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Administrative Notice
June 30th, 2023

To: Pharmaceutical Affairs Section, Prefectural Health Department (Bureau)

Evaluation and Licensing Division, Pharmaceutical Safety and Environmental Health Bureau,
Ministry of Health, Labour and Welfare (PSEHB/ELD)

Medical Device Evaluation Division, Pharmaceutical Safety and Environmental Health Bureau,
Ministry of Health, Labour and Welfare (PSEHB/MDED)

Questions and answers (Q&A) on administrative procedures for application for approval, etc.
under the Act on the Conservation and Sustainable Use of Biological Diversity through
Regulations on the Use of Living Modified Organisms

The administrative procedures for application for approval under the Act on the Conservation and
Sustainable Use of Biological Diversity through Regulations on the Use of Living Modified Organisms
(Act No. 97 of 2003) are set out in a "Revision of Procedures Based on the Act on the Conservation and
Sustainable Use of Biological Diversity through Regulations on the Use of Living Modified Organisms"
(PSEHB Notification No. 714-2 of the Director-General of the Pharmaceutical Safety and Environmental
Health Bureau, MHLW, dated July 14, 2016), etc.

Questions and answers concerning the administrative procedures for the application, etc. are shown in
"Questions and answers (Q&A) concerning administrative procedures, etc. for application for approval,
etc. based on the Act on the Assurance of Biological Diversity through Regulations on the Use of Living
Modified Organisms " (Administrative Notice by the Evaluation and Licensing Division, Pharmaceutical
Safety and Environmental Health Bureau, MHLW, dated February 3, 2022). We have abolished this
Administrative Notice and compiled it again as a question and answer collection as shown in the
attachment. Please inform manufacturers and sellers placed under your administration to utilize this Q&A
for their business operations.

Attachment

Questions and Answers (Q&A) on Administrative Procedures for Application for Approval, etc. under
the Act on the Assurance of Biological Diversity through Regulations on the Use of Living Modified
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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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Question 1 Are the human iPS cells applicable to the category of organism as stipulated in Article 2
of the Act on the Assurance of Biological Diversity through Regulations on the Use of Living
Modified Organisms (Act No. 97 of 2003; hereinafter referred to as the "Cartagena Act")?

i1 & MiPSHIMIZ, BT X WS OB HE OB L 2 EMOSARIEO R
T O CPRISHEREEIT S, BLT [ ~Jhik) Lo, ) BEROEMITHY
j—é 75\0

(Answer)

No. Human iPS cells are not applicable to the category of organisms as stipulated in Article 2 of the
Cartagena Act pursuant to the provisions of Article 1 of the Ordinance for Enforcement of the Act on
the Conservation and Sustainable Use of Biological Diversity through Regulations on the Use of Living
Modified Organisms (Ordinance No. 1 of the Ministry of Finance, the Ministry of Education, Culture,
Sports, Science and Technology, the Ministry of Health, Labour and Welfare, the Ministry of
Agriculture, Forestry and Fisheries, the Ministry of Economy, Trade and Industry, and the Ministry of
the Environment, 2003; hereinafter referred to as the "Ordinance").
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Question 2 When producing genetically modified proteins in mammalian cells (e.g., CHO cells) to
develop biotechnology-derived drugs, are the mammalian cells and cell banks established using
them applicable to the category of organisms as stipulated in Article 2 of the Cartagena Act?
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(Answer)

No. They are not applicable to the category of organisms as stipulated in Article 2 of the Cartagena
Act, pursuant to the provisions of Article 1 of the Regulations, if the mammalian cells are not gametes
and do not grow into individuals under natural conditions.

In the same case, cell banks derived from mammalian cells are not applicable to the category of
organisms as stipulated in Article 2 of the Cartagena Act.
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Question 3 Is the provirus (which refers to double-stranded DNA derived from a retrovirus, etc. that
is integrated into the genome of the host; the same shall apply hereinafter) applicable to the category
of organisms as stipulated in Article 2 of the Cartagena Act?
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(Answer)

No. However, it should be noted that if a genetically modified virus derived from the provirus is
produced in the cell, the virus are applicable to the category of organisms as stipulated in Article 2 of
the Cartagena Act.
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Question 4 Is the plasmid DNA applicable to the category of organisms as stipulated in Article 2 of
the Cartagena Act?
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(Answer)
No. Please note that if microorganisms are used to produce plasmid DNA, the microorganism is
applicable to the category of organisms as stipulated in Article 2 of the Cartagena Act.
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Question 5 Is the genetically modified live vaccines not considered to be subject to the procedures for
the Type-1 Use of the Cartagena Act?
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(Answer)
No. If a genetically modified virus is used being inactivated, it is applicable to Type-1 Use of the
Cartagena Act.

Even when carrying out procedures to Type-1 Use, if a biological diversity risk assessment has been
appropriately conducted based on information regarding the risk if GMOs derived from the target
product are viral shedding from patients and released into the environment, it is not always necessary
to manage patients in private rooms. Therefore, manufacturers and distributors must take care to carry
out appropriate procedures after considering possible methods of use.

