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1 BASIC INFORMATION
1.1 Programme:


ENPI 2012/023-421 Framework Programme in support of the current and new agreements between the European Union and the Republic of Moldova
1.2 Twinning Number:

MD16/ENP/HE/23
1.3 Title:



Strengthening of the of the Medicines and Medical Devices Agency of Moldova as regulatory agency in the field of medicines, medical devices and pharmaceutical activity
1.4 Sector:



Health
1.5 Beneficiary country:

Republic of Moldova
2 OBJECTIVES
2.1 Overall Objective(s)
Full and correct implementation of the EU acquis in the area of medicinal products and medical devices and preparation of the Medicinal products and Medical Devices Agency („MMDA“) for joining the EU regulatory agencies network as an equal partner.
2.2 Project purpose

The MMDA is a health agency in transition. Currently the EU acquis regarding medicinal products and medical devices is transposed into Moldovan legislation. Adopting laws is only the first step which has to be followed by adoption of EU regulatory practice as well as implementation of the EU principles and standards. Strengthening of this practice, with regards to clinical trials, marketing authorisation, manufacturing and distribution authorisation, vigilance, central procurement, pricing, reimbursement and distribution of medicinal products and medical devices, authorisation of pharmaceutical activity as well as supervision and reinforcement, is the main purpose of the twinning project. The completion of this project should deliver a health agency with capacities at the same level as peer institutes in the EU member states. The MMDA should be able to cooperate in the EU networks of regulatory agencies. 
2.3 Contribution to National Development Plan/Cooperation agreement/Association Agreement/Action Plan

In September 2014 the Association Agreement between the European Union and the European Atomic Energy Community and their Member States, of the one part, and the Republic of Moldova, of the other part (“AA”) came into force. In this agreement the Republic of Moldova has committed itself to an extensive approximation of health and healthcare related legislation and consequently the implementation of this part of the EU acquis. Deadlines have been agreed in respect of the legislation regarding medicinal products and medicinal devices. Moreover, the AA also provides that Moldova will be involved in a Deep and Comprehensive Free Trade Area (“DCFTA”) agreement. In this context harmonisation of the medical product regulatory system has to take place. Medicinal products and medical devices regulatory systems of Moldova have to be aligned with the EU regulatory systems and networks. To accomplish the requirements for a free trade area national competent authorities in the field of the medical products have to be able to collaborate with their peers in the EU member states as well as in the EU networks of competent authorities.   

3 DESCRIPTION
3.1 Background and justification
3.1.1 The Association Agreement
According to Article 1 paragraph 1 of the AA, an Association is established between the Union and its Member States, of the one part, and the Republic of Moldova of the other part. The aims of this Association include, according to paragraph 2: (a) to promote political association and economic integration between the Parties based on common values and close links, including by increasing the Republic of Moldova's participation in EU policies, programs and agencies; (b) to strengthen the framework for enhanced political dialogue on all areas of mutual interest, providing for the development of close political relations between the Parties; (c) to contribute to the strengthening of democracy and to political, economic and institutional stability in the Republic of Moldova; (d) to promote, preserve and strengthen peace and stability in the regional and international dimensions, including through joining efforts to eliminate sources of tension, enhancing border security, promoting cross-border cooperation and good neighbourly relations; (g) to establish conditions for enhanced economic and trade relations leading towards the Republic of Moldova's gradual integration in the EU Internal Market as stipulated in this Agreement, including by setting up a Deep and Comprehensive Free Trade Area, which will provide for far-reaching regulatory approximation and market access liberalization, in compliance with the rights and obligations arising out of the WTO membership; and to the transparent application of those rights and obligations;

According to Article 113 of the AA, the Parties agree to develop their cooperation in the field of public health, with a view to raising the level of public health safety and protection of human health as a precondition for sustainable development and economic growth.

According to Article 115 (a) of the AA, the cooperation shall enable the progressive integration of Moldova into the European Union's health related networks. 
According to Article 116 of the AA, Moldova shall carry out approximation of its legislation to the EU acts and international instruments referred to in Annex XIII to this Agreement. According to this Annex, Moldova should perform approximation of the Transparency Directive (89/105/EEC) in 2014 and transpose the medicinal product legislation in 2015. Furthermore, Moldova should complete review and full approximation of the medical devices legislation in 2015. 
According to Article 143 of the AA, the Parties shall progressively establish a free trade area over a transitional period of a maximum of ten years starting from the entry into force of this Agreement, in accordance with the provisions of this Agreement and in conformity with Article XXIV of the General Agreement on Tariffs and Trade 1994 (GATT 1994).
3.1.2 The history of the Medicines and Medical Devices Agency

The Medicines and Medical Devices Agency (MMDA) was established in accordance with Government Decision no. 617 of 28 June 2005 "On the recovery of pharmaceuticals situation in Republic of Moldova", by reorganising the National Institute of Pharmacy, the Pharmaceutical Inspection and Pharmaceuticals Department of the Ministry of Health. The Agency is subordinated to the Ministry of Health and aims to implement the Ministry of Health’s policies in the field of medicinal products, medical devices and pharmaceutical activity.

In its activity the Medicines Agency is guided by the Constitution of the Republic of Moldova, Republic of Moldova President decrees, orders, decisions and the Government orders and the Ministry of Health, legislative acts in force, other normative acts, international treaties to which Moldova participates, and Agency Regulation. 
The roles and responsibilities of the Agency have expanded since 2005. A Road Map for Medicines and Medical Devices was approved by the Government Decision no. 28 of 11.04.2012 for the years 2012 – 2014. This Road Map sets out a strategic vision for the operation of the Medicines Agency over the two-year period from 2012 to 2014. The Medicines Agency was reorganized in the Medicines and Medical Devices Agency (MMDA), through Government Decision no.71 from 23.01.2013. 
3.1.3 Description of tasks and responsibilities of the MMDA
The MMDA combines a number of roles and tasks within its walls some of which may be found in EU competent authorities for medicinal products respective medical devices. Other functions of the MMDA may be found in most EU member states in the national inspection services. There are also a number of responsibilities which in the EU member states are generally considered as independent of the competent authorities. 

3.1.3.1 Functions currently present in the MMDA based on EU pharmaceutical and medical devices legislation

The following functions of MMDA are based on the EU acquis in respect of medicinal products and medical devices:

· Competent authority for marketing authorisations for medicinal products

Competent authorities for marketing authorisations are responsible for the assessment of applications for marketing authorisations, which are accompanied by a dossier. This assessment leads to a judgment about the risk-benefit ratio that is intrinsic to the medicinal product (design). Within the same organisation pharmacovigilance data (either signals from spontaneous reporting or outcome of post authorisation studies or signals) which can influence the risk benefit/ratio are assessed. Finally, the competent authority for marketing authorisations deals with variations and renewals and decides about the legal status of the product: prescription only, pharmacy only or general sales.

Within the MMDA the Registration department is responsible for validation and documentation of marketing authorisation applications. Assessment is done by internal and external assessors. 

A final opinion is adopted by the Medicines Commission. The minister of health signs the marketing authorisation.

· Competent authority for pharmaceutical authorisations

Any entity involved in manufacturing, import or distribution of medicinal products needs to avail of an appropriate authorisation. For manufacturing of import from a third country a manufacturing authorisation is required. The competent authority checks if the entity complies with the legal requirements, e.g. if GMP respectively GDP is complied with and if a Qualified Person respectively a Responsible Person is available. If GMP or GDP is complied with is the topic of inspection by the relevant inspection service. For the first grant of a pharmaceutical authorisation ‘site clearance’ is required. After authorisation periodical inspections are required leading to a GMP or a GDP certificate.
· Competent authority for medical devices

Medical devices are not authorised before they are allowed to be marketed in the EU: either the manufacturer or a notified body confirms that the device complies with the essential requirements and if that is the case certifies that a CE-mark can be affixed to the product. The competent authority holds a register of class 1 medical devices (for which no notified body has been involved). Furthermore, the competent authority has to be notified about any clinical trial with a medical device in the country. Finally, the competent authority has an important role in vigilance. The manufacturer has to report safety issues with the competent authority.
· Competent authority for clinical trials with medicinal products

In accordance with EU legislation clinical trials are only allowed after authorisation of the competent authority and a positive opinion of a medical-ethical committee. It is a matter of national implementation how the assessment and decision making process is organised. 

