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Regulations on PV in Japan

Yuka lida
Office of Safety Il, PMDA, Japan
11t May 2017



Today’s Agenda

v’ Japanese Regulatory Authorities
v’ Regulations on Pharmacovigilance in Japan

v New Challenge



Japanese Regulatory Authorities

Ministry of Health, Labor, and Welfare (MHLW)
e MHLW is tasked with health-related policy development.

e MHLW!’s responsibilities in policies and administrative measures
include:
» Final judgments concerning approvals
» Product withdrawal from the market

Pharmaceuticals and Medical Devices Agency (PMDA)

e PMDA is an agency that works with MHLW.

e PMDA’s responsibilities in assisting MHLW measures include:
» Approval review of drugs and medical devices
» GCP/GMP/GLP inspection
» Collection and analysis of adverse event data
» Relief services for adverse health effects



Vigilance Operation Flowchart

Medical institutions

Collection of safety
information

Reporting of safety
information

Ministry of Health,

Marketing
hils .ﬂ,nd. = | ahour and Welfare
Authorization Holders (MHLW)

Immediately
accessible
g
Database
Input and maintenance
Collection/confirmation of information
of information . ) ;
rogatditg qualty; — Recelp_t of mfo_rmathn - .
efficacy, and safety of Spor i g fogerding quality, efficacy, and RO ~ Keeping track of all the
drugs and medical safety of drugs and medical z :
. devices information
devices \ Information regarding
Analvsis -overseas'regqlatory actions
Y and medical literature
Considering safety Hearing : §
g =
S Corporate hearing ‘ .
Planning/development
of safety measures
Notification regarding : :
issue under consideration/ Data collectmn/analyms
opinion exchange Discussion
e e i
- " with experts
. . Reporting
Results of review/analysis
Broad dissemination Consultation on drugs and 7 ~ Pharmaceutical
of information medical devices ! — ~ Affairs and Food
' ) Sanitation Council

: o : o . Broad dissemination
Requesting revision of package insert, giving guidance of information

Implementing safety . for product improvement, requesting recall, etc. i lmplementation of
measures ~_ safety measures

Medical institutions

Broad dissemination
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Structure of PV System in Japan

Pharmacovigilance
System in Japan Enterprise reporting system

Adverse drug reaction Reporting system for safety
— and infection reporting information of drugs and medial
system devices

——  Periodic Safety reports

Regular reporting system for infection

— Reexamination system WHO Programme for

International Drug Monitoring(PIDM)

—  Reevaluation system

Early Postmarketing Phase Vigilance (EPPV)

Patient Reporting Adverse Drug Health
system Reaction Relief Information
(in Pilot stage) system Databases




ADR and infection reporting




ADR and Infection Reporting

4-10 years

(8 years in principle for Drugs

/ 6 months

7N

Approval

[ \

- EPPV

with New Active Ingredients) ~ \/

[ 1111

Reexamination

>

Periodic Safety
Reports

If necessary

~
\

Reevaluation —»

ADR and infection report



Number of Domestic ADR Reports
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Number of ADR Reports
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ADR and infection reporting
- from MAH -




Post-marketing Activities by MAH in Japan

ICSR Expedited
(spontaneous report) Periodic
Drug Use Investigation
PMS Reexamination Drug Us.e Investlga.tlon
of Special Population

Post-marketing Clinical Trial

Periodic Safety Report

Incl. PSUR
Periodic
Re-evaluation Ad hoc
Quality

Risk Minimization
Risk Communication

finda n

EPPV




Standards of ADR Reporting by MAHs

Severity Predictability Domestic Foreign
Unpredictable 15 days 15 days
Serious 15 days (death) -
Predictable
30 days* -
Unpredictable Annual . -
Non-serious Cumulative
Predictable - -
Unexpected ADR occurrence trends 15 days 15 days
Case indicating health hazard by change 15 days 15 days

of ADR occurrence trends

* Except for death cases and
- ADRs by new drugs (new chemical entities) within 2 years after approval
- ADRs detected through EPPV

12



Flow Chart Describing the HCPs ADR Reporting
System - Investigated by MAHs

+ Provide
L L information
Eee———>

Medical institutions MAH

PMDA
Database Information
= sharing
<essss——)

= Data




ADR and infection reporting
- from Healthcare Professional -




Reports from HCP

Publicity Poster
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Healthcare professionals
(medical doctor, dentist,
pharmacist etc.) should
report information
regarding the health
damages, etc. encountered
in daily clinical settings in
association with the use of
drugs and medical devices
etc..
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ADRs Reporting from HCP

®Reporting is an obligation for HCPs.

