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In the present study, we found that oseltamivir, an ester-type prodrug of neuraminidase
inhibitor [3R,4R,5S]-4-acetamido-5-amino-3-(1-ethylpropoxy)-1-cyclohexene -1-carboxylic acid (Ro
64-0802), was effectively taken up by PEPT1 in vitro and that oseltamivir absorption in rats was greatly
reduced by simultaneous administration of milk, casein , or glysylsarcosin. In addition, clinical studies
in healthy volunteers showed that milk significantly reduced the maximum plasma concentrations (Cpax)
and the area under the plasma concentration —time curves from 0 to 2 hour (AUC,.,) of both oseltamivir
and Ro 64-0802. However, the extent of interaction was different between rats and humans, possibly
because of sepecies difference in the PEPT1 expression and its contribution. Same interactions for
known PEPT1 substrates were also seen in rat in vivo. These might be a first finding that suggests
clinical drug-food interaction via PEPTL.
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