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Major Post-Marketing Surveillance £nda
(PMS) Systems in Japan

1. Re-examination system \  Purpose:

2. Re-evaluation system Ensuri
_ uring

3. Adverse reaction and r -effectiveness
] ] ] safety
Infectious diseases .quality

/ of post-marketing

reporting system
(Pharmaceutical Affairs Act : PAA)

4. Early Post-marketing Phase
Vigilance (EPPV)




Post-approval ADR Reporting Rule by MAH Q4

Serious- | Predict- Time frame of report
Ess ability to PMDA
Serious Not 15 days
predictable
Predictable Death etc.* 15 days
Others 30 days
Not Not Annually
serious predictable (Annual Cumulative Report)
Predictable -
* - Death

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

-7-



ADR Report from Health Care £da

Professionals (HCPs)

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 ince 200 suty, 2010 el
(limited in the case of death or severe ADR)

Electronic
Reporting

FAX

HCP (Paper apd
s ® Postal @} ceton
Mail

Investigation :Since Jul

® Feedback
—
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ADR Report from HCPs Fnda

@® Number of investigation by PMDA :

Death : 83cases, Serious : 1,090cases
(date of December 31,2012)

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

@® Proportion of investigation by PMDA :
1st Apr. 2012 — 311" Aug. 2012

By PMDA
18%
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The Number of ADR/infection Reports nda
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Early Post-marketing Phase Vigilance (EPPV) o4+

Enforced on Oct 1, 2001

1. To ensure necessary information for appropriate use
(contraindication, careful administration etc ) is explained to
the medical institutions 2 weeks before delivery.

2. To request medical institutions }to use the drugs carefully and
report serious ADRs, if occurred, immediately to
pharmaceutical companies

3. To request appropriate use and ADR reporting repeatedly to
medical institutions for 6 months after delivery.
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Scheme of Early Post-marketing fnda
Phase Vigilance (EPPV)

Sale-llllllllll-llllillll-llllullil-llillllull:h- smonths Bmonths
Delivery of new drugs }

to medical institutions

Preparation of 2m0nths llllllllllllllllllll

the protocol of
EPPV

every 2 wks once a month

& 6f A A A
giving information by visiting, letters, FAX,
E-mail etc.

YYYVYVY

Reports of Adverse Reaction

explanation
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Purpose and Meaning of EPPV Q..

e Promote proper use of new drugs
e Detect serious ADRs earlier
e Take safety measures quickly

A 4

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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2. Recent PMDA
drug safety measures



Time course of review for safety measures $nda

In typical cases of package insert (Pl) revisions

ADR reports from companies Reports on safety-related studies
(in Japan: 30000-40000 cases/ year and actions taken abroad
Foreign reports:More than 200thousand/year) (approx.1000 reports/year)
Approximate time : ] ]
after obtaining Evaluation of Evaluation

for revision of PI

\Z

information which Individual case report .. )
triggers safety review Signal detection f emergent measures@
From ICSR database

Yellow Letter?
(once in several years)

2days — 2weeks Review of the information / company interview if necessary

2weeks — 6weeks | Internal review by PMDA on the necessity of safety measures

-

Blue Letter™
(1-2times.~year)

6weeks — 10weeks | Consultation to experts on draft reccommendation of Pl revision

-

7weeks — 1lweeks | PMDA recommends MHLW on safety measures to be taken

-

If safety measures
should be taken swiftly

Revisions of package insert (PI) :> Information
(approx.200 naotification for revisions/year) Provision
Note: * 1:Yellow Letter is “Dear Healthcare Professional Letter of Emergent Safety Communications”
* 2:Blue Letter is “Dear Healthcare Professional . etter of Rapid Safety Communications”

8weeks — 12weeks | Notification to MAH requiring the package insert revision

e
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Information on safety measures fhnda

eSpontaneous ADRSs/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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Pilot Program of
“Direct Patient Reporting System for Adverse Drug Reactions”

(since 26t Mar. 2012)
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ADR Reports by Patients Prda

(26" Mar. 2012 — 31" 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

-21-



PMDA English website Bda

http://www.pmda.go.jp/english/index.html

Pharmaceuticals and Medical Devices Agency, Japan Font size © @

ContactUs | Access | Links | Si=%iap | Search |G "

Japanese Pharmacopoeia

Medical Device Standards

What's New

O February 1, 20013 [New |
Executive Summary of Pharmaceuticals and Medical Devices Safety Information posted: Mo 298, 2013

o January 31, 2013 [New |
English translation of review repart: Rozerem

o January 30, 2013 [New |
MHLW Pharmaceudticals and Medical Devices Safety Information posted: Ho 297 2012

o January 29, 2013 | Updated |
‘ﬂThe First Indonesia - Japan Symposium (Change of the date and venue) (POF) 22




