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Agency for Medicinal Products
and Medical Devices of Croatia

N—HALMED
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v" National regulatory authority

v" Provides services pertaining to human medicinal products, medical devices
and homeopathic products in accordance with the Croatian legislation

Established on October 1, 2003
Legal compliance is supervised by the Ministry of Health and Social Welfare
v' Generates its own income through service fees and annual charge

ANERN
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Collaborates with various international institutions:
- the UPPSALA
e/ i MONITORING
* * i 5
o U CINTRE
: L S s iy European Directorate for the
{UI{(?RL;"&I‘NM[DJUJ‘WS MS[NLY Quality of Medicines & HealthCare OFCE?J%'“C‘)%"E- ggﬁﬂlﬁaom

...and Medicines agencies of the EU member states:

afssaps x

' ®  MINISTERIO o
'q DE SAMIDAD IIl manlos
a TPQLITI(,‘.ASQCML @ [prodfuChos Sanian o

IRISH MEDICINES BOARD Agence fmncar‘s;ec;epsne;ﬂ:é;:r;ﬁ:::

%
¢
2

Twinning Light Project

...as well as Medicines agencies in the region:

5 AGENCIJA ZA LIJEKOV
MEDICINSKA SREDSTV

AGENCIJA ZA LIJEKOVE | METHCINSKA SEEDSTVA BOSNE | HERCEGOVINE

CMDh HMA

Heads of Medicines Agencies

Coeordination Group for Mutual Becognition

... and last, observer to :
and Decentralised Procedures = Human
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Agency for Medicinal Products

and Medical Devices of Croatia CO-OPERATION WITH EMA
IPA Programme 2009-2011

?otent'\al Candidate Count,,-e&

Croatia ™
Bosnia and
Hercegovina
Macedonia <
h q
> E Kosovo under UNSC
Resolution 1244/99
Turkey
Montenegro - Serbia I
_

L]

Legend:
EMA European Medicines Agency
IPA Instrument for Pre-Accession

Source: S. Tomic et al., Regul Toxicol Pharmacol 57 (2010) 325-332.
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Agency for Medicinal Products HAL M E D ’ S KEY RO L E

and Medical Devices of Croatia

Protecting public health by ensuring safety, quality and efficacy of i
medicines

Promotes public health by helping people to understand the risks and benefits of the
medicines they use
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Agency for Medicinal Products
and Madiral NDaviras nf Cirnatia

Safeguard public health by carrying out its communication role
through provisions of accurate, scientifically proved and timely
information on medicinal products and medical devices to
healthcare professionals, patients and the general public
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Agency for Medicinal Products \ | m
and Medical Devices of Croatia

WELCOME NITHGI
g’ T0 THE WEBSITE —_—
OF THE AGENCY FOR MEDICINAL PRODUCTS AND MEDICAL DEVICES

MOST IMPORTANT ;
MEDICINAL PRODUCTS | MEDICAL DEVICES | LICENCES. MANUFACTURNG AND SALE | PHARMACOVIGILANCE | PHARMAcopoeia | GONTAGTS

—
.................... s For Pahents

A Ahurut Us INFORMATION ON MEDICINES 15-18 September 2010

/ HALMED-Info-Day and a Wurkshup for
!

QPs in Pharmacovigilance -"What
4 Fees changes did the new Ordinance bring?”
HALMED-Info-Day will be held on 16

4 Central Ethics Committee September 2010, and a Workshop for a
QP in Pharmamwgl\amce on 17-18
September 2010, within the Sixth
Croatian Congress of Pharmacology with

4 International Cooperation International Participation.

4 Seminars and Workshops The Conaress will be held on 15-18
T - September 2010 in Opatija, in Millenium =
Newly approved medicinal products Grand Hotel 4 opatijska cvijeta,
4 Useful Links organised by the Croatian
S e e e 5200 Pharmacological Society (HDF), School of
. Medicine of the University of Rijeka and
4 Legislation Here you can find a list of newly approved medicinal products between 1st Agency for Medicinal Products and Medical
January 2011 and 31st January 2011, Devices (HALMED).

