H24- - -015

RMP
EU 2012 EMA
PRAC EU
EudraVigilance
PRAC
RMP PI EU
refrral
/
EU
EMA
MA PRAC
2012.9 2013.9
PRAC EPAR PRAC 192
7 RMP PRAC
1. EU
25 4 EMA
RMP
EU RMP
2. RMP
2012 9

Pharmacovigilance
RMP Pl Risk Assessment Committee PRAC
2014 11 PRAC
PRAC recommendations on signals
RMP
RMP PRAC
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important identified risk

IR
important potential risk IPR
missing information M|
RMP

“ PRAC recommendations on
PDF
missing potential

PRAC
important

signals’
RMP Risk management risk minimisation

6
2014 6

RMP

EMA “ List of signals
discussed at PRAC since Sep 2012”  Excel
RMP IR
RMP

IPR

“ PRAC recommendations on
signals’
List of signals discussed
at PRAC since Sep 2012

11
PRAC recommendations on signals

PRAC
SmPC
Labelling
Package leaflet
DHPC
Communication plan

RMP List of signals
discussed at PRAC since Sep 2012
RMP
PRAC 2012 9 PRAC 2014
12 List
of signals discussed at PRAC since Sep 2012
2014 11 25
— 1
RMP
EMA
3. Pl
PRAC
2013 9 2014

List of signals discussed at PRAC since Sep
2012 2014 11
25 PRAC

Yes

PRAC recommendations on
signals
SmPC4.4
List of signals discussed at PRAC since Sep
2012 Excel

No
PRAC signals 3
2.Recommendations for submission of
supplementary information 3.0ther
recommendations
List of signals discussed at PRAC

since Sep 2012 Excel

- PRAC recommendations on signals
EMA HP

EPAR
SmPC Procedural steps taken and
scientific information after authorisation
Referral
Referral
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PRAC 2013 9 2014 11

List of signals
discussed at PRAC since September 2012
2014 11 25 EMA EU
GVP good pharmacovigilance practice
1. EU
(1-1) EU (1-1.2) GVP I XVI
(1-1.1) EU PV GVP 16
1
EMA EU EC
2012 7 GVP 2012 6 EC
PRAC implementing regulation
CMDh implementation
regulation
CMDh
GVP EMA
EMA 2012 CAP EU
non-CAP EU
EU
EMA GVP CAP non-CAP
CAP 2012
(1-2) EMA
(1-2.1) EudraVigilance
2
CAP 2012 7 EudraVigilance
EU web
EU EMA EU
EudraVigilance
EMA EU EMA
EMA 2013
PRAC CMDh CHMP PRAC 100

43
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EMA 57 EU

EudraVigilance

referral
referral
Referral
/
(1-2.2) PRAC 3
2013
2012 11%
91%

EudraVigilance

5% 3%

PMDA 52 FDA
15 WHO 5 EMCDDA The European
Monitoring Centre for Drugs and Drug Addiction

4 1%
2013 2,449
EMA 2013
EMA
rapporteur 43
PRAC
2
2012 EMA
8
5
2012 3
5 6
43
21 PRAC 7
14
Pl

4
DHPC
14
7
1 31 referrd
/
(1-2.3) PAS register ENCePP 4

ENCePP European Network of Centres for
Pharmacoepidemiology and Pharmacovigilance
EMA

2006
/
ENCePP
EU PAS

Register
MAH
ENCePP  E-Register of Studies

ENCePP PRAC

ENCePP
PRAC

EMA

2013 12 ENCePP



129
22 17
19 18
49 28
ENCePP  E-Register of Studies
2013 1 72

2012
115

2013
12
23

203
ENCePP Study Seal
ENCePP Study Seal

ENCePP
Study Sedl

180%
Good Pharmacovigilance Practices GVP
VIl VIII.B.4
E-Register of Studies
PAS Register”

“ EU

2. EU EMA EU

RMP

(2-1) RMP

EU Eudravigilance

PRAC EMA
2013 EMA

2,449
91%

5%

EudraVigilance
3%
1%
EudraVigilance—2013

PRAC
RMP
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2012 9 2014 11 PRAC
192
7 RMP
PRAC 1
6 2
(2-2) RMP
EPAR SmPC  Annex II PRAC

recommendations on signals PRAC
Public assessment report

Public assessment report

Public
assessment report RMP
summary

ustekinumab 1
Public assessment report
(2-3) RMP
EU RMP
EPAR Annex II D.

Conditions or restrictions with regard to the
safe and effective use of the medicinal product
Risk Management Plan RMP

RMP

RMP

EPAR Procedural
steps taken and scientific information after the
authorisation

SmPC
Annex II
SmPC Annex 11



temozolomide ipr iir
brentuximab vedotin ipr
SmPC RMP
4.4 4.8
RMP

PRAC recommendations on signals

RMP

SmPC
EMA 2014 3
2014
RMP summary

RMP summary

> RMP
3. EU EMA EU

PI
3-1) PI
PRAC
2013 9 2014 11
PRAC recommendations on
signals PRAC signals
PRAC 2012 9 2013 8
PRAC
recommendations on signals
PRAC 119
102 2014 12
36 PRAC
83
3
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36 1
SmPC 43
1 4.4
21 4.5
1 4.8 9
SmPC 3
1
SmPC
PL Labelling
DHPC SmPC
PRAC signals
SmPC
83 2
2. 46 3.
37
2.
22 PSUR
22
PSUR
2
3. RMP 1 Referral
2 1
action
30 3
3. action
closed
paracetamol SJS TEN
AGEP 2013 11
PRAC 3. MAH
No action for MAH
2014 2