Pharmaceuticals and Medical Devices Agency, Japan font size O @

Home *  Services of PMOA » Post-marketing Safety »

I About PMDA
I Services of PMDA

® Drug and Medical Device Reviews

COutline

Approved Products

List of Approved Products
Rewienw Reports: Drugs
Rewiew Reports: Medical Devices

Fackage Inzers (in Japanese)

Regulations and Procedures

Good Review Practice

Frojects Acrozs Multi-Offices in P00~

Record of Conzultations on
Pharmacogenomics ! Biomakers

® Post-marketing Safety
w Outline

w Safety Information

PMOA Risk Communications

The vellow Letterf Blue Letter

Satety Information announced by

" MHLY

WHLWY Fharmaceuticals and Medical
Devices Safety Information

FMLA Medical Safety Information
FMOA Request for Proper Use of Drugs

w Other Information (in Japanese)
= MIHARI project

= Regulationsin Japanese)

® Relief Services for Adverse Health Effects

*= Outline

|! International Programs

Contact Links Site

Safety Information

I Safety Information

rovides the following zafety information regarding pharmaceuticals and medical dew&Te

In A
#  PMDA Risk Communications (Drug Risk Information of ongaing e‘u'aluation)llhml

Thiswebpage contains the most recent Risk Communications from PMODA including early
communications or ongoing safety rewview. The webpage intends to provide the public with easy

/

Thizwebpage contains Dear Healthcare Professional Letters of Emergent Safety Communications
(the “rellow Letter) and Rapid Safety Communications (the Blue Letter). The ellow Letter provides
emergent and important safety information about drugs and medical devices. The Blue Letter

access to important drug safety information.

#  The vellow

provides information that does not require emergent communications but should be promptly
provided to alert healthcare professionals.

r .
> Safety Information announced by MHL‘LIU'Il!A‘ﬂmI

This section includes safety information (e.g. press release) announced by MHLW regarding
pharmaceuticals and medical devices.

e.g <0 and A» Resuming vaccination with the pediatric pneumococcal conjugate vaccine and the
Hib waccine (dated hiarch 29 20117

< MHLW Pharmaceuticals and Medical Devices Safety Information (FMDS0

Thizs Pharmaceuticals and Medical Devices Safety Information (PMOSI) is issued based on zafety
information collected by the Ministny of Health, Labour and Welfare. It is intended to facilitate safer
uze of pharmaceuticals and medical devices by healthcare providers.

=+ PMDA Medical Safety Information

Among the medical incident reports and adverse drug reactiond/malfunction reports that hawe been
collected to date, information on similar events that have been repeatedly reported and cases
leading to notifications for revisions to padkage inserts are described on the "PRMEDA Medical Safety
Information" site in an easily understandable manner and widely disseminated. Important
reminders to encourage safe use of drugs and medical devices to healthcare professionals are
included, which have been considered based on the apinions of healthcare profeszsionals such as
physicians, pharmacists, nurses, and clinical engineers, specialists such as those in the field of
ergonomics, aswell az industry organizations such as mateting approval haolders of
pharmaceuticals or medical devices.

—
@ FMDA Requestfor Froper Use ofDrugsIl!a'ml

"PMDA Request for Proper Use of Drugs" provides the information on the proper use of
pharmaceutical products which already has been alerted in padkage inserts or in otherways,
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ContactUs | Access | Links @ SiteMap = Search _ GO

Home = Serdices of PMDA = Postmarketing Safety *  Safety Information = PMODA Risk Communications

I PMDA Risk Communications

B Drug Risk Information of Ongoing Evaluation IEETEN

L a1
{ A Download this page for PDF version (PDF))
Thiz wwebpage was developed to provide drug risk information which has come under reviewy by the PMDAMHLAY. Information provided here is as followves:

1. Rizk Information was suggested by a certain amount of accumulated information on Adverse Drug Reactions (ADR) reports or Early Postmarketing Phase
Wigilance (EPPY). Certain safety measures such as revision of Precautions section in the labeling of the product might be taken after the ongoing review.

2. Rizk Information which has attracted attention in foreign drug regulatory agencies or academic societies and PMDAMHLY has started its evalustion.
Information provided here iz still under review. If you are taking the following medicines, you should MOT stop taking them or reduce the dosage only on your
rn s et et e prefessienaliiyny have any gquestions or concerns about these medications.

< 1. Rizk Information which zome safety measures might be taken.

