SRFEST2ERAIARZ ATLE A 0H
9 NeTFEF2 R

PMEZ A ET Rl s e X2

it ¢
#iTE
|
| I I |
g 7 o
Bolcr e Barke . BipHe FFEre
e pE g CFRRMCRER Lo aYs,  SFIIEsaR
g o e AL TR L
o CRTVRE Y e _ b ESD
CEREIRLE ergesmiime  AEZANNER Y
bt erampung CRERURAEL. LRLRLND
OFRELWMPE T imuies 2 iiﬁ;f;; Tih
- CPFLEIGH A AR g LR NLE 22
PSPLLLIERY £ 3N 2 T AAL S
“, 2 2 WiEk 2 By .
oA ER OB oRE AN ER I

—
= Thalidomide, launched by
Griinenthal on 1st October 1957

— tranquiliser and painkiller
— insomnia, coughs, colds and headaches

=In the late 1950s and early 1960s,
more than 10,000 children in 46
countries were born
with deformities such as phocomelia ‘

= The Australian obstetrician William
McBride and the German
pediatrician Widukind Lenz
suspected a link between birth
defects and the drug, and this was
proved by Lenz in 1961

Frances Kathleen
Oldham Kelsey
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' History of'-igilance ' ‘
——

=Respond to Thalidomide Disaster

—In 1962, Kefauver—Harris Amendments to the Food, Drug,
and Cosmetic Act

« Proof of the effectiveness and safety of their drugs before
approval

« Adverse drug reactions were required to be reported to the
FDA

—In 1968, WHO Pilot Research Project for International Drug

Monitoring
the UPPSALA
MONITORING
Mnﬂ

« Uppsala Monitoring Centre
mfgmaaling paciemss
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”Pharmacovigilance ’ LHRBAFEL AR B

= Started in 1960s, thalidomide disaster M | 1.Background incidence |
= The science and activities relating to the de_tection, dek on brug Almost impossible to assess
assessment, understanding and prevention of adverse the causality in individual
000000006 v
effects or any drug related problem (2002, WHO) LR case review level,

= Strategies _ |‘;| Q@m@gm@{am lack of communication
—[Spontaneous ADR Reporting |

«  SAE\ADR reporting 2. Multiple cqnfounders which may also
attribute to the event

. Post-marketing surveillance, PSUR
— Prescription Event Monitoring Reporting 1. More likely to identify the

— Prospective (cohort or RCT) and retrospective (case-control) studies Q.0 @ sg;ﬁ;’;?fdmg related
— TR o0 %—f 0 2. Assess/design a study to
. L %@6@%% :> clarify the causality
= Risk minimization!! 2.6 3. Communicate with other
2 :
= ey HCP w
Dl
Page=7 ¢ 9.'@4“@%% Review by ADR specialist

” Why Reporting is important ? ”%&'-7 4 F &(ADR) Z_%
Table 9.3. Recent safety-based drug withdrawals  (1997~2005)
- N
Drug name Year approvediyear withdrawn i l?

i ; AT AFEMG A LT A ERHET  HELTE S
Phenylpropanolamine  —/2000 inever approved by FDA) s 4 ; ii "7 v}ﬁ H . 1% bizinAL BESTLL
Fenfluramine 1973/1997 2 F e AAF R R EE
Terfenadine 1985/1998
Astemizole 1988/1999 " WHO'1972
Cisapride 1993/2000 P : : :
Dexlenfluramine 1996/1997 (not an NME) A response to a drug Wh|Ch is noxious and_unmtendeq and which oceurs at
Bromfenac 1997/1998 doses normally used in man for prophylaxis, diagnosis, or therapy of disease or
Cerivastatin 1997/2001 for modification of physiological function.

Grepailoxin 1997/1999
Mibefradil 1997/1998 = ICH E2A
Troglitazone 1997/2000 . . o
Rapacuronium 19499/2001 All noxious and unintended responses to a medicinal product related to any
Rofecoxib 1999/2004 dose should be considered adverse drug reactions.
Alosetron® 200042000
Valdecoxib 2001/2005
w

* Returned to market in 2002 with restricted distribution,
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» EU- Risk management systems ;.

