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The proposed randomized, parallel, placebo contrclled study
is to compare the gastrointestinal (GI) adverse event prciile of
Advil liquigel 200 mg capsules to the film-coated ibuprofzsn 200
mg tablets at the maximum labeled OTC dose (1200 mg/day) Zor 10
days. The descriction of the study protocol can be found in the
medical reviews (. Hu, HFD-560 and K. Johnson, HFD-ZZ0). The
following are comments on statistical issues regarding the GI
adverse event rais and the sample size impacts of the stuly.

1. Historical GI adverse event rate

The sponsor’s estimated GI adverse event rate is ba
study in OA patients (New Englarnd Journal of Medicine 32
©1:1991) for 4 wes=ks comparing zcetaminophen 4000 mg/day .n=61),
ibuprofen 1200 mg,/'day (n=62) and ibuprofen 2400 mg/day (n=61).
The GI adverse eveant rates were 10/61 (16.4%) for acetamincphen,
7/62 (11.3%) for ibuprofen 1200 mg/cay, and 14/61 (22.6%) for
ibuprofen 2400 m¢/day. In the rroposed protocol, the duration of
study is 10 days znd the OTC patient population is generally
healthier than C2 patients. Thus, the GI event rate could be
much lower than the 11% estimated. Moreover, it 1s unusuzl that
the GI adverse event rate for acestaminophen was higher than the
ibuprofen 1200 mg¢/day. Thus, the estimated GI rate based on this
small study in O2 patients for four weeks may not be relizble for
the projected OTC population over 10 days.
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2. Statistical considerations in GI adverse event rate

If the GI event rate is lcw, 1t will require a large sample
size to show a smzll difference. The following are some numbers

©> consider whern claiming equivzlence in GI rates betweern the
test and contrei Zrugs.



Control Test Diff. » 95% CI Diff. N/Group
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Except for the first row in the table above, the genz=ral scheme
0of the table is that the cbserved rate of the test drug is 20%
more than the contreol and the upper 95% confidence kcund of the
difference is within 50% of the observed control rats. The
criteria for the first row are relaxed somewhat because the
control rate is small. Because of the short duraticn of the
study, the GI adverse event rate will probably be smzll, making
it difficult to demonstrate equivalence without enrc’ling a large
number of patients. Alternatively, ‘one can lump all GI symptoms
together to boost the observed rate or relax the uppsr 95%
confidence bound of the difference to make the study mcre
feasible than the requirements above.

If the sample size is fixed at 400 patients per treatment
group in the protocol and the power is at least 70% zipha = 0.05
2-sided), then the difference which can be detected with power of
at least 70% 1is as follows:

Control Test Difference Power
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Thus, this study would have adequate power to detect a two to
three-fold increase in GI rate if the control rate is low and can
detect a 50% or more increase if the control rate is over 10%.
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Mathematical Statistician
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