I E— Honoconrietac b
(Click on each drug name far mare . . . . . Ewaluation Result
Fosted Date infarmation on Fackage inserts Rizk Information Ongoing Ewvalustion Related Infor rmation (Japanese Text Only)
[Japanese text anlyl
m Fropafenone Hydrochloride Hepatic dysfunction, Jaundice
Januany 24,
ot Fl o =TT Aleg forthe use of these drugs to
Gonadotionhin natientswith sndnmetrial bynen[3oTg —T—

2. Rizk Information which has attracted attertion in foreign drug regulatory agencies or scademic societies and PMDAMHLWY has started its evalustion,
\
Nonproprietary e

(Click on each drug name for

Ri=k Irfor mation Ongoing

Fosted Date muare information on Evalusti Related Information Ewaluation Result
Fackage inserts (Japanese wELEtan
text anlyi
- - -
December2s, | Aliskiren Fumarate SAMHLWIP MDA starts review of - EMA: European Medicines
2011 Rasilez [(Aliskiren Fumarate) Agency starks review of aligdnen-
Communication on combination containing medicines follmwing . L.
Fackage insert revision
therapy of Rasilez with an ACE termination of ALTITUDE study (FDF) | e
- . HpoR
inhibitor or ARB to hypertension
patients with complication of
diabetes (FDF)
MNovember 20, | Awastin (bevacizumab) ‘_,‘\_J‘Japanls“iewonﬁuasﬁn Fress Announcement from the FDA
2011 (bevacizumab) for breast cancer

indication (PDF) -E‘Review report of AVASTING
100mgsdmL Intravenous Infusion
and AVASTING 400mg/1GmL
Intrawenous Infusion on July 14,
2011 (Japanese text only) (PLF)

24
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July 29, 2011 Somatropin igenetical M Update on Ongaing M For patients treated (are treating)

recombination) PRDAMHL Review the 5afety of with the recambinant growth
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Contact Links Site M

Home *  Services of PMOA *  Post-marketing Safety » Safety Information

I About PMDA I Safety Information
| SErViCE‘S of PMDA FMCA provides the following zafety information regarding pharmaceuticals and medical devices.
[ ] Drug and Medical Device Reviews #*  PMDA Risk Communications (Drug Risk Information of ongeing evaluation) Ilm

Thiswebpage contains the most recent Risk Communications from PMODA including early

communications or ongoing safety rewview. The webpage intends to provide the public with easy
= Approved Products eoeess to impodasdd

w Outline

T T LT,

e List of Approved Froducts
#  The vellow Letterf Blue Let‘term

»= Review Reports: Drugs
Thiswebpage contains Dear Healthcare Professional Letters of Emergent Safety Communications
rthe “rellow Letter) and Rapid Safety Communications (the Blue Letter). The “vellow Letter provides
= Fadiage Inserts (in Japanese) emergent and important safety information about drugs and medical devices, The Blue Letter

» Regulations and Procedures provides information that does not require emergent communications but should be promptly

w= Review Reports: Medical Devices

rovided to alert healthcare professionals.
w Good Rewview Practice

e
= Projects Across Multi-Offices in PMDA % Safety Infermation announced b WHLW | Updated |
. Eﬁcmd of Consult_atil?r; an " Thissection includes satety information (2.g. press release) announced by MHLW regarding
e pharmaceuticals and medical devices.
- Pﬂstmarkeﬁng Safet e.g =0 and Ax Resuming vaccination with the pediatric pneomococcal conjugate vaccine and the

Hib waccine (dated harch 29 20117
= Outline

= Safety Information < MHLW Pharmaceuticalz and Medical Devices Safety Infarmation (PWDST

= PMDA Risk Communications This Pharmaceuticals and Medical Devices 5 afety Information (PMODS]) is issued based on zafety

information collected by the Ministny of Health, Labour and Welfare. It is intended to facilitate safer

w The vellow Letterf Blue Letter . . . .
- uze of pharmaceuticals and medical devices by healtheare providers.

Safety Information announced b

IdHLWE 3 PMDA Medical Safety Information

- Bﬂ:vli_::spg.:fr:t:f:ff::naal:i::d talizel Among the medical incident reports and adverse drug reactiondmalfunction reparts that hawe been
collected to date, information on similar events that have been repeatedly reported and cases

= PMDA Medical Safety Infarmation leading to notifications for revisions to package insers are deseribad on the "PRDA Medical Safety
» PMDA Request for Proper Use of Drugs Information" site in an easily understandable manner and widely disseminated. Important
reminders to encourage safe use of drugs and medical devices to healtheare professionals are

= i Dnfermizion {in Jepeimes:] included, which have been considered based on the opinions of healthcare professionals such as
= MIHAR] project physicians, pharmacists, nurses, and clinical engineers, specialists such as those in the field of
ergonomics, asweell as industry organizations such as mateting approwal holders of

pharmaceuticals or medical dewvices.