—Reports are submitted directly to PMDA in accordance with
the PMDA. Act.

®Information to be reported

—Information (cases) regarding the onset of ADRs, infections
or malfunctions resulting from the use of drugs or medical
devices for which reporting is deemed necessary from the

point of view of preventing the occurrence or spread of
hazards in public health

®Reporting time limit is not defined

finda 16



The Data Elements of HCP Report

Reporter’s information

Name, Medical institution name, Qualification,
Address, Telephone number, FAX number

Patient Characteristics

Initial, Sex, Height, Weight, Onset age,
Gestation period, Primary disease,
Complication, Medical history, Past ADRs
history, Other relevant condition

Reaction(s)/event(s)

Name of ADR, Outcome, Start date/ end date,
Seriousness, Effects on fetus

Laboratory test results

finda

Drug(s) information

Suspected drug names, the MAH of the
drugs, route of admin., start date/ end
date, indication, concomitant drug
names

Narrative case summary and
further information

Clinical course and therapeutic
measures, relevant treatment, reporter
comments

Provision of case information
to MAH



Information Flow of HCP Reports
HCP MHLW

184
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Inquiry
by MAH sharing
MAH ‘ Information PMDA DB
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MAH Report
Data accumulation
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Early Post-Marketing Phase
Vigilance (EPPV)




Early Post-Marketing Phase Vigilance

4-10 years

(8 years in principle for Drugs
with New Active Ingredients)

/ 6 months

/

A

[

Approval

(EPPV)

\/

- EPPV

[ 11 ]]

Reexamination

Periodic Safety
Reports

>

If necessary

Reevaluation —»

ADR and infection report
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Overview of EPPV

e EPPV is a requirement for most New drugs.

 EPPV involves a period of intensive vigilance spanning
the first six months of marketing of New drugs.

e EPPV is performed

— to promote proper use of drug in medical treatment
(risk minimization activity)

— to quickly identify the occurrence of serious adverse
drug reaction (Pharmacovigilance activity)

21



Flow of EPPV

Sale IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII) 6months 8month

S

|
Delivery of new drugs
to medical institutions Report to
PMDA

Preparation of
the protocol of
EPPV

Zmonths EEEEEEEEEEEEEEEEEEESR

every 2 wks once a month

- A Af T I e

giving information by visiting, letters, FAX, E-mail etc.
explanation & do db ab W

122X

Reports of ADR

finda :




Number of reported ADRs of New Active Ingredients
before and after the Introduction of EPPV

18

e

14

After-EPPV \i\.\
12 /
10

Before-EPPV

No. of ADR report
(average per month)

1 2 3 4 5 6 7 8 9 10 11 12
Months after product launch

* EPPV was introduced in October 2001.
* Data of before-EPPV is based on 30 new active ingredients launched between Apr. 2000 and Mar. 2001.

H * Data of after-EPPV is based on 22 new active ingredients launched between Oct. 2001 and Oct. 2002.
23




Reexamination
and
Periodic Safety Reports




Reexamination and Periodic Safety Reports

4-10 years

(8 years in principle for Drugs
with New Active Ingredients)

/ 6 months

/

[N

[

Approval

- EPPV

\/

[ 1111

Reexamination

>

Periodic Safety
Reports

If necessary

Reevaluation —»

ADR and infection report
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Reexamination System

Objective:

e To collect postmarketing information for a predetermined

period

e To reconfirm the clinical usefulness of drugs after

approval

10 years

8 years

6 years

4years —
5 years 10 months

Finda

(1) Orphan drug
(2) Drugs requiring long-term pharmacoepidemiological
investigation

