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Statistical Issues Concerning Bioequivalence Studies Involving Interim Analysis and
Sample Size Re-calculation
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Summary : The “Guideline for Bioequivalence Studies of Generic Products” has been partially revised and stricter
control of the type I error rate is required. According to the revised guideline, if the type I error rate is maintained at 5%
overall, interim analysis and sample size re-calculation can be performed in a bioequivalence study. Kieser and Rauch
have shown that conventional approaches such as group sequential and adaptive designs can be applied to this type
of bioequivalence study. In addition, Maurer et al. modified the Combination Test addressed by Kieser and Rauch and
proposed a new algorithm for sample size re-calculation.

This paper explains statistical issues in bioequivalence studies in which interim analysis and sample size re-calculation
are performed and summarizes the approach proposed by Maurer et al. as one of the applicable methods.
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