(Necessity of Application for Approval of Type-1 Use Regulations)
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Question 6 Regarding so-called ex vivo gene therapy products, in which genes are introduced into
cells using genetically modified viruses, how to confirm that no genetically modified virus remains
in the introduced cells?
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(Answer)

Please confirm by referring to “Principle of Residual Replication-Incompetent Genetically Modified
Viruses Used in the Production of Genetically Engineered Cells” (Administrative Notice by the Medical
Device Evaluation Division, Pharmaceutical Safety and Environmental Health Bureau, MHLW, dated
December 10, 2020; hereinafter referred to as "Principle of Residual Viruses").
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| Question 7 As a result of evaluating the persistence of the genetically modified virus in the transduced |
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cells to be used in the clinical trial, all the requirements in "Principle of Residual Viruses" were
met. Therefore, it is considered that the genetically modified virus may not be included. What
should be done if it is desired to confirm the validity of the judgment?
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(Answer)
Please use the Official Consultation on the Cartagena Act Related Items of the Pharmaceuticals and
Medical Devices Agency (hereinafter referred to as the "PMDA").
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Question 8 When a gene is introduced into a mammalian cell using a non-proliferating genetically
modified retrovirus for the production of a biotechnology-derived pharmaceutical, is the "Principle
of Residual Viruses" applicable to the evaluation of remaining genetically modified retroviruses in
the mammalian cell?
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(Answer)

No. "Principle of Residual Viruses" is for ex vivo gene therapy products, not for the biotechnology-
based drug by using mammalian cells.

However, the "Principle of Residual Viruses" may be applied to the assessment of the remaining of
non-proliferating genetically modified retroviruses in the production of biotechnology-based drugs by
using mammalian cells. For this reason, please apply for a Pre-consultation Meeting on the Cartagena
Act of PMDA with specific examples.
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Questions 9 When a genetically modified virus manufactured at an overseas manufacturing site is
imported as an investigational product for clinical trials in Japan, approval for Type-1 Use
Regulations as stipulated in Article 4 of the Cartagena Act is required. Is it necessary to confirm
containment measures of Type-2 Use as stipulated in Article 13 of the Cartagena Act?
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(Answer)

Yes. For example, when conducting a quality test that is not included in the Type-1 Use Regulations
by opening product containers as an acceptance test of an investigational product, it is necessary to
confirm containment measures of Type-2 Use at the test facility concerned.

If it is difficult to make a judgment on a specific case, please apply for a Pre-consultation Meeting on
the Cartagena Act of PMDA.
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Question 10 When the genetically modified virus for gene therapy manufactured at an overseas
manufacturing site is imported to Japan, and stored or transported without being opened, is it
necessary to confirm containment measures of Type-2 Use?

Also, if the label is attached to an unopened vial without being opened, is it necessary to confirm
containment measures of Type-2 Use?
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(Answer)

No. In cases where only confirm containment measures of Type-2 Use of GMOs are stored or
transported in an unopened condition in accordance with the provisions of Article 4 and Article 5 of the
Ministerial Ordinance to provide containment measures to be taken for Industrial Use among
Genetically Modified Organisms (Ordinance of the Ministry of Finance, the Ministry of Health, Labour
and Welfare, the Ministry of Agriculture, Forestry and Fisheries, the Ministry of Economy, Trade and
Industry, and the Ministry of the Environment No. 1 of 2004; hereinafter referred to as the "Ordinance
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of Type-2 Use for Industry™), confirmation of containment measures pertaining to Type-2 Use is not
required.

Ministerial confirmation of containment measures for Type-2 Use is not required even in cases where
a labelling to an unopened vial while it is still unopened.

In addition, when storing genetically modified viruses and disposing of them in Japan, if the Type-1
Use Regulations of genetically modified viruses prescribe the general handling of disposal in Japan,
then by disposing of them in accordance with those regulations, confirmation by the Minister of the
containment measures for Type-2 Use at each facility is not required.
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Question 11 It is described that "A sponsor or a person who intends to be a sponsor-investigator shall
obtain approval for Type-1 Use Regulations until the date of commencement of clinical trial” in
section 2-2 of the "Revision of Procedures Based on the Act on the Conservation and Sustainable
Use of Biological Diversity through Regulations on the Use of Living Modified Organisms"
(PSEHB Notification No. 714-2 of the Director-General of the PSEHB Notification No. 714 of the
Director-General of the Pharmaceutical Safety and Environmental Health Bureau, MHLW, dated
July 14, 2016) revised by "Revision of Procedures Based on the Act on Control of Biological
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Diversity through Regulation of Use of Living Modified Organisms" (PSEHB Notification No. 930 N, NEBREZRMGT 25 HE Tl FEERNISONDOETh,

of the Director-General of the Pharmaceutical Safety and Environmental Health Bureau, MHLW,

dated September 30, 2021), when is the “until the date of commencement”, specifically?
(Answer) ()

Under the Cartagena Act, it can be interpreted as until the first subject enrollment (enroliment in the HNE T IE R MEIEILEOIRBRIZR D B OENEBREHAN (RBRSINEE)
clinical trial) of the product in Japan. FETEMRLTE,

However, it is also assumed that there may be matters requiring preparations for enrolling subjects 272 L, BBRE ~ORESCEICHE A HRRONE & 3 5 LER B 5356015
after approval of Type-1 Use Regulations, such as when it is necessary to reflect the content of Type-1 FEREHERR & DI H —FEE B OREEN LT L SNHGEERE, FH— @{i)ﬂ HRRAR
Use Regulations in the informed consent form for subjects or when approval of Type-1 Use Regulations |  #IZHERE 2 AN D T DI A LB FHENGFIET 2 REE D IBE SN S 72D, 18HR

is required in the contract with the clinical trial site. Therefore, a plan should be appropriately drafted
when conducting the clinical trial.
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Question 12 Prior to start of a clinical trial (Phase | study) of a gene therapy product, approval was
obtained for Type-1 Use Regulations. Does the applicant need to obtain approval again in
conducting a Phase 1T and Phase TII clinical trial in the future?
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(Answer)

No. If it is possible to conduct subsequent studies in compliance with the Type-1 Use Regulations
stipulated in the Phase I study, it is not necessary to apply for approval in order to establish the Type-1
Use Regulations again.

