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Abbreviation

ADR: Adverse Drug Reaction
DB: Database
EPPV：Early Post-Marketing Phase Vigilance
HCP: Healthcare Professional
ICSR: Individual Case Safety Report
MAH: Marketing Approval Holder
MHLW: Ministry of Health Labor and Welfare
OTC: over-the-counter
PBRER: Periodic Benefit Risk Evaluation Report
PMD act: Pharmaceuticals and Medical Devices Act 
PMDA: Pharmaceuticals and Medical Devices Agency
PMDSI: Pharmaceuticals and Medical Devices Safety Information
PSUR：Periodic Safety Update Reports
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Legal basis of ADR Report (Post-marketing)

 Reports from MAH (PMD Act. Article 68-10, 1)
• Drug
• Medical device
• Regenerative medicine （Cellular and Tissue-based Products）
• Quasi-drugs, cosmetics

 Reports from HCP (PMD Act. Article 68-10, 2)
• Drug
• Medical device
• Regenerative medicine （Cellular and Tissue-based Products）

 Reports of Vaccination from HCP (Preventive Vaccinations Act. 
Article 12, 1)

• Vaccination

 Reports from Patient (no legal basis, in trial)
• Drug

Obligational

3



4

Reports from MAH 

In the case of Drug ICSR
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Pre-approval Approval Post-marketing

Risk Management Plan

Post-market
commitment

Periodic Safety Reports
- use-results surveys
- specified use-results surveys
- post-marketing clinical study
- PSUR, PBRER

Re-examination

Re-evaluation
If necessary

Spontaneous ADR, infection ReportingADR/AE 
reporting

EPPV

6-10 years6 months

Time Schedule of Surveillance Systems 
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Standards of ADR Reporting by MAH
Domestic Foreign

Serious

Unexpected 15 days 15 days

Expected
15 days (death) -

30 days* -

Non-serious
Unexpected Annual Cumulative -

Expected - -

Unexpected ADR occurrence trends 15 days 15 days

Case indicating health hazard by change of 
ADR occurrence trends 15 days 15 days

* Except for death cases and 

- ADRs by new drugs (new ingredients) within 2 years after approval
- ADRs detected through EPPV

6



Safety Information Flow

Pharmaceutical Company

Healthcare professionals

ICSR

PMDA

ICSR Visit

Share
information

MHLW
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97%

3%

Electoric
submission

FD,CD or Paper

“Current Status of Internet Utilization for Regulatory Processes, 2014”.
Ministry of Health, Labour and Welfare. 2015.

http://www.mhlw.go.jp/sinsei/torikumi/07/jujo26.html, (accessed 29-11-2016)

Rate of electronic submission in 2015
(Drug, Quasi-drug and cosmetics Reports)
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ICH guidelines for ICSR
ICH E2B (R2): 
Data Elements for Transmission of Individual Case Safety 
Reports(ICSR)
http://www.pmda.go.jp/files/000156826.pdf

ICH M2:
Electronic Transmission of Individual Case Safety Reports Message 

Specification
http://www.pmda.go.jp/files/000156376.pdf

ICH E2B (R3): Since April 2016
Implementation Guide for Electronic Transmission of Individual 

Case Safety Reports (ICSRs) E2B(R3) Data Elements and Message 
Specification
http://www.pmda.go.jp/files/000156531.pdf
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Reporting format
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Reporting format
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PMDA website for MAHs

Notifications regarding 
ADR reports
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PMDA website for MAHs

Information page regarding ADR reports(E2B(R3))

Information from PMDA
– Reception time
– Additional information for reporting via postal 

or Over-the-counter
etc…

Information of Data Check Rule

Free tools for ISCR submission

Forms required for ADR reports
- Report format
- Form for MAH registration
etc…

Information for verification environment
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Free tools for ADR reports submission

Preview
in report 
format

Tool for creating ICSR files
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Reports from Patient 
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Direct Patient Reporting System for ADR

A project for receiving ADR reports from patients 
on trial basis via Internet
（Implemented by Mar 2019）

You can report from 
PMDA Web Page

Send reports 
via internet 

Database server

new approach 
to the safety 

measures 

◎Reports are used for the purpose of carrying forward safety measures for drugs such as identifying 
trends in occurrence of adverse reactions to drugs.

◎Based on reports and questionnaire results collected during the trial period, PMDA intends to revise 
the reporting system and then formally start receiving reports. 

◎Personal information is stored separately from reports. 17
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1. Reporter details
 Name, age, contact information (home address, mail address etc.)

2. Patient characteristics
 Relation to reporter, gender, age, etc.

3. Suspect reactions/events
 Reaction, start date of reaction, outcome, primary disease, etc.

4. Suspect medicines
 Name of the medicine, etc.

5. Medical institution information
 Whether any medical institution that PMDA can contact directly 
exists or not, permission to contact medical institution directly

6. Additional details 

Required information
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Start 
here!

Web Page
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Images of ADR reports from patients

Name

Age

Home address
E-mail address

Reporter 
details
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FY 2011 2012 2013 2014 2015 

Report 
number 30 154 122 91 186

Public release of ADR cases from patients 

Public release of ADR line listing
- per case
- per brand name
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Cycle of safety measures
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Data Analysis

Data processing flow of safety reports
MAHs

ADR DB

HCPs

via
– Electrical transmission
– Post
– Over-the-counter

*Submission of ICSR files is mandatory

via
– E-mail
– Fax
– Post

via
– Website

Patients

Create ICSR files by PMDA

Populate ICSR into ADR DB Populate into ADR DB

23



Occurrence of ADR

Collection of information

Data analysisDecision of 
safety measures

Provision of information

Detection of ADR

Cycle of safety measures



Thank you!
tsukuda-mariko@pmda.go.jp
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