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We conducted regulatory science research on lifecycle management of the pharmaceuticals

manufactured, controlled and evaluated by advanced approaches.

1. Lifecycle management of analytical procedures by using Analytical QbD
A scientific research group consisting of members from industry and regulatory sides were
organized and summarized the Common Technical Document (CTD) mock-up of the analytical
procedure developed by using Analytical QbD (AQbD). An assay (content) of small molecule in
tablets was used as a model. The Post Approval Change Management Protocol (PACMP) mock-up
on the change from HPLC to UHPLC was also prepared to address lack of reporting category
corresponding notification moderate in Japan. In addition, the basic concept for identifying ECs
and reporting categories, and the examples of description of approval matters were documented
for the cases where an analytical procedure has been developed using AQbD and deeper
understanding on the analytical procedure has been obtained. These documents could contribute

to promote a mutual understanding on utilization of AQbD concept.

2. Quality and manufacturing control methods and strategy for pharmaceutical continuous
manufacturing
We have summarized the method of constructing a control strategy for continuous manufacturing
(CM) using MSPC in the form of a CTD mock-up. This document, to be submitted at the time of
application for approval of a pharmaceutical product, is a valuable resource. Additionally, a Points
to Consider document provides a comprehensive overview of control strategies and items to be
considered when implementing CM of injectable drugs. The concept of continuous process
verification and its application examples, presented as research deliverables, further enrich our

understanding of this field.



3. Streamlining pharmaceutical lifecycle management

3-1 Chemicals

A draft of rationalized description examples for standards and test methods for chemical drugs
created by the research group (residual solvents, content uniformity, dissolution, quantitative
method), ICP emission spectrometry, ICP mass spectrometry, identification testing (Infrared
absorption spectroscopy, Ultraviolet-visible Spectrophotometry, qualitative testing) was issued by
MHLW (dated January 28, 2020). Using the Sakuramil mock created by the predecessor research
team, we described the manufacturing method for the approval letter and created the PACMP
mock. In addition, we created 10 hypothetical cases using the manufacturing method of

Sakuramil drug substance targeting the "reprocessing/reprocessing” and discussed whether they

correspond to reprocessing or reprocessing.

3-2 Biopharmaceuticals

In order to promote the use of the latest regulatory tools in the lifecycle management of
biopharmaceuticals, following three documents were prepared; (1) A mock-up of the PACMP for
changes in the manufacturing process of biopharmaceuticals, (2) Examples of items subject to
minor change notification in the specifications of biopharmaceuticals, and (3) A mock-up of a
marketing application dossier and Common Technical Document for biopharmaceuticals based on
the enhanced approach. These documents were disclosed on the NITHS website or submitted to

the MHLW, and used for the bases of further discussion in MHLW.



