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Abstract: Objective To study the inhibition of berberine on organ anion transporters (OATs) and its bidirectional trans-membrane
transport. Method The transgene cell lines of the organ anion transporters including OAT1, OAT2, OAT3, OAT4, OAT7, and URAT1
were constructed and selected by animal cell transgenic method mediated by transporter Lipo 3000. Wild type (WT) cells were used as
control group, and activity of OATs was verified by adding their radiolabeled substrates and inhibitors. The inhibition of 100 umol/L
berberine on the transporters was investigated in vitro. The ICsy of berberine on URAT1 was also determined. The bidirectional
transport of berberine was studied through the Caco-2 model. Result The results showed that 100 pmol/L berberine inhibited the
activity of OAT1, OAT2, OAT3, OAT4, OAT7 and URAT1 to (70.48+4.23)%, (69.13+1.28)%, (72.12+3.28)%, (79.77+6.49)%,
(69.51+5.99)% and (38.4 + 2.67)% respectively, the ICs; of berberine to URAT1 was 13.19 umol/L, the Pgp, a5y of 50 pmol/L and 100
umol/L berberine were separately 0.28 x 10® and 0.40 x 10® cm/s, and the efflux rates were separately 3.18 and 3.15. Conclusion
Berberine shows a stronger inhibition to URAT1 compared to OAT1, OAT2, OAT3, OAT4 and OAT?7. Berberine may be the substrate of
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some efflux transporters. This study provides theoretical basis for explaining the low bioavailability of berberine and forecasting the

possible drug-drug interaction.
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