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Duvody tvorby a cile RMP

Cilem RMP je identifikovat, charakterizovat a
minimalizovat vyznamna rizika lécCivého pripravku.

Jak se zvysuje mnozstvi informaci o bezpecnosti
léCivého pripravku, tak dochazi ke zméneé planu na
osetreni rizik.
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Update GVP Module V revize 2

 Revize 2 Modulu V i novy templat pro RMP

, publikovana 30 brezna 2017

-, Stary templat -pouziti

a) nova registrace, nebo responses ke dni 120
do 30. zari 2017

b) ostatni procedury zahrnujici predlozeni RMP (updates),

nova registrace zrychlenym zplsobem (accelerated assessment)
do 30. brezna 2018

e od 31. bfezna 2018 — povinné pro vsechny

e nelisi se dle zplsobu registrace (CAP,MRP/DCP, NAP)
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Duvody pro zménu

RMP by mél obsahovat pouze klicové informace
vztahujici se k aktualnimu aktivhimu managementu
vyznamnych rizik nebo missing information

© 2018 STATN[ USTAV PRO KONTROLU LECIV 22.6.2018



e, SUKL

Hlavni cile revize 2

=, jasné definovat urCovani safety concerns

P

=, postupy pro postupné odstranovani safety concerns
%, Redit otazku RMP originatorl versus generik

s ohledem na - hlavni rizika a missing information

- farmakovigilancni plan

- additional risk minimisation measures

=, ujasnit zarazovani studii do PhV planu

22.6.2018
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Safety concerns — zakladni kritéria

=, Additional pharmacovigilance activities
=, Additional risk minimisation measures

s, Autoritou vyzadovany follow-up formular
*, Specific clinical actions/measures

Ostatni SC by mély byt odstranény, pokud zde neni
vyznamny védecky/bezpecnostni dlivod pro jejich
ponechani
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Specific clinical measures
to address the risk:

=, Test pred nasazenim |léCby

=, Monitoring laboratornich parametru

=, Monitoring specifickych priznaku

=, Prizpusobeni davky s ohledem na projev NU
=, Wash-out procedura

=, Doporuceni pro antikoncepci

=, Kontraindikace soubézné lécby s jinymi MP
= Long term follow-up po vysazeni
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Aplikace kritéria ,,specific clinical actions”

=, Dle templatu RMP se nemaji zarazovat

Known risks that require no further characterisation
and are followed up via routine pharmacovigilance
namely through signal detection and adverse reaction
reporting, and for which the risk minimisation
messages in the product information are adhered by
prescribers (e.g. actions being part of standard clinical
practice in each EU Member state where the product is
authorised)
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Kritéria pro missing information (dle GVP)

, gaps in knowledge about the safety

%, for certain anticipated utilisation (e.g. long-term use) or for
use in particular patient populations

%, for which there is insufficient knowledge to determine
whether the safety profile differs from that characterised

% the absence of data itself (e.g. exclusion of a population from
clinical studies) does not automatically constitute a SC

%, focus on situations that might differ from the known safety
profile.

=, Always has to be relevant for the approved indications!
e.g. Missing information in children should not be part of the
List of Safety Concerns if product is not authorised for them.
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Rizika u off-label populaci

Vyznamny Safety concern u populace mimo indikaci
- NENI MISSING INFORMATION
Co lze délat?

Zvazit important potential risk in off-label populace
1. Je vysoka pravdépodobnost off-label pouziti

2. Jsou dlikazy, Ze u této populace existuji vyznamna rizika (ktera by az
mohla znemoznit schvaleni indikace, pokud by byl LP podan)

3. Riziko se u indikované populace nevyskytuje (neni uz v SC)

4. Riziko ma vliv na B/R, i kdyZ hodnoceno na urovni pro jednotlivého

pacienta, protoze pro celou populaci formalni hodnoceni B/R
neprobéhlo
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Shrnuti - Hlavni princip

Bud' je riziko/missing information natolik dllezité/a, ze je
nutné prijmout opatreni nad ramec rutinnich, nebo toto
riziko/missing information neni dostatec¢né vyznamné, aby
bylo zahrnuto v RMP.

Dusledek:

VétsSina RMP v ramci MRP /DCP registraci by méla mit
velmi malo, nebo zadné safety concerns.
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Otazka generik €. 1

, GVP Rev. 2

for new applications under Article 10 (1), i.e. “generic’,
in the case that the originator product has a RMP, the
summary of safety concerns should be in line with the
originator product.

