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“Principles for the Evaluation of Vaccines 
Against the Novel Coronavirus SARS-CoV-2”
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• To ensure the efficacy and safety of vaccines used in Japan and accelerate vaccine development, the first edition of a
guidance summarizing principles for evaluation on non-clinical and clinical study data required for initiation of a
clinical study and application for approval was issued on September 2, 2020.

• To date, Appendices 1, 2, and 3 have been issued to supplement the first version in view of the current social
circumstance and findings from development of vaccines against SARS-CoV-2 .

Background

September 2, 2020
Principles for the Evaluation of Vaccines Against the Novel Coronavirus SARS-CoV-2 (first edition) issued

April 5, 2021
Appendix 1_Evaluation of vaccines against variants issued

 It presents principles for evaluation of the efficacy and safety of vaccines against variants in Japan based on knowledge at present and 
overseas guidance on variant vaccine development in response to a statement of companies which have already granted regulatory approval 
or emergency use authorization of SARS-CoV-2 vaccine that they will develop vaccines against variants by modifying the existing vaccine.

June 11, 2021
Appendix 2_Ethical Considerations for Subjects in Placebo-Controlled Studies issued

 It presents principles for the ethical consideration given to subjects assigned to a placebo group in ongoing or future clinical studies for 
development of vaccines against SARS-CoV-2 in view of the circumstance that the Official Vaccination Program in Japan has been 
initiated and an increasing number of people will be vaccinated in the future.

October 22, 2021
Appendix 3_Principles for the Immunogenicity-based Evaluation of Vaccines Against the Novel Coronavirus

 It presents principles for design of confirmatory clinical trials to evaluate the efficacy of new vaccines against SARS-CoV-2 in
unvaccinated subjects on the basis of the immunogenicity in accordance with the ICMRA consensus from an ethical viewpoint since the 
official vaccination programs have progressed worldwide, making it increasingly difficult to evaluate preventive effects of vaccines on the 
basis of clinical events (onset, etc.) in placebo-controlled trials.

Time line



Collection and evaluation of 
Safety Information for COVID-19 Vaccines
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Enhanced by introducing electronic 
reporting system

○ AEFI reporting system
- If doctors suspect adverse reactions or specific symptoms 

occurring within a specific period, those information 
should be reported to PMDA.

○ Post-vaccination health status survey (by MHLW)
- A questionnaire-type survey is conducted on specific 

symptoms and illnesses which are relatively frequent 
(fever, swelling at the inoculation site, etc.) in general 
vaccines.

○ Early-phase health survey (by MHLW)
- 100% follow-up survey in very early-phase of vaccination 

campaign. 
- Symptoms and illnesses for a certain period (about 1 

month) after vaccination are collected in approx. 10,000 
HCPs.

○ Post-marketing surveillance (by MAH)
- Collecting safety information for general and/or specific 

groups (ex. pregnant women, pediatric). Surveillance plan 
is to be determined at the time of marketing approval.

Passive Surveillance

Active Surveillance

＜Enhancement for COVID-19 vaccines＞

Enhanced by introducing electronic 
reporting system

Special survey specific for Covid-19 
vaccines



Special survey specific for Covid-19 vaccines
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Medical 
institutions

Report

PMDA

Survey & 
Analysis

Survey results

MHLW

Implement 
necessary 
measures

Evaluation by 
the CouncilSurvey

Report sharing
（in cooperation 
with NIID）

Flow on the report and evaluation
(in the AEFI reporting system)

○ Expert Advisory Council (in MHLW)
- Monitoring the number of reports, evaluation of individual 

cases and considerations of necessary measures

○MHLW, NIID, PMDA
- Real time monitoring of safety information reported
- Conducting field surveys on individual cases for details, if necessary

●Evaluation

Held more frequently than usual 
Ad-hoc in an emergency

＜Enhancement for COVID-19 vaccines＞



Information sharing in a timely manner 

7

Side Effect Subcommittee of the 
Immunization and Vaccine Section 
Meeting in the Health Science 
Council has been held frequently 
to provide an overview of the 
status of instances of suspected 
adverse reactions to COVID-19 
vaccines.

