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Abstract

Pharmaceutical research and development costs are growing faster than the market. The pharmaceutical companies have to reduce the expenditures on clinical trials by reducing the recruitment period and therefore the costs of clinical trials, at the same time ensuring the high quality of clinical data. This goal can be reached by transferring the clinical trials to other countries in Eastern Europe offering such conditions. 
Introduction

The pharmaceutical Companies are facing difficulties in conducting clinical trials in Phases I-IV, especially where the recruitment rate of healthy volunteers and patients is relatively low and costly. If costs can't be reduced, the companies are going either to mean higher drug prices, or slowing the pace of innovation. Pharmaceutical Companies are seeking for any  procedures that can help to reduce the time spent in clinical trials, as long as they meet FDA requirements and provide the needed data quality for the research.

The regulatory Authorities are keeping the research and development studies for new drugs under control, to ensure the Effectiveness and Safety of drugs. Companies have to be in compliance with these regulations. They have to find the other way to reduce the high costs of clinical trials. Many companies are nowadays performing clinical trials activities in India, China, Latin America, but the majority of them are concentrated in Eastern Europe.

Why Eastern Europe? What are the advantages and disadvantages of conducting clinical trials in Eastern Europe countries? Does Eastern Europe give the appropriate solution to the Pharmaceutical Companies? And therefore, is Eastern Europe really a New Paradise for clinical trials?  
Clinical Trials

Clinical trials are researches studies designed to evaluate new drugs, medical devices, biologics or other interventions to patients using strictly defined and controlled methods and settings.

Clinical trials are conducted in human volunteers to answer specific health questions concerning the safety and effectiveness of a new drug, investigate new ways of preventing disorders, screen patients for earlier diagnoses, and monitor the quality of life and/ or physiological impact of disorders while others detect disorders in its earliest stages.1 
The clinical trials should be conducted in compliance with ICH GCP Guidelines, which became in 1997 an International Standard and a legal requirement for approval of results.

Good Clinical Practice (GCP)

Good Clinical Practice (GCP) is an international ethical and scientific quality standard for designing, conducting, recording and reporting trials that involve the participation of human subjects. Compliance with this standard provides public assurance that the rights, safety, and well-being of trial subjects are protected and consistent with the principles that have their origin in the Declaration of Helsinki, and that the clinical trial data are credible. The objective of this ICH GCP Guideline is to provide a unified standard for the European Union (EU), Japan and the United States to facilitate the mutual acceptance of clinical data by the regulatory authorities in these jurisdictions. The guideline was developed with consideration of the current good clinical practices of the European Union, Japan, and the United States, as well as those of Australia, Canada, the Nordic countries and the World Health Organization (WHO). This guideline should be followed when generating clinical trial data that are intended to be submitted to regulatory authorities. The principles established in this guideline may also be applied to other clinical investigations that may have an impact on the safety and well being of human subjects.1 
Drug Development and Approval

Research and Development Scientists either within the company developing the product or in industry-funded contract research organizations (CROs) usually work during three years and half in preclinical testing for search of a compound with therapeutic value. When such compound is found the company submits to FDA (or any other regulatory body) an Investigational New Drug Application (IND) [known as License Application in UK, Marketing Authorization Application in Europe]. After approving the IND, the company can begin to design the clinical trials for the promised compound. To be in compliance with the ICH GCP, the Sponsor should consider the following elements during preparing IND:

· Good Planning, which is the responsibility of the Investigator

· Competent Supervision, which is the responsibility of the three parties : The Sponsor, the Investigator and the Institutional Review Board ( IRB)
· Comprehensive Documentation, which is the responsibility of the three mentioned parties in Clinical Trials

The clinical trials are conducted in three phases. In Phase I (1-1.5 years) the drug is tested in healthy volunteers (20-80) to determine its safety and dosage. Phase II (2 years) is conducted with target patients (100-300) to evaluate the drug’s effectiveness and side effects. Phase III (2-3 years) involves thousands of patients (1000-3000) to confirm the effectiveness and evaluate long- term effects.

