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Figure 2 Effect of 5238B-69 on ApoA-I mRNA expression in HepG2 cells in a concentration-dependent (A) and time-dependent
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Identification and characterization of novel upregulator of human Apolipoprotein A-I
DU Yu, JIA Xiao-jian, WANG Li, WANG Li-fei, JIANG Hua-jun, YANG Fan, SI Shu-yi, YANG Yuan, HONG Bin

[ Abstract]
Objective To find potential small molecules that increase endogenous synthesis of apolipoprotein A-I (ApoA-I), and to identify its

ability of increasing ApoA-I at expression and functional levels.

Methods Compounds screening was performed with established screening model based on the ApoP-Luc HepG2 cell line.
Dose-response relationship of the active compound was achieved in promoter activity. The expression of ApoA-I in HepG2 cells
regulated by the compound was detected by real-time quantitative reverse transcription-polymerase chain reaction (RT-PCR),
Western blot, ELISA and flow cytometry analysis. The cholesterol efflux assay was applied to investigate the effect of promoted
ApoA-I on mediating lipid transfer in RAW 264.7 cells.

Results In the present study, compound 5238B-69 was found using the screening model. 5238B-69 increased ApoA-I promoter
activity in a dose-dependent manner with ECsy of 0.01 pg/ml, and maximal activity of 408% at 0.30 pg/ml. 5238B-69 significantly
increased ApoA-I mRNA level and protein level in HepG2 cells. ELISA and flow cytometry analysis showed 5238B-69 could
increase ApoA-I protein by 48% and 21.4% compared with control in the media and cells, respectively. The functional efflux assay

further illustrated the role of ApoA-I induced by 5238B-69 with RAW 264.7 cells.

Conclusion A potential small molecular upregulator was obtained, which could significantly increase the expression of human

ApoA-I in liver cells and promote cholesterol efflux from mice macrophages.
[ Key words] Apolipoprotein A-I; Gene expression regulation; ~ Atherosclerosis; Transcriptional regulation
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