· Inspection services for GDP and GMP

Related to the function of competent authority for pharmaceutical authorisations is the inspection of compliance with GDP and GMP. These inspections may lead to site clearance when an authorisation is applied for and a certificate enabling the maintenance of the authorisation. Unexpected and planned inspections may also be performed in case of a trigger, e.g. a signal from the EU competent authorities that something might be wrong in specific site. GMP-inspections may take place in Moldova or elsewhere and include the manufacturing of active pharmaceutical ingredients.

· Inspection service for GCP

The agency supervises clinical research in Moldova and ascertains that clinical trials are performed in accordance with Good Clinical Practice.
Other MMDA functions are outside the scope of EU pharmaceutical and medical devices legislation:
· Authorisation of pharmacies and enforcement of GPP

As the organisation of a member state’s healthcare is – in accordance with the principle of subsidiarity outside the Union’s remit, the authorisation of and the requirements to function as a pharmacist and run a pharmacy are among member states own discretion. Leading principles for the functioning of a pharmacy have been laid down in Good Pharmacy Practice guidelines, which originate from organisations like the Council of Europe and the World Health Organisation (“WHO”). 

Some of MMDA functions are indirectly related to EU pharmaceutical and medical devices legislation:
· Medicines control laboratory

Pharmaceutical analysis is in generally not a task of medicinal products agencies under EU pharmaceutical legislation as quality control of medicinal products is the responsibility of the manufacturer or the importer. There are some exceptions: 
· quality control of pharmacist’s preparation (formulae magistralis or formulae officinalis)

· government batch release for specific medicinal products, like live vaccines and blood products
· market control, in which medicinal products are sampled for the market in the context of enforcement.

Other functions of the MMDA are:
· (Centralised) procurement of medicinal products and medical devices

The MMDA plays an important role in (centralised) procurement of medicines and medical devices. These activities comprise all public hospitals in Moldova. When operating these functions, the expertise and market overview of other departments of the agency may be very helpful. Some organisations are of the opinion that the place of the procurement department in the agency might lead to potential conflicts of interest, but these observations have not been motivated. Public procurement is extensively regulated under EU competition law, but not specifically in pharmaceutical and medical devices legislation.

· Pricing and reimbursement of medicinal products and medical devices

MDMA is involved in pricing and reimbursement policies. These policies are not under the remit of the EU, unless the nature of the policies could violate the principles of the EU founding treaties. Currently member states have to adhere to the Transparency Directive,
 which is currently being discussed within the Union institutions.

3.1.4 Preliminary assessment of the organisation of the MMDA

Economics and history of Moldova
Moldova is a low-income country and comprises with a relatively small population a small market for the global medicinal products and medical devices industry. Furthermore, due to historical as well as economic reasons, import from non-EU countries like Russia and Ukraine is important. Therefore, also in the field regulated by the MMDA many products that do not comply with EU standards are used in Moldova. There is also a considerable direct import of generics from countries like China and India.

Focus on governmental quality control

Although in EU member states quality control for medicinal products is limited to products that have already been brought on the market (samples are taken in pharmacies and hospitals), for products that have not been manufactured by manufacturers that do not comply with GMP and are not supervised by competent authorities in accordance with EU legislation. Although the optimal solution would be to use the EU system (“build in quality”) rather than to try to “test in quality”, the MDMA is still obliged to regulate medicinal products which are imported from countries which do not apply legislation as is applicable in the EU (and other ICH-regions). In these cases samples of every or part of the batch(es) are analysed in the Quality control department. This work comprises a large share of the agency’s activities.

Registration of medical devices

What is true in respect of medicinal products, also applies to medical devices: many of the medical devices that have been used in the past and are used currently are not imported from the European Economic Area’s market and thus have not been certified by a EU notified body and consequently CE-marked. Alternative approaches have been developed by the MMDA to regulate these medical devices. This has led to a registration system of medical devices.
Procurement of medicines and medical devices

The lack of available affordable EU compliant medicinal products and medical devices has been reason to allow centralised procurement of those products from markets that do not comply with EU standards, sometimes just to avoid shortages, sometimes in a more structural way.

3.1.4.1 Legal basis for the twinning/transitional situation

As a consequence of the Partnership and Cooperation Agreement (PCA) and the Association Agreement, the Republic of Moldova has committed to adopt the EU acquis in respect of medical products (medicinal products and medical devices). The most important legislation in respect of medicinal products is Directive 2001/83/EC as well as Regulation (EC) no. 726/2004. For medical devices the current legislation consists of: Directive 90/385/EEC regarding active implantable medical devices, Directive 93/42/EEC regarding medical devices and Directive 98/79/EC regarding in vitro diagnostic medical devices.
 Implementation of this legislation has an impact on the functioning of the competent authorities in Moldova.  The main focus of the twinning will be to smooth the transition of the MMDA to an agency that fits within the EU network of regulatory authorities and is ready to work within the EU system. To this end a number of capacities have to be built and strengthened within the organisation of the MMDA. Furthermore, the twinning will deliver an introduction of the MMDA within the EU regulatory networks as a lasting relationship with the corresponding agencies in the twinning partner's countries will be established.

Objective of the twinning

The main objective of the twinning instrument is to prepare the MMDA to function better within the framework of EU legislation. Therefore the main focus needs to be on the agency’s activities that are directly related to the EU legislation concerning medicinal products and medical devices. This does not mean however that activities that are only related to EU legislation should be ignored in the twinning project. This applies to activities like pricing and reimbursement, the availability of safe and efficacious medicinal products and medical devices meeting essential requirements and a working enforcement system for all aspects that may involve the protection of public health.

Transitional issues

The Republic of Moldova needs to organise its medical products sector under difficult conditions. Currently it is not possible to regulate only those medicinal products and medical devices that comply with EU legislation. Therefore, the twinning project needs to take into account that Moldova is not a country like any other EU member state. It is important to realise that there has to be a transitional phase before complete compliance with the EU acquis can be achieved: a phasing out period has to be applied to prevent availability issues that could undermine public health policies. 

3.1.4.2  Other observations/challenges for the MMDA
Lack of resources for the agency

MMDA and the Ministry of Health face in many respects have to face a lack of resources. This means e.g. that the MMDA is not able to source-in all desirable expertise required to build a strong agency: the offered salaries are simply not high enough to be able to recruit the necessary experts. Currently, the number of staff members is only 145 FTE where budget is available for 170 FTE. One of the reasons for this is the gap between private sector and governmental salaries.   
Lack of resources in the public health system 

Furthermore, lack of resources provides in general problematic conflicting interests: relatively cheap but unauthorised medicinal products versus high quality medicinal products that the country cannot afford to purchase. Currently, MMDA regulates products – medicinal products as well as medical devices – that are not allowed on the EU market and for which no regulatory framework exists. 

Deficient expertise of EU legislation about medicinal products and medical devices

It seems that adaptation of the national legislation to EU standards has already started in a too early phase.  Although there is a lack of deep understanding of the EU legislation and the way it is being applied in practice, laws have already been drafted and adopted and  the activities of the MMDA have already been reorganised in such a way to reflect the EU agencies working methods. As there is no experience with using the EU legislation in practice, it is difficult to draft national laws that work in day-to-day practice. 

Span of control of the MMDA

MMDA is responsible for many different tasks and activities in a relatively small organisation.  This could be problematic if the necessary focus on the upcoming changes could be too much diluted.  

3.2 Linked activities (other international and national initiatives)

The project will build on earlier relevant projects of developmental assessment as listed below.
· Technical Assistance to improve the positive list of medicines (assessment of situation, TA to improve criteria for selection of drugs on the medicines list, pharmacoeconomics capacity building, better prescription, rational use of resources) (2014-2015) (assistance provided by EU through WHO)
· Health Policy Paper Series No. 11: Medicine prices, availability, affordability and price components in the Republic of Moldova, 2011 (2013) (assistance provided by EU through WHO)
· Support to update the legislation on medicines, alignment of MD legislation to EU directives (2013), not finalized – on going. (assistance provided by EU through WHO)
· Health Policy Paper Series No.6: Availability and affordability of medicines and assessment of quality systems for prescription of medicines in the Republic of Moldova WHO/Europe, 2012 (assistance provided by EU through WHO)
· Participation of MMDA and CNAM delegates at the Venice Summer school on medicines topic (2014) (assistance provided by EU through WHO)
· Health Policy Paper Series, No. 14. Better noncommunicable disease outcomes: challenges and 
opportunities for health systems – Republic of Moldova country assessment (2014) (assistance provided by EU through WHO)
· TAIEX study visit on Strengthening the mechanism of pharmaceuticals' market control based on EU best practices in the field

3.3 Results
The implementation of the proposed project will result in:

1. Approximation of the legal framework and strengthening of MMDA’s institutional and organisational capacities; 

2. Strengthening of MMDA’s regulatory functioning with respect to medicinal products; 

3. Strengthening of MMDA’s regulatory functioning with respect to medical devices; 

4. Improvement of rational use of medicines and medical devices in Moldova; 

5. Transition of MMDA to full compliance with the EU requirements.

The expected results have been concretised in five components in the twinning project, broken down to activities that each will contribute to the expected results and the overall objective of the project.  
3.4 Components and Activities
Component 0 - Kick-Off Meeting and Closing Event
0.1 
Installation and Kick-off Conference.

