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1. RMP will be mandatory under the PMD Act: Amendment of
Related Ministerial Orders and Issuance of Notification

The amended Act on Securing Quality, Efficacy and Safety of Products Including Pharmaceuticals and
Medical Devices (the “Amended PMD Act"), which will come into force on May 20, 2027, introduces a new
provision requiring the preparation and implementation of a Risk Management Plan (RMP)?? (the RMP
newly established under this amendment, "New RMP").2122 The RMP was previously not provided for in
the PMD Act, but was required to be implemented as a condition for approval of each pharmaceutical
product, with definitions and activities specified in the Ministerial Orders on Standards for Post-Marketing
Safety Control of Pharmaceuticals, Quasi-Pharmaceutical Products, Cosmetics, Medical Devices, and
Regenerative Medicine Products (the “GVP Ministerial Orders”). Since the preparation and implementation
of a RMP will be required under the PMD Act following the amendment, on September 30, 2026, the
Ministry of Health, Labour and Welfare (MHLW) promulgated the Ministerial Orders on the Amendment of
the Related Ministerial Orders of the MHLW in Connection with Partial Enforcement of the Act Partially
Amending the PMD Act and other similar laws and regulations (the "Amendment Ordinance”). In addition
to establishing detailed provisions on the New RMP in the Regulations for Enforcement of the PMD Act,??
the MHLW also amends the GVP Ministerial Orders. On the same day, the MHLW also issued (i) Overview
of Risk Management Plan (MHLW Notification issued by the Pharmaceutical Affairs Division No. 0930, No.
13 dated September 30, 2026) and (ii) Guidance on the Risk Management Plan and on the Handling of the
Preparation and Publication of the Risk Management Plan (MHLW Notification issued by the
Pharmaceutical Safety Division No. 0930 No. 1 dated September 30, 2026) which set out the details of the
New RMP.

1.1. Overview of RMP

In order to manage the risk of pharmaceuticals appropriately at any time from the development phase to
the post-marketing phase and ensure the safety of pharmaceutical products, the RMP is intended to ensure
that the risk of pharmaceuticals are being evaluated regularly or in line with the progress of research, tests,
or measures to reduce risks, by compiling into one document the consistent risk management of a
pharmaceutical from the development phase to the post-marketing phase.

For each drug, an RMP is established with regard to the following three categories: (i) safety specification,
(i) pharmacovigilance activities (information collection activities conducted post-marketing), and (iii) risk
minimization activities (measures to reduce the risk of pharmaceuticals, including information provision to
medical personnel and the establishment of conditions of use for drugs).

In the safety specification, material identified risks, material potential risks, and material missing
information are designated. For each item, plans for pharmacovigilance activities and risk minimization
activities are formulated, and included in the RMP.

With regard to pharmacovigilance activities and risk minimization activities, there are two types of activities,

namely, “routine activities” and “additional activities.” “"Routine activities” are activities that marketing

20 Article 68-2, Paragraph 1 of the Amended PMD Act
21 https://www.mhlw.go jp/content/11120000/001756320.pdf

22 https://www.jmha.or.jp/contentsdata/kikaku/shinryouhousyu/mailservice/20260930-19.pdf

23 Articles 228-10-2 through 228-10-5 of the Regulations for Enforcement of the Revised PMD Act
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authorization holders (MAHs) conduct with respect to all drugs. Specifically, they include activities such as
collecting information on adverse drug reactions and providing information by way of package inserts. On
the other hand, "additional activities” are the activities that are conducted on a case-by-case basis in light
of the properties of the pharmaceuticals. These activities include early post-marketing phase vigilance
(EPPV), use-results surveys, post-marketing clinical studies, and providing information by way of materials
to ensure the proper use of drugs.

