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Table 1 Effect of Prar C on the amount and area of isolated and cultured rat hypertrophied s mooth muscle
cells (HSMCs) induced by angiotersin II (Ang II) in vitro

Group Dose Amount / cells Length / pm Width / pm Area / pm?
Normal - 5.0%0.3 14.5%2 .4 2.46 £0 .28 36 £3
Pra-C + Ang II 10 pmol* L™ +10 nmol* L' 5.20 %0 .26 15.7%1 .4 2.60 £0 .28 4] 4
Ang II 10 nmol* L~ 5.24%0.25 201 F1.1° 7 333025 "7 67%4" "
HSMCs ( hypertrophied smooth muscle cells) were induced by angiotensin II ( Ang I1) 10 nmol*L™" for 4 d; cell area = length x
width; Pra-C 10 pmol* L' was incubated with HSMGs for 30 min. n=12, x£s. "~  P<0.001 @ Pra-C + Ang II group
2 Ang TI SMCs NO 3 Ang 11 SMCs [ Ca®* 1i
NO R KCl 60
40 %, NO , mmol*L™"  NE 10 pmol*L™'  Ang II SMGs
, Pra-C SMCs . [Ca’ i
NO s 2. 100% 145 % ,Pra-C 13% 19%,
Pra- C SMGCs Kd NE
Table 2  Effect of Pra-C on nitric oxide (NO) [ Ca*" i
content in isolated and cultured rat hypertrophied , 3.
smooth muscle cells (HSMCs) induced by angiotensin 4 PMA,ST PTX [Ca'li
I (Ang II) in vitro
Group Dose NO' nmol* mg~ !'( protein) +d"!
Normal - 6.0%0.5
0 0 ( HSMGs) 3 . : ;Pra- C
PraC+ Ang I 10 pmol*L™' +10 nmol*L 5.7%0.6
Ang 11 10 nmol*L"! 3.610.4° " Ang I Pra-C 10
-1 .
HSMCs ( hypertrophied smooth muscle cells) were induced by pumol* L 30 min; : Ang II
angiotensin II ( Ang II) 10 nmol* L™ " for 4 d; Pra-C 10 pmol*L"' . PMA 0.1 pmoleL’ ! ,PTX 200 ng* L’ !
was incubated with HSMCs for 30 min ; NO content was measured by 2 h T1 oL .
Griess method. n=10, x£s. ~ " P<0.001 @ Pra C + AngII ,ST 10 nmo 5 min
PKC PMA

group
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,KCI  NE HSMCs [ Ca*' i , Pra- C Ang 11
110.9 nmol*L™"  232.5 nmol*L"' . 3 PKC Gi , 4.
PMA  HSMGs[ Ca’" Ji ,KCI  NE
32.1 nmol*L™"  34.3 nmol*L ', Table 3  Effect of Pra- C on [ Ca’*]i concentration
PKC , alteration stimulated by KCl and NE in isolated and
. PMA ST cultured rat hypertrophied smooth muscle cells
. HSMCs ST ’ Kcl NE (HSMCs) induced by angiotersin II ( Ang II)
24 q: oy -1
, [ " i 3 ST Growp  Dose LGy nmol L 1
» r KCl/60 mmol* L~ NE/10 pmol* L~
64 7 anl‘ L 104 2 Ilmol‘ L N PKC Normal 171 *5 174 9
Pra-C 10 pmols L' 192.3%2.9 208 *8
[ Ca2+ ]1 ( PTX) G Gi + Ang 11 +10 nmol* L'
’ ’ Ang 11 10 nmol* L™ 341 £17° 77 425 %14
Gi s PTX , HSMGs
ah . HSMGCs ( hypertrophied smooth muscle cells) were induced by
[G i, Kka NE 3 PTX angiotensin II ( Ang II) 10 nmol* L' for 4 d; [Ca” 1i was
56.8 nmol* L' 52.5 nmol* L' . , measured with Fura2/ AM; KO (60 mmol*L™') or NE (10
Pra- C PKC N pmole® L’l) were added 5 min before [Caz‘ ]i measurement in
Gi ’ Kcl NE vitro; Pra C10 pmol* L' was incubated with HSMCs for 30 min .
’ n=8, xts. "7 P<0.001 w PraC + Ang II group
Table 4 Effect of Pra C on [ Ca’* ]i concentration alteration stimulated by KCl and NE when
incubated with PMA, ST and PTX in isolated and cultured rat hypertrophied smooth muscle cells
(HSMCs)
) [Ca®" Ji/ nmol+L™'
Group Dose Activator
ST/ 10 nmol*L"' PMA/ 0.1 pmol*L"' PTX/ 200 ng= L'
Normal - K 170 £10 263 14 171 +9
NE 173 £9 227 £21 188.0 £0.9
Pra- C + Ang 11 10 pmol*L™" +10 nmol=L"" KA 163 £15 277 14 172 £9
NE 173 £14 264 £34 182 £7
Ang 11 10 nmol* L™ ! K 277 X147 "7 373 k1577 284k10" "
NE 321 £19° 77 460 £17° "7 372+£9° 7

