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The purpose of this study group is to contribute to practice of pharmaceutical quality system for the
practice of ICH Q quartet guidelines (ICH Q 8, 9, 10, 11) which are essential for global development of
pharmaceutical products especially for the development by domestic pharmaceutical industry. In
connection with future topics of ICH, we have obtained R&D information that is being carried out at
pharmaceutical companies, then, we extract the issues on problem in drug regulations and try to make
solutions in cooperation with the research representative and collaborators (company persons, regulators
and academic researchers). We will input the results to the discussions in ICH and conduct research on
quality assurance issues and solutions through development, manufacturing and marketing of
pharmaceuticals. The contents are shown as below for each specific study group.

1. Study on quality assurance over the life cycle of final pharmaceutical products (responsible researcher:

Noriko Katori, Ph.D.)

In this fiscal year, we organized a research team consisting of about 30 people from industry, government

and academia and organized three working groups: 1. Sakura Bloom Tablets Mock, 2. Analytical QbD, 3.

Control Strategy.

a. Sakura Bloom Tablet; The working group completed the application form (CTD Module 1) of the
Sakura Bloom Tablet and cited it on the web of the Division of Drugs in the NIHS together with the
English version.

b. Analytical QbD working group; we made a document assuming application CTD on development of
analytical methods by QbD and lifecycle management, and revised through discussion with gathering
comments from concerned organizations. In addition, we have joined to discussions on Established
Conditions, one of the themes of ICH Q12, with members of the EWG and contributed to international
harmonization of drug regulation.

c. Control Strategy working group; we discussed quality risk management and control strategy especially
for post approval changes and also about problems of process validation in the PIC/S guidelines.

2. Study on quality assurance over the life cycle of drug substance (responsible researcher: Haruhiro
Okuda, Ph.D.)

Study on quality control techniques in a new development and manufacturing change of pharmaceuticals
consists of two subgroups, a chemical drug subgroup and a biotech. drug subgroup, which are led by
Okuda and Ishii, respectively. From the regulatory point of view, both subgroups have discussed
approved matters and their change management, exchanging ideas with ICH Q12 EWG members in order
to obtain the latest information of international trends of quality assurance.

The chemical drug subgroup discussed a streamlined and concise description of specification which
enable to mitigate procedures of regulatory action for change management referring a monograph of
Japanese Pharmacopeia. The subgroup concluded that a concise description of a test method on
application forms is acceptable providing that the test method is validated according to Q2 guidelines and
that technical transfer is appropriately carried out with a suitable SOP describing the details. The
subgroup also prepared a mockup for the concise description of the test method.

The biopharmaceutical subgroup picked up Established Conditions (ECs), one of the important topics in
ICH Q12, as a major discussion topic. The subgroup discussed biopharmaceuticals specific issues, i.e.
production culture and ion-exchange chromatography steps in manufacturing process as well as cell-based
potency assay in specifications. By suggesting the potential revision of guideline text and extracting the
concerns in their implementation, the subgroup contributed to the international harmonization. A part of
the results of this research was presented at the CMC strategy forum Japan by subgroup members, and
discussed by participants outside the research group.

3. Study on Quality Assurance of Pharmaceutical Continuous Manufacturing (responsible researcher:
Yoshihiro Matsuda, Ph.D.)

In this fiscal year, we had discussions with US FDA and EMA about continuous manufacturing (CM),
visited CM sites of a drug substance and a drug product, visited manufacturing equipment developers and
had a meeting with JPMA CM project members. Through these research activities, we identified specific
issues to introduce CM into pharmaceutical area. As a result, we developed the points to consider
document which includes 4 items such as control strategy for CM, Batch Definition in CM, Process
Validation for CM and Stability Testing for CM.
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