ztolzt §1%)
=3
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2L FYdAY B
3] QW BEHE ras HAAY o]9 43 Ras
83 FHoz A4Hu 2™ Ras, Rho, lamin $9¢ &
Al7Zl=d 523 984 sl 542 ¢8R farnesyltransferase A
2 §9 %32 Ao, 7] FTIsE K-ras 4B
@ C-terminal®] CAAX sequence$! CVIMe| w3t peptidomimetic
geranylgeranylation®] iso-

=1
=

Aol gt FHo] FHZ
geranylationd] #o3tE &< geranylgeranyl

farnesylation

G4 5ol
che

=2
K3
=

1;!_4
of HlE] Bt} Me¥H 07 farnesyltransferase® AAstE 2= )
+ 3

geranylgeranyltransferse Il (GGTase II)
5

prenylation 3
transferase | (GGTase )
o

ol O AFE dAF Fo Qor} o}

W5 Qo227 H 2ol &= non-peptide, non-thiol

ok
°
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A YEHLE o] REHI e FHEH tiF 71F, BASEH S o
g A7 REE

2 d7FdAME LG chemicalsolA A3 FTIsQ LB42908,
LB42708& A&3t3th.  LB429083 LB42708€ nonpeptide,
nonsulfhydryl 1-(1(3)H-imidazole-5(4)-yl) methylpyrrole SZ 2
A K-ras$t H-ras2 33 ABAZ RIE-1 AXo] HsdqL o %
HE YFAA AH} Ras AP A AT FHZ ABANZLE B

@b Ao 8 ATolA FTIs A2 F AXe) Yeis masiy uw

ras AR AW} Qs BxPC-3% FTIs 5o A 9uE &

&

A8ta 9l ¥, Panc-13 Hpace FTIs M2} Algto] Aagss
a AEFol Ao n qF¥sn 24 FHE wagon Fg FAo
AA AT, ol e Feisty WEe LB42908xTH LB4270814 ¢
FREAT. Takai 5 ras FAATH AFAA FTIs Ha & 24-

4871 A FAAE A717) do HE PHE FEPL BoFT glo

o, oj2ig FERstd WMatolEe cytoskeletond ZA3tE Rho ©wo)
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2 AFA AMEE AIZER] R AZYE AEF ZFAAN HOME
LB429083 LB42708 sXxeol Hla#stgd MAX AdFo] JAHALH,
BxPC-3 AMlXe] H]a§A Panc-13% Hpac AEA AE 4% 94 &
B o 9Rsth ol FTIZF ras €#3zte] Ed®olrt Fukgd
Panc-1 R Hpac AENA ras &¢F32e] EdRo]7t FHbEo] QX

@& BxPC-3 Alxd) Hlg] 2o} axdoz JFE JAT F ASE

P\

BoFE3 ¢t H]E Panc-1 ¥ Hpac A4 v|3] 9idEE oA

oy BxPC-3 AZAME A4 oA EF7F 312 FTI9 FHE7]40)

@G=3] Ras @Ho] dig A Agpoze H4HE 4 &S n

Tk

®

gRtE o7 FTlE @43¥ H-Ras BtE K-Ras ©o] ojs] A

FAdE Ze Ao 4#EA YUY ol= H-Ras ©@¥9] prenylation &

7] $1siAl < farnesylation %to] #9# lipid modification I} olgt=

A= g2l K-Ras @& FTI®] &A 3ol GGTase Io 23iA
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geranylgeranylation %322 lipid modification ©] 7F&3t7] HEL

2 Mdedgo Qo 2 S9 dFgMT H-ras® FZAEE RIE-1

HEo A LB42908 A2 Al K-rasZ Fd M3 AXEt 3L ¥

Bolm . B dFelxE

tlo

oA AT Aol JAE

LB42908 ¥ LB42708 ¥ /< FTI FollA LB427089 &F<¢ta 7}

o e (29 3, 4).

