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CHAPTER 1: INTRODUCTION
1.1 Eastern Europe as emerging market in clinicalesearch

Eastern Europe along with Latin America and Asigiesved as an emerging market in
clinical research. In the beginning of 1990es thgion has attracted the attention of large
pharmaceutical companies and contract researcmiaegeons (CROs) by offering lower
operational costs and high recruitment rates ofeptt when compared to the well-
established markétsThe definition of Eastern Europe depends a lottlum context,
namely on whether political, geographical or samtoenomical characteristics of the
region are taken as a reference point. For thegserpf this work the term Eastern Europe
refers to the countries that used to be the pathefSoviet Union and now form the
Commonwealth of Independent States (CIS): RussiaelarBs, Ukraine, Moldova,
Kazakhstan, Armenia, Azerbaijan, Kyrgyzstan, Taji&n and Uzbekistan.

In addition to significant cost reductions and higleruitment rates, the market drivers
for clinical research in Eastern Europe includetredized healthcare systems, broad
disease spectrum, large pools of treatment naipelgbons and low number of drop-
outs™?. According to some analysts, pharmaceutical inghestrrently utilizes only 15% of
the clinical study enrollment potential in East&uarope>* Reports of the CROs and
industry organizations confirm the growth of clialicactivity in this region for the last
fifteen years and predict that this tendency wthinué>®

Along with the market attractiveness Eastern Europegs in a number of limitations
that cause concerns for many companiésy barriers common for Eastern European
countries and in fact for all emerging markets ude poor infrastructure, lack of
experienced researchers, erratic regulatory systestiscal challenges and cultural
perceptions about clinical reseafh The level of manifestation of these limitations
differs from country to country and has to be cdesed carefully when planning clinical
studies in the region.

Although each Eastern European country has itslegislation, a number of steps have
been done to harmonize the regulatory framework@imtiples for clinical research on
the territory of the CIS. Growing attention to tkeéhical issues and the necessity to
consider national perceptions and realities hagledethe creation of the regional Forum
for Ethics Committees in the Confederation of Inelegent States (FECCIS) under the
umbrella of the World Health Organization (WHO) jed on Strategic Initiative for
Developing Capacity in Ethical Review (SIDCER). §hiorum unites most of the
countries that previously formed the Soviet Unimtjuding those discussed here. Main
goal of FECCIS is to contribute to the developmanational ethics committees (ECs),



improve quality and transparency of the ethicaliewy ensure capacity building and
promote policy development in clinical researth
1.1.1 Eastern European countries chosen for the sty

Despite of the recognized geographical, cultural anonomical similarities, Eastern
Europe is far from being homogenous. For the pwmdshis study we have chosen four
countries in order to take a detailed look at #gion and discuss the countries’ regulatory
and national particularities relevant for clinicakearch. Brief description of the chosen
countries is given below.

Russia

Russia is a country in the northern Eurasia withogulation of 141 million and a
territory of 17 098 242 sq km. It is a multinatibeauntry with 79.8% of ethnic Russians,
3.8% of Tatars, 2% of Ukrainians and other natiitieat’. 73% of the population lives in
urban areas and is densest in European part upettal Mountains and in southwest
Siberia. Official language is Russian, the capgalloscow. Other large cities, attractive
for clinical research, include Saint Petersburg,vdéibirsk, Kazan, Yekaterinburg,
Nizhniy Novgorod, Samara, Ufa and Rostov.

Russia was one of the first Eastern European desnthat became involved in
international clinical research in 1990es. Fromt e the national clinical research
industry has entered the period of significant glowror the last ten years the number of
studies conducted in Russia by foreign companies rearly tripled, which is an
affirmative sign for an emerging market. Accordioghe report of the Synergy Research
Group, a large CRO active in Eastern Europe, in ftte¢ quarter of 2010 Russian
competent authority has approved 134 new clinittadiss of all types, which corresponds
to the 18% increase over the same period of laat idhe main contribution into the total
number of studies is made by multinational multiee clinical studies.

Currently there are about 55 international and ll&Os operating in Russia. Data
obtained from the Russian sites is accepted byUtieFood and Drug Administration
(FDA) and European Medicines Agency (EMA) The high quality of Russian
investigators is confirmed by FDA inspections, witte lowest deficiency rate among
emerging markets including India, China and Latimekicd®. The investment power of
global companies has created a well-developed snfdystructure in Russia during the
past 15 years, and established a favorable enveonifor the second waive of middle-
size sponsors to come into play.

Belarus



Belarus is a landlocked country with the totalitery of 207 600 sq km. The capital of
Belarus is Minsk, other major cities include Br&sgmel and Mogilev. Most of Belarus's
population of 9.67 million reside in the urban asarrounding Minsk and other regional
capital$?>. More than 80% of the population are native Belans with sizable minorities
of Russians 13%, Poles 4% and Ukrainians>3®elarus has had two official languages:
Belarussian and Russian.

Although not known by many sponsors, Belarus isa#tractive place to carry out
clinical studies. For the last couple of years ¢heere conducted about 60 international
multicenter studies mainly in oncology, cardiolognd diabetés One of the main
advantages of the country are short approval ti(hes months) and positive attitude of
patients towards clinical reseafch
Kazakhstan

Kazakhstan is located in Eurasia, northwest of &f@nd is ranked as the ninth largest
country in the world with the territory of 2 724®8q km and populationof 20 millih
Kazakhstan has 131 nationalities including KazaB#6Russian 30%, Ukrainian 3.7%,
Uzbek 2.5% and Tatar 1.795 The capital is Astana, other major cities includmaty,
Karagandy and OskemeRfficial languages are Kazakh and Russian. Kazakhs& a
relatively new participant in the arena of clinidakls, however, continued growth is
expected because the area offers opportunitiesnidtiethnic studies — over half the
population is composed of a variety of Asian etiriaups.

Moldova

In comparison to the other three East Europeantdeardiscussed here, Moldova is a
small landlocked country in area and populatione Tdrritory of Moldova equals to 33
843 square km. Its population numbers nearly 4iaonillpeople including Moldovan
78.2%, Ukrainian 8.4%, Russian 5.8%, Bulgarian 1894 other 1.398. The country's
main cities are the capital Gmau, Tiraspol and Tighina. Official language is Moldo.
The current clinical research activity is very lote, the large extend due to the low
healthcare standarftfs,

Due to the shared history of the Soviet Union Bedountires have common features in
the structure of healthcare systems that includdrakzation, well-developed refferal
system and compulsory state insurance with basittHware packagé'**>*® Main types
of medical facilities are general hospitals andcgpized clinics (located in all major
towns and cities), polyclinics (serving residemsadministrative districts) and first-aid
stations offering medical care to the people inrtival areas. The quality of the healthcare
has declined in the post-Soviet times due to tbke ¢d adequate government funding and
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loss of qualified experts through emigrafibt*>*° Private medical sector is present only
in the large cities and is accessible to the veagraw section of the population. The
current conditions in the state hospitals are mways favorable: lack of hot water or
absence of waste disposal system is identifie@us30% of the medical facilitiéd*>*°
Tables 1 and 2 provide data on the countries’ heate workforce and infrastructure.

Table 1. Healthcare workforce in the study countrig'’

Country No of | Physician | No of Nursing No of Density of
physici | s density* | nursing personnel | pharmace | pharmaceu
ans personnel | density* | utical tical
personnel | personnel
Russia 614183 43.1 1214292 85.2 11521 0.8
Belarus 46965 | 48.7 121114 125.6 2994 3.1
Kazakhstan| 57387 | 38.8 115944 78.3 12651 8.6
Moldova 11167 | 26.7 27815 66.5 2993 7.2

* per 10 000 population
For comparison, physicians’ density in Germany #.83 density of nursing and
pharmaceutical personnel is 79.9 and 6.0 respégtive

Table 2. Healthcare infrastructure in the study comtries***#*>16:17

Country Number of Number of outpatient Hospital beds
hospitals clinics

Russia 11 100 21100 96.6

Belarus 649 796 112.3

Kazakhstan 1054 3720 77.2

Moldova 65 254 61.2

* per 10 000 population
For comparison, there are 82.9 hospital beds p@&0Qopulation in Germany with about
2221 hospitafs*8

1.2 Study Objectives

The purpose of this study is to analyze the regyatequirements for clinical research
in four East European countries: Russia, Belarusidblva and Kazakhstan. The analysis
is done from the position of the foreign comparather than the competent authority or
national manufacturer. Special attention is giventhie differences in the regulatory
systems between the countries and cultural paatitids that may impact clinical
research. Eastern European countries still remakmawn territory for many sponsors
due to the language batrrier, legal and culturdedshces. We believe that this work will
help companies to understand advantages and digades of each particular country as
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potential study site and improve their strategenping. Apart of evaluation of legislative
documents this study provides the outcome of thevesu carried out with the
representatives of competent authorities and relseadustry, where they share their
opinions in conducting clinical studies in theseimoies. Their experience is of a great
value, because it helps to appreciate the curtate sf affairs in clinical research market
from practical point of view and show how indeeduiatory requirements and procedures
get implemented in real life.

The study objectives are the following:

1. To describe main regulatory procedures in clinfegkarch

2. To compare regulatory requirements and procedwesden the countries

3. To describe opinions of regulators and researchpamms on existing regulatory

systems in the region

1.3 Methods of data collection

To attain the desired objectives of the study, fdll®ewing methods of data collection
were used:
1. Review of the national legislative documents
Since the format of this work does not allow congrall regulatory aspects relevant for
conduct of the clinical study, the focus is puttle following procedures:
- Approval of a clinical trial application (CTA)
- Notification of amendments
- Declaration of the end of the trial
- ECs structure and procedures
- Requirements to clinical studies in vulnerableylations
- Customs regulations on the investigational mediciproduct (IMP) and human
biological material
2. Questionnaire survey of the representativehefcompetent authorities and research
companies
The questionnaire survey was carried out to colleetdata from representatives of the
competent authorities and research companies acativéhe study countries. The
guestionnaire was developed with the help of theogean Forum for Good Clinical
Practice. The questionnaire was accompanied byogesn letter, which explained the
purpose of the study, survey procedure and corf@éy aspects (Annex 7). Both
documents were provided to the respondents eith&nglish or Russian language. The
surveys was carried out either per email or paptedne depending on the choice of the

5



participant. The initial contact to the represdutst of the competent authorities was
established with the support of Prof. Dr. O. Kuliadjcation Officer and Ex-Chair of the
FECCIS.

To ensure the confidentiality of the survey, nospeal names or names of the
companies are mentioned in this study. When praggrihe results of the survey,
reference to the country (e.g. Moldova) and to pinefessional area of respondents
(defined either as “representative of the compedettority” or “industry representative”)

is made.

