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For the harmonization of biopharmaceutics classification system (BCS)-based biowaiver ICH-
M9), we worked with the Ministry of Health, Labour and Welfare (MHLW) and the Pharmaceuticals
and Medical Devices Agency (PMDA) to organize and discuss domestic policies regarding the
collected opinions about the topic. A symposium on recent trends in BE evaluation was held to share
information for a smooth implementation of ICH-M9 into Japan, and information was exchanged on

the scientific background and concepts of ICH-M9. In addition, issues that should be discussed on a



scientific basis were summarized in a Japanese review to promote the use of the guideline in the
future.

Since the harmonization of bioequivalence studies for immediate-release oral solid dosage forms
(ICH-M13) has started in ICH, a new study group was established to conduct a survey and detailed
gap analysis of BE-Guidelines in Japan and summarize the opinions of the regulatory side in Japan.

The revised Guideline for Bioequivalence Studies of Generic Products was published after
reviewing the optimization of pre-test settings and the specific scope of solubility-improved
formulations. From the viewpoint of maintaining the efficacy and safety confirmed by clinical study
throughout the product life cycle (from the development stage of an original new drug to the
conclusion of the entire product including generics), measures to ensure bioequivalence at the time
of approval and in ongoing production were discussed. The usefulness of a quality monitoring
system by dissolution tests using four types of dissolution media was summarized and published in
a review article.

Unlike oral drugs, topically applied drug products, which act on the skin surface in the vicinity of
the lower stratum corneum, are considered to be difficult to evaluate BE, because blood
concentration profiles of active pharmaceutical ingredients do not necessarily work as an indicator
of therapeutic equivalence. In recent years, the development of topically applied drug products
containing strong pharmacological activity, such as JAK inhibitors, has been available. Therefore, a
"Study Group for Bioequivalence Study Guidelines for Topical Drugs" was established to examine
similarities and differences between the Japanese guidelines and guidelines from other regions. A
document was drafted as the "Basic Concept on Conducting Bioequivalence Studies of Generic
Drugs for Topical Dermal Application (Semi-solid dosage forms)”. In addition, the group of drugs
locally acting in the gastrointestinal tract without absorption of the main drug was classified
according to dosage form, mechanism of action, and evaluation methods during development.
Guidances for the drug products among several regions including Japan were compared and

published as a review article.



