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Ice Breaker
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Agenda

◼ Regulatory Update in Japan
✓ Post-approval Change for Moderate risk (trial)
✓ Partial Approval Change with a period of suspension

◼ Science Board
✓ Microbiome
✓ EV products
✓ in vivo gene therapy products with Target Specificity

◼ Information
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Recent MHLW’s Initiatives

9. Jun, 2023
Report of the Panel of Experts on 
Comprehensive Measures to Achieve
Rapid and Stable Supply of Pharmaceuticals

https://www.mhlw.go.jp/stf/newpage_33548.html

• Ensure stable supply
• Strengthen drug discovery capabilities
• Resolve the issues of “drug lag/loss”
• Efforts toward appropriate distribution of pharmaceuticals

10. Jul, 2023～

Review Committee on Pharmaceutical Regulation 
for Strengthening Drug Discovery Capabilities 
and Securing Stable Supply

https://www.mhlw.go.jp/stf/shingi/other-iyaku_128701_00006.html

(MHLW; Minister of Health Labour and Welfare)

https://www.mhlw.go.jp/stf/newpage_33548.html
https://www.mhlw.go.jp/stf/shingi/other-iyaku_128701_00006.html
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Review Committee on Pharmaceutical Regulation for Strengthening Drug 
Discovery Capabilities and Securing Stable Supply

◼ Summary of considerations

◼ Promotion of pharmaceutical development

◼ Clinical trials

◼ Post-marketing safety measures

◼ Dissemination of information

◼ Quality

  

Report

April 4th, 2024

https://www.mhlw.go.jp/content/11121000/001248959.pdf
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Review Committee on Pharmaceutical Regulation for Strengthening Drug 
Discovery Capabilities and Securing Stable Supply

◼ Quality

Review the description of manufacturing 
process in Application Form and post-
approval CMC changes, taking into 
account international consistency 

◼ Introduce “middle-category” (pilot program)

◼ Introduce “annual report” (pilot program)

https://www.mhlw.go.jp/content/11121000/001248959.pdf
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Background: Post-Approval Change Reporting Categories 

ICH Q12 Classification Japan US EU

Prior Approval
PCA

(Partial Change Application)

PAS
(Prior Approval Supplement)

Type II Variation

Notification Moderate

MCN
(Minor Change Notification)

Not Approved Matters

CBE-30 Type IB Variation

Notification
Low

CBE-0

Annual Report

Type IAIN Variation

Type IA Variation

Not Reported
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ICH Q12 Classification Japan US EU

Prior Approval
PCA

(Partial Change Application)

PAS
(Prior Approval Supplement)

Type II Variation

Notification Moderate

MCN
(Minor Change Notification)

Not Approved Matters

CBE-30 Type IB Variation

Notification
Low

CBE-0

Annual Report

Type IAIN Variation

Type IA Variation

Not Reported

Trial Start!!

Preparing
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Partial Change Application 40 (Trial version)

PCA-40 Trial Notification PAC-40 is the variation of conventional PAC,

but the administrative processing time is 40 days.

(Conventional: 1 years)

Scope
• The changes which commit as “Moderate change”
     on the Shonin-sho (established condition).

• The changes which PMDA agreed as “Moderate change”
     on an official consultation.
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Partial Change Application 40 (Trial version)

Applicability 

Check

(10 days)

Review
(30 days)

Conventional Partial Change Application (1 year)

Not Applicable

Approval

40 days

Need Additional Data

Additional Review 
(+20 days)

Can’t answer in 30 days

Answer Approval

Still Need more data
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Criteria

The Criteria of PCA-40 is based on EP Guideline.
Guidelines on the details of the various categories of variations, on the operation of the procedures laid down in Chapters II, IIa, III and IV of Commission 

Regulation (EC) No 1234/2008 of 24 November 2008 concerning the examination of variations to the terms of marketing authorisations for medicinal products for 

human use and veterinary medicinal products and on the documentation to be submitted pursuant to those procedures

https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:52013XC0802(04)&from=EN

In general, these criteria are mainly for chemical products.

For biologicals (Examples)

➢ Change in storage conditions for biologicals, when the stability studies have 
       not been performed in accordance with an approved stability protocol.

➢ Change in parameter for manufacturing process, when the impact against 
quality is clarified as moderate.

Vague. Need Consultation!



Copyright © Pharmaceuticals and Medical Devices Agency, All Rights Reserved. 12

Partial Change Approval with a Period of Suspension

Manufacturers, etc. for products of pharmaceuticals or quasi-pharmaceuticals must implement 

manufacturing control and quality control for such products at their manufacturing sites as provided in 

Article 96 of Enforcement Regulation of the Act on Securing Quality, Efficacy and Safety of Products 

including Pharmaceuticals and Medical Devices (Order of the Ministry of Health and Welfare No. 1 of 

1961; hereinafter referred to as the “Enforcement Regulation”)

Shonin-sho

(Established condition)

Ministerial Order on the Standard of Manufacturing Control and Quality Control for
Pharmaceuticals and Quasi-Pharmaceuticals (GMP Ministerial order)

Old regulation

Applicant could claim a period of suspension of recent 

established condition for shipping products produced 

by former approved manufacturing process.

The period is specific date within 6 month.
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Partial Change Approval with a Period of Suspension (New Version)

The period is specific date within 6 month.

Industries can keep old products shipping 

until the old products run out .

• Only the old products produced or were 

producing before the partial change approval.

Flexibility is extremely UP!
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The Science Board, PMDA

The purposes of the Science Board are, advancing regulatory science and 

evaluate products with advanced science and technology in appropriate 

manner by enhancing cooperation and communication with academia and 

medical institutions, based on PMDA's philosophy to deliver safe and 

effective drugs, medical devices and regenerative medical products to the 

people and further promotion of medical innovations.

https://www.pmda.go.jp/english/rs-sb-std/sb/science-committee/0010.html
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Microbiome

◼ Report from PMDA Science Board (25 Feb, 2022)

https://www.pmda.go.jp/files/000249812.pdf (in English)

Table of Content
Introduction
1. Current Status for the development of 

FMT/LBPs
 1.1. Major disease areas for which LBPs 

are being developed
 1.2. FMT
 1.3. Challenges in LBP Development
2. New technologies for evaluation of LBPs
 2.1 Recent trends in classification and 

identification techniques
 2.2 Trends in methodologies for 

characterization of microbial consortia
 2.3 In silico safety evaluation
 2.4 In vitro evaluation

FMT; Fecal Microbiota Transplantation
LBPs; Live Biotherapeutic Products 

3. Non-clinical studies
 3.1 Pharmacological Studies (including 

Efficacy Support Studies)
 3.2 Pharmacokinetic Studies
 3.3 Non-clinical safety studies
4. Manufacturing (bank establishment), 

characterization and specification of LBPs
 4.1 Approaches to drug substance 

manufacturing and cell banking
 4.2 Characterization of LBPs
 4.3 Specification of LBPs
 4.4 Formulation Process Development
5. Considerations for clinical trials

https://www.pmda.go.jp/files/000249812.pdf
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Extracellular Vesicles (EVs) incl. Exosomes

◼ Report from PMDA Science Board (17 Jan, 2023)

https://www.pmda.go.jp/files/000268368.pdf (in English)

Table of Content
1. Introduction
 1.1. What is EVs?
 1.2. Composition of EVs
 1.3. Development of therapeutics using 

Evs
 1.4. Challenges in Development  
2. Manufacturing development and 

characterization
 2.1 Establishment and characterization of 

cell bank
 2.2 Manufacturing of drug product
 2.3 Characterization specific to EVs
 2.4 Safety evaluation against infectious 

agents incl. viruses

3. Non-clinical studies
 3.1 Pharmacokinetic Studies
 3.2 Pharmacological Studies
 3.3 Non-clinical safety studies
4. Clinical development
 4.1 Evaluation of PK/PD and efficacy
 4.2 Undesirable reaction such as allergies, 

and rejection reaction
 4.3 Design for First-in-Human studies

https://www.pmda.go.jp/files/000268368.pdf
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in vivo Gene Therapy Products with Target Specificity 

◼ Report from PMDA Science Board (20 August, 2024)

https://www.pmda.go.jp/files/000270120.pdf (in English)

Table of Content
1. General Remarks
 1.1. Background
 1.2. Scope of the report
 1.3. Target Specificity
 1.4. Definition of terms
2. Strategies for Conferring Target 

Specificity to Therapy Vectors/Modalities
 2.1 Lentivirus (LV) vector
 2.2 Adeno-associated virus (AAV) vector
 2.3 Adenovirus (AdV) vector
 2.4 mRNA and DNA

3. Development Tend of Noteworthy Cases
 3.1 CAR-T
 3.2 Hematopoietic stem cell (HSC) gene 

therapy
 3.3 Anti-malignant tumor drug (other than 
CAR-T)
 3.4 Regenerative medicine
 3.5  Genome editing (other than the above)
4. Points to Consider at the Start of Clinical 

Studies
 4.1 Characterization and quality control
 4.2 Nonclinical studies
 4.3 Matters to be considered when planning 

a clinical study
5. Summary

https://www.pmda.go.jp/files/000270120.pdf
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Next theme

Phage therapy products for AMR (antimicrobial resistance) infection.

The details are confidential.

VS

Phage AMR bacteria Antibiotics
Lose

Resist!
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PMDA established PMDA Washington D.C. Office as its first U.S. base

PMDA has enhanced to spread the information of Japanese regulation in English!
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New Guideline :Guideline for Comparability of Cell therapy 

Japanese

English Version

https://www.pmda.go.jp/files/000271048.pdf

https://www.pmda.go.jp/files/000267916.pdf
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PMDA website (English version) has been updating!

https://www.pmda.go.jp/english/review-services/reviews/0005.html

◆ Biosimilars

◆ Regenerative medicine

https://www.pmda.go.jp/english/review-services/reviews/0003.html

https://www.pmda.go.jp/english/review-services/reviews/cartagena-act/0001.html

◆ GMO regulation (Cartagena Act)

English Guidelines as well !
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https://www.pmda.go.jp/english/review-services/reviews/0005.html

Biosimilars Web Site
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Guideline for Ensuring Quality, Safety, and Efficacy of Biosimilars (English)

https://www.pmda.go.jp/files/000267479.pdf https://www.pmda.go.jp/files/000267480.pdf

Guideline Q and A
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https://www.pmda.go.jp/files/000268474.pdf

Standard for Biological Raw Materials
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https://www.pmda.go.jp/files/000268475.pdf

Standard for Biological Raw Materials, Operation Guidance



Thank you for your attention!


	Slide 0: Regulatory Updates and a Perspective on Biopharmaceuticals in Japan
	Slide 1: Ice Breaker
	Slide 2: Agenda
	Slide 3: Agenda
	Slide 4:   Recent MHLW’s Initiatives
	Slide 5: Review Committee on Pharmaceutical Regulation for Strengthening Drug Discovery Capabilities and Securing Stable Supply
	Slide 6: Review Committee on Pharmaceutical Regulation for Strengthening Drug Discovery Capabilities and Securing Stable Supply
	Slide 7:   Background: Post-Approval Change Reporting Categories 
	Slide 8:   Background: Post-Approval Change Reporting Categories 
	Slide 9: Partial Change Application 40 (Trial version)
	Slide 10: Partial Change Application 40 (Trial version)
	Slide 11: Criteria
	Slide 12: Partial Change Approval with a Period of Suspension
	Slide 13: Partial Change Approval with a Period of Suspension (New Version)
	Slide 14: Agenda
	Slide 15: The Science Board, PMDA
	Slide 16:   Microbiome
	Slide 17:   Extracellular Vesicles (EVs) incl. Exosomes
	Slide 18:   in vivo Gene Therapy Products with Target Specificity 
	Slide 19: Next theme
	Slide 20: Agenda
	Slide 21: PMDA established PMDA Washington D.C. Office as its first U.S. base
	Slide 22: New Guideline :Guideline for Comparability of Cell therapy 
	Slide 23: PMDA website (English version) has been updating!
	Slide 24: Biosimilars Web Site
	Slide 25: Guideline for Ensuring Quality, Safety, and Efficacy of Biosimilars (English)
	Slide 26: Standard for Biological Raw Materials
	Slide 27: Standard for Biological Raw Materials, Operation Guidance
	Slide 28