However, in the event that the clinical trial design, etc. is changed as the development phase
progresses, and it is necessary to change the Type-1 Use Regulations, please refer to the procedures
(Questions 19 to 24) described below, and apply for a Pre-consultation Meeting on the Cartagena Act
of PMDA with specific examples.
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Question 13 For a sample collected from a patient who has received a gene therapy product, is it
necessary for the external laboratory to receive confirm containment measures of Type-2 Use with
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regard to the handling of the sample when conducting a test at an external laboratory?

| 1R S L R ORER A T DB B D 7, |

(Answer)

No. In cases where the Type-1 Use Regulations stipulate provisions concerning the handling of
samples by an external laboratory, it is not necessary to apply for a confirm containment measures of
Type-2 Use by the external laboratory.

On the other hand, in cases where the residual living modified organisms is anticipated in a sample,
and where the Type-1 Use Regulations do not stipulate provisions concerning the handling of samples
by external laboratories, it is necessary to obtain an application for a substantial partial change of the
Type-1 Use Regulations (see Questions 19 to 24) or a confirm containment measures of Type-2 Use by
external laboratories.

Consult with the MHLW when using living modified organisms as positive control samples for the
test and there is doubt about their handling under the Cartagena Act.
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Question 14 If a genetically modified viruses that have already been used in clinical trial in countries
outside Japan is to be used in Japan as an investigational drug or an investigational product
(hereinafter referred to as "investigational products, etc.") in the same method of use in the same
target patient in Japan, can the procedures in Japan be omitted if the results of the environmental
risk assessment conducted by the outside Japan’s regulatory authorities are available?
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(Answer)

No. The procedures related to the Cartagena Act in Japan cannot be omitted on the grounds that the
assessment of the risk of biological diversity is conducted in accordance with the domestic laws of
countries that have concluded the Cartagena Protocol in countries outside Japan, such as Europe, and
the use equivalent to Type-1 Use is permitted.

When applying for approval of Type-1 Use Regulations in Japan, it is permissible to utilize the results
of countries outside Japan.
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Question 15 If a gene therapy product that has already been approved under the Type-1 Use
Regulations for gene therapy clinical research is to be used in a clinical trial, does it need to be
approved again?
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(Answer)

No. If the clinical trial can be conducted in compliance with the Type-1 Use Regulations stipulated
in the clinical research, it is not necessary to obtain approval in order to formulate the Type-1 Use
Regulations again.

(Regarding whether or not to continue the application for approval of Type-1 Use Regulations and the
application for Confirmation of Containment Measures of Type-2 Use)
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Question 16 Is it necessary to present to the MHLW or PMDA an application for approval of Type-1
Use Regulations or an application for confirm containment measures of Type-2 Use and a draft of
documents to be attached thereto (hereinafter referred to as a "draft application for approval") prior
to an application for approval of Type-1 Use Regulations or an application for confirm containment
measures of Type-2 Use?
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(Answer)
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If there is no need in principle but an applicant wishes to check, see Question 17.
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Question 17 What if an applicant would like to consult the contents of their draft application for
approval?

(Answer)

If an applicant wishes to receive comprehensive consultation from PMDA regarding a draft
application of approval, PMDA can provide comprehensive support up to the application by using the
Official Consultation Regarding the Pre-review Prior to Application for Approval of Type-1 Use
Regulations or the Official Consultation Regarding the Pre-review prior to Application for Confirmation
of Containment Measures for Type-2 Use.

For consultation on individual matters, please use The Pre-consultation Meeting on the Cartagena
Act if there is no data interpretation, or the Official Consultation on the Cartagena Act Related Items of
PMDA if there is data interpretation.
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Question 18 Articles 1-1(4) and 2-1(4) of the "Administrative Procedures Notice of Affairs Related
to the Act on the Conservation and Sustainable Use of Biological Diversity through Regulations on
the Use of Living Modified Organisms" (February 3, 2022, PSEHB/PED Notification No. 203-1
and PSEHB/MDED Notification No. 203-1, Notice by the Director-General of the Pharmaceutical
Evaluation Division and the Medical Device Evaluation Division, Pharmaceutical Safety and
Environmental Health Bureau, MHLW; hereinafter referred to as the "Administrative Procedures
Notice") state that "If it is deemed difficult to continue the review, PMDA may request the
cancellation of the application.” What kind of cases are considered to be "difficult to continue the
review"?
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(Answer)
The following situations can be considered.
+ In the event it is difficult to respond to inquiries about important matters issued within one month
after the application, within three months after the receipt of the inquiry about important matters.

It should be noted that an inquiry about important matters is also applicable when the inquiry
about important matters is judged to be insufficient and the inquiry about important matters is issued
again.

+ Where it is considered difficult to continue the review for the convenience of the applicant.
In the event of withdrawal, the applicant shall submit a withdrawal request as set forth in Exhibit 1.
The address for sending withdrawal requests shall be Office of Cellular and Tissue-based Products,
PMDA.
If the product concerned is reviewed again after withdrawal, a new application is required.