During the plenary lectures organised by

the HALMED, the Head of the Agency and
Newly approved medicinal products experts from the HALMED will present the
activities within the HALMED's scope of

4 Publications and Reports

4 Forms ELOL. 2001 work. The lectures will present an
. occasion for interactive discussion with
Here you can find a list of newly approved medicinal products between 1st the HALMED experts.
4 Approval for the Import December 2010 and 31st December 2010.
4 Contacts "
) MNewly approved medicinal products
13.12.2010.
T T L

€ Internet iy - ®izme -
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| EHALMED ;. Pharmacovigiancs | New Sefety Information | | %5 v Bl [ f= v Page~ Safety~ Tools - (gh-
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Agency for Medicinal Products |:| m
and Medical Devices of Croatia
WELCOME | NENSLETT
TO THE WEBSITE |
OF THE AGENCY FOR MEDICINAL PRODUCTS AND MEDICAL DEVICES | ENRUIRIES -
MEDICINAL PRODUCTS | MEDIGAL DEVICES | LIGENGFS sssssimsnmimuin auncMLE | pHARMACOVIGILANCE | PHARMACOPOEIA | GONTAGTS
4 Mews ‘ NEW SAFETY INFORMATION B
——
4 About Us
Notice mncernlng the shorter shelf-| Ilfe of Act-HIB, vaccine against Haemophilus influenzae type
B, Vaccinum stirpe b © Lot DD636-3
A Foks 01.06.2010.
4 Eanteal Ethits Cammition In collaboration with the Agency for Medicinal Products and Medical Devices, on 31 May 2010, Medoka d.o.o.
sent a notice to the Croatian Mational Institute of Public Health, all County Institutes of Public Health, Institute of
Immunslogy (warehousing and distribution of vaccines fram the Vaccination Frogramme) and vaccinators,
4 International Cooperation advising them of the sharter shelf life of Act-HIS, vaccine against Haemophilus influenzae type b, Lot: DO636-3.
The packaging of the sbove vaccine lot reads Expiry Daste June 2011, The Agency, when issuing the Special
. Quality Control Certificate, shertened the shelf life te 31.12.2010. due to a discrepancy in the respective expiry
4 Seminars and Workshops dates of the finished medicinal product and the enclosed solvent, since the enclosed selvent has an expiry date
of December 2010.
A ekl ke Consequently, the vaccine must not be used after 31.12.2010.
4 egickits The text of the letter can be found below (available in Croatian):
egisiation Notice concerning the shorter shelf-life of Act-HIB, vaccine against Haemophilus influenzae type b,
Lot D0636-3
4 Publications and Reports
—— OTHER NEWS L
[mpnrtant notice tnnternlng safetv of medicinal products containing the active substance
A Wgetrial e Won Lampory with rec ions for physicians, pharmacists and patients
01.06.2010.
4 Contacts ,
The European Medicine Agency's (EMA) Committee for Medicinal Products for Human Use (CHMP) recommended
revocation of marketing autherisation for all medicinal products containing the active ingredient bufexamac.
Based or the CHMA's opirion, the European Commission will issus final recommendations for the medicinal
products containing the aforementioned active substance.
The Agency for Medicinal Products and Medical Devices (HALMED) initiated the review process for the EMA's
recemmendation, issuing the recommendaticns for physicians, pharmacists and patients.
Adverse Drug Reactions Report for 2009
31.05.2010.
©n 31 May 2010, the Agency for Medicinal Products and Medical Devices (HALMED) posted on its website the
Annual Report on Spentaneous Reporting of Adverse Drug Reactions for 2009. The Report was drafted in
accordance with the Medicinal Preducts Act (Official Gazette Mos. 71/07 and 45/09) and the accompanying
Crdinance on Pharmaccvigilance (Official Gazette No. 125/09), pursuant to which HALMED menitors adwerse
drug reactions (ADRs) in the Republic of Croatia that are related to the marketed medicinal products and the
medicinal products in clinical trials, which healthcare professionals, marketing authorisation holders and clinical
trial authorization holders have an obligation to report. ; : v,

Done € ntermet dp v Wm0n -
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WELCOME NITHGI — ;_ J
m T0 THE WEBSITE
OF THE AGENCY FOR MEDICINAL PRODUCTS AND MEDICAL DEVICES

MOST IMPORTANT

MEDICINAL PRODUCTS | MEDICAL DEVICES coviciLance | pHARMacoroeia | GONTAGTS
D,

DEAR HEALTHCARE PROFESSIONALS LETTERS

....... Download

4 Fees Pismo lijecnicima o tiskarske] pogredci u Uputi priloZzenoj uz lijek 07.02.2011. GlaxoSmithKline d.o.o.
Integrilin (eptifibatid)

4 Central Ethics Committee Pismo zdravstvenim djelatnicima o promjeni nagina izdavanja lijekova 27.01.2011, Sandoz d.o.o., Berlin-
za lokalnu primjenu koji sadrZe ketoprofen Chemie Menarini Hrvatska
d.o.o.
4 International Cooperation
Pismo lijecnicima o novim podacima vezanim uz sigurnost primjens 26.01.2011. Sanofi-aventis Croatia
lijeka Multaq (dronedaron d.o.o.
4 Seminars and Workshops Y a( )
Pismo lijecnicima o podacima vezanim uz opskrbu i sigurnost primjene 24.01.2011. Agmar d.o.o.