CHAPTER 2: CLINICAL RESEARCH IN RUSSIA

2.1 Overview of major national legislation in clintal research

Clinical research in Russia is regulated by the¥aihg legislative documents:
1. Federal Drug Law No. 61 of 24 Mar 2010 — entets force on 1 Sep 2010;

After series of discussions the Russian legislagwvtnority — State Duma — has adopted
the new federal Drug Law No. 61 in March 2009. Tlhis amends a number of legislative
documents, among them the federal Drug Law No.h&# turrently regulates clinical
research in Russia. Although the new Drug Law snitgio force in Sep 2010, principles
and procedures described here refer to this newlatgn. The Drug Law No. 61
introduces significant procedural changes in tharmplaceutical regulation, including
changes in marketing authorization procedure, remmirements to the state regulation of
prices on essential medicines and pre-clinical elivdcal studies. With respect to the
latter it changes the clinical trial authorizatiprocedure, strengthens requirements to the
sponsor and investigator, lays down new conditimnscompulsory health insurance for
study subjects. It introduces new terms: intermatiomulticenter clinical study, post-
marketing study, drug formulation and bioequivakestudy.

The Drug Law No. 61 requires conducting local datistudies in Russia for the
purpose of marketing authorization, except of tikwing cases:

1. Medicinal product has been on the market forl#se 20 years and does not allow
conduct of bioequivalence studies;

2. Clinical development program of medicinal pradaclude Russia as a study site;

3. There is a bilateral agreement between the desran the recognition of the results of
clinical studies.

The Drug Law No. 61 for the first time lays dowrpaeate approval procedure for local

clinical studies and international multicenter gadt-marketing studies. For authorization



of generic medicinal products bioequivalence antiierapeutic equivalence studies are
required.

2. Federal Drug Law No. 86 of 22 Jun 1998 — torheraded by the Drug Law No. 61;

3. The National Standard on Good Clinical Practidepted by the Order No. 232 of 27
Sep 2005 —a comprehensive and exact translatitbH{GCP;

4. The Guideline on monitoring of adverse drug éveturing clinical studies of 5 Oct
2009;

5. The Order of the Ministry of Health No. 2314/07 on the National Ethics Committee
of 17 Aug 2007,

6. The Order of the Ministry of Health No. 235 aiganization of departments for conduct
of clinical studies in healthy volunteers of 25 AL@P2;

7. The Regulation No. 291-22/101 on national etbmymitteesof 23 Aug 2001 — lays
down the responsibilities of local committees amgirtrole in clinical research.

8. The Guideline on conduct of bioequivalence ssidif 10 Aug 2004;

9. The industry standard on clinical-economicatiss 91500.14.0001-2002.

2.2 Main regulatory procedures
2.2.1 Clinical trial authorization

Clinical studies in Russia can be conducted fofdHewing purposes:

1. To ensure safety and/or tolerability of the IMFhealthy volunteers except of the IMP
manufactured outside of Russia;

2. To develop optimal dosage and course of tredtimietihe IMP in patients and dosage
and vaccination schemes for immunological produrctealthy volunteers;

3. To ensure safety and efficacy of the IMP in gra8 and safety and efficacy of
immunological products in healthy volunteers;

4. To develop a new indication and/or to identifiverse drug reactions of authorized
products.

Under the Drug Law No. 86 the competent authorégponsible for approval and
supervision of clinical studies is Federal SenaoeSurveillance in Healthcare and Social
Development (hereinafter referred as Roszdravnaditdras in its structure the Scientific
Center for Expertise and State Control of MediciRabducts that performs scientific
evaluation of the CTA. The Roszdravnadzor is agsponsible for accreditation of health
facilities wishing to become research sites andssuing import permissions for the IMP.

The Drug Law No. 61 transfers functions of studyprapal and supervision to a new
federal state authority (FSA). The FSA does notgoer any evaluation, but issues study
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approvals based on the opinion of the federal $taé@ced agency responsible for
scientific evaluation of medicinal products (hesdtar referred as the Expert
Commission).

The study approval procedure consists of the faligveteps:

1. Pre-assessment phase: the applicant submitspinadion to the FSA that evaluates its
accuracy within 5 days and decides on the statteofaissessment procedure or rejects the
application due to its incompleteness. When thelieggpn is submitted during the
evaluation of the registration dossier to condwcal clinical trials, the required CTA
documents include:

- Results of pre-clinical studies

- Clinical trial protocol (CTP)

- Investigator’s Brochure (IB)

- Informed consent form

- Patient information

- Information on compensation to study participants

- Results of clinical studies conducted worldwideti@pal)

- Certificate of Pharmaceutical Product if produabds registered in Russia

- Mock ups for primary and secondary package

- Copy of manufacturing authorization translated Rtgssian

- Description of the manufacturing process

- IMP storage and transport conditions

- Payment of administrative fee

The CTA to conduct international multicenter or pmsrketing studies includes:

- Application form

- Reports on pre-clinical studies

- Reports on already conducted clinical studiespli@able)

- CTP

- IB

- Patient information

- Payment of administrative fee

- Information on the IMP composition (only for intatronal multicenter trials)

- Copies of compulsory health insurance contractstiady subjects

- Documents confirming qualification of investigators

2. The FSA sends submitted documents to the Natt&@aand to the Expert Commission
with the request to conduct ethical and scienéfialuation of the CTA.
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3. Opinions of the National EC and the Expert Cossioin are sent to the FSA within 30
days.

4. The FSA communicates results of conducted esgetd the applicant within 5 days
and informs him whether he can proceed with apfiina

5. When the applicant is allowed to proceed with dpplication, he submits a request for
study authorization to the FSA together with docaotaeconfirming qualification of
investigators and copies of health insurance cotgifar study subjects.

6. The FSA evaluates submitted documents withiays @énd issues a study approval. For
international and post-marketing studies the last steps seem to be omitted, since the
applicant is required to submit all the documerntorece; however, there is no direct
indication to it in the law.

Post-marketing study is defined as a study conduttg the manufacturer of the
medicinal product after its registration in order gather information on its safety and
efficacy, adverse events and for development of ineveation.

International multicenter study is defined as aichl study of the medicinal product
conducted by the sponsor in different countriesoeting to the single clinical trial
protocol.

After receiving a study approval, the sponsor sabmiinical trial documentation to the
local EC, although its approval is not requiredgturdy initiation.

2.2.2 Notification of amendments

Every amendment to the CTP should be submittetidd=SA for approval. Procedure
for amendments is not described in the revieweslgpn, it is only stated that the FSA
opinion is issued within 30 days. The Drug Law 8&. does not specify procedure for
urgent amendments and does not distinguish betwebstantial and non-substantial
amendments. However, the standard operation proe€8®P) No. 4 of the National EC
describes accelerated procedure for ethical evatuat certain types of amendments. It is
used for example, in the following cases:
1. Change of the principle investigator;
2. Introduction of additional patient materials: baetkl diaries etc.;
3. Inclusion of new study site or change in the nundfgratients;
4. Extension of study duration;

A decision on whether the accelerated procedurebeaapplied is made by the National
EC on case by case basis. During the accelerateggure evaluation is performed by the
Working Group of the EC, which consists of a chamor its deputy and 5 EC members.
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Opinion is adopted by the unanimous vote. Whereastl one member of the Working
Group does not agree with the proposed amendniengualuation is carried out through

the regular review procedure.

2.2.3 Declaration of the end of the trial

The sponsor should notify the FSA about the endhef trial, its temporary halt or
premature termination within 5 days. Decision tt tfee trial can be made by the sponsor
or by the head of medical facility concerned. Diecigo prematurely terminate the trial
can be made by the FSA or by the sponsor aftewtiteen notification from the head of
medical facility is obtained. Documents submittedhie FSA, regardless of the nature of
study end, include a list of participated centetsidy description, information on the
principle investigator (name, qualification, exgege in clinical research), status of the
study (ended, prematurely terminated, temporaryetiplwith justification and overall
risk-benefit assessment for the IMP with proposeias. Information about study status
Is posted on the website of the FSA within 5 détexr @ahe notification is obtained.

2.3 Ethical principles in clinical research
2.3.1 Structure of the Ethics Committees and reviewrocedure

There are two types of ECs in Russia:
1. National EC- is organized within the Ministrylééalth and is responsible for carrying
out ethical expertise during the clinical trial apyal procedure;
2. Local ECs — are organized at the medical faeslithigher educational institutions or
research centers accredited to conduct clinicaliessu After the FSA study approval the
applicant submits clinical trial documentation e tocal EC. Approval of the local EC is
not required for the study initiation but is usyalarried out.

The review procedure at the National EC is theofeihg:
1. The National EC receives a request from the FEASNduct ethical evaluation together
with the study documentation: CTP, IB, Patient infation and information on payments
and compensation to study participants.
2. An assessment report is prepared by one of @hm&mbers and is discussed during the
next committee meeting. Based on the received cortanthe member who has prepared
the report formulates the final opinion.

In case of raised questions or unsolved issuegiaioe is postponed until the applicant
provides the response. Re-examination of the dontsmie done by one EC member
(preferably the same as during the first assesgnaandtthe final opinion is issued during
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the next meeting. Re-examination can be conduckedugh accelerated procedure
designed for the review of certain types of amendmeA mandatory requirement in this
case is participation of expert(s) who raised dqae&) during the initial assessment. A
decision on whether the documents for re-examinat@oe eligible for accelerated
procedure is made by the Working Group of the NetidEC. The National EC has to
submit its opinion to the FSA within 30 days afteceiving a request.

National EC meeting is considered valid when astl@ahalf of the members is present.
When necessary, the sponsor or investigator canvited to the ethical review procedure
in order to provide additional information on argpact of the study. However, they do
not participate in the discussion or voting. Theidtal EC may request participation of
external experts when additional expertise to asdes CTA is needed. A list of national
EC members, meeting schedule and current activatiepublished on the website of the
Ministry of Health.

Local ECs assist the applicant in the developménth® CTP and monitor the study
conduct in the respective medical facility. In parar, local ECs ensure compliance to
the CTP, timely notification of amendments and aslwesvents and protection of study
subjects. Local ECs closely cooperate with the dvaii EC and inform the latter about

infringements or violations of regulatory and e#tiprinciples at the study sites.

2.3.2 Clinical research in vulnerable populations

Clinical trials in Russia can not be conducted on:

1. Orphans and children left without parental care;

2. Pregnant or breast-feeding women, except whefottowing conditions are met:

- The IMP is being developed for use in pregnanf@nbreastfeeding women;

- There is no other way to obtain the necessaogrimétion except clinical study;

- All necessary measures are taken to eliminateiskdor woman, fetus or child;

3. Armed forces personnel, except of the IMP bailegeloped for use in hostilities,
emergency situations, prophylaxis or treatmentiséakes emerged due to the chemical,
biological factors and radiation.

4. Personnel of law enforcement agencies;

5. Persons in detention;

6. Adults incapable to give informed consent;

Incapacitated adults with mental diseases can daded in the clinical study when the
IMP is developed for treatment of mental diseasBlse agreement of the legal

representative is mandatory.
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2.4 Customs regulations on IMP and human biologicahaterial

Russia, Belarus and Kazakhstan have establislgdgle customs union regulated by
single legislation. According to the Position or timport of the medicinal products and
pharmaceutical substances on the territory of tbhetomns union of 1 Dec 2009,
unauthorized medicinal products and pharmaceusichstances can be imported on the
territory of the customs union for the purpose lnfical research. Permission from the
competent authority of the concerned country isiireql.

