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Effects of Fluoxetine on Nogo Expression and Collagen Production with Decrease of Pulmonary Artery Pressure in Rats
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Cardiology s Chengdu Shangjin Nanfu Hospital & Shangjin Hospital, West China Hospital, Sichuan
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[ Abstract] Objective To investigate the effect of fluoxetine on neurite growth inhibitor (Nogo) expession and
collagen production of cardiac tissue in rats with right heart failure and pulmonary hypertension. Methods Thirty
one male SD rats were randomly divided into the treatment group. right heart failure group and normal control
group. The rats in the treatment group and right heart failure group received intrapertioneal injection of
monocrotaline (MCT, 60 mg/kg) to induce pulmonary hypertension and right heart failure. After 21 days, the rats
in treatment group were given fluoxetine of 10 mg/(kg * d) by gavage per day for 21 days, the rats in the other two
groups were given saline. HE staining was used to observe the pulmonary artery and right ventricular myocardial
tissue in rats. The collagen formation in right ventricular myocardium was observed by Masson staining. The
expressions of Nogo-A ,Nogo-B, type | collagen and type [[[ collagen mRNA in myocardium were measured by real-
time fluorescence quantitative PCR, while the semi quantitative measurement of Nogo protein level was detected by
Western blot. Results After the intervention of fluoxetine, pulmonary artery stenosis was significantly reduced,
myocardial tissue lesion decreased, collagen synthesis decreased in right ventricular myocardium. RT-PCR showed
that mRNA of Nogo-A decreased, and mRNA of Nogo-B increased (P<C0. 05). Western blot showed that the
expression of Nogo-A protein decreased, while Nogo-Bl protein expression increased (P < 0. 05), Nogo-B2
expression was not significantly changed (P>>0. 05). Conclusion = Nogo may affect the collagen synthesis in right
heart failure, and partly involved in myocardial fibrosis.
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FAE /N BT A 20 I A% B DR (PCNA) B 5 [ 47 1A
2 5 ke Nogo(A+B) A Abcam 2w 4241 .
A ML H A (BSA) iy 5638 1057 24 7] 42 i, Trizol
i Invitrogen 2~ A &4t , BCA & 1 #2 B /1) & il 52
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cDNA Synthesis Kit f§f MBI /A & #£ 4k, Tag DNA
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(25 mmol/L) i3 18 K 2% 55 4= 9 3 [H A &l 243t . DNA
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ATATTCTTCTGGGCAGAA-3'; [l BB J5 | Ui 5]
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TCCATGTTCT-3'; NogoB LFiiEs1 4. 5'-ACGA
CGAGGACCTAGAGGAAC-3', T it a8l ¥. 5-
TGTAGGC CGTTACACTGACAAT-3'; N =
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CHF 20 K BRUNH 71N Jok v J5E dnb 25084 A6 487 I A8 /0N L il 7
Ji) BB AT L 5 A 40 5 ¥ 7 4 S R 3R T I il sl ik
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Fig 1 Effect of drug therapy on pulmonary artery lesion in CHF rats,
HE X 40 Fig 2 Effects of drug therapy on the right
ventricular myocardial tissue in CHF rats. X40

1A: Control group; 1B: CHF group; 1C: Therapy group; 2A:
HE staining; 2B: Masson staining; a: Control group; b: CHF

group; c: Therapy group
2.3 EHRHXEE PCRAED AR O ARF
Nogo FIRK R KR IE

iR 1, 5 CHF 4 #3874 Nogo A
mRNA [, Nogo-B mRNA Fh&, T &5 F1 11
R i mRNA RIK¥ TR, Z R AZRIFFE XL
(P<C0.05),

x1 ZFHXROUALT Nogo 7L R E E B R A (27 M, b fi £ (1H 53 {7 8] BE)

Table 1 Expression of Nogo and collagen gene in myocardium of rats in each group [272A¢ median (P5-P75))

Gene Control group (n=38) CHF group (n=10) Therapy group (n=9)
Nogo-A 1.04 (0.92-1.11)* 2.06 (1.88-2.19)* 1.42 (1.35-1.56)
Nogo-B 1.03 (0.95-1.07) ~ 0.49 (0.37-0.59) * 0.79 (0.65-0.95)
Collagen [ 1.23 (0.70-1.52) " 3.48 (3.14-3.97) 2.04 (1.84-2.38)
Collagen I 1.19 (0.73-1.45)~ 3.55 (3.10-4.08) * 2.18 (1.82-2.39)

* P<C0.05, vs. therapy group
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2.4 Western blot # il X i /0 AL 42 22 1 Nogo EH
g5 H WL 3.% 2. Y5 CHF 41 k2. ¥ 77 41
Nogo-A # [ F# A% » T Xf f 41 (P<0. 05) ; Nogo-
B1 & 1 ABAR T X B4 (P<<0. 05) . Nogo-B2 %
FIRIAAE 3 I i 22 7 e ge i 8 L (P>>0.05) ,

Control CHF Therapy

Nogo-A v N —

Nogo-B2 SEE—_—_ s a—
Nogo-B1 N

T —— o co—

3 KAKXBROIEAL Nogo-A,Nogo-Bl 1 Nogo-B2 F [ i) K ik
Fig 3 Expressions of Nogo-A, Nogo-Bl and Nogo-B2 proteins in

myocardium of rats

®2 HHAXROUAL A Nogo-A Nogo-Bl 71 Nogo-B2 & B ) &
ZE
Table 2 Expressions of Nogo-A, Nogo-Bl and Nogo-B2 proteins in

myocardium of rats

Protein Con(trrlci g;oup Cgf:glrg;lp Thcze:lp:y 9g)roup
Nogo-A 0.95+0.15" 1.424+0.31* 1.1040. 22
Nogo-B1 1.3840.23" 0.384+0.08* 0.88+0.17
Nogo-B2 0.8940.17 0.85+0. 14 0.94+0.11

* P<C0.05, vs. therapy group
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Bl ks F T S A0 3 A7 faf JIER o JULZH O AL ] 5
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