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

 

National regulatory authority 


 

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


 

Generates its own income through service fees and annual charge



130 employees, 201174 employees, 2003



Collaborates with various international institutions:

…and Medicines agencies of the EU member states:

Twinning

 

Light

 

Project

… and last, observer to :

…as well as Medicines agencies in the region:



TurkeyTurkey

MacedoniaMacedonia

CroatiaCroatia

SerbiaSerbia

Kosovo under UNSC 
Resolution 1244/99

Kosovo under UNSC 
Resolution 1244/99

Bosnia and 
Hercegovina

Bosnia and 
Hercegovina

AlbaniaAlbaniaEMAEMA

IPAIPA

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

CO-OPERATION WITH EMA
 IPA Programme

 
2009-2011

Source: S. Tomic et al., Regul Toxicol Pharmacol 57 (2010)  325-332.

MontenegroMontenegro



Quality
Safety

Efficacy

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

HALMED’S KEY ROLE

Promotes public health by helping people to understand the risks

 

and benefits of the 
medicines they use



www.halmed.hr

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



New Safety Information

www.halmed.hr



Dear Healthcare Professional Letter

www.halmed.hr



HHARMONISATION ARMONISATION 

WITH THE WITH THE EU EU LEGISLATIONLEGISLATION

• 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 

• continuous monitoring  and 
harmonisation of Croatian 
legislation with the aquis



HISTORY OF REGULATORY FRAMEWORK IN CROATIA

Act on Medicinal Products 
and Medical Devices, 2003

Act

 

on 
Medicinal

 
Products

 

and 
Medical

 
Devices, 1997

MedicinalMedicinal

 

PProductsroducts

 

ActAct

 
(2007/amend. 2009)

Ordinance on Ordinance on thethe

 

Procedure Procedure 
forfor

 

Granting MGranting MAA

 

((2008/amend. 
in 2009)

Ordinance on Special Ordinance on Special 
Conditions for EU Conditions for EU 

Authorised Authorised MP MP ((20082008))

MedicMedical al DevicesDevices ActAct
(2008)(2008)

Ordinance on 
Bioequivalence, 
1999

Ordinance
on GDP, 2005

Ordinance on Drug consumption 
reporting, 2005

Ordinance on Quality testing, 2005

Ordinance on monitoring 
of quality defects, 2005

Ordinance

 

on 
GLP, 2006

Ordinance

 

on GMP, 2009

Ordinance on
Advertising of MP&HP, 2009

Ordinance on Advertising

 

MP, HP and MD, 2005

Ordinance

 

on PHV, 
2009

Ordinance

 

on Clinical
trials

 

and GCP, 2010

Ordinance

 

on Marketing, labelling
and advertising

 

of THMP, 2010
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New Collaboration Agreement between Drug Regulatory Authorities in Central
and Eastern European Countries

nCADREAC

Having our common goal in mind, to protect public health in our countries by ensuring the use of medicinal
products meeting international standards of quality, efficacy and safety as well as ensuring that relevant

information is provided on such products,
Taking into account, our similar past and present issues, on one hand as well as our previous

collaborations, on the other hand,
Considering the unambiguous success of the Collaboration Agreement between Drug Regulatory

Authorities in European Union Associated Countries (CADREAC),
Considering our informal contacts already established,

Considering that intensification of our collaboration could be beneficial on both conceptual and
technical levels,

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 l

(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

European countries and EU member states.
(6) To co-ordinate the participation of Signatories in the European network of regulatory

information on medicinal products.

Principles of the Collaboration
Article 2

(1) This Agreement is concluded between Drug Regulatory Authorities (Participating DRAs), and 
not between States. If one State/Country has more than one drug regulatory authority, all the latter have the

possibility to participate in this Agreement.
(2) There are different kinds of Signatory regulatory authorities :

a) regulatory authorities in EU member states
b) regulatory authorities in EU candidate countries (that have a signed association agreement

with the EU)
c) regulatory authorities in non-EU-candidate countries that have valid mutual recognition

agreement(s) with EU covering certain fields of drug regulations
d) regulatory authorities in other interested Central and Eastern European countries.

Regulatory authorities of a) and b) type are called active members of this Agreement.
Regulatory authorities of c) type are also active members in field(s) in which the mutual

recognition agreement(s) have been signed with the EU.
Regulatory authorities of d) type are called collaborative members of this Agreement.

(3) Participation in any activity of this Agreement or implementation of any of its
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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nCADREAC
 (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)

• provisions of nCADREAC- 
incorporated in the Croatian 
legislation

nCADREAC

 

2006
Bulgaria
Croatia
Czech Republic
Hungary
Romania 
Slovakia

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



MRP/DCP MAH
EU

nCADREAC applicant
in Croatia

CP MAH
EU

MRP/DCP RMS
EU

Croatian
Agency EMA

nCADREAC
Secretariat

InfoSubmissionInfo

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.

nCADREAC
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Current

 

situation



 

Fast track procedure for EU products


 

MA procedure


 

Data exclusivity


 

Validity of MA


 

Quality control (MA procedure)


 

Batch to batch control of EU products


 

eCTD


 

Inspection and enforcement


 

Parallel trade 


 

New Regulation on Variations


 

PIP


 

New PhV legislation

BRIEF OVERVIEW OF THE CURRENT REGULATORY REQUIREMENTS 

Yes (nCADREAC)
210 days NP; CP 150 days, MRP/DCP 180 days
6 years (will be changed with the accession)
5 years
First batch required (biologicals every batch)
No, but CoA submitted to the Agency
Yes
Ministry of Health and Social Welfare

No
No
No
No *

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
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…BUT NOT OVERREGULATE



IPA PROGRAM 2007 
TWINNING LIGHT PROJECT 

Strengthening of expert capacity in 
implementation of EU legislation on medicines in the 

Croatian Agency for Medicinal Products and Medical Devices”

December  2010 –

 

June 2011



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)



TWINNING LIGHT PROJECT SEMINAR 
&WORKSHOP



eCTD
• Introduced in Croatia on June 30, 2010

• 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 



NEW PROJECTS IN HALMED

• 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 

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. ��



HALMED CHALLENGES ON THE ROAD TO EU 
ACCESSION

Dossier upgrading

Improving quality and consistency of the published 
product 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

Presenter
Presentation Notes
Baxter, pandemic influenza



• HALMED connected to EudraVigilance gateway since April, 2010
• e-submission of ADRs by 25 MAHs (1/4 of all MAH in Croatia)

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, 

Dubrovnik



•WHO National Centres Meeting, 30 
October -3 November, 2011 

Dubrovnik

http://www.dubrovnik24.com/tg_images/big/Dubrovnik4.jpg


Thank you for your attention!
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