A kick-off conference will be scheduled to present the Twinning project’ objectives and expected results with the MMDA staff, counterparts and stakeholders. A formal launch and presentation will be made to the stakeholders and interested parties at a one-day kick-off meeting. Heads of regulatory agencies in EU member states are invited to attend.

Input: MS: Project Leader and Junior Project Leader (if a consortium will be in place).

2 missions x 2w/d = 4 w/d

Output: Stakeholders and other interested parties informed of the launch, aims and content of the project by the end of the first month.
0.2 
Final Closing Conference.

During the last month, a closing conference will be organized during which the main results and achievements of the project will be presented. The developments at the MMDA and the results of the twinning project will be presented, and discussed with the beneficiary, other relevant Ministries, the Government of RM, and other donors. The conference will present recommendations for future work and follow-up, and comment on the lessons learned for similar projects. 

Input: MS: Project Leader and Junior Project Leader (if a consortium will be in place).

2 missions x 2 w/d = 4 w/d

Output: Closing conference organised (one day, within two days of talks); 

   Recommendations and lessons discussed and reported;

   Stakeholders and other interested parties are informed about project activities, results and achievements. 

Component 1 - Approximation of the Legal Framework and Strengthening of MMDA’s Institutional and Organisational Capacities
This first component builds the foundation for the rest of the twinning project. In this component the twinning partners check local legislation with respect to medicinal products and medical devices on conformity with the EU acquis. Furthermore, the beneficiary institute MMDA’s staff is trained in order to be able to absorb the expertise offered in the twinning project as well as possible. The next step is performing of a benchmark of the MMDA against EU regulatory agencies. This benchmark will function both as a zero measurement and as a guideline for the implementation of the other components of the twinning.

1.1
Approximation of the legal framework
Currently the legal framework for medicinal products (Directive 2001/83/EC and Regulation (EC) No. 726/2004, as well as other relevant legislation and EU guidance documents like the ‘Notice to Applicants’ are being implemented into Moldovan legislation. As there is limited expertise in the MMDA in working with this legislation, the local legislation should be compared with the EU acquis. The same applies to medical devices legislation (Directives 90/385/EEC, 93/42/EEC and 98/79/EC). Experts in the field of the regulatory frameworks for medicinal products and medical devices will study Moldovan legal texts and advice on improvements of legal texts or implementing measures. Those staff members that are responsible for legal implementation are explicitly invited to participate.
Input: MS: 2 STE x 10 w/d (in two 5 day missions)
Output: Report on the quality of Moldovan legislation and implementing measures with respect to medicinal products respectively medical devices. The reports may contain recommendations for improvement of legal texts, implementing measures or MMDA practices.
1.2 
Training of staff on the EU regulatory framework for medicines and medical devices  

For the personnel of the MMDA the EU regulatory frameworks for medicinal products and medical devices are relatively new. Furthermore, many members of the MMDA staff have not worked long yet in a regulatory agency. To increase the benefits of the twinning project – by strengthening the absorbing capacity and raising regulatory knowledge – training on elementary aspects of medicinal products and medical devices is required. The first part of the training will be of a general nature, intended for the entire MMDA staff.  As the MMDA performs many different, specialised tasks, training on these different tasks will be organised in the second part for the relevant staff members in respect of the MMDA’s role as:

· Competent authority for medicinal products (marketing authorisations);
· Competent authority for pharmaceutical authorisations (import/manufacturing authorisation; wholesale distribution authorisation; parallel import authorisation;

· Competent authority for medical devices;

· Competent authority for clinical trials;

· Inspection service responsible for supervision and enforcement in the field of medicinal products, medical devices and pharmacists/pharmacies. 
Input: MS: 5 STE x 4 w/d
Output: After the training all responsible members of the MMDA staff will have a basic knowledge of EU regulatory practice – both a general overview and focused on their own work field – and will be able to collaborate with twinning partners experts at the required level of expertise.

1.3 
Benchmark of functions of the MMDA with EU competent authorities and services
The ultimate goal of the twinning project is to strengthen capacities of the MMDA as a regulatory agency, able to function in the EU network of competent authorities. This benchmark will deliver a zero measurement enabling everyone involved to focus activities to the discovered weaknesses. Moreover it will allow the project management to measure the results of the project at different points in time, as well as at the conclusion of the twinning. The benchmark exercise can be based on experience gained in previous benchmarking projects performed within the EU regulatory networks. 

Input: MS: 2 STE x 5 w/d

Output: Benchmark report comparing the functioning of the MMDA with EU agencies involved in the same procedures. The observations in the report may be used by the project leaders to assess the focus for other activities in the twinning project.
1.4 
Analysis of the decision making procedures

Within the EU regulatory agencies different systems exist to finally reach regulatory decisions. Sometimes the ultimate decision is taken by a politician or political body, sometimes a scientific committee takes responsibilities. Within the process scientists and scientific bodies may have different positions, e.g. employed by the agency or external expert. Linked to the organisation of regulatory decision making are issues like transparency and possible conflicts of interest that should be taking into account. In Moldova many types of regulatory decisions have to be adopted in a ministerial decree. The assessments on which decisions are based are made by a combination of internal experts, external experts and scientific committees. This activity will focus on the rationality and robustness of the current system and deliver recommendations for improvement. Those responsible in the Ministry of Health for regulatory decision making are invited to participate.
Input: MS: 2 STE x 3 w/d

Output: Report on the decision making procedures for the different tasks of the MMDA including action plan for improvement to be proposed and approved by the MMDA. 
Component 2 - Strengthening Of MMDA’s Regulatory Functioning With Respect To Medicinal Products
Component 2 focuses on MMDA’s role as competent authority for marketing authorisation for medicinal products. Since 1995 marketing authorisation in the EU is not a national matter anymore: applications for a marketing authorisation are dealt with either by all member states within the framework of the EMA or by all concerned member states in the Decentralised Procedure (“DCP”) or Mutual Recognition Procedure (“MRP”). This means that the authorisation procedure take place in a network of competent authorities. Implementation of the EU acquis I Moldova means that the MMDA has to be a new partner in this network. The activities in this component intended in enabling the MMDA in respect of medicinal products to take this role. 
2.1
Development of an SOP for the authorisation of medicinal products including building the infrastructure for risk benefit assessment and robust and independent decision making
One of the main responsibilities of the MMDA is the assessment of new applications for a marketing authorisation as well as the continuous monitoring of the risk/benefit ratio for marketed medicinal products. In this activity a practical Standard Operating System (“SOP”) for the marketing authorisation procedure at the MMDA will be developed on the basis of EU member states best practices. This SOP will address all steps in the process of assessment, authorisation, lifecycle management and pharmacovigilance for medicinal products and will – if regularly updated – continue to serve as the backbone of the functioning of the MMDA’s in respect of its role as competent authority for medicinal products.
The results of this activity are crucially important for the introduction of MMDA in the EU network of competent authorities for medicinal products.

Input: MS: 2 STE x 10 w/d (in two 5 day missions)
Output: SOP for the authorisation procedure for the marketing authorisation of medicinal products to be approved by the MMDA.
2.2
Training of MMDA staff responsible for carrying out marketing authorisation procedures
The tasks of a medicines regulatory agency are of a very specialised scientific nature. Due to the implementation of the EU acquis with respect to medicinal products the processes and procedures in the concerned departments are being modified. To ensure that skills and expertise of the staff stay appropriate under changing conditions special training is necessary for the members of MMDA staff involved in the marketing authorisation procedure. In this training the main focus will lie on generic medicinal products, as the assessment of these products are currently the main focus of MMDA. This means that the training will focus on issues related to the authorisation of generics: the assessment of preclinical and clinical data as required in the authorisation of New Active Substances will be addressed later in the twinning project (activity 5.1). Special attention will be given to unusual types of medicinal products, such as homeopathics, traditional herbal medicinal products, vaccines and radiopharmaceuticals.
· EU regulatory affairs including pharmaceutical law for case managers including traineeships for case managers. This includes EU rules on data exclusivity, marketing exclusivity and IP rights.