In January 2010 a Resolution No. 132 on a singtegandf regulation of customs union
of Belarus, Kazakhstan and Russia has enteredarte. It states that medicinal products,
pharmaceutical substances, human organs and tidsoesl and its components can be
imported and exported on/from the territory of thestoms union only under the license
from the competent authority. This resolution hoaredoes not hold true for human
biological material obtained during the clinicalidies. According to the Article 3 of the
Position on the import and export of the human wsgand/or tissues, blood and its
components in the territory of the customs uniold @ec 2009, export and import of the
human biological materials intended for diagnosiied scientific purposes or obtained
during the biomedical studies requires a permissibithe competent authority of the
country concerned and not a license.

In Russia customs requirements to the IMP and huon@ogical material are reflected
in the Articles 40 and 47 of the Drug Law No. 6an$ling of human biological material
(e.g. body fluids, tissue, waste products, etcinduclinical study can be done for the
purpose of its examination in or outside of Rus§le competent authority issuing import
and export permissions for unauthorized medicinaddpcts and human biological
material for the purposes of clinical research ssRIravnadzor. Requirements to the
import and export of unauthorized medicinal produare described in the Regulation No.
438 of 16 Jul 2005. Import permission is issueddwery new product batch; required
documentation includes application form with thécakation of the amount needed with
the reference to the CTP. Import permission isadswithin 3-5 working days. Article 64
of the Drug Law No. 61 lays down the labeling regomients for medicinal products
including those to be used in clinical studies. tAtesment “For use in clinical trials”
should be put on both primary and secondary packagganizations that can import
unauthorized medicinal products include: foreignnaofacturers of the IMP or other
authorized juridical bodies, national research oiztions, higher educational institutions
and national manufacturers of the IMP. Documentbe@rovided to the customs at the

entry point include copy of clinical study approv@m the competent authority, copies of
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the IMP quality documentation from the manufactunecluding the manufacturing
authorization and import permission from the Roardadzor issued for each batch of the
imported IMP. Export of the medicinal products ed without regulatory restrictions.

To obtain export permission for human biologicaltenial the applicant submits to the
Roszdravnadzor an application form, descriptionnténded tests with the references to
the CTP and to the laboratory reports.

In Kazakhstan import and export requirements fer P are stated in the Articles 80
and 81 of the Code and in the Order No. 710 onlatign of import and export of
medicinal products and medical devices of 16 No®WR0The competent authority
responsible for issuing permissions is the Commitb@ Supervision of Medical and
Pharmaceutical Practice within the Ministry of HbalDocuments required to issue
permission include application form, copy of steggistration as a physical or juridical
body, copy of invoice in Russian and in nationalglaage, copy of clinical study approval
and the IMP quality documentation. Importation t@ndone by manufacturers registered
in Kazakhstan, research organizations and labaesatoby foreign manufacturers, their
subsidiaries or their authorized physical or coap®rbody for the purposes of clinical
study. Requirements to the documentation necedsambtain export permission for
human biological material in Kazakhstan have netnbeund in the reviewed legislation.

In Belarus competent authority responsible for isguimport permissions for
unauthorized medicinal products and human bioldgeaterial to be used in clinical
research is the Center of Expertise and Examinatidtiealthcare within the Ministry of
Health. Requirements to import and export of th& I&de laid down in the Regulation No.
1397 on movement of the specific types of the gabdsugh the customs of Belarus of 23
Sep 2008. Documents required for import permissictude application form (with trade
name and INN, manufacturer, manufacturing counptyarmaceutical form, importing
amounts and purpose of import stated), copy of ioevar import agreement with
specifications, copy of clinical study approvak iMP quality documentation. Documents
submitted in foreign languages have to be trarnslaier in Russian or Byelorussian and
translation has to be notarized. Permission iei$suithin 20 days.

Customs requirements to human biological materall@d down in the Resolution of
the Council of Ministers of Belarus No. 1397 of 38pt 2008. Documents required for
export permission are application form, import pegion from the competent authority of
importing country (except of international multiten clinical studies), copy of the
contract (except of human blood and its componestd in international multicenter

clinical studies) and copy of contract specificati®ermission is issued within one day
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and is valid 6 months for human organs and/or éissblood and its components; for
international multicenter clinical studies expogtqmission for blood and its components is

valid during the complete study duration.

CHAPTER 3: CLINICAL RESEARCH IN BELARUS

3.1 Overview of major national legislation in clintal research

Clinical Research in Belarus is regulated by tHie¥ang legislative documents:

1. Public Health Law No. 24311 of 18 Jun 1993 with amendments;

2. Drug Law No. 161-3 of 20 Jul 2006 with amendreentdescribed procedures on pre-
clinical and clinical studies, import and exportoédicinal products, lays down rights and
responsibilities of study subjects.

3. The Resolution of Council of Ministers No. 16@i quality control of medicinal
products of 22 Dec 2009;

4. Good Clinical Practice of Belarus approved Isohetion of the Ministry of Health No.
50 of 7 May 2009;

5. The Guideline on Ethics Committee No. 57-00024#Apr 2000 — provides description
of principles and procedures of ECs including clahitrial authorization, review of
amendments, inspections. The guideline lays dovmteod of the Informed consent form,
application form and clinical trial report.

6. The Order of the Ministry of Health No. 88 onaRhacological and Pharmacopoeia
Committees of 18 Mar 1998;

7. The Instruction of the Ministry of Health No.-8804 on accreditation of health
facilities and health specialists to conduct chhistudies of medicinal products and
medical devices of 7 May 2005;

8. The Order of the Ministry of Health No. 274 dwe tNational Bioethics Committee of 17
Apr 2006.

3.2 Main regulatory procedures
3.2.1 Clinical trial authorization
Clinical studies in Belarus can be conducted ferfthlowing purposes:
- To discover or verify clinical effects of the IMP
- To identify adverse events;
- To study absorption, distribution and excretion;
The competent authority responsible for approval smpervision of clinical studies is
the Center of Expertise and Examination in Healdcwithin Ministry of Health
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(hereinafter referred to as the State Center).&'hes two expert agencies responsible for
scientific assessment of the CTA within the Stagéat€r: Pharmacological Committee and
Pharmacopoeia Committee. Responsibilities of Pheotogical Committee relevant for
clinical research include:

- To review pre-clinical data when deciding on readlity of a clinical study;

- To submit proposals to the State Center to condelsotical trials for new
pharmacological substances, new indications foeaaly authorized medicines and
medicines, authorized abroad.

- To review and approve guidelines on clinical stadief new pharmacological
substances, new indications for already authoripedicines and medicines authorized
abroad,;.

- To conduct expert review of national guidelinespog+ and clinical studies;
Responsibilities of the Pharmacopoeia Committesvegit for clinical research include:

- To review regulatory documentation on quality ofdieceal products intended for use in
clinical studies and for registration;

- To conduct expert appraisal of dossier documemtatib foreign medicinal products
submitted for registration;

The study approval procedure consists of the faligvsteps:

1. The applicant submits the following documentth State Center:

- Application form

-CTP

- 1B

- Informed consent form

- Patients information

- Certificate of Analysis of the IMP

- GMP certificate

- List of the study sites

- Draft contract with health facility

- Health insurance contracts of study subjects

- Payment of administrative fee

2. The State Center forwards submitted documentsthi® Pharmacologic and
Pharmacopoeia Committees for scientific evaluation

3. In parallel the principle investigator submhe following documents to the local EC:

- Application form

-CTP
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- 1B

- Informed consent form

- Patient information

- Advertisements for subjects’ recruitment

- Diaries, questionnaires for study subjects, fdlejable

- Compensation to study subjects, if applicable

- Resumes of investigators (only after explicituest from the EC)

- Copies of previous EC opinions, if applicable

- Additional documents that may facilitate reviemgedure

Submitted documents go through either standardd@®) or accelerated (one week)
ethical review procedure.

4. Opinion of the local EC is sent to the applicaithin 5 days for standard procedure or
within two weeks for accelerated procedure.

5. The applicant submits result of ethical evaluato the State Center.

6. When scientific and ethical evaluations are tpasithe Chairmen of Pharmacological

committee approves the CTA and study can be iadiat

3.2.2 Notification of amendments

Requirements to the submission and review proceloyithe competent authority have
not been identified in the reviewed legislationheTGuideline on Ethics Committee No.
57-0004 of 24 Apr 2000 states that ethical revidwminor amendments to the study
protocol can be done through accelerated procediror amendments are defined as
those that do not increase risk for study subjetsjot infringe upon subjects’ rights and

upon the principle of confidentiality.

3.2.3 Declaration of the end of the trial
Notification of the study end of is submitted b timvestigator to the State Center, the
EC concerned and to the administration of the hefaitility only in case of premature

termination or temporary halt of the study.

3.3 Ethical principles in clinical research
3.3.1 Structure of Ethics Committees and review prcedure

Ethical evaluation of every CTA in Belarus is ddnethe local EC at the health facility
concerned. The National Bioethics Committee esthbtl in 2006 has a status of advisory

body. Its responsibilities include providing traigi in bioethics, developing legislative
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initiatives, facilitating international cooperatioSince the National Bioethics Committee
is not directly involved in clinical study authosition and monitoring, we will focus on the
structure and procedures of the local committed&eiarus.
Main purposes of ethical evaluation of the CTA are:
1. To assess risk-benefit ratio for study subjaats society;
2. To ensure that study subjects fully understaatdine of a study and are able to make
informed decision regarding their participation;
3. To ensure confidentiality and sanctity of thedgtsubjects’ private life;
4. To ascertain that selection of study subjectmisased;
5. To confirm that safety of study subjects hambm@nsidered during the development of
the CTP;
6. To evaluate financial aspects of the study, mam@mpensations to study subjects (if
applicable) to avoid financial incentive in pantation;

According to the procedural guidance on Ethics Cdiees, informed consent of the
study subjects is not required when:
1. A person is in the life-threatening conditioh,c@mnventional therapeutic methods have
no effect or their efficacy is not proven and arema amount of available information,
including data from randomized placebo-controlledlg, is sufficient to estimate safety
and efficacy of planning intervention.
2. It is impossible to obtain an informed consesttduse:
- Study subject is not able to give an informedsamm due to their clinical condition, or
- Clinical study intervention must be assigned befibis possible to obtain an agreement
of subject’s close relative/legal representative, o
- It is not possible to determine in advance wheéhstudy subject meets inclusion criteria
of the study.
3. A participation in the study will possibly prola direct health benefit, because:
- Study subject has a life-threatening conditicat tiequires medical intervention, and
- All necessary pre-clinical studies have been ootetl and obtained information and
other supporting data confirm that planning inteti@ will bring direct benefit to study
subject, and
- Risk attributed to the participation in a studyustified, considering clinical condition of
study subject, risk and benefit of conventionakdpeutic methods (if they exist) for the
well-being of study subject as well as risk andddgrof planning intervention.

The EC may abolish informed consent procedure donesor all study subjects, if it
decides that:
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1. Informed consent form is the only documentargficmation of participation in the
study and the main risk for study subject liesh@ breach of anonymity. In this case every
participant should be asked whether he/she warltete a documentary confirmation of
participation in the study and his/her reply shasgdve as a guide for action.

