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ABSTRACT

Aim To investigate the effects of tranilastion pro=
liferation and ¢-myc protooncogene expression in vascu-
lar smooth muscle cells (VSMOC).

Methods o rirernt Qarvdrsmegs it -V ShGhomneelel was
established. *H-thymidine (*H-TdR) incorporation.fess
and, reverse, transcription-palymerase  chain, reaction
(RT-PCR) techniaue were used.

Results :
(PDGFAB ) ahid ‘Angidteisin T (AtT) “eére ablé 6
iridice eéxpression’ ‘ot c-myc {protooncogene ’ andt =
creasEd DNA ! spnfhesiss! ih 1 VSMOs - I T ranfifaét
mérKedly ivhibited Fhe DDNATNyathesfs ja WSMEs Sind
duced by both PDGF-AB and At1. liiitheimeéan
while ,the drug was able to inhibit the c-mye protoonco-
gene expression in, VSMGs induced, by heth PDGE:AB
ind At Las well.

Tranilast can inhibit VSMCs prolitera-,

Both "platelet derived growth factor-AB

Conclusion
tion—and-expresston-of-<myc-protooncogerre: -~ The-in-
hibitory effétt of tranilast'onthe proliferation of VM-
Cs may be related to the inhibition of c-my¢ expres-
sion.
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Tranilast; Platelet derived growth
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#BE AR TG Fl i EA KRR KX G AR
¥R Bk 3 A AL ) 1F R AL 0% R 4 K K e R
B A BEE AR R R AT AR
LRARBESEBEASRAK AREL X R £
BF A B IS IR comye B ARG Foh; A0 d
BARNESRBAZHIEIER c-oye A B AK Ay
PEE GRETARIAIBTART Y I MELE
BffpmeRKE AT DNA S AL comye KB
Fodk o VAL R, W e S AR R AR F R e
T, LR T Bdn b e AR REH £,
xEE B AAM: £l KRBEKAT: £FF
BAEN: RAMNEE; . caye AB.

BB B (N8 4 - AR BB R
BR ) R ML S . IR LR B RTS8
B g AT Mt B R S BRI TR s L
HVE B 5 AR K 40 B F SR BT Ca® ™ P il L1
T M358 A B % . SCRRETTR E diE ]
P AL A OETY B A 2 A s TR M B R TRy B
BIZE. EFEMR ARG ER A IaERZ
R AR T B A, 30 K B 2 B 1
M P EAIEFE . AREFNIE
WL 40 B (vascular smooth musele gell . VSMC)
Sy B WM CE S b RE AR B
(platelet derived growth factor, PDGP)FILE
BB Cangiotenisin 115 A 3% §Hp VSMC
TR oy IR FOR AW B R R
4R B A 4] VSMOHE0E 57k BT R AT
BETEFIVLAY

1. HMESRE

1.1 &
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BRABRNTEERAENN FEMF
860512), M199 3k X . & & W/ K # R (AMV)
3 # % & Gibco A 7 7= & , PDGF-AB.At I % % & Sig-
ma /A 8 & . Taq DNA X4 W% & Promeg 4 8] # §#,
Oligo dT.ANTP i1 % £ 4y 2 ] M, «-*P dCTP &
Je 7 T A8 2 8 38 B . AURR 0 BR E % I B CH-thymi-
dine, H-TdR)M & b # K F H 5 R 7.

1.2 F& '

L21 TRAGRBENWEE - K12 A8
Sprague dawley(SD) &k B W £ ) Bk, A4 4R R 3k 52 it 4T
PHRMNBEERDERARI~TRAN UHSER
RALZARAEFERITHMER .

1.2.2 XM Od R 54t PDGF-AB # & 8y
VSMC #7247 # 46 B , 4 7t % 4 \PDGF-AB 4l . & 2 ]
8 Ok K 4 % % 10.50.100 mg/L) 7 PDGF-AB #:®
BRAM At S0 VSMC IR A, . & XA
AT @ R aROEE S H ¥ 10,50 47 100 mg/L)
te At 1 8 ;©PDGF-AB 3t c-myc £2E Rk B H, 4
7t 28 4 (# )b #1) 4o PDGF-AB # (& 5 ) i# 2.4.8 #2 24
h) i @At T ®tc-mye ZE Rk B 99, 4 2 M (3 LMD
AT HG AR K 2.4.88 24 h);Qdh B 8487 c-

myc X E £ EH, 45 B8 B EM) PDGF-AB 4 -

(Fl#2h) Ac T AR % 2 h). di B & % 40 PDGF-AB
R MmN 2h, &R EMREN 100 mg/L) ¢ R ¥
B At B(FE A 2h, R EHEEN 100 mg/
LY. F# &4 X MR K PDGF-AB ¥ 50 pg/L At 1 }
107° mol /L., '