· Training on assessment of Module 3,
 including traineeships for assessors
· Training on assessment of bioavailability and bioequivalence, including traineeships for assessors 
· Training on assessment of applications for homeopathics, traditional herbal medicinal products, vaccines and  radiopharmaceuticals
· Training on assessment of SmPC, PIL and labelling

· Training on assessment and management of variations 

The drafting of assessment reports in the EU takes place in an international environment. To support the local implementation two persons will make a study visit to (one of) the twinning member state(s) to complete their training.

Input: MS: 4 STE x 3 w/d

Output: Skilled staff for the dossier assessment for generic medicinal products and case management for new applications and variations for all types of medicinal products, including homeopathics, traditional herbal medicinal products, vaccines and radiopharmaceuticals. 

2.3
Development of a risk-based enforcement system of medicines quality rules as well as other GMP, GDP and GVP
Next to the marketing authorisation procedure, a second pillar of EU medicinal products regulation concerns the quality assurance systems of economic operators. The importance of quality assurance systems is expressed in the saying: you cannot test in quality, you need to build in quality. The quality of medicinal products in the EU and in Moldova can only be guaranteed by compliance with Good Manufacturing Practices “GMP”). Therefore a manufacturing authorisation based on compliance with GMP is required to be allowed to release a medicinal product to the market. To prevent unwanted interactions and the introduction of falsified medicinal products there is a closed chain from manufacturer/importer to the pharmacist dispensing the medicinal product to the patient. The links in this chain are wholesale distributors who require an authorisation based on compliance with Good Distribution Practices (“GDP”).  
In this activity twinning partners will assess and benchmark the enforcement practices of the MMDA and make recommendations for improvement. An issue to be addressed is furthermore the development of the legal framework and infrastructure to improve outcome and effectiveness of enforcement. This could involve the participation of national partners in the same business, like the Consumer Protection Agency. Those responsible in the Ministry of Health for GxPs are invited to participate. 

Within this activity the training of GxP inspectors is completed by the performance of a joint inspection in Moldova, as well as a joint inspection in an EU member state.  The inspection abroad is considered to be a study visit.
Input: MS: 4 STE x 10 w/d 

Output: MMDA risk based enforcement strategy developed and approved by the MMDA.
   MMDA staff trained for inspections in respect of GMP, GDP and GVP
2.4
Strengthening of pharmacovigilance by establishing a better functioning pharmacovigilance unit 
When a medicinal product is authorised, it is normally tested on a few thousand people. After authorisation the experience with the medicinal product grows and unexpected adverse drug reactions may occur. Pharmacovigilance – the lifetime monitoring of the risk/benefit ratio – is therefore a key task of the pharmaceutical industry and the competent authorities. This activity includes training of the pharmacovigilance unit of the MMDA, including traineeships/study visit, e.g. to a meeting of the Pharmacovigilance Risk Assessment Committee (“PRAC”) in the European Medicines Agency. Topics are:

· Assessment of Risk Management Plans and Risk Minimisation Programs
· Assessment of PSURs
· Management of 15-day reports
· Assessment of PASSs and PAESs
· Training of pharmacovigilance (GVP) inspector, including joint inspection.
Input: MS: 4 STE x 10 w/d (in two 5 day missions)
Output: Pharmacovigilance function of the MMDA strengthened to EU level
2.5
Improving pharmacovigilance by reaching out to the medical and pharmaceutical community
The most important input for pharmacovigilance consists of the reporting of adverse drug reactions by patients and healthcare professionals. Experience in the EU member states has learned that to increase ADR reporting an independent spontaneous reporting system is required. It appears that reporting to peers without fear for blame for medical mistakes by authorities is important to raise the number of AE reports. Another important factor is the feedback a spontaneous reporting system provides to the reporter: this is a huge incentive for healthcare professionals. 

In this activity the MMDA will be supported in setting up an independent spontaneous (Adverse Drug Reaction) reporting system in Moldova. This system ought to be developed by medical and pharmaceutical associations in Moldova. To raise pharmacovigilance awareness as well as to inform healthcare professionals better about the regulatory environment of medicinal products, educational modules in pharmacist’s and physician professional training are to be developed (e.g. what is the meaning of marketing authorisation and product information? Off-label use?) and pharmacovigilance (e.g. how to detect an ADR?). For this activity representatives of patient organisations are invited to participate. In a study visit experiences in one of the twinning member states can provide important input for implementation in Moldova.
Input: MS: 4 STE x 10 w/d (in two 5 day missions)
Output: Spontaneous reporting system installed

Pharmacovigilance and regulatory awareness in the medical and pharmaceutical community raised

Educational modules developed

2.6
Drafting SOP Clinical Trial authorisation procedure
Before a medicinal product can be marketed, extensive testing needs to take place, also in healthy volunteers and patients. Strict rules apply for clinical trials, on the one hand to protect trial subjects against undesirable risks, on the other hand to secure the robustness of the data gathered with the trial. The EU recently adopted new legislation in respect of clinical trials: the Clinical Trial Regulation (Regulation (EU) No. 536/2014). In order to prepare for participation in the system established in this regulation and to correctly implement the current applicable legislation (Directive 2001/20/EC) the procedures for authorisation of clinical trials in the MMDA have to be established. Staff members of the Ministry of Health responsible for clinical trial legislation will be invited to participate in relevant meetings. 
Input: MS: 2 STE x 5 w/d
Output: Establishment of procedures in medical-ethical committee and MMDA
2.7
Strengthening the functioning of the MMDA with respect to clinical trials
In order to be able to cooperate within the EU system for competent authorisation, MMDA staff members need to develop practical assessment skills. Furthermore, the collaboration with and the supervision of the medical-ethical committees has to be strengthened. MMDA staff will be trained on the assessment of a clinical trial application. Special focus will be put on the assessment of the Investigational Medicinal Product Dossier (“IMPD”), for which assessor capacity in respect of Module 3 is required.
Input: MS: 2 STE x 5 w/d

Output: Assessors of clinical trial applications, including IMPD, trained. 
2.8 
Study visits in respect of Component 2

This activity contains the study visits that fit within the framework of Component 2.  The number of study visits is relatively high, but this motivated by the fact that within the EU the regulatory tasks of the MMDA are not national activities but take place in an international environment. E.g. inspectors perform their inspections in any member state and meet in the EMA in London. Training on the job of the MMDA staff will therefore only be possible outside Moldova and is therefore considered a study visit.
First of all two MMDA staff members from the marketing authorisation department will participate in a 5 day study visit to participate in the partner competent authority’s activities relating to the marketing authorisation of medicinal products. This study visit is linked to activity 2.2. Next to that one MMDA participant, involved with GMP/GDP inspections will participate in a 5 day study visit that will include a joint (member state/Moldova) inspection. This study visit is linked to activity 2.3.  Furthermore, two members of the MMDA staff involved in pharmacovigilance will participate in a 5 day study visit including participation as an observer in the PRAC (linked to activity 2,4).

Finally, a study visit focusing on the establishment of a ‘spontaneous reporting system’ will be organised in which two members of the pharmacovigilance staff of the MMDA will participate. In this study visit the implementation of activity 2.5 will be prepared.  
Input: BC: 7 MMDA employees x 5 days study visit  
Output: Trained assessors and inspectors in respect of marketing authorisation, GMP and GDP and pharmacovigilance, as well as two persons acquiring know-how in respect of establishing a spontaneous reporting system in Moldova.
Component 3 - Strengthening Of Mmda’s Regulatory Functioning With Respect To Medical Devices
There is a huge difference in respect of EU regulation of medicinal products respectively medical devices. As for medicinal products premarketing governmental authorisation is required, medical devices are regulated within the industry itself. In this so-called ‘new approach’ notified bodies and manufacturers are responsible for conformity of the medical devices with ‘essential requirements’. Within this system the MMDA functions as the competent authority for medical devices. 
3.1 
Development of a SOP for the supervision of the medical devices market

In this activity a practical Standard Operating System (“SOP”) for the supervision of the medical devices market at the MMDA will be developed on the basis of EU member states best practices. This SOP will address all steps in the processes concerning the tasks of a competent authority for medical devices: to receive notifications for Class I medical devices and clinical trials with medical devices, supervision of notified bodies, vigilance (reporting of accidents and near-accidents involving patients or users of medical devices), and market control.  The resulting SOP will – if regularly updated – continue to serve as the backbone of the functioning of the MMDA’s in respect of its role as competent authority for medical devices.

