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Pleconaril (Picovir™)

ViroPharma
For the treatment of viral respiratory infections (common cold) in adults.

ViroPharma announced on July 31, 2001 that they had submitted a new drug application
with the U.S. FDA for the clearance of pleconaril for the treatment of viral respiratory
infection (common cold) in adults. ViroPharma has not filed a submission with Health
Canada but will be discussing that possibility with Aventis in the near future. Globally,
pleconaril has not been approved by any regulatory body. Pleconaril is currently in
Phase II clinical trials for treatment of the common cold in children, as well as treatment
of otitis media and asthma. Pleconaril has also been studied for the treatment of viral
meningitis and other potentially life-threatening enteovirus infections.

Pleconaril is an antipicornavirus agent. Picornaviruses include enteroviruses and
rhinoviruses (the two types of viruses that account for the majority of human viral
infections). Pleconaril integrates within a hydrophobic pocket inside the virion. This
results in the viral capsid becoming compressed and rigid. This effect interrupts the
viral infection cycle by preventing the virus from attaching to cells and/or releasing

viral RNA from the capsid.

For the treatment of the common cold in adults, the dose of pleconaril has ranged
from 300 to 400 mg (orally) three times daily for five to seven days. Pleconaril should
be given with a fat containing meal to enhance absorption.

No products are indicated for the treatment of the common cold. Presently, treatment
of the common cold consists of agents that target a specific symptom (i.e.,
antihistamines, decongestants, antipyretics). Pleconaril is the first antiviral agent to be
evaluated as a treatment that would target the causative agent.

No information on cost could be located at this time.

Studies of pleconaril for the treatment of the common cold have not been published.
Limited data on its effectiveness for this indication were obtained from press-releases
from ViroPharma. Pleconaril 400 mg TID for five days was compared to placebo for
the treatment of the common cold in two studies with a total of 2096 patients. A total
of 65% of these patients had a viral respiratory infection caused by a picornavirus. The
primary endpoint of these studies was complete resolution of rhinorrhea and
reduction in all other evaluated disease symptoms to absence or mild levels for 48
hours. When only the patients infected with a picornavirus were evaluated, pleconaril
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significantly reduced the time to achieve the primary endpoint when compared to
placebo (i.e., 6.2 vs 7.7 days in the first study [p=0.001] and 6.6 vs 7.2 days in the
second study [p=0.037]). When data from all patients (i.e., intention-to-treat analysis)
were evaluated, only one study produced a significant difference in the primary
endpoint (i.e., 6.2 vs 7.1 days [p=0.015] and 6.4 vs 6.9 days [p=0.201]).

The effectiveness of pleconaril was evaluated in a small (n=33) study in an
experimentally induced coxsackievirus A21 respiratory infection. The dose of
pleconaril was 400 mg on Day 1 followed by 200 mg BID for 7 days. Subjects received
a nasal inoculation of 100 plaque-forming units of coxsackievirus A21, 14 hours after
receiving the first dose of pleconaril. In this study, pleconaril resulted in significant
reductions in viral shedding in nasal secretions (p <0.001), nasal mucous production
(p=0.004), and total respiratory illness symptom scores (p=0.013) when compared to
placebo subjects. The results of this study are significant; however, this data cannot be
extrapolated to the normal population, since the researchers controlled the source and
timing of the infection and subjects were started on the pleconaril before symptoms
of the common cold could have a chance to develop.

Symptoms of the common cold tend to subside naturally with time. A comparison of
minimal-symptom days towards the end of therapy is necessary before the true impact of
pleconaril can be established. Although individual symptoms improved somewhat faster
with pleconaril, the clinical significance of this finding may be questioned.

Pleconaril appears to be well tolerated with no systemic adverse effects being reported.
Crystalluria has been reported in some healthy patients who received a 1000 mg single
dose. There was no pleconaril found in the crystals; however, urinalysis is recommended
if pleconaril is going to be used over a prolonged period of time. Since clinical use of
pleconaril is limited, other adverse effects may be identified with further experience.

The development of pleconaril will be of great interest to many individuals.
Significantly more research is needed to better determine its impact on the common
cold. The common cold is a relatively benign condition that resolves spontaneously.
It is generally considered more of an annoyance than a disease. It is currently managed
with agents that target specific symptoms. Trials which show whether pleconaril use
can significantly reduce lost time at work or increase productivity, instead of simply
speeding up the disappearance of symptoms when used to treat a cold, would be
required to substantiate any real benefit.
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