Dianeal, Extraneal i Nutrineal otopina
4 Useful Links P
Pismo lijeCnicima o hepatalnim nuspojavama povezanim s primjenom 14.01.2011. Pfizer Croatia d.o.o.
. . lijeka vfend (vorikonazol

4 Legislation 1 ( )
Mastavno pismo lijeénicima o podacima vezanim uz sigurnost primjene 17.12.2010. Agmar d.o.o.

P Dianeal, Extraneal i Nutrineal otopina
4 Publications and Reports ! P

Pismo lijeénicima o moguénosti otpoéinjanja lijeéenja novih bolesnika 17.12.2010. Schering-Plough d.o.o.,

lijekom PegIntron@ tvrtka kéi Merck & Co., Inc.
4 Forms

Pismo lijecnicima o novim podacima vezanim uz sigurnost primjene 10.12.2010. Agmar d.o.o.

4 Approval for the Import Dianeal, Extraneal i Nutrineal otopina za peritonejsku dijalizu
Pismo lijecnicima o novim podacima vezanim uz sigurnost primjene 07.12.2010. Pfizer Croatia d.o.o.
4 Contacts lijeka Sutent Eaps_ule (sumt\mbgm) u bolesnika istovremeno ili

prethodno lijeéenih bisfosfonatima

Pismo lijecnicima o novim podacima vezanim uz sigurnost primjene 03.12.2010. Roche d.o.o.
= Sy S

r T e, Sy, Wi g —— )
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Agency for Medicinal Products HARMON ISATION
and Medical Devices of Croatia
WITH THE EU LEGISLATION

e acquis communautaire

* negotiation procedure between
Croatia and the EU: Chapter 1
“Free Movement of Goods”
which defines regulation of
medicines and medical
devices was closed in April
2010

Sorry, were not
lowering our criteria.

e continuous monitoring and
harmonisation of Croatian
legislation with the aquis

Lua e
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and Medical Devices of Croatia

Act on
Medicinal Act on Medicinal Products
Products and and Medical Devices, 2003
Medical

Devices, 1997

Ordinance on monitoring

of quality defects, 2005
Ordinance

on GDP, 2005 .

Ordinance on Advertising

MP, HP and MD, 2005

M)

|
|
| |
I Ordinance on
|
|
|

Ordlnance on
Bioequivalence,
1999

Ordinance on Drug consumption

- GLP, 2006
reporting, 2005

Medical Devices Act

|
Ordinance on Quality testing, 2005

HISTORY OF REGULATORY FRAMEWORK IN CROATIA

Medicinal Products Act
(2007/amend. 2009)

Ordinance on Special
Conditions for EU

Authorised MP (2008) . . GMP, 2009
I 1

/

|
| / Ordinance on
1 / Advertising of MP&HP, 2009

l
Ordinance on PI-‘V,

(2008) 2009 | |

Ordinancelon Clinical
trials and GCP, 2010

Ordinance on the Procedure

for Granting MA (2008/amend.
in 2009) |
Ordinance on Marketing, labelling

and advertising of THMP, 2010


Presenter
Presentation Notes
ordinances for licensing, distribution and sale  + medical devices not listed
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NnCADREAC

(Authorisation of Products
Previously Authorised in the EU)

 New Collaborative Agreement
between Drug Regulatory
Authorities in Central and
Eastern European Countries
(supported by EU officials and
encouraged by the WHO
Regional Office for Europe)

e provisions of NnCADREAC-
iIncorporated in the Croatian
legislation

New Collaboration Agreement between Drug Regulatory Authorities in Central
and Eastern European Countries

CADREAC 1997 (Bulgaria, Cyprus, Czech
Republic, Estonia, Hungary, Latvia, Lithuania,
Estonia, Poland, Romania, Slovakia, Slovenia,
Turkey)

Supported also by European Union (EU) officials and encouraged by the WHO Regional Office for Europe,
We, the Heads of Drug Regulatory Authorities in Central and Eastern European Countries (further on:
Signatories)
During the CADREAC Annual Assembly, March 2004 in Bucharest, followed by many discussions
Have agreed to sign the present Agreement in order to start a new informal collaboration.

Aim of the Collaboration
Article |

(1) To facilitate implementation of EU standards and professional obligations to drug regulations
into practice.
(2) To create a better environment and broader possibilities for Signatories outside the EU to be
involved in professional activities organised by the EU.