After achieving Phase II, the Manufacturer discusses with FDA Officials the process and the concerns that FDA can have, and after a successfully Phase III a complete file should be submitted to FDA for New Drug Approval(NDA), which can be done after 2.5 years approximately.

The manufacturer starts to produce the drug after FDA grants the NDA. Additional Post- Marketing Surveillance Testing called Late Phase III/ Phase IV to look at the long-term safety continues. 

The stages of drug development can be summarized in the following table 2:

	Clinical Trials 

	 
	Preclinical Testing
	File IND at FDA
	Phase I
	Phase II
	Phase III
	File NDA at FDA
	FDA
	 
	Phase IV

	Years
	3.5
	
	1
	2
	3
	
	2.5
	12 Total
	Additional Post marketing testing required by FDA

	Test Population
	Laboratory and animal studies
	
	20 to 80 healthy volunteers
	100 to 300 patient volunteers
	1000 to 3000 patient volunteers
	
	Review process / Approval
	 
	

	Purpose
	Assess safety and biological activity
	
	Determine safety and dosage
	Evaluate effectiveness, look for side effects
	Verify effectiveness, monitor adverse reactions from long-term use
	
	
	
	

	Success Rate
	5,000 compounds evaluated
	
	5 enter trials
	
	1 approved
	
	


                                                                                                                                       Source: Dale E. Wierenga, Ph.D. and C. Robert Eaton
                 Alliance PHARMACEUTICAL CORP 
Difficulties facing the Pharmaceutical Industry

The pharmaceutical companies face many difficulties; most of them are related to clinical trials. In this paper we do not discuss the problems in early-stage drug development, concerning the fail in pre-clinical chemical, pharmacological and toxicological studies in human cells, animal tissues or whole animals to find the right chemical entity that can become a drug, not to forget the expenditures due to conducting researches during this stage.

Developing new drugs and delivering them to market is a complex, time-consuming, and expensive process. The high cost and the time spent to perform the three phases of clinical trials could be the main reasons for the high prices of prescription drugs. Pharmaceutical companies complain of these difficulties. The drug industry trade group “Pharmaceutical Research & Manufacturers of America (PhRMA)” claims that drug companies invest from 12 to 15 years in each new drug.3
The time before and during the phase I is the most critical when applying for IND, since grounds for Phase I clinical holds include unreasonable risk to human subjects, unqualified clinical investigators, and misleading or insufficiently supplied information. The pharmaceutical industry is well disposed towards the regulations of FDA or other regulatory bodies and involved in their elaboration. After all, the new drugs, in order to be successful, must be effective, safe, and of high quality. The problem is not with regulatory authorities towards regulations, but in the time spent, and subsequently the cost, especially during recruitment of subjects for phase I, even for such number as 20  healthy volunteers as a minimum, because of the possible risks in side effects, whereas the research becomes easier in phase II and III, but the number of patients increases and the trial consumes more time. 
Actually, the key for the reducing of the expenditures on clinical trials is the time –reducing in addition to minimizing other expenses. This can be realized through the globalization of clinical research and development, by planning and conducting the clinical trials overseas. 
Globalization of clinical trials  

Globalization united the world continents and allowed international mutual relations between countries in political, economic, cultural, health and other areas. The drug marketplace becomes more international, and clinical trials become a global phenomenon. Patients’ recruitment and conducting of clinical trials in timely and effective manner are challenges for pharmaceutical companies. Globalization becomes a potential source to deal with both these challenges and the international cooperation which started successfully more than fifteen years ago is still developing fruitfully  
Although figures for the industry as a whole aren’t currently available, many companies are increasing their number of foreign clinical trial projects. For example, Merck & company, inc., now conducts approximately 35% of all its clinical trials overseas, a percentage that is increasing steadily. In a typical example, Merck recently completed clinical trials on VIOXX, a new anti-inflammatory drug, in more than 40 countries throughout the Americas, Europe, Asia, and the pacific, on approximately 8000 patients. Multinational clinical trials also save time. Some diseases, such as pneumonia, are seasonal and strike in different regions at different times of the year. Global seasonal patterns allow infectious disease studies to go on year round, which speeds the process of making new medicines available to patients. Furthermore, overseas research makes it easier to assemble thousands of patients for a single clinical trial and to study drug behavior among ethnic populations in the regions where they live.4
Eli Lilly (LLY ) is moving its research and development, including clinical trials, to China, India, and the former Soviet bloc. The reason: It's much, much cheaper to do this work in these nations, and Lilly considers the work itself to be as good as in the U.S. or Western Europe.
Lilly isn't the only member of Big Pharma relocating R&D operations to the developing world. Industry titan Pfizer (PFE ) is testing drugs in Russia, while AstraZeneca (AZN ) has been conducting clinical trials in China. The tests are enormously expensive. Lilly estimates that each Phase III test costs at least $50 million a year. In fact, Lilly is spending more than $300 million right now to test an anticlotting pill, prasugrel, for heart patients. 

