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Organization Chart (As of October 1,2012)

http://www.pmda.go.jp/english/about/images/organization_flow.gif�


The Number of Staff (Safety Division)
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65
136

April 2008 April 2012

(15.3% 
of total) 

(20.0% 
of total) 



Major Post-Marketing Surveillance 
(PMS) Systems in Japan
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１．Re-examination system
２．Re-evaluation system
３．Adverse reaction and 

infectious diseases 
reporting system 

（Pharmaceutical Affairs Act : PAA）

４．Early Post-marketing Phase
Vigilance (EPPV)

Purpose:

Ensuring
・effectiveness
・safety
・quality
of post-marketing



Post-approval ADR Reporting Rule by MAH
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Serious-
ness

Predict-
ability

Time frame of report 
to PMDA

Serious Not 
predictable

15 days

Predictable - Death etc.* 15 days
- Others    30 days

Not 
serious

Not 
predictable

Annually
(Annual Cumulative Report)

Predictable -

* - Death
- ADR caused by new drug ingredient within 2 years after approval   
- ADR detected by Early Post-marketing Phase Vigilance (EPPV)

• Reporting time frame 
depends on seriousness 
and predictability of the 
case. (Article 253 of the 
Ministerial Ordinance on PAA)

• No timeframe defines 
for HCP reporting



ADR Report from Health Care 
Professionals (HCPs)
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• Voluntary basis
- since 1967: designated medical institutions
- since 1984: designated pharmacies
- since 1997: all medical institutions and pharmacies 

• Stipulated in PAA
- since 2003

• HCPs shall report to MHLW when  they
- detect occurrence of any disorders suspected to be

caused by ADRs
- confirm that it is necessary to prevent occurrence or
spread of hazards

• No timeframe defines for HCPs reporting



Direct Investigation by PMDA (since 29th July, 2010)

(limited in the case of death or severe ADR)
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MHLW

Feedback

Investigation

(Paper and 
Electronic 
Reports)① ②

⑤

Electronic 
Reporting

Postal 
Mail

FAX

:Since July, 2010
③④

HCPs

MAH PMDA



ADR Report from HCPs
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● Number of investigation by PMDA : 
Death : 83cases, Serious :  1,090cases

(date of December 31,2012)

● Number of feedback to MAH : 1,101cases
(date of December 31,2012)

● Proportion of investigation by PMDA  : 
1st Apr. 2012 – 31th Aug. 2012

By PMDA
18%

By MAH
29%

Other than serious
53%



The Number of ADR/infection Reports
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ADR/infection reports from MAH, Japanes
ADR/infection reports from MAH, overseas
ADR/infection reports from HCPs



Early Post-marketing Phase Vigilance (EPPV)
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Scheme of Early Post-marketing 
Phase Vigilance (EPPV)
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Purpose and Meaning of EPPV
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● Promote proper use of new drugs
● Detect serious ADRs earlier
● Take safety measures quickly

・ Protect patients from known/unknown ADRs
・ Secure patients to access new drugs
・ EPPV for quick and effective action to early

stage safety problems
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Yellow Letter*1

Signal detection
From ICSR database

Approximate time 
after obtaining 
information which 
triggers safety review 
for revision of PI

If emergent measures necessary

If safety measures 
should be taken swiftly

Blue Letter*2

Revisions of package insert (PI)
（approx.200 notification for revisions/year）

(once in several years）

(1-2times／year）

Information
Provision

17

Time course of review for safety measures
in typical cases of package insert (PI) revisions

2days – 2weeks

2weeks – 6weeks

6weeks – 10weeks

7weeks – 11weeks

8weeks – 12weeks

Review of the information / company interview if necessary

ADR reports  from companies
(in Japan: 30000-40000 cases/ year
Foreign reports:More than 200thousand/year)

Reports on safety-related studies 
and actions taken abroad
（approx.1000 reports/year）

Evaluation of 
Individual case report

Internal review by PMDA on the necessity of safety measures

Consultation to experts on draft reccommendation of PI revision

PMDA recommends MHLW on safety measures to be taken

Notification to MAH requiring  the package insert revision 

Evaluation

Note: ＊1：Yellow Letter is “Dear Healthcare Professional Letter of Emergent Safety Communications”
＊2：Blue Letter is “Dear Healthcare Professional Letter of Rapid Safety Communications”



Information on safety measures
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•Spontaneous ADRs/infections reports
•Research reports/reports of measures 
taken overseas
•Periodic safety reports and periodic safety 
update reports
•Reports for unexpected/non-serious ADRs
•Periodic reporting system for infections

etc.



