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Minocycline Suppresses Vascular Inflammation and Atherosclerosis in ApoE'/' mice Via 5-LOX Pathway
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and Technology, Luoyang 471023, China)

ABSTRACT: OBJECTIVE To investigate the mechanisam of minocycline on inflammation and atherosclerosis in
ApoE”'mice. METHODS  Eight-week old ApoE”" mice were assigned randomly into two groups: model group, minocycline
(12 mg-kg™) and simvastatin group (5 mg-kg™'). The mice were sacrificed after 12 weeks. The plasma total cholesterol,
triglyceride, HDL and LDL concentration were measured. The lesion of atherosclerosis was observed pathological staining.
Inflammatory cytokines were measured by real-time PCR. The plasma concentration of LTB, and expression of 5-LOX was also
measured by ELISA and Western blotting. RESULTS  Minocycline significantly ameliorated the formation of typical
atheromatous lesions in ApoE” mice, and reduced macrophage content in the atheromatous lesions of the aortic arch
concomitant with upregulation the amount of collagen, which lead to stable atheromatous plaques. These findings were supported
by results showing that aortic MCP-1, IL-6, TNF-a, VCAM-1, MMP-2 and MMP-9 expression was decreased by minocycline.
Minocycline also reduced the plasma concentration of LTB4 and aortic expression of 5-LOX. CONCLUSION Minocycline
effectively attenuated atherosclerosis in mouse model, suggesting its therapeutic potential for atherosclerosis. The
anti-atherogenic effect of minocycline might be associated with its inhibition on 5-LOX pathway.
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Tab.1 Primer sequences
B 5 K51
TNF-a 5'-GGGCAGGTCTACTTTGGAG-3' 5'-AGCCCATTTGAGTCCTTGAT-3'
MCP-1 5'-CCTGCTGTTCACAGTTGCC-3' 5-TGTCTGGACCCATTCCTTCT-3'

IL-6 5'-AGCCAGAGTCCTTCAGAGAGATAC-3'

5'-AATTGGATGGTCTTGGTCCTTAGC-3'

VCAM-1 5'-TGAACCCAAACAGAGGCAGA-3' 5'-CGGAATCGTCCCTTTTTGTAG-3'
MMP-2 5'-CAAAGAAAGGTGCTGACTGT-3' 5'-GAAGGAAACGAGCGAAGG-3'
MMP-9 5'-CAGCCAACTATGACCAGGAT-3' 5'-TGCCGTCTATGTCGTCTTTA-3'
B-actin 5'- GGGAAATCGTGCGTGACA-3' 5’-CAAGAAGGAAGGCTGGAAAA-3’
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Tab. 2 Effects on body weight, serum total cholesterol, triglyceride, HDL-C and LDL-C levels(n=15, X *s)
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Fig. 1 Effect on plasma concentrations of LTB,4 and aortic expression of 5-LOX(n=8, X+ s)

Compared with control group, P<0.01.
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Fig. 2 Effect on the atherosclerotic area(n=6, x £s)
Compared with control group, ’P<0.05, ?P<0.01.

Chin J Mod Appl Pharm, 2015 April, Vol.32 No.4 <417 -



F Sirus Red Y tabric BEER AR S EL, 45 R 5
N, SR ApoE /NRAREL, SKIFFR RN R
(1) AS BRI i SR 2 35 8 0 (P<0.01), 11 <R AR ARTT
AN AS BEFLP IR R B BN A T, B2
BRI AR EEES, SGRLE 3.

5 00 D 5 /%
(5 B AT AR)

3.5 HAH/NR BBk A RE K T RIS R

R AL, oK TR 2R 2 4 S At yT A
ApoE SR B /N B 4H 4 b 4 R B F MCP-1.
[L-6+ TNF-0.. VCAM-1. MMP-2 il MMP-9 mRNA
KFRZE T, R ILE 4.

Ep A

a .
[

=N W o ¢
S S

o o
2

B3 B4R TR R B B (=8, X £ 5,100X)

LR e, VP<0.01.

Fig. 3 Effect on the stablility of atheromatous plaques(n=8, x *.s, 100X)

Compared with control group, "P<0.01.
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