To reduce these kinds of costs, Lilly considers that “one of the ways of doing that is doing some of these studies where the quality of the data generated is very high -- China, India, and Eastern Europe, the old Soviet bloc nations -- and the costs are low." 

For John Lechleiter, Lilly's president and chief operating officer: "The research is less expensive per patient outside of the U.S., but at the same high quality, it also helps speed up the development process. In our business, time is money."5
The clinical researches that pharmaceutical companies conduct overseas are mostly distributed between Asia and Eastern Europe. In this paper we will discuss the advantages and disadvantages of conducting clinical trials in Eastern Europe, not excluding the importance of other countries for such activities.
Eastern Europe

Is considered as” The countries of Eastern Europe, especially those that were allied with the USSR in the Warsaw Pact, which was established in 1955 and dissolved in 1991.”In many sources the term "Eastern Europe" still encompasses most, or all, such European countries that until the end of the Cold War (around 1989) were Communist states or countries under Soviet influence, i.e., the former "Eastern Bloc". However, it is currently common to include many former "Eastern Bloc" nations in the categories of Southeastern Europe/Balkans, Central Europe and Northern Europe. For example Poland, the Czech Republic, Slovakia, Hungary and Slovenia are often considered part of Central Europe rather than Eastern Europe.6
In fact, the Eastern European countries members of European Union: Estonia, Hungary, Slovenia, Poland, Czech Republic, Latvia, Lithuania and Slovakia are working within the EU Regulations. Other countries, candidates to the EU like Bulgaria, Croatia, Former Yugoslav Republic of Macedonia and Romania try to follow Western Europe regulations in order to facilitate their entrance to EU. The last of Eastern Europe countries not members in EU, neither candidates like Albania, Moldova, Serbia and Montenegro, Belarus, Bosnia- Herzegovina, Ukraine and Russia have their own national regulations. In this article we have to use the common name for these countries as Central and Eastern Europe (CEE) 
Why Eastern Europe?

The ICH-GCP compliance, the availability of subjects, the quality of investigators, the time-reduced and the low costs are by far the important criteria stated by sponsors for choosing Eastern Europe countries to conduct clinical trials.

