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Outline

« Introduction
- Japanese Regulatory authorities (MHLW and PMDA)
 PMDA and its Organizational Structure
« Review Process of MAA for RMPs

- Regulatory History and Current Status of RMPs

- Safety Act and PMD. Act
« RMPs approved in Japan
« Number of Clinical Trial Notifications/Consultations

« Orphan Designation, SAKIGAKE Designation, and Conditional and Time-limited
Approval

« Collaboration with international regulators and Outreach Initiatives

MHLW: Ministry of Health Labour and Welfare
MAA: Marketing Authorization Application
RMPs: Regenerative Medical Products

m PMD. Act: the Act on Pharmaceuticals and Medical Devices
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Regulatory Authorities in JAPAN
MHLW PMDA

Ministry of Health Labour and Welfare

. L. L. e Scientific Review for Drugs, Medical
Final authorization of applications Devices and Regenerative Medical

Publishing Guidelines Products
Advisory committee GCP, GMP/GCTP Inspection

Supervising PMDA Activities Consultation for development
Safety Measures

Relief Services
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Ministry of Health, Labour and Welfare

Making everyone ’s lives brighter together M
Copyright © Pharmaceuticals and Medical Devices Agency, All Rights Reserved.



PMDA

Pharmaceuticals and Medical Devices Agency

- Established on 1 April, 2004 Review
EnsuringtE)oisSitive
. 1,063 Employees, as on April 2024 *Baance

- Review Department; 635
- Safety Department; 261

- Relief Department; 41 Japanese

Citizens

Safety

Relief

Relief measures

Continuous risk for health damage
mitigation efforts caused by adverse

drug reactions
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Organizational Structure of
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Review Process of MAA for RMPs in Japan

MAA: Marketing Authorization Application

Application
MAA

|

Standard | Priority e

review | review

i Inquiries/
! Responses
|
|
1

12 months E 6 months GCP inspection
i GCTP inspection
|
a
|
|
i Consultati

Approval

Opinion
(Positive or Negative)
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Outline

- Regulatory History and Current Status of RMPs

- Safety Act and PMD. Act
« RMPs approved in Japan
« Number of Clinical Trial Notifications/Consultations

« Orphan Designation, SAKIGAKE Designation, and Conditional and Time-limited
Approval

MHLW: Ministry of Health Labour and Welfare
MAA: Marketing Authorization Application
RMPs: Regenerative Medical Products

M PMD. Act: the Act on Pharmaceuticals and Medical Devices
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Regulatory History and Status of RMPs

“Regenerative Medical Products” (RMPs) has been defined As of 20 May, 2026
under the Act on Pharmaceuticals and Medical Devices (PMD. Act)

continuously published/updated relevant guidelines
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Regulatory Reform in 2014

Revision of the Pharmaceutical Affaires Law:
The Act on Pharmaceuticals and Medical Devices

The Act on the Safety of Regenerative Medicine

Enacted on 25 November 2014

These two acts were promulgated in November 2013 by the Japanese
Diet (Parliament) in line with the Regenerative Medicine Promotion
Act in order to reform the pharmaceutical and medical regulation related
to regenerative medicine.

Making everyone’s lives brighter together
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Two Acts Regulating Regenerative Medicine in Japan

Technology &
Regenerative Medicine

All medical technologies using Production and marketing of
processed cells which safety and efficacy regenerative and cellular
have not yet been established therapeutic products by firms

Safety PMD

Act The Act on the Safety of The Act on Pharmaceuticals/  aq
Regenerative Medicine and Medical Devices
Medical Care or Academic Research Purpose Commercial Product Marketing Authorization Purpose

Making everyone’s lives brighter together
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RMPs; Definition under PMD. Act

Article 2-(9)-(i), (ii):

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:

(a) 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;

(ii) 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.

« Cellular and tissue-based products

e.g.,
« CAR-T cell products

« Cultured cartilage

« Gene therapy products

e.g.,
« Recombinant viral vector products

EM.DA  mMRNA products except vaccines
Making everyone’s lives brighter together ) ) ) ) ) .
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Regulatory History and Status of RMPs

“Regenerative Medical Products” (RMPs) has been defined As of 20 May, 2026
under the Act on Pharmaceuticals and Medical Devices (PMD. Act)

1 continuously published/updated relevant guidelines
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Approved RMPs in Japan: Key Statistics and Trends

-2014 2020 2026 (FY)

No. of approved RMPs (rig.1)

vivo Gene therapy

, Oncology
based therapy

(57.7%)
9.2%)

Brain, Nerve

Type (Fig.2)

Area of disease (fig.4)

Orphan

21

SAKIGAKE (80.8%)

5

(19.2%) Approved products

26

Designation (Fig.3)

Fig.1: Approval includes two products that were withdrawn or expired. Figs.2-4: Excludes two withdrawn or expired approvals

m Figs.3 and 4: Based on the originally approved indication; indication extensions not considered

Making everyone’s lives brighter together
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No. of Clinical Trial Notifications/consultations

No. of initial Clinical Trial Notifications
in vivo Gene therapy
ex vivo Gene therapy
Cell/Tissue-based therapy

20
4 5 6
15 4 3
1 " 5 > 8
10 4 . 7 c . 5
3 3
5 2 11 5 2 3
9 9 5 7 8
0
2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 (FY)
o No. of formal consultations
140
120
100
80
60
40
20 . https://www.pmda.go.ip/files/000271121.pdf
0 https://www.pmda.go.jp/files/000265314.pdf
2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 (FY)

The number of initial CTNs and consultations were increased dramatically when the PMD
Act was enacted, and they have remained constantly high for the last decade.

Making everyone’s lives brighter together M
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https://www.pmda.go.jp/files/000271121.pdf
https://www.pmda.go.jp/files/000265314.pdf

Orphan Designation
* Objective

To promote the R&D of the products for rare diseases to provide the patients
with safe and effective products as early as possible

° Criteria for deSignatiOH Notification in English: https://www.pmda.go.jp/files/000268408.pdf

1. Number of patients (< 50,000 patients in Japan or one of the designated intractable diseases)
(in Japanese)

2. Medical needs (Serious diseases with high medical needs)
3. Possibility of development

* Incentive (underlines; PMDA-related)

- Grant-in-Aid for R&D of orphan designated drugs

Tax deduction for R&D expenses

Priority scientific consultation

Priority review (9 months; compared to 12 months for standard)
Premium drug pricing

Extension of re-examination period

Making everyone’ ’s lives brighter together M
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https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/kenkou_iryou/kenkou/nanbyou/index.html
https://www.pmda.go.jp/files/000268408.pdf

SAKIGAKE Designation

- Objective
To put innovative products into medical practice faster in Japan

» Criteria for deSignation Notification in Japanese: https://www.pmda.go.ip/files/000240376.pdf

1. Innovativeness - New mode of action (in principle)
2. Severity of target disease - Life-threatening or no curative therapies available
3. Prominent efficacy - No existing therapies, or probable significant improvement in
efficacy or safety compared to existing therapies
4, PIan/System - Submit the Marketing authorization application (MAA) in Japan first or at the same
timing (within 3 months) as the first MAA submission in other regions

 Incentive (underlines; PMDA-related)

Concierge service offered by senior review partner

Priority scientific consultation

Pre-assessment in consultation

Priority review (6 months; compared to 12 months for standard)
Premium drug pricing

Extension of re-examination period

Making everyone’s lives brighter together \W\M
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https://www.pmda.go.jp/files/000240376.pdf

Conditional and Time-limited Approval Scheme

[Conventional approval scheme] (CTL Approval Scheme)
)
. o Z $®
e S5 Market/U =0
o> Collection of clinical data =0 Approval U:g rees{ui: . g,g
%Q' (Confirmation of efficacy and safety) o surveys S5
o )
7 > 5
e/

[Conditional Time-limited approval scheme]

)

— )
. =0 0 Market/Use\| %%
> 3 o © P =R

3 A Cc_)II_ectlon of g2\ 22 Ma_rket/Use P Approval Use results ) &2

0n = clinical data 53\ &= Evaluation under the 553 surveys 52

62 || (Estimationof Jg§3 [ oS approval conditions a5%

3 o | | efficacy, ensuring /|5 & /] 3 S | (Confirmation of efficacy and /| B3 | Expiration of

= of safety) =T A EE further safety) o S| CTL Approval

)
"/ ___J
Plan for PMS study \ Development\ ; \ Confirmatory data collection
under Approval > of appropriate Imprig?rextat;gcaﬁ:zl:ldsitsig%dy > of use results, long term
Condition / use criteria / u PP / performance, etc.

M Modified from Maruyama et al., Adv Exp Med Biol, 1430, 155-179 (2023)
Making everyone’s lives brighter together M
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CTL Approval Scheme: Legal Basis

Conditional and Time-Limited Approval
Article 23-26

(1) When an item that the applicant for approval prescribed in paragraph (1) of the preceding Article intends to
market is a regenerative medicine product which falls under all of the following items, the Minister of Health,
Labour and Welfare may grant approval prescribed in paragraph (1) of the same Article for such item by
providing necessary conditions for the appropriate use of the item with a period not exceeding seven years,
notwithstanding the provisions of paragraph (2), item (iii), (a) and (b) of the same Article, after obtaining
opinions from the Pharmaceutical Affairs and Food Sanitation Council:

https://www.japaneselawtranslation.go.jp/ja/laws/view/3213#je ch6at?

(i) the regenerative medicine products pertaining to the application have heterogeneity;
(ii) the product is predicted to have the proposed indication or performance in the application;

(iii) It should not be predicted to be of no value for use as a regenerative medical product due to its markedly
adverse effects compared with the indication or performance of the application;

(2) When the Minister of Health, Labour and Welfare confirms that it is especially necessary to conduct an
examination under paragraph (2), item (iii) of the preceding Article pertaining to an application prescribed in
paragraph (5), the Minister of Health, Labour and Welfare may extend the period not exceeding three years from
the period prescribed in the preceding paragraph after obtaining opinions from the Pharmaceutical Affairs and
Food Sanitation Council.

(3) A person who has received approval prescribed in paragraph (1) of the preceding Article provided with conditions
and time-limits pursuant to the provisions of paragraph (1) must conduct an investigation on the results of usage
and other investigations for regenerative medicine products specified by Order of the Ministry of Health, Labour
and Welfare, and report the results of the investigations to the Minister of Health, Labour and Welfare pursuant to
the provisions of Order of the Ministry of Health, Labour and Welfare.

Making everyone’s lives brighter together \W\M
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https://www.japaneselawtranslation.go.jp/ja/laws/view/3213#je_ch6at7

Guidance for CTL Approval for Regenerative Medical Products and
the Development of subsequent Efficacy Evaluation Plan

Provisional Translation (as of March 2025)*

PSB/MDED Notification No.0329-3
March 29, 2024

To: Directors of Prefectural Health Departments (Bureaus)

Director of Medical Device Evaluation Division,
Pharmaceutical Safety Bureau,

Ministry of Health, Labour and Welfare
(Official seal ontted)

Guidance for Conditional and Time-Limited Approval for Regenerative Medical Products
and the Development of Subsequent Efficacy Evaluation Plan

Act on Securing Quality, Efficacy and Safety of Products Including Pharmaceuticals and Medical
Devices (PMD Act) provides conditional and time-limited approval for regenerative medical products
to ensure safety and to seek rapid practical application (Article 23-26). Four products have been
approved through conditional and time-limited approval scheme

With the aim of mereasing predictability of the application for the conditional and time-limited
approval scheme and promoting the further development of regenerative medical products, the
"Guidance for Conditional and Time-Limited Approval for Regenerative Medical Products and the
Development of Subsequent Efficacy Evaluation Plan" has been compiled as attached. Please notify
the related orgamizations under your jurisdiction of this Notification to utilize as a reference for the
development of regenerative medical products.

In addition, the copy of this notification is released to related associations and Pharmaceuticals and

Medical Devices Agency (PMDA).

https://www.pmda.go.jp/files/000274350.pdf (in English) (29 March 2024)

- To further enhance the development of regenerative
medical products by improving the predictability of
CTL approval

- Content

. Background

. Objective

. Scope

. Points to be considered for the review of CTL
approval for regenerative medical products and
assessment of the plan for post-marketing
approval condition assessment

D WNRE

Also refer to “"Guidance on Conditional and Time-Limited Approval for Human Cell-Processed Products Derived from
Mesenchymal Stem Cells or Mesenchymal Stromal Cells of Human Origin and Evaluation for Subsequent Efficacy Evaluation

Making everyone’s lives brighter together

EMDA Plan” https://www.pmda.go.jp/files/000274351.pdf (in English)(29 March 2024)
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https://www.pmda.go.jp/files/000274350.pdf
https://www.pmda.go.jp/files/000274351.pdf

Handling of the Conditional and Time-limited Approval
for Regenerative Medical Products
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https://www.pmda.go.jp/files/000278074.pdf (in English) (6 October 2025)

« To clarify the procedures of the CTL Approval Scheme
based on accumulated experience through consultation and
assessment

« Content

1. Procedures for CTL Approval

(1) Pre-application consultation

(2) 1-1 Application intended for the CTL Approval Scheme

and its review

Procedures after the CTL Approval
Procedures of Application after the CTL Approval
Basic approach regarding the utilization of the CTL Approval
Scheme and Japanese clinical data in cases where clinical trials of
regenerative medical products for rare diseases, etc. have been
conducted only overseas

5. Concept of quality control strategy throughout product Lifecycl
Copyright © Pharmaceuticals and Medical Devices Agency, All Rights Reserved. -
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https://www.pmda.go.jp/files/000278074.pdf

Outline

« Introduction
« Japanese Regulatory authorities (MHLW and PMDA)
« PMDA and its Organizational Structure
« Review Process of MAA for RMPs

« Regulatory History and Current Status of RMPs

« Safety Act and PMD. Act
« RMPs approved in Japan
« Number of Clinical Trial Notifications/Consultations

« Orphan Designation, SAKIGAKE Designation, and Conditional and Time-limited
Approval

« Collaboration with international regulators and Outreach Initiatives

MHLW: Ministry of Health Labour and Welfare
MAA: Marketing Authorization Application

RMPs: Regenerative Medical Products
m PMD. Act: the Act on Pharmaceuticals and Medical Devices
Making everyone’s lives brighter together B
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PMDA's International Offices

i

= i A S

i e

Washington D.C
PMDA Central Office, ' Office

Tokyo

Establishment of PMDA’s international hubs
to enhance international contribution/capability for regulatory proposal

Making everyone’s lives brighter together M
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General Consultation Service at Washington D.C. Office

| Favarite pages ] Search within PMDA site

EMDA MTFHEA EESERREEAGE { empa aboutpmoa ) ([l Formats oL )

Pharmaceuticals and Medical Devices Agency

( /Ty Satety Alert & Recalls/ Review Reports/ Package Inserts etc. :j-

enu for each ofvou ‘ Menu of each product ype

Regulatory Science/The
Sci

ience Board/Standard International Activities Start-up Companies in U-S-

Development

Reviews and Related Services Post-marketing Safety Relief Services for Adverse
Measures

Health Effects

I International Activities
PMDA
PMDA Washington D.C. Office General Consultation Service Washington D.C. Office

Free of Charge Consultation

"o Add this page to "Favorite pages™ @ Print the text

Guide for better understanding PMD Act
Provide initial general comment on Japanese
regulatory information to U.S. start-up companies .

Support procedures for formal consultation at For advice on o el e
PM DA TO kyo Oﬂ-’lce individual products, —elletee) crsEs )

Review Teams in

HQ will take over Contact points according
to
consultation contents

Making everyone’s lives brighter together M
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PMDA Asian Training Center
PMDA-ATC

- Established in 2016

« contribute to universal health coverage in Asia through regulatory
harmonization in the Asian region from capacity building PMDA-ATC in numbers

Total number of seminars

held by PMDA-ATC
| % @ (FY2016-2024)
1 2 0 times

Total n ber of Pmda
20 16 - 20 24 Chaonnel (\::uTu:e) ::deos

D released by PMDA-ATC

48.....

Total number of e-learning
course videos for overseas

All Participants 3,559 / Participants from Asia 3,067 elossed by PNDA-ATE
— 5 8 videos

Making everyone’s lives brighter together M
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PMDA-ATC Review of CGTPs Seminar 2025
for South-East Asian countries (15-17, July 2025)

E==T

Jausy 5838 [ESIPR PUS FEINSIRLIE

B0 MR S ENRHE

N = 4

B %" § Comments from the participants:
' W " "I find the case studies interesting and so much I have learned from

T T there.”
P ,! -«

. This seminar helped me deepen my understanding on CGTPs and

® learned key points for consideration in reviewing CGTPs in my home
| country. ”

"I will apply the knowledge from the seminar to develop CGTP
guidelines on registration.”

"As we have on-going review of a CGTP application, this seminar
m helped me to see the bigger picture of the evaluation of CGTPs.”

Making everyone’s lives brighter together M
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https://www.pmda.go.jp/english/symposia/0338.html

Where to Find Information?

Regenerative Medical Products

2. Approved Regenerative Medical Prodcuts

» List of Approved Products

s Review Reports

= Revisions of PRECAUTIONS

3. Support to Venture Companies

» PMDA's Support to Venture Companies [2.1MB]

» Doing business in Japan: What is attracting? [1.4 MB]

= Supports from Japanese government (MHLW) 8

4. Related Guidelines and Notifications for Regenerative
Medical Products

Marketing authorization application (MAA)

» Questions and answers (Q&A) on release testing of the imported regenerative medical products, PSB/MDED,
PSB/CLD Administrative Notice, 2024. [Japanese [144KB]] [English [143KB]]

« Guideline for comparahbility of human cell-processad products subject to changes in their manufacturing
process, PSE/MDED Notification No. 0329-1, 2024. [Japanese [431KB]] [English [245KE]]

Good tissue practice (GTP)

» Standards for biological raw materials, MHLW Motification No. 210, 2003. [Japanese [315KRB]] [English [T3KE]]

Review Reports: Regenerative Medical Products

Brand Name

Abecma

Initial Approval

Abecma

Partial Change Approval

Alofisel

Brand Name

Breyanzi

Initial Approval

Breyanzi

Partial Change Approval

Making everyone’s lives brighter together —_—

Non-proprietary Name

ldecabtagene vicleucel

|decabtagene vicleucel

Darvadstrocel

Non-proprietary Name

Lisocabtagene maralesucel

Lisocabtagene maraleucel

Copyright © Pharmaceuticals and Medical Devices Agency, All Rights Reserved.

Approved In

January 2022

December 2023

September 2021

Approved In

March 2021

December 2022

\1_\&\44\4“\

English Japanese
= =
English  Jazpanese
[607.25 | [B47.24 K
sl @ Bl
| ®
Back to Top
English Japanese
= =
| ®




For development in Japan

https://www.pmda.go.jp/english/int-activities/industry/0001.html

m BITBGEA ERKERBRVBESHRN
Pharmaceuticals and Medical Devices Agency

(& Safety Alert & Recalls/ Review Reports/ Package Inserts etc.) ([ﬂ Formats DL)

' International Activities

|For Industry - for development in Japan

1.0verview [+ ]

2.Regulations and Services of PMDA o

3.Information for Approved Products in Japan @

4.Procedures in Japan o

For Industry

for development in Japan

5.Advanced Efforts [+

6.Links [+



https://www.pmda.go.jp/english/int-activities/industry/0001.html

Where to meet PMDA staff members in-person?

- Global Bio Conference 2026, Seoul, 26-28 August, 2026

CONFERENC
GBC 2026

- ISCT ASIA 2026, Singapore, 2-5 September, 2026
ISCT ASIA 2026

SINGAPORE -« SEPT 2-5, 2026

SUNTEC CONVENTION CENTRE

. CELL & GENE MEETING ON THE MESA, 5-7, October, 2026
CELL i GENE

MEETING OMN THE M E S A

Making everyone’s lives brighter together



https://www.isctglobal.org/isctasia2026singapore/home-2026?gad_source=1&gad_campaignid=22649597234&gclid=EAIaIQobChMIrtWU5cu8lAMVaIO5BR2avRYYEAAYASAAEgJxF_D_BwE
https://www.gbckorea.kr/fairContents.do?FAIRMENU_IDX=14248&hl=ENG
https://meetingonthemesa.com/about-the-event/

Summary

Regenerative Medicine is regulated by two Act. (the Safety Act and the
PMD Act) in Japan.

« Twenty-six (26) regenerative medical products are currently approved
under the PMD. Act in Japan.

« The development of regenerative medical products has been encouraged
by several measures (e.g., Orphan designation, SAKIGAKE designation,
and Conditional and Time-limited Approval scheme) in Japan.

- The PMDA is actively strengthening collaboration with international
regulatory authorities and further expanding outreach initiatives to
facilitate the development of RMPs in Japan and globally.

Making everyone’s lives brighter together
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Thank you for your attention!
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