(Procedures Pertaining to an Application for Approval of Type-1 Use Regulations and a Change, etc.)
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Question 19 If there is a need to change part of the Type-1 Use Regulations based on the results of
clinical trials obtained after the approval of the Type-1 Use Regulations for the purpose of
conducting Phase 1 clinical trials, is there a procedure for applying for the change?
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(Answer)
The Cartagena Act does not prescribe procedures for changes; however, the Administrative Procedures
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Notice does prescribe procedures for making substantial partial changes, so please refer to that notice.

WENZEDT-DOT, BEIZENZW,

| Question 20 What is the specific procedure for a substantial partial change? |

| FH20 EE72—HA E Fliod BRI AR & 50 Y T2\,

(Answer)
If the applicant determines that it is necessary to change the approved Type-1 Use Regulations, they
may carry out the procedure for approval of substantial partial changes.
Please prepare the following documents and submit your application to the PMDA.
<Application documents>
+ Application document for Approval of Type-1 Use Regulations (Full Text)
- Biological Diversity Risk Assessment Report (Full text)
« Attached Documents of the Biological Diversity Risk Assessment Report (Pertaining to Changes to
Type-1 Use Regulations)
+ Attached materials (added in connection with changes to Type-1 Use Regulations)

<References>
+ Comparison Table between Old and New Type-1 Use Regulations
+ Proposed Schedule for Switching to Type-1 Use Regulations after Change
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| Question 21 What is the standard processing period for a substantial partial amendment procedure? |

fH21  SEERY 72 —E 8 B e O FRMER) S LI 22 Jn D 720

(Answer)

For procedures involving substantial partial changes, the administrative processing period is expected
to be shorter than the normal period in order to simplify the review process. However, since the
administrative processing period varies depending on the content of the change, a uniform standard
administrative processing period has not been set.

If an applicant would like to know a estimate of the administrative processing period for individual
changes, please use the Cartagena Act pre-consultation meeting of PMDA.
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Question 22 In clinical trials using GMOs, if patients are kept in individual rooms, is it necessary to
stipulate the period of individual room control in the Type-1 Use Regulations? Also, if information
is collected by viral shedding test from patients only in the early stages of development, is it
necessary to stipulate the conditions for ending collection of viral shedding information?

fi22 BEFHBRZAEDEEHOTIERICBN T, BEZEEERT 5561, H—FHEff
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(Answer)

No. When it is anticipated that the period of individual room control can be shortened based on the
data obtained after the start of the clinical trial, it may be described as "period until viral shedding control
is no longer required"” or "period required at the discretion of the physician” as actual conditions that
can be included.

In addition, when confirming the viral shedding from the patient only at the initial stage of
development and collecting information, it is permissible to write "until the behavior of the viral
shedding becomes clear" etc.
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Question 23 If changes occur only in the contents of the biological diversity risk assessment report
after approval of the Type-1 Use Regulations (changes to the manufacturing method, etc., such as
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a change to the virus-producing cell line, and there is no risk on the nature of the GMOs. or the
biological diversity risk assessment that requires a change to the Type-1 Use Regulations), is it
necessary to reapply for Type-1 Use Regulations?

B R OV —FRAE RS S DS L B 7R B ARV~ DB VG ER) |
A P BURR O FF I FE I 2D,

(Answer)

No. If there are no changes to the Type-1 Use Regulations, there is no need to reapply, but applicants
should be made aware of any changes to the biological diversity risk assessment report. If it is difficult
to determine whether or not the Type-1 Use Regulations need to be changed, please request Pre-
consultation Meeting on the Cartagena Act of PMDA.
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Question 24 The Type-1 Use Regulations state that viral shedding tests should be conducted until the
viral shedding of GMOs is confirmed. However, since viral shedding data has been obtained and it
has been determined that the behavior of viral shedding has become clear, there are no plans to
conduct viral shedding tests in the future. Is this acceptable?
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(Answer)

Yes. Viral shedding tests may not be conducted at the discretion of the approval holder.

However, the basis for determining that the results of the viral shedding test have clarified the viral
shedding behavior of the GMO should be summarized.

The results of the viral shedding tests obtained shall be appropriately reflected in the viral shedding
control procedure.

If it is difficult to make a judgment on a specific case, please apply for a Pre-consultation Meeting on
the Cartagena Act of PMDA.

If you wish to confirm the appropriateness of the judgment based on the results of the viral shedding
test, please use the Official Consultation on Cartagena Act Related Items of PMDA.
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Question 25 When there is a change in the name or address of the approval holder of Type-1 Use
Regulations (items listed in Article 6, paragraph (1) and Article 4, paragraph (2), item (i) of the
Cartagena Act), a notification form must be submitted using Form 2 of the Ministerial Ordinance
for Enforcement of the Cartagena Act.

In this case, is it necessary to submit a change notification using Form 3 of the "Reports on Gene
Therapy Products, etc. and Genetically Modified Organisms" (PFSB/ELD Notification No. 0623-1
and PFSB/MD Notification No. 0623-1, dated June 23, 2015)?
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(Answer)

No. Submit a written notification using Form 2 of the Ministerial Ordinance for Enforcement of the
Cartagena Act.

In this case, it is permissible not to submit a notification of change according to Form 3 of the
notification.