Pacurariu EMA

4, PRAC 18
PRAC
Drug Safety 2014 12
6 2012 7 2013 12
RMP 18 125 96
RMP PRAC
62%
Zomerdijk 72%
PRAC
SmPC 51
33
Referral 9
Additional risk minimisation measures in the 7 RMP
EU - are they eligible for assessment? 7
Zomerdijk IM, Trifird G, Sayed-Tabatabaei FA, Pacurariu
Sturkenboom MC, Straus SM. PI 2013 9 2014
Pharmacoepidemiol Drug Saf. 2013 11 RMP 2012 9 2014 11
Oct;22(10):1046-53.
Post-approval evaluation of effectiveness of risk EMA
minimisation: methods, challenges and EMA
interpretation.
Banerjee AK, Zomerdijk IM, Wooder S, Ingate S,
Mayall SJ. Pacurariu
Drug Saf. 2014 Jan;37(1):33-42.
50
PRAC 192 PRAC
RMP 7 75 3
0 273 43%
RMP
2005 EU
EMA
EMA
RMP 2012 7
PI
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1

PRAC

EU

RMP

EMA
2013/05/23

http://www.nihs.go.jp/dig/sireport/weekly11/
11130523.pdf

Vol.11 No.11

36

EMA
2014/06/05

http://www.nihs.go.jp/dig/sireport/weekly12/
12140605.pdf

Vol.12 No.12

EMA Vol.11 No.18
2013/08/29

http://www.nihs.go.jp/dig/sireport/weekly11/

18130829.pdf

EMA Vol.12 No.19

(2014/09/11)

http://www.nihs.go.jp/dig/sireport/weekly12/
19140911.pdf
EMA
2014/04/10
http://www.nihs.go.jp/dig/sireport/weekl
y12/08140410.pdf
A Description of Signals During the First
18 Months of the EMA
Pharmacovigilance Risk  Assessment

Vol.12 No.08

Committee. Pacurariu AC, Coloma PM,
van Haren A, Genov G, Sturkenboom
MC, Straus SM. Drug Saf. 2014
Dec;37(12):1059-66.



1 PRAC RMP 7
2012.9 2014.11 192
. ; PRAC RMP
INN[ 1 PRAC AE
Temozolomide 1999 1 2013 3 - IPR | [“Temodal’]
[“Temodal”] CAP / IIR 2006 9
Filgrastim 1991 [’Gran”]
[“Biograstim”] CAP 2013 3 -IIR 1991 12
Pegfilgrastim G-CSF [“G-Lasta’]
. , 2002 8
[“Neulasta”] —IPR 2014 11
Lenograstim 1993 2013 11 -IIR [*Neutrogin”]
[“Granocyte’] Non-CAP G-CSF 1991 12
- IPR
Teriparatide 2003 013 11 -IIR | [“Forteo”]
[“Forteo”] Non-CAP 2010 10
Brentuximab CD30 . .,
vedtin gﬁ 10 2013 8 _IPR g O’chems ]
[“Adcetris”] CD30"
Interferon beta la 1997 3 [ Avonex”]
[“Avonex’] B-la, | 2014 2 -
Interferon beta 1 CAP 1b IPR 200611
Ustekinumab 2009 1 - IR | [“Stelara’]
[*Stelara’] CAP IL-12//23p40 2014 2 2011 3
2 PRAC RMP 6
2012.9 2014.11 192
INN[* "] PRAC AE RMP
Exenatide ‘Byetta’
Byetta’ iggg 2 2013 1 2010 12
Liraglutide CAP GLP-1 ‘Victoza’
‘Victoza’ 2010 6
Rocuronium Tt i ?
Sugammadex 2008 7 ronium 2013 2 Bridion
“Bridion” CAP veeuroniu 2010 4
Tapentadol 2011 2 T ta’
“Palexia’ 2014 1 apenta
. s Non-CAP 2014 8
Yantil
Basiliximab “Simulect”
“Simulect” 1998 10 CD25 20142 2002 4
Dimethyl
fumarate é‘i\ls 2 2014 11 p]}?G- 1 IZH
“Tecfidera’ ase
Leuprorelin 2011 4 2014 11 “Leuplin’
“Prostap”’ Non-CAP LR-RH 2002 8
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3 PRAC 2013 9 2014 11 119

36
SmPC 4.3 1
4.4 22
4.5 5
4.8 22
SmPC 4
SmPC 2
1
83
22
PSUR 22
PSUR 2
RMP 1
Referral 2
1
action 30
3
1 2 36
8
—*“”*Additional data requested,” “ Supplementary information requested’
PSUR —“Assess in on-going PSUR,” “ Assess in the next PSUR,”“ Assess in the PSUR”
PSUR —“Comment in the ongoing PSUR on the scientific
literature related to the signal and provide additional data on the use of the product”
RMP —“Update of the Risk Management Plan”
Referral —“Under consideration” Referral
—*“Post-Authorisation Safety Study to be submitted”
action —*“Routine pharmacovigilance,” “Monitor hypersensitivity reactions through routine
pharmacovigilance,” “* Monitor in PSUR,” “The available evidence does not support a causal association; the

PRAC recommended review through the PSURs,” “No action at this stage,” “No further action at this stage,” “The
available evidence does not support a causal association; no action for MAH,” “The available evidence does not
support causal association and the currently approved product information covers the issue in a sufficient manner;
no further regulatory action required.”

—*“To be determined in the context of the on-going PSUR assessment,” “Follow-up on the outcome of the
initiated variation procedure,” “Recommendation for product information change to be addressed in the PSUR
work-sharing procedure”

RMP 1 tapentadol RMP
Referral EU
EMA
EMA EU refer
referral 2 ivabradine
testosterone Referral PRAC
ivabradine 2014 11 6
testosterone variation 2014 10 9
PSUR 11
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