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Abstract

130914

Organic cation transporter 2 (OCT2) mediates an entry step of cationic substances into
renal proximal epithelial cell for further excretion. Although testosterone has been shown to
regulate the expression and function of OCT2, there is no data about the acute regulation of
testosterone on OCT2. The present study examined the acute effect of testosterone on the
protein  synthesis-independent process on OCT2 transport as determined by [3H]—
Tetraethylammonium ([3H]—TEA) transport activity in Chinese hamster ovary (CHO-K1) cells
stably transfected with rabbit OCT2 [(rb)OCT2]. Incubation of 10 and 100 UM testosterone for 10
minutes significantly reduced lsH]—TEA uptake to 73.57, 60.45 % of the control respectively.
The inhibitory effect of testosterone was not attenuated by actinomycin D, a protein synthesis
inhibitor.  Moreover, impermeant testosterone-BSA significantly inhibited the OCT2 function.
These data indicated that the inhibitory process observed was actually mediated by acute effect
pathways. From the kinetics analysis, testosterone decreased [3H]—TEA uptakes through a
reduction of affinity but had no effect on the number of transporters. The signaling study
by treatment of rbOCT2 with testosterone and wortmannin (PI3K inhibitor) also reduced the
uptake of [SH]—TEA. Taken together, these data show that acute effect of testosterone was to
reduce the activity of OCT2 by decreasing the affinity of the transporter, which is likely to be

mediated through PI3K-independent pathway.
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