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Project Title:
Strengthening of Expert Capacity in the State Institute for Drug Control (SUKL)
Contract Reference:  
CZ/2005/IB/FI/05
1.
Executive summary of the project 

The overall objective of the project was to enable SUKL to assume the full scope of obligations of EU membership in the area of evaluation of medicinal products for human use and surveillance of medical devices and human tissues and cells.

The project comprised three components and the high level objectives of each were: 

In component 1

Ability to assume the full scope of obligations of EU membership in the area of evaluation of human medicinal products and surveillance of medical devices and human tissues and cells; implementation of new/revised Community legislation related to the regulation of medicinal products for human use, human cells and tissues and medical devices
Effective system enabling SUKL to train newly recruited staff the basic evaluation skills in place

SUKL involved in the process of creating EU guidelines and writing assessment reports to support EU evaluation procedures (e.g. “scientific advice”, referral procedure, co-rapporteurship for centralized procedure).
In component 2

Sufficient expertise available to exercise supervision over tissue establishments

Functional regulatory system in the area of human tissues and cells incorporated into the Institute’s QMS

Tissue establishments informed on legal requirements and standards of good working practices

Compliance of all tissue establishments in CR as defined by Directive 2004/23/EC, with requirements of the directive verified.

And in component 3 

Compliance of SUKL internal procedures and guidance documents with MEDDEV guidelines

Recommendations for maintaining database(s) of adverse incidents in format(s) enabling information and data exchange with EU authorities including its compatibility with EUDAMED

Functional system of monitoring of clinical trials of medical devices in place.
2.
Background 

Component 1 - strengthening expert capacity in pre-clinical and clinical assessment

Legislative issues

Following Accession to the EU on 1 May 2004, SUKL became part of the European network of National Competent Authorities (NCAs) responsible for the regulation of medicinal products for human use. The legislation that covers the regulation of medicines for human use is included in the Acquis Communautaire - Directive 2001/83/EC on the Community Code relating to Medicinal Products for Human Use (amended by Directives 2004/27/EC of 31 March 2004) and Regulation (EC) 726/2004. 

Although it was assumed that the legislation necessary to implement the provisions of amending Directive 2004/27/EC into national legislation would be discussed in the Czech Parliament in 2006, the national elections interrupted the passage of the legislation and uncertainty following the election has meant the legislation has yet to pass into law.  
Institutional/organisational issues

SUKL committed to organise a team of around 12-15 internal clinical assessors by the project start (with approximately 60% working on a full-time basis and the remainder part-time).  Training of this group of assessors was to be delivered by means of seminars covering the basic principles of medicines regulation including:

· Evaluation of bio-equivalence and generic and well established use applications

· An introduction to EU procedures (including the Mutual Recognition Procedure, Centralised Procedure, and the procedures relating to the Committee for Human Medicinal Products and Scientific Advice Working Party).

In addition, 5 therapeutic areas were identified by SUKL for dedicated training to be delivered.

Component 2 – Competent supervision of quality and safety of human tissues and cells

Legislative issues

In April 2004, Directive 2004/23/EC was agreed by Member States. The EU Directive sets common standards of quality and safety for the donation, procurement, testing, processing, preservation, storage and distribution of human tissues and cells. The provisions of the EU Directive were to be implemented in Member States by 7 April 2006. Member States could, however, decide not to apply the requirements of Directive 2004/23/EC to tissue establishments bound by the national legislation for one year after the above date.

The Czech Transplantation Act of 30 May 2002 covers only certain aspects of the EU Directive – namely the accreditation of tissue banks and ongoing inspections. A draft Tissues and Cells Act had been developed on the assumption that it would be in force by the first quarter of 2007. The legislation has yet to be placed before the Czech Parliament.  
Institutional/organisational issues

The intention was for SUKL to assume full responsibility as the competent authority for the regulation of tissues and cells and that SUKL working practices fully supported the new legislation, strengthening public health protection. 
Component 3 – operation of a vigilance system for medical devices and monitoring of clinical trials of medical devices

Legislative issues

The relevant Directives on Medical Devices (Directive 93/42/EEC amended by Directive 2001/104/EC), In-Vitro Diagnostics (Directive 98/79/EC) and Directive 90/385/EEC have largely been transposed into Czech law. There are, however, a number of gaps, as Directive 93/42/EEC was not fully transposed by the Czech Republic as it did not appear fully to optimise the regulatory environment in the Czech Republic. 
Institutional/organisational issues

SUKL is responsible for the investigation of adverse incidents and where necessary for taking actions, supervision of clinical trials from the point of view of compliance with relevant regulations. The Ministry of Health (MoH) and other competent authorities lead on the remainder of the obligations set out in the Directives. A key aspect of the project relates to a review of the current Czech legislation against EU requirements followed by a review of the interfaces between SUKL, the MoH and any other bodies involved, with a view to optimising the processes for regulating devices.