(Procedures for Abolition of the Approved Type-1 Use Regulations)
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Question 26 When the development of the GMOs containing product has been completed, is there a
procedure for abolishing the approved Type-1 Use Regulations?
Also, will the Type-1 Use Regulations before the change be abolished when the Type-1 Use
Regulations after the change are approved through substantial partial change procedures?
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(Answer)

The abolition procedure is not stipulated in the Cartagena Act.

In addition, the Type-1 Use Regulations before the change shall not be abolished even in cases where
the Type-1 Use Regulations after the change have been approved due to substantial partial change
procedures under the Cartagena Act.

When the Type-1 Use Regulations used in clinical trials are changed, submit the Change Notification
of Type-1 Use Regulations in Appendix 2 to the Drug Evaluation and Licensing Division or Medical
Devices Evaluation and Licensing Division of the Pharmaceutical and Environmental Health Bureau
of the MHLW within two weeks from the start of use.
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Question 27 Is it possible to use the Type-1 Use Regulations before and after the change for each
clinical trial?

27 TRBRZ LICEERIROH A ARz W E WD 2 LD,

(Answer)
No. It is not recommended that the Type-1 Use Regulations used for each clinical trial be different in

multiple clinical trials conducted at the same time because they cause confusion. However, if necessary,
when submitting the Change Notification shown in the attached Appendix of the Administrative
Procedures Notice, describe the specific operation method in the remarks column of the Change

Notification.
In addition, clarify the approval number, etc. of Type-1 Use Regulations used in the clinical trial

protocol, etc.

(Necessity of Application for Confirmation of Containment Measures for Type-2 Use)
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Question 28 In the event that a living organism that is not applicable to Article 2 of the Cartagena
Act, such as a genetically modified protein manufactured overseas using GMOs, is it acceptable to
consider that the Cartagena Act is not applicable if the drug substance, etc. is imported and

128 sk TR AW E LRI L ClE SN n Mz & o7 B%, v
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formulated in Japan?
(Answer) ()
Yes. ZELLZTR,

However, in the case of products manufactured using genetically modified viruses, if the genetically
modified virus remains, procedures based on the provisions of the Cartagena Act must be carried out.
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Question 29 If a product that has received confirmation of Type-2 Use containment measure by the
Minister of Economy, Trade and Industry is to be used as a raw material for medicines, etc., is
confirmation by the MHLW required?

R129 58 A FH 2 IC4R D IEHEES LS E IS DWW T, BEICRRIFIEE K S OB % = 1) Tl
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(Answer)
No. If there are no changes to the content of Type-2 Use, there is no need to obtain confirmation from

the MHLW again.
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Question 30 When nonclinical studies using genetically modified viruses, etc. to be used in clinical
trials are outsourced before the start of the clinical trial, is it required to apply to the MHLW?
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(Answer)

)
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No.

Non-clinical studies to verify efficacy or confirm safety (excluding testing conducted repeatedly for
the purpose of quality control of investigational drugs, etc.) may be interpreted as Type-2 Use that has
not yet reached the clinical stage, regardless of whether they are commissioned or not.

ELZ A7,
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Question 31 As a Type-2 Use in aresearch and development stage, when a genetically modified virus,
etc. that has been manufactured using containment measures as stipulated in the Ministerial
Ordinance on Containment Measures to be taken in the case of Type-2 Use of GMOs in research
and development or containment measures confirmed by the Minister of Education, Culture, Sports,
Science and Technology, is repurposed as an investigational drug, etc., is it necessary to obtain
confirmation from the MHLW again?
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(Answer)

No. There is no need to receive confirmation from the MHLW once again regarding GMOs used in
clinical research and early-stage clinical trials.

However, when the development progresses and the manufacturing scale is changed to the actual
production scale to manufacture the investigational drugs, etc., or when the products for marketing are
manufactured, it is necessary to obtain confirmation from the MHLW before commencing the relevant
manufacturing.

(Procedures for Application for Confirmation of Type-2 Use and Changes to Confirmation ltems)
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Question 32 In section 3-2 of the "Review of Procedures Based on the Act on the Conservation of
Biological Diversity through Regulations on the Use of Living Modified Organisms, etc. " (PSEHB
Notification No. 714 by the Director-General of the Pharmaceutical Safety and Environmental
Health Bureau, MHLW, dated July 14, 2021) revised by the "Review of Procedures Based on the
Act on the Conservation of Biological Diversity through Regulations on the Use of Living Modified
Organisms (PSEHB Notification No. 1125-1 by the Director-General of the Pharmaceutical Safety
and Environmental Health Bureau, MHLW, dated September 30, 2021) ", it is described that "When
manufacturing investigational drugs, investigational equipment, investigational products, etc. using
genetically modified organisms under containment measures specified in the Ministerial Ordinance
on Containment Measures to be Taken When Making Type-2 Use of Genetically Modified
Organisms in Research and Development or containment measures confirmed by the Minister of
Education, Culture, Sports, Science and Technology, re-confirmation by the MHLW is not
required. When starting production of approved drugs etc. at a manufacturing facility in Japan
without going through the manufacturing stage of investigational drugs, etc. in Japan, such as when
manufacturing and marketing approval has already been obtained at another manufacturing facility
in Japan, when a product with an established manufacturing process outside of Japan is transferred
to a manufacturing facility in Japan, or when an investigational drug is manufactured outside of
Japan, by when is confirmation from the Minister of Health, Labour and Welfare required?
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(Answer)

Confirmation is required before the start of production of batches to be shipped (including batches
that may be process validation batches).