The Investigators: Eastern Europe Sponsor companies are more likely to report consistent successes in Eastern Europe than in any of the other ascending markets studied. The quality of Eastern European study sites rate the highest among the three major emerging geographic areas. Investigators are generally perceived to be a highly educated, well trained, and motivated group. Investigators in the region typically have a strong scientific background and are informed about advances in Western medicine; particularly those working in the Czech Republic, Hungary, and Poland.7They strictly follow the Trial Protocol, what means less violations and drop-outs. The technology and techniques used are modern and often identical to those in the West Word.
In a Thomson CenterWatch/iGATE Clinical Research International (iCRI) study designed to examine clinical research trends in ascending markets, respondents rated Eastern European study sites "excellent" in the critical categories of investigator experience, investigator disease knowledge, and GCP experience. Coordinator quality and efficiency of site operations both rate "good to excellent."7
The patient population: The health care system is characterized in CEE by the existence of centralized health care centers, where patients with specified diseases are registered and have free access to modern therapies and medical equipment. This gives an advantage in the recruitment process during clinical trials, especially in phases II and III, where the patients should stay long time in these centers or hospitals to receive the treatment. On the other hand, and because of the deficiency in medicines for some diseases, the patients listen to the instructions of their doctors to benefit from the new drugs, thus facilitating any follow up during performing the trials and after they finish. 
The growing medical research industry in the Far East and Eastern Europe is luring Glaxo. There, patients do not have to be paid as much to test the drugs and hospital running costs are lower. An increasing number of clinical trial contractors are setting up operations in those regions.8 The major share of studies conducted in Eastern Europe in 2003 is occurring in Poland, Czech Republic, Slovakia, Bulgaria, Lithuania, Estonia and Latvia and were respectively:> 400, 267, 183, 116, 85, 70, 38.  9
Typically, trials conducted in Eastern Europe are in Phases II and III. The reason is known, these trials need a large number of patients with defined diseases. Among the most common disease states studied in Eastern European trials are cardiovascular, oncology, diabetes, hypertension, respiratory, arthritis, and neurology. 
Sponsors report that recruitment rates in Eastern Europe are five to ten times higher than in Western Europe and the United States, with no additional resources required to actively recruit patients. Eastern European patients are particularly attractive for studies in which long-term patient follow-up is desired because of the population's geographic stability.7
CEE- Regulatory factors: For CEE countries that joined or going to join the EU, the juridical regulations are highly reliable, GCP standards became national laws and the ICH-GCP guidelines have been implemented in most countries since 2004.The language is no more a barrier. The Application file, the Trial Protocol and the Case Report Form (CRF) can be submitted in English or native language. Other documents like Informed Consent Form, Patient Information …have to be in native language.
 However, as in every country, CEE territories have local regulations governing the running of clinical trials. The details of each regulation are available from the authorities, and they include both specific and general business requirements, and are generally well-defined. Unlike in Western Europe, the "case histories" and guidelines for working with these regulations are not so widely published, and continue to present challenges to submitting study proposals for approval. Two problems often arise here. First, the level of documented procedural detail may be minimal or uncertain. Additional, undocumented steps may be required in practice. Failure to recognize this can cause delay at best, or rejection at worst. Second, as in most countries, relevant requirements for running a trial may not be presented solely in the clinical trial regulations. For example, a recent trial in Hungary used a psychotropic agent as a comparator; the import of this drug was subject to both clinical trials regulations and controlled substance regulations. A separate process was required to be initiated and completed in parallel with the clinical trial approvals process. Thus, at any point in time, both the regulations in force and the working practices designed to comply with them may be in a state of flux. These points require that local, up-to-date knowledge is available to the study team. The drug and wider business laws of many CEE countries are changing and/or may be best implemented utilizing undocumented procedures or conventions. When considering CEE countries, advice should be sought from local experts, and, if significant time has lapsed since the feasibility evaluation, confirmed prior to initiating activities. 10 

Advantages

The total population of the CEE countries exceeds 300 millions inhabitants, providing a large untapped population. A large number of patients with a broad range of diseases are without or with poor pre-treatment due to some difficulties in the local Health Care System. The unique way to get treatment is by volunteering in clinical trials. This explains the high recruitment rate in CEE.

The Regulations are compatible with ICH-GCP and FDA requirements; this guarantees the quality of monitored trial activities.

The costs of conducting clinical trials (for Investigator, monitoring, and traveling fees) in CEE are relatively low when compared with those in Western Europe or USA, although the high quality and the recruitment rate are the main advantages in CEE countries.

Disadvantages
“The most specific finding in regulatory inspections and independent audits of trials conducted in CEE countries were incomplete drug accountability records due to the reluctance of the patients to give the unused medication back, missing source data as investigators enter data directly into the CFRs, patients entering prior to giving their informed consent or violating a selection Criterion, serious adverse events not reported in time and transcription errors.  

Some investigators are inexperienced in conducting clinical trials. This requires giving to local monitors investigator’s training on ICH-GCP and procedures before starting the trials.

The Transportation systems are often less efficient than those in the West. The communication infrastructures   (telephone, fax, internet speed and response time) are still limited in certain CEE countries. 

