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[ ABSTRACT] Aim To study the protective effect of growth hormone releasing hormone receptor agonist MR409 on
vascular calcification (VC) in gene deficient mice Db/Db diabetic mice ( Db/Db mice). Methods With 12-week-
old male wild-type (WT) C57BL/6 mice as the WT group ( control group) , 12-week-old male Db/Db mice were randomly
divided into Db/Db group ( diabetes group) and MR409 group ( MR409 treatment group). MR409 group was given
MR409 (15 pg/time) every other day for 8 weeks. At the end of the 8th week, the mouse serum alkaline phosphatase
(ALP) and blood glucose levels were tested. ~HE staining was used to observe the morphological changes of aorta in
mice. Calcium salt deposition in aorta was detected by von Kossa staining and alizarin red staining.  Endothelium-de-
pendent vasodilation function was measured by in vitro vascular perfusion system.  Aortic calcification-related protein
Runt-related transcription factor 2 (Runx2) protein expression was detected by immunohistochemical staining.  Aortic re-

active oxygen species (ROS) level was detected by dihydroethidium fluorescent staining. Results Compared with WT

[ EH]  2020-11-12 [fEEEHA] 2021-02-06

[(E€TH] HEEARFEELSIE (81970357 ) ; ik FHE 2= Bt H B E 312 400 B (2018056 ) 5 ¥4 FH = 7 Be Al -0 55 A= F}
FeAHHE AT H (Y20190504 )

[MEERAN]  BEBLEE, LRSS AE  BIF9E 07 M) ML AR )2 , E-mail 4 k33476718424@ 163. com, B{F1EH A B4, 52, i+
WFFEAE S BF5E 05 18 R 1L 2R 02 | E-mail A zhoums1963@ 163. com,



662

ISSN 1007-3949 Chin J Arterioscler, Vol 29 ,No 8,2021

group, serum ALP activity increased, blood vessel wall thickness increased, vasodilation function decreased, and aortic

ROS level increased in Db/Db group (P<0.05).

phy decreased, vasodilation function improved, and ROS level of aorta decreased in MR409 group ( P<0.05).

Compared with Db/Db group, ALP activity decreased, aortic hypertro-

Compared

with WT group, there was significant VC in Db/Db group, which showed increased calcium salt deposition and increased

Runx2 protein expression in aorta ( P<0.05).

expression in aorta were decreased in MR409 group (P<0.05).

Compared with Db/Db group, calcium salt deposition and Runx2 protein

Conclusion MR409 can significantly inhibit VC, re-

duce aortic hypertrophy and improve vascular endothelial function in diabetic mice, and its mechanism may be related to the

inhibition of the increase of Runx2 expression induced by oxidative stress.
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Figure 1. Comparison of serum ALP activity in

three groups of mice (n=8)

1. 3 AR ALP MAEFMERE LR
Table 1. Comparison of ALP, blood sugar and body

weight of three groups of mice
gE| WT 41
ALP/(U/L) 103.261+0.36  160.762+0.49" 107.314+0.43"

Db/Db 4 MR409 H

M4/ (mmol/L) 5.467+0.02 23.925+1.10° 24.563+0.39

Wﬁﬁi/g 23.339+0.77 53.529+1.31" 52.188+2.59
a }j P<0.05,5 WT 4 [t% ;b P<0.05,5 Db/Db 4 HL#2
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Figure 2. MR409 improved aortic morphology and reduced aortic hypertrophy in diabetic mice (n=8)
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Figure 3. Calcium salt deposition in mice aorta detected by von Kossa staining (n=8)
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Figure 4. Calcium salt deposition in mice aorta detected by alizarin red staining (n=8)
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Figure 5. MR409 improved aortic diastolic function

in diabetic mice (n=8)
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Figure 6. MR409 reduced Runx2 expression in aorta of diabetic mice (n=8)
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Figure 7. MR409 reduces ROS level in aorta of diabetic mice (n=8)
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