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Effects of different doses of dapagliflozin on inflammatory response and lipid
metabolism in ApoE ~/~ knockout atherosclerotic mice
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[Abstract] Objective To investigate the effects of different doses of dapagliflozin on the progression of atheroscle-
rotic plaque in ApoE '~ knockout mice. Methods We randomly assigned 30 ApoE '~ mice, which were fed high-fat di-
et for 8 weeks to establish AS model, into control group (placebo, n=10), Low-dose dapagliflozin group (0. 5 mg/kg+d)
and High-dose dapagliflozin group (1 mg/kged). Experimental sampling was started after 4 weeks of intervention. The
aortic and frozen sections of aortic valve were stained with oil red O. The proportions of circulating monocyte subsets
were analyzed by flow cytometry. The proportion of proliferating macrophages in the aortic valve plaque were detected by
confocal microscopy after immunofluorescence staining. The serum levels of total cholesterol (TC), triglyceride (TG),
high-density lipoprotein (HDLC) , low-density lipoprotein (LDLC), interleukin-18 (IL-1B), interleukin-6 (IL-6), and
tumor necrosis factor-a (TNF-a) were detected by ELISA kit. Results Compared with the control group, the different
doses of dapagliflozin groups had the effect of relieve the aortic and aortic valve plaque load, significantly reduced the pro-

portion of Ly6“™ monocytes in the circulation, alleviate the proportion of proliferating macrophages in the aortic valve, re-
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strain the release of inflammatory cytokines IL-18, 1L-6 and TNF-a, reduced the levels of TC and LDLC, increased the

levels of HDLC. Compared with the low-dose dapagliflozin group. the high-dose dapagliflozin group had significant re-

ductions in the proportion of proliferating macrophages in the plaque, inflammatory factors IL-18, 1L-6, TNF-a, blood

lipids TC and LDLC. Conclusion There is no significant difference between low dose and high dose of dapagliflozin in in-

hibiting the occurrence and development of AS. This effect may be related to inhibition the inflammatory response and

regulation the lipid metabolism. Meanwhile, high-dose dapagliflozin has a better effect in regulating lipid metabolism and

inhibiting inflammatory response.
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Figure 3  The results of peripheral blood monocytes subsets proportion by flow cytometry

TE: AL Ly sU 8] s B Ly6 i sU G255 . S50 B AR [E . D P <<0. 05;@Q P <C0. 01,

2.3 PEHNMGIEE MR ISR FEk S e FE WAL G R TR ZERARIT¥E X
RETE Y 25 B (B AA) . 5 X IR 4L A H AR 7 & ik (0.176 5+0.018 5 vs 0. 218 9+0. 018 3, P=0.000 1);
% 51 4 B B PN 38 58 0 400 B L ) B SR R 25 R A 4 ST RS B 2 A L 55 7 B SR 51 i 4 B e P 3 A
228 (0.197 04+0.011 4 s 0. 218 940.018 3, P= 0 200 0 L ) B S R AR, 25 R e a2 8 (0. 176 5+
0. 0154) 5 55 %F MRZHAH LE , 5 0] o 2K % 2] ¥ 20 B B 1 3 0.018 5 vs 0.197 0+0. 011 4,P=0. 025 0), WL, [& 4B,

i [ 2 A 751 B2 02k A B v 4L e 1) O A A i 4L s 0.25
=V SE @ 3
5020 @9
2 0.15
N?i 0.10
o
1 0.
’-;Ei”\l 00\% 4\\%’%\%’ ,4,\3/%;;;%
/%\%r‘ &\\ &.\\\\ }%}\ N %\
RS RS

® P
Bl 4 STt ah B h g E B 4 bk 6 45 R
Figure 4 The results of proliferating macrophages in mice aortic sinus by immunofluorescence staining
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