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ABBREVIATIONS

CPD
Continuous Professional Development

NDRA
National Drug Regulatory Authority/Drug Regulation Agency

EDQM OMCL
Network of official medicines control laboratories of European Directorate for the Quality of Medicines
EMA
European Medicines Agency 

EU
European Union

GCLP
Good Control Laboratory Practice

GCP
Good Clinical Practice

GDP
Good Distribution Practice

GLP
Good Laboratory Practice

GMP
Good Manufacturing Practice

GPP
Good Pharmacy Practice


GxP
A generic statement covering all Code of Good Practices, 
GCLP, GCP, GDP, GLP, GMP, GPP


ISPE
International Society of Pharmaceutical Engineers

MOH
Ministry of Labour, Health and Social Affairs of Georgia
PDA
Parenteral Drug Association

PERF
Pan-European Regulatory Forum

PIC/S
Pharmaceutical Inspection Co-operation/Scheme

WHO
World Health Organisation 

1. Mission statement

This document presents a strategy for the implementation of Good Manufacturing Practice and Good Distribution Practice (GMP/GDP) and associated code of good practices within the pharmaceutical manufacturers or their depositories, importers, other wholesale distributors or pharmacists and persons authorized or entitled to supply medicinal products, that have to be a subject to GMP/GDP regulation in Georgia. The strategy identifies measures, which will allow the Georgian government to introduce GMP/GDP with the least cost for the population of Georgia. Also country-specific issues, which are relevant to introduce GMP/GDP, have been identified and appropriate measures have been proposed.

2. Introduction

All around the world the pharmaceutical industry and distribution channels are heavily regulated by the state. Medicinal products are of the utmost importance for the population, since they are the main, and very often the only possible economic healthcare intervention. In the developed world and in many parts of the developing world the regulation of pharmaceutical manufacturing is carried out against the requirements of GMP/GDP, which provide guidelines for assuring the quality and safety of drugs. 

The European Union and the European Atomic Energy Community and their Member States, of the one part, and Georgia, of the other part signed the Association Agreement
 in 2014.   

The European Union has its own set of GMP regulations, codes and guidelines that apply to all EU countries and to all companies and enterprises wishing to deliver products into the EU.

In the near future Georgia will also introduce GMP/GDP because this is the only way for the Georgian Government to ensure that the people of the Georgia receive medicinal and related products and devices which meet high levels of quality, safety and efficacy. It will also enable the Georgian pharmaceutical industry and other suppliers/manufacturers/distributors to become fully competitive on the Georgian and international healthcare markets. 

The strategic approach to the introduction of GMP/GDP is of utmost importance, as considerable resources are required in order to ensure compliance within the industry and other affected sectors. There is a risk that the introduction of GMP/GDP in Georgia by order of the government could have many destructive consequences for the manufacturers/distributors.  It could also have no effect at all, since currently the pharmaceutical sector and the Government are unable to support the initial cost burden associated with introduction of GMP/GDP. The goal of this strategy is to define a set of interconnected and complementary measures, which will allow the introduction of GMP/GDP in the shortest timescale and with the least cost burden for the population, government and industry.

3. Why GMP/GDP?

In the following section, the benefits and costs of introducing GMP/GDP in Georgia are discussed in detail. This is to facilitate an open discussion about this important issue, as the introduction of GMP/GDP will only be a success, if all parties involved work effectively and smoothly together to reach this ambitious goal. 

GMP quality control system helps early detection of defective products, while Quality Management system is aimed at avoiding defects in the first place. GDP helps to maintain quality of the products during their shelf-life and is also intended to avoid distribution of substandard and falsified medicines.
3.1
Benefits of GMP/DP Implementation in Georgia and Georgian pharmaceutical sector, 
Georgia has made a strategic decision to cooperate more closely with the EU and shall take the measures necessary in order to gradually achieve approximation with the Union's technical regulations, standards, metrology, accreditation, conformity assessment, corresponding systems and market surveillance system, and undertakes to follow the principles and the practice laid down in the relevant Union acquis
 with the eventual goal for EU membership.

The major benefits to be considered when reviewing the introduction of GMP/GDP in Georgia are:

· Moral imperative to safeguard public health

The dominant and most cost-effective form of disease treatment is the application of drugs. GMP/GDP ensures that the drugs purchased, distributed and utilised in the country are of a consistent assured quality. This reduces the likelihood of adverse reactions resulting from poor quality drugs and the resulting costs associated with subsequent additional treatment.

In both the USA and Europe, one of the major triggers for regulation of the pharmaceutical industry were disasters in which large numbers of people were harmed or killed.  In the 1930s, 107 people in USA died as a result of taking Elixir Sulphanilamide, which was adulterated with a toxic ingredient. In the 1960s, thousands of babies were born with limb deformities as a result of the prescription of Thalidomide to their mothers during the pregnancy. In both these cases, the insufficient regulation of products was a cause of these incidents and product licensing was developed as a result.