2 dFNA & Hole] A7 dA T A&l ¥ FTIse] adE &

?h

#3}7) YA in vitro invasion assay® Al #3HA T BxPC-30l A4

& oA &37F gAY Panc-13} Hpac MEAAME FHE A &

#7b BEHAAT. Panc-1 AEAME 2Tl H]de] LB42908%

LB4708% H23ta9e o 2427 33.2% 2 53%< AL A a7 Y

Qo Hpacl e 22 16.5% 2 53.9%2 A& A axrF AUt

(¥ 5,6). MTT assay A%<} vlx7bA 2 LB42908E.th LB427089

A o ZEd A% 44 axsl YU HE H-Ras9t Hlwdte K-

Ras7b FTIsoll digted Ag4d& 7hagn gde fou® 2 437 2w
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FTIsol 93} &43d K-RasE 7IA & AFYG AXA FHE 4A

Hol7l wdsle 2w Al 80-100%9A Hol7l Eutdct:E HFE 18

3% FTIs7k A3del A8 % 483 gtz 482 5 U

e E AR

Rho GTPaset AX ¢ AAAA 9 olaf cytoskeleton AL =23

sted MEo] FE frAG ME o]Fd #BF #gk olye} membrane

trafficking, AR 2F, MEAAT} A3 ZHdE F83 98¢

f

Aoz oA ot 230 Rho familyolE= Rho, Rac, Cdc427}

o
rlr

A~
=

3t0)  Rhooll <3l actin stress fiber7b FAE® Racol 2)3)

lamellipodia7} @A Et}!. Rho @9l AAH oz FTaseod] o] &

d3sts]o] =% (endosome)d X3t} FTIs 22l Alol= FTase?}

A A =o] GGTase 1o 28l geranylgeranylated RhoB (RhoB-GG)7}

g FAHL AE AFAAASG HMEAIEE fEste o2 EEA

rr

QP2 B e A LB42908T LB42708 =< 48417 & Western
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o|\

blotting®) A Panc-1% Hpac Al XA RhoB%} Rac-12] ©&&Ho] F7}

2 Rac-1 ©Ho]

i
o|X
N
St
&
o

o)

sded @¥E 7, H

geranylgeranylated &2 g 23 QA= R3A 2} FTisol 9

3 farnesylation®] QAE 2 E unprenylated RhoB % Rac-1°] 7}

3t olatd o2 o]E F wHlo] ugl geranylgeranylation #A o] &

A 3}5)o] geranylgeranylated RhoB % Rac-1 ©@¥o] Z7131317] o

2oz AZdct oalA Panc-13 Hpac 29k olugt BxPC-39) A

FTIsol 23 HMXEX AAYA &AFA+= geranylgeranylated RhoB9}

geranylgeranylated Rac-1 23 Z719 A4#AA7 A& Rz AL

oy

|9, jn vitro invasion assay©l 4] ‘Panc—li’—]- Hpacd] & 94 a3 %
RhoB&t Rac-12] geranylgeranylation A2 Z7to] <3
cytoskeleton A o]Fo2 ME o]lF9 ZAV FAFE HAL=Z A
Z+E .

A E el Aolo] adhesion molecule S°] BAs=d, E3] ras o7

AAst BA] CD44) 2@ol F7sm S8l AWY =AoNA
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CD44v6e] wdo] Zrldttn ¢34 oy ¢ Hdoleh FHFHAAXE
was 9o 71 Hojglx Foitd dd P4 A9 VEGFE A

2o A7 PHL 298 $E5d o ALY 4FTH Holo] FFL

Ho
rd
o

o) x =Y ras AR o8 HEo] Frlste A2 A AN,
a8y B JdFolx FTIs # &g 48A1F ¥ Western Blottingol A
CD44v6$} VEGFS Zdel= 3714 HAL AX ZFM dzIo
Hohg 2ozt #EEHA Gt (2™ 8).