Originator nebude mit RMP dle novych kritérii !
Ma mit generikum dle orig. nebo dle nového GVP ?
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Pristup jednotlivych MS

>, Vyzadovano mit RMP v souladu s Originatorem
=, VV\yzadovano uplatnit nové definice

~, Neni jasné definovano (napr. vyzadovano, aby
generikum ,, harmonizovalo” dle originatora, u néjz
bylo schvaleni v posledni dobé, i kdyz jesté podle
starych kritérii)
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Otazka generik €. 2 — safety concerns na webu CMDh

=, GVP Modul V rev. 2
1) Originator ma RMP
Generikum - stejné SC — pak pouze aplikuje S VIII
- odlisné SC — SVII doplnit 0 zménéné SC
2) Originator nema RMP, ale SC jsou na CMDh webu
a) pouze jeden safety profile — pak dle bodu 1
b) vice - oduvodnéni jeho vybéru v SVII
3) Originator nema RMP, SC nejsou na webu CMDh
- kompletni modul SVII
(http://www.hma.eu/464.html)
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1 |latanoprost
2

Nate: The green marked products co

List of safety concerns per approved Risk Management Plan (RMP) of active substances per product

ncern dossiers authorised under Article 8.3 legal basis

Doc. Ref: CMDh/330/2015, Rev.11, April 2018

3
4
5 | Active substance ~ : Brand name hd MRE/DCP number |+ Legal basis v MAH v RIMS or M
b |Abacavir Abacavir Sanodz/Hexal ML/H/3435-3436/001 Generic [Article 10(1)) SANDOZ BV, ALMERE
7 ABACAVIR/LAMIVUDINE NL/H/3487/001/0C Generic [Article 10{1)) DOC Generici
8 Kivexa UK/H/6004/001/0C Generic [Article 10(1)) LUPIN (EUROPE] LIMITED, KNUTSF
Ab ir/Lamivudine Dr. Reddy's 600 mg/300
acavir/iamivuding br. heddy s b2 me NL/H/3750/001/DC Generic [Article 10{1)) Dr Reddy's Laboratories (UK) Ltd
9 me Film-Coated Tablets
Abacavir + Lamivudine Aurovitas 600 mg +
. . = PT/H/1524/01/DC G ic (Article 101 Aurcbkinda Ph (Malta Limited
10 |Abacavir/lemivudine 300 mg, Film-coated tablets C o eneric (Article 10{1) urobindo Pharma [Malta Limited)
Abacavir/Lamivudine Accord 600 mg / 300 mg
) ' = = UK/H/6561/001/DC Generic (Article 10{1)) Accord Healthcare Limited
11 film-coated tablets
Abacavir/Lamivudin-ratiopharm 600 mg/300
AealirfLamIueIn-Tatiopnarm 5t me DE/H/5106/001/DC Generic (Article 10(1)) TEVABY
12 mg Filmtabletten
13 tabletten NL/H/3488/001/18/007 Generic (Article 10(1)) Actavis Group PTC ehf
Acebutolol Aurobindo Fil ted tablet
Acebutolol cenLiot] PUroRindo FIim cozted BaBIES L prjHy1796/001-002/DC Generic [Article 10{1]] Aurobindo Pharma {Portugal] Unipessoal Limitada
14 200 & 400 mg
15 Bartal SE/H/1603/001-003/DC Well-established use (Article 10{a)) Krka, d. d., Novo mesto
16 e . Acetylsalicylic acid Krka SE/H/1604/001-003/DC Well-established use [Article 10{a Krka, d. d., Novo mesto
Acetylsalicyiic acid i _E‘#_ ; ; i § ; S L - 2] : :
17 Aeetylsalicylic acid Bluefish SE/H/1563/01-02/DC Generic [Article 10(1)) Bluefish Pharmaceuticals AR
18 Algirin 500 mg SK/H/0170/001/DC Well-established use (Article 10(a)) Dr. Max Pharma s.r.0.
Acetylsalicylic o : R . )
. . .. Trinomia ES/H/0241/004-006/DC Fixed dose combination (Article 10{b Ferrer International, S.A.
19 |acid/Atorvastatin/Remipril T ’ L (b))
Acetylcysteine hoesttabletten bruis Apotex . )
N/A G Article 10(1 Apotex E BV
20 200 mg, effervescent tablets ) enerlc Article 10(1) POTEXELIOPE
Acetyloysteine 600 mg Al ff t
21 Iceplpseine t;;r;t:’s EInE I ME AIpex, EHEnEscen N/A Generic [Article 10{1]] Alpex Pharma UK limited
Acetylcystein Dr. Max Ph 600
CEtylcystein r. Max Fiaima 830 mg DE/H/3983/001/DC Well-established use (Article 10(a]) Dr. Max Pharma Limited
22 Brausetabletten
23