Similar disasters in manufacturing operations caused the regulation of the industry and distribution to be increased to the point where manufacturing, distribution and associated activities were also regulated, primarily through the development of GMP guidelines following by GDP.  Just 2 examples of this were the Devonport disaster in the UK where a hospital autoclave was not operated correctly killing a significant number of hospital patients and the Flint River disaster in the USA where use of non sterile cooling water in autoclaving killed a number of hospital patients. 

The Clothier report
 issued in 1972 noted "Too many people believe that sterilisation (of fluids) is easily achieved with simple plant operated by men of little skill under a minimum of supervision... Public safety in this, as in many other technological fields, depends ultimately on untiring vigilance..." The principle conclusions of the Clothier report published as long ago as 1972 remain relevant today.
There are also more recent examples of harm caused to patients because of manufacturing problems; not disasters in the sense that large number of people died, but harm and also some deaths were there. Clean room ventilation badly designed; mix up of products; procurement of materials from companies not properly qualified; product-packaging interactions not investigated; equipment not permitting sufficient cleaning; negligence or lack of scientific thinking, etc.
In some cases, the manufacturers recognised the need to improve their standards of operation for the sake of the health of their ultimate customers – the patients.  In these cases, the companies took actions to implement GMP in advance of the imposition of legal requirements.

The first WHO draft text on Good Manufacturing Practices (GMP) was prepared in 1967 by a group of consultants at the request of the Twentieth World Health Assembly (resolution WHA20.34). It was subsequently submitted to the Twenty-first World Health Assembly under the title “Draft requirements for good manufacturing practice in the manufacture and quality control of medicines and pharmaceutical specialities” and was accepted.

In 1969, when the World Health Assembly recommended the first version of the WHO Certification Scheme on the Quality of Pharmaceutical Products Moving in International Commerce in resolution WHA22.50, it accepted at the same time the GMP text as an integral part of the Scheme. Revised versions of both the Certification Scheme and the GMP text were adopted in 1975 by resolution WHA28.65.
Georgian Government and pharmaceutical industry and others engaged in manufacture, import and distribution have a moral imperative to ensure that measures are taken to protect the health of the population by increasing the quality, safety and efficacy of the drugs that are produced, imported and sold on the domestic market.

· Entry into the European Union
Georgia has the long-term objective of joining the European Union.  In order to achieve this objective, it will have to demonstrate that it complies with EU standards in many different aspects of civil and political life.  From the point of view of the pharmaceutical sector, this implies that GMP/GDP compliance is essential.

· Cost reduction
The implementation of GMP will lead to operational cost savings for the manufacturers. The implementation of strict quality control systems permits early detection of defective products during the manufacturing process. Thus, the early detection of defective products saves costs, as they can be removed immediately and will not be processed further (which causes costs).  In addition the use of validated reliable processes means that product yields increase, expensive raw materials are used more effectively and stocks held can be much lower – all measures which reduce costs of manufacturing.  Manufacturing which is right first time will always be more economic than manufacturing which requires significant amounts of re-processing.

GDP is based on five pillars – stability, distribution control management, performance management qualification/validation and continuous improvement. Unlike the production there are less visible savings for the distributors. However as pharmaceutical companies develop more complex biological-based medicines, as opposed to chemical-based medicines, the shipments of hormone treatments, vaccines, and complex proteins that require cold chain refinements will be on the rise. The transportation, storage and delivery of temperature-controlled pharmaceutical products and medical devices is a fast-growing part of the overall healthcare logistics and may be a cause of the distributor’s losses in case GDP is not followed.
· Inevitable Reform of the Healthcare System
In strengthening the level of democracy in the country, Georgia is going through the reform in the healthcare system in order to satisfy the needs of the population. 

A market-oriented healthcare system places special significance on cost-effectiveness. In regard to pharmaceutical’s manufacturing/distribution this effectively means that doctors will be required to prescribe those drugs which have the lowest cost and are effective and safe. Thus, the main competitive advantage of the domestically produced drugs, low cost merely, will no longer be the predominant criteria in the selection of drugs.

· Long term industry perspective

Drugs that will be marketed in an international environment must be manufactured in compliance with GMP guidelines: exporting drugs (anything from active ingredients, bulk products and up to finished products) without valid GMP certification is extremely difficult and is gradually becoming impossible. Although there is no single GMP standard that is adopted world-wide, Georgia’s decision to adhere to one single standard, i.e. EU-GMP, gives a clear signal to the industry of where the journey will go.  This is also absolutely essential when Georgia is serious in its intention of ultimately joining the EU.

The Georgian pharmaceutical market is constrained due to the low purchasing power of the population. In addition, Georgian producers are only competitive in the field of generic drugs, where the competition is particularly intense. This is all the more so as the product portfolios of Georgian manufacturers are fairly similar. Hence Georgian manufacturers are therefore urgently looking for export opportunities in the markets where GMP validation is still not required. In most CIS countries, like Eastern European and Central Asia these efforts were successful during the last decades. However currently nearly all CIS countries have implemented GMP and there is no way to bypass it during the marketing authorization. 