(3) To facilitate introduction of mutually recognisable procedures and activities relating to ,Good
Practices" in accordance with EU regulatory principles for the assessment and marketing
authorisation of medicinal products.

(4) To establish a forum in which joint strategies concerning either approaching or later EU
accession or working together with the EU are developed and particularities referring to the group
as a whole are elaborated among Signatories and/or together with EU structures to avoid unnecessary
duplication of work and save resources.

(5) To facilitate the preparation of future drug regulatory meetings of Central and Eastern

n CAD REAC 2 0 0 6 :l;zsan network of regulatory
Bulgaria

C roat i a llatory authority, all the latter have the

CzeCh Repu bl IC ;t:)ga?:;horities:

a signed association agreement

orities (Participating DRAs), and

H u n g ary have valid mutual recognition
drug regulations

astern European countries.

1embers of this Agreement.

1 field(s) in which the mutual

with the EU.

1embers of this Agreement.

llementation of any of its

Romania
Slovakia

=14

recommendations is voluntary for all Participating DRAs.
(4) Without prejudice to the EU internal confidentiality rules, all Participating DRAs
may have access to all the information generated within the framework of the Collaboration.
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and Medical Devices of Croatia

MRP/DCP MAH NCADREAC applicant CP MAH
oD | o <] TRy

Info Submission Info

N N N

EMA

MRP/DCP RMS
EU

!

NCADREAC

Secretariat
Legend:
MRP/DCP MAH Mutual Recognition or Decentralised Procedure Marketing Authorisation Holder
CP MAH Centralised Procedure Marketing Authorisation Holder
RMS Reference Member State

nCADREAC New Collaboration Agreement between Drug Regulatory Authorities in

Central and East European Countries
Source: S. Tomic et al., Regul Toxicol Pharmacol 57 (2010) 325-332.
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= Fast track procedure for EU products v'Yes (nCADREAC)

= MA procedure v 210 days NP; CP 150 days, MRP/DCP 180 days
= Data exclusivity v’ 6 years (will be changed with the accession)
= Validity of MA v' 5 years

= Quality control (MA procedure) v First batch required (biologicals every batch)
= Batch to batch control of EU products v"No, but CoA submitted to the Agency

= eCTD v'Yes

= |Inspection and enforcement v Ministry of Health and Social Welfare

= Parallel trade » NO

= New Regulation on Variations » NO

= PIP % No

= New PhV legislation »NoO *

BRIEF OVERVIEW OF THE CURRENT REGULATORY REQUIREMENTS


Presenter
Presentation Notes
New Regulations on variations- Regulation EC 1234/2003 + Directive 2009/53; PIP – Paediatric Investigation Plan (Regulations (EC) 1901/2006 and EC 1902/2006 require that manufacturers submit a PIP for all new products and line extensions (new indication, new formulation, new dosage form etc) for existing products. PhV legislation – Amendments to Regulation EC 726/2004 and Directive 2001/83/EC – in force  starting June 2012. Most of the PhV legislation have been already implemented into Croatian Legislation e.g.: obligation to report all ADR (serious and non-serious) - EU has introduced  that with new PhV legislation , However we have stipulated 15 days reporting time while  EU has 90 days to report  (we will have to change that),  EU introduced possibility to have local responsible person for PhV (we have it since 2005), etc.

Obligation to have, public assessment reports, SPCs and PILs available to patients (we already have PILs available) on web portals; introduction of DSUR (development safety update report) – already accept that instead of annual report but we will have to include in the legislation


Adverse drug reactions

CROATIAN REGILII ATORY FRAMEWORK


Presenter
Presentation Notes
IMPORTAN TO REGULATE
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...BUT NOT OVERREGULATE

Regulatory
Affairs
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Agency for Medicinal Products IPA PROGRAM 2007
and Medical Devices of Croatia TWl N N | N G L |G HT P ROJ ECT

Strengthening of expert capacity in
Implementation of EU legislation on medicines in the
Croatian Agency for Medicinal Products and Medical Devices”

= M ﬁ MINISTERIO agencia espafola de
7 % DE SANIDAD, POLITICA SOCIAL m medicamentos y
a2 TI’ E IGUALDAD productos sanitarios

A a

Agencija za lijekove i

medicinske proizvode TWINNING

December 2010 — June 2011
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Agency for Medicinal Products
and Medical Devices of Croatia

TWINNING
LIGHT PROJECT

Duration of the project: 6 months

30 AEMPS experts divided into 11 visits
held various training seminars and
workshops

instructed and trained HALMED'’s experts
to work in line with EU practice

trained to implement EU directives, rules
and/or procedures for specific groups of
medicinal products - quality, safety and
efficacy evaluation of well-established
use medicines, herbal medicinal
products, generics and biologicals
(vaccines and sera, blood/blood products,
biosimilars)

overview of pharmaceutical inspection
and enforcement

trained to evaluate of bioequivalence
data

2 study visit of HALMED’s experts to
Spanish OMCL (on-site experience on
Quality Control of biologicals)

The Eurcpsan Unlon's IPA Programma for Croatla

IPA PROGRAM 2007
Twinning Light Project

Strengthening of axpert capacity In
Implementation of EU |agisiation
on medicines In the Croatian Agency
for Medicinal Products and
Madical Devices

| e

A project was implemented by
Spanish Agency for Medicinas and
Medical Devices
and
Croatlan Agency for Medicinal Products and
Madical Davices
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TWINNING LIGHT PROJECT SEMINAR
&WORKSHOP
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 Introduced in Croatia on June 30, 2010
e welcomed to submit eCTD or NeeS

« national requirements — in Working documents folder

« if documentation is submitted in NeeS format, eventually it
should be shifted to eCTD, not to paper; similarly if
documentation is submitted in eCTD, it should not be
shifted to NeeS or paper

« still mandatory to submit Module 1-3 in paper

« By June 2011, HALMED received:
- NeeS: 4 dossiers and 32 sequences
- eCTD: 39 dossiers and 384 sequences


Presenter
Presentation Notes
The electronic Common Technical Document (eCTD) is an interface for the pharmaceutical industry to agency transfer of regulatory information. The content is based on the Common Technical Document (CTD) format 
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 IPA TAIB 2009 - Project on eCTD — Preparation for
eCTD and implementation of digital archival
information system (worth 1 240 000 EUR)

 Expected start of implementation: September 2011

IPA =«

oy W
IHSTRUMEMT FOR
FRE- ACCESSION ASEESTARCE



Presenter
Presentation Notes
The project will improve our practice with eCTD and other electronic records 

The IPA 2009 TAIB project consists of two contracts. This contract covers development and customization of the software for document and records management. The software should include at least document management module, records management module, fully-functional business process management module, and file-conversion (migration) module. �The software should be customized to maintain all digital and digitized records and to manage all business processes in the Agency for Medicinal Products and Medical Devices. ��


() /
Q'H/ALMED HALMED CHALLENGES ON THE ROAD TO EU

Agency for Medicinal Products ACCESSION

and Medical Devices of Croatia

Dossier upgrading

Improving quality and consistency of the published
oroduct information

Maintaining one operational regulatory framework in the
pre—accession period ...and

...to be ready to implement another one fully transposed
regulatory framework for the day 1 of the accession

How to address global public health issues
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Baxter, pandemic influenza
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JP-PFIZER INC-2009...
FR-PFIZER INC-2010...
IT-PFIZER INC-20100...
UE-PFIZER INC-2010...
FR-ABBOTT-10P-056. ..
FR-PFIZER INC-2010...
GB-ABBOTT-10P-167...
JP-ABBOTT-10P-087-...
BR-ABBOTT-02P-020...
FR-PFIZER IMC-2010...
LE-PFIZER INC-2010...
JP-PFIZER IMC-2010...

JP-PFIZER IMC-2010...
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e« HALMED connected to EudraVigilance gateway since April, 2010
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Presenter
Presentation Notes
EudraVigilance (European Union Drug Regulating Authorities Pharmacovigilance) is the European data processing network and management system for reporting and evaluation of suspected adverse reactions during the development of new drugs and for following the marketing authorisation of medicinal products in the European Economic Area (EEA).

The European EudraVigilance system deals with the:

Early detection of possible safety signals from marketed drugs for human use. 

Continuous monitoring and evaluation of potential safety issues in relation to reported adverse reactions. 

Decision making process, based on a broader knowledge of the adverse reaction profile of drugs.

input of data by industry and regulatory authority. (all information are available to regulatory authorities; industry can see only dana for their products.

Currrent Situation in Croatia: we have special database –Eudravigilance Member State Edition (local database) which we got from EMA thanks to the IPA Project, approved by EC -  enables MAH’s to electronicly report ICSR



The connection to Eudravigilance gateway enables us to be competent part of the system from the day of the accession.




Correct and active ICSRs in the WHO global ICSR database
per million inhabitants and year
Period covers: April 2006 to March 2011
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 Afssaps and HALMED Joint Conference: Information
on Medicinal Products; 29-30 September, 2011,
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§ <\WHO National Centres Meeting, 30

October -3 November, 2011
Dubrovnik
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Thank you for your attention!
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