+ Article 106 of Directive 2001/83/EC of the European Parliament and the Council — Volume 9A: Risk
Management Plan (RMP)
+  Guideline on good pharmacovigilance practices (GVP)- Module V: Risk management systems
Contents
= V.A. Introduction
= V.B. Structures and processes
~ V.B.L Definitions

~  V.B.13. RMP part VIl “Annexes to the risk management’

~ V.B.14. The relationship between the risk management
plan and the periodic safety update report

- V.B.15. Principles for assessment of risk management

—~  V.B.2. Principles of risk management plans.
—  V.B.3, Responsibilities for risk management withinan ~ _

Soanason V.B.16. Quality systems and record management
~  V.B.3.1 Marketing authorisation holders and applicants® V-C. Operation of the EU network
- V.B.3.2. Competent authorities ~  V.C.1. Legal basis for the implementation of risk
- V.B.4. Objectives of a risk management plan management within the EU

- V.B.5. Structure of the risk management plan ~  V.C.2.Risk management in the EU

- V.B.6. Detailed description of each part of the risk
management plan

~ V.B.7.RMP part | “Product overview"

~ V.B.8. RMP part Il “Safety specification”

~ V.B.9. RMP Part lll “Pharmacovigilance plan”

- V.B.10. RMP part IV “Plans for post-authorisation ~ V.C.6. Procedure for the assessment of the risk
efficacy studies” management plan within the EU

- V.B.11. RMP Part V “Risk minimisation measures”

- V.B.12. RMP part VI “Summary of activities in the risk
management pian by medicinal product”

~ V.C3. Situations when a risk management plan should
be submitted

~ V.C.4. Submission of the risk management plan
~ V.C.5. Updates to the risk management plan

- V.C.7. Implementation of additional risk minimisation
activities for centrally authorised products

- V.C8. Transparency

Page »31
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= US-Risk Evaluation and Mitigation Strategy (REMS)
» i ik the Food and Drug Administration Amendments Act in 2007 (FDAAA)
» vk frA2:Risk Minimization Action Plans( RiskMAP)-> Risk Evaluation and
Mitigation Strategy ( REMS)
« RiskMAP
1. strategic safety program
2. specific goals and objectives
3. focuses on risk minimization
a) benefit-risk balance
b) one or more tools to achieve those goals

-labeling change -~ Medication Guides - patient package inserts ~ healthcare practitioner
letters ~ prescription by certified ......

c)  RiskMap Evaluation plan

Page » 32

US-Risk Evaluation and Mitigation Strategy
(REMS)

Risk Evaluation and Mitigation Strategy ( REMS)

1. Timetable for Submission of Assessments (18 months ~ 3
years ~ 7"year)

2. Additional Potential Elements (Medication Guide ~ patient
package insert ~ communication plan)

3. Elements to Ensure Safe Use (ETASU )
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- £ * #3342 (Medication Guide)
- ¥ 4 | i & (Communication Plan)
- B RIS
(Element to Assure Safety Use; ETASU)
R
¢ iEhdpth - £L 00
. ;f‘& F o> {4

Page » 38 38

43l

” 13 BEERITRMPR %

ER Y By %3 DLpER B
LR
100.9.7 1
i A~ R PPN R A A T R
Carbamazepine 4 g | FEEFSE ; 2.
:‘:%ﬂ- TRALR 10014049725 £ SISITENZ Ap B 2
. 101.04.02 TBE ##B C## & |1
TNF Alpha BB REE G | Faasy FLpdpEe s |2
Blockers 100140593458 | + i 4 k4T 3.
1
100.7.27 2.
Rosiglitazone AR Frazy b f A 3.
1001403661 % 4. §mﬂ ¥ R kS
FRBRFF L
101.6.27
Pioglitazone Ly FREFY kA P E
10114026265
Page » 39 39

” 22 FR'%G HPF kG PR

S Carbamazepine Rosiglitazone
® g L F A ® FiT i R E L
ot m-Firhy | F fé?féffﬁ%
Eya .-};i;’\ié’”iF,Lﬂ
LR R ¥
® Ffma iy 4 v Fa
FHRBYRFE SR

ﬁiﬁ AR G E BN

’F ME":AF)AIL ‘ﬁﬁ'ifhﬁ.f’?
RS EEG PR
ZHEPF

1
2.
3.