The results of this activity are crucially important for the introduction of MMDA in the EU network of competent authorities for medical devices.

Input: MS: 2 STE x 15 w/d (in three 5 day missions)
Output: SOP for the supervision of the medical devices market approved by the MMDA.
3.2 
Training of MMDA staff in respect of medical devices

The tasks of a medical devices regulatory agency are of a very specialised scientific nature. Due to the implementation of the EU acquis with respect to medical device the processes and procedures in the concerned departments are being modified. To ensure that skills and expertise of the staff stay appropriate under changing conditions special training is necessary for the members of MMDA staff involved in the supervision of the medical devices market.

Topics for the training include:

· Classification of medical devices

· Assessment of product dossiers

· Management of risks of public health
Input: MS: 2 STE x 10 w/d (in two 5 day missions)
Output: Trained staff for MMDA’s function as competent authority
3.3 
Strengthening of vigilance and strengthening enforcement
As ADRs occur with medicinal products, adverse events can also involve the functioning of medical devices. Vigilance is as critically important for medical devices as pharmacovigilance for medicinal products. The effectiveness of vigilance depends on compliance of manufacturers and importers, healthcare professionals and healthcare institutions with the legal framework. In this activity the medical devices legal framework will be examined. Recommendations may be given. Ministry of Health staff responsible for medical devices will be invited to participate. Strengthening the organisation of enforcement in the area of medical devices will be addressed as well.
Input: MS: 2 STE x 15 w/d (in three 5 day missions)
Output: Report on the legal framework for medical devices vigilance including recommendations for improvement
                 Strengthened enforcement of medical devices legislation in the market

3.4 
Design of IT infrastructure for implantable medical devices register

Implantable devices represent a particularly high risk category of devices, because they stay present in the body of the patient during a long period and sometimes even during the entire lifetime. In order to be able to identify patients in case of vigilance issues who carry an implantable device, an IT system is required in which each implanted medical device, each patient and the link between patient and device is registered. Health information has to be handled with extreme confidentiality, in accordance with data protection legislation. In this activity the necessary IT infrastructure will be designed using best practices in the EU member states.  

Input: MS: 2 STE x 5 w/d

Output: Recommendations for the IT infrastructure for a system to track implantable devices and patients throughout their life time comprising estimated budget and strategy for financing.
3.5
Study visits in respect of component 3
Complimentary to Activity 3.2 a study visit will be organised in order to complete the training of the MMDA’s medical devices department in respect of the organisation of their duties.

Input: BC: 3 MMDA employees x 5 days study visit
Output: Three MMDA employees from the Medical Devices department trained in best practices in the regulation of medical devices.
Component 4 - Improvement Of Rational Use Of Medicines And Medical Devices
Resources available for medicinal products are scarce in Moldova. This causes concerns with respect to access and availability of medicinal products. Furthermore, in a poor country like Moldova it is even more important than in countries with a higher standard of living to rationalise the use of medicines. Promotional activities for medicinal products do not always represent the required rationality, 

4.1 
Expert mission about improving mechanisms to ensure availability and access

The MMDA has specific tasks in respect of the availability and accessibility of medicinal products for the patients. This starts with authorisation but includes central procurement, pricing arrangements et cetera. Furthermore, the MMDA is involved in WHO’s program regarding the Essential Medicines List. In this activity the following topics will be dealt with:

· Legal assessment of the centralised procurement procedure for medical products (e.g. in respect of alleged conflict of interests)

· Benchmark the centralised procurement procedures with member states with similar systems in place.

· Improve infrastructural environment for all tasks related to access to medical products

· Explore possibilities for improving efficiency of the procedures while maintaining transparency (e.g. mandating decision making in respect of medical products to the level of the Agency)

· Improving the Moldovan mechanisms to ensure the availability of and access to medicinal products, including procurement, pricing and reimbursement.
Input:  MS: 2 STE x 10 w/d (in two 5 day missions)
Output: A report on the possibilities to improve mechanisms to ensure availability and access, including action plan in respect of the centralised procurement system and pricing and reimbursement systems to be approved by the MMDA. 
4.2 
Strengthening of Compliance / Training of GMP, GDP and GCP inspectors

It is important for regulation to be effective, that the economic operators are in compliance. In this activity an analysis of the legal framework for enforcement will be made and improvements formulated. The MMDA believes that adherence to legislation and regulation is improved by stronger enforcement. To be prepared for this tasks the following training is included in the activity:

· Training of GMP inspectors including participation in Inspectors’ Working Party and joint inspection

· Training of GDP inspectors including participation in Inspectors’ Working Party and joint inspection 

· Training of GCP inspectors including participation in Inspectors’ Working Party and joint inspection 

Participation in the EMA Inspectors’ Working Party introduces the MMDA inspectors into this EU network organisation. For this working party the EMA just functions as host and secretariat as the working party is an informal body of the member states. 
Joint inspections delivers hands-on experience and is extremely important

Input: MS: 3 STE x 10 w/d (in two 5 day missions)
Output: Recommendations on enforcement of compliance and action plan for enforcement developed and accepted by the MMDA
  Training of GMP and GDP inspectors to the level of EU standards.

4.3 
Enforcement of legislation about promotion of medical products

One of the most important factors in respect of the rational use of medicines relates to promotion of medicinal products and medical devices by their manufacturers and distributors. The enforcement of inappropriate advertising, hospitality and other benefits that have a value for the receiver is therefore an important task for a regulatory agency as the MMDA.

 In this activity the applicable legislation will be examined and recommendations for improvement formulated. Ministry of Health staff involved with the promotion of medical products is invited to participate. 
Furthermore, a practical approach for inspection and enforcement will be developed based on best practices in the EU member states.
Input: MS: 1 STE x 10 w/d (in two 5 day missions)
Output: Report about the legal framework on promotion of medical products including recommendations and action plan for improvement
Development of system for inspection and enforcement in respect of promotion of medicinal products 

4.4 
Development communication strategy rational use

Rational use policies require communication with the users of medicinal products: healthcare professionals and patients. It has to be clarified for the users why the use of one medicinal product is more rational than the use of another medicinal product in order to get commitment. Furthermore, rational use requires that opinion leaders – e.g. hospital consultants in an academic setting – establish good prescribing guidelines and distribute them to their colleagues. In this activity a communication strategy to improve rational use of medicines and medical devices will be developed. In that framework information and education modules for the general public about the use of authorised information and adverse drug reactions will be drafted as well as information and education modules for healthcare professionals. Representatives of patient organisations, international and national NGOs involved in rational use and medical and pharmacists association will be invited to participate where useful. 

Input: MS: 2 STE x 5 w/d

Output: Strategy document about rational use communication
   Conferences with stake holder are held

   Information and education modules for the general public are developed.

4.5 
Strengthening of supervision of pharmacies and enforcement of GPP
One of the tasks of the MDDA involves the supervision of pharmacies in the country. Good Pharmacy Practices (“GPP”) is the internationally accepted standard for public and hospital pharmacists. In this activity the adoption of GPP in national legislation will be examined. The functioning of the legal framework for authorisation and licensing of pharmacies will be included in this examination. Recommendation for improvement may be given. Ministry of Health staff involved with pharmaceutical care will be invited to participate.  
Inspectors for enforcement of legislation on the functioning of pharmacies including Good Pharmacy Practices will be trained.

Input: MS: 2 STE x 5 w/d

Output: Report on enforcement of GPP including recommendations for the legal framework
   Training of GPP inspectors

4.6
Study visit related to component 4

Activity 4.2 focuses on the training of GMP, GDP and GCP inspectors. To learn the trade of GxP inspector collaboration with experienced inspectors is key. The study visit in this activity aims at the organisation of joint inspections. Furthermore, participation of Moldovan inspectors in the Inspectors’ Working Party will facilitate future regular participation in the EU regulatory networks.     

Input: BC: 3 MMDA employees x 3 days study visit
Output: Three MMDA employees from the GMP/GDP/GCP inspectorate trained in best practices.