3.
Mandatory results – commentary 
Component 1 

All the mandatory results were achieved in Component 1.  This reflects the fact that the activities were well focused on delivery of the benchmarks, building on the earlier twinning project.  The RTA initiated a feedback process to ensure the training could be adapted to suit the needs of the assessors.  A summary of the responses to feedback is contained in the table below.  

Summary of responses to evaluation questionnaire in Component 1 – pre clinical and clinical assessment†

	
	Frequency of comment

	
	1
	2
	3
	4
	5

	Met needs?*
	48
	41
	15
	1
	1

	Relevance to work?*
	69
	20
	16
	2
	1

	Pitched at right level?**
	16
	16
	66
	6
	1

	Change way do job?*
	23
	40
	21
	18
	3


    * 
1 represents ‘completely’ and 5 represents ‘not at all’

    ** 
3 represents the ‘right level’, 1 represents ‘too detailed’ and 5 represents ‘too simplistic’

†Includes responses for missions 1.1.1, 1.1.2, 1.1.3, 1.1.4, 1.1.5(1), 1.1.5(2), 1.1.6(1), 1.1.6(2), 1.1.7(1), 1.1.7(2), 1.1.8(1), 1.1.8(2), 1.1.9(1), 1.1.9(2), 1.1.13 and 1.3.1

From this it can be seen that 98% of respondents thought the programme met their needs at a level of “the right level” or better, 97% for relevance to their work, 93% thought the training pitched at an appropriate level and 80% thought it would change the way they performed their job.

In terms of outcome measures relevant to the benchmarks, since the project began, SUKL has taken on its first Rapporteurship in the centralised procedure and is acting as Co-rapporteur for another (innovative) product.  SUKL will also be undertaking the peer-reviewer role for the two upcoming procedures.  

The personnel receiving the training has been stable and so maximum benefit has been gained from the input.  AFFSAPS has also been involved in the delivery of one of the study visits (not originally anticipated in the contract) and this has broadened the expert input.  Ongoing links for the future have been established and in this context, there are good grounds for suggesting sustainability is achievable.  

Component 2

All the activities in Component 2 were delivered, with the exception of the seminars for the professional public, which were the subject of Addendum 2.   

The draft legislation was reviewed and found to be compliant with EU law.  Areas of (permitted) implementation beyond the de minimus approach were identified.

Inspectors and assessors were trained as per the activities in the contact.  In addition, a study visit to France by two SUKL assessors was undertaken to develop their knowledge of both technical assessment expertise and the operational delivery of the assessment function.      

It became clear during the course of delivery of the activities that there had not been a clear understanding of the depth and breadth of the task to achieve the high level objective of a fully functioning regulatory system for tissues and cells when the twinning contract had been drafted.  Greater involvement of the technical experts (both AFSAPPS and SUKL) in the drafting of the contract might have identified this risk.  But it is also the case the role of the competent authority goes beyond having inspectors and assessors trained to undertake the statutory tasks.  It involves broader aspects impacting on infrastructure e.g. data collection and management etc. which were not included in the project.  

Component 3

In Component 3, the mandatory results were achieved, albeit in a slightly different way from that envisaged in the contract.  Early on in the delivery of activities it became clear that having French and UK experts work together on their analysis of the systems, process and operational delivery of device regulatory functions offered a significant advantage over working separately.  The French and UK teams of experts worked closely together to prepare joint reports.  This had the advantage that the experts could debate their findings together, ensuring that neither was inclined to impose their member state model on SUKL but rather to consider how best to meet the needs in the Czech Republic.  

The result is a comprehensive analysis of the regulation of medical devices in the Czech Republic and particular advice on the case work undertaken by SUKL.  The crucial question now is how the recommendations will be taken forward.