24 | Acetylsalicylic acid/Caffeine Tiplo/Tiplo Cltrus DK/H/2675/001-002 Generic (Article 10(1)) Orifarm Generics A/%
25 |Aciclovir Aciclovir Alternova N/A Generic (Article 10{1)) Alternova AfS

b Products overview | Abacavir | abacavir_lamivudine | Acebutolol | acefylcysteine | acetylsalicylic acid acetylsalicyl acid_atorvastatin Acetylsalic ... () {
Pfipraven HH
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. Legal basis:
Acetylcystein Dr. Max . o .
. . Product name (MAH): MRP/DCP number in case of | Full application (Article 8(3)
Article 10a well-established use Pharma 600 mg o , o
o Fluimucil oral formulations MRP/DCP product: of Directive No
application Brausetabletten .
(Zambon) National (00/H/0085/002) 2001/83/EC)
DE/H/3983/001/DC
Risk Management Plan 13 20.1.2016 RMP version number and date version 1.0 dated 24 April 2017
Additional Risk Additional Risk
. » e Safety concerns Additional Pharmacovigilance L
Safety issues Additional Pharmacovigilai Minimisation Minimisation
Increased risk of respiratory
o None None
obstruction in children aged < 2 years
Stevens-Johnson syndrome
Toxic epidermal necrolysis (Lyell Severe hypersensitivity reactions
o . None None
syndrome) including anaphylactic shock
Use in diabetic patients Severe skin reactions (incl SJSand  |None None
TEN)
Use in patients with asthma Clinical effects resulting from None None
anticoagulants and platelet-inhibiting
b Products overview | Abacavir | abacavir lamivudine | Acebutolol acetylsaliflicacid | acetylsalicyl acid atorvastatn | Acetylsalic ... () {

acetylcysteine

+ 110
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Zkusenosti za rok 2018 CZ RMS — nova registrace

=, 20 % RMP predlozeno ve starém formatu
=, 0 % RMP safety concerns dle novych pozadavkt

=, 28,5% RMP — safety concerns dle tabulky CMDh —ale
podle starych kritérii

=, 5% - safety concerns dle jiné MRP procedury pro
generikum (PAR z ledna 2017— MRI index)

1 RMP dle originalu z roku 2011

=, 10 % RMP : , dle originatora“ ale neni napsano, kde
|ze nalézt jeho safety profile.
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Perlicky z roku 2018

,SVII.1.1 Risks not considered important for inclusion
in the list of safety concerns

There are currently no risks considered as not
important for inclusion in the list of safety concerns in
respect to this RMP. — drzitel identifikovat 19 SC, ackoli
nemeél ani additional PhV aktivity ani additional risk
minimisation measures

SVIL 1. Identification of safety concerns in the initial RMP submission

Not applicable. This is the first RMP
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Otazka generik €. 2 — safety concerns na webu CMDh

%, K Unoru 2018 bylo v této tabulce 902 riznych RMP
=, 373 rlznych ucinnych latek
~,Ne pro kazdou latku je RMP originalu

=, Nékolik ruznych tabulek SC pro tu samou latku
(vysledky ruznych registracnich procedur)

s, Drzitelé nemaji jasny navod, ¢im se ridit
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RMP clean —up project — Harp project

=, Dobrovolny projekt CMDh farmakovigilancni skupiny
iniciovany NL

%, Sdruzeni PRAC clenu, alternatu, hodnotitelu

(NL, ES, FR, CZ, PL, LT, SE, HR, HU, IE, IT, EE, LV)

, Cil: sjednotit safety profile pro jednotlivé latky, kde

A) Neni originator, nebo nema RMP (registrovan pred
rokem 2005)

B) Zadné generikum neni CAP
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Situace pro centralizované registrace

% Initial MAA
- nova doporuceni jsou sledovana
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Table ITI-SVIII-1: Summary of safety concerns

Important identified risks

IFIS

Orthostatic hypotension/hypotension

Syncope/loss of consciousness

Hypersensitivity (including allergic type reactions. such as facial edema. pharyngeal
edema and swollen tongue)

