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Administrative Notice
December 10, 2020
To Division of Pharmaceutical Affairs, Prefectural Health Department (Bureau)

Medical Device Evaluation Division,
Pharmaceutical Safety and Environmental Health Bureau,
Ministry of Health, Labour and Welfare

Revision of “Principle of Residual Replication-Incompetent Genetically Modified Viruses Used
in the Production of Genetically Engineered Cells”

For regenerative medical products in which cells or tissues collected from a patient are engineered by
a genetically modified virus and re-administered to the patient, the requirements to judge whether the
product is free from any residual genetically modified virus used or viruses that may be generated during
the manufacturing process were noticed as “Principle of Residual Replication-Incompetent Genetically
Modified Viruses Used in the Production of Genetically Engineered Cells” (Material of the Biological-
derived Technology Committee of the Pharmaceutical Affairs and Food Sanitation Council on
December 16, 2013; hereafter referred to as “Former Principle”).

The Former Principle has now been revised on the recent development and prior knowledge, and the
updated Principle has been compiled as attached. Please inform stakeholders placed under your
administration of this Notification.

(Attachment)

Principle of Residual Replication-Incompetent Genetically Modified Viruses Used in the
Production of Genetically Engineered Cells

Regenerative medical products in which cells or tissues collected from a patient are engineered ex
vivo by a genetically modified viruses, and re-administered to patients (known as “ex vivo gene therapy™)
are out of scope of genetically modified living organisms as defined under the Act on the Conservation
and Sustainable Use of Biological Diversity through Regulations on the Use of Living Modified
Organisms (hereinafter referred to as the “Cartagena Act”). On the other hand, the genetically modified
viruses used in the manufacturing process, as well as viruses that may be generated during the
manufacturing process, are defined as the genetically modified living organisms under the Cartagena
Act. Therefore, if these viruses still remain in the engineered cells (hereinafter referred to as “genetically
engineered cells”), approval for Type-1 Use and confirmation of containment measures for Type-2 Use
under the Cartagena Act are mandatory before using the engineered cells with these residual viruses.

The principles of residual viruses were previously described as “Principle of Residual Replication-
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" This English translation of the Japanese Administrative Notice is intended to be a reference material to provide convenience for users. In the event of inconsistency between the Japanese original and this English translation, the former shall

prevail.

T Except in Cartagena Act, “Living Modified Organisms (LMOs)” is translated as “Genetically Modified Organisms (GMOs)”.
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Incompetent Genetically Modified Viruses Used in the Production of Genetically Engineered Cells”
(December 16, 2013; hereafter referred to as “Former Principle”).

This updated Principle has been established by the revision of Former Principle on the recent
development and prior knowledge.

1. Scope
The principles shown in this document applies to replication-incompetent genetically modified
viruses (riGMV) used in in the production of genetically engineered cells (GEC) within the scopes
outlined below.
i) The genetically modified virus originates from Retroviridae (genus gamma retrovirus and lentivirus).
Replication-incompetent genetically modified retroviruses coated with G proteins of vesicular
stomatitis virus (VSV) for the expansion the host range of infection are also applicable to the Principle.

ii) The genetically modified virus is produced by plasmids that are designed not to generate replication-
competent viruses (hereinafter referred to as “RCVs”). Particularly, the genetically modified virus
should be generated from multiple independent plasmids contain viral genes and transgenes
separately: more than three plasmids for the production of lentivirus-based genetically modified virus,
and more than two plasmids for that of gamma retrovirus-based genetically modified virus.

If developers request to the applicability of other types of replication-incompetent genetically
modified viruses, contact to the PMDA.

2. Principle of riGMV Used in the Production of GECs and Viruses that may be Produced During
the Manufacturing Process
If developers can demonstrate that the produced GECs do not contain any residual riGMV used in the
manufacturing process (refer to 2.1) and no RCVs that may be generated during the manufacturing
process (refer to 2.2), the judgement of absence of viruses after the evaluated manufacturing process is
acceptable. Consequently, approval of Type-1 Use and confirmation of containment measures for Type-
2 Use under the Cartagena Act will not be required.

2.1. Residual riGMV Used in the Production of GECs

If the GECs have been tested for the riGMV used in the manufacturing process by an appropriately
validated test method or a test method whose scientific validity is widely accepted, and the riGMVs are
found to be below the limit of detection (LOD), it can be deemed that no riGMV is present in the GECs.

Even if the riGMV has not been found to be below the LOD in GECs, it may be considered that no
virus is present in the GECs in the case that developer can demonstrate that the functional riGMV is
extremely unlikely to remain in the GECs with published scientific papers and the experience of the
manufacturing process of other riGMVs whose characteristics for inactivation/dilution removal
processes are comparable to the riGMV under cultivation condition which are similar to those of the
GECs in terms of culture conditions (culture temperature and culture duration), dilution ratio or washing
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process, etc..

2.2. Residual RCV that may be Generated During the Manufacturing Process

If the riGMV has been tested for RCV by an appropriately validated test method or a test method
whose scientific validity is widely accepted, and the RCVs are found to be below the LOD, it can be
deemed that no RCVs are present in the riGMV. Even if it has not been confirmed that RCVs are below
the LOD in the riGMV, it is possible that the result that RCVs are below the LOD in GECs produced by
the riGMV could lead to the judgement that RCVs are not present in the riGMV.

Even if it has been confirmed that RCVs are below the LOD in riGMV, it is possible that RCVs might
be generated during the long-term cultivation of the GECs. If the manufacturing process of the GECs
includes a long-term cultivation process, it is necessary to confirm that RCVs in the GECs are below the
LOD for each manufacturing campaign.
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