Nevertheless, the market value in these countries remains relatively small due to the low purchasing power of the populations. Additionally, other low-cost producers from countries such as China and India are making greater inroads into these markets with continual quality improvements. Furthermore, many of the orders for products from these markets were and are the result of aid donor activity.  There will be an increasingly widespread requirement for the manufacturers and supplying organisation to be in compliance with WHO code of Good Regulatory Practices,  in particular guidelines for GMP/GDP, and to be able to provide evidence of this compliance. Thus, Georgian exports even in those countries have a tenuous future without GMP compliance.

It is therefore clear that in the long run Georgia will have no choice but to comply with GMP guidelines or its pharmaceutical industry will be restricted to its domestic market only. 

· GMP/GDP introduction will improve local industry know-how and skills 

The workforce will be much more competent due to acquiring know-how and modern technologies. New markets will be accessible for Georgian producers. The acquired know-how will help the manufacturers, importers and distributors to improve their economic performance and encourage relationships with foreign partners. Opportunities for contract manufacturing service provision from the low cost Georgian base will then also be possible for those companies with spare capacity. More capacity will become available because production is right first time with no re-processing required wasting valuable raw materials and components.

· Georgian enterprises will be more attractive for investment, joint-ventures or other co-operation agreements

By being compliant with internationally recognised standards of GMP/GDP and operating in a country with rigorous Government inspection procedures, companies and other supply organisations will be able to offer commercial services to foreign partners.  Having an economy with a low cost base means that foreign partners will seek partnerships and other commercial relationships with Georgian partners as sources of lower cost operations.

A good comparison to use is India.  Until some years ago the Indian pharmaceutical market was poorly regulated and many companies paid only nominal attention to compliance with GMP.  A significant number of companies have invested in GMP compliance and are now major supply partners with the major donors around the world (like The Global Fund, UNITAID, others).

· Reduction in Inspection impacts

Application of the EU standards will enable application to be made to the Pharmaceutical Inspection Co-operation Scheme (PIC/S) which will presumably reduce the need for inspectors from other countries to come to Georgia and carry out inspections.  To achieve this Georgian Government will need to demonstrate that they have an effective system of regulation of GMP/GDP in all its forms.

A country for comparison is Singapore.  In the middle of the 1990’s a decision was taken to become GMP compliant.  Three years later the country achieved membership of the Pharmaceutical Inspection Co-operation Scheme (PIC/S).  This has enabled Singaporean companies to make their products available to most major markets without the need for any further inspections by other countries’ inspectors.  This has reduced significantly the confusion that can arise by companies needing to be prepared to meet the standards of many different countries. 
It simplifies registration processes and enables quicker entry into markets that are co-signatories to the PIC/S, which is a ’co-operation scheme’, there are not signatory commitments from participating authorities.
However PIC/S membership will reduce inspections from certain countries / in some cases, but unfortunately an overall presumption for reduction is not there. For example EU has its legislation which requires inspections in non-EU countries, and this rule does not depend on whether the authority in that non-EU country is a PIC/S member or not. However, it is true that when a certain situation arises where a planned inspection is subjected to a risk assessment exercise („shall we inspect this company on-site in year 2018?“), an inspection conclusion from an authority which is PIC/S member carries value.
3.2
Costs of GMP Implementation to Georgia and Georgian enterprises
Georgian pharmaceutical industry consists of around 75 enterprises with manufacturing licenses.  Of these, 26 are packing facilities, 19 are producing herbal medicines and 1 – medical oxygen. All companies are private.

Around 700 facilities have right according to the legislation to export and import medical products. Out of them around 500 authorized pharmacies and 200 importers without permission to import Category 1 products. According to the latest information only 250 of these facilities are active in their operations. Export activities are performed by not more than 10 facilities. Top 25 companies performing import and wholesale are covering around 85 – 90% of the Georgian market. 

All importers due to the nature of their work are performing at least two manufacturing stages related to GMP – batch release with quality control measures and handling of complaints and recalls. Hence these needs to be registered at the country as legal entities and have to obtain manufacturing licenses from the State.
 Some retail pharmacies and hospital pharmacies undertake sterile manufacturing activities, which is the most complex and potentially hazardous to patient health of all manufacturing activities.  (See section 3.1 Moral imperatives ‘Clothier report’)  There are 4000 wholesalers and distributors who also have to comply with the area of Quality Assurance known as Good Distribution Practice (GDP). 

Georgian pharmaceutical industry possesses manufacturing capacities inherited from Soviet times, when the quantitative indicators were often considered to be more important than quality.  Much of this capacity is under-utilised at the present time.  The medicines produced in Soviet times were often out-dated, inefficient and their use was associated with adverse reactions.  As a result, healthcare institutions required a bigger volume of medicines to treat people. This led to the construction of new manufacturing facilities and committed the pharmaceutical industry to expenditure of significant financial and human resources without paying appropriate attention to the quality of facilities and products, and the qualification of personnel.  

