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Research on Regulatory Science of Pharmaceuticals and Medical Devices
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Study on evaluation of drug interactions, application to new drug development and

provision of information for clinical use
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A research representative, Dr Ryuichi Hasegawa, from the Office of New Drug IV,
Pharmaceuticals and Medical Devices Agency (PMDA), managed the activities of Subgroup 1,
which conducted task 1 “Study on evaluation of drug interactions (including interaction with
foods),” and Subgroup 2, which conducted task 2 “Study on information provision of drug
interactions,” progressed the whole research project, convened the team meetings, and
summarized the report, with two research and development consignees, Dr Naomi Nagai
(principal senior scientist, Office of New Drug IV/Advanced Review with Electronic Data
Promotion Group, PMDA) and Dr Reiko Sato (deputy director, Office of Safety II, PMDA). As the

deliverable of the research project, the amendment of the proposal of the “Drug interaction



guideline for drug development and labeling recommendations (final version),” an administrative
contact from the Review Management Division, Bureau of Pharmaceuticals and Foods, Ministry of

Health, Labor and Welfare on July 8, 2014, was created.
Dr Naomi Nagai, a group leader of Subgroup 1, kept a close watch on issues regarding the

guidelines for drug interactions (or the draft guidance) in Europe and the United States,
performed the research for the evaluation of drug interaction (including interaction with foods)
based on the latest scientific knowledge in the fields of pharmacokinetics and clinical
pharmacology, convened the Subgroup 1 meetings, and compiled the discussion. In addition, with
Dr Yoshiro Saito (Division of Medicinal Safety Science, National Institute of Health Sciences),
Professor Akihiro Hisaka (Graduate School of Pharmaceutical Sciences, Chiba University),
Professor Kiyomi Ito (Department of Pharmaceutical Sciences, Musashino University), Associate
Professor Kazuya Maeda (Graduate School of Pharmaceutical Sciences, University of Tokyo),
Professor Ikumi Tamai (School of Pharmaceutical Sciences, Kanazawa University), and Professor
Kouichi Yoshinari (School of Pharmaceutical Sciences, University of Shizuoka), the following
issues were performed. The drug lists used as index drugs when conducting a study of the drug
interactions mediated by metabolism or transporters, were internationally harmonized in the
revised version of the Japanese guideline. Furthermore, in coordination with Subgroup 2, the
information on the food and drug interactions in drug development was analyzed, the assessment
procedure and information provision to medical sites were summarized, and this information was
made available to the public.

Dr Reiko Sato, a group leader of Subgroup 2, kept a close watch on the revised entry
procedures for package inserts started by public consultation in May 2016, organized the current
status of information provision and future policies on the drug interactions involved in metabolism
or transporters in the section on the interaction of package inserts, convened the Subgroup 2
meetings, and summarized the discussions. In addition, with Professor Akihiro Hisaka (Graduate
School of Pharmaceutical Sciences, Chiba University), Professor Mayumi Mochizuki (Faculty of
Pharmacy, Keio University), Deputy Director Yoshiyuki Ohno (Department of Pharmacy, the
University of Tokyo Hospital), the following issues were discussed: the descriptive policy of the
general pharmacokinetic properties at the beginning of the interaction section; the types of
metabolic enzymes (P450 molecular species); the intensity classification of inhibition and
induction; and the type of transporter, which was listed in the medicinal name column. Finally, a
policy for the description of the precautions in the section of the drug interaction of package insert
was reflected in the amended version.

For this research project, seven members from the PMDA and six members from the Japanese
Pharmaceutical Manufacturers Association (JPMA) cooperated as research and development

collaborators.
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