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Abstract: Objective Study the transport effect of six drugs on the organic anion transporting polypeptide OATP1B1 and its gene
polymorphisms A388G and T521C. Methods Human embryonic kidney cell (HEK293) lines stably and highly expressing
OATP1B1 and OATP1B1 gene polymorphisms A388G and T521C were cultured in vitro, HEK293 cells with high expression of
blank vector (Mock) were used as blank control. The Real time fluorescent quantitative PCR (qQRT-PCR) method was used to detect
mRNA expression in each transporter cell. The radiolabelled compound *H-estrone sulfate was used as a transport substrate to verify
the transport activity of each highly expressed cell. The inhibitory effects of 30 umol-L™' dabigatran, simvastatin, Tegretol,

capecitabine, docetaxel and enalapril on the transport activity of *H-estrone sulfate in each cell were determined, and the median
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inhibitory concentration (IC,,) of simvastatin, ticagrelor and docetaxel on transporter cells was further determined based on the

results of the inhibition test. Results Various transporter genes introduced into HEK293 cells showed good replication and expression.
The transport activity of OATP1B1, OATP1B1/A388G and OATP1B1/T521C to substrate *H-estrone sulfate (5 pumol-L™") was 39, 49
and 48 times that of Mock cells, respectively. Rifampicin of 30 umol-L™" could inhibit the cell transport activity to less than 50%.
The inhibition of OATP1B1 by 30 umol-L™' simvastatin, tegretol, and docetaxel was stronger, were (40.09+£1.95)%, (33.82+0.61)%,
and (45.08+0.22)% of control group, respectively. The IC,, of simvastatin on OATP1B1, OATP1B1/A388G, and OATP1B1/T521C
were 14.2, >100, >100 umol-L™', IC,, of tegretol were 19.1, 68.4, >100 umol - L™ and IC,, of docetaxel were 17.6, 22.9, and
19.3 umol-L™', respectively. Conclusion The polymorphism of OATP1B1 gene changed the effect of inhibitor on transporter activity

to some extent.
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OATPIBI/T521C Forward : GTCATACATGTGGATATATGCGTTCATGGGTAATATGCTTC
OATPIBI/T521C Reverse: GAAGCATATTACCCATGAACGCATATATCCACATGTATGAC
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Fig.2 Drug transport activity by transporter cells (;:l:s, n=3)
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Fig. 3 Inhibition of simvastatin, ticagrelor, and docetaxel on OATP1B1, OATP1B1/A388G, OATP1B1/T521C (;:I:s, n=3)
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