According to EU GMP experts the overall range of cost estimates for reconstruction and setting up GMP-compliant production of existing facilities, for example in Ukraine, was from $1million to $18 million for each facility.  In other words, for the company with the least to achieve, the cost could be as low as $1m; for the company with the most to achieve, the cost could be as high as $18m (if investments were not made already). 

To build such a facility on a greenfield or brownfield site takes about 2 to 4 years and the cost may be anywhere between 10 and 100 million USD, although a “standard” new drug producing facility may costs between 30 to 40 million USD. This is a wide spectrum, as the costs depend on the nature and size of the planned factory. Furthermore, such a project has to consider many other aspects associated with operating the facility, e.g. the organizational structure, educational measures and documentation, hygiene, and qualification programmes for production, quality control, etc. These must all be taken into consideration as well as the requirements for the facilities themselves (production, quality control, storage areas etc).  Validation Master Plans must be developed for Design, Installation, Operational, and Performance Qualification. 
There is a need to distinguish investments into the construction of the new modern facility, infrastructure, equipment with all consultancy work etc. and the cost of implementation of the Quality Assurance System (QAS) according to the GMP/GDP. Price difference into capital investments and creation of the QAS may differ from 10 to 100 times, however the value of the QAS for the quality, safety and efficacy of the Finished Pharmaceutical Product (FPP) is times bigger of capital investments.

It is not correct to assume that the entire industry is going to be affected in the same way.  There are a number of companies where the changes required will be modest and can be afforded.  There are also a number of companies that will never be able to either afford or manage the changes that they will have to make.  These latter companies will unfortunately never survive and their capacity will be lost.  Since there is excess capacity available this is no threat to the future supply of products and is an inevitable consequence of the move from a state led centrist economy to a decentralised and privatised economy. 

Potentially more concerning is the ability of the remaining state sector involved in manufacturing (hospitals and pharmacies) to meet the requirements.  There are 2 opposing forces at work here:

· Possible relatively high patient mortality from infected injectable products

· Lack of finances for refurbishment of outdated and antiquated facilities

Lack of finances should not be a reason for not developing plans for improvement in this vital area of public health given the high priority which must be attached to it.  The plans may also take a long time for implementation but should nonetheless be in place. 
4. Actions Required for GMP/GDP Implementation

In order to implement GMP/GDP within Georgia, there are a number of steps that need to be taken from the side of the Government and by the manufacturers, importers, distributors and associated establishments.

4.1
Actions required From the Government and the Authorities

· Revision of the law "On Medicines"  

This law shall provide the framework for the necessary reforms to the pharmaceutical sector and its regulation.  It is advisable to revise the Law to start its approximation to EU Acquis. This law is currently being debated and will be send to the Parliament and is expected to be in force in a due time.

· Design of the National Drug Regulatory Agency (NDRA, the Agency)  

National Drug Regulatory Authorities (NDRAs) are responsible for the regulation and control of medical products such as medicines, vaccines, blood products and medical devices. They contribute to promoting and protecting public health by ensuring that:

· medicines are of the required quality, safety and efficacy,

· health professionals and patients have the necessary information to enable them to use medicines rationally,

· medicines are appropriately manufactured, imported, stored, distributed and dispensed,

· illegal manufacturing, importation and trade are detected and adequately sanctioned,

· promotion and adverting is fair, balanced and aimed at rational drug use,

· access to medicines is not hindered by unjustified regulatory work.

Intensification of international commerce and increasing technological complexity of manufacturing and product specifications have created additional challenges for NDRAs and manufacturers, particularly to those of developing countries. 
· Establishment of the GMP/GDP Inspectorate  

Inspectorate have to have full responsibility, inspectors and the Agency as an institution should be given sufficient supervisory and enforcement powers in the high level legislation.

The GMP/GDP Inspectorate should be one of the Divisions of the Agency.  It needs to have responsibility, amongst other things, for inspection and licensing of manufacturers, wholesalers, importers, distributors, hospital and retail pharmacies engaged in the manufacture, importation or distribution of drugs.  The strategy for development and implementation of this Inspectorate may be the subject of a separate document.

· Recruitment and Training of GMP Inspectors  

For the implementation to be successful, it requires the recruitment and training of sufficient inspectors of appropriate experience and calibre to oversee and facilitate the establishment of an effective system of manufacturing/import/distribution licenses.  The numbers of inspectors required will be reviewed in the strategy for the GMP/GDP Inspectorate
.  Training of inspectors (and other persons involved in regulation of the pharmaceutical industry and distribution) is the most essential part and should be started soonest possible.  It will be mandatory to implement a training plan for the frequent and regular training of the inspectors.