3.
Mandatory results (table) 
Component 1

	
	Intervention Logic
	Benchmarks
	Status of benchmark 

	Mandatory Results/
Activity
	
	
	

	1.1
	Sufficient number of assessors (internal and external) producing preclinical and clinical assessment reports compliant to the EU regulatory requirements available for the most relevant groups of medicinal products
	
	Achieved.  Both internal and external assessors have been trained in the assessment process and EU regulatory requirements.

	1.1.1
	Supplementary Basic Training (generics clinical)
	12-15 clinical and pre-clinical assessors trained in the basic regulatory environment

High quality training materials for incorporation into a training manual developed.
	Delivered. Up to 20 assessors received training and guidance manual is in place.

	1.1.2
	Supplementary Basic Training (EU Procedures)
	12-15 clinical and pre-clinical assessors trained in the basic regulatory environment

High quality training materials for incorporation into a training manual developed.
	Delivered. Up to 20 assessors received training and guidance manual is in place.

	1.1.3
	Essential Similarity & Therapeutic Equivalence (clinical) 


	12-15 experts trained in specific clinical considerations when assessing generic applications and comparability of different drug formulations.
	Delivered. Up to 20 assessors received training and guidance manual is in place.


	1.1.4
	Essential Similarity & Therapeutic Equivalence (toxicological)
	High quality training materials for incorporation into a training manual developed.
	Delivered. Up to 20 assessors received training and guidance manual is in place.

	1.1.5
	Clinical Training – anti-microbial products
	2-5 assessors trained in the problem areas encountered by SUKL in the assessment of products from the selected group 

1 formal QRM per week, with ad hoc meetings as necessary.  

Questions and Answers produced, covering the issues discussed during the workshops and the QRMs

training materials drafted in common style to allow incorporation into the Training Manual. 

MHRA mentors for each SUKL assessor selected and ongoing links established

Approximately 5 - 10 assessment reports, 3-5 examples of written scientific advice and 10 - 20 comments to AR peer reviewed by MHRA assessors 

Provision of high quality scientific advice and assessment reports by SUKL in the centralised procedure
	Delivered.  Assessors received training and guidance manual is in place.  Quality Reviews were undertaken on live cases during training sessions.  Q&A was based on live cases.  Details of cases studied are accessible to assessors on the SUKL internal intranet but are commercial in confidence and so not reproduced in the manual.   MHRA assessors have commented on all aspects of SUKL’s assessment of a centralised product as a co-rapportuer and a range of mutual recognition applications.  

	1.1.6
	Clinical Training – Cardiovascular
	As per 1.1.5

	As per 1.1.5

	1.1.7
	Clinical Training – Paediatrics
	AS per 1.1.5
	As per 1.1.5

	1.1.8
	Clinical Training – Oncology
	As per 1.1.5

	As per 1.1.5

	1.1.9
	Clinical Training – Central Nervous System
	As per 1.1.5

	As per 1.1.5

	1.1.10 -12
	Assessment Procedures Study Visits by 3 BC assessors specializing in 3 different therapeutic groups
	Demonstrable understanding of the nature of cases referred for discussion to CHM, and the operation of the CHM and EAGs reflected in reports of the Study Visit with recommendations for adoption of similar best practices in SUKL, where appropriate.
	Delivered.  Mission reports from the three study visits are available.  One involved both MHRA and AFSSAPS, broadening the experience gained. 

	1.1.13
	Examination of ECJ Law
	Czech legislation reviewed to ensure compliance with ECJ case law.
	Delivered, with a particular focus on transposition issues (including late transposition).

	1.2
	Effective system enabling to train newly recruited staff the basic evaluation skills in place.
	
	Delivered

	1.2.1
	Training of Induction Lead to be carried out by Resident Twinning Adviser
	Revised Training Manual, using material produced during earlier activities.
Induction lead trained to a high level of expertise and development of training materials for new recruits
	Delivered – but see also recommendation 2.

	1.3
	SUKL involved in the process of creating EU guidelines and writing assessment reports to support EU evaluation procedures (e.g. “scientific advice”, referral procedure, co-rapporteurship for centralized procedure)
	
	Delivered but see also recommendation 2.
SUKL is Rapporteur for the first generic application 
Co-rapporteur for innovative product 
Peer-reviewer for the two upcoming procedures 

SUKL is not currently involved in the Scientific Advice process within EMEA

Annex 3 lists EU committees in which SUKL participates.