 The third parties, for example the laboratories are not familiar with standards needed in clinical trials. In this case, cooperation with western, internationally acting laboratories is of advantage”11
The CEE countries are all of great interest for pharmaceutical companies to conduct clinical trials. In the next part of this paper we just give information about the situation and requirements to conduct the clinical trials in some countries, not excluding the importance and role of other countries.
Poland
There are currently several regulations that govern clinical trials in Poland. Future plans are to consolidate the various regulations into one Act.

In Poland, a central register of clinical trials (CRCT) exists and information concerning all trials conducted in Poland (research, registration in Poland or in another country, or postmarketing study) must be entered into this national clinical database. Therefore, and in addition to the EudraCT number obtained by the Sponsor for each clinical trial, the trial will receive a national reference number. Any trial registered in Poland prior to May 1, 2004 may proceed according to the former system.
After fulfilling all of the requirements, that is, submission of the Notification Form and all the attachments, the applicant is obliged to inform the Central Register of Clinical Trials about: the start of the trial, unexpected or premature termination, any changes to the protocol, and the date of completion of the study. The applicant is also required to report all serious adverse events that occurred during the trial within a specified period, and in the final report of the study.12
  The main advantages of conducting Clinical Research in Poland:
1. The population, 38 million

2. The patient availability

3. The recruitment rate (twice as in Western Europe)
4. The investigational sites (teaching hospitals institutes and others)
5. The motivated investigators

6. The quality of data.
7. The cost of clinical research is significantly lower than in Western Europe and US.13
These advantages are behind the reason for the drugs giant GlaxoSmithKline to move third of its clinical trials offshore to countries such as India and Poland to cut costs. 

"There is no alternative to really streamlining research and development departments," said Glaxo's chief executive, Jean-Pierre Garnier, last week. "We are trying to move 30% of our clinical trials to low-cost countries." 

John Coombe, the finance director, said that there should not be "too much" of an effect on the number of scientific staff in the UK and the US since trials could be monitored from afar. The company has set a two-year target for moving a third of its trials overseas. 
Glaxo already conducts trials in Poland and will expand its activities there.14
The question now is how the regulations of EU applied in Poland since 2004( date of implementation of the Clinical Trials Directive) can impact the clinical researches concerning the time needed to obtain the authorization to begin a trial, and the tax costs of conducting trials. 

Bulgaria

Controlling clinical trials in Bulgaria began back in 1995 with the Law for Drugs and Pharmacies in Human Medicine. This law, together with Regulation No.14, guaranteed for the first time the rights of the patients and the healthy volunteers participating in a trial. In the same

year Regulation No.26 appeared, which deals with the activities of the central  ethics committee (CEC). In 1997 the National Institute for Drugs issued the guidelines of Good clinical Practice (GCP). All of the above mentioned documents meet the requirements of the European Union.
Practical aspect in conducting clinical trials in Bulgaria
The Bulgarian Drug Agency was established in December 1999 as a specialized state body for supervising the quality, efficacy and safety of medicines.
Bulgaria was ‘discovered’ by the pharmaceutical companies and contract research organizations

(CROs) in 1995. Medical departments of most large and mid-sized companies were established.
Many CROs increased their activity in Bulgaria and some of them opened local offices there. 

Three important prerequisites for conducting Clinical research in Bulgaria are:
1. The already existing legislation for clinical studies

2. The application of The Helsinki Declaration as the basic document for human rights in the country
3. The established standards for drug manufacturing
In the last four to five years a considerable increase in the significance of Bulgaria as a partner in multinational Clinical trials has been observed. Practically all large pharmaceutical companies have at least one multi-centre study that includes Bulgarian sites. A good example would be 2001, during which 124 trials run by foreign sponsors obtained national approval, compared with only four to five in 1995. 
Regulatory Authorities
 Permission for conducting clinical trials in Bulgaria (in Phases I, II or III) is firstly granted by the local ethics committee (LEC) of the respective clinical centre (site). Upon receiving the LEC approval, all study documents have to be submitted to the Department of clinical trials at the Bulgarian Drug Agency (BDA), covered by a completed clinical trial notification form. The GCP inspectors have to check the study documentation and the compatibility of the study protocol with the local Law for Drugs and Pharmacies in Human Medicine (LDPHM) and Regulation 14 of the Ministry of Health (MoH), and after that to forward the documents to the Specialized Committee for Approval of Conducting Clinical trials (SCACCT). SCACCT is a structure belonging to the MoH, comprising nine members who have regular sessions twice a month. SCACCT usually announces its decision to allow a trial to be carried out in Bulgaria within nine weeks of the submission of documents. When applying to conduct Phase IV clinical trial, the candidates also have to apply for the permission of the LEC. The Director of BDA has one month after the documents are submitted to grant/deny permission. After one month is up, any rejections are void and trials can commence regardless. The Minister of Health defines the members  and the standard procedures of the central  ethics committee (CEC), which controls the LECs and appears as an arbitrator in case any discussions arise. 