2. Clinical study includes minimum risk for parpeints and does not contain any
procedure that usually requires informed consent.

If informed consent procedure is abolished, the r&&y still request the investigator to
provide information about clinical study to the gi@pants in the written form.

There are two ethical review procedures in platandard and accelerated procedure.
Decision on which procedure applies is made byctierman on the case by case basis
after the CTA submission. When the CTA goes throstgindard procedure, the chairman
determines the date of the meeting, which shoulddbdater than 30 days after the receipt
of the application. The EC provides its opiniorthie investigator within 5 days after the
meeting; EC opinion can be one of the following:

- approval of the CTA,;
- request to introduce amendments to the CTP;
- rejection of the CTA;

In case of a positive decision the EC determines dbration of issued approval,
frequency of study documents revision, date of tlext inspection and specifies
investigator’s responsibilities (e.g. notificatioh amendments, notification of the end of
the study, submission of study results or decisafngther EC). By minor amendments or
when document(s) of minor importance are requesteel, EC may delegate a final
approval of the CTA to the chairman. In this caspraval is issued after amendments are
introduced or required documents are submittechbyrtvestigator; the EC not allowed to
issue preliminary approvals. If the investigatoresionot agree with the EC decision or
required amendments, he can appeal to the StateerCenrequest the EC to appoint
independent adjudicators or submit such requeastieteompetent authorities.

Accelerated procedure is designed to spare timeesulirces of the EC and to facilitate
the beginning of the clinical study. This proceduas be applied to a limited number of
studies and its unjustified implementation is dation of ethical principles. The purpose
of accelerated review is to make sure that stuttyests undergo a minimum risk and that
the study does not exceed limits set by acceleacedure.

Examples of the studies that impose a minimal oiskhe health of study subjects and
therefore eligible for accelerated procedure avergin the guideline on Ethics Committee
and include the following:
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- Hair and nails sampling if it does not impair ap@ae of study subjects;

- Collection of primary teeth and temporary teethtrated according to the medical
indication;

- Sampling of physiological discharges of human bodyuding sweat, saliva, placenta
obtained during delivery; amniotic fluid obtainey tupture of amniotic fluid sac before
or during delivery;

- Collection of data from the subjects not youndwaant 18 years old with the help of
noninvasive methods used in clinical practice, sashweighing, electrocardiography,
electroencephalography, thermography, diagnostlosamopy, electroretinography and
physical sensors, applied on the body surface eratipg on the distance. X-ray methods
and ultra short wave radiation exposure are ngtid for accelerated procedure.

- Venous blood sampling (not more than 450 ml) froealthy volunteers not younger
than 18 years old, except pregnant women. Bloodpbagshould be done with the
maximum frequency of twice a week and no longen fioa 8 weeks.

- Collection of dental deposit und dental tartar, ahhis in line with generally used
methods of prophylaxis;

- Medium physical activity for healthy volunteers;

- Secondary data analysis (medical documentationtmmwgem specimen, diagnostic
specimen);

- Study of human behavior, both individual and in thacial medium, or study of
personality features such as perception, cognébikty, tests, and games — provided that
investigator does not influence the study subjectny way and participation in the study
IS not stressful.

- Non experimental studies of pharmaceutical prodorctaedical devices;

- Voice recording for research purposes, e.g. stidpeech defects;

Accelerated procedure is carried out within onekwveigher by the chairman or by one
of the experienced members of the EC. Positive sd@tiis communicated to the
investigator in the written form within two weels. case of negative decision or when
amendments to submitted documentation are requhmed;TA goes through the standard
procedure.

Local EC usually consists of 5 to 12 members inclganedical specialists experienced
in clinical research and members with the expertiséside of medicine and natural
sciences. Decision on the CTA can be made ontlggrpresence of minimum two thirds
of the EC members with constituent including atsteane non-scientist. Decision is
adopted either unanimously or by majority of theego In the latter case opinion of the
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minority voters is documented and communicatedponsor and investigator together
with the adopted decision.

Belarus legislation implies close communicationwssn sponsor and the EC during
study conduct. In Procedural Guideline on Ethiosn@ittee No. 57-0004 it is stated that
review of clinical study documentation and constassessment of risk-benefit ratio
during the study conduct is as important as thgalnstudy approval. Into consideration
are taken not only intermediate results from onéiqadar study, but also data obtained
from other clinical studies on the same IMP.

Methods of ethical supervision of the study inclddke following:

1. Review of investigators’ reports. Frequency of méipg is determined by the EC and
stated in the initial study approval. Investigataeports should include the following
information:

- Recruitment rate;

- Information on adverse drug events and adverser@amiions;

- Exclusion of the subjects from the study and tlesoes for it;

- Protocol amendments;

- New data on the IMP safety profile;

- Detected or anticipated problems with regard tostiney conduct;

Investigator shall immediately submit reports tae tBC regarding any changes or
incidents, which may influence study performance arcrease risk for study subjects,
such as:

- Protocol amendments;

- Urgent measures taken to eliminate immediate daogstudy subjects;

- Adverse and unexpected drug reactions identifiethduhe trial;

- New data that may affect safety of trial subjectstady performance;

2. Inspection: the EC reviews clinical study documgata annually or more often,
depending on the risk level for study subjects. ERereview procedure is the following:
The EC members or third party experts, appointedthey EC chairman, inform the
investigator about date and time of inspection &yp of the documents for review.
During inspection the investigator provides alluested documents and allows access to
primary medical documentation on study subjects.

Reviewers evaluate the following aspects:

1. whether current risk-benefit ratio corresponds igk-benefit ratio estimated in the
CTA,;
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2. whether any adverse or unexpected drug events lieare registered during the study
and whether they have been reported to the EC;

3. whether protocol amendments have been introducddifayes, whether they have
been approved by the EC and properly documented,;

4. whether serious accidents have been registeredgitine study;

5. whether new data on the IMP safety are availabtevamether it were reported to the
EC,

6. whether Informed consent form has been amended, ifaiyes, whether it was
approved by the EC;

7. whether informed consent procedure is carried otih \wompliance to regulatory
requirements; to control this, reviewers shouldradt the informed consent procedure.

Reviewers provide written report to the EC chairrtgether with recommendations on
prolongation, suspension or termination of the wtuithin one week after report is
submitted EC issues one of the following opinions:

- to prolong the study approval;
- to suspend the study approval;
- to withdraw the approval;

If during the EC meeting minor critical comments anade, investigator should resolve
them within the certain period determined by the; Bffer that study approval can be
prolonged. The EC determines effective period efriew approval and date of the next
inspection. When study approval is suspended ohdmaivn, the EC informs the
investigator and competent authorities about itssien. In case the EC does not come to
the decision and the period of initial study apalas expired, the investigator should stop
the study until the decision is made. When repsrteviewed through the accelerated

procedure, the EC chairman can prolong study agptomself.

3.3.2 Clinical research in vulnerable populations

Clinical studies in Belarus can not be performed on

1. Pregnant women, unless the IMP is developed onlyge in pregnant women or the
study purpose is to optimize dosing or treatmegimmen in pregnant women, and when
required information can be obtained only throughirical study and there is no risk for
woman and fetus.

2. Children, unless the IMP is developed to be usgubidiatric population or when the
purpose of the study is to optimize dosing or trestit regimen in paediatric population.

3. Orphans and children left without parental care;

21



Armed forces personnel,
Persons kept in detention;
Adults incapable to give informed consent;

N o o bk

Persons suffering from mental derangement and bemgompulsory treatment in
psychiatric facilities;

When clinical study is to be performed on vulnegapbpulations, the EC invites to the
review procedure one or more specialists who arelita with this population group and
have experience of working with them. They becoeregorary members of the EC and

pOSsess constituent power.

3.4 Customs regulations of IMP and human biologicamaterial
See Chapter 2, section 2.4

CHAPTER 4: CLINICAL RESEARCH IN MOLDOVA

4.1 Overview of major national legislation in clincal research

Clinical research in Moldova is regulated by thikofeing legislative documents:

1. The Drug Law No. 1409 -XIII of 17 Dec 1997 wilmendments — determines main
principles of the CTA approval procedure, protectod study subjects and role of expert
commissions in clinical research. The Drug Law aisoludes provisions on drug
registration, manufacture, quality assurance, iagelnd promotion.

2. The Law No. 1456-XII on pharmaceutical pract¢€5 May 1993 with amendments —
provides definition of pharmaceutical practice, rappl and registration procedure,
registration dossier, medicinal product and drugalityy describes principles of
pharmacovigilance, lays down requirements to thpomnand export of pharmaceutical
products.

3. The Law No. 552-XV on accreditation in healtlecaystem of 18 Oct 2001 — provides
definition and main principles of accreditation pedure for healthcare facilities carrying
out clinical research, lays down requirements #rttaterial and technical basis, personnel
and documentation management. It defines competarthorities carrying out
accreditation: National Council and Expert comnuasi — and describes their
responsibilities.

4. The Law No. 263-XVI on the rights and resporigibs of the patient of 27 Oct 2005 —
gives definitions of medical intervention, patietgégal representative, close relative,
informed consent, clinical study, medical inforneatiand medical error. It describes rights

and responsibilities of the patient, such as atrigHree medical care, health insurance,
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respectful and humane attitude of health persoattellt also describes cases when the
rights of the patient can be restricted, e.g. byntady sick patients, or mandatory
hospitalization and quarantine of patients withtagous infectious diseases. Finally the
law stipulates procedures to ensure confidentiatitymedical information, informed
consent and voluntary refusal of medical treatmenbtection of the patients’ rights
judicially and extra judicially (through healthcairestitutions, patient organizations, and
insurance companies).

5. The Law No. 264-XVI on medical profession of @¢t 2005 — defines scope of
medical practice in Moldova, namely medical treatmg@romotion of healthy lifestyle,
carrying out of preventive activities, teaching mmedical institutions, constant
improvement of medical skills and knowledge. loatlescribes rights and responsibilities
of physician, conditions and professions incompatitvith medical profession (e.g.
pharmaceutical practice), stipulates principle wflanity, respect to every individual and
principle of confidentiality. Finally the law defs roles of professional organizations and
procedures protecting rights of physician.

6. Resolution of the Parliament No. 1352 on puptiicy on medicines of 03 Oct 2002;

7. The Order of the Ministry of Health No. 10 omdact of clinical studies in Moldova of
14 Jan 2001 with amendments - lays down clinic&l tapproval procedure and
procedures for study supervision. The order specithe following types of clinical
studies:

- Study on investigation of safety and pharmacdigfigharmacodynamic profile of an
active substance — phases |, Il and lll;

- Study on investigation of efficacy, safety anddgjuivalence of medicinal products not
registered in Moldova (originals and generics) ag@s |, II, 1l and 1V;

- Bioequivalence studies of generic products — @hds

- Clinical studies on registered medicinal produnigestigating new indications, dosage
regimen, new drug combinations, route of adminigtra new patient populations —
phases Il and III;

- Multicenter clinical studies;

8. Good Clinical Practice of Moldova;

9. The Order of the Ministry of Health No. p4812 on National Ethics Committee of 9
Jul 2002;

10. The Order of the Parliament No. 10 on Stater&llence in Public Health of 3 Feb
2009;
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11. The Law No. 185-XV on reproductive health aadily planning of 24 May 2001
with amendments — defines reproductive healthjtno itnsemination and family planning.
It stipulates the reproductive rights of the people

- right to reproductive health services and farpignning services;

- right to in vitro insemination, etc.