The Health Science Council of MHLW

18th February 2022

24th December 2021

21st January 2022

MHLW Press Release: 
Report of suspected fetal cases 
after receiving the COVID-19 
vaccine 

https://www.mhlw.go.jp/stf/newpage_17104.html

Vaccine Safety Information contains:
• Status
• Vaccine Name
• Date of vaccination
• Date of occurrence
• Age
• Sex
• Health issues
• Evaluation

https://www.mhlw.go.jp/stf/newpage_17104.html


Safety measures and provision of information 
related to measures against COVID-19
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The following safety information is posted on the PMDA website
 Safety measures for COVID-19 product

Provision of Safety Information regarding COVID-19 
related products

• Alert for Proper Use of Ivermectin

※ Also available via the PMDA medi-navi

• May 2021 Compliance with Dosage and Administration  (COMIRNATY) 
• June 2021 Deletion of ”Acute renal disorder” in “11.1 Clinically significant adverse reactions” etc. (VEKLURY)
• July 2021 Revision of Precautions related to myocarditis and pericarditis (COMIRNATY and SPIKEVAX)
• July 2021 Revision of Precautions related to thrombosis, capillary leak syndrome and Guillain-Barre syndrome 

(VAXZEVRIA)
• Sept. 2021 Revision of Precautions related to alternate vaccination (COMIRNATY, SPIKEVAX and VAXZEVRIA) 
• Oct. 2021 Revision of Precautions related to myocarditis and pericarditis in male adolescents and young adults 

pericarditis (COMIRNATY and SPIKEVAX)
• Dec. 2021 Revision of Precautions related to anaphylaxis etc.  (COMIRNATY and SPIKEVAX)

https://www.pmda.go.jp/about-pmda/news-release/0012.html

Information on drug safety 
measures

[PMDA's Efforts to Combat COVID-19]
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Sharing information through social media

• MHLW’s official Twitter and 
Facebook share the latest information.

• Official LINE account also shares 
information on incidents and 
prevention of COVID-19.

https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/covid-19sns.html
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ICMRA
(International Coalition of Medicines Regulatory Authorities)
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https://www.pmda.go.jp/int-activities/int-harmony/icmra/0001.html 

A voluntary, executive-level, strategic coordinating, advocacy 
and leadership entity of regulatory authorities (36 regulatory 
authorities) that work together to 

• address current and emerging human medicine regulatory and 
safety challenges globally, strategically and in an on-going, 
transparent, authoritative and institutional manner

• provide direction for areas and activities common to many 
regulatory authorities’ missions etc.

Chair
・ Ms. Emer Cooke

EMA
Vice Chair
・Dr. FUJIWARA
・Dr. John Skerritt

TGA （Australia）
Main Strategic Areas
1. Innovation Project （Utilization of method and results of horizon scanning）：

Japan serves as Co-chair
2. Communications：assigned as ICMRA PR

Japan is responsible for website updates, and operation and maintenance management



Global regulatory workshop on 
COVID-19 vaccine development

#1 March 18, 2020
#2 June 22, 2020
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ICMRA major activities for COVID-19
-workshops-

Global regulatory workshop 
on COVID-19 therapeutic 
development 

#1 April 2, 2020
#2 July 20, 2020

Global regulatory workshop on 
COVID-19 Real-World Evidence 
and Observational Studies

#1 April 6, 2020
#2 May 19, 2020
#3 July 22, 2020
#4 October 13, 2020
#5 January 25, 2021
#6 May 10, 2021

Vaccine Safety 
Collaboration Workshop

#1 January 13, 2021

COVID-19 Virus Variants Workshop 
#1 February 10, 2021
#2 June 24, 2021
#3 January 12, 2022