1.2.3 HARNALR BERANRI~TRAR
VSMC 4t & B A4 M, B 155 B & o M199 % #
A 4R S A A 1554 88 4 ik M199 3 A%
ME 24 AR PEAIMASXICER) WK 24h
B L PBS kst ,iot X o ik M199 B4 2 X, &
BRISUEFRAMIO AR SFEXRERSF AN
FTEEMESH . X160 B4 A wAH-TdR, B ¥
F8h, M M, e AR, R DR LW
EREEY.

1.2.4 C-mye mRNARE  $ ¥ Martin X T K
# % — % R E4H A B (reverse transcriptin-polymerase
chain reaction, RT-PCR) 7 % # TR & . R MW #
504 M 4 RNA, B K5 2 % 6 B #H R % & RNA &
© K, # ¥ % 260 nm # 280 nm H‘J;‘k’;ﬁ:‘ﬁthﬂﬁ 1.8~2.

0zE, B8 RNA A% 2.0 pg: & RNA £ R #,

RELH 1/10 4% 7 pL K B %, 3% 47 PCR K B . c-myc
o Bactin XE NI WBEPENEREHALHIHPQ

EEEWHRTFEFPHMELEERFRFAR, c-
myc 3l 4 A, 5-GAATCAGAGCTTCATCTGCG-3’
(336 B 356), 3| 4 B: 5-CTTCAGCTCGTTTCT
CCTCT-3"(1094 # 1074), B-actin 3| 4§ A,5°-TGGAC-
CTGGCTGGCCGGGAC-3' (533 # 553), §| 4 B, 5'-
ACAGTGAGGCCAGGATAGAG-3'(849 ¥ 829), A
oM AT M Y 336~1 094 bp(758 bp) & c-
myc 2 533~849 bp(316 bp) 4 B-actin cDNA 7|, &
—~ANRBE¥ ¥4 0.5uCio-*PdCTP,PCR K it A
WEM BXPENBES N N.093C.55CH 72C, K
BetWl AR %11/ 1. 5min, £ #F 5 AMT, B2
% R B 10 uL PCR K B A, 1. 7% 30 A M 00 B¢ o
(4 0.5 mg/L iR Z4¥) % ik, )L PWR13/Ddel % %
FRARA, KB KN IXTAE, k% %E 4L %%
MTHRER,EAd R MMM coye mRNA £ &
B P, PCR “HE M MBR P Lk, WREAHR
& A 60 B, BN AR I A B R AR QSR O3 AT B
HE,

1.2.5 #Ritaestia
Hem.

P 4B M rks RAR R

2 R
2.1 MAERMARRERERETSARN
Km

M1 f1%% 2(Table 1, 2)8 L, PDGF-AB

(50 pg/L). At I (10 mol/L) ¥ 8k 8H 8 1 hn*H-

TdR $ AR, FHHE S RA LB EBFEE
F (P<0.01), Ba JE # 4 7E (R MR & (10 mg/L At
M) PDGF-AB & At I i S8 DNA 48X
REBE, R EG R E A 0 #°H-TdR #$ A
RIYER i,

Effect of tranilast (mg/L) on *H-TdR in-

Table 1.
corporation induced by PDGF-AB( 50 ug/L) in VSM-
Cs (x+s).
Groups N comemmation | SPMX10°
Control 5 0 6.54%1. 29"
PDGF-AB 5 0 26. 94+3. 28*
Tranilast+ 5 10 22.57+3.26
PDGF-AB 5 50 14. 08+ 4. 31%
5 100 8.0340.81°

a: P<0.01, compared with control group, b, P<0. 05,
c: P<0.01, compared with PDGF-AB group.
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Table 2. Effect of tranilast (mg/L) on *H-TdR in-
corporationinduced by At I (10 mol/L) in VSMCs (z
+s).
Tranilast
Groups concentration cpmX 102
Control 5 0 g 7.8310.96
At 1l 5 0 22.154+2. 09*
5 10 17.03+2. 93¢
Tranilast + Atl o
5 50 11.064:2. 38°
5 100 - 7.3641.41°

a; P<C0.01, compared with control group, b: P<0. 05,

c: P<0,01, compared with At I group.

