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Inhibition of warfarin combined with aspirin on CYP3A4 in HepG2 cells
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Abstract: Objective To study the effects of aspirin combined with warfarin on CYP3A4 and its mechanism. Methods HepG2 cells
were treated with different concentrations of aspirin, warfarin and its combine for 48 h. cell survival rate was determined by MTT
method. The transcriptional activation of PXR and activities of CYP3A4 were detected by luciferase reporter gene technique. The
expressions of CYP3A4 mRNA and protein in HepG2 cells were detected by PCR and Western blotting method. Results Compared
with the control group, the transcriptional activation of PXR and activity of CYP3A4 in aspirin group and combined groups were
significant decreased (P < 0.01), and the expressions of CYP3A4 mRNA and protein in HepG2 cells were significant decreased (P <
0.05, 0.01), but there were no differences in warfarin group. Conclusion Aspirin combined with warfarin can inhibit the activity of
drug metabolizing enzyme CYP3A4, which may be related to inhibition of the expressions of mRNA receptor PXR and protein.
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Table 1 Sequence of specific amplification primer

Gene Forward primer(5°—3’) Reverse primer (5°—3°)
B-actin GATCAAGATCATTGCTCCTCCT CGTCATACTCCTGCTTGCTG
CYP3A4 CCTCCCTGAAAGATTCAGCA ATGAGAGCAAACCTCATGCC
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Table 2 Effect of aspirin combined with warfarin on cell

viability of HepG2
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Table 3 Effect of aspirin combined with warfarin on activities
of PXR transactivation and enzyme CYP3A4
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i ] G Ak 180 0.43+0.14™ 1.434+0.11"
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Table 4 Effect of aspirin combined with warfarin on
expression of CYP3A4 mRNA in HepG2 cells
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Fig. 1 Effect of aspirin combined with warfarin on expression
of CYP3A4 in HepG2 cells
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Table 5 Effect of aspirin combined with warfarin on expression
of CYP3A4 in HepG2 cells
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