Pregnancy and Lactation 
Workshop

#1 February 9, 2021

ICMRA-Industry Workshop on 
Enabling Manufacturing Capacity in 
the COVID-19 Pandemic 

#1 July 7-8, 2021

Co-chairs:
Dr. FUJIWARA (PMDA)
Dr. June Raine (MHRA)

http://www.icmra.info/drupal/en/covid-19

http://www.icmra.info/drupal/en/covid-19


Regulatory Agility

ICMRA Remote Inspections
• Many countries and regions have started remote 

inspections since Covid-19 pandemic. The GCP 
and GMP Remote Inspection methods in each 
region are shared, and the experience of the remote 
inspection is summarized in the Reflection Paper. 
(10th December 2021)

• Pilots project for hybrid (on-site/remote) 
inspections of post-approval changes is now under 
consideration.
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https://www.icmra.info/drupal/sites/default/files/2021-
12/remote_inspections_reflection_paper.pdf

https://www.icmra.info/drupal/sites/default/files/2021-12/remote_inspections_reflection_paper.pdf
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“Remote inspection using ICT tools"

Remote GMP Inspections in Japan

• It is difficult to grasp the actual situation of the manufacturing site 
only with the conventional desktop inspection.

• Deeper inspection method was required for the inspection of 
manufacturing sites assessed to have a high risk.
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Remote GCP Inspections

• Implementation policy
• Procedure
• Consideration for preparing evidence material
• Consideration for web conference system 

Remote GCP inspections have started from May 2020.

• PMDA can conduct remote inspections to Sponsors.
• Confirmation of management on clinical trial sites by 

sponsor can be done without GCP on-site inspection
https://www.pmda.go.jp/files/000235011.pdf

• Notification documenting the method of remote GCP 
inspections was published on Nov. 16, 2020. 
https://www.pmda.go.jp/files/000238733.pdf

https://www.pmda.go.jp/files/000235011.pdf
https://www.pmda.go.jp/files/000238733.pdf
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“Electronic-Informed Consent” will be an option in clinical trials from April 2022.
Electronic-Informed Consent in Clinical Trials

• To accerelate subject enrollment to clinilal trials
Informed consent by video conference system
Obtaining a signature to Informed consent forms by 

electronic methods (ex. Digital sign by tablet)

• Notification will be issued, and the following 
points will be explained:
Basic concept (securing subjects’ human rights and 

safety, scientific quality, and reliability etc.) 
Points to consider (Identify verification, procedures 

etc.)
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Acquiring and Sharing Asian Data

Japan

Asian countries

https://en.atlas.ncc.go.jp/

National Cancer Center Central Hospital
(NCC)

https://ccs.ncgm.go.jp/050/en/
capacity_building/arise.html

National Center for Global 
Health and Medicine 

(NCGM)

•NCC
•National Cancer Institute, Malaysia
•Sarawak General Hospital
•Hospital Kuala Lumpur
•Hospital Sultan Ismail
•Hospital Pulau Pinang
•National Cancer Hospital, Vietnam
•Ho Chi Minh City Oncology Hospital
•St. Luke's Medical Center, Philippines

Participating facilities as of Mar.,2022
Participating facilities as of Mar.,2022

•NCGM
•Nagasaki University
•Osaka University
•University of Indonesia
•Faculty of Medicine Siriraj Hospital,
Mahidol University

•University of the Philippines Manila

https://en.atlas.ncc.go.jp/
https://ccs.ncgm.go.jp/050/en/capacity_building/arise.html


Working as “Team Asia” toward Asian people
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Maximizing potential of Asia in Drug Development for the people in Asia, 
and the world

Asian Collaboration is the Key!

 Regulatory agility
 Asian studies allow
 To develop products to meet unmet medical needs in Asia 
 To find appropriate dosage & administration for Asian people 
 Challenges
 Close cooperation of stakeholders

-Academia, Industries and regulatory agencies among Asia 
 Regulatory convergence
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Thank You!
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