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The Issues of Bioequivalence Evaluation Using the Index of Drug Concentration in
Blood for Human
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Summary : In recent days, advances in pharmaceutical technics have provided to make new drugs and drug formu-
lation, resulting that the present bioequivalence (BE) guideline have to be revised to meet the current science levels. In
this presentation, I will mainly talk about three topics of the revision of BE guideline.

I. Acceptance of BE studies conducted abroad and clarification of reference products

In the present BE guideline, BE studies conducted abroad cannot be accepted to apply because BE studies conducted
abroad could not be evaluated appropriately in Japan. However, BE studies conducted abroad will be accepted to apply
in the revised BE guideline since they have recently been able to be evaluated appropriately. BE studies still have to be
conducted for Japanese subjects when BE evaluation could be affected by the results in significant difference in disso-
lution tests or the difference of physiological factors between Japanese and foreign subjects.

II. Conditions of diet

In the present BE guideline, fed studies of enteric-coated products are not required, and the conditions of diet for
formulations improved drug dissolution, such as nanoparticles, are not defined. In the revised BE guideline, fasting and
fed studies will be required except fasting condition was required in the package insert of the original medicine.

III. Clarification of each study

In the present BE guideline, results of the preliminary studies are accepted to apply for generics. However, it will not
be accepted because BE should be evaluated in the final studies. Therefore, it is clarified in the revised BE guideline.
Moreover, add-on subject studies will be not accepted, and manufacturer will determine sufficient number of subjects at
the time they plan a BE study protocol to evaluate BE appropriately.
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