All RMPs are published on the PMDA’s website after formulation.?*

Safety specification
Material identified risks

Material potential risks
Material missing information

Risk minimization activities
(Information provision)

m Routine activities
Developing and providing package

Pharmacovigilance activities
(Information collection)

Routine activities

Collecting information on adverse
drug reactions

Additional activities
e.g.) Collecting information on EPPV,
use-results surveys, post-marketing
clinical studies

inserts and the Drug Guide for
Patients

= Additional activities

e.g.) Providing information on EPPV,
distributing materials to ensure the
proper use of drugs, establishing
conditions of use for drugs

(Source: Pharmaceuticals and Medical Devices Agency (PMDA)
https://www.pmda.go.jp/files/000276089.pdf)

1.2. Key Points of New RMP

(1) Cases where preparation of an RMP is required
As stated above, under the New RMP, where it is deemed necessary to ensure the safety and efficacy of
pharmaceuticals, an MAH is required to prepare, report and implement an RMP pursuant to Article 68-2 of
the Amended PMD Act rather than taking measures according to the conditions for approval. The
preparation of an RMP is required for ethical pharmaceuticals (excluding in vitro diagnostics) in any of the
following cases:%’
m If additional pharmacovigilance activities are conducted;
B [f additional risk minimization activities are conducted; or
B If safety information on specific events or groups, etc. is collected, or if efficacy studies or tests are
conducted, and other similar cases.
The guidance also expressly states that the need to prepare an RMP is to be considered not only at the
time of application for approval of new pharmaceuticals or biosimilar products, etc., but also when new

safety concerns are identified for pharmaceuticals for which no RMP has been prepared or for which an

24 https://www.pmda.go.jp/safety/info-services/drugs/items-information/rmp/0001.html

25 Article 228-10-2, Paragraph 1 of the Regulations for Enforcement of the Revised PMD Act and 2.(1) of “Overview of Risk

Management Plan”
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RMP has been terminated.%®

(2) Assessment of the effectiveness of additional risk minimization activities
Except for the provision of information through EPPV, the effectiveness of additional risk minimization
activities will be assessed.?” The specific assessment points are as follows:
B Whether the materials reach the target healthcare professionals and patients;
B Whether the information is recognized and understood, and contributes to improved knowledge
B Whether the information leads to actions to avoid and reduce risks; and
B Whether there is an actual risk-reduction or risk-management effect
The guidance also provides for assessment methods using questionnaires, interviews, medical information
databases as well as planning and reporting of effectiveness assessments.

(3) Determination of the termination of an RMP

Where all activities relating to safety specifications and efficacy specifications as well as activities
conducted under an RMP have been completed, and the MAH has determined that such specifications can
be removed from the RMP, the RMP will be terminated after consultation with the PMDA 28

2. Other Provisions of Amendment Orders

In addition to the matters regarding RMP stated above, the Amendment Orders comprehensively organize
the roles and responsibilities of responsible persons, record keeping, internal system, and matters to be
notified to the administration in the core areas of drug regulation such as quality, safety, and supply. Some
of the matters that previously had been handled in practice under the GQP Ministerial Orders and the GVP
Ministerial Orders have been institutionalized more clearly in response to the legal amendment.?® The
revisions are wide-ranging, and some of the key points are set forth below.

(1) Statutory requirement for a quality assurance supervisor for pharmaceuticals

Article 17, Paragraph 6 of the Amended PMD Act requires the appointment of a quality assurance
supervisor of pharmaceuticals. A quality assurance supervisor are required to (i) have the ability to properly
and smoothly perform the overall duties of quality assurance of pharmaceuticals, (ii) be the person
responsible for the quality assurance division, (iii) have at least three years of experience engaging in quality
control operations, etc., and (iv) be able to maintain independence and neutrality, such as by not belonging
to the sales department.30 In addition, the duties necessary to oversee quality assurance are prescribed in
the Amended PMD Act including performing the duties under the GQP Ministerial Orders and duties
related to statutory authority, and retaining copies of documents containing opinions addressed to the

26 3 (2) of "Overview of Risk Management Plan”

27 “Guidance on the Risk Management Plan and on the Handling of the Preparation and Publication of the Risk Management Plan”
and 6.3 of Attachment 1 “Guidance on Risk Management Plan”

28 Guidance on the Risk Management Plan and on the Handling of the Preparation and Publication of the Risk Management Plan”
and 8.2 of Attachment 1 “Guidance on the Risk Management Plan”

