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[ ABSTRACT] Aim  To study the effect of fluoxetine on serotonin-induced RhoA signalling pathway in pulmonary ar-
terial smooth muscle cells. Methods The pulmonary arterial smooth muscle cells of rat were exposed to serotonin for
48 h with or without fluoxetine or fasudil. ~ Then pulmonary arterial smooth muscle cells proliferation was tested by 3-[4,5-
dimethylthylthiazol-2-yl ]-2,5 diphenyltetrazolium broide assay. The cellular extracts were prepared for coimmunoprecipi-
tation or Western blot of RhoA signalling pathway. Results  Serotonin promoted pulmonary arterial smooth muscle
cells proliferation, increased RhoA serotonylation, RhoA membrane translocation, Rho kinase 2 protein expression and my-
osin phosphatase target subunit 1, extracellular regulated protein kinase and protein kinase B phosphorylation.  Fluoxetine
inhibited these changes dose-dependently.  However, fasudil did not inhibit increased RhoA serotonylation induced by se-
rotonin. Conclusion Fluxetine inhibited serotonin-induced pulmonary arterial smooth muscle cells proliferation via in-

hibition of RhoA signalling pathway.
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Table 1. The effect of fluoxetine on serotonin-induced PASMC

proliferation(x +s,n =8)

! MMIIGFHA (24 h)  AHHIHSTE R (48 h)
X BRAL 100. 1% +9.9% 112. 1% +10.3%
5-HT 41 109.1% +13.7%  163.6% +23.7%"*
0.1 pmol/L FVEIT + o

SHT 41 110.8% +9.2% 159.1% +12.8%
1 pmol/L FHVGTT + be
ST 41 108.3% +11.2% 134.8% +15.0%
10 wmol/L FPGTT + bed
S_HT 4 108.1% +11.2% 116.9% +10.7%

ajP<0.01, 5x%BHMEI;b N P<0.01,55-HT HH ;e N P
<0.01,5 0.1 pmol/L JRPEIT +5-HT 4L Ml L;d 4 P <0.05,5 1
wmol/L FEPEYT +5-HT ZHA L,
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Figure 1. The effect of fluoxetine on serotonin-induced

changes of RhoA signalling pathway in PASMC
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Table 2. The effect of fluoxetine on serotonin-induced changes of RhoA signalling pathway in PASMC (x +s5,n=3 ~5)

G| s-RhoA/t-RhoA  m-RhoA/c-RhoA  ROCK2/B-actin  p-MYPT1/MYPTI  p-ERK/ERK p-Akt/ Akt

Xif B2 0.70 £0. 14 0.68 £0.09 0.88 +0.13 0.78 £0.10 0.59 0. 14 0.73 £0.08
5-HT 21 1.35 +0.20* 1.46 +0.26" 1.39 +0.17* 1.27 +0. 14 1.28 £0.17*  1.34+0.13°
0.1 pmol/L FPFGIT +5-HT 41 1.32 0. 14 1.24 +£0.05" 1.33 £0.15 1.13 £0.15 1.25+0.10 1.33£0.10
1 pmol/L FPYTT +5-HT H 1.04 +0.17< 1.09 +0.16° 1.09 +0.17< 1.06 0. 16" 1.02+0.11¢Y  0.97 +0.08
10 pmol/L i PG7T +5-HT 4 0.71 £0. 13 0.76 £0. 13 0.83 +0. 10" 0.85+0.12°f  0.76 +0.09°¢  0.92 +0. 13

ah P<0.01, 5% IAIAEL ;b o P <0.05,c 0 P<0.01,5 5-HT HAHE ;d B P <0.05,e 2 P<0.01,5 0.1 wmol/L FVGVT +5-HT 4LAH L ;f

HP<0.05,5 5 P<0.01,51 pwmol/L FPGTT +5-HT 41,
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IEEFHIR +5-HT 4, a iy P <0.01, 5% BRAIAHLL,

Figure 2. The effect of fasudil on serotonin-induced change
of RhoA serotonylation in PASMC (x +s,n=3)
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