In addition, when conducting tests to be attached to an application for confirmation of Type-2 Use or
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when conducting studies to establish a manufacturing process, such as pilot-scale production, the
process in question is not applicable to industrial use and therefore it can be interpreted that confirmation
is not required.
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Question 33 If the content of containment measures is to be changed after receiving confirmation of
containment measures pertaining to Type-2 Use of GMOs and the change is minor, is it necessary
to apply for confirmation under Article 13 of the Cartagena Act?
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(Answer)
No. In the case of GILSP or Category 1 GMOs, where the impact on containment measures is minor,
a confirmation application under Article 13 of the Act is not required.
In this case, submit a Minor Change Notification as set forth in Appendix 3 with a comparison table
of the items to be confirmed.
In the event of any change as follows, submit an Address Change Notification as set forth in Appendix
4.
+ Address of the manufacturer, name, title and name of the representative
- Location of the manufacturing site (if no substantial change has been made) or name
Regarding the Minor Change Notification and the Address Change Notification, the address for
sending these change notice shall be Office of Cellular and Tissue-based Products of PMDA.
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Question 34 In what cases are minor changes made to the handling of GMOs described above?
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(Answer)
Minor changes are considered except in the following cases:
+ Changes in which the identity of GMOs is lost
+ Changes to containment measures in the appendix to the Ministerial Ordinance on Type-2 Use in the
Industrial Use
If it is difficult to determine whether a change is minor, please request a Pre-consultation Meeting on
the Cartagena Act of PMDA.

(Reference)
»  Examples of changes that are considered to constitute minor changes
+ Addition (including addition of new buildings, etc.) or deletion of work areas under the same
control system (limited to cases where the addition does not involve changes in containment
measures corresponding to the contents of the work and the classification of use)
+ Changes in separation and purification processes
+ Changes in the inactivation process (only within the range of parameters for which inactivation
has been verified)
+ Addition and deletion of devices that handle GMOs

Examples of changes that do not require change procedures
+ Renewal of contact person in application
+ Changes in the membership of the Internal Safety Commission
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+ Renewal of equipment (with performance equivalent to that at the time of application)
+ Title or name of the manufacturing control manager or responsible engineer

- BEROFET (FEHIE & [RISEMERED b 0)
- BUEE BE TS O - K4

Question 35 Regarding Minor Change Notifications and Address Change Notifications, if the changes M35 MBWMAETE K OMENMELETBIZONWT, BENAENFR—-THL5EE. HiEMmEED
are the same between GMOs, is it possible to submit the change notifications all at once rather than JRHTIE R, — B LTRTHET 52 & RHED,
submitting notifications to each GMO separately?
(Answer) (%)
Yes. AHETCH D,
List the names of the GMOs subject to change in the "Name of the Type of s" section of the BMA TR IXEFTEAT RO A AW ORBEOLT) HICEFEXRE 7
Notification of Minor Change or Notification of Address Change. LmBAEIRT DL L,
If there are many GMO names, it is permissible to describe "as shown in appendix)" and attach an mAANLZWEAE, A (O) orv) LFHiL. MBEAEFIRE LB E BT
appendix listing the GMO names. THIETHELIRRN,

A comparison table of the old and new versions can also be submitted all at once, rather than being
filled out for each GMO.

(Abolishment Procedures for Confirmed Containment Measures for Type-2 Use)

Tz, FHEMERLHAIETCERL FELELOEIRHETH I ETELI R,

(e & 32 7 Tl A S5 P B 1 B i D B IE Foioe)

Question 36 In the event that manufacturing based on the confirm containment measures of Type-2
Use is terminated, are there procedures for abolishment?

136 Rl 2 52T 7o 5 AT SRR IR E ISR S SREZ R T T 256, ThTho
BEIEFHeidd 2 0,

(Answer)

No. There is no abolishment procedure under the Cartagena Act.

When the production of GMOs based on the confirm containment measures of Type-2 Use has been
terminated, submit an End of the Manufacturing Report to the Drug Evaluation and Licensing Division
or the Medical Devices Evaluation of Licensing Division of the Pharmaceutical and Environmental
Health Bureau of the MHLW in accordance with Appendix 5.

(Concerning Public Notice of GILSP)

(%)

F IV B SFEIZHES S BEIEFRtiE e,

TR ST T R PSR TRS IE RS A D < MR TR X AE S O RE K T LT
TrEZ oW TIE, BIRKSIC K 0 BLE & T i & A 7 8 R - TR A BIE I E A
U ERER A S ICI—R T 5 2 &,

(GILSP57~E1%)

Question 37 When the vector that incorporates the gene to be the tag is used among the vectors listed
in GILSP genetically modified microorganisms specified by the MHLW in accordance with item
1 of the appended table 1 of the Ministerial Ordinance Specifying Containment Measures to be
Taken for Industrial Use Among Type-2 Use of Living Modified Organisms (Notification No. 27
of the Ministry of Health, Labour and Welfare, 2004; hereinafter referred to as "GILSP
Notification™), the expression product will be a fusion protein encoding the tag and the insertion
DNA, which differs from the protein encoding the insertion DNA, is it acceptable to consider this
to be within the scope of appended table 2 of the GILSP Notification?