- =
#*  PMDA Request for Proper Use ofDrugsIlhml

"PMDA Request for Froper Use of Drugs" provides the information on the proper use of
|nternati0na| Programs pharmaceutical products which already has been alerted in padiage inserts or in otherways, 25

= Regulations(in Japanese)

® Relief Services for Adverse Health Effects

= Outline
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Contact = Access Links Site Map | Search _ GO

Home *  Services of PM0A > Post-marketing Safety > Safety Information *  The Yellow Letter £ Blue Letter

I About PMDA I The Yellow Letter / Blue Letter

I Services of PMDA To prevent health hazards associated with the uze of drugs and medical devices, it iz important that post-
mareting reports of adwverse reactions and defects be collected and rewiewed in order to promptly provide

® Drug and Medical Device Reviews feedback about necessany information to medical institutions.
» Outline According to Aticle ¥7-4 of the Pharmaceotical Affairs Law (Lawe Mo, 145, 195073, when bMAH=s of drogs or

= I Brdres medical devices learn that the use of drugs or medical devices that they hawe mateted might cause

onset arspread of hazards to public health or hygiene, necessary measures shall be taken, including
w List of Approved Products recall, suspension of zales, and information provision to prevent such hazards.

Review R =
- heviewhepe mes Based on the abowve provision, warious types of safety information hawe been prowided. Paricularly

» Review Reports: Medical Devicas impartant zafety infarmatian which requires immediate communication is provided through the Dear

» Fackage Inserts (in Japanese) Healthcare Professional Letters of Emergent 5afety Communications (r'ellow Lettar) or Dear Healtheare
Frofessional Letters of Rapid Safety Communications (Blue Letter). The “ellow Letter contains emergent
= Regulations and Procedures and impaortant safety information about drugs and medical devices. The Blue Letter contains inform ation
= Good Review Practice that does not require emergent communications as “wellow Letter but should be promptly provided to alert

. . i . healthcare professionals.
= Projects Across Multi- Offices in P0G

.. Record of Consultations an Copies of letters sent to healthcare professionals
FPharmacogenomics f Biomarkers
Date zent

Dear Healt assional Letters Relevant caze reports

® Post-marketing Safety

.E Sewere hypocalcaemia fatal cases where the
causal relationship to RAMMARE (denosumab)
cannot be ruled oot (POF)

Septdfnber .B RANMMARE (denosumab’ - Risk of sewera
hypocaleaemia, including fatal cases (POF]

= Outline

» Safety Information
» PMDA Risk Communications

w The ellow Letter f Blue Letter

Safety Information announced by
® MHLY
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Dear Healthcare Professional Letter of Rapid Safety Communication

September 2012

RANMARK SUBCUTANEOUS INJECTION 120mg (dencsumah)

-Risk of severe hypocalcaemia, including fatal cases

11 September 2012
Dear Healthcare Professional,

DATICHI SANEYO COMPANTY, LIMITED would hke o inform you of new mmportant
safety information related to kypocalcaemia assoctated with RANMARE (denosumalb).
There have been reported 32 cases of severe hypocaleasmia from 17 Apnl 2012 to
3l August 2012, Of them there were 2 fatal cases for whuch the causality to the dmg
could not be ruled out. (The mumber of pafients using ths dmg after lamcling the dmug
estmated by MAH= approcumately 73000 In the hght of this siuaton package
inserts of RANMARE has been revised to include WARNINGS to the section of
Pracautions.

Serum calcium should be measured before administration of
RANMARK

Serum elactralyte levels such as semum caleram should be measwred before
administration of the drug. Corrected seram calemm levels* should be checked, and if
hypocalcasmma is obsarved, pre-existing hypocaleasmia must be comected prnor to
imfiatmg therapy. Hypocalcaemma can eccur at any tme from wathin a few days after
imhatng the admmstation of this dug. Serum electrolyte levels such as serum caleium
should be monitored frequently and patients should be carefully momtored after the
start of the treatment.

Oral Supplementation of Calcium and vitamin D is required.
To reduce the nsk of onset of hypocalcaemia, supplementation of calcium (at least
S00mg/dav) and natural vtaman D (at least 400 IUVday) 15 required 1n all patents every

day unless comected serum calemum levels are ugh For Patents with renal impairment,
activated vitamm I should be used depending on the degree of renal impainment. due to
the impaired actvation of vitamin D). Caleium supplementation should be determined as
needed and dozage of calemum should be adjusted appropriately.

