CN 43-1262/R " [E Sl ik difb 44 ik 2023 4F55 31 55 1 41

ACHIH: F ok, BB, BE 0, & BRI Bk E 1 A2 AT E AR R IR/ AL T S SR i 4 b
RIPEFRLT]. TPEsIkEEfLZe A, 2023, 31(1) ; 41-48. DOI: 10.20039/j. enki. 1007-3949. 2023. 01. 006.

>

[XEHE]  1007-3949(2023)31-01-0041-08 - LR -

HE AN A5 B sk 1 RS2 R AR AR PR e i e/ D B i 4
i i = I BURI . A5 13 05 v 9 1

TR, wEEE, BEIE, =%, % F', BRLE
(1. hMEFEAREFHHE TTHKLMT 1100342, 45 M EFAF K F AR FHAF T H4MF 121001)

[ E] [B8] HAsimpad FRkE 1 SR (Mye ATIR) £ 38 BM 3 h R0 R Bk f TR Ao fo
ERG PR, [FFiE] R LE Bk k8L R B LB (DOCA) 2825 K @32 K4 CSTBL/6J Ak s R,
(AR WT) = Mye ATIR S R (Mye ATIR™ ) # 5 4 B8R Z d B0 AR FALH A WT 41, DOCA #
BB 3 fn )R 20 (5 AR DOCA 48) \Mye ATIR™ ™ 284= Mye ATIR” /DOCA 48, A48 R, KA B E4hE N & 1 Folk
45 & HE 3 &K £ IRA R, o i 3¢ oAl £ 30 Bk F4/80( 4%/ E v 20 f 47 £ 49 ) ,RT-PCR #= Western blot #
M ATIR AR X B FAfh By 42 518 5% 5 F 49 mRNA Aok G &k | R H R A %N T LEIn Mt b & A~
B0 AR AT RS A, [SER] 5 WT 48485, DOCA 2K % EF 35 37% , E kA B EIE I 5T% | Lk
R g Ae B By A0 P9 AR HUPE fn AT IR h AR A T I 32% A7 36% (P<0.05) , £ 3k F4/80 Mtk fm it 38 %
195% , %A% 0 fo A LB & | (MCP-1) 8 3R 58 B F o (TNF-a) BB AL c-Jun 2 3% 8B (p-INK) & & Ak A &
2% 45% 32% W By E %G8 E B(Akt)/ MR — 84 § A8 (eNOS) 12 5 8 % % B, p-Akt F= p-eNOS #9%& & %
RKFF B A 36% (P<0.05) , #kFk Mye ATIR, £ 3 IR 5 JE 51K 14% ,F4/80 [k 2m JLECR Y 44% , T BERZ 28,
Fo bl By F 509 M RAR UM o B AT TR T A 38 m 21% A= 17% ,MCP-1 TNF-a #= p-JNK % & %A K A% 52% 41%
Fe 17% , T 2 MMk B % PI3K/Akt/eNOS 15 5 i@l %, p-Akt F= p-eNOS 89 & & £ ik K-FF & 48% #= 42% (P<
0.05) A2l 45 BE A AR HEAL, [EiE] 3 Mye ATIR 7T 4% 3408 35 f R 7| A2 89 o B ik By 2 &3 fo o
A5, AR T A 5 Ap k) E v 0 RO fn 7 BEIZ A S| ARG KA X,

[(4R] FTERE1I ALK, LHABBRZLE, MEEZRHK, Edwl, wfhit

[FES>ZES] R3;RS5 [ XEARIREE] A

Role of myeloid angiotensin type 1 receptor in vascular insulin resistance and vascular
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[ ABSTRACT ] Aim To investigate the role of myeloid angiotensin type 1 receptor (Mye ATIR) in vascular insulin
resistance and vascular injury in deoxycorticosterone acetate ( DOCA)/salt-sensitive hypertensive mice. Methods
C57BL/6] mice (wild type, WT) and Mye ATIR™" mice were randomly divided into WT group, DOCA/salt-sensitive hy-
pertension group ( DOCA group) , Mye ATIR™ group and Mye ATIR™"/DOCA group, 8 in each group. DOCA/salt-
sensitive hypertension was induced by left nephrectomy and DOCA sustained-release tablet implantation.  Systolic blood
pressure ( SBP) was measured by tail cuff method. HE staining was used to observe aortic wall thickness, immunofluores-
cence was used to detect F4/80 (' monocyte/macrophage marker) of aorta, RT-PCR and Western blot were used for nRNA

and protein expressions of AT1R, proinflammatory factors and insulin signaling molecules.  Acetylcholine or insulin-in-
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duced endothelium-dependent vasodilation was determined by isolated vascular perfusion system. Results Compared
with WT group, in DOCA group, systolic blood pressure increased by 37% , aortic wall thickness increased by 57% , ace-
tylcholine or insulin-induced endothelium-dependent vasodilation decreased by 32% and 36% respectively ( P<0.05), the
number of F4/80 positive cells increased by 195% , the protein expression of monocyte chemoattractant protein-1 ( MCP-
1), tumor necrosis factor-o (TNF-a) and phosphorylated c-Jun N-terminal kinase ( p-JNK) were significantly increased by
42% , 45% and 32% respectively, the protein expression of p-Akt and p-Enos decreased by 36% in the aorta of DOCA
mice (P<0.05).

cells decreased by 44% , acetylcholine or insulin-induced endothelium-dependent vasodilation improved by 21% and 17%

Specific knockout of myeloid AT1R, aortic thickness decreased by 14% , the number of F4/80 positive

respectively, the protein expression of MCP-1, TNF-a and p-JNK decreased by 52% , 41% and 17% respectively, dam-
aged insulin protein PI3K/Akt/eNOS signaling pathway was reversed, the protein expression of p-Akt and p-eNOS
increased by 48% and 42% respectively (P<0.05) without significant reduction in systolic blood pressure. Conclu-
sion Knockout of Mye ATIR can reduce vascular insulin resistance and vascular injury caused by salt-sensitive hyperten-

sion, and its mechanism may be related to inhibition of vascular inflammation caused by macrophage infiltration in vascular

wall.
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Figure 1. Effect of specific knockout Mye AT1R gene on the expression of peritoneal macrophage

ATIR and tail artery systolic blood pressure in mice(n=38)
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Figure 2. Effect of specific knockout of Mye AT1R gene on aortic wall thickness in mice(n=28)
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Figure 3. Effect of specific knockout of Mye AT1R gene on acetylcholine or insulin-induced

endothelium-dependent vasodilationin mice aorta(n=238)
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Figure 4. Effect of specific knockout of Mye ATIR gene on the number of F4/80 positive cells in mouse aorta(n=238)
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Figure 5. Effect of specific knockout of Mye AT1R gene on the expression MCP-1 and TNF-« protein in mice aorta(n=38)
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Figure 6. Effect of specific knockout of Mye AT1R gene on the expression of p-JNK, p-IRS1 and

Akt/eNOS signal pathway in mice aorta(n=38)
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