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Double Effect of Geniposide on Gene Methylation of Foam Cells Derived From RAW264. 7 Induced
by ox-LDL ZHOU Qing-bing, WU Li-qgi, and XU Feng-qin Institute of Geriatric Medicine, Xiyuan
Hospital, China Academy of Chinese Medical Sciences, Beijing(100091)

ABSTRACT Objective To observe the effect of geniposide on the DNA methylation in foamed
cells derived from RAW264.7 cell line induced by ox-LDL. Methods ox-LDL was used to induce
RAW264. 7 cells to form the foam cells; CCK-8 method was used to detect the cell proliferation of foam
cells treated by different concentrations of geniposide; Cholesterol test kit was applied for the changing of
total cholesterol in cells after the treatment of geniposide. Then cells were divided into four groups : blank
control group ( no treatment), model group ( treated only by 80 pg/mL ox-LDL), low-dose geniposide
group(treated by 80 pg/mL ox-LDL and 30 wg/mL geniposide), high-dose gardenoside group (treated by
80 pg/mL ox-LDL and 100 ug/mL geniposide). After treatment of different concentrations of geniposide for
24 h, the foam cells were collected and Cholesterol test kit was applied to test the changing of total cho-
lesterol in cells. Then DNA was extracted for methylation immunoprecipitation sequencing ( Medip-seq).
GO and Pathway databases were used to analyze the data from Medip-seq. Results The oil red O stai-
ning showed that RAW264. 7 cells treated by 80 pg/mL ox-LDL turned out to be foam cells well. CCK-8
showed that geniposide had no cytotoxic effects on the RAW264. 7 derived foam cells ; total cholesterol in
foam cells decreased after treatment of high-dose gardenoside (P =0.04). Medip-seq showed that com-
pared with blank control group, there were a large number of abnormal methylated genes in model group
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(including abnormal hypermethlated genes and hypomethylated genes ). These abnormal methylated

genes were involved in multiple AS related functions and pathways, such as the activity of protein kinase

C, MAPK signaling pathways, PPAR signal Pathway, Wnt signaling pathways, etc.30 pg/mL and 100 pg/

mL geniposide could change the methylation level of genes in foams cells. These altered methylatd genes
were involved in the protein kinase C function, Wnt signaling Pathway, MAPK signaling Pathway, PPAR
signaling Pathway and so on. At the same time, geniposide could not only demethylate genes, but also

promote methylation. Conclusion
and hypomethylated genes in foam cells.

Geniposide may treat AS by regulating the abnormal hypermethylated
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