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Conditional approval for regenerative medicine products

On March 6, 2026, the Ministry of Health, Labour and Welfare (MHLW) approved two iPS cell-based
regenerative medicine products—RiHEART', intended for use in severe heart failure, and AMCHEPRY?,
intended for use in Parkinson’s disease—each under a conditional, time-limited approval®. This marks
the first time that iPS cell-based products have been brought into practical use.

This article introduces regenerative medicine products subject to approval and outlines the framework
of the conditional, time-limited approval system applied to these products.

1. Regenerative medicine products

1.1 Definition

Under Article 2, Paragraph 9 of the Act on Securing Quality, Efficacy and Safety of Products Including
Pharmaceuticals and Medical Devices (PMD Act), regenerative medicine products are defined as follows:

The term “regenerative medicine product” used in this Act refers to the following items (excluding quasi-

pharmaceutical products and cosmetics), as specified by Cabinet Order:

(i) the following items intended for use in human or animal healthcare which are obtained after
culturing or other processes using human or animal cells:

(@) reconstruction, repairing or formation of the structure or function of the bodies of humans or
animals;

(b) treatment or prevention of disease in humans or animals;

(iiy items intended for use in the treatment of disease in humans or animals which are introduced into
cells of humans or animals and contain genes to be expressed in their bodies.

Here, the term “Cabinet Order” refers to the Enforcement Order of the PMD Act. Appendix Table 2 of the
Enforcement Order sets forth the products that fall under “regenerative medicine products” as follows:

Human cell-processed products

(i) Processed human somatic cell products (excluding those listed in the following item and in item (iv))
(i) Processed human somatic stem cell products (excluding those listed in item (iv))

(iif) Processed human embryonic stem cell products

(iv) Processed human induced pluripotent stem cell products

Animal cell-processed products

(i) Processed animal somatic cell products (excluding those listed in the following item and in item (iv))
(i) Processed animal somatic stem cell products (excluding those listed in item (iv))

(iii) Processed animal embryonic stem cell products

(iv) Processed animal induced pluripotent stem cell products

Gene therapy products

(i) Plasmid vector products

(i) Viral vector products

(iif) Gene expression therapy products (excluding those listed in the preceding two items)

iPS cell-based products fall under “"Processed human induced pluripotent stem cell products” and are
therefore classified as “regenerative medicine product” under the PMD Act.

1 https://www.pmda.go.jp/PmdaSearch/saiseiDetail/GeneralList/4900X0000241 (RiHEART)
2 https://www.pmda.go.jp/PmdaSearch/saiseiDetail/GeneralList/4900X0000251 (AMCHEPRY)

3 MHLW “Press Conference Summary: Minister Ueno” (March 6, 2026)
https://www.mhlw.go.jp/stf/kaiken/daijin/0000194708 00902.html
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1.2 Framework of regulation

As with pharmaceuticals, a license is required to engage in the business of marketing and manufacturing
regenerative medicine products. (Articles 23-20(1), 23-22(1) and (2) of the PMD Act), and marketing
approval must be obtained for each item (Article 23-25(1)).

However, because the mechanism by which cell-processed products repair the body or treat disease is
fundamentally different from that of pharmaceuticals and the fact that such products are often
heterogeneous in quality, efficacy and safety, regenerative medicine products must be evaluated from
perspectives different from those applied to pharmaceuticals even in the situation of marketing approval.
Accordingly, the PMD Act provides that matters specific to regenerative medicine products—such as the
constitutive cells and transgenes—are to be examined at the time of marketing approval (Article 23-
25(2)(iii)), and notifications*® regarding the items to be included in marketing approval applications and
their attachments have also been issued.

1.3 Supplement —the Act on the Safety of Regenerative Medicine—

Note that, with respect to “regenerative medicine,” there is also regulation under the Act on the Safety
of Regenerative Medicine ® governing the provision of regenerative medical services and the
manufacture of specific processed cells, etc. While the PMD Act applies when a company manufactures
and markets products (intended for an unspecified large population) whose quality, efficacy and safety
have been confirmed, the Act on the Safety of Regenerative Medicine applies in situations where
regenerative medical treatment is provided to specific patients under the responsibility of a physician,
even though, in principle, physicians are afforded discretion in selecting drugs and procedures.

Under the Act on the Safety of Regenerative Medicine, “regenerative medicine” subject to regulation
means medical care performed using “regenerative medical technology” (Article 2(1)). “"Regenerative
medical technologies” are defined as medical technology that use processed cells, nucleic acids, etc.,
and are intended for the purpose of reconstruction, repair or formation of the structure or function of
the human body, or for the treatment or prevention of human disease, in principle (Article 2(2)).
“Processed cells” are defined as human or animal cells that have been cultured or otherwise processed
(Article 2(4)). However, when a technology uses only regenerative medicine product in accordance with
the uses for which it has been approved on the PMD Act, it is not considered to fall within “regenerative
medical technology” (Article 2(2)(i) in parentheses).

In addition, “specific processed cells” whose manufacture, etc. is regulated under the Act are defined as
processed cells excluding regenerative medicine products (Article 2, Paragraph 4).