29 https://www.mhlw.go.jp/content/11120000/001756320.pdf

30 Article 87-2, Paragraph 1 of the Regulations for Enforcement of the Revised PMD Act
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marketing director for five years.31

(2) Strengthening management and supervision of manufacturing-related operations by MAH

Under Article 18, Paragraph 3 of the Amended PMD Act, an MAH of pharmaceuticals is required to confirm
the manufacturing control and quality control operations, and to record and retain the results at the
manufacturing site of the pharmaceuticals and other facilities engaged in manufacturing-related
operations. In relation to this, facilities engaged in "manufacturing-related operations" has been clarified
to mean facilities that conduct activities such as testing and inspection of pharmaceuticals to be marketed,

and the criteria for such confirmation have been clarified.3?

(3) Statutory requirement for a person responsible for pharmaceutical safety management

The statutory requirement for a person responsible for pharmaceutical safety management was provided
for under Article 17, Paragraph 6 of the Amended PMD Act. A person responsible for pharmaceutical quality
managementis required to (i) have the ability to properly and smoothly perform the overall duties of post-
marketing safety control, (ii) be the person responsible for the safety management division or safety
assurance division, (iii) have at least three years of experience engaging in post-marketing safety control,
if appointed by an MAH of Type 1 pharmaceuticals, and (iv) be independent of the sales department.e‘3 In
addition, the Amended PMD Act provides that a person responsible for pharmaceutical safety management
is required to engage in the duties prescribed in the GVP Ministerial Orders and duties related to statutory
authority, and to retain copies of documents containing opinions addressed to the marketing director for

five years.34

(4) Establishment of a specified pharmaceutical supply system manager and supply system management
rules
Under Article 18-2-2 of the Amended PMD Act, MAHs of specified pharmaceuticals will now be required
to appoint a specified pharmaceutical supply system manager. The requirements for a specified
pharmaceutical supply system manager include (i) the ability to properly and smoothly perform supply
system management duties, (ii) at least three years of practical experience, and (iii) independence from
other managers and the quality and safety division.>®
The following duties are assigned to a specified pharmaceutical supply system manager:36
B To oversee the specified pharmaceutical supply system management duties in accordance with
the procedure manual for specified pharmaceutical supply system management duties;
B To confirm that the specified pharmaceutical supply system management duties are being
performed properly and smoothly and to prepare records of such confirmation;
B To determine necessary measures and to give instructions when deemed necessary to divisions
or persons in charge related to the specified pharmaceutical supply system management duties;

B To provide written communications or instructions when deemed necessary to manufacturers,

31 Article 87-3, Paragraphs 1 and 2 of the Regulations for Enforcement of the Revised PMD Act

32 Articles 92 and 92-2 of the Regulations for Enforcement of the Revised PMD Act

33 Article 87-2, Paragraph 2 of the Regulations for Enforcement of the Revised PMD Act
34 Article 87-4, Paragraph 2 of the Regulations for Enforcement of the Revised PMD Act
35 Article 98-10-2 of the Regulations for Enforcement of the Revised PMD Act

36 Article 98-10-3, Paragraph 1 of the Regulations for Enforcement of the Revised PMD Act



foreign manufacturers of pharmaceuticals, etc, wholesale distributors, pharmacy proprietors,

proprietors of hospitals and clinics, and other related persons, and to retain copies of such written
documents; and

B To perform other duties specified in Article 18-2-4, Paragraph 1, Item 1 of the Amended PMD Act.

In addition, the Amended PMD Act provides that a specified pharmaceutical supply system manager is

responsible for retaining written opinions and records for five years and for coordinating with the

marketing director, quality assurance supervisor, and person responsible for safety management.?’7

Furthermore, an MAH is required to prepare and maintain the procedure manual for supply system

management duties, clarify the authority of the specified pharmaceutical supply system manager, provide

education and training, and manage information so as to ensure timely and appropriate reporting and

filing of notification.>®

37 Article 98-10-3, Paragraph 2 of the Regulations for Enforcement of the Revised PMD Act
38 Article 98-10-4, Paragraph 1, Item 4 and Article 98-10-5, Paragraph 1 of the Regulations for Enforcement of the Revised PMD
Act
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