Patients with severe remal impairment are at a greater risk of
developing hypocalcaemia and therefore use the drug cauntiously.

If hypocalcaemia is observed, caleinm and vitamin D should be
administered orally and when requiring emergency treatment,
appropriate measures such as concomitant use of IV, administration of
calcinm should be taken.

*In patients with hypoalbuminaenwia, comected serum calemim levels applying the
followmg formula should be used due to false low calerum levels, when patients have
serum albuwoin levels < 4.0g/'dL.

Cormrected serum caleium levels (mg/dL) = serum caletum levels (mg/dL) <4 —semum
albumin levels (g/dL})

Annex: revized copy of the RANAMARK of package inzerts

DATICHI SANEYOQ COMPANTY, LIMITED

Frnda

Trazmzlated by Offce of Sudir |,
Fharmaceutical: and Madizal Davices Ageccr
%-2-2 Kasumigassls, Ohirodaks, Tokes
100-0013 Japaz

E-mail pafetrizfodpmds £ p

Thus Erglesh version i infended fo be a reference maiersal io provide comversenoe for wsers. fn the evers of
mcornstency berween the Jopamese orymmal and dies Englick oansionon, te former shall prevanl
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pharmaceuticals and medical devices.

Hib waccine (dated harch 29 20117

=+ PMDA Medical Safety Information

- =
< Safety Information announced by MHLWIl!A'ﬂmI

FMCA provides the following zafety information regarding pharmaceuticals and medical devices.

A A
#*  PMDA Risgk Communications (Drug Risk Information of angaing evaluationjllhml

Thiswebpage contains the most recent Risk Communications from PMODA including early
communications or ongoing safety rewview. The webpage intends to provide the public with easy
access to important drug safety information.

Thiswebpage contains Dear Healthcare Professional Letters of Emergent Safety Communications
rthe “rellow Letter) and Rapid Safety Communications (the Blue Letter). The “vellow Letter provides
emergent and important safety information about drugs and mediczal devices. The Blue Letter
provides information that does not require emergent communications but should be promptly
provided to alert healthcare professionals.

Thissection includes safety information (2.9, press release) announced by MHLW regarding

e.g =0 and Ax Resuming vaccination with the pediatric pneomococcal conjugate vaccine and the

< MHLW Pharmaceuticalz and Medical Devices Safety Infarmation (PWDST

This Pharmaceuticals and Medical Devices 5 afety Information (PMODS]) is issued based on zafety
information collected by the Ministny of Health, Labour and Welfare. It is intended to facilitate safer
uze of pharmaceuticals and medical devices by healtheare providers.

Among the medical incident reports and adverse drug reactiondmalfunction reparts that hawe been
collected to date, information on similar events that have been repeatedly reported and cases
leading to notifications for revisions to package inserts are deseribed on the "PRDA Medical Safety
Information" site in an easily understandable manner and widely disseminated. Important
reminders to encourage safe use of drugs and medical devices to healtheare professionals are
included, which have been considered based on the opinions of healthcare professionals such as
physicians, pharmacists, nurses, and clinical engineers, specialists such as those in the field of
ergonomics, asweell as industry organizations such as mateting approwal holders of

M

- =
#*  PMDA Request for Proper Use ofDrugsIlhml

"PMDA Request for Froper Use of Drugs" provides the information on the proper use of

\wutical productswhich already has been alerted in padiage inserts orin otherways,
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PMDA Request for Proper Use of Drugs

P — fticals and Medical Devices Agency, Japan
No. 7  September 2012

Thia Engilish version b intimdaed 1o br & nefanmor meterial fo prowdie cossesimao for vasrs by the st of incomaistency
Bartanas th Jopeniie original and this Eaglih tromlation, B former shall provall

Compliance with Measurement of Blood Lithium Level
during Treatment with Lithium Carbonate

Font size @(‘B‘

ContactUs | Access  Links Site Map

Fafety = Safety Information *  PMDA Request for Proper Use of Drugs

Lithium carbonate is widely used for the trestment of mania and menic states, but it mey bead to lithium

podsoning if bicod Ethium level is uncontrolied. I
PMDA conducted & srvey using medical, dispensing, and Diagnosis Procegure Combination (DPC) daim data’

The resuits showsd that the serum Ehium bevel might hsve neer besn massurec’ in 2200 (32%) of 2309
patients who were prescribed Iithium carbonate.

Please pay attention to the following precautions when using Iithium crbonate.