	1.3.1
	Pre-clinical Training
	3-4 assessors trained in the problem areas encountered by SUKL in the pre-clinical assessment of products from the 5 therapeutic groups

1 formal QRM

Questions and Answers, covering the issues discussed during the workshops and the QRMs. Q&As and training materials to be drafted in common style to allow incorporation into the Training Manual 

Pre-clinical aspects of approximately 6-12 assessment reports and 4-8 examples of written scientific advice peer 12-24-120 comments to AR (both CP and MRP/DCP) reviewed by MHRA pre-clinical assessors


	Delivered.
Comments provided on assessment reports and manual in place.

	1.3.2
	Final evaluation and supplementary training x 2
	Evaluation of competence of clinical assessors (also supports 1.1)


	Supplementary training on the assessment of clinical trials and on statistical assessment and study design delivered. Evaluation undertaken – report of the assessment Is at Annex 1




Component 2

	
	Intervention logic
	Benchmarks
	Status of Benchmark 

	2.1

2.1.1


	Sufficient expertise available to exercise supervision over tissue establishments 

Examination of legislation
	Czech legislation reviewed against EU Directive and set of recommendations for improvement agreed internally by Project Leaders.  Recommendations to be included in Final Report.
	Delivered.  Both inspectors and assessors participated in overview of regulatory framework.
Draft Legislation deemed to be compliant with EU Law.  Project Leaders agreed no recommendations for change need be included in the final report.

	2.2
	Functional regulatory system in the area of human tissues and cells incorporated into the Institute’s QMS.
	
	

	2.2.1 – 2.2.2
	Technical requirements x 2
	Agreed technical requirement for operation of EU Directive.
Relevant BC assessors and inspectors trained in the practical requirements of the EU Directive

Development of SOPs covering, but not limited to, accreditation and inspection activities
	Delivered.  SOPs in place and plan for ongoing development of training in this area.

	2.2.3 – 2.2.4
	Inspections training x 2
	Training/reference manual report developed and SUKL induction lead prepared to training new staff


	Delivered but see also recommendation 3.  Manual in place and ongoing plans for the development of training in this area. 

	2.2.5 – 2.2.6
	Joint Inspections in France x 2
	Two inspection reports, critically reviewed by the AFSSAPS inspector
	Delivered.  Two inspectors produced a joint report, reviewed by the French inspector. 

	2.3
	Tissue establishments informed on legal requirements and standards of good working practices


	
	

	2.3.1 – 2.3.2
	Public Seminar x 2
	High quality guidance document produced, agreed and translated for onward distribution to wider professional public
	Subject of Addendum 2 

	2.4
	Compliance of all tissue establishments in CR as defined by Directive 2004/23/EC, with requirements of the directive verified.
	
	Not established.  SUKL not yet the competent authority.  See also recommendation 5.

	2.4.1
	Observed Inspections in the Czech Republic
	Two inspection reports, critically reviewed by the AFSSAPS inspector


	A mock, joint inspection report, reviewed by AFSSAPS Inspector.



Component 3

	
	Intervention logic
	Benchmarks
	Status of benchmark 

	3.1
	Functional system of vigilance of medical devices in place:

Compliance of SUKL internal procedures and guidance documents with MEDDEV guidelines

Recommendations for maintaining database of adverse incidents in format enabling information and data exchange with EU authorities including its compatibility with EUDAMED
	
	Achieved.
Recommendations included in this report (Nos. 9,10,12,13,14,15,16,19,20,22,23,24,25,27,29,30,31 and 32). 

	3.1.1 – 3.1.2
	Analysis of legislation x 2


	Recommendations to amend current legislation to ensure full compliance with the EU Directives and ECJ rulings 

Also supports 3.2

Recommendations to optimise process of regulation to EU standards 
	Delivered.  Analysis of CZ legislation confirmed compliance with EU law.  Recommendations to optimise the process included in this report (Nos. 8, 20 and 22).  

	3.1.3 – 3.1.4
	Review of processes and external factors x 2
	Detailed process map of the current system of device regulation

Recommendations to optimise process of regulation to EU standards

Also supports 3.2
	Delivered.

Recommendations to optimise the process included in this report (Nos. 6, 7, 9 to 19 and 23 to 32). 

	3.1.5 – 3.1.6
	Review of Adverse incidents x 2
	Peer review of 10-20 adverse incident reports;

Recommendations for improvement in the investigation process and decision making for each adverse incident report;

All findings incorporated into a manual for future reference (including common problems or inconsistencies)
	Delivered.
Recommendations to optimise the process included in this report (Nos. 10,12,13,14,16,19,23, 24, 25,2729,30 and 32). 