The LECs are established at the medical centers, where clinical trials are conducted. The

director of the centre defines their membership. When a member is also an investigator in a

trial, he or she cannot participate in the vote. These committees are obliged to create their own standard operating procedures, to be approved by the Director of BDA. The LECs and BDA conduct the overall control of the clinical trials according to their competence. The BDA can also conduct inspections of the trials at any time before, during or after they are conducted.15
Many companies are attracted towards Bulgaria, Czech Republic and Poland because they have already proven to be a popular choice, providing  new telecommunications and IT infrastructures, well-motivated and highly educated investigators and CRAs, combined with compliant patient populations and high quality data output. Pooled with an enthusiasm for new technologies such as EDC, electronic patient reported outcome (ePRO) devices and interactive voice response systems (IVRS), this enables sponsors to streamline processes, recruit more patients within the planned recruitment period and potentially reduce overall costs.16 

Russia

The years when Russia was a ‘blind-spot’ on the clinical trials world map are now far away. Before Perestroika, there was neither good clinical practice nor regulations of clinical trials in Russia and Eastern Europe; one could not find copiers because it was illegal; long-distance phone calls were made through switchboard operators, there were no fax machines, nor were there computers or the Internet – people knew hardly anything about clinical studies.

The situation has been dramatically changing over the past 15 years. Some Eastern European countries are becoming European Union members and ICH GCP rules are now part of

their legislation. Russian regulations now include:

1. A Russian-language version of ICH GCP which has become an industry standard since 1999 
2. Rules of clinical Practice which went into operation 19th June 2003 

3. The Federal Drug Law of 1998 establishing an authorities system which manages all 
            the governmental activity in respect to drugs circulation 

According to this law, only the Department of Quality, Efficacy and Safety of Medicinal Products and Medical Devices from the Russian Ministry of Health (commonly known as the Russian Drug Agency) issues approvals for a clinical trial. Furthermore, Russian hospitals are well-equipped, people are computer literate, and the Internet has become a part of everyday life for many educated people.  

Today it is hard to find a large pharmaceutical company that does not conduct clinical studies in a formerly ‘closed’ country. The well-known high recruitment rates in Russia for example, which reduces time scales and the costs of drug development, has encouraged many pharmaceutical and biotechnological companies to conduct their trials in this country and have opened local offices in large Russian cities.  
Regulatory requirements in Russia, however, are subject to constant change and require close examination in order to ensure compliance and smooth study conduct. 
The Regulatory Process
Before starting a study in Russia one needs to know the regulatory requirements, customs procedures, clinical trial supplies importation and distribution techniques, and exportation of biological media approaches.
First, it is necessary to get approval for the study; this usually takes about two months. As it was mentioned previously, according to the Drug Law, approvals for clinical trials are issued only by the Russian Drug Agency. When you submit the documents (of which the standard package consists of an investigation drug brochure, protocol and amendments, case report form, patient information sheet and informed consent form, list of investigative sites, curriculum vitae of the

Principal investigators, and an insurance policy of an insurance company which has a right to operate in Russia) to the Agency, it forwards the package to the Federal Scientific Centre for Evaluation of Medicinal Products. To process the documents the Agreement should be signed by the study site and the organization, which submits the package (CRO or pharmaceutical company). If it is a CRO, there should be a notarized ‘delegation of authority letter’ for a

pharmaceutical company manufacturing study drug in place before the centre signs an agreement. Both the letter and agreement should be in Russian.
There is also a fee for processing the documents involved of about $1,000.