Component 5 - Transition Of The Mdda To Full Compliance With The Eu Requirements
The overall aim of the MMDA is to grow into a EU grade regulatory agency. This requires – next to full implementation of the EU acquis – also the development of regulatory skills and expertise. One of the challenges of the near future is the reorganisation of the current pharmaceutical quality control laboratory, because pharmaceutical quality control in the EU regulatory system is left mainly to the pharmaceutical industry
5.1 
Strengthening assessment capacity

EU medicines regulatory require the availability of skilled medical and pharmaceutical experts to write assessment reports on the basis of EMA guidelines and their individual expertise. In this activity MMDA assessors will be trained in these skills. After the training including participation in EMA scientific committees such as the Committee on Human Medicinal products (“CHMP”) and its working parties  the assessors will be ready for functioning in the EU regulatory system.
The trainings concern:

· Pharmaceutical assessment
· Preclinical assessment
· Clinical assessment

Plus for each discipline participation EMA in a 3 day study visit (see: activity 5.5). Participation as an observer of Moldova MMDA staff enables them to participate at the EU level in the EMA committees in the future.
Input: MS: 3 STE x 5 w/d

Output: Developing the assessment capacities to function in CHMP and its working parties

5.2 
 Development of Good Governance Practice

Regulatory decisions in the field of medical products have a huge impact both on the financial situation of the economic operators and on public health. It is therefore considered of utmost importance that strict rules apply to the environment in which these decisions are taken. These rules relate, among other things, to independence and impartiality, the management of conflicts of interest, transparency and the quality of assessments on which the definitions are based. 
These issues are addressed in legislation and other normative acts, but should on top of those be controlled in more practical rules, the rules of Good Governance Practice (“GGP”). GPP should ensure full compliance of the organisation and the staff of the organisation with the legal framework. In this activity the development of GPP in the MMDA will be developed. Topics that will be addressed are:

· The decision making processes;
· The Quality Assurance system.
Input: MS: 2 STE x 3 w/d

Output:  GGP for the MMDA
Evaluation of the systems relating to compliance
5.3 
Developing new tasks for the Quality Control laboratory
As explained before the current tasks of the Quality Control Laboratory – testing samples of every batch of imported medicinal product – will disappear upon completion of the implementation of the EU acquis. The tasks will only partly be replaced by the testing of samples from the market. This will lead to a decrease of the number of samples. Therefore the Quality Control Laboratory will, in the near, future require reorganisation. In most of the recently acceded member states exactly the same situation has occurred. In this activity will be examined how – based on EU member states’ best practices the reorganisation can be carried through. One of the options that has to scrutinised together with the Ministry of Health and other concerned ministries is to extend the tasks of the laboratory beyond pharmaceutical analysis. The laboratory could be used e.g. for performing analytical chemistry for the Health Protection Agency. 
Input: MS: 1 STE x 3 w/d

Output: Recommendations and action plan for the reorganisation / repositioning of the Pharmaceutical Quality Control laboratory to be approved by the MMDA.

5.4 
Management of the medical products market during the transition
Changing the legal framework for medical products leads eventually to changes in the market, but these changes require specific policies. If a product is authorised for the Moldovan market under the current (old) legislation, implementation of the EU acquis will require a new evaluation of the product dossiers under the new rules. If medicinal products do not comply with the new rules, they cannot stay on the market. From a strict legal perspective the change of the legal basis for the authorisation of medicinal products would instantly invalidate all marketing authorisations. As a consequence at the moment of implementation of the EU acquis no authorised medicinal products would be available to treat the patients. A complication in respect of reauthorisation of medicinal products complying with the EU acquis is that as long as Moldova is not yet a EU member state, the Decentralised Procedure (“DCP”) and the Mutual Recognition Procedure (“MRP”) are not available for the authorisation of medicinal products in Moldova.
 This means that availability and access problems would occur as the consequence of the implementation of EU legislation. Comparable problems may be expected in respect of medical devices. Furthermore, there is the issue of medicinal products and medical devices that do not comply with the EU acquis. Possibly the economic situation in Moldova may not be able to afford loosing access to cheap medicinal products from third countries. It seems very unpractical if – during the transition process – has to different systems for medicinal products and medical devices: products authorised under the old, national legislation and products authorised under the EU acquis. 

This activity addresses the management of the markets for medicinal products and medical devices during the transition to EU acquis. How to deal with products that do not comply with EU legislation? How to run two regulatory systems in parallel? How to avoid budgetary problems if cheaper non-compliant products are taken from the market? How to avoid problems of availability and access to medicines if necessary products are not available in the EU? The European Commission as well as staff members of the Ministry of Health will be invited to participate in this activity.
Input: MS: 2 STE x 5 w/d

Output: Report about legal and practical issues related to implementation of the EU acquis and the transition to EU membership, including recommendations and action plan to be approved by the MMDA.
               Quantitative analysis of possible availability and access problems caused by implementation of the EU acquis  
5.5
Study visit related to Component 5

In order to comply with the requirements for participation in the EU network of competent authorities, assessors in the MMDA have to be further trained. Part of this training is participation – with observer status – in EMA committees and working parties.

Input: BC: 3 MMDA employees x 3 days study visit (one preclinical assessor, one pharmaceutical assessor and one clinical assessor)

Output: Three MMDA assessors are introduced in the EMA structure of committees and working parties.
3.5 Means/Input from the MS Partner Administration(s)
3.5.1 Profile and tasks of the Project Leader

The successful implementation of a Twinning project requires the commitment of two Project Leaders, appointed in the Twinning partner country on one side (“MSPL”, Member State Project Leader) and MMDA as Beneficiary on the other side (“BCPL”, Beneficiary Country Project leader). 
The MSPL of the Twinning Partner Institution will act as counterpart of the Beneficiary’s Project Leader and will ensure in close cooperation the overall steering and coordination of the project. He/she is expected to be a high ranking official in his/her administration. The MSPL should have a good overall understanding of the functioning of healthcare agencies. He/she should also possess good project management skills and experience, in order to address any issues that might emerge in the course of the project, e.g. need for possible adjustments in order to tailor the BC Twinning Partner approaches for MMDA needs in order to ensure achievement of project goals, tasks and deliverables, and facilitate implementation of those.
The Project Leader will be expected to devote a minimum of 3 days per month to the project in his home administration. In addition, he/she will coordinate, from the Member State side, the Project Steering Committee (“PSC”), which will meet in Moldova at least once in every three months.

Tasks:
The main tasks of the MSPL Leader are to ensure:

•
The overall coordination of the project;

•
The achievement of mandatory results;

•
The organisation of working groups, if needed;

•
The organisation of the good communication and coordination with beneficiary and stakeholders;

Profile for MSPL:
· University degree/post-graduate degree in a relevant discipline for the assignment; 

· Civil Servant from EU Member State administration having at least 12 years of professional experience in the fields of regulation and supervision of medicinal products and/or medical devices in any of the current 28 EU Member States;
· Proven experience in project managemen;
· Previous experience in Twinning projects will be an asset;
· Working knowledge of written and spoken English. 
3.5.2 Profile and tasks of the RTA

The Resident Twinning Advisor (RTA) will work on a full time basis at the MMDA premises for the whole duration of the project (24 months). The expert will bear the responsibility to coordinate in the field and on a daily basis all the activities planned in the twinning. He/she will also provide technical advice and assist MMDA in the context of a predetermined work plan. He will follow-up on approval and implementation of all deliverables of the project. 
Profile:
· University degree in pharmaceutical or medical science or law

· Civil Servant from EU Member State administration or equivalent with minimum 5 years professional experience in an EU Member State body linked to the medicines and medical devices sector. 
· Proven experience in the EU networks of regulatory agencies will be an asset (e.g. membership of the Heads of Medicines Agency or Commission committees for medical devices).
· Previous experience in project management

· Good interpersonal and communications skills as well as excellent command of English.

