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Hypothermic Action of Oseltamivir Not Dependent on Its Anti-influenza Virus Action
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Laboratory of Clinical Pharmacy and Pharmacology, Faculty of Pharmacy, Musashino University; i-1-20
Shinmachi, Nishitokyo, Tokyo 202-8583, Japan: and "Research Institute of Phar ical Science;

Musashino University; 1-1-20 Shinmachi, Nishitokyo, Tokyo 202-8585, Japan,
(Received September 19, 2018)

Although the anti-influenza virus drug oseltamivir ameliorates the fever of influenza, adverse events related to its
hypothermic effect have been reported. We found that ivir causes dose: hypothermia in normal mice,
and have been studying the pharmacological mechanisms responsible for 12 years, Oseltamivir blocks nicotinic choliner-
gic transmission at sympathetic ganglia and reduces sympathetic modulation of brown adipose tissue (BAT), a heat
generator. Oseltamivir was found to target the ion channels of nicotinic acetylcholine receptors, as demonstrated by
patch clamp experiments with cells expressing the human o384 nicotinic receptor. Metabolized oseltamivir carboxylate,
which inhibits the influenza virus neuraminidase, did not elicit hypothermia and ion channel suppression. Body tempera-
ture was decreased by intracerebroventricular administration of oseltamivir. Because this hypothermic effect was inhibit-
ed by dopamine D; receptor blockade, it was suggested that oseltamivir centrally stimulates the D, receptor. In Japan,
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