When the agreement is signed and the cash is received on the study site’s bank account, the

package simultaneously goes from the site to the State Pharmacological Committee (SPC) and to the National Ethics Committee (NEC). When a vaccine study is under consideration, the Immunology Committee may also become involved. SPC provides scientific expertise of the

study, after approvals of the Safety and Efficacy Committees are obtained. SPC usually has its meetings every two weeks, except for summertime, when most members are on vacation. There are no meetings from mid-June until mid-September. During the rest of the year, SPC approval may be issued within approximately two months. 

The National Ethics Committee is established in strict accordance with the ICH GCP. It works effectively and the review procedure does not exceed more than one month in most cases. The most common issue with the NEC is the wording of the ‘informed consent form’. If the study has already been approved for the US or Western European sites, no issues usually occur during the

NEC review. 

When both the SPC and NEC approve the study, the Russian Drug Agency issues a general approval for the clinical trial. The Agency lists the investigation sites and the total number of

patients to be consented (patients who are supposed to sign the consent form). Hence, if there is any change or addition to the sites during the study, or if the number of enrolled patients

increases, a new approval should be obtained.

The issue of local insurance is also worth consideration. No trial can be approved without an insurance policy issued by a local insurance company, even if there is global product liability insurance in place. The cost of such insurance will vary and depending on the phase of the study: the lower the phase the higher the price. In Phase I studies, the cost may reach $80 per patient. In Phase IV, it may be about $40 per patient. All consented patients must be insured, even if they have not been randomized (patients who signed the consent form).

When the study is approved, it does not include an import license for clinical trial materials.

There are many other regulations concerning custom clearance (about 2-5 days), approval of laboratory kits, packing materials importation (advised to purchase them in Russia), shipping materials to central depot), and others.  

A lot of multi-national clinical studies have been and are being conducted in Russia. According to FDA inspections, from 1994 to 2002 the smallest number of findings per inspection was in Central and Eastern Europe (including Russia), there was no objectionable findings and no administrative sanctions issued by the FDA.

Useful tips to conduct a successful clinical study in Russia 

· All approvals should be prepared in advance, prior to shipment of clinical trial materials, a dry run test prior to real shipment is recommended in particular

· If a sponsor has no local affiliate, it is of crucial importance to employ a reliable CRO with strong experience in Russia and an excellent record of conducting successful clinical trials in Russia – knowledge of local requirements is a must

· For importation of clinical trial materials (CTM), it is better to use a ‘centralized’ approach

· Wise selection of courier service is very important – one with strong local presence in Russia is recommended.

· It is recommended not to export the unused study drug and to avoid circulation of the study materials among different countries
With good knowledge of the region, and a reliable partner based in the country of interest, all logistics issues can be successfully solved.17 

Russia, providing access to more than 144 million prospective patients (over 14 million in both Moscow and St Petersburg alone), combined with a wealth of experienced investigators and a streamlined regulatory submission process,18became an important Centre for conducting clinical trials. “On 03 April 2006 the Federal Service for Supervision in the Area of Health Care and Social Development published a list of the institutions authorized to perform pre-clinical trials in Russia.The list includes 41 institutions located in Moscow, St-Petersburg and in several regional cities.’’19
Ukraine


Ukraine has a population of about 50 million. There is an extensive network of health care facilities. Physicians are highly trained and experienced. Patient recruitment rates are outstandingly good. Large numbers of patients can be recruited for clinical trials within a short time. The participating patients are highly motivated since medical support within clinical trials is much better than standard health care. The drop-out rate is very low.
The Ukrainian health care system is centralized and well organized. It is to a great extent state-owned and financed by state budget. Private medical insurance and private hospitals play only a very small role. There are a relatively large number of physicians (more than 4 doctors per 1000 citizens) and a large number of public hospitals (over 3000) with about 450 000 hospital beds in total.
The National Health Service is in the process of being reformed. The role of the general practitioner / family doctor is being strengthened.

Clinical trials in Ukraine are conducted in accordance with the current ICH GCP requirements. Regulations for performing clinical trials of medicines are laid down in the Ukrainian Law on Medicines of 1996 (amended 1997 and 1999), Article 7.20
Regulatory requirements: 
Clinical studies of medicinal products shall be performed in order to establish or prove the efficacy and safety of medicinal product. They may be performed at specified health care settings as determined by the Ministry of Health of Ukraine or by the body authorized by it. 
Before the start of clinical studies of medicinal products, the enterprises, institutions, organizations, or the citizens shall submit an appropriate application to the 
Ministry of Health of Ukraine or to the body authorized by it. This application shall be annexed by materials containing general information on the medicine, the results of its pre-clinical examination, samples of the medicine, and the proposal for the clinical testing program. 
The following are required before a decision may be taken on the clinical trial application for clinical testing: Positive opinions on the expert assessment of the pre-clinical data as to the safety and efficacy of the medicine. 


Data supporting a positive benefit-risk ratio, such that any adverse drug reactions (ADRs) of the medicine shall be considerably lower than the expected positive effect.

 
The procedure for performing the expert assessment of the clinical data shall be specified by the Ministry of Health of Ukraine or by the body authorized by it. 


The applicant for clinical trials shall have the right to receive information concerning the clinical testing of the medicine, to acquaint himself with the results of the clinical experts appraisal, and may request a substitution of specialized health care setting where the clinical trial is performed. 
Clinical study of medicinal products shall be performed following obligatory appraisal of the ethical, moral, and legal aspects of the clinical testing program by Ethics Committees that are established and operate under health care settings where the clinical trials are conducted.21
Czech Republic 

With Population approximately 10.2 million, Czech Republic offers good conditions to perform clinical trials. 

During the socialist period the Czechoslovak state had a public healthcare system with the objective of free medical care for all, financed by the state. Currently healthcare is covered by compulsory insurance and by the state for children, pensioners and the unemployed. There are a number of healthcare insurance companies with similar conditions, however some of the smaller companies offer better terms for particular types of care, for example, orthodontic treatment. The larger hospitals and University medical departments are maintained by the state and are underfunded in many areas, particularly in the realm of research. 22
Regulatory Requirements

EU member since 2004. The Directive 2001/20/EC implemented into local law. The notification duty of a clinical trial on which Regulatory Authorities shall give its opinion within 60 days shall be applicable to every clinical trial that is using investigational medicinal products (i.e. products established by protocol as tested, comparator or required rescue medication):

a. obtained by biotechnological processing, as well as substances of human or animal origin authorized in the Czech Republic or in the EU Member States by centralized procedure but not used within the scope of the marketing authorization decision; 

b. all other medicinal products, which: 

· are not authorized in the Czech Republic; 

· are or are not authorized in the EU Member States; 

· are or are not authorized in third countries; 

· are authorized in the Czech Republic but are used outside the scope of their marketing authorization decision. 

The notification duty of a clinical trial on which Regulatory Authorities shall give its opinion within 30 days shall be applicable to every interventional clinical trial involving investigational medicinal products (i.e. products established by protocol as tested, comparator or prescribed rescue medication) authorized in the Czech Republic either by Regulatory Authorities decision or by EC decision (in centralized procedure) which are used in compliance with the marketing authorization decision, i.e. in compliance with the approved summary of product characteristics.

Ethics Committees
There are local Ethics Committees and Central Ethics Committee. The Central EC was established in 1990 by Ministry of Health. Local ECs are established in major healthcare facilities.23     
Conclusion
The patient enrollment period is the key phase where it seems the industry has the least control. If companies could consistently reduce the patient enrollment period in clinical trials, they could then optimize the drug development process and preserving an economic health. 
Considering the advantages and disadvantages in conducting clinical trials in Eastern Europe, and the experience gained by Pharmaceutical Companies in multiple large-scale trials conducted in CEE, where clinical trials were successfully completed in the planned time, what means reducing of total expenses, Eastern Europe becomes really The New Paradise for Clinical Trials.  
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