· Establishment of Quality Management System (QMS) and Standard Operating Procedures (SOP)
It is advisable to use current existing international guidelines for the establishment of the QMS and SOPs.
EU Compilation of Community Procedures on Inspections and Exchange of Information
 may be used as an entry point and the basis.
PIC/S documents also need to be used for the development of the inspectorate’s systems https://www.picscheme.org/en/publications 
· Definition of Industry Codes and Standards
In order to assure effectiveness and safety of the domestically produced drugs Georgia has not “to re-invent the wheel” and adopt the GMP/GDP codes which are in use within the European Union
.  Indeed, this is the only viable option if Georgia wants to harmonise its legal and regulatory framework with those of the EU.  The Georgian translation of the EU Guidelines has been done by the manufacturer and may be used as a starting point as well.

From the above it can be seen that Georgian Government is well advanced with the work that it needs to do to establish an effective regulatory environment.
4.2
Actions Required From Industry

· Review of performance against requirements
In order to receive a GMP/GDP certificate from the new Inspectorate, the factory or other establishment must demonstrate that it is in compliance with the appropriate laws and codes of practice.  At this point of time, it is unlikely that many will be able to do this.  A first step will be to review their performance against the appropriate standards and identify shortcomings that need to be put right.  A similar review must be carried out against the requirements of the product licenses and the marketing authorisations.

These reviews will be made formally when the inspectors make their initial visits.  However, the more progressive organisations will want to carry out this process on an informal basis prior to these inspections, so that they are aware of the size of the task to reach compliance.  They can also undertake some or all of the work for correcting deficiencies. There will be some companies that wish that all these requirements will just go away and will have to be rudely awakened to the true facts of their situation.

· Action planning
Once the review has been carried out and deficiencies identified, the next step will be to develop an action plan for eliminating the deficiencies. This should include a review of the priority attached to each deficiency and the timescale for elimination. Non-compliance that constitutes a serious risk to the health of the patient should be given a high priority.  However, in addition, there will be many areas, where short-term, low-cost solutions can be implemented that can greatly improve the situation.

· Implementing the Action Plan
Throughout the transition period (i.e. a period of time when the GMP/GDP guidelines will be in place, but companies will have time, in general 3 to 5 years, to get prepared to comply with the new regulations) inspections will be carried out against the new codes of practice starting from the day of their enforcement for voluntary use.  There will be no penalties for non-compliance, providing the company can demonstrate that it is implementing the action plan (this assumes that no serious risk to patient health has been identified).
4.3
Barriers to GMP Implementation

There will be a number of major barriers both within Government and in pharmaceutical sector that will need to be overcome if the strategy is to succeed.

· Barriers within Government and the Authorities
The issue of cost will be a major barrier that needs to be overcome. It will be recognised that considerable cost needs to be incurred within Government in order to evaluate and monitor GMP/GDP compliance through the establishment and operation of the necessary organisations. Recruitment and training of personnel with the necessary skills and experience and most importantly paying those people sufficiently well to retain them will challenge the traditional attitudes to civil servants pay and working conditions.  Appropriate pay and conditions are essential if staff is to have a reputation for probity and objectivity.

There may be an element of self-interest and manoeuvring for position since some people may lose their positions in the restructuring of the authorities. There may be a degree of conflict of interest, since some members of the Government and the authorities are (may be) shareholders in some of the companies that will have to spend considerable amounts of money achieving compliance.

There is a possibility that in the early days the inspectors could be overwhelmed with requests for inspections and support in correcting deficiencies. Inspectors must remind companies and organisations that it is their responsibility to achieve compliance and that the Inspectorate will assist as and when capacity allows. However the Inspectorate must avoid becoming too close to the industry or they will quickly find that their objectivity is compromised.

· Barriers within Industry
There are two main barriers that need to be overcome within the industry.  Firstly, there will be a lack of understanding, particularly amongst the smaller organisations, some of the distributors and the manufacturing hospital and retail pharmacies that have not been exposed to the requirements of GMP/GDP previously.  

Secondly, and most significantly, this strategy implies a major financial burden in the short to medium term in order to bring about the physical upgrading of the industry.  There will also be a shortage of appropriate skills and experience both within the industry itself and in the supporting functions like engineering.

4.4
Overcoming the Barriers to GMP Implementation

· Setting up of required structures and staff recruitment

In order to demonstrate that the Government of Georgia is serious in its resolve to achieve a GMP-compliant industry, GDP-compliant distributors and to increase the level of awareness within the industry, the required structures will need to be established and appropriate manpower recruited to develop communication strategy and advocate for GMP/GDP implementation. In order to recruit appropriately qualified and experienced personnel, the terms and conditions will have to be established that will make this possible. Soonest possible EU GMP/GDP guidelines should be endorsed for voluntary application and published. The core document on GMP has to be published together with its attendant guidelines, and all to this document.
· Application of the requirements from Day 1

As a further demonstration of the resolve of the Government of Georgia, the requirements outlined in the new codes will be applied from Day 1.  As stated previously, there will be no penalties for non-compliance within the transition period of 5 years, but organisations will be expected to reply in writing within 15 days of receiving an inspection report with an appropriately designed plan of action. Future inspections would then be carried out in the context of this plan.