2. Conditional and time-limited approval

2.1 Overview of the system

The conditional and time-limited approval system, provided for in Article 23-26 of the PMD Act, permits

4"Applications for Marketing Authorization for Regenerative Medicine Products” (PFSB Notification, August 12,
2014)
https://www.mhlw.go.jp/web/t doc?datald=00tc0290&dataType=1&pageNo=1

> “Points to Note When Applying for Marketing Authorization for Regenerative Medicine Products” (PFSB
Notification, August 12, 2014)
https://www.mhlw.go.jp/web/t doc?datald=00tc0292&dataType=1&pageNo=1

® Act on the Safety of Regenerative Medicine (Act No. 85 of November 27, 2013)
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granting of approvals with necessary conditions and for a period not exceeding seven years. Such
approvals may be granted after hearing the opinion of the Pharmaceutical Affairs Council, in respect of
regenerative medicine products whose quality is heterogeneous, which are presumed to possess the
efficacy, effectiveness or performance claimed in the application, and which are not presumed to have
no value in use due to significantly harmful action concerning their efficacy.

This system was established by the 2013 amendment to the PMD Act to facilitate earlier patient access
to regenerative medicine products. Owing to the use of human cells in such products, they tend to
exhibit heterogeneous quality reflecting individual differences, often taking a long time for the collection
and evaluation of efficacy data’, and frequently only involve a very small patient population®.

< Problems in applying the conventional approval system to regenerative medicine products >
Since human cells are used, product quality varies due to inter-individual variation, so it requires a long time to

[Conventional pathway to approval] collect and evaluate data to confirm effectiveness.
Clinical Clinical Trial
Research (Confirmation of efficacy and safety)

[Approval System for Early Commercialization
of Regenerative Medicine Products]

. Clinical Trial
Elmlcal h (Presumption of efficacy,
SSEIE Confirmation of safety)

- The efficacy was presumed from a limited number of cases in a shorter period than before.

> Earlier patient access!

Approval Marketmg
with Testing ;
iti Approval
conditions efficacy and | approval (3 lapl:epof A
I e with conditions and period
_period safety after
marketing

Explain the risks to the patient, obtain
— informed consent, and implement
post-marketing safety measures.

- The safety, acute adverse reactions etc. can be evaluated in a short period.

(Source: MHLW, “Outline of the Act for Partial Amendment of the Pharmaceutical Affairs Act (Act No. 84
of November 27, 2013)," p. 12; translated by the authors.)

Persons granted such approvals are required to conduct an annual survey of the product's
post-marketing performance and to report matters such as product shipment quantity and the
occurrence of defects to the Minister of Health, Labour and Welfare (Article 23-26(3) of the PMD Act and
Article 137-35(2) of the Enforcement Regulations of the PMD Act). In addition, they must re-apply for
standard marketing approval within the approval period (Article 23-26(5) and Article 23-25(1) of the
PMD Act).

2.2 Supplement —conditional approval for pharmaceuticals —

The PMD Act also provides a system of conditional approval for pharmaceuticals to ensure earlier patient

" MHLW “Outline of the Act for Partial Amendment of the Pharmaceutical Affairs Act (Act No. 84 of 2013)"
(November 27, 2013)
https://www.mhlw.go.jp/file/06-Seisakujouhou-11120000-lyakushokuhinkyoku/0000066816.pdf

8 Study Group on Institutional Frameworks in Regenerative Medicine “Institutional Framework for Enabling
Seamless Transition from Clinical Research to Practical Application in Regenerative and Cellular Medicine” (March
30, 2011)
https://www.mhlw.go.jp/stf/shingi/2r98520000017446-att/2r9852000001745n.pdf
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access, and this system was the subject to the recent amendment of the Act.

Under the amended PMD Act (hereinafter the “New PMD Act,” which comes into force on May 1, 2026),
a pharmaceutical may be granted conditional approval where: (i) it addresses a medical need that is
particularly high, such as an orphan drug for a rare disease; (ii) it is presumed to possess the efficacy,
effectiveness or performance claimed in the application; and (iii) it is not presumed to have no value in
use due to significantly harmful action concerning its efficacy. In such cases, approval may be granted
subject to conditions including the conduct of investigations concerning the product’'s quality, efficacy
and safety, the implementation of measures required to ensure proper use, and other necessary
conditions (Article 14-2-2(1) of the New PMD Act). A similar provision applies to medical devices (Article
23-2-6-2(1) of the New PMD Act). In addition, Article 74-2 of the New PMD Act provides for possible
revocation of conditional approval.

The amendment is expected to expand the range of pharmaceuticals eligible for conditional approval
and thereby improve earlier access to medicines for the treatment of rare and serious diseases.

There is an important difference between the system for regenerative medicine products and for
pharmaceuticals/medical devices: conditional and time-limited approval for regenerative medicine
products is granted with a specified time limit, and the holder must submit a further approval application
within that period. In contrast, conditional approval for pharmaceuticals and medical devices is not
subject to a prescribed time limit. Compliance is achieved by carrying out the required investigations
and measures attached to the approval.
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