· Knowledge of Romanian or Russian languages would be an asset.
The RTA should be identified and inserted  in the Twinning proposal. He/she should attend the Twinning selection meeting and he/she should participate fully in the drafting of the Twinning Contract, particularly twinning’s outputs and work plan.
3.5.3 Profile and tasks of the short-term experts

Indicatively the project will require as minimum about 5 different short term experts (STE) with following knowledge in following areas:
· STE on regulatory affairs (medicinal products)
· STE on regulatory affairs (medical devices)
· STE on GMP and GDP
· STE on clinical assessment
· STE on pharmaceutical law
Some STEs in their relevant area should also have experience in drafting legislation in their relevant areas (under activities where review of current legislation is requested)
Indicative  profile:

· Relevant University degree and relevant practical experience in supervision of medicinal products and/or medical devices in any of the current 28 EU Member States;

· At least 5 years of professional experience relevant to the areas mentioned above;

· Good command of English, oral and written.
4 INSTITUTIONAL FRAMEWORK
The Beneficiary of the project is the Medicines and Medical Devices Agency. An organigram of the MMDA is provided below.
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5 BUDGET
The total amount of the budget is 1,100,000 €.
6 IMPLEMENTATIONAL ARRANGEMENTS
6.1 Implementing Agency responsible for tendering, contracting and accounting
The Implementing Agency responsible for tendering, contracting and accounting is the Delegation of the European Union to Moldova and its representative.
Delegation of the European Union to the Republic of Moldova

Ms. Elena MADAN
Project Manager

Health and Social Protection,

12 Kogalniceanu Str., Chisinau, Moldova

tel.: +373-22-505210

e-mail: Elena.Madan@eeas.europa.eu 
PAO (Programme Administration Office) will support the twinning project implementation process: 
Ms. Oxana GLUSCENCO,

Acting Head of Division
State Chancellery of the Republic of Moldova
Government Building, Piata Marii Adunari Nationale 1, Chisinau, Moldova
e-mail: oxana.gluscenco@gov.md
6.2 Main counterpart in the BC
BC Project Leader:

Mr Dumitru SAGHIN
Deputy Director
Medicines and Medical Devices Agency of the Republic of Moldova

2/1, Korolenko Str., MD 2028 Chisinau, Moldova
e-mail: dumitru.saghin@amed.md 
BC RTA Counterpart:
Mrs Lina GUDIMA
Head of Section
Medicines and Medical Devices Agency of the Republic of Moldova
2/1, Korolenko Str., Chisinau, Moldova

e-mail: lina.gudima@amed.md
6.3 Contracts

This project will be accomplished via single Twinning Contract.
7 IMPLEMENTATION SCHEDULE (indicative)
Marked cell indicates indicate proposed month(s) within which the respective tasks could be performed.

7.1 Launching of the call for proposals
January 2016
7.2 Start of project activities
September 2016
7.3 Project completion
August 2018
7.4  Duration of the execution period
24 months
8 SUSTAINABILITY
The achievements of the Twinning Project will be sustainable. They will be maintained as a permanent asset to/of the Beneficiary Administration as a result of the following:

Organisation is being reformed
As a result of this twinning, the MMDA will have been reformed into an agency that functions as an EU regulatory agency. It will be ready or almost ready to join the EU networks of regulatory agencies and be susceptible to the peer review mechanisms within these networks. 

Readability and practicality of deliverable documents
The documents that are produced within the Twinning Project – e.g. the SOPs for the authorisation procedures -, are prepared in a manner that allows them to be used in the future. They should contain practical step-by-step instructions, easy to follow and possible to implement or execute in practice, so that they can be used as quick reference handbook in further practical work.
Relevance

Guidelines and instructions should have direct relevance and designed based upon Moldovan market and legislative environment, thus avoiding just copying other MS principles that would be impracticable, hard to implement or lacking necessary prerequisites existing in the MS, unless such prerequisites are included in deliverables themselves. Special consideration should be given to the interests of public health including access to medicinal products during the period that the EU acquis is implemented and until Moldova is able provide its inhabitants appropriately with medicinal products which comply with EU standards.
Human resources

Measures should be applied to avoid turnover of skilled personnel in MMDA and drainage into the private sector, including those participating in training trips abroad. 

The sustainability issues will be further elaborated in the course of the project as a joint responsibility of the MS partner and BC institution, MMDA. In the final report twinning partners should include specific recommendations for safeguarding the achievement of mandatory results in MMDA. The Ministry of Health – which is responsible for the conditions of employment in the MMDA – should be involved in the strategic planning that must ensure the sustainability of this action
9 CROSSCUTTING ISSUES
Equal opportunities

The proposed project will comply with EU equal opportunity policies. Equal treatment of men and women in project implementation at all levels will be one of the most important principles in project management and implementation. Great attention will be given to having equal participation within the personnel that will be trained as well. The beneficiaries are employers of equal opportunity. Appropriate professional qualifications and experience will be the main decisive factors in personnel recruitment and evaluation.
10 CONDITIONALITY AND SEQUENCING
The project includes various areas that are partially interdependent; also some of the deliverables imply certain deliverables to be implemented first in other areas.
For example, training of MMDA staff is more efficient if it can build on a standard operating procedure developed during the twinning. Where possible, it is thus preferable that the review of current legislation be conducted first, followed by e.g. development of methodology through a SOP or otherwise, followed by practical training. 
A few of the activities are formulated as repetitions. In the beginning of the twinning project an analysis is made of the decision making procedure and at the end this is more or less repeated but on a higher level under the title ‘Development of Good Governance Practice’. In this way experience is available later in the project with the use of the recommendations made in the earlier activity. Also training of assessors is being doubled: activity 2.2 focuses on basic procedures, while activity 5.1 brings the assessment capacity to the level of EU standards.
Institutional stability of the MMDA is a pre-requisite for the implementation of the current Action.
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ANNEX 1: Logical framework matrix

	LOGFRAME PLANNING MATRIX

Project: "Strengthening of the of the Medicines and Medical Devices Agency of Moldova as regulatory agency in the field of medicines, medical devices and pharmaceutical activity"
	Programme name and number: ENPI 2012/023-421 Framework Programme in support of the current and new agreements between the European Union and the Republic of Moldova


	Twinning MD16/ENP/HE/23

	
	Contracting period expires: 12/12/2016
	
	Disbursement period expires: 12/12/2020

	
	Total budget: EUR 1,100,000
	
	Budget year: 2012

	
	
	
	

	Overall objective
	Objectively verifiable indicators 
	Sources of Verification
	 

	Full and correct implementation of the EU acquis in the area of medicinal products and medical devices and preparation of the Medicinal products and Medical Devices Agency („MMDA“) for joining the EU regulatory agencies network as an equal partner.
	Alignment with EU Acquis and implementation of best practices of EU.
	WHO, HMA, EMA
	 

	Project purpose
	Objectively verifiable indicators 
	Sources of Verification
	Assumptions

	Strengthening of the functioning of the MMDA with regards to clinical trials, marketing authorisation, manufacturing and distribution authorisation, vigilance, central procurement, pricing, reimbursement and distribution of medicinal products and medical devices, authorisation of pharmaceutical activity as well as supervision and reinforcement.  


	Analytical reports and recommendations for bringing legislation and functioning of the MMDA in line with EU acquis and practice.

SOPs established for main regulatory functions.

Well-trained MMDA officials.

Policy in respect of rational use of medicines and medical devices developed.

Preparation of MMDA for transition to full compliance with EU requirements. 
	Peer Reviews, Reviews, Analytical reports and SOP available, Staff able to participate in the EU network
	

	Results
	Objectively verifiable indicators 
	Sources of Verification
	Assumptions

	1. Approximation of the legal framework and strengthening of MMDA’s institutional and organisational capacities
	1.Analytical report on current and draft legislation, including recommendations for improvement, is provided

2. Training sessions EU regulatory practice at a basic level have been held

3. Benchmark report for the MMDA against peer organisations in the EU is provided

4. Report and action plan on the decision making procedures in the MMDA is provided and approved by MMDA
	Achievement of overall strategic goals of MMDA
Peer Reviews
Established relevant procedures and practices with documentation 
	 

	2. Strengthening of MMDA’s regulatory functioning with respect to medicinal products
	1.  A SOP is developed for marketing authorisation procedure for medicinal products and approved by MMDA
2. Training sessions on EU regulatory affairs and assessment of medicinal products have been held

3. Risk based enforcement system developed and approved by MMDA, and Inspectors trained

4. Recommendations for Pharmacovigilance Unit given and training of Pharmacovigilance staff provided

5. Spontaneous reporting system for ADRs established, ADR awareness in the medical and pharmaceutical communities raised and educational modules developed.

6. A SOP for clinical trials authorisation is developed

7. Training of staff on clinical trials authorisation completed

8 Staff has completed its training through participation in activities in the EMA and in the twinning partner’s work environment.
	Written deliverables (legal drafts and recommendations, methodologies, et cetera),
Staff training completed.
	 

	3. Strengthening of MMDA’s regulatory functioning with respect to medical devices
	1. A SOP for the regulation of medicinal devices is developed and approved by the MMDA.

2. Training on medical devices regulatory affairs has taken place

3. Analytical report on MD vigilance provided and the MD department’s capacities are strengthened

4. Report on the IT infrastructure for implantable devices provided comprising estimated budget and strategy for financing.

5. Staff has completed its training by participation in the twinning partner’s work environment 
	Written deliverables (legal drafts and recommendations, methodologies,  et cetera),

Staff training completed.
	 

