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NDA 21-245, Picovir" (pleconaril), ViroPharma Incorporated, proposed for treatment of acute picornaviral
upper respiratory illness (common cold) in adults

1. Pleasediscuss the efficacy of pleconaril for treatment of acute VRI in adults.

Please consider the following points as you discuss this issue:

the efficacy results from studies 843-043 and 843-044

the efficacy results across the phase 2 studies

the manner in which pleconaril will likely be used in clinical practice

» prescribed to symptomatic patients with no rapid diagnostic test available to identify infected
patients

» prescribed to asymptomatic patients with intention for self initiation at onset of symptoms

the need to administer pleconaril with food

the need to institute pleconaril within 24 hours of onset of the first symptoms

the efficacy results in smokers

2. Please discuss the safety of pleconaril in adult patients with symptoms of acute VRI.

Please consider the following points as you discuss this question:

pleconaril’ s effect on cytochrome CY P3A4

the frequency of menstrual disorders occurring in females using OCs while being treated with
pleconaril, and the potential risk for unintended pregnancy

the apparent pharmacodynamic interaction with theophylline. The reports of tachycardia and
pal pitations reported in otherwise healthy patients treated with pleconaril

the general types and frequencies of adverse events observed in clinical studies



3. Based on your discussion, does the safety and efficacy profile of pleconaril support its approval for
treatment of VRI in adults?

4. If the answer to question 3 isyes, are there any safety or efficacy issues that you would like to see
addressed in product labeling? This may include issues in specific sub-populations and/or any risk
communication strategies.

5. If the answer to question 3 is no, please discuss what additional data should be provided to establish
pleconaril’ s safety and efficacy.

6.Should you agree that the safety and efficacy of pleconaril have been established, please comment on the
applicant’s proposed phase 4 studies, and provide suggestions for other types of studies (clinical and/or
pharmacol ogic), including designs and patient populations, that should be conducted as phase 4
commitments.

7. Please discuss any additional suggestions that you have regarding the design of future clinical trials for
thisindication. Please includein your discussion diagnostic criteria, patient populations, endpoints, and the
potential for drug interactions.
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