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ABSTRACT
Aim To determine the effects of AP10134 on en-
dothelin (ET )-stimulated proliferation of vascular
smooth muscle cells (VSMC) and expression of
growth factor, such as platelet derived growth factor
(PDGF-B) and basic fibroblast growth factor
(bFGF), and oncogene c-sis and c-myc.
Methods The experimental models of proliferation
of cultured porcine aortic smooth muscle cells induced
by ET were established, and 3H-thymidine CH-
TdR) incorporation, flow cytometry, immunohis-
tochemistry and Northern blot assaies were used.
Results API0134 may drop *H-TdR data in-
creased by ET and hold-back VSMC from static phase
» (Gy/G,) to DNA synthetic phase (S) and mitotic
phase (G./M). Furthermore, API0134 could re-
verse the enhanced expression of antigen PDGF-B,
bFGF and reduced expression of oncogene c-sis and c-
myc induced by ET.
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Conclusion API0134 might inhibit DNA synthesis
and proliferation of VSMC, related to the mechanism
of molecular biology of controlling growth factors and
oncogene.
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smooth muscle cells; Growth factor; Oncogene .

wnE # 4  API0134 B 56 R 3 bk B H R 4L #o
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EHRER Y 0EH VSMC MEE R YEE®R
B/ & CRMmERNLEREREBREN
HERY AN VSMC MK 2&F
&1, AP10134 £ M 24 T .03 (Andrographis
paniculata, AP) #RBMEBH S . BEHRM
IMERBHRAEEH. BERRTEENH
SR DNA S8 B B % E WA R
WEKETF, EERSKENRIERE BX%
AT, X BEHE FIRTIMA] VSMC BT A & xd
. BrUAA LR H A K K (endothelin) G &
SLIE IR B bR 8 ULA0 M 3 AR, R AR
APIO134 B EREM S VSMC A, B R
VSMC M E ML /M RELEKEF B &
(platelet derived growth factor-B chain,
PDGF-B) .BAYE 7 4 £ 40 B &= < B T (basic fi-
broblast growth factor, bFGF) R KX EE
c-sis fl c-myc FF, T API0134 ¢94ERHL
H,
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g . BETHABRERM,
1.2 TRH4

RAEKREH2~4 R VSMC, £ 45 4.3 B
Bimd 10% 8 4 fo A 9 M199 3 5 & (M B Gilbco 2
) iAEEEAME 0. lumol/L X E(MBLEER
RFECHALRFRE)G BAR KA APIOI34 4
w4 0.5 umol/L API0134 (5] 7 [E Bt 25 #| & Hi s 1L %
EROIGAREARFA,
1.3 MERRSRREAZTEARINT

# VSMC LI 3% SX10Y/A. 8 # F 96 AL & %
RAZ A/ . AL XERM, LK 24h R E
A, KBFW6h i MAuEMESETHKESHF CH-
thymine deoxyribonucleotide ,’H-TdR; 4 & L& #
A FF & 2 8 ,Bq/mol) 37 kBq/ 7L, % # & 4 3% i+ H N
(£F 1S 3801 D LA pEHTHEMRE.
1.4 FRECHIRE (Y 447 4EE A X
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Bl A, Hk24h ERH., SRER. AR . B4
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E&£AE 30 min A DABH,0, 86, &E M A.%&
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. AR ENERF K (TITY-300 B)2 47, MLk
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KB, A 2.5 m REFE(SRAERNK.+ =
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5 E R I RNA, F &4 2 % L K it B & RNA A260
nm 5 A280 nm 1K, #| & & jif R 3K ¥ . Northern blot %
X #% Sambrook F &S # 1T, FEEHEE kM
24 h—~80CH B & M 2 h— ] % X — ¥ P-dATP #i2
8 cDNA R 4t (c-sis %0 c-myc 4T . W P L A E AR
AEI2CHX24h—%E~TOCENEER . E4X
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M & 1(Table DE R, ARG ME

BRAYAERMAG/G HARTHEEMEA
M (50% I 72% . P<<0.01) .S WA B & &+ (8
B (36% K 26% . P<C0.05), G,/M MEME
SHRXREMN 7T HF04%t 2%, P<0.01),
AP10134 B (45515 66%.30% M 4% ) 5T B
AT,
2.3 mMAMEEREEEEFHWETHRGRRE
EHFRRERE

GREEMLFERE L WE 2(Table 2).
ExRA ML, A RH PDGF-B f1 bFGF
MEERLBFNEPL<0.01),. b1 AP10134 /7
MEEFEREARE. SHEELER.