	3.1.7 – 3.1.8
	Joint inspection (adverse incidents) in the Czech Republic x 2
	Joint inspection reports produced by lead SUKL investigator with critical input from AFSSAPS and MHRA inspectors;

Expert report outlining findings and suggestions for improvement for each week.


	Common review of casework by French and UK inspectors.

Recommendations to optimise the process included in this report (Nos. 8, 17, 18 and 33).  

	3.1.9
	On-site investigation of adverse incidents (UK)


	Two joint investigation reports with good practices highlighted (where an investigation is possible). Otherwise, a summary of a best in class risk management system for a high risk product

Also supports 3.2


	Common review of casework by French and UK inspectors.

Recommendations to optimise the process included in this report (Nos. 12, 13, 25, 27 and 30).  

	3.1.10
	On-site investigation of adverse incidents (France)
	Two joint investigation reports with good practices highlighted (where an investigation is possible). Otherwise, a summary of a best in class risk management system for a high risk product

Also supports 3.2


	Common review of casework by French and UK inspectors.

(Nos. 12, 13, 25, 27 and 30).  

	3.1.11
	Seminar for professional public
	Manufacturers of devices, regulated subjects/interested parties in the Czech Republic informed of new legislative and operational requirements

Detailed and high quality guidance document developed and distributed (i.e. via website).

Also supports 3.2
	Delivered.  Output of seminar on SUKL website

	3.1.12
	Review of adverse incident reporting systems
	Comprehensive analysis of existing databases and recommendations for simplification and consolidation where appropriate.

Also supports 3.2
	Delivered.

Recommendations to optimise the process included in this report (Nos. 29 and 32).

	3.1.13
	Training of induction lead to be carried out by Resident Twinning Adviser
	A reference manual/training tool produced from the workshops held during this activity and activities;

Trained induction lead.

Also supports 3.2
	Delivered but see also recommendation 1. 



	3.2 
	Functional system of monitoring of clinical trials of medical devices in place
	
	

	3.2.1 – 3.2.2
	Joint inspection (clinical trials) in Czech Republic x 2
	Two joint clinical trials inspection reports produce by lead SUKL inspectors with critical input from AFSSAPS and MHRA inspectors

Two expert reports outlining findings and suggestions for improvement

Training materials produced from the workshop for incorporation into a future reference document


	Common approach by French and UK experts to review of onsite inspection and past cases.  Recommendations included in this report (Nos. 8, 17, 18 and 33). 



5.
Implementation process

Key developments outside the project included changes to the Director of SUKL and incorrect assumptions about the progress of legislation in the Czech Parliament.

The Director of the Institute changed four times during the first six months of the project, starting on the day of the official launch.  This ultimately led to a change in the project lead (Addendum 1).  Although the management of the project was not seriously affected, there have been changing pressures on SUKL which have impacted on the priority the Institute could afford the project.  
Delay in the transposition of EU legislation, both in the areas of medicines regulation and tissues and cells, have also impacted on the project.  Although the changes to the medicines legislation resulting from the 2004 EU legislation have yet to be transposed, the Institute is, in effect, working in accordance with the revised position (albeit without some of the regulatory tools available in the revised legislation) and delivery of the project has not been adversely affected.

Delay of the legislation on tissues and cells has had a direct impact in that SUKL does not yet have the competence in this area envisaged when the contract was drafted.  In some ways, this can be seen as a positive development in that it provides more time for the Institute to be ready for its new responsibilities.  It also mitigates the fact that the contract underestimated the input required to deliver a fully functioning regulatory system for tissues and cells.     
There were no other significant developments which impacted on the implementation of the project.
6.
Analysis 

In Component 1, there are clear indicators of sustainability in terms of the expert groups established or being established, to act in an advisory capacity to the Institute.  SUKL has fully engaged with the centralized procedure, having taken on a rapporteurship and a co-rapporteurship as well as having accepted the peer review role of two assessments.  Stable staffing has ensured that the training has had maximum impact and there is now a cadre of highly trained assessors in place.  This, together with ongoing links with the UK MHRA, bodes well for the continuing development of the Institute in this area.    