RI37 AT 2 AW 0% BRSO 5 LEE¥ LM S Y 7 > TS N E LK
5 IR HE 2% 5 B D DA REFR — IS EEA S RKE N E D 5 GILSPE R -Hilift 2.
WA CERRLI6FIRAE G788 5 R 2775, LAF TGILSPE R L9, ) ICINdk ST
WERZBE—DH b, X7 LR DEIGFPHPAENTHD D& AW EAT, BH
PEWIL, Y% T EFADNAD 2 — KT 5@G X X7 F L7720 ZHIEEADNAD
A= RFTHHRTEEITIRRDLLDOTHD EEZLNDM, GILSPERIESE 0%
FANTH D EEZTELLZRND,

(Answer)
Yes.

%)
ELX A0,

Question 38 Does the insert DNA of Appended Table 2 of the GILSP Notification include those with
the partial sequence and some of the sequence removed?

138 GILSPE/REIZEREE 0O ADNAIZIX, Z OGBSI L NZE O—HOESINFRE S
T2HDEETeDD,

(Answers)
Yes.
However, it is desirable to have at least a length suitable for having a function such as an antigen or

(%)
@i,
2L, Ay, PRI O 7 0 — 7 HOKEL AT L EOICH LIRS
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a probe for detecting a nucleic acid.

DD ENEELLY,

Question 39 Does the protein encoded by the insert DNA in appended table 2 of the GILSP

Notification contain a precursor protein in addition to the normal mature protein?

R339 GILSPE RBIFRE DI ADNAD = — R4 5 & L7 I,
B DIED, FORIKY R TEEETe DD,

W H ORI 2 o3

(Answer)
Yes.

&)
aite,

Question 40 Is it acceptable for a GMO constructed by combining the host and vector listed in
appended table 1 with the inserted DNA listed in appended table 2 of the GILSP Notification, in
which the plasmid DNA or a part of it has been incorporated into the chromosomal DNA, to be
considered a GILSP genetically modified organism?

R40 GILSPE/RBIZESE —I12HF 218 R O T 2 — W N HIFRE 12 21 ADNA%
FLAA O TR S B a2 A ©. BKENC 7 T 2 2 FDNAXIEZE DO —E)
DYLERDNAIZHASA ENT- b DIT. GILSPE s FHHHL 2 A & 7 LTIy,

(Answer)
Yes.

(%)
REIEHZR N,

Question 41 Is it correct to assume that the "linker" in Note (5) of the GILSP Notification includes a
sequence that codes for the amino acid residues at the linking portion in the fusion protein?

141 GILSPEFROER (5) DU A —I2i. @EZ o 7 BIZBIT AEEH 07T
JBRERAE a— FIAEM L EEND EEXTELE IRV,

(Answer)

Yes.

It is desirable to have a minimum length, such as the restriction enzyme recognition site required for
the ligation of the components.

(Manufacturing Status Reports, etc. on Gene Therapy Products, etc. and Genetically Modified
Organisms)

(%)

ZLEX A0,

B, MREROEEIINE L SN DHIRBRBIS 2 E, IROEIETHIE
NEFE LW,

(B TR B 5 e OB AR - 2 B 5 (2B 9 2 R & 3 (2D 0)

Question 42 Is it necessary to report, etc. of gene therapy products, etc. or GMOs for which approval
of Type-1 Use Regulations or confirm containment measures of Type-2 Use has been obtained at
the time of commencement, in-use, and at the time of termination of use?

fi42 55 —Fl (0 MR O 7K RR S35 Al P SRy L F B O ileRB 2 52 1 1o s 1R R
BB SUTB R BRZ AEFETOW T, B ORI « S - 8OTSRS S
VB,

(Answer)

Yes.

Those who carry out Type-2 Use of GMOs for the purpose of manufacturing and sales or conducting
clinical trials of drugs, quasi-drugs, cosmetics, medical devices, in vitro diagnostics, or regenerative
medicine products made from GMOs (hereinafter simply referred to as "GMOs") should submit a
notification in accordance with Appendix 5. In addition, those who manufacturing and sales or conduct
clinical trials of regenerative medicine products or genetically modified live vaccines and other drugs
used for gene therapy (hereinafter referred to as "gene therapy products, etc.") should submit a
notification in accordance with Appendix 6.

If the products manufactured or used in Type-2 Use are applicable to both gene therapy products, etc.
and GMOs, notifications must be submitted for each.

The address should be the Evaluation and Licensing Division or the Medical Device Evaluation
Division, Pharmaceutical Safety and Environmental Health Bureau, MHLW.

Please note that findings that may affect the evaluation (of the biological diversity risk) of gene
therapy products, etc. or GMOs must also be reported in Appendix 7.

(%)

VETH D,

BRI AL, ARSI, ABBESL . R, AT EE S AT U IR R R G O
UGV Ea R AW (LUF TR B AEME) L), ) 1250 T, £
DEGEWRE X TR OFE A B & U THE S LT 2FI3MIC L0 miTHS Z
Lo Flo, BEFREOHIEN SN2 BAEERFR NS L TREFEBZET 7 F
YEOMOERS (LT TEEFREARLE] Lo, ) ORGERTESUITRERO Fhi 2
AL LTlE2 425803, Belic L v EidHs 2 &,

BUE T RS AT 50 B, BB IR RS R O R THR A E O
TIUZHEYET2HE81T, ThEFRIC >V THET L2 L,
EAHRITIE A G ) R 3K - AR TRA AR R RS R A E I ERES AT L T5 2
L,

B, Ein GRS TS s 2 A EOFHIC R RIFT MR A A L
TG A OV THRITIC K WV ET2MERDH L Z LB SN,
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| Question 43 Are Manufacturing Status Report required for items listed in the GILSP Notification? |

143 BOEERRBLO W E 1L, GILSP H R ICIE S 4172 5 HIT DWW T H L),

(Answer) (%)
Yes. VHETH 5,

Question 44 Is a Manufacturing Status Report required for products whose production has been
suspended?