It also describes national strategy and publictheattivities in reproductive health, such
as support of scientific research in reproductigalth, development of national legislation

etc.

4.2 Main regulatory procedures
4.2.1 Clinical trial authorization
Purposes of clinical research in Moldova are rédlédn the classification of clinical
studies. The competent authority responsible fgr@aml and supervision of clinical
studies is the Drug Agency within the Ministry ofe&lth and Social Protection
(hereinafter referred to as the Drug Agency). Tiael\s approval procedure consists of the
following steps:
1. Applicant submits the CTA to the Drug Agencyfdé&ence to the documents required
for the competent authority has not been foundhénreviewed legislation.
2. In parallel the applicant submits the followthgcuments to the National EC:
- Application form
- CTP and its synopsis
- 1B
- Informed consent form
- Patient information
- Resume of investigator(s)
- Description of recruitment methods
- Information on compensations for study subjetspplicable)
- Insurance of study subjects
- Case Report form, diaries, and questionnaires
- Decisions from other EC, if applicable
- Statement on absence of personal interests e$tigators in the outcome of the study
3. The EC submits the outcome of ethical evaluataime Drug Agency.
4. Drug Agency approves the CTA when the followwogditions are fulfilled:
- Positive safety and efficacy profile based on #mults of pre-clinical studies
- Positive risk-benefit ratio
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- Positive opinion of the EC
5. Drug Agency submits its decision on the CTA tee tMinistry of Health for

authorization

4.2.2 Notification of amendments

During the study conduct the investigator submiteadments to the study protocol and
to the patient information to the National EC fqpeoval. After review of submitted
documents the EC decides on adoption or rejectipmoposed amendments and measures

to be taken to ensure safety of study participants.

4.2.3 Declaration of the end of the trial

There is no stipulated procedure on how the entthetrial is declared in the Moldavian
legislation. However, the order No. 10 of 14 Ja@R2@tates that Ministry of Health or
another competent authority should stop a clirstadly when:

1. There is a danger for life or well-being of stusdibject;

2. Ethical norms are violated,;

3. Positive effect of the IMP is absent or insuéfitt;

4.3 Ethical principles in clinical research
4.3.1 Structure of Ethics Committees and review proedure

Establishment of the ECs in Moldova began in 20@8 foundation of the National EC
within the Ministry of Health. From 2006 healthdaeducational facilities active in
clinical research began to organize their own EGisrently there are the following types
of ECs in Moldova:
1. National EC within the Ministry of Health — ressible for ethical evaluation of all
clinical trial applications
2. Regional ECs
3. Local ECs within health facilities and higheuedtional institutions — participate in the
development of study protocols and study supemisiaocal and regional ECs provide
consultations to pharmaceutical companies and peréppraisal of ethical questions in
clinical research. They are responsible for enguciompliance of study sites to the GCP
principles.
Ethical evaluation of the CTA by the National ECbased on the review of the following

aspects:
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- Compliance of the CTP to study aims and objestiyestification of the risk level for
study participants

- Investigators qualification; requirements to theestigator are the following: higher
education, sufficient professional experience imichl research, sufficient research
experience confirmed by publications and other duanis.

- Suitability of chosen study site, notably techniaadl personnel resources, capacity to
recruit necessary amount of patients and proviéej@ate medical care in case of adverse

drug effects and other complications;

Recruitment procedure;

Insurance provisions;
- Content of Patient information;
- Informed consent procedure;

After evaluation of submitted application the EGnign can be one of the following:

approval of the CTA;

request to introduce amendments to the submittedrdentation;
rejection of the CTA,

cancellation of the earlier adopted decisions.

4.3.2 Clinical research in vulnerable populations

Moldavian legislation provides very general recomdaions on conduct of clinical
studies in vulnerable populations. The Drug Law Nd09-XIll states that research in
children and people incapable to consent can be ddwen informed consent of their legal
representatives or close relatives is obtained. [&ae No. 263-XVI on the rights and
responsibilities of the patient stipulates thamickl study on people unable to consent can
be carried out only if it pursues the interestshaf patient and informed consent of their
close relatives or legal representatives is obthine

Close relative is defined as a person being in atgnelations with patient (parents,
brother or sister, grandfather and grandmothemisrspouse and who kept the closest
contact with the patient for the last years or agointed by the patient, when he/she was
still legally capable, to speak on his behallf.

Legal representative is defined as a person wempowered by law to speak on behalf
of the patient when the latter is considered filigapable or his/her capacity is limited.
However even when only an agreement of legal reptasives is required, patients still

get involved in the decision making process to phssible extend depending on their
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level of capacity. It was not possible to identi§guirements to the clinical research on

other vulnerable groups e.g. on children or pregnemmen in Moldavian legislation.

4.4 Customs regulations of IMP and human biologicainaterial

Import permission for non-authorized medicinal proid for the purpose of clinical
research is issued by the Drug Agency. Documetsined for submission include study
approval, information on the IMP (quality documeima, manufacturer), and CTP
synopsis.

Export requirements for human biological mater@l the purpose of clinical research
have not been identified in the reviewed legislatidhe law No. 1456-XIl states that
written agreement from the patient is requiredsimmpling, storage and use of all types of
biological material. Written agreement is also negpl when the biological material is

used for diagnosis or treatment of disease.

CHAPTER 5: CLINICAL RESEARCH IN KAZAKHSTAN

5.1 Overview of major national legislation in clincal research

1. In the last three years healthcare legislationKazakhstan underwent substantial
changes. In November 2009 a comprehensive CodeubficPHealth and Healthcare
system of Kazakhstan (hereinafter referred to as@bde) has entered into force and
amended 11 legislative documents including 7 relevar clinical research. The Code
harmonizes national regulations in public healtid aeduces subordinate legislative
documents.t lays down definition and purposes of pre-clihi@ad clinical studies,
determines rights and responsibilities of the pétieegulates principles of importation
and exportation of the IMP and human biological eniat and introduces a concept of
orphans drugs and diseases.

2. The Order of the Ministry of Health No. 442 oonduct of medico-biological
experiments, pre-clinical and clinical studies iazidkhstan of 25 Jul 2007 — lays down
main ethical principles of pre-clinical and clinligasearch. It strengthens the role of the
ECs and brings national legislation in line witle ihternational standards. The order gives
special attention to the protection of study pg#ots by stipulating the content of the
Informed consent form, recruiting procedure, resahties of the investigator. It defines
population groups that can not be included intocthrecal study.

3. Instruction on conduct of clinical studies amdf@als on pharmacologic substances and
pharmaceuticals adopted by the Order of the MisfrHealth No. 53 of 14 Feb 2005
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(hereinafter referred to as the Instruction) — gidefinitions of the study phases (I-1V)
and sets up the following classification of thedsds:

- Full-scale clinical studies (phase I-1V);

- Pilot studies (on the limited number of patients)

- Bioavailability/bioequivalence studies;

- Multicenter clinical studies;

- International multicenter clinical studies;

The Instruction describes regulatory procedurescfanical trials: approval procedure,
notification of amendments, reporting of adversenésy and declaration of the end of the
trial. Structure and content of the CTA, CTP, IBformed consent form, adverse event
notification form, and clinical trial report areguided in the annexes to the Instruction.
Finally, the Instruction lays down responsibilit@sthe sponsor:

- Timely delivery of the IMP to the investigator(s)

- Maintenance of documents on delivery, receigtriiution, return and utilization of the
IMP;

- Development of procedures on withdrawal of théPlIom the study (e.g. by defective
batch, expiry of shelf-life);

- Insurance of stability of the IMP during the spumbnduct.

In addition for multicenter clinical studies theosisor must ensure that:

- All investigators refer to the single CTP, signey the sponsor and approved by the
competent authority;

- Format of the Case Report form allows entranceamfessary data at all study sites by
multicenter studies;

- Responsibilities of the investigator are defirmad stipulated in the clinical study
documentation before the study initiation;

- All investigators receive instructions on singlealuation parameters of clinical and
laboratory data, on adherence to the CTP and caoimplef case report forms.

4. Instruction on monitoring of adverse drug eveadspted by the Order of the Ministry
of Health No. 52 of 14 Feb 2005 — defines proceslune reporting and monitoring of
adverse event of already approved medicinal pred@aharmacovigilance system). It
includes the following definitions:

- Additional pre-/clinical study — is a study comded to identify or confirm any hazardous
characteristics of medicinal product during its imatuse.

- Monitoring of adverse events — activities aimtngdetect, evaluate, analyze and handle
adverse events of medicinal products.
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5. The Order No. 425 on Central EC of 30 Jul 200&ys down goals, rights and

responsibilities of the Central EC, its structunel @rocedures.

6. The Order No. 304 on establishment of orphamgidist of 10 Jun 2009 — defines
criteria on inclusion of medicinal products in thighan drugs list, documents required for

application, and review procedure.

5.2 Main regulatory procedures

5.2.1 Clinical trial authorization

Clinical studies in Kazakhstan can be conductedherfollowing purposes:

1. Upon decision of the competent authority to wbitaformation on safety and efficacy
of the medicinal product. For example, during regison of a new medicinal product
competent authority may request additional clinstaidies when provided evidence on
safety and efficacy is not solid.

