Per protocol analysis? 90% (43/48) 83% (39/47) [-8%, 21 %]

T Intent-to-treat analysis includes all patients randomized with patients not completing the study treated
as failures.

Per protocol analysis includes only patients who took all of their medication and completed the study.
Seven patients in each treatment group missed at least one dose of medication and one in the
metronidazole treatment group was lost to follow-up.

§ 95% Confidence Interval on the difference in response rates (nitazoxanide-metronidazole).

q

Some of the patients with ‘well” clinical responses had Giardia lamblia cysts in their stool samples 4 to 7
days following the end of treatment. The relevance of stool examination results in these patients is
unknown. Patients should be managed based upon clinical response to treatment.

Diarrhea caused by Cryptosporidium parvum in pediatric patients 1 through 11 years of age:

In two double-blind, controlled studies in pediatric patients with diarrhea caused by Cryptosporidium
parvum, a three-day course of treatment with nitazoxanide (100 mg BID in pediatric patients ages 12-47
months, 200 mg BID in pediatric patients ages 4 through 11 years) was compared with a placebo. One
study was conducted in Egypt in outpatients ages 1 through 11 years with diarrhea caused by C. parvum.
Another study was conducted in Zambia in malnourished pediatric patients admitted to the hospital with
diarrhea caused by C. parvum. Clinical response was evaluated 3 to 7 days post-therapy with a “well’
response defined as ‘'no symptoms, no watery stools and no more than 2 soft stools with no hematochezia
within the past 24 hours’ or ‘no symptoms and no unformed stools within the past 48 hours.” The
following clinical response rates were obtained:

Pediatric Patients with Diarrhea Caused by Cryptosporidium parvum
Clinical Response Rates 3 to 7 Days Post-therapy, Intent-to-Treat Analyses
% (Number of Successes/Total)

Population Nitazoxanide* Placebo
Outpatient Study, 88% (21/24) 38% (9/24)
age1-11 years

Inpatient Study, 56% (14/25) 23% (5/22)
Malnourished?,

age 12-35 months

* Clinical response rates statistically significantly higher compared to placebo.
1 60% considered severely underweight, 19% moderately underweight, 17% mild underweight.

Some of the patients with “well” clinical responses had Cryptosporidium oocysts in their stool samples 3 to
7 days following the end of treatment. The relevance of stool examination results in these patients is
unknown. Patients should be managed based upon clinical response to treatment.

Another double-blind, placebo-controlled study was conducted in hospitalized, severely malnourished
pediatric patients with acquired immune deficiency syndrome (AIDS) in Zambia. In this study, a three
day course of nitazoxanide suspension (100 mg BID in pediatric patients ages 12-47 months, 200 mg BID
in pediatric patients ages 4 through 11 years) did not produce clinical cure rates that were significantly
different from the placebo control.
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