PMDA Request for Proper Use of Drugs

"PMDA, Request for Proper Use of Drugs" provides the information on the proper use of

Y Dt from Jasuary 2005 to December 2030 peovided by Japan Medical Deta Cerer Co, L3, pharmaceutical products which already has heen alerted in packsge inserts or in dther ways,
* Lithiurn level measorement s defned as “prricrmed® st the sprofie drog treraprutic management fee s ceconded . . . . y
dhrirg the dta puricd howvewer onwhich cazes which were applied as relief henefits or were reported as adverse

/_ L. . “\1 reactions have been stil repeated. This page is intended to make easy-to-understand explanations
= Be sure to periodically measure the serum lithium level Joie hic ilustrations on such safety matters that medical professionals should pay attention to

in accordance with the "Precautions of Dosage and Administration.” o
e ——— - —————— and to azk them toissintain the proper uze of drugs thoroughly.
lithium carbonate at the maintenance dose)

Sarum lithium bevel should be measured Posted on Mo, Title
Serum Ethium kwel should be messunsd
=sout OnCe 3 week
until the maintenance dose is fied, acout QNCe every 2 1o 3 months. June 2012 9 IEEarlyL sotion of Drug-induced Serious Skin Disorders (PDF)
B A trough level should be assessed based on the results of lithium lewvel : . ; Lo ’ .
measurement, and lithium carbonate should be used at an adjusted dose, hay 2012 ) ‘E.Senou.s_ af:-carmt.lner.ma and fypoglycaemia in children treated with
m |n addition to periodic measurements, the serum lithium antibacteriz - ith a pivoxil group (FDF)
level should be measured in the following cases: [Tpdated |
# The patient has any factors that may increase the serum lithium level; Octaber 16,
’ ;ﬁ%ﬁ:ﬁﬁ;ﬁ;ﬁ:’ | Also consider drugs prescribed by anceher | 2042 E Lithium Carbonate-induced Serious Lithium Poisoning and Compliance with >

= Start of concomitant use of drugs that I'lumllin:l’mr‘-ﬁrmmnr:iugsl
oy imcrease th serum Wehuem evel (5. SR T e

® T} - I £ lithi . = bl gy 2012

- Gastrointestinal symptoms such as impaired appetite, queasiness, vomiting and diarrhoea

- Central nerve symptoms swch as tremar, somnolence and confusion Febmary 2012 | &

. E&Hﬁ;&‘ﬂ“ﬂ’:tﬂﬂm.ﬂ”“ and ataxia Lamictal Tablets (lameterigine)induced Serious Skin Disorders.(PLF)

B Patients and their family should be informed of possible lithium poisoning
and be instructed to consult their physician if an initial symptom of

Measurement of Blood Lithium Lewvel (FDF) /

E Compliance with Dosage and Administration and Ensuring Early Detection for

E FPeriodic blood tests and symptom checks should be performed for prevention

December
lithium poisoning occurs, 3014 5 |and early detection of agranulooytosiz associated with the antithyraid drug
B The following measures should be taken according to the patient’s serum thiamazole (PDF)
lithium level:
® serum lithium > 1.5 mEq/L —~ Dose reduction or drug suspension as necessary N b IERracc-mmem:latic-n of periodic liver function tests and monitoring of
'l\_ ® serum lithium = 2.0 mEa/L - Dose reduction or drue susoension _/J owemper . . ) . .
2014 4 |signsfsymptoms for patients treated with the goutthyperuricaemia treatment
Acrording to the Aebef Syshem for Suffersrs from Adverse Drug Resctons, the reief fits are banically not benzbromarane (FOF)
uppi-zﬁ to cazes i which & drug was used improperty, for example, in cses where appropriste measursment of
Z=ru lithiurm bevel was not pecformed, leading b sericws Iithium potsoning. E " . i . .
Hepatitis B wiral grovth associated with the use of drugs with
i Oetober 2041 | 3 | .
immunosupressive effects (FOF)
- October20i11 | 2 IEﬁlutomnhlle accidents associated with the usze of smoking cessation aid
. PhDA Reguest for Proper Use of CHAMPLX (warenicline tartrate) (FDF)
[ruc
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Information delivered by “PMDA medi-navi” 'ﬂ'nda

Yellow Letter , Blue Letter 7

-7 e WCED
'ﬂnda $4 4

FErIE L <

Recall Information
*Approval Information
Notice Revision of PRECAUTIONS

Pharmaceuticals and Medical Devices
Safety Information

PMDA Medical Safety Information
etc.
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Agenda B da

3. Safety measures in the future



Risk management plan (RMP) fnda
In Japan

* Draft guidance
—Public consultation; April 20-October 31st,2011

— Pilot execution of RMP
- Collaboration with applicants

—Revision by public comments

e 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
guarter of 2013

—The guidance will be applicable after April 1, 2013

-34-



RMP Conceptual Diagram

Safety Specification

A

Lhda

Important identified risks
Important potential risks
Important missing information