2. Development of innovative medicinal productsdoynestic manufacturers;

3. Development of a new indication, pharmaceutfoain, dosage regimen or route of
administration for already authorized product;

4. Development of medicinal product within inteinatl multicenter clinical studies.

The competent authority responsible for approval supervision of clinical studies is the
National Center on Expertise of Medicinal Produbtedical Devices (hereinafter referred
to as the National Center). The study approvalgutace consists of the following steps:
1. Pre-assessment phase: the applicant submiteltb&ing documents to the National
Center:

- Application form

- Certificate of Product Origin

- Documents on quality, manufacture and contrahefIMP

- Certificate of Analysis of the IMP from the Pharoopoeia Center, except the following
cases:

a. IMP is an innovative product developed by domesanufacturer

b. Clinical study under review is a part of interaaal multicenter study

- CTP signed by the sponsor and investigator

- IB and IMP Information leaflet for specialists

- Informed consent form

- Patient information

- Case Report form (when applicable)
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- Resume of the investigator (most current versammg/or other documents, confirming
his/her qualification
- Payment of administrative fee

The National Center evaluates completeness andaycof documentation within 30
days and informs the applicant whether he can pbedth ethical review. During pre-
assessment phase the National Center may requiibaal information on the clinical
study. The applicant has 90 days to submit reqdekteuments or may ask for extension
of this period. Time required for the preparatidrttee documents is not included in 30-
days pre-assessment phase. If the applicant taifgdvide requested documents within
the given timeframe, the CTA is considered invalndl is withdrawn from the review.
2. After positive outcome of pre-assessment phageapplicant submits the CTA to the
Ethics Committee; ethical evaluation is conductethee by the Central EC (for
international multicenter clinical trials) or byetthocal EC at the health facility concerned.
Application submitted to the EC includes:
- Application form
- Positive decision of the National Center
-CTP
- 1B
- Informed consent form
- Patient information leaflet
- Advertisements to be used for recruitment of gtparticipants (if applicable)
- Available safety information on the IMP
- Health insurance of the study participants. & ttudy is performed based on the
international contract, international insuranceursgments apply.
- Resume of investigator (most current version)/@nather documents, confirming
his/her qualification and knowledge in clinical easch
- Other documents that may be requested by the EC
The Central EC reviews clinical trial documentatisithin 90 days and informs the
applicant about its decision in written form.
3. The applicant submits results of ethical evadmato the National Center. The latter
decides on the scientific rationale of the studythwi 90 days and provides its
recommendations to the Ministry of Health.
5. The Ministry of Health adopts a final decisiantbe CTA within 10 days.
6. After receipt of positive decision from the Mty of Health, the National Center
approves the CTP and informs the applicant thaCth& has been approved.
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5.2.2 Notification of amendments

Procedure for notification of amendments is desctiim the chapter 3 of the Instruction.
It refers to the changes in the CTP and does fiiefreintiate between substantial and non-
substantial amendments. The applicant submits e®&f change to the National Center
and the EC concerned for the review before it amiplemented. Approved amendment
is signed by both the sponsor and investigator aofded as annex to the CTP. When
urgent measures have to be taken to eliminataniheediate hazard for study participants,
the investigator may deviate from the CTP withouompnotification of the sponsor, the
EC and the National Center. However, taken measaes to be later documented and
proper justification provided. Study participantssld be informed about changes to the
CTP; if changes lead to the amendment of the IndokrrConsent form, it should be

provided them for signature.

5.2.3 Declaration of the end of the trial
Declaration of the end of the trial is requiredyofdr the temporally halt and premature
end of the study or some of its stages and is dtdumin parallel to the National Center

and to the EC concerned.

5.3 Ethical principles in clinical research

5.3.1 Structure of Ethics Committees and review prcedure

There are two types of the ECs in Kazakhstan:

1. Central EC - is organized within the Ministrytééalth;

2. Local ECs - are organized within medical fai@$t accredited to conduct clinical
studies;

The Central EC is responsible for ethical evaluatmd supervision of international
multicenter studies; other types of the studiesaggroved and supervised by the local
ECs. The Central EC has controlling function ovee focal ECs: it evaluates their
performance, provides counseling and training ardes as arbitrary in the questions at
issue. The Central EC may request any informatiothe clinical study from the local EC
to ensure safety and rights protection of studyig@pants.

During authorization procedure for international lnmational trials the Central EC
evaluates submitted application within 90 days. €Ract procedure is not described in
the reviewed legislation. However, the order No5 &ipulates that meetings of the
Central EC take place at least once in three moatits are considered valid in the
presence of at least a half of the EC members.sizgris adopted by the open vote. Vote
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of the chairman is considered as decisive in casgual number of positive and negative
votes. The outcome of ethical evaluation can be:

- approval of the CTA,;

- request to introduce amendments to the subndibedmentationfinal decision is issued
after amended documents are submitted to the EC,;

- rejection of the CTA,;

- postponement of the issue of opinion until thetmeeeting in case there are questions to
submitted documentation;

Approval procedure of the local ECs is stipulatgdh® regulations of respective health
facility. Apart of ethical evaluation of the CTAje National and local ECs are responsible
for assessment of adverse events reports, revie@T&f amendments, new versions of
study documents (e.g. Informed consent form, IB) aray request changes to submitted
documents. After study initiation frequency of th@cuments review depends on the risk
level for study subjects but can not be less thantimes per year and for pilot studies at
least once during the study conduct. The local $50a@s recommendations to the National
Center on temporary halt or prematurely terminatibthe study or one of its stages when
there is a direct hazard to life and well-beingstidy subjects, absent or insufficient

efficacy of the IMP or when ethical principles arelated.

5.3.2 Clinical research in vulnerable populations

According to the Order No. 442 clinical studieKiazakhstan can not be conducted on:
1. Children, except of studies when IMP is devetbder use only in paediatric
population. In this case informed consent of paremtiegal representatives is required,;
children who do not have a legal representativencarie included into the study.

2. Pregnant women except the situations when:

- The IMP is developed for use only in pregnant \@am

- There is no other method to obtain required mi@tion other than a clinical study;

- There is no risk for woman and fetus;

3. Armed forces personnel;

4. Persons in detention;

5. Adults incapable to give an informed consentegx of the cases when the IMP is

developed for treatment of mental disorders in @gnsick patients.

5.4 Customs regulations of IMP and human biologicamaterial
See Chapter 2, section 2.4
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CHAPTER 6: SURVEY RESULTS

Feedback from the competent authorities:

Altogether 4 interviews have been conducted with tdpresentatives of the competent
authorities (one per country). None of the respatgle/as able to provide statistical data
on the number of approved studies per year. Belewwl summarize the responses
obtained during the survey:

Question: In cases when sponsor and investigator are two different organizations, who
shall submit an application?

Sponsor (in all four countries)

Question: Based on your experience please identify the most common reasons why CTA
have been rejected.

1. Safety and health insurance provisions for stpasticipants do not meet regulatory
requirements (Belarus).

2. Clinical study does not meet GCP standards quirements of the national legislation
(Kazakhstan).

3. Poor quality of the informed consent form tlaatkis proper communication of risks and
benefits, use of terms and vocabulary understaedabllocal communities, consideration
of cultural perceptions of nature, cause and treatnof certain diseases (in all four
countries).

Question: What regulatory aspects may serve as an attractive point for the industry to
conduct clinical research in your country?

1. Clear regulatory requirements to the sponsor iamdstigator (Kazakhstan, Russia,
Belarus);

2. Quick approval process (Moldova, Belarus);

3. Emerging clinical research market, highly quedif medical specialists, low financial
expenditures on study conduct, health facilitiesl daboratories are well-equipped
(Kazakhstan);

Question: According to your experience are there any areas of improvement in the
regulatory system for clinical research (compare maybe to other countries)?

1. Requirements to the study sites (Belarus, Kastaki);

2. Requirements to provision of health insurancesfody participants (Moldova, Belarus)
3. There are no uniform standards on training ofPG&perts, their accreditation and
accreditation of Ethics Committees (Kazakhstan,ddued);

4. Quality of inspections of study sites and tifieguency is not adequate (Kazakhstan);
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5. Lack of cooperation between local ECs and tfeemal role in clinical research (for all
countries);

Although national systems stipulate active paréitiqgn of the ethics committees in the
ongoing monitoring of a study, they often focusyomh the initial study review and do not
give enough attention to the monitoring of unexpdcadverse events or study subjects
protection in general. More guidance is neededripaver the ethical committees on the
local and regional level and ensure their decisi@king capacity.

6. All respondents share the opinion that althongtional legislations include clear
regulatory provisions and procedures, many of tdemot work in practice and therefore
a strong law enforcement mechanism is needed.

Question: Are there any cultural specialties that you consider to be important for an
international company, wishing to performa clinical study in your country?

1. Pharmaceutical companies have to consider ratiand religious diversity of the
countries. In Kazakhstan, for example, there areertttan 100 nationalities and more than
half of the population practices Islam.

2. It is important that the international pharmamal companies coming to the emerging
markets acknowledge the limited resources espgdralthe health sector of the hosting
country and design the studies avoiding exploitat the local communities but rather
bringing benefits (Belarus, Kazakhstan).

3. Vulnerability of the certain populations hasbi considered by the companies. Since
for some people participation in a clinical studythe only way to get an access to medical
treatment, researchers have to avoid overstatiagbtnefits of the study. Due to the
paternal doctor-patient relations and high authiaritthe physician in these countries, it is
important to ensure that the patient is empoweredntake his own decision about
participation in the study (Moldova, Kazakhstan).

Feedback from the industry representatives:

Overall responses from 6 pharmaceutical compannes 32 CROs operating in the
reviewed countries have been obtained during theeguTheir responses are summarized
below.

Question: Every year, more trials are placed in Eastern Europe. How do you see the
recent development of the clinical research market in above chosen countries, and what
does the future hold?

1. Industry representative acknowledge that Russabig and therefore important clinical
research market. However, in the light of the negquirements introduced by the federal
drug law 61, they express their concerns aboututuge of the clinical research in Russia
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and question the reasonability of certain requir@seAdoption of this law demonstrates
how quickly the regulatory environment may devitem the chosen direction, which
does not allow long-term planning.

2. More efforts from the officials to control coption in Kazakhstan are needed.

3. Due to demographical and other particularitiesiddva is not suitable for large phase
multicenter studies, but offers perfect conditidos small mono-center studies with
limited number of patients. Partly due to the lowniber of clinical studies performed per
year, the approval times are very short comparexthter East European countries. This is
optimal for early development studies that alsmablast long.

Question: Based on your experience, what are the most common reasons for rejection of a
clinical trials application?

1. In Russia and Belarus the most common reasotiedE TA rejection are related to the
study design, e.g. placebo controlled studies Hfieudt to approve. In general, rejections
in Russia are very rare.

Question: Where industry can find information/advice on regulatory requirements and
procedure when they want to submit a trial in one of these countries?

Information comes from the contract partners (CR@®gjompanies own medical offices
in the countries (Russia, Kazakhstan, Belarus).

Question: Based on your experience, are there any requirements for CTA and conduct of a
trial that are laid down in the regulations but are not working smoothly in the practice in
any of these countries?

1. This is usually not the case for Russia and Klagtan; sometimes, new laws are
unclear in the interpretation or are differentl{enpreted.

2. Customs regulations in Moldova and Kazakhstamat always working as defined.
Question: What changes in regulatory system, if any, would you like to see in these
countries in the coming years?

Common desire shared by all the respondents igtieaé countries could “come closer”
to EU legislation and have a bit more reasonabpecageh for customs clearance.
Question: Are there any cultural specialties that you consider to be important for an
international company, wishing to performa clinical study in your country?

Main challenge determined to the large extend leydhtural perceptions in the study
countries is the collection of human biological gés and ethical issues associated with
it. Companies operating in Moldova and Kazakhsi@reltome across cultural beliefs that
hampered the sampling of biological materials, sagh
- Samples are collected for the wrong or hiddempgses;
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- Collecting samples from healthy people attraaissaase;
- If health condition under investigation has naeglbiological samples should not be
collected;

To address the issues specific for a particulaionatcultural sensitivity and cultural
competence become crucial qualities for researchexperience has shown that the
participation of local researchers having closesdia with the community is an essential
factor for the successful study and the best wagnsure that cultural particularities are
taken into consideration during the whole processtady conduct. Ways to overcome
cultural aversion include detailed description bt ttests to be performed with the
samples, sampling procedure and discomfort assaciaith it, confidentiality of the test
results and whether samples will be taken outsidéh@ country and how they will be

stored.

