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Review of Clinical Equivalence Evaluation between Innovator and Generic Products
m Japanese Clinical Studies I Evaluation of Study Design
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Summary : Eight Japanese clinical studies were conducted to evaluate the clinical equivalence between an
innovator product and one of its generic products, and the articles were published from 1983 to 2006. We
reviewed the study designs and statistical issues of these articles.

Six out of eight studies observed changes of laboratory test values in the same individuals before and after
switching from an innovator product to a generic product. Only two studies out of eight were conducted
with 0.8 or higher power of analysis, successfully showing clinical equivalence between these drugs.
Whereas other studies were conducted with fewer subjects than the number required to detect a 20%
difference with 0.05 of o and 0.2 of 3.

Four studies on pravastatin formulations showed an equivalent level of laboratory data and their
variance, with an insufficient number of subjects to detect a statistical difference. Two of them did not
show a significant difference, whereas the other two showed significance differences. The former was a
comparison of the differences in laboratory data before and after switching of the drug, and the latter was a
comparison of change in the ratio of laboratory data before and after the switch. The latter was either with
a higher a risk due to the fewer subjects sampled from a higher variable data or with a higher power of
analysis, both suggests that the result shown in the latter may be not significant from a clinical viewpoint.
In this review, we concluded that most Japanese clinical studies evaluating the clinical equivalence between
the innovator and the generic products published from 1983 to 2006 could not be acceptable because of
their poor quality as clinical studies without reliable data.
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