Additional Action
Necessity or Unnecessary
(Review)

No

hrarmacovigilane
and/or Risk Minimizatio

Pharmacovigilance Plan

Risk Minimization Action Plan

activities

Spontaneous Report Package Insert
! Literature Search Drug Guide for Patient -
s ) s
' Additional Activities ;
*Provision of Information on Early E
Postmarketing phase Vigilance i
(EPPV) ]
Additional Minimization Plan _ *Preparation and provision of :
»| materials for proper use /:,

Additional Pharmacov:igilance _

*Rapid release of information

«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

obtained by PhV
*Provision of information to
patients,

*Access Limitation etc

Benefit —Risk
Balance
Assessment

Periodic Report
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PMDA EﬂglISh website ( http://iwww.pmda.go.jp/) -ﬂvnda

Pharmaceuticals and Medical Devices Agency, Japan Font size O @

ContactUs | Access  Links SiteMap = Sear

Home =  Serices of PFMDA = Postmateting Safety = Safeby Information »  Safety Information announced by MHLW

I About PMDA Safety Information announced by MHLW
Services of PMDA
[rate Title
® Drug and Medical Device Reviews New] -
U Adert for the risk of seware hypocalecemia in patients who take RANMAR G

September 11,
2012

» Outline (denosumab) (FOF)
» Approved Products
: -
» List of &Approved Products April 11, 2012 UM Risk Management Flan Guidance (FDF)
-

February 14, 2012 | LA PFSB/SD Motification 0214-0 "Call attention to the Precautions of anti-
Pl tinal and Food # afuty Bursas, Trwndown oy Otfiom 5f Bxdory 1, Devices influenza virus drugs" (FDF)
Miviptry af Health, Labour send Welfars Pharmsowwtianls sl Madival Deviows Agenay
EsE)
D
- M August 12, 2014 FPrezz Releaszs:
-
M Warnings and Aleting: Severe haemaorhages in patients treated with an
This Bnglish version is intended to be a reference material to provide converdence fov wevs. k the event anticoagulant"Prazaxa capsulesidabigatran etexilate)' (FDF)
afi i between the Jap ovigingl and this English franslation, the fovmer shall prevail. :
i P02, -
August 2, 2011 4 Risk Management Flan (RMP) Guidance (Draft) (FOF)
(This draft guidance was issued to invite public comment by MHLWY
PFSBISD Notifisation Na. 0411-1 -
PFEBIELD Motific ation MNo. 0411-2 hitp:ifsearch.e-gov.go.jpfsendet’Public?
April 11, 2012 CLASSNAME=PCMMSTDE TAILE d=425 1100288 ode=0
(Japanese text ONLY)
To: Directors of Prefectural Health Departments (Bureans)
-
June. 23, 2011 M Safety Measures for diabetes medication "pioglitazone-containing products"
From: Directors of Safety Division Jl= (FDF)
Pharmareutical and Food Safety Bureau, etter -
Ministry of Health, Labour and Welfare A Annex (FDF)
ced by
Director of Evauation and Licensing Division, AT March, 29, 2011 T_J <@ and A& = (FDF)
: o Medical
Pharmareutical and Food Safety Burean, n Resuming waccination with the pediatric pneumococeal conjugate vaccine and
Ministry of Health, Labour and Welfare i the Hib waccine (lssued by the Tuberculesiz and Infectious Dizease Control
e Diwision, Health Senice Bureau and Safety Division, Pharmaceutical and Food
Uze of zatety Bureau)
Risk Management Plan Guidance

Tao ensure the safety of drugs, it is important to consider the ways to manage the risk

-36 -




Contents of RMP Finda

1. Introduction

2. Risk Management Plan

3. Safety Specification

4. Pharmacovigilance Plan

5. Plan for Survey/Study on Efficacy
0. Risk Minimization Plan

/. Evaluation of Risk Management Plan
and Report to PMDA



Characteristics of RMP in Japan £ da

* Optimal risk management and data collection
—Incl. generic drug
e Start to discussion at the submission of NDA
e Set up milestones
—Obvious goal of survelllance
—Revision of RMP by new information, If
necessary.
* Transparency among stakeholders
—Comprehensive information collection &
risk management thorough life-cycle of
the product