44 BOEDRBPLOME 1T, WELKRIE L T DRI OV T HLE ),

(Answer)
No. If the product was not manufactured during the year, the applicant may omit the Fiscal Year End

Report, but the applicant must indicate this in the "Other" column of the Fiscal Year End Report for the
year in which production was suspend.

&)
FERZE L CTRE Lo T8
722l WERRIET SEEIC
T D &,

BT, FEROBREFIT L THLELZ 220,
BT AEEROBREICBNTIZ, 20OEE2F0MOMIC

Question 45 In accordance with Type-1 Use Regulations, even if the product is disposed of without
being opened, is it necessary to report the status of manufacturing, to report the commencement of

CHEL, BT 2 2 LR EES LD LHAETH, EDORIOH
TRLE,

45 2f—FlflE R
. RUER AR L OBRERK TR

Please refer to Appendix 8 (in the case of an application for approval of Type-1 Use Regulations) and
Appendix 9 (in the case of an application for confirm containment measures of Type-2 Use).

manufacturing, and to report the completion of manufacturing?
(Answer) (%)
No. WMELTR N,
(Other) (Z Dfth)
| Question 46 Are there any examples of replacement applications? | | 46 HEEZOEMIEOFIREZ R L TIZLLY,
(Answer) (%)
A P R B IR L R R

B8 (5 — R BB AR HEE DG H) KURIH (5

BOLEE) 2SI,

Question 47 Is it possible to consult in advance with regard to the contents of the documents necessary
for applications for approval of Type-1 Use Regulations or for confirm containment measures of

W47 25— Tl R D 7GR Xi%*@ﬁﬁﬁjﬁﬂ)#%{%ﬁ:?ﬁ DHEFBD HFEIZ L BB

OWNEIZE L CTHATOMHERILATEED

Please apply for pre-consultation meeting on the Cartagena Act of PMDA with specific examples.

Type-2 Use?
(Answer) (%)
Yes. T HE,

BRM 2 E M %2 H > T, PMDAD L Z ~FEBEFRETmH A Z H LiIAENZ0,

Question 48 Where can | find a list of notifications and other information related to the Cartagena Act
from the MHLW?

148 S A BRIV & ~FEEES M EE B TE AHPEZ /R LTI LV,

Application under the Cartagena Act (Japanese)
https://www.pmda.go.jp/review-services/drug-reviews/cartagena-act/0003.html

Regulations Regarding Living Modified Organisms (Genetically Modified Organisms) (English)
https://www.pmda.go.jp/english/review-services/reviews/cartagena-act/0001.html

Japanese Biosafety Clearing House (J-BCH) (Japanese)

http://www.bch.biodic.go.jp/

(Answer) (%)
Please refer to the following websites. WIZHBT BT =7 WA MR ERBHEIZINIZV,
PMDA PMDA

TV H ~TIEIAR D WG
https://www.pmda.go.jp/review-services/drug-reviews/cartagena-act/0003.html

HARMAA A =TT 427 VT V7" Z (J-BCH)
http://www.bch.biodic.go.jp/
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Question 49 Regarding information such as Type-1 Use Regulations and Biodiversity Risk
Assessment Report published on Japanese Biosafety Clearing House (J-BCH), what criteria are

used to mask the information?

149 BARANA A =TT 427 VT VT TR (J-BCH) IZBWTARINTWDLHE
—HEE AR, SRR AT MEZEOBERICONT, YAF U 7SN TWDHIERIT
EOLIRBEHETYAX U T ENTNE DD,

(Answer)
Masking is not permitted for Type-1 Use Regulations that include names of GMOs.

In principle, the following information will be masked in Biological Diversity Risk Assessment

Report:
- Information that can identify a specific individual
- Information about individuals whose disclosure may infringe on the rights and interests of

individuals
- Information about corporations whose disclosure may infringe on the rights, competitive position,

or other legitimate interests of corporations

()
AR OV TR, BEFEBRAENEOLTEGD, v AXF 73RO0

720,
EMEREIEEEHI IOV T, v AF 7 LTV A EFTIIEAIE L TUTORERTH

P =)
5,
cFEEDOBEANETRIT 5 Z LN TEDER
cARTDHZEICLVEANOHERFIREETI2RBZENANH DM AICET D ER

cART DI LITEVIEANOHERN, B LOMMZOMESRFEEET2BENNH D
ENCET D16

Question 50 Is online submission of various application forms related to the Cartagena Act and the
method of submission of the change notice possible?

150 B L Z ~TIEBEO SR GHE, AEHOERHTIEIONT, AT Ik DR
HIE ATRED,

(Answer)
Yes. Online submission by the gateway system is possible.
Please submit online unless there are special circumstances.
For details, see "Online Procedures Based on the Cartagena Act" (PSEHB/MDED Notification No.

1201-1, dated December 1, 2022).

(%)

F= bR T2 A VAT AL DF T A ARHBRETH B,

RRBeDFEEN VIR, AT A K v &Sz,

L. [N ZAFEICESSEFEOL T4 Ao T)  (BTAERA LA AT
AR I2015H1E) #2REINT0,

L)
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