In Component 2, the project has delivered training in both inspection and assessment and the outputs of the project will help to support the delivery of the functions of a competent authority.  Plans are also in place to develop training modules for inspectors and to foster international links, for example through involvement with the German speaking working group on the Eustite Project.   But it is also clear that the activities in the project could not, of themselves, have delivered a fully functioning regulatory system.  There is much which still needs to be done, beyond the training of inspector and assessment staff, if SUKL is to be fully functional as the CZ competent authority.  Some uncertainly on specific tasks will remain until the legislation completes its Parliamentary passage but more needs to be done to ensure that SUKL will be ready to fulfill its statutory role.   This will require SUKL fully to take ownership for delivering the function, working with the Ministry of Health to establish handover of functions and tackling infrastructure issues – what data is currently available on inspection/approval etc. how will any transitional provisions be managed and so on.  To ensure that the knowledge gained from the twinning project is put to best use, there will need to be clear leadership from within, charged with delivering a fully functioning regulatory system.  

In Component 3, the project has delivered a wide ranging set of recommendations.  UK and French experts concluded that there important opportunities to strengthen the impact of the regulation of medical devices in the Czech Republic and that these go beyond the current role of SUKL.  The important decisions now are how these recommendations will be taken forward and by whom.  There is a real need for the development of a ”road map” to ensure all the stakeholders work together to deliver real change that strengthens the capability of the regulatory function to protect public health in the Czech Republic. 

7.
Visibility of EU financing

All materials relating to the project, from the launch materials (press release etc.) to the materials used for training sessions and seminars, have carried the European Commission logo.  The RTA also wrote an article published by The Organisation for Professionals in Regulatory Affairs (TOPRA) (at Annex 2) which was carried in both medicines and devices related publications and formed the basis of an oral presentation for a TOPRA post graduate seminar.  
8.
Conclusions
The overall objectives of the project, to enable SUKL to assume the full scope of obligations of EU membership in the area of evaluation of medicinal products for human use and surveillance of medical devices and human tissues and cells, were met.  

Component 1 was well designed to meet the needs of SUKL and delivered to a high standard.  There are clear signs of sustainability and good links established for the future.

Component 2 was less well designed.  Although all the activities were delivered (except of the seminars which were the subject of Addendum 2), the sum of the activities were not sufficient, of themselves, to deliver a fully functioning regulatory system for tissues and cells.  Because of the delay in the progress of national legislation, SUKL is not yet the competent authority and so there is an opportunity for the Institute to use the time available to strengthen its capacity.  There are plans in place to build on the training delivered in the twinning project but SUKL will need to take further action if the Institute is to act as a fully functioning competent authority.   

Component 3 has delivered clear recommendations on both operational process and on wider aspects of the organisation of the medical devices regulatory function in the Czech Republic.  How these recommendations are taken forward will be key to assessing the impact of the project.  There needs to be a clearly identified lead to develop and drive forward a “road map” for taking the recommendations forward.         
Importantly, despite the focus on scientific issues in the activities, it is clear that cultural links have also been established, adding considerable value to the project outcomes.  This is a good illustration of how such projects are capable of strengthening the European network, while enabling each to maintain justified differences in a linked system that allows for diversity.
9.
Recommendations
Component 1

1.
SUKL should continue to maintain close links with the UK, primarily through links between assessment staff, to enable knowledge to continue to be shared.

2.
SUKL should undertake a review of the (general) induction procedures – in particular to assess the extent to which the procedures set out in the SOP for line managers are followed in practice.  

Component 2

3.
SUKL should complete the process (already started) of developing an inspector training module, in collaboration with the Hradec Kralove Hospital.

4.
SUKL should continue to engage with the German speaking group on the Eustite project and take advantage of any opportunities to participate in other European fora. 
5.
SUKL should develop a project plan for taking on full responsibility as the competent authority for the Czech Republic.  This should include 
the identification of an Institute lead for delivery of the competent authority function
establishment of a core team in the Institute (including an inspector, assessor and lawyer) 
arrangements for hand over of functions from the Ministry of Health
a plan for inspection/accreditation activity and 
the development of relevant supporting materials (application for registration, database requirements etc).   

Component 3

6.
A steering group should be established, comprising all those institutions who carry out the functions of the competent authority, for the strategic co-ordination the regulation of devices in the Czech Republic.  The group could meet perhaps twice a year and discuss implementation of the recommendations of this project, strategic issues (such as the impact o changes to legislation) and developments in Europe.