In the longer term, the frequency of inspections will be similar to those carried out in EU countries (every 18 months to 2 years, depending on the type of organisation involved and the nature of the product).  However, initially, inspections will be carried out on all entities in the first two years from the publication of the GMP/GDP guidelines.  Since the Inspectorate will be leading the move towards GMP/GDP , inspectors will be willing to coach the organisations in developing their improvement plans.  However, developing and implementing the plans of action is the sole responsibility of the company concerned.  The inspectors will offer, if requested, comments on the proposals without prejudice.  The inspectors must be careful not to be compromised.

A full review of all the establishments covered by the programme will allow the Inspectorate to carry out a risk assessment of the entire pharmaceutical sector and identify the priorities for action.  This priority list, which will not be made public, will be used to plan the future programme of inspections.  It will also permit strategic decisions to be taken by the Ministry of Health to safeguard future supplies of critical products.

There will be one exception to the five-year transition period.   In cases where serious threats to patients' well being are identified, organisations will be required to eliminate critical deficiencies in less time than will normally be allowed.  Cessation of manufacture/importer/distributor will be required where a patient’s life is threatened.  The MOH cannot knowingly allow patients lives to be put at risk.

· Awareness campaign
In order to inform the personnel in the manufacturing companies and other establishments of progress within the programme, an awareness campaign needs to be carried out.  This will start with the publication of the GMP/GDP guidelines and continue on at least a six-monthly basis throughout the five years to the end of the transition (voluntary) period.
Appropriate channels for this campaign shall be identified.  All channels, including mail, newspapers and television, need to be considered.  
The audience for this campaign will be the population of Georgia in a general sense, but in particular, the professionals working in all the types of establishments affected by the programme.  In addition to personnel currently working in companies and/or hospital and retail pharmacies, communication will also be made with individuals on professional registers such as pharmacists.

· Provision of training
Aside from the requirement for raising awareness, there will be an urgent need for the continuous training of personnel at all levels within the industry.  This should be facilitated by the professional associations and individual companies. Inspectorate need to have and share information on available training resources.
In addition to GMP/GDP training, there will be a need for specialist training on such topics as pharmaceutical engineering and validation, where the knowledge base within Georgia is weak.  For this purpose, industry workshops will be set up, using specialists from other countries. Contacts with appropriate international organisations should also be made.  The Parenteral Drug Association (PDA) and the International Society of Pharmaceutical Engineers (ISPE) are both good examples of these.  Both run many training programmes suitable for the industry and organise conferences on central themes. 
The industry and distributors will be encouraged to develop an element of self-help, by the strengthening of appropriate  associations. In particular, these associations should establish an expertise in economic (i.e. low-cost) solutions to common problems across the sector.  This would include making contact with companies selling second-hand equipment.  Currently, there is a good supply of such equipment available, due to the continuing rationalisation of the international manufacturing base.

· Building up of engineering resources
There will be a need for pharmaceutical engineering expertise over the next ten years, when the national pharmaceutical sector will be modernised in order to meet the GMP/GDP requirements. This will be developed in a number of ways.  Local engineering companies will form alliances with other consulting engineers who can provide short-term input to refurbishment projects and, at the same time, increase the knowledge of the local engineers. Support will also be sought from international organisations such as the ISPE. 
The local institutes and universities will also be utilised to provide support to the industry. For example, final year students may be asked to participate in real-life design projects as part of their college work.

· Financial Support
It has already been shown that the achievement of GMP/GDP compliance in Georgia may not become a cheap process.  A number of financial incentives need to be provided to facilitate the required investment.

The Government should introduce a 8 to 10-year tax holiday to companies and other establishments that can show that they are investing in upgrading their facilities (both in terms of facilities and systems). Alternatively, such investments could be made directly tax-deductible.  This is not a huge amount of money for the Government, but will provide significant investment funds to the industry.

It is inevitable that some organisations will have to seek external financing for their upgrade projects.  Facilitation of this process can be provided in the form of training in writing of investment proposals and partner searches, both in the international pharmaceutical industry and elsewhere.  

Consideration should also be given to reducing or dropping any import taxes for equipment imported specifically to upgrade GMP.  No reduction should be given for equipment to be used for capacity improvement which is a purely commercial activity. 

In order to provide an incentive for companies to proceed with upgrading of facilities, at some point within the transition period participation in government tenders for hospital or retail pharmacy drug supplies will be restricted to companies that are certified to comply with GMP.  This point has yet to be defined, but is likely to be within 2 years of the publication of the GMP code.  At the same time, essential drugs and reimbursed drugs will only be obtained from GMP-compliant companies.

5. Conclusions/Action Plan/Timetable

Conclusions

If Georgia is serious in its stated goal of reaching membership of the EU then there is no alternative to implementation of a Government Inspectorate with the responsibility for ensuring that all aspects of manufacturing in all sectors (production, import, storage, distribution etc.) comply with the requirements of the EU Codes of Practice (GMP, GDP etc.)

