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TR OBEE (330) : The purpose of this study was to characterize the major ribavirin
uptake transporter(s) in human hepatocytes or renal tubular cells. The results showed that
equilibrative nucleoside transporter 1 (ENT1) was exclusively involved in ribavirin uptake
in human hepatocytes and that the levels of the uptake activity were different among
hepatocytes. On the other hand, the results suggest that concentrative nucleoside
transporter 3 (CNT3), which was abundantly expressed in human renal proximal tubular
cells, would be responsible for renal re-absorption of ribavirin. Genetic or environmental
factors that alter the levels of function or expression of ENT1 and CNT3 should be
determined in future study.
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Fig. 1. Ribavirin (10 ~M) uptake by human hepatocytes. Ribavirin uptake by hepatocytes was
analyzed. Eachvalue was calculated by subtracting the activity obtained at4” C from that
obtainedat 37° C at the same ribavirin concentration. Each value is the mean =%S.D. of transport
activity for three indepe ndent ex periments, each performed in duplicate.
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Fig. 2. mRNA expression analysis for ENT1. ENT1 and GAPDH
mRNA expressions were detected by RT-PCR. NC, non-template
control. ENT1 and CNT2 mRNA expression levels were determined
by real-time PCR. The data are shown in relative abundance (%)
(mean=S.D)as the level of ENT1 mRNA in HH291 is set to 100%,
respectively. N.D., not detected.
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Fig. 3. Ribavirin (1 /IM) uptake by hepatocytes was analyzed in Na+-plus KHB () and
Na+-free KHB (CJ). In an inhibition assay, effects of NBMPR (100 nM or 100 fiM) on
ribavirin uptake by hepatocytes were analyzed in Na+-free KHB. Each value was
calculated by subtracting the activity obtained at4° C from that obtained at 37° C
at the same ribavirin concentration. Each value is the mean =S.D. of transport
activity for three independent experiments, each performed in duplicate.
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Fig. 4. Kinetic analysis of ribavirin uptake by CNT3 stably expressing
MDCK cells. The result was calculated by subtracting the value of
mock/MDCK cells from that of each nucleoside transporter expressing
MDCK cells. Each bar representsthe mean £S.D. of three
independent determinations, each performed in duplicate.
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