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Adrenomedullin alleviates collagen accumulation in pulmonary arteries of rats with
hypoxic pulmonary hypertenison
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pital, Beijing 100034, China ( Email. gijianguang@ sohu. com)

Abstract: Objective To observe the effect of adrenomedullin ( ADM ) on the pulmonary vascular collagen
metabolism in hypoxic rats in order to study the effect of ADM on chronic hypoxic pulmonary vascular structural remodeling
and its possible mechanism. Methods Nineteen male Wistar rats were randomly divided into three groups: normal control
(n=6), hypoxia (n =7) and ADM-treated hypoxia (n =6). ADM was subcutaneously administered into rats of the
ADM-treated hypoxia group by mini-osmotic pump (300 ng/h) for two weeks. After two weeks of hypoxic challenge, mean
pulmonary arterial pressure ( mPAP) was evaluated using a right cardiac catheterization procedure. The ratio of right
ventricular mass to left ventricular plus septal mass [ RV/ (LV +S) ] was measured. The changes of pulmonary vascular
microstructure were observed. Meanwhile, the expression levels of collagen I, collagen III and transforming growth factor
(TGF)-B in pulmonary arteries were detected by immunohistochemical assay. Results ~mPAP and RV/(LV + S)
increased significantly in the hypoxia group compared with normal controls (P <0.01). The muscularization of small
pulmonary vessels and the relative medial thickness of pulmonary arteries increased obviously in the hypoxia group
compared with those in the normal control group (P <0.01). Meanwhile, the expression levels of collagen I, collagen IIT
and TGF-B of pulmonary arteries in the hypoxia group increased markedly compared with those in the normal control group.
However, mPAP and RV/(LV +8S) were significantly reduced in the ADM-treated hypoxia group compared with those in the
hypoxia group (P <0.01). ADM ameliorated pulmonary vascular structural remodeling of hypoxic rats, with a decrease in
the expression of collagen I, collagen Il and TGF-B of pulmonary arteries. Conclusions ADM might play a regulatory
role in the development of hypoxic pulmonary hypertension and hypoxic pulmonary vascular remodeling, through inhibiting
the expression of TGF-f and alleviating the collagen accumulation of pulmonary arteries.
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Vi SPSS 16. 0 Bt #4750 B o Bl A3
B bRl (v 2 5) FOR R AR R 2 0o 4
) 22 S AT GE T2 LA o B, PR 2 (8] 1Y) LE 3R
LSD ;%5 . P <0.05 2R A Gt L.

2 #R

2.1 MEshHFERNEL

KA LR E mPAP F1 RV/(LV +S) 8 4} BE 411
A S8 25 (39 P <0.01) ;{4 + ADM 41 il mPAP
FIRV/(LV +S) BAREA A B R#L (¥ P <0.01)
XA LR 2ZE R G L, Wk 1

&1 3HEKXRBRMANAFIERAIELER  (v9)

mPAP

2157 kA RV/(LV +8S)
(mm Hg)
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5= 7 24.7 +6.2° 0.316 +0.049*
R4 +ADM 4 6 14.8 +3.3" 0.184 £0.012"
F{f 12 40
P 1A <0.01 <0.01
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BFEAR(P <0.01) , MiAE UL 48 1 73 b AR 4R
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AR AECZH K R F TR R/ N TR it R R o v 52 R
Xt RSB 3 (2 P <0.01) . fiR4 + ADM 44
RS F R /N TR i 8l JK AR X e 5 5 B8 AR AL 2 2 W
RFER (3 P <0.01) , 53 B4 22 e gt it
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2.5 fi#hik TGF-B RiZKZEWL
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Hag (P <0.01) , ifii ADM s IR40K RUMi3h ik TGEF-B
FIRE LW 08 (P <0.01) . BLF 3.

#3 3 AKXRMBNBKERIE I BLE I 1 TGF-B RixH
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0 " JR s JiE g T TGF-B
AR ey g Rk
Xif B2 6 0.212+0.007 0.203 £0.007 0.206 +£0.006
KA 7 0.299 +0.004* 0.267 £0.015* 0.285 +0.011*
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F1{E 152 71 98
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MR o L RE Y R R A T
AL, 1 2R e i 45 06 7 B r) ) P Aok T A
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