2.2 X e-myc BERIEVER :

KBMLEFENAREHREHAUSh B
1£) . PDGF-AB(50 pg/L)= At T (10 mol/L)
4y BIHIE 2.4.8 F1 24 h /5, 8BS RNA, 4 Bl
B 2 pg RNA 1 # R cDNA, ial c~myc 8-
actin ZEEMNER TR B A5 #ET PCR Y

WERKH,. B ILEHAREKRE c-myc RiB,

7F PDGF-AB 5% At 1 B J5 . c-myc F A1
B HFL 2h BT ®.8 h B TF,.24 h 8ffR
A W, Xt E8 B-actin ZEFEFHE LIS 2R
FlHEE B ESREFTREL—BE 1M
@ 2,Figure 1 and 2), BB F c-myc 2 H &
PDGF-ABE At I FI#fE 2 h RiIEHE S, H0E
X — BT 6] AR B 8 5F X c-mye ZEE R
B, £RER.HE Q00 mg/L) 4l
PDGF-AB il At 1 B S8 c-myc Tk, 483k
29. 7% 35.4% . SHN M BALREEEE
B (P<0.05) (3% 3.Table 3),

Figure 1. Agarose electrophoresis of RT-PCR prod-
uct. 1:; Marker PWR 13/Ddel, 2; Quiescent period, 3~6:
After 2,.4,8 and 24 h exposure of VSMCs to PDGF-AB, re-

spectively.

‘ Figure 2.

Agarose electrophoresis of RT-PCR prod-
uct. 1: Marker PWR 13/Ddel, 2; Quiescent period, 3~6:
After 2,4,8 and 24 h exposure of VSMCs to At I , respective-

ly.

Table 3.
pression in VSMCs induced by PDGF-AB (50 pg/L)
and At I (10° mol/L) (x£s).

Effect of tranilast(100 mg/L) on c-myc ex-

Groups n cpm X 10°
PDGF-AB _ 3 22.494+1.81
Tranilast+PDGF-AB 3 15.80+1. 36°
Al 3 15.71 1. 94
Tranilast+ At I 3 10.14£1. 21"

a: P<C0. 05, compared with PDGF-AB group, b: P<C0. 03,

compared with At I group.

3 1Tie
m%%%m%@%ﬁ%m%mﬂﬁﬁ#
B A £ T A 5 A AT HLA o R
E% . C % PDGF BE (R MM, 2 5HEE
. At T E{EHEHAE K S DNA & 8. E il
ERGBEIETRESHFERSY, —k
KEFMERETFTHES cmyc SRBEER
W, 2 VSMC MR, SR AR X
c-mye BERHEBRIAY comyc 2B Kk T H
VSMC BF4ENBHES. 2FREEER
PDGF-AB & At I §£8 B {2 i# VSMC 7, 7
B c-myc FUEHREFIE,JEE PDGF & At I ]
REE T T c-myc B FRIAT R # VSMC #
WL ERAE N R A RE — W REER.

BT PDGF #1 At 1 EEREEEFEE
EEMAEZRFRTHEARYEESH
VSMC BT %0 . 45 5 B % . B AIAE LUK IR
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#i7 =B B M & PDGF-AB 1 At I 5% #9°H-
TdR # A\ VSMC, KB ZZH M VSMC 5
< Wi 2 B A i) UL 45345 )5 o R
AU /)L B R B S B R I s oy
BHER WA S
‘.Ziim‘:?nﬁﬁ‘rﬁﬁiﬁbf

B, §kS

B RO R R R
W VSMC 3
IR EM T PDGE-AB s A

%%m cemyc &

ﬁ%wﬁﬁﬂﬁvmmgm7%5Mﬁa
BB F AR VSMC B RAE

A THLE EAERE.

V£ 325l B3R 81 PDGE At 3 o-mye
ik R E G C NS, AR
Bl B 7] 4%
BB B e 0 B S TR R 2 A R e
RIS ET A R AR SR AW,
UG A I A A ] kAT A e
B C %5 . AT comye 15 &
SR c-myc 323K 5 U0 {a] 22 mar 0 A
WYL % Ri8 . Rustgi S RATIELT c-
mye T £ 2 R X AT o A A5 L0 B 40 R A
b 7= 40 2% &(PRbY 61T Rb WA E
B, c-meye ) 75 40 B 16 B, F0 S a8 o fF Rb
MBERKEFR. cmye REELB5HS
Pedez (4 £ B6- 3 B IR E B1ME) XY
# 3B AR EE R
rtye HE TR K 40 BT BB 54t 3 PR S 40 B

EETHEEX—FEEILE".

VSMC %,

.

G F BT B FTAERER B0 PDGE A0
At 1S E VSMC KT a2 145081 VSME
B srye 2855 T R S4B A A 8 45 F AL A

Es
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