7.
There should be a “one stop shop” for information on medicinal device regulation in the Czech Republic. 

8.
The requirement on Czech manufacturers for submission of clinical evaluations by designated healthcare providers to a Czech Notified Body when applying for an EC Certificate of Conformity should be removed.   This is a potential barrier to trade and would not be required of non-CZ manufacturers.  
9.
The database of manufacturers and devices which is held by the Statistics Institute should be opened up to wider use (SUKL,CTI, MOH).

10.
There should be a mechanism in place to ensure that adverse incident reports received by the Czech Trade Inspectorate are passed on to SUKL.  
11.
SUKL should act as the competent authority for all communication to and from other competent authorities and be the primary point of contact for receipt of Field Safety Corrective actions from manufacturers.
12.
The handling of adverse incident investigation should be rationalised so that SUKL act as the focus for these activities. The role of the different organisations should be clearly defined, particularly with regard to initial receipt of adverse incident reports and the dissemination of European Competent Authority notifications. Communication between the different Czech Government organisations involved in medical device regulation should be improved. 
SUKL should have ready access to the information held by other Czech Government organisations that they need to fulfil to their function.

13.
SUKL should carry out an initial analysis on each new report of an adverse incident in order to establish the appropriate method of investigation. The decision on the method of investigation should take into account the risk and the need for follow-up actions. SUKL should ensure that they carry out inspections of hospitals, manufacturers and suppliers only when these are necessary in order to progress the investigation. 

14.
SUKL should take steps to encourage healthcare institutions, manufacturers and distributors to report adverse incidents to them by more actively publicising their role in protecting public health. 

15.
The Czech Trade Inspectorate should represent the Czech Republic at MSOG (Market Surveillance Operation Group).  

16.
A Memorandum of Understanding should be developed to clarify the necessary exchange of information between CTI and SUKL.  

17.
There should be greater transparency about how the assessment by the Ministry of Health of clinical trial protocols is supplemented by the use of outside experts.

18.
Criteria and rules concerning the selection of such experts, an official list of such external experts and their interests should be maintained.  

19.
The guidance for distributors, authorised representatives and manufacturers, should be improved by clarifying that adverse incidents and field safety corrective actions must be reported to SUKL to comply with Article 3(g) of 
20.
Act 123/2000 because the current definition of “adverse incident” in this Act incorporates both the usually understood meaning of adverse incidents and field safety corrective actions as well. Common use of the term “adverse incident” does not include field safety corrective actions and there is evidence that this is leading to confusion among reporters and a reluctance to report field safety corrective actions to SUKL.
21.
The standard letters to distributors, authorised representatives and manufacturers should be reviewed, particularly those requesting details about field safety corrective actions relevant to the Czech Republic, to clarify that Czech law does require the reporting of field safety corrective action and monitoring of manufacturer’s follow-up by SUKL.
22.
During the planned amendment to Act 123/2000 the definition of what is reportable in Article 3(g) should be amended in order to distinguish between adverse incidents and field safety corrective actions (see recommendation 3 above for rationale).
23.
The adverse incident initial report form for users should be simplified as it currently requires information most users would be unable to supply e.g. SUKL incident number, GMDN code, code of manufacturer, Notified Body ID number, countries the device is on sale, etc…(Annex 5). This disincentive to reporting by users could be removed either by introducing a new form (probably best) or by making it clear that some parts of the form need not be completed by the healthcare provider

24.
Vigilance contact points/liaison officers should be introduced in hospitals and registered and trained (this initiative has been very effective in France and UK in raising awareness within healthcare facilities of the need to report incidents, however there are no guarantees that it will work and we recommend speaking to Swissmedic who have introduced a similar initiative but (we understand) have not seen great increases in the numbers of reports submitted to them by users) 

25.
Written advice and guidance should be issued to hospitals about adverse incident management including quarantining of devices (important for preserving the continuity of evidence) following incidents. This should emphasize SUKL’s important role in protecting public health and ensuring proper preventative action.
26.
Manufacturer’s field safety notices or other SUKL safety advice should be placed in the SUKL Journal. This would meet the requirements of Article 32 of Act 123/2000 without risking non compliance with Article 20 of the MDD (Article 19, IVDD). It would also be advisable to put this information on the SUKL website.
27.
SUKL should adopt a standard approach if encountering difficulties with getting adequate responses from various manufacturers representatives implement an incremental contact regime to obtain the information/action as follows: Distributors, EU Authorised Representative, manufacturer, CA responsible for EU authorised representative, other CAs. This could be used in parallel with seeking the help of the Czech Trade Inspectorate.
28.
The current SUKL contract for authorised experts should be tightened so that it ensures that there is no link between the manufacturer, distributor, and in particular, the healthcare provider.
29.
The data capture the SUKL database should be expanded to meet the needs of a Medical Device Regulator as a minimum to include:

· Picklists of Actions of healthcare provider

· Picklists of Actions of manufacturer

· Picklists of Actions of SUKL

· Picklists of Experts

· Picklists for adverse event type

· Picklists for cause of incident

· Picklists for patient outcome

· Picklists of standard letters with auto-population/mail-merge from database

· Free text fields for local action, incident details, SUKL investigations, SUKL evaluation; manufacturer actions, SUKL actions

30.
A formal system to inform reporters of the outcome of SUKL investigations should be introduced. 

31.
A Memorandum of Understanding for adverse incident handling with Police, and possibly with the Czech Trade Inspectorate should be developed.
32.
A completely new database, which takes account of SUKL’s requirements and to which SUKL have suitable access rights should be developed. This ideally to include:

· On-line reporting for users

· On-line reporting for manufacturer/authorised representatives

· XML importing or exporting from/to Eudamed, or manufacturers

· GMDN nomenclature

· Adverse incident nomenclature (ISO TS 19218)

· Patient outcome nomenclature (SNOMED-CT) 

· On-line facility for checking status of adverse incident investigation 

· Carefully chosen mandatory database fields for completion before closure.

· A helpdesk for database enquiries

33.
The functions and roles of the Ministry of Health and SUKL in relation the controls on clinical trials should be reviewed with a view to addressing current inadequacies – lack of transparency in the trial approval process, poor communication between MoH and SUKL, current inspection regime – which conducts “inspections” not required by EU law and which are unlikely to add any significant value in terms of public health protection. 

10.
Lessons to be learned for future Twinning projects
Despite the success of the project in delivering on the benchmarks, there are a number of lessons to be learned which have been identified throughout the delivery of the project.  

The first relates to the drafting of the contract.  The activities in the contract could have been better designed if those who were to undertake the activities had been involved at an earlier stage.  Examples of this include some areas in devices, where operational level staff would have known that the practice in the UK, France and CZ varies significantly.  

It was also the case that the differences in the size of the UK, French and CZ competent authorities meant it was difficult to identify MS experts with broad enough remits to meet the needs of the contract.  Again, this might have been mitigated by involvement of working level experts in developing the contract.  

Separately but related, it was not immediately apparent that working level staff within SUKL had not been fully involved in the development of the contract and that, in order to gain “buy-in”, they needed to be fully briefed on the development of the contract and its benchmarks.  
In Component 1, a lack of clarity about when the contract would be finalised led to some difficulty in planning for activities.  Securing the expertise necessary for these activities often requires a long lead in time, meaning delivery was more heavily loaded towards the end of the project than would have been optimal.    
In relation to Component 2, it is clear that the size of the task of delivering a fully functioning regulatory system was underestimated.  As a high level objective, this went beyond the sum of the activities included in the contract. 

The view of the Component 2 French and CZ leads was that the activity could have been designed rather differently, with more focus on general advice on the strategic approach to delivering the functions of the competent authority, more study visits to cover the breadth and diversity of the field and a more targeted approach to casework to inform the training.  With hindsight, there should have been more focus on the handover of the function from the Ministry to the Institute.

The project should have been drafted to allow for the possibility of the lack of legislation in place but this was not anticipated at the time.  

In Component 3, it would have been helpful if the contract had specified how recommendations from the project would be taken forward and put in place a clear plan for implementation.    It is clear that there will need to be a lead amongst stakeholders to take this work forward and develop some form of “road map” for further consideration and implementation of the recommendations. 

Annex 1
Strengthening of Expert Capacity in the State Institute for Drug Control (SUKL)  18 to 22 June 2007 - Delivery of Component 1, Activity 1.3.2, Evaluation of delivery of Component 1. 

Annex 2 
Article published in TOPRA’s Regulatory Review 

LEARNING FROM EACH OTHER IN AN EXPANDING EUROPE 

Annex 3

Table of SUKL representatives in EU Committee and Working Groups 
Annexes will be provided upon request.
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