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Recently, based on the increasing request for new superior pharmaceuticals,

pharmaceutical products development comes to be carried out on a global scale. As a result,

the simultaneous development, application and approval in 3 poles of Japan and the United



States, Europe are strongly demanded, and to enable this the international cooperation of
the quality control, effectiveness and safety evaluation of pharmaceutical products are
also demanded (International conference on harmonization of technical requirements for
registration of pharmaceuticals for human use: ICH). Therefore, for the disharmony in each
pole about the authorization of pharmaceutical products, it is essential to harmonize
international regulation. In this study project, industry, academia and government
cooperates to clarify existence of the disharmony and performs several studies necessary to
plan the solution from a scientific point of view. In addition, based on this project, we
push forward studies to provide scientific knowledge for the guidelines on various kinds of
pharmaceutical products development for the safe evaluation and quality control. Actually,
we have carried out the following studies for the international cooperation.

In the topic on carcinogenicity study (ICH S1), the Status Report which was the
interim report of the prospective evaluation to waive carcinogenicity bioassay in ICH
formula website was announced and the workshop in the Japanese Society of Toxicology was
held. In the topic on micro—sampling (ICH S3A), the draft question and answer (Q&A) was
reached Step 2b and open to public at ICH website. In addition, training slides were also
released at the web site. In the topic on developmental toxicity study (ICH S5), a draft
Step 1 technical document was prepared for the full-scale revision of the current Sh
guideline. In the topics on safety of biopharmaceuticals and oligonucleotide therapeutics,
the necessity of revision of the current ICH S6 for biopharmaceuticals was examined and the
main points for a new guideline for oligonucleotide therapeutics was arranged. In the topic
on safety of the anticancer agent (ICH S9), Step 1 technical document of the Q&A was
prepared and Step 2b was completed. In the topic on juvenile animal toxicity study, a draft
Step 1 technical document was prepared towards Step 2b. In the topic on genotoxic
impurities (ICH M7), the addendum for evaluation and management of DNA reactive substances
was prepared towards Step 4, and usefulness of the lead across technique as an expert
judgement with the QSAR application was indicated. In the topic on pharmacokinetics
analysis (ICH M10) that was proposed by the Ministry of Health, Labor and Welfare, a draft
technical document was prepared. In the topic on stability evaluation to affect genotoxic
impurities and quality, the actual situation for generic medicines in 3 poles of Japan and
the United States and EU was investigated. In the topics on metal impurities and residual
solvent (ICH Q3D and Q3C), training material unified at each pole of element impurities
guidelines to promote the use was prepared and Step 4 document of Q3C(R6) for management of
the remaining solvent was completed. In the topics on global harmonization for
specification described in pharmacopeias and for justification of selection of starting
materials used for manufacturing drug substances (ICH Q11), 6 test methods or monographs of
excipients including color were newly harmonized or revised. ICH Q11 Q&A reached Step 2. In
the topic on safety of vaccine and immune therapeutic drug, a new concept about animal-to—
human extrapolation characteristics in animal selection and in evaluation of local
irritation was proposed. In the topic on bioanalysis, a draft questionnaire survey was
prepared for high molecular LC/MS and validation of biomarkers for biological specimen
inapplicable to guidelines

This project has the character as the study on international coordination and pushes



forward the progress of the study promotion while harmonizing correspondence in each pole.
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