‘*““&“;‘ \—

ok B PED AR lﬁ‘?ﬁ%@
Zv&r-:/"ﬁ/\ P+ ;ﬁ:/q?—ff‘9;’$§)§p4p ififﬁ‘

Page » 40

+ [ ST A B 2
BeERVER
BRFLAREFLLIEAF

ST LS ER TN

w2t h ALY RS EEGR Y R DR
- BRI RS LA GESE L BPRS RS T SR F ST 2R P F 3

Ba/CaEL L b s — R RS A R S
= S I (L TEE T EED)
- g% &= 4 4 (Physician's evaluation  — 93 A F 245

and prescribing checklist )

— i 4 * % (Medication guide)

— %77 #34 (Communication plan) — EME TR
o FERER EaER — B TS MG E S KL R T
. FERERF i - ks
© EREECRTALE " E M2 AR

b U R - z¥an
N T - FRADRLE:

HPpiB

_Fw,?g” » 100925 12
e RO g aE s

Faes ® FE

7% ¥ ADR 3

Y
B L R TR

S E

Pages41| o

LRREAE T 2E S

# a0

L& EESWE B LS EE Ty Tl

. 2

LTI

Page » 42




RMP/I
CEE—
BT < dp % TR A A
B TR g A FRF AR W oA 2T ARG
TR bOGEAER
P m o2 e SN T T
P FrEp ﬁﬁiﬁ*ﬁ%ﬁ)f
1 2:3 FRi: g
IRB¥: /& #RMP 3+ % &35 @ 2 & &
(FRAETASUR 23+ %) |
SREFLE  RMPHEET A T v
(AR FETASUR 2 ++4) | = r
wadrg
Page 43 43 &

R f‘r‘?upv EU-Good pharmacowgllance practices
> Clarification of the roles and responsibilities
»Whole drug life-cycle safety management
»Quality systems
eintegral part of the pharmacovigilance system
»Qualified person
eresponsible for pharmacovigilance
esupervision of pharmacovigilance activities
«enable national competent authorities to verify compliance
concerning all aspects of the system
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” Designated Medical

= Blood / Agranulocytosis

= Blood / Haematopoietic cytopenias affecting more
than one type of blood cell

= Blood / Haematopoietic erythropenia
= Blood / Haematopoietic leukopenia

Blood / Haematopoietic thrombocytopenia
Blood / Haemolytic disorders

Blood / D
Blood / Thrombotic thrombocytopenia purpura

= Hepat / Hepatic failure, fibrosis and cirrhosis and
other liver damage-related conditions

Hepat / Hepatitis, non-infectious

Hepat / Cholestasis and jaundice of hepatic origin

= Hepat/ Liver related investigations, signs and
symptoms

= Hepat / Liver-related coagulation and bleeding

disturbances

= Immun / Anaphylactic reaction
Genrl / Sudden death
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= Card / Ventricular tachyarrhythmias

= Card / Torsade de pointes/QT prolongation

= Skin / Severe cutaneous adverse reactions

= Skin / Drug rash with eosinophilia and systemic
symptoms

= Ear/ Hearing impairment

= Eye/Blind

= Gastr/ Acute pancreatitis

= Gastr/ Intussusception

= Resp/ Acute central respiratory depression

= Renal / Acute renal failure

= Nerv / Convulsions

= Nerv / Noninfectious meningitis

= Nerv / Noninfectious encephalitis

= Nerv/ Demyelination

= Nerv/ Myelitis
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