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To promote the development of new pharmaceutical modalities that use biological raw materials in
manufacturing and to achieve their sound regulations based on recent scientific findings, we investigated
issues related to the current Standards for Biological Raw Materials (SBRM) through literature surveys,
following interviews with regulatory authorities and related industry groups. The results of the surveys

were used to develop evidence that contributes to the revision of the SBRM. Based on the results, we
drafted revisions to the SBRM.

BACKGROUND:

In order to ensure the quality, efficacy and safety of biological products manufactured as drugs, quasi-
drugs, cosmetics, medical devices and regenerative medical products (hereinafter referred to as drugs, etc.),
it is necessary to ensure the quality and safety of the raw materials used in the manufacture of these
products. Therefore, raw materials derived from humans and other living organisms (excluding plants)
used in the manufacture of drugs, etc. which are manufactured and distributed under the Pharmaceuticals

and Medical Devices Act, must comply with the SBRM. However, the development of new pharmaceutical

4



modalities, including cell and gene therapy products (regenerative medical products), is actively

progressing, and as a result, raw materials that have not been used before are being used. On the other

hand, scientific knowledge on the safety of raw materials is being accumulated. In addition, there have

been reported cases where the differences between Japan’s SBRM and the standards for biological raw

materials required overseas have caused significant delays in the domestic introduction of overseas

products and hindered the overseas distribution of domestically developed products. Therefore, in this

study, a working group consisting of experts from academia, regulatory authorities, regulatory science,

and infectious diseases were established, and discussions were carried out while incorporating opinions

from stakeholders from industries and regulatory authorities.

METHODS & RESULTS:

L

IT.

III.

Iv.

At the start of the project, the working group conducted interviews with five related industry
organizations (JPMA, PhRMA, EFPIA Japan, Forum for Innovation in Regenerative Medicine, and
SAMURAI Biotech Association) regarding the current issues with biological raw materials in the
development of drugs etc., and based on their opinions, set the following 1 to 9 as issues to be
addressed:

1. Acceptability of raw materials approved as pharmaceuticals in countries other than Japan
Acceptability of master cell banks using raw materials that do not meet the SBRM’s provisions
Methods for virus safety control of human cells/tissues taking into account the window period

Methods of virus safety control of raw materials derived from human newborns
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Update of Appendix 2 of the SBRM Operation Notification on raw materials after rigorous
treatment
Opportunities for inquiries regarding compliance with the SBRM

Revision of the section of the SBRM Operation Notification related to Ruminant Raw Materials

® =@

Acceptability of ruminant spines and skulls

9. Update of countries where human-derived raw materials can be collected

A literature survey was conducted on overseas drug regulations, especially in Europe and the United
States, WHO guidelines, and related papers related to the above issues. In addition, we conducted
another literature survey on the recent trend of detection test methods for each type of infectious
agent and the performance and validation of each test method for pathogenic infectious agents related
to the above issues, as well as on regulations and implementation status in Europe, the United States,
and Japan regarding reliability assurance and proficiency testing for detection tests of pathogenic
infectious agents. Furthermore, a literature survey was conducted on international trends regarding
the occurrence of TSE in ruminants and vCJD in humans, as well as international trends regarding
risk assessment of raw materials derived from individuals affected by these diseases.

Based on the results of the literature surveys, the working group prepared the first drafts of the
proposed revisions for the SBRM, the SBRM Operation Notification, and the SBRM Q&A.

The first drafts were distributed to industry and government stakeholders for comment. The working
group reviewed and discussed the comments received from the stakeholders and made additional

revisions to complete the final drafts of the proposed revisions.



FUTURE PROSPECTS:

We request the Japanese regulatory authority to issue revised versions of the SBRM and related
documents reflecting the revisions proposed in this study. Presenting these revised versions to foreign
regulatory authorities and related industry associations will serve as a basis for future global regulatory
harmonization, and facilitate the development and distribution of new pharmaceutical modalities using
biological raw materials in Japan and overseas, contributing to the improvement of the public health

and the promotion of the medical industry.