HSMCs ( hypertrophied smooth muscle cells) were induced by angiotensin II ( Ang II) 10 nmol*L™' for 4 d; [Ca®" ]i was
measured with Fura-2/ AM; PMA ( phorbol 12- myristate 13-acetate) 0.1 pmol*L™' , PTX ( pertussis toxin) 200 ng*L™' were

incubated 2 h before [ Ca’” ]i measurement; ST ( staurosporine) 10 nmol* L™

was incubated 5 min before [ Ca’™ i

measure ment ; KCI 60 mmol*L™" or NE10 pmol*L™" were given 5 min before [ Ca’” ]i measurement. n=8, x+ts. "~ P<

0.001 @ PraC + Ang II group
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EFFECTS OF PRAERUPTORIN C ON CELL HYPERTROPHY,
INTRACELLULAR [ Ca** ]i, NI'TRIC OXIDE AND SIGNAL
TRANSDUCTION IN ISOLATED HYPERTROPHIED RAT
SMOOTH MUSCLE CELLS INDUCED BY ANGIOTENSIN II

RAO Marr ren, LIU Wamr bin, ZHANG Xiao wen
( Depantnent of Cardiovascular Pharmacology , Nanjing Medical University , Nanjing 210029 , China)

ABSTRACT: AIM To investigate the effects of praeruptorin C ( Prar C) on smooth muscle cell ( SMC)
hypertrophy , intracellular calcium ([ Ca° " Ji) , nitric axide ( NO) content and influence on cellular signal transduction in
isdated cultured rat smooth muscle cell (SMC) . METHODS  Hypertrophied smooth muscle cells ( HSMGS) were
induced by angiotensin II ( Ang II) , cell area was measured under inverted microscope . Nitric axide ( NO) concentration
was measured using Griess method. [ G ]i was measured using Fura2/ AM. The respomses to [ Ca° i elevation
stimulated by KQ (60 mmol*L™ ' or norepinephrine (10 ymmol*L ') were observed by incubation with phorbol 12-
myristate 13-acetate ( PMA) , staurcsporine ( ST) , the agonist and inhibitor of protein kinase C ( PKC) , and pertussis
taxin ( PTX) , the sensitive toxin of Gi. RESULTS The cell area of SMGs were decreased by 39.01 % ( P <0.001)
and NO content of SMGs were significantly increased in Pra- C + Ang I group . In presence of 60 mmol*L ™' KQ or 10
pumol* L' NE,[ G’ Ji of SMGs in Prar C + Ang I group was significantly decreased than that of Ang II group ( P <
0.001) and closed to the normal group . Incubation of SMCs with PMA, ST and PTX, | G’ ]i of SMGs in Ang II group
was increased by PMA and decreased by ST and PTX, but that of Pra C + Ang II group was similar to the normal group .
CONCLUSION  These findings suggest that Pra- C can reduce vascular hypertrophy in isolated rat HSMCs , and this is
associated with improvment of SMGs [ Ga°* i level , NO content and cellular signal transdution of PKC and Gi.
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