During the survey industry representatives shared the following experience and

recommendations:

Common difficulty for all four countries is logistiaspects associated with delivery and
storage of the study medication in the study dités determined first by the import
requirements, since in all four countries custoswulations are complex and are strictly
adhered to by customs staff. Any issues with thpnsént itself or the accompanying
documentation can result material being held intauas. With the current growth in
temperature-sensitive products and time-sensithipngents, a strategy to avoid these
issues is essential.

In addition to the complicated customs regulatitres countries have poor infrastructure
in comparison with their western counterparts, esflg true for small or remote towns.
A solution to this can be a assistance from lod&lO8 and international organizations
with a strong local presence. As the clinical tmahrkets in these countries grow, the
number of CROs with local knowledge is also inciegsFor multicenter studies it may
be helpful to also identify a local logistics comgawith appropriate pharmaceutical and

clinical trial experience to support the activitedshe CRO.

CHAPTER 7: DISCUSION
Structure of the competent authorities

Belarus, Moldova and Kazakhstan have one compatghority within the Ministry of
Health responsible for scientific evaluation angrapal of the CTA. The new legislation

in Russiaabolishes the role of current national metent authority in the CTA approval
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and divides scientific evaluation and issue of apal between two new authorities: the
Expert Commission and the FSA. The latter will essthe study approval when the
submitted documentation is complete, and will rety the scientific assessment of the
Expert Commission. This might turn the issue oftadg approval into a technical

procedure, since the FSA itself does not perforen@TA evaluation. It is also unclear,
who finally bares the responsibility for approvitige study: federal officials, issuing an
approval or subordinates, carrying out the scienékpertise. The status and position of
the new competent authorities — the FSA and theeExXpommission — is not specified in
the legislation.

Procedural aspects:

The study approval procedure in all four countgesasists of the ethical evaluation by
the EC and scientific evaluation by the competeniarity. Submission to the competent
authority and EC is done either in parallel (BetarMoldova) or sequentially (Russia,
Kazakhstan). The list of the documents requiredstdymission is quite similar with the
largest set of documents focused on the IMP reletidmation. Russia and Kazakhstan
have different document requirements and procedwtglps for the local and
international/post-marketing clinical studies apgtions. Both countries have included
pre-assessment of the submitted application impipeoval procedures.

Duration of the study approval is laid down in tbgislation of Russia and Kazakhstan.
From September 2010 the CTA approval in Russia lellconducted within 7 weeks
which is twice as quick as the current procedurd {leeks on average)Defined
procedural timelines is a favorable regulatory Bion; it increases transparency of the
procedure and allows better planning for comparasswell as for the competent
authorities. In Kazakhstan, however, stipulatedation of each procedural step is very
long and sums up in 33 weeks for a standard preeestumaximum 46 weeks in case the
applicant has to answer questions raised by thepetant authority. Currently Kazakh
legislation has the longest approval procedure gntlo reviewed countries.

In Moldova and Belarus duration of the approvalcedure is not specified in the
legislation. Based on the reports of pharmaceutioahpanies, the study approval takes
about 4 weeks in Moldo¥& and 4-12 weeks in Belarus

From September 2010 foreign companies will havedoduct local clinical studies
except phase | in order to register their productfkussia, unless there is a bilateral
agreement on recognition of clinical studies. Tgrigvision is from many points of view
will most likely become a substantial barrier fegistration of foreign medicinal products

in Russia, at least for the next several years. dtheials, however, comment this
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provision as necessary to ensure the competitigeobshe national medicinal products
over the foreign ones and to consider demographacal other peculiarities of the
population in Russf4 To avoid carrying out local studies when the @osis submitted
for authorization, they recommend pharmaceuticatganies to conduct phase Il and Il
studies in Russia as a part of international mentier study.

The ECs in all four countries have a similar orgational structure and include a
central (national) EC within the Ministry of Healtimd local/regional ECs organized at the
health facilities and higher educational institnso Their composition and operations are
in line with the ICH GCP standards. However, thesEkave different scope of
responsibilities with respect to clinical resear€he Central ECs in Russia and Moldova
approve all clinical studies, in Kazakhstan — omlternational multicenter studies, in
Belarus the Central EC has legislative and advidamgtions and all CTAs are approved
by the local ECs. There are advantages and distaly@s in both centralized and
decentralized system of ethical approval. Cenedlizystem allows better control over
clinical research, uniformity of procedures, cotesisy in adopted decisions, and ability to
deal with complicated issues due to the large egfdin flow and therefore accumulated
experience of assessors. Shift of the responsgsiliin the local ECs, on the other hand,
ensures closer monitoring of the study, allows tidgng and resolving ethical issues
much quicker, and facilitates direct and active oamication with the investigators and
the sponsor. Combination both approaches, whenirtiti@al study approval is done
centrally but the responsibility to ensure comptaro the ethical principles during the
study conduct lies on the local EC seems to ben@btiThis combined approach in ethics
review is clearly defined in Moldavian legislatiohccording to Russian legislation local
committees are also involved in study approval sungervision together with the central
EC, however, in practice they are not duly empodeéceinfluence the adopted decisions
and communication between the local and central$enequires improvemefit

Belarus is the only country where the EC has tvinicat review procedures in place —
standard and accelerated — depending on the typgkeo$tudy. On the one hand it is
definitely an advantage to have an acceleratedegroe for certain types of the clinical
studies that require minimum intervention for thedy subjects. Examples of the studies
eligible for the accelerated ethical review artetisin the Belarus legislation; however, the
list is not exhaustive. Moreover, there are no rafi criteria for the use of accelerated
procedure except of general formulation that thedytsubjects should undergo a
minimum risk. The legislation entrust the chairnodiieC to make a decision on the use of
accelerated procedure, and this provision can patlnbecome a subject of abuse. From
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the regulatory prospective it is preferable to @itefine strict criteria for application of
the accelerated procedure or make an adoption isfdcision a collegiate process.
Ethical review in Russia also has an acceleratedeplure in place, but it applies only to
minor amendments and not to the initial CTA.

Reviewed legislation of all four countries lacksoper description of the regulatory
procedures carried out after the study approvath sas notification of amendments,
submission of progress and final reports, notifcmatof the end of the study. For these
procedures it is not clear to which organizatiortudoents have to be submitted, who
carries the responsibility (e.g. sponsor, investigehead of health facility), what are the
timelines and requirements to the documentatiorth\Mispect to amendments, reviewed
legislations of all countries referred only to &P amendments and did not include any
requirement or definition of CMC or administratieenendments as well as distinction
between substantial and non-substantial.

Requirements to the investigator

The reviewed countries legislation stipulates défg requirements to the investigator.
The toughest one is the Russian legislation: afteption of the Drug Law No. 61 the
investigator should possess 5 years of experiencknical research plus specialization in
the area of the study. For many health facilitiesviil be difficult to fulfil increased
requirements, especially for the rare conditiors;anse there are simply not so many
specialists with 5 years experience (previous gn required 2 years). By excluding
general practitioners from clinical research the fiederal law constrains opening of new
study sites in the regions, where there are nohaoy specialists. It is not clear what has
induced strengthening of the requirements to thestigator, since the quality of data and
study conduct has not been an issue for nationdl iaternational (FDA, EMA)
authoritied. Possible consequences of this provision are diolasion of studies within a
narrow circle of investigators, loose of competitiand increase of study costs. Other
countries formulate the requirements to the ingestr in a general way: sufficient
knowledge and working experience in clinical resbatn practice it means presence of
GCP training certificate issued by the national petent authority or international
organization.

Requirements to the health facility

In all four countries clinical study can be carriedt only in accredited medical
facilities. When compared to the international pc&; accreditation seems to be an
excessive barrier for the clinical research; howgeNeas necessary considering the current

state of the healthcare systems in the region.eraex still a number of medical facilities
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especially in the remote areas that require sutigtaanovation, do not meet international
standards and therefore can not be used as stigdy Aiccreditation therefore confirms
compliance to the GCP standards and adequate cesoavailability of the health facility.
Currently there are 946 accredited health facdiiie Russia, about 50 in Belarus, 26 in
Kazakhstan and their number increases anritrally

Sudies in vulnerable populations

In the assessed countries clinical studies on ophaeople in detention, adults
incapable to give informed consent is prohibitethaiit exceptions. In addition Belarus
requires proper justification for inclusion of patts with incurable diseases, persons in
retirement homes, unemployed or low-income popatagiroups and many more. Ethical
principles on clinical research are compliant te IEH GCP and Helsinki Declaration in
all four legislations.

However, there are substantial differences in tbadiions to clinical studies in
pregnant women between the countries. From thelaegy prospective it seems
impossible to obtain an approval for a clinicaldstlon pregnant women in Kazakhstan
and Belarus. Although in theory they allow clinicstudies of the IMP indicated in
pregnant women when clinical study is the only w@pbtain necessary information, but
they also require a study not to pose any risketasfand woman. This last provision is
not feasible to be fulfilled in practice because ¢l the nature of clinical research it is not
possible to completely exclude any risk for studipjects. With this respect the Russian
legislation does not require a study not to havg ask but requires conducting all
necessary measures to exclude it and thereforeiis realistic to follow. In Moldova no
recommendation on clinical research in pregnant &oin the reviewed legislation has
been identified. In general, provisions on clinicesearch invulnerable populations and
are the toughest in Belarus and softest in Rusberevmentally sick people and armed
forces personnel can be included in the clinicadlgtunder certain conditions.

Types of clinical studies

When comparing study types and classificationsrginethe legislation of the reviewed
countries, substantial differences can be found ahduld be considered by the
international sponsor. Russian legislation distisiges between clinical study,
bioequivalence study, post-marketing study andrmatiional multicenter study. Moldova
and Kazakhstan go further and provide classificatiof clinical studies by phases (I-1V)
and types (pilot, bioequivalence study, full-scstiedy) that are not always consistent with

the international definitions. It should be notéattalthough clinical trials do differ by
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phases, it is not fixed in the law in the interomtl practice due to the relativity of
classification.

None of the countries provides definition and ragpdy procedures for non-
interventional (observational) studies. The onlfemence was found in the procedural
guideline on EC No. 57-0004 of Belarus that stdteg non-experimental studies on
pharmaceutical products and medical devices agebkdi for accelerated ethical review
procedure. With respect to other counties it isalear what regulatory procedures apply

to non-observational studies.

CHAPTER 8: CONCLUSIONS AND RECOMMENDATIONS

Based on the outcome of the survey and analysisatbnal legislations the following
conclusions and recommendations to research coegpamishing to perform clinical
studies in the reviewed countries can be made:

1. All four countries offer enormous growth potahin clinical research. This is true not
only for Russia but also for the countries that@amgently not widely known and explored
by international companies, such as Moldova andcKlagtan.

2. The assessed countries differ on the regulatayirements and definitions, as well as
on the level of detailed elaboration on certainutewpry procedures in the national
legislations. Generalized regulatory approach anaal research is inefficient.

2. The company should consider demographic andlategy particularities when
choosing a country for a particular type of thenickl study (Russia and Kazakhstan
phases I-IV multicenter, large, long-term; Moldowvaphase |, mono-central studies,
Belarus — phase Il mono-central, post-marketing).