Table 1. Comparison of ‘H-TdR fncorporation and
cell cycle of vascular smooth muscle ceils in three
groups (xts).

Cell eycle (%)

Groups cpm ——
Go/Gy 5 G/M
Cogrrol 4994592 72 26 2
ET 617498 508 36 14°
API0134 506+£102° 66* 30 ¥
ET: endothelin.  a. P+<<0.03, b, P<0. 01 compared with

control group. c. P<0.05, d: P<0. 01 compared with ET
group.

Table 2. Comparison of absorbance of antigen expres-
slon of PDGF-B, bFGF In three groups (z +s).

Groups PDGF-B bFGF

Cantrol 35.4+16.0 24.311L.5
ET 8. 1+ 14. 6% 36.2+10. 1"

APIO134  38.3%10.7% 29.2x14. 2%

ET, endothelin. &, 2>0 05.h; P<0.0).compared with
contral groupy c¢; P<0.05. d PP<0. 0], compared with ET
group.

2.4 c-sis ¥ cmyc mRNA R|ik

Northern blot 2 #%5 B (LK M, Figure)
1y B REE c-sisve-myc mRNA ik b3 BE4E
BEMRAPIOIM B REMLKAHE

2R,

Flgure. c¢-cis and ¢-myc mRNA expression of VSMC in
three groups (Northern blat). }; control. 2; ET. 3:
APIO)34.

3 ¥
ENRBHCEEEESAARMEENANE
REY VSMC MERAY, KERPHER
M'H-TdR {8 A B9 & . < & G./G, #] VSMC
#EA S #iF G./M BELL & PDGF-B.bFGF H|
A B csis.e-myc R REMEBRUELT AER
(2ot VSMC DNA SR B4 RAT M. BIAF
AEEIEKEFSHERM AREANE
PR, o0t ERE F A API0134 & °H-TdR
BARFIMTFAEREA, VSMC #HA S
G/M AR HEAERAMER L. S E
T, i85 API0134 7 ) N & %4 VSMC
DNA &R ER X P9 B W M T 89 VSMC i#
WMEMFEMR. NeZ4ER LY & Northern
bolt ERA . EHOIMIFKT API0134 Tl
MK Ri% S PDGF-B,bFGF H# &k 76
mRNA $57# K F.API0134 M GEM ] ¢ sis B
c-mye mRNA FArEEE, FT 0 API0134 3T &
KEVSMC B ME  FTRESH NS Lt s
KETERMAEREX. FHAERSFEEH
WM H— LR R—F", SMC WA
HRHINETERERKBA TR, PDGF
R BEBFENHALHF.VSMC BE
HMEEEYMK, PDGF @ A B#AR. K+ B
SERFAFKER c-ous MEB=W. bFGF BEE
#F VSMC A . th2 SEERFEMNEE. 7]
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BUE c-myc W #3%,PDGF o] 8§ F c-myc By
Rk, c-mye REENBREABEZER ,c-sis X
A[HUE c-myc SWEHETRARMAEC, A
NEREAT VSMC BRETEZEL G &
BB . 2+ S5k PDGF .bFGF %4 &
HFEEE_EERR,. BR c-sis.c-myc FH
HEFIE,FIE VSMC 5, &#EN API0134
By ERVER . ATRE S H 408 DNA & &L (R &
B2 Rt E K E 7o RERMEE.
LR, APIOI EMHE A K ER
VSMC ¥ B &9 fE H. API0134 W ] c-sis/
PDGF-B & bFGF/c-myc 223589 1E R vl BB &
bt VSMC ¥HE 4 FHIEZ — HHEBER
 HEHBTH—SWRIEE.
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dimethyl sulfoxide, DMSO

dimethyl nitrosamine, DMNA
dimethylethanolamine, DMEA
dimethylane

dihydrolipoic acid dehydrogenase, DAD
sodium dimercaptopropane sulfonate, SDS
sodium dimercaptosucinate, DMS
dipalmityl lecithin, DPL

dipalmityl phosphatidylcholine
trimethylxanthine, TMX, caffeine
cytidine triphosphate, CTP

guanosine triphosphate, GTP

uridine triphosphate, UTP

adenosine triphosphate, ATP





