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[ ABSTRACT ] Aim To investigate the effects and mechanisms of cyclophilin A (CypA) on the expression of ATP
binding cassette trasporter Al (ABCA1) and cholesterol efflux in THP-1 derived macrophages. Methods THP-1 cells
were incubated with 160 nmol/L phorbol ester to transform into macrophages. THP-1 derived macrophages were exposed
to 50 mg/L oxidized low density lipoprotein (ox-LDL) and cultured with typical approaches. Liquid scintillation counter
was used to determine the efficiency of cholesterol efflux. Lipids contents were tested with high performance liquid chro-
matogram ( HPLC). Real-time PCR and Western blot were used to quantify the expression of ABCA1 and nuclear factor-
kB (NF-kB) nuclear translocation. Parthenolide was used as the specific inhibitor of NF-kB. CD147 was silenced with
siRNA. Results CypA significantly reduced cholesterol efflux, promoted NF-kB nuclear translocation and downregu-
lated ABCA1 expression. NF-kB inhibitor parthenolide interfered CypA-prevented ABCA1 expression and cholesterol ef-
flux.  After CD147 were silenced with siRNA, CypA inhibited NF-kB nuclear translocation, upregulated ABCA1
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expression and promoted cholesterol efflux.

Conclusion

CypA prevented THP-1 derived macrophages cholesterol

efflux by activing NF-kB in a CD147 dependent manner and downregulating ABCA1 expression.

Bk ok FEAE AL ( atherosclerosis, As) 7&—Fi i it
PRI ZE LT | S 1418 o il XL 38750, ™ o i N2
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EgE A (high density lipoprotein, HDL) , AR 1)
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Figure 1. The effect of CypA on cholesterol efflux in THP-1-derived foam cells

% 1. CypA X148 TC.CE #1 FC £E2X CE/TC HI& M
Table 1. The effect of CypA on intracellular TC, CE and
FC levels and CE/TC

4y 4 TC(mg/g) CE(mg/g) FC(mg/g)  CE/TC
xit B4 57326 352x15  221%19 61.4%+0.2%
CypA #]  654£27° 408+20° 246+13" 62.3%+0.5%

a k) P<0.05, 55Xt R4

2.2 CypA X} THP-1 BB 4HM ABCAl RIEH
BN

THP-1 JEMEIR AN 5 100 ne/L CypA JLiE
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Figure 2. The effect of CypA on ABCA1 mRNA and protein expression in THP-1 derived macrophages
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Figure 3. The effect of CypA on NF-kB nuclear translocation, ABCA1 expression and cholesterol efflux
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Figure 4. The effect of CypA on NF-kB nuclear translocation, ABCA1 expression and cholesterol efflux after CD147 was si-

lenced by siRNA
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K, SHARBE NF-kB 507, 1 NF-kB 15 PEAA 5
{H ABCA1 SRk 4%, Z R IABER R AT (cyclic a-
denosine monophosphate ,cAMP ) Fl 3 S8 AL AR S 5E W)
1% 7 37 {K ( peroxisome proliferator-activated receptor,
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