Murine melanoma A EoA H&o=Z nm23 FAA (nm23-M1)7}
o Mol AT E R FAREZ AL ol JTAAM 8FFY
nm23 FAA7E LAFGAG. Nm23-H12 Q4 3¢ AXE 344
3} AAL W Aold 2 AT o]Fo] A"t wEHoH® HEo
Bstol AR E F2F 4TL s Ao LA 4. AI3Y =
2o HWr7 APE+F nm23-H1Y 2do] Aoty BIuHI
QoW K-ras Edwol} Hojete] etz B ¥HA UAA &

ot B dFoM FTIs A2 4822 & A3t Western Blottingoll A
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nm23-H1¢ #do] Fr715E AHRE Holx Yt} /n vitro invasion

assayolA H$td Panc-13 Hpacd & A &x7F FTIsol &g

nm23-H1el 2d F7ket 3A#AT A&

tlo

& 4 A} (28 8).

B dFoME 8438 K-ras §HAAE 7HAE AL AFG A

o] A} FTIsQl LB42908%} LB427087F MEAAR L in vitro & A&

tlo

AAEte Re2 Yelten, ol FTIsol 9% Rho B, Rac-1, nm23-

Hiel 28 7k #A7 A RoE 2SR mekA K-ras ¥

o7} & AFLA FTIs7t FYEAARE 7HA ARAZAM 43

A go] 7lgdatt.
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V. dE

AEd AN K-ras ¢HdAS EdRol7t vy g A]
W3] Aot FRtETE FE s, AP Lol FTisol dig
FHas ® gdo] JA AF4E Hrksnz ATk QA AZY Ax
F2AM K-ras E49¥0o]7} Hvtd Panc-1, Hpac® K-ras S@dwol7}
SHER] @2 BxPC-38 AME3A o9 FTIEE LG chemicalsol Al
A2 o] ¥ LB429085 LB42708% ol &3ttt Al 79 A7Y
AE EFolA LB429087 LB427089 23] MEAFo] AR oH,
Panc-13} Hpac MEANA @A in vitro ¢ A& A7 BREUCH
°]= FTIsoll 93}l prenylated ¥ unprenylated 38 2 5¢ RhoB ¥
Rac-19] 2@ F7t¢t nm23-H19 2& ZF717 @47 e Aoz
B A mebr] K-ras @ol7b 2@sle 3 ddA FTls: 2L

FHABAZA DY F&40] 7oidh
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Abstract

Anti-metastatic effect of Farnesyltransferase Inhibitor in
human pancreatic cancer cell

Sung Pil Hong
Department of Medicine

The Graduate School, Yonsei University

(Directed by Professor Si Young Song)

Farnesyltransferase inhibitors (FTIs) are novel antitumor agents

whose development is based upon the discovery that

posttranslational farnesylation is required for the oncogenic Ras.

However, the anti-metastatic effect of FTIs as anticancer drugs

have not yet been well understood. Novel FTIs by LG chemicals,

LB42908 and LB42708 were used in this study to elucidate the

growth inhibitory effect and antimetastatic effect of FTIs in human

pancreatic cancer cell lines, such as Panc-1, Hpac, and BxPC-3.

FTIs suppressed the cell growth in a dose-dependent manner and
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greater effect was seen in LB42708. In vitro invasion assay, the

invasive activity was inhibited in Panc-1 and Hpac, which have K-

ras mutation, while BxPC-3, which has wild type of K-ras, was not

suppressed. These results suggest that the biological susceptibility

to FTIs can be separated by the Ras status of pancreatic cancer cell

line. In western blotting of RhoB and Rac-1, the total expression of

prenylated and unprenlated RhoB and Rac-1 were increased by

FTIs. The expression of nm23-H1 was increased by FTIs while

those of the CD44v6 and VEGF were not changed. In conclusion,

antiproliferative effect and antimetastatic effect of FTIs in Panc~1

and Hpac are supposed to be mediated by RhoB, Racl, and nm23-

HI1.

Key Words @ Ras, farnesyltransferase inhibitor, invasion, RhoB,

Rac-1, nm23-H1
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