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ABSTRACT Objective: To explore the effect of losartan combined with spironolactone on N'-nitro-L-arginine-methylesterhy-
drochloride (L-NAME) induced renal fibrosis and ventricular remodeling in hypertensive rats influences. Methods: Eight-week-old Wis-
tar rats were selected as the research object, and the hypertension model was induced by giving 0.1% L-NAME drinking water. The rats
were divided into three groups according to the random number table: the control group, the induction group and the combined treatment
group. The thickness of the interventricular septum and the thickness of the posterior wall of the left ventricle were compared by echocar-
diography. CODA™S non-invasive blood pressure system monitors rat heart function. The protein expression of type I collagen, type III
collagen and CTGF in rat kidney sections was analyzed by Western blot. Masson's trichromatic staining assesses the deposition of colla-
gen content in kidney tissue. The expressions of rat cardiac hypertrophy markers and transcription factors Atrial natriuretic peptide (ANP)
and Brain natriuretic peptide (BNP) were analyzed by RT-PCR. Analyze rat glomerulosclerosis index and albuminuria by immunohisto-
chemistry and immunoturbidimetry. Results: Compared with the control group, the thickness of the ventricular septum and the thickness
of the posterior wall of the left ventricle, the MAP and heart/weight ratio, the protein expression of type I collagen, type Il collagen and
CTGF, the mRNA expression of ANP and BNP, the glomerulosclerosis index and the expression of the model group were compared with
those of the control group. Albuminuria and the protein expression of SMA and TGF-B1 all increased significantly, while FS was signifi-
cantly reduced (P<0.05); The combined treatment group compared the thickness of the ventricular septum and the thickness of the left
ventricular posterior wall, the MAP and heart/weight ratio, the protein expression of type I collagen, type III collagen and CTGF, the mR-

NA expression of ANP and BNP, the glomerular sclerosis index and the whiteness of the model group. Proteinuria and the protein ex-
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pression of SMA and TGF-B1 were significantly reduced, while FS increased significantly(P<0.05). Conclusion: Losartan combined with

spironolactone can reduce the occurrence of cardiac remodeling and renal fibrosis in the L-NAME-induced hypertensive rat model.
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®1 KROEFESH (2L 5)

Table 1 Analysis of ventricular remodeling in rats( x+ s )

Groups Interventricular septal thickness( mm ) Left ventricular posterior wall thickness(mm )
Control group 0.68+ 0.14 0.59+ 0.12
Model group 0.95+ 0.18%* 0.93+ 0.17*
Combined treatment group 0.73% 0.15* 0.66% 0.14°
F 9.382 11.625
P 0.016 0.035

Note: Compared with the control group, *P<<0.05; Compared with the model group, “P<<0.05.

R 2 KREOEDEESHT (2 5)
Table 2 Cardiac Function Analysis of Rats(x+ s )

Groups MAP(mmHg) FS(%) Heart/weight ratio( g/Kg)
Control group 129.46% 5.26 32.16% 4.79 3.63% 0.46
Model group 145.73% 6.44* 26.53+ 2.84* 4.29% 0.68*
Combined treatment group 133.28+ 4.18* 33.29+ 5.01% 4.05+ 0.33"
F 13.825 11.074 9.638
P 0.003 0.026 0.034

Note: Compared with the control group, *P<<0.05; Compared with the model group, “P<<0.05.

x3 BEAMTEATALELEF (ot 5)
Table 3 Fibrosis Factor Analysis by Western blotting(x+ )

Groups Collagen I Collagen III CTGF
Control group 1.16% 0.08 1.09+ 0.07 1.15% 0.08
Model group 2.24+ 0.35% 2.15+ 0.24* 1.95+ 0.21*
Combined treatment group 1.37+ 0.14" 1.18+ 0.12% 1.21% 0.10*

F 11.473 9.026 13.644

P 0.013 0.025 0.006

Note: Compared with the control group, *P<<0.05; Compared with the model group, “P<<0.05.

2.4 RT-PCR ##i k ROCBERBAAREMAEREF ANP.BNP  (P<0.05), BEATATFALECMIAIZ ANP A1 BNP ) mRNA [
K% (P<0.05), (F£4),
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% 4 RT-PCR 4347 K RO AR KARE e R EF ANP BNPHYRIE (2t 5)
Table 4 RT-PCR Analysis of ANP, BNP expression of cardiac hypertrophy markers and transcription factors in rats(x% s )

Groups ANP BNP
Control group 1.18+ 0.13 1.07+ 0.15
Model group 2.36% 0.26* 1.98+ 0.24*
Combined treatment group 1.26% 0.15 1.18+ 0.12°
F 13.528 11.043
P 0.014 0.022
Note: Compared with the control group, *P<<0.05; Compared with the model group, “P<<0.05.
2.5 RERB/IKEMThEER T 2.6 EAMITEA T RAELERFHEARIE
A58 74 21 5 0F M2 L /0N R S A A8 ORI 3 B R T D 2 A5 0t R 41K B SMA. Il TGF-B1 (14 8 11 3635 TH 5
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Table 5 Study of glomerular structure function in rats(x+ s )

Groups Glomerular sclerosis index Albuminuria(mg/24 h)
Control group 0.63+ 0.11 18.25+ 3.46
Model group 1.65+ 0.24* 48.53% 6.24*
Combined treatment group 0.85+ 0.14" 34.06x 4.25*
F 12.638 10.224
P 0.014 0.037
Note: Compared with the control group, *P<<0.05; Compared with the model group, “P<<0.05.
* 6 EAMTELTRFENERFHEARIE (L 5)
Table 6 Expression of Fibrogenic Factors by Western Biotting( x% s )
Groups SMA TGF-B1
Control group 1.14+ 0.11 1.15% 0.13
Model group 1.95+ 0.24* 2.13% 0.25*
Combined treatment group 1.22+ 0.13" 1.18% 0.14*
F 11.625 13.856
P 0.014 0.033

Note: Compared with the control group, *P<<0.05; Compared with the model group, “P<<0.05.
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