(3)Drug containing a new active ingredient

(4)New ethical combination drug
(5)Drug with new rout of administration

(6)Drug with new indication/new dosage and
administration

26



Process from Approval to Reexamination

4 to 10 years

Approval I—l—> Reexam

Every 6 months Every year
(First 2years) (Remaining Period)

Tt 4 4+ 1

Periodic Safety Reports (PSUR/PBRER)

Contents of Periodic Safety Reports and Reexamination
documentation:

e Reports of ADR/infection for the period
e Scientific Literature and Reports of actions taken Overseas
e The results of Postmarketing Studies  ...etc

27



Reexamination Results

Regulatory bodies (PMDA, MHLW) judge whether the
marketing authorization should be maintained, varied,
suspended or withdrawn according to the following
three categories.

Categor Decision on marketing
ol authorization

Category 1  Usefulness is conformed maintain

Usefulness is conformed by a

partial change in approval vary

Category 2

Category 3  Usefulness is not confirmed suspend or withdraw

Finda :




Risk Management Plan




Risk Management Plan

Safety Specification

Pharmacovigilance Plan Risk Minimization Plan

Routine: Routine:
e Collecting ADR information e Package Insert
e Drug Guide for Patients

Additional: Additional:

e EPPV e EPPV

e Postmarketing survey e Education material
e Postmarketing clinical study e Alert card

* Epidemiological study e Restricted access

fnda “




New Challenge




Limitations of Spontaneous Reporting

Spontaneous Reporting Limitations include:
e Underreporting
e Lack of Exposure Population
e difficult of detecting
» delayed reactions
» reactions with high background incidence

e Report Quality(important details often missing )

e Bjases

Necessity of Drug Safety Analysis
Using New Data Sources

Finda
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Patient Reporting system
(in Pilot Stage)




Direct Patient Reporting

Patients may report...

e different ADRs
* hew ADRs

* ADRs more quickly etc.

Blenkinsopp A, Wilkie P, Wang M et al (2007) Br J Clin Pharmacol63:148-156

Finda
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Patient Reporting in Japan

ADR Reporting form on PMDA website

ry

Database server

O The pilot program for Direct Patient Reporting started on 26 March 2012.
O The system will be officially launched following review and final adjustment.

35




Reports from Patients

Required information

1. Reporter details
v Name, age, contact information (home address, mail address etc.)
2. Patient characteristics
v' Relation to reporter, gender, age, etc.
3. Suspect reactions/events
v' Reaction, start date of reaction, outcome, primary disease, etc.
4. Suspect medicines
v" Name of the medicine, etc.

5. Medical institution information

v'"Whether any medical institution that PMDA can contact directly exists or
not, permission to contact medical institution directly

6. Additional details

finda -



Reports from Patients
1 Status of reporting (As of March 2016)

e No. of reports: 583 cases (21 cases reporting patient mortality)

| FY | 2011 | 2012 | 2013 | 2014 | 2015
eport 30 154 122 91 186

number

[ Issues to be considered are...How to:

e Check and evaluate the reports?

e Access to detailed patient medical record?

e Balance transparency & personal information protection?

e Guide reported patient to ADR relief system?

Finda .




Health Information Databases




Utilization of e-Health Information DBs

Spontaneous ' : Safety Evaluation
ADR Report DB
< / & Safety Measure

\S
v

DiPC Medical DrugUse
inpatient) Records Survey
DB DB DB Institutions

Claim
DB

'\ Electronic Health Information Databases ,JI

finda .

Medical

Risk Communication




Creation of New Database

(
New Database (MID-NET)

laboratory test results.

data ready for use in 2016.

e database hubs at 10 cooperating medical
institutions nationwide such as university hospitals.
e |t contains various types of data including

e Target is to make more than 10 million patients

\

Kagawa U.

Hamamatsu U.
Sch. Of Med.

Kitasato U. (group)




Thank you for your
attention!
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