Safety Measures Triggered by ADR Reports
from HCPs
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Systemic allergies 
occurred with people 
who use the face wash 
containing hydrolyzed 
wheat



Pilot Program of 
“Direct Patient Reporting System for Adverse Drug Reactions” 
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（since 26th Mar. 2012）



ADR Reports by Patients 
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(26th Mar. 2012 – 31th Dec. 2012)
1. Number of reports : 164 reports
2. Number of drugs : 213 drugs（201 prescription 

drugs , 12 OTC drugs）
3. Status of reporters : 129 reports from patients or 

consumers, 35 reports from families
4. Fatal cases : 7 reports
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PMDA English website 
http://www.pmda.go.jp/english/index.html
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Pharmaceuticals and Medical Devices 
Information E-mail Service (PMDA medi-navi)
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Information delivered by “PMDA medi-navi”
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・Yellow Letter , Blue Letter
・Recall Information
・Approval Information
・Notice Revision of PRECAUTIONS
・Pharmaceuticals and Medical Devices
Safety Information

・PMDA Medical Safety Information
etc.
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The Number of Subscription to the PMDA medi-navi
（件数）
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Risk management plan (RMP)
in Japan
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• Draft guidance 
－Public consultation; April 20th-October 31st ,2011
－Pilot execution of RMP

・Collaboration with applicants
－Revision by public comments

• Notification
－April 11, 2012: Guidance of RMP
－April 26, 2012: Format of RMP
－September 7, 2012: Q&A of RMP was published
－Some points are under discussion by industries, MHLW

and PMDA
－Additional Q&A of RMP will be published in the first 

quarter of 2013
－The guidance will be applicable after April 1, 2013



RMP Conceptual Diagram

- 35 -

Risk Minimization Action PlanPharmacovigilance Plan

Routine Activities

Additional Activities

Safety Specification

Important identified risks
Important potential risks
Important missing information

Additional Action
Necessity  or Unnecessary 

(Review) No

Yes

Spontaneous Report
Literature Search

Package Insert
Drug Guide for Patient

•Strengthen the gathering 
spontaneous report due to early 
postmarketing phase vigilance 
(EPPV)
•Use-Results Surveys
•Specified Use-Results Surveys
•Surveys on Post Marketing 
Clinical Trials
•Post marketing clinical trials

•Provision of Information on Early                    
Postmarketing phase Vigilance 
(EPPV)
•Preparation and provision of 
materials for proper use
•Rapid release of information 
obtained by PhV
•Provision of information to 
patients,
•Access Limitation   etc

Pharmacovigilance 
and/or Risk Minimization

activities
(Review)

Additional Pharmacovigilance

Additional Minimization Plan Benefit –Risk
Balance 
Assessment

Periodic Report
No

Yes
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PMDA English website ( http://www.pmda.go.jp/)



Contents of RMP
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1. Introduction
2.Risk Management Plan
3.Safety Specification
4.Pharmacovigilance Plan
5.Plan for Survey/Study on Efficacy
6.Risk Minimization Plan
7.Evaluation of Risk Management Plan 

and Report to PMDA



Characteristics of RMP in Japan
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• Optimal risk management and data collection
－Incl. generic drug

• Start to discussion at the submission of NDA
• Set up milestones

－Obvious goal of surveillance
－Revision of RMP by new information, if 

necessary.
• Transparency among stakeholders

－Comprehensive information collection & 
risk management thorough life-cycle of 
the product
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Risk Manager system
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• For the continuous and comprehensive benefit-risk evaluation
－Through life-cycle of product

・From development stage to review period and post-approval stage
・Integration of information of development and post-marketing stage

• Advise to developing product
－To clarify the safety issues
－To make safety measure before approval
－To identify issues to collect post-marketing data
－To avoid misuse
－To make user friendly information (incl. labeling)

• Liaison between clinical development and post-marketing safety measures

• 13 Risk Managers in different disease areas

• Risk Managers will be mainly in charge of RMP  



Throughout Drug Life Cycle
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development of early 
post-marketing phase 

vigilance plan 

Advice on 
Drug’s post-marketing 

safety measures 

evaluation of the result 
of post-marketing survey 

(Clinical Trial Consultation)

Risk Manager

Review Department Safety Department

(Act as Liaison)

Development Review Post-
marketing
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- 44 - EMR : Electronic Medical Record
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Goal of MIHARI project
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What is our Goal?
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Thank you for your attention.

http://www.info.pmda.go.jp/

takamatsu-shoji@pmda.go.jp

http://www.info.pmda.go.jp/�
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