In order to implement a GMP/GDP Inspectorate the Government must create a legal framework within which it will operate.

The Inspectorate must regulate the manufacture and distribution of products covered by the law in accordance with a set of principles and policies.  These needs to be established as Codes of Practice (so-called GxP) and are based on the existing EU Codes of Practice where they exist or Codes from other recognised centres of excellence e.g. WHO. These Codes are intended to provide guidance to the manufacturers/importers/distributors in order to fulfil their legal obligations. 

To assist manufacturers and others regulated by the Inspectorate, guidelines needs to be created to provide support to the implementation of the Codes. 

The Inspectorate will require a staff of trained and experienced inspectors.  In order to recruit these members of staff appropriate personnel policies will have to be created to attract and retain these individuals.

There are obstacles to the implementation of GxP.  These have been detailed in this document and a method of overcoming each obstacle has been described.

Action Plan and Timetable

RECOMMENDATIONS FOR IMMEDIATE ACTION (WITHIN 1 YEAR FROM THE START DATE DEFINED BY THE MOH)

· Enact new law “On Medicines”, which should be complemented by glossary with crucial definition according to the EU Acquis.  Agree on action plan with concrete deadlines and clear responsibilities of each stakeholder on updating the legislation and its promotion. Develop clear vision that EU legislation on medicinal products is the main source of directions for updating the legislation. Currently draft Law is in the MOH. Adopt and publish GMP/GDP Guidelines as Georgian standards with a transitional period of their implementation. GMP and GDP Guidelines to be endorsed and published soonest possible following with translation into National language.

· European Neighbourhood and Partnership Instrument, TAIEX instrument financial and technical resources might be used for strengthening of medicines regulation and pharmaceutical inspectorate functionality in Georgia aligning it with the EU norms and standards and building capacity. Negotiations with EU Delegation to Georgia and other partners should be started immediately.
· Establish personnel policies to attract and retain inspectors. Policies to be available within 4 months from the start date.  
· Recruit and train inspectors to meet the forecast workload. Recruitment to commence immediately GMP/GDP guidelines are enforced.

· Create GMP/GDP training programme.  As a first step use WHO Basic Training Modules on GMP
 and WHO supplementary training modules on GMP
 Self-education should be conducted until complex training will be provided.

· Plan and perform competency based training of pharmaceutical inspectors using training modules developed by WHO EURO and Pharmakon, Danish college of pharmacy practice and pharmaceutical policy development. Request for training schedule identification was sent and the available timeframe for education will be provided in January 2018
· Start development of the Quality Management System of the inspectorate. In order to start development of internal inspectorate’s documentation apply for technical assistance to PIC/S. After enacting of GMP/GDP standards and recruitment of inspectorate’s staff
· Solve efficiently sustainable access to the quality control laboratory for the Agency. This is one of the critical prerequisites for Georgia to join the WHO Certification scheme on the quality of pharmaceutical products moving in international commerce creating legal basis for GMP certificates issuance by the Agency 
· It is necessary to decide and legalize the format and content of the documentation of the manufacturing of medicinal products. According to EU GMP/GDP
· Licensing of manufacturers, importers, wholesalers and distributors should be specific and strict. As there are many manufacturers, wholesalers, importers and pharmacies on the market not responding to the acceptable standards for quality, efficacy and safety and as they are of uneven level, it is crucial to start working out a procedure on how to require updates on renewals of the licenses and step-by-step eliminate from the market the licence holders with unclear quality operations.
· It is necessary to work out and legalize the guidelines to understand clearly the requirements of manufacturing, import, distribution and pharmacy authorization documents and their assessment in the Law.
· The rules for stopping and cancelling the licences should be clearly established and enforced.
· Initiate a programme of inspections of all sites affected by the new codes to establish a base of understanding of the overall picture. To commence during the training of inspectors and to continue to completion within following 2 years.

· Government to initiate a strategic review of the results of the inspections to understand potential risks in the supply of critical products and plan alternative arrangements as appropriate.  Strategic supply review team to be established from personnel of the MoH and NDRA.
· Life threatening quality issues to be confronted immediately to prevent any risk to patients’ lives.  As required. Corrective action plans from companies to be reviewed and agreed with follow up inspections as necessary to check progress.  Review to be completed and feedback given to companies within 30 days of receipt of corrective action plans.

· Obtain agreement from Ministry of Finance for the tax actions needed to provide incentives and assistance to the industry to achieve the investments needed.  Agreement to be available within 6 months of enactment of GMP/GDP guidelines. 
· Apply for participation in the WHO Certification scheme on the quality of pharmaceutical products moving in international commerce. 3 – 4 quarter of 2018
· Apply to the WHO to take part in the WHO prequalification programme inspections as observers. This will be a source of additional practical knowledge.
MID TERM RECOMMENDATIONS (FEASIBLE TO BE IMPLEMENTED WITHIN 2 - 3 YEARS FROM THE START DATE DEFINED BY THE MOH)
· Continue harmonization of Georgian legislation with international standards. Recognize international standards (e.g. ICH) and enforce them nationally.