Abnormal Liver Function Tests (LFTs)

Tachycardia

Palpitations

Abnormal ejaculation. erectile dysfunction

Important potential risks

Use in moderate/severe renal impairment

Misdiagnosis of prostate cancer

Photosensitivity reactions

Genital discomfort/burning

Gynaecomastia. breast enlargement. breast tenderness

Use in patients with pre-existing cardiovascular disease

Concomitant treatment with strong CYP 3 A4 inhibitors

Concomitant use with other alpha-blockers

Concomitant treatment with phosphodiesterase type 5 inhibitors

Concomitant use with antihypertensive medicines

Important missing information

Use in severe hepatic impairment

Use in patients with a serum creatinine >2.0 mg/dL

Concomitant use of 5-alpha-reductase inhibitors

Patients aged = 75 years

& ZULO DIAINIUDIAV FRU NUNIRULU LCUIV
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Nyni

Important identified risk IFIS (Intraoperative Floppy Iris Syndrome)

Important potential risk misdiagnosis of prostate cancer

Missing information -
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CAPs — post-authorisation phase

=, Velmi rozdilné pristupy ke klasifikaci SC
a) Nechavan v souladu s referencnim produktem
b) Je pozadovano prehodnoceni

EPAR (European public assessment report) je verejny —
je jednoduché opsat SC

=, PSUSA

Zridka pozadovano prehodnoceni SC a predlozeni
zmeny
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e, SUKL

List of safety concerns — RMP & PSUR

=, RMP safety concerns —ty co se musi aktivneé resit
=, PSUR safety concerns = ICH definitions; GVP Module VII

- po udéleni registrace — pravdépodobné ne

- v pribéhu ¢asu se ziskem novych informaci, zavedeni klinické rutinni
praxe - dochazi k redukci RMP SC

Vyjmuti SC z RMP neznamena automaticky i vyjmuti z PSUR —otazka
pro PSUR zni — je treba dalSi sledovani a periodické hodnoceni ?

GVP VIl — part 16.4. PSUR by méla byt kopii tabulky v RMP — neplati od
revize ModuluV

— Update of Explanatory Note to GVP Module VIl — bude v budoucnu blize
specifikovdno.
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Jaknato?

= MAH muze predlozit RMP témér v ramci jakékoli
procedury

=V ramci zmény, ktera RMP vyzaduje persee (nova
indikace)

=, predlozit IB zménu (pouze zména RMP)

— pokud se nejedna o vyznamné zmeény vyzadujici
posouzeni (napr. pouze zména templatu)

=, Zmeéna Il — reklasifikace Safety concerns

=, Autorita nemuze pozadovat predlozeni zmény jen
kvuli tomu, aby se aplikoval novy templat
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Prechod na novy templat

=, Teoreticky neni potreba identifikace SC—jiz byly
identifikovany

=, Nutno vsak vzit do Uvahy nova kritéria hodnoceni SC

=, Zadné improvizace — &i styl ,, néco mezi“
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Dékujeme za pozornost

STATNI USTAV PRO KONTROLU LECIV
Srobarova 48, 100 41 Praha 10

tel.: +420 272 185 111

fax: +420 271 732 377

e-mail: posta@sukl.cz
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It should however be noted that the definitions of important identified and
potential risks and missing information in GVP Module V Rev.2 apply in the
context of risk management planning, i.e. safety concerns in the RMP are
judged based on risk-benefit impact and the need for further risk
minimisation activities and/or further evaluation as part of a
pharmacovigilance plan. GVP Module VIl is applicable for the purpose of
risk classification in the PSUR. Therefore the definitions in GVP Module V
should generally not be used for the purpose of risk reclassification in the
PSUR. As a consequence, the lists of safety concerns in the RMP and PSUR
might differ.

It is also possible that the justification to remove a risk from the list of safety
concerns in the RMP may not be applicable for reclassifying a risk in the
PSUR. This might lead to an important risk being removed from the RMP,
e.g. when the risk is fully characterised and appropriately managed with
existing risk minimisation activities, but that is may still be warranted to
follow up on it, and thereby not remove it from the list in the PSUR.

Although section 16.4 of GVP Module VII currently mentions the modules
should be the same, this is no longer a requirement since the publication
of GVP Module V Rev.2. This aspect will be further clarified in the
upcoming revision of GVP Module VII
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