	4. Improvement of rational use of medicines in Moldova
	1. Analytical report in respect of improvement of availability and access provided including action plan to be approved by the MMDA
2. Analytical report and recommendations in respect of enforcement provided and GMP and GDP inspectors trained

3. Analytical report and recommendations and action plan on promotion of medical product provided and enforcement environment developed.

4. Strategic document provided, conferences on rational use organised and information modules for the general public developed

5. Report on enforcement of Good Pharmacy Practice provided and GPP inspectors trained.
	Written deliverables (legal drafts and recommendations, methodologies, etc).
	 

	5. Transition of MMDA to full compliance with the EU requirements.


	1. Assessors trained and introduced in the EU network

2. Analytical report on Good Governance provided and the compliance system evaluated

3. Analytical report with recommendations and action plan about the Pharmaceutical Quality Control lab provided for national implementation to be approved by MMDA
4. Analytical report with recommendations and action plan about phasing in into the EU system provided to be approved by MMDA.

5. Training of assessors completed with international experience.
	Written deliverables (legal drafts and recommendations, methodologies, etc).
	


	Activities of Component 1
	Means
	Assumptions

	1.1  Approximation of the legal framework
	MS: 2 STE x 10 w/d
	

	1.2 Training of staff on the EU regulatory framework for medicines and medical devices
	MS:  5 STE x 4  w/d
	 



	1.3 Benchmark of functions of the MMDA with EU competent authorities and services
	MS:  2 STE x 5 w/d
	 

	1.4 Analysis of the decision making procedures
	MS:  2 STE x  3 w/d
	 

	Activities of Component 2
	Means
	Assumptions

	2.1 Development of an SOP for the authorisation of medicinal products including building the infrastructure for risk benefit assessment and robust and independent decision making.
	MS:  2 STE x 10 w/d
	 

	2.2 Training of MMDA staff responsible for carrying out marketing authorisation procedures
	MS:  4 STE x 3 w/d
	 

	2.3 Development of a risk-based enforcement system of medicines quality rules as well as other GMP, GDP and GVP
	MS:  4 STE x 10 w/d
	 

	2.4 Strengthening of pharmacovigilance by establishing a better functioning pharmacovigilance unit 
	MS:  4 STE x 10 w/d
	 

	2.5 Strengthening of pharmacovigilance by reaching out to the medical and pharmaceutical community
	MS:  4 STE 10 w/d
	

	2.6 Drafting SOP Clinical Trial authorisation procedure
	MS:  2 STE x 5 w/d
	

	2.7 Strengthening the functioning of the MMDA with respect to clinical trials
	MS:  2 STE x 5 w/d
	

	2.8  Study visits in respect of Component 2

(act. 2.2 2 x 5, act. 2.3 1 x 5, act. 2.4 2 x 5, act. 2.5 2 x 5)
	BC:  7 empl.  x 5  days
	 

	Activities of Component 3
	Means
	Assumptions

	3.1 Development of a SOP for the supervision of the medical devices market
	MS:  2 STE x 15 w/d
	

	3.2 Training of MMDA staff in respect of medical devices
	MS:  2 STE x 10 w/d
	 

	3.3 Strengthening of vigilance and strengthening enforcement
	MS:  2 STE x 15 w/d
	 

	3.4 Design of IT infrastructure for implantable medical devices register
	MS:  2 STE x 5 w/d
	 

	3.5 Study visits  in respect of  component 3

(act. 3.2 3 x 5)
	BC:    3 empl. x  5 days
	  

	Activities of Component 4
	Means
	Assumptions

	4.1 Expert mission about improving mechanisms to ensure availability and access
	MS:  2 STE x 10 w/d
	 

	4.2 Strengthening of compliance /training inspectors
	MS:  3 STE x 10 w/d 
	

	4.3 Enforcement of legislation about promotion of medical products
	MS:  1 STE x 10 w/d
	 

	4.4 Development communication strategy rational use
	MS:  2 STE x 5 w/d
	 

	4.5 Strengthening of supervision of pharmacies and enforcement of  GPP
	MS:  2 STE x 5 w/d
	 

	4.6 Study visit / joint inspections abroad
	BC: 3 empl. x 3 days
	

	Activities of Component 5
	Means
	Assumptions

	5.1 Strengthening assessment capacity
	MS: 3 STE x 5 w/d
	

	5.2 Development of Good Governance Practice
	MS: 2 STE x 3 w/d
	

	5.3 Developing new tasks for the Quality Control laboratory
	MS: 1 STE x 3 w/d
	

	5.4 Management of the medical products market during the transition
	MS: 2 STE x 5 w/d
	

	5.5 Study visit / participation EMA
	BC: 3 empl. x 3 days
	


ANNEX 2: The EU Acquis in respect of medicinal products and Medical Devices

	Directive 2001/83/EC as amended
	Codification of medicinal products directives

	Regulation (EC) no. 726/2004
	Regulation establishing the Centralised procedure and the European Medicines Agency

	Directive 90/385/EEC
	Directive regarding active implantable medical devices

	Directive 93/42/EEC
	Medical Devices Directive

	Directive 98/79/EEC
	In vitro diagnostics Directive

	Directive 2003/94/EC
	GMP Directive (medicinal products)

	Guideline on Good Distribution Practice
	Commission Guidance document

	Directive 89/105/EEC
	Transparency Directive (pricing and reimbursement of medicinal products)

	Directive 2001/20/EC
	Clinical Trials Directive (applicable until the coming into force of the Clinical Trial Regulation)

	Regulation (EU) no. 536/2014
	Clinical Trials Regulation

	Regulation (EC) no. 141/2000 and 847/2000
	Orphan medicinal product regulation

	Regulation (EC) no. 1394/2007
	Advanced Therapy Medicinal products regulation

	Regulation (EC) no. 1901/2006 and 1902/2007
	Regulation medicines for children

	The rules governing medicinal products in the European Union 
	Including Notice to Applicants and other guidelines and guidance documents

	MEDDEVs and other medical devices guidance documents
	


ANNEX 3: Detailed Implementation Schedule (indicative)
	
	
	2016
	2017
	2018

	1.
	Means
	S
	O
	N
	D
	J
	F
	M
	A
	M
	J
	J
	A
	S
	O
	N
	D
	J
	F
	M
	A
	M
	J
	J
	A

	1.1
	MS:  2 STE x 10 w/d
	x
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	1.2
	MS:  5 STE x 4 w/d
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	1.3
	MS:  2 STE x 5 w/d
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	1.4
	MS:  2 STE x 3 w/d
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	2.
	Means
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	2.1
	MS:  2 STE x 10 w/d
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	2.2
	MS:  4 STE x 3 w/d
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	2.3
	MS:  4 STE x 10 w/d
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	2.4
	MS:  4 STE x 10 w/d
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	2.5
	MS:  2 STE x 5 w/d
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	

	2.6
	BC: 7 empl. x 5 days
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	3.
	Means
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	3.1
	MS:  2 STE x 15 w/d
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	3.2
	MS:  2 STE x 10 w/d
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	3.3
	MS:  2 STE x 15 w/d
	
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	3.4
	MS:  2 STE x 5 w/d
	
	
	
	
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	

	3.5
	BC: 3 empl. x 5 days
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	4.
	Means
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	4.1
	MS:  2 STE x 10 w/d
	
	
	
	
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	
	

	4.2
	MS:  3 STE x 10 w/d
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	4.3
	MS:  1 STE x 10 w/d
	
	
	
	
	
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	
	

	4.4
	MS:  2 STE x 5 w/d
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	
	

	4.5
	MS:  2 STE x 5 w/d
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	x
	
	
	
	
	
	
	
	

	4.6
	BC: 3 empl. x 3 days
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	5.
	Means
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	5.1
	MS:  2 x STE x 10 w/d
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	5.2
	MS:  3 x STE x 10 w/d
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	5.3
	MS:  1 x STE x 10 w/d
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	x
	
	
	

	5.4
	MS:  2 x STE x 5 w/d
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	x
	
	


� Directive 89/105/EEC.


� An overview of the relevant part of the EU acquis is given in Annex 2.


� Intellectual property rights, like patents and the Supplementary Protection Certificate.


� Module 3 of the Common Technical Document (“CTD”) contains the dossier requirements in respect of the pharmaceutical and chemical properties of a medicinal product. The CTD is the common format for applications for a marketing authorisation for a medicinal product adopted by the ICH in which the regions EU, US and Japan collaborate.


� The DCP and the MRP follow from Chapter 4 of Directive 2001/83/EC and only concern authorisation by EU member states.
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