· Georgia to follow international organizations and join schemes (pharmacopoeia, EDQM OMCL, PIC/S, ICH)
· As there may be medicinal products on the market not responding to the acceptable standards for quality, efficacy and safety, it is crucial to develop a procedure on how to require updates on renewals and step-by-step eliminate from the market the medicinal products with unclear quality, efficacy and safety. To avoid the confusion amongst the patients, pharmacist and physicians, special informational activities should be planned and financed to improve the understanding of a medicinal products quality. This will support building of trust to medicine’s regulation and inspection in particular.
· Licensing conditions must be developed, aligned with the Code of Good practices (GMP, GDP and GPP). GMP certificates must be issued by NDRA to local companies holding manufacturing licenses and should be made accessible to public
· Plan and finance sufficiently good international training for the staff members assessing licenses for handling the medicinal products and inspecting license holders
· Develop training programme and assign trainers within inspectorate to enable initial training for newly recruited inspectors in the future. Training of trainer should be financed and executed.
· Companies will be required to comply with the GMP/GDP guidelines within five years of their publication otherwise will face the sanctions applicable in the law “On Medicines”.  

· Companies will only be able to supply Georgia government tenders and drug supply programmes if they are GMP/GDP compliant. From two years after publication of the GMP Code (This may be further reviewed, however it is better to keep suppliers “motivated”. This may not become public before all consultations with main stakeholders will be done and agreement achieved).  

LONG TERM RECOMMENDATIONS (FEASIBLE TO BE IMPLEMENTED AFTER 4th YEAR FROM THE START DATE DEFINED BY THE MOH)
· Constant update of the GMP/GDP guidelines according to possible changes in EU Acquis 

· Mandatory participation of the Agency staff and inspectorate in particular in professional networks (PIC/S, ICH)
6. Implementing the Action Plan

Government has to accept that it will have to drive this programme and that it will have to continually seek to educate, stimulate and support all branches affected by this transition to a properly regulated and effective industry supplying safe economic products to the Georgian market. It will have to identify staff for its organisation who are suitably motivated and recompensed to follow this through in the face of industry resistance.  For the Government there is simply no alternative to this programme.
Those companies that have the foresight to see that the implementation of GMP/GDP offers them significant advantages in both future business opportunities and joint ventures or other commercial opportunities with foreign partners will succeed and prosper. Those that are not willing or unable to comply will unfortunately not continue to exist. Such extra capacity is available in most sectors of the industry, both on a national and international level that their passing will not be missed. They are simply not required to service the market demands. The people of Georgia will no longer accept poor quality goods which may be hazardous to their health simply because they are cheap.

7. Outlook/Perspectives

There is every reason to be confident, that although implementation will be difficult and there will major problems to be overcome, Georgia may have a vibrant industry operating effectively in a global economy.  It will only do this if implementation of GMP/GDP is approached with enthusiasm as offering the only road to participation in the global economy in pharmaceuticals and related products.

The economy of Georgia offers a low cost base which global companies will be interested in utilising but only if Georgia can offer a well-regulated base of companies as potential partners. This programme is the only way to achieve that situation. Cost is not the only determinant when deciding where to locate new facilities.

Failure to implement the programme with energy and enthusiasm will result in Georgia remaining as a backwater in the international pharmaceutical industry with poor quality locally manufactured products available to all and limited access to imported “high technology products” coming from reputable global suppliers for a select few.
� https://eeas.europa.eu/sites/eeas/files/association_agreement.pdf


� � HYPERLINK "https://eeas.europa.eu/sites/eeas/files/association_agreement.pdf" �https://eeas.europa.eu/sites/eeas/files/association_agreement.pdf� Article 47. Approximation of technical regulations, standards, and conformity assessment (L 261/20)


� Clothier Report, Department of Health and Social Security, Report of the Committee appointed to inquire into the circumstances, including the production, which led to the use of contaminated infusion fluids in the Devonport section of Plymouth General Hospital. (Cmnd. 5035) London: H.M.S.O., 1972, ISBN: 0101503504


� The document to be prepared separately after the acceptance of this strategy


� http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500004706.pdf


� https://ec.europa.eu/health/documents/eudralex/vol-4_en


� � HYPERLINK "http://mednet3.who.int/prequal/trainingresources/pq_pres/gmptraining/GMPBasicTraining.htm" �http://mednet3.who.int/prequal/trainingresources/pq_pres/gmptraining/GMPBasicTraining.htm�


� � HYPERLINK "http://mednet3.who.int/prequal/trainingresources/pq_pres/gmptrainsuplmt/suptrainingmodulesgmp.htm" �http://mednet3.who.int/prequal/trainingresources/pq_pres/gmptrainsuplmt/suptrainingmodulesgmp.htm�
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