3. The company should seek to design studies thataponsive to the health priorities of
the host country when possible. This certainlys@ases the community participation.

4. The company should consider cultural partictiegiwhen setting up a procedure for
informed consent, collection of biospecimen, emguiprivacy and confidentiality of the
subjects.

5. The value of local knowledge in these countt@snot be understated. If it is likely that
a country in which the sponsor has limited expe&gers to be included in the clinical
study, it is important that planning and identifioa of potential issues starts as early as
possible.

6. Complexity of study lofistics is manageable, anitl become less of an issue as the
industry becomes more familiar with operating iesé geographies. In the meantime,
assistance is available from a range of local abternational service providers who have
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already experienced the highs and lows of manat@glinical supply chain in emerging

markets.

7. It is important to consider the requirement émduct local clinical studies in Russia
introduced by the new legislation in clinical deyaent strategy. If the company is going
to seek registration of its product in Russia ie thture, it should include Russia in the
clinical development program, when possible.

8. Since a number of procedures are not clearlgribesl in the law (amendments,
reporting), liaison with the competent authoritissthe best possibility to clarify the

regulatory requireents.

9. In Russia, Belarus and Kazakhstan demonstratge cooperation on different levels
(Russian as an official language, single custorgslations) that can be beneficial for a

multicenter clinical study.

CHAPTER 9: SUMMARY

For the last fifteen years Eastern Europe has beawme of the dynamic and attractive
markets in clinical research. This region offeqseafect solution to the shortage in patient
recruitment and high study costs in the establighadkets such as the US and Western
Europe, which is especially relevant for the phdbsenulti-center studies. Despite of
political, geographical and socio-economical siniles this region is far from being
homogenous. The purpose of this study is to taklser look at Eastern Europe and to
analyze the regulatory requirements for clinicak@ch in four countries: Russia, Belarus,
Moldova and Kazakhstan. The focus of the assessimseput on the clinical study
approval procedure, notification of amendmentsjcstire and procedures of the ethics
committees, requirements to clinical research itnemable populations and customs
regulations on human biological material and medicproducts. In addition, this study
provides the outcome of the survey carried out Wit representatives of competent
authorities and research industry, where they sbyirgons on the regulatory frameworks
and experience in these countries.

The study approval procedure in the reviewed ceesttonsists of the ethical evaluation
by the ethics committee and scientific evaluatigrthee competent authority. Submission
of the application is done either in parallel (Bata Moldova) or sequentially (Russia,
Kazakhstan). Duration of the study approval is @agvn in the legislation of Russia and
Kazakhstan and corresponds to 7 weeks and 33 weskectively. In Moldova and

Belarus duration of the approval procedure is need by the legislation, however
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according to the industry reports Moldova has thertest approval times (4 weeks on
average), and in Belarus it takes from 4 to 12 weelapprove the study.

Ethics Committees (EC) in the reviewed countries@ganized in the similar way and
include central EC within the Ministry of Healthcalocal ECs at the health facilities and
higher educational institutions. Establishment lo¢ tECs has been supported by the
international organizations (WHO, UNESCO). Struetand operations of the ECs are in
line with the ICH GCP standards. Ethical evaluatadrthe study is carried out by the
central EC in Russia and Moldova; in Belarus italerays done by the local EC; in
Kazakhstan the central EC reviews applications dalythe international multicenter
studies. Centralized ethical review system in Ryssioldova and partly in Kazakhstan
allows better control over clinical research, umidy of procedures, consistency in
adopted decisions, and ability to deal with congibd issues due to the large application
flow and therefore accumulated experience of assesShift of the responsibilities on the
local committees, on the other hand, ensures closamitoring of the study, allows
identifying and resolving ethical issues much qaickand facilitates direct and active
communication with the investigators and the spanso

The reviewed legislations differ remarkably in theequirements to the investigator,
studies in vulnerable populations and classificetior definitions of the study types. The
common provision between the countries is the requent to carry out the clinical study
in accredited medical facilities. This regulatosstriction is necessary considering the
current state of the healthcare systems in the evhajion. There are a lot of medical
facilities, especially in the remote areas, thaune substantial renovation, do not meet
international standards and therefore can not kel s study sites. Accreditation,
therefore, confirms compliance of the health fagito the GCP standards and adequate
resources availability. Currently there are 946redited health facilities in Russia, about
50 in Belarus, 26 in Kazakhstan and their numbereases annually.

The reviewed legislations of all four countrieska@roper description of the procedures
carried out after the study approval, such as icatibn of amendments, submission of
progress and final study reports, notification d¥ée@se events and the end of the study. A
number of regulatory concepts are not defined enldgislation: orphan drug (absent in
Moldova, Belarus), observational study (absent auntries), post-marketing study
(absent in Belarus, Kazakhstan, Moldova), substhiatnd non-substantial amendment
(absent in all countries), etc.

In the survey the industry representatives haveitifiled two main challenges for
clinical research true for all countries: customgulations and cultural perceptions to
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clinical research. The best strategy to overcomnesehurdles is to seek assistance form
local and international service providers and tgewer local investigators in order to
gain trust of the communities and overcome cultisslies. Areas of improvements in the
national regulatory systems, identified by the espntatives of the competent authorities,
included poor requirements to health insurancesfady subjects (Moldova, Belarus),
non-harmonized standards on training of investigatand accreditation of the ECs
(Kazakhstan, Moldova) and poor quality of the stsitg inspections (Kazakhstan). All
respondents share the opinion that although ndtlegeslations include clear regulatory
provisions and procedures, many of them do not vimnractice and therefore a strong

law enforcement mechanism is needed.
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Annex 1. Information required by the Competent Authorities for clinical study

approval
Country specific
information Russia Belarus Kazakhstan
International/
Local Post-
marketing
1. General
1.1 | Application form Yes Yes Yes
1.2 | Confirmation of feg Yes Yes Yes Yes
payment
2. Subject related
2.1. | Informed Consent Yes Yes Yes
form
2.2 Patient information Yes Yes Yes Yes
2.3 Case report form Yes
3. Protocol related
3.1 |Clinical trial
protocol Yes Yes Yes Yes
4. IMP related
4.1 Results of pre- Yes Yes
clinical studies
4.2 Information on
clinical studies Optional | Study reports
conducted before (if applicable)
4.3 Samples of the IMP
4.4 Investigators’ Yes Yes Yes Yes
Brochure
4.5 Description of Yes
manufacturing
process
4.6 | Copy of Yes
manufacturing
authorization
4.7 | Certificate of Yes
Pharmaceutical
Product
4.8 Mock ups for Yes
primary and
secondary package
4.9 Information on IMA Yes (only for

composition

international
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trial)
4.10 | Certificate of Yes
Product Origin
4.11 | IMP quality, Yes Yes
manufacture and
control
4.12 | Certificate of Yes A
Analysis
4.13 | IMP Storage and Yes
transport conditions
5. Facilities and staff
related
5.1 | CV of investigators Yes Yes Yes
5.2 List of study sites Yes
5.3 Draft contract with Yes
health facility
6. Finance related
6.1 Compensations to Yes
study subjects, if
applicable
6.2 | Compulsory health Yes Yes Yes
insurance contracts
for study subjects

Kazakhstan:
A: Certificate of Analysis is required except of imational multicenter trials and when IMP
is an innovative product developed by domestic rfearturer
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Annex 2. Information required by the Ethics Committees for clinical study approval

Country specific
information for the
Ethics Committees

Russia

Belarus

Moldova

Kazakhstan

General

Copy of the previous
national Ethics
Committee opinions

Yes

Yes

1.2

Application Form

Yes

Yes

Yes

1.3

Positive outcome of pr¢
assessment phase

D
]

Yes

Subject related

2.1.

Informed consent form

Yes

Yes

Yes

2.2

Patient information

Yes

Yes

Yes

Yes

2.3

Questionnaires, diaries
if applicable

Yes

Yes

2.4

Advertisement
information for subject
recruitment

Yes

Yes

Yes

2.5

Case report form

Yes

Protocol related

3.1

Clinical trial protocol

Yes

Yes

Yes

Yes

IMP related

.| Investigator’s Brochure

Yes

Yes

Yes

Yes

Safety information on
IMP

Yes

Facilities and staff
related

5.1.

Facilities for the trial

5.2.

CV of investigator

Yes

Yes

6.6

Statement on absence
personal interest from
investigator

of

Yes

5.3

Application form of a
principle investigator

Finance related

6.1

Compensations to stud
subjects

y

Yes

Yes

Yes

6.2

Health insurance for
study subjects

Yes

Yes

Yes
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Annex 3: Flowchart on Clinical trial approval procedure in Russia

Applicant submits CTA to
the FSA

!

FSA evaluates its
completeness and issues g
request to conduct scientific

and ethical evaluatic

/ 5 days \

National EC
conducts ethical
evaluation

Expert Commission
conducts scientific
evaluation

30 days 30 days

FSA evaluates received
opinions and informs the
applicant about the outcome

5 days

!

Applicant submits rest of
the documents to obtain
study approval

! :

FSA evaluates rest of the
documents and issues a study
approval

*

5 days

| .

Applicant submits CTA to
local committee and may
proceed with study

» Steps to be omitted for international multicented post-marketing studies
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Annex 4: Flowchart on Clinical trial approval procedure in Belarus

Applicant submits CTA to the State
Center in parallel principle investigato
submits the application to the local E

s N

EC conducts evaluation
either through standard
or accelerated procedure

State Center forwards
submitted documents to tl
Pharmacologic and

Pharmacopoeia Committe

30 days gr 1 week

\ 4

EC sends its opinion
to the applicant

5 days 2 weeks

Applicant forwards the EC
opinion to the State Center

| l

Chairmen of Pharmacological commit
approves the clinical study
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Annex 5: Flowchart on Clinical trial approval procedure in Moldova

Applicant submits CTA to
the Drug Agency and in
parallel to the National EC

/ \

Drug Agency evaluates the
CTA

National EC evaluates
the CTA

National EC sends its
opinion to the Drug
Aaency

v

Drug Agency decides on thg

CTA and submits its decision

to the Ministry of Health for
approval

A 4

~
After approval the applicant
can proceed with the study
. J

Ve

54




Annex 6: Flowchart on Clinical trial approval procedure in Kazakhstan

Applicant submits CTA to
the National Center

!

National Center evaluates it$
completeness

30 days
application complete / \ application not
compete
Applicant submits CTA to Applicant provides requeste
the Ethics Committee (local documents within 90 days

or central)

Ethics Committee
conducts ethical
evaluatiol

N

90 days *

|

Applicant submits results of
ethic evaluation to the
National Center

|

National Center conducts scientific
evaluation and sends recommendatipn
to the Ministry of Health

90 days

Ministry of Health
adopts a final
decision

10 days

National Center approves th
CTP

112

* For the Central Ethics Committee
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Annex 7. Open Letter
Deutsche Gesellschaft fir Regulatory Affairs
Master in Drug Regulatory Affairs course

Open Letter to the representatives of regulatory athorities and research
organizations, active in clinical research

Dear Ladