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Background: Peramivir is a potent neuraminidase inhibitor with potential efficacy in
treatment of uncomplicated and severe human influenza infections.

Methods: In 3 Phase 1 studies, healthy subjects received peramivir or placebo. The initial
group of subjects (n=8) received single doses of peramivir (0.5 mg/kg) or placebo. A
second group (n=8) received peramivir 0.5 mg/kg BID on one day or placebo. Additional
subjects (n=68) received placebo or single peramivir doses of 1, 2, 4, and 8 mg/kg; 4
mg/kg BID on one day; and 2 mg/kg or 4 mg/kg BID for 10 days. Plasma and urine
samples for pharmacokinetic analyses were collected as were serial laboratory
assessments during and after treatment.

Results: A total of 84 subjects were enrolled and 61 subjects received peramivir. Plasma
concentrations of peramivir increased linearly in a dose-dependent manner. Mean Cpax
ranged from 1925ng/mL (0.5 mg/kg) to 44667 ng/mL (8 mg/kg). The AUCy.72 s ranged
from 4994 hreng/mL (0.5 mg/kg) to 90507 hreng/mL (8 mg/kg). The mean t1/2Az for
doses of 2 mg/kg to 8 mg/kg ranged from 15.9 hr to 20.8 hr. Peramivir clearance was
similar across all dose groups and no significant accumulation occurred with dosing for
10 days. No serious adverse events occurred. With dosing over 10 days, the overall
incidence of treatment-emergent adverse events was similar among subjects who received
peramivir (n=18) compared with subjects receiving placebo (n=9). There were no
significant changes in clinical laboratory test results for those subjects who received
peramivir.

Conclusions: This study provides important pharmacokinetic data and suggests that
intravenous administration of peramivir at doses up to 8 mg/kg/day for 10 days may be
well-tolerated.