-38-



Phamacovigilance measures JP, US, EU

Pre-market
B Approval Post-market
tDRHﬂE '| ""*‘"il‘lf;[ H
reporti- o -
Pt Pharmacovigilance strategies
including Pharmacovigilance Plan
= will be integrated into RMP ,
Re-evaluation
Lc::-mmlmm..;, . —_— ma.umd[mrﬂ L If necessary J
‘:ﬂiﬂig } < Spontaneous ADR, infection Reporting )
us |°
REMS 1 REMS
(high risk NME) A (high risk NME)
[ Post-market
Commitment Periodic repnrtJ— - . . . . . . . . . - .‘
_ If necessary ).
- ¢ Spontaneous ADR, infection Reporting )
ADR/AE
EU L reporting }
RMP 1 rvP
(NME) ) (NmE)
Post-market e
Commitment | PSUR — SR — —
_ If necessary A
: -39 -



Risk Manager system Binda

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

=40 -



Throughout Drug Life Cycle £ da

- Post-
>Development)> Review )> marketing )
Review Department Safety Department

(Act as Liaison)

Risk Manager

evaluation of the result

post-marketing phase Drug’s post-marketing e e g e

development of early Advice on
vigilance plan safety measures

J /‘
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MIHARI

Medical Information for Risk Assessment |nitiative

This MIHARI's logo is made from crossed 4 arrows colored blue
and green. Two blue arrows show two types of data sources
(claim data and medical record data) and two green arrows
show two types of analysis methods (pharmacopeidemiological
analysis and data-mining analysis), respectively. These 4 arrows
indicate that various kinds of data are analyzed from many
directions in the MIHARI project.
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Lhda

Utilization of Electronic Health Information for Post-
Market Safety Measures

e Data/DB to be used

e Electronic health records

e Health insurance claim data
e DPC

e Possible outcome/benefit
e (Comparison of AE incidence between new and
existing drugs
e (Comparison of AE incidence between use and
non-use of a drugs

e Analysis of impact of safety measures

-43 -



Development of EMR Network

(Budget: FY2011: approx. ¥370m”*, FY2012: approx. #310m™)
*: Pharmaceutical industries burden the same amounts

|5 years MHLW/PMDA joint project (FY 2011 to FY 2015)

EEpidemiological approach with medical data from 10m patients allows us to take
necessary safety measures. (ex. Adverse event signal detection)

m10 hospitals install DBs, one of which is under development in Hospital of Univ.
of Tokyo.

mData analysis system is developed and utilized in PMDA.

Researchers/MAH T -
Leverage Database HDSpItEﬂ
Collaboration l\ of -
medical Examples of Data in DB
PMDA data in ’ ’
_ _ ) hospital Electronic Reimbursem . .
Collection, analysis and evaluation of Health Record ent Claim 10 hOSplta Is .
AE signals - In closed network =
Ordering Lab. Test
Safety \ /
Measures

B
o
L]

Hospital
This project enables us to: ?
i) compare frequency of a certain AE of some drugs.

i) discriminate AEs from disease-based symptoms. Tau, Lus® .
iii) assess the effectiveness of safety measures taken to reduce AEs e
3 PMDA Training Seminar — January 21-25, 2013

_44- EMR : Electronic Medical Record




Selected Collaborative Hospitals which install DBs

ENow first DB is under development in Hospital of Univ. of Tokyo
HOther 9 hospitals install DBs in FY 2012~2013

PMDA, researchers and MAH

. 7 hospitals

. 3 hospital groups

Tohoku Univ.

Kyushu Univ.
Saqga Unw N..

6!

"“ Tﬂkushukal group. ﬁ#ﬂ NTT hospital group —

_ Univ. of Tokyo
Kagawa Univ. Chiba Univ.

Hamamatsu Univ. Kitasato Institute group
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Goal of MIHARI project Pinda

Current Status

—

Spontaneous

ADR Report DB

Literatures Regulatory

QOverseas

Actions

Presentation
in Academic
Conference

\.

e/

Claim
DB

DPC Medical
G jent}—F I
DB DB

Electronic Health Information Databases

Drug Use
Result
Survey
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What 1s our Goal?

Lhda

PMDA/MHLW Policy to enhance safety measures

Enhancement of

Qmation Collection

Revision if necessary

Reinforcement of Scientific
Safety Evaluation System

Collection of d Analysis
Information
}ﬁarencv

Hypothesis

New Risk
management
system

@l n of
Planning and esis
Implementation
of Safety

risis management

Assessment of Safety
measure effects

Promotion of
transparency

More Effective
Dissemination of
Safety information

measures

C":__ System of sharing information for Proper use of drugs _)—

m- Prevention of serious drug safety-related crisis from Japan R
e Effective encouragement of proper drug use
* Ensuring completion of lifecycle of drugs
e Ensuring credibility to post-market safety management system. y
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Thank you for your attention.

%

http://www.info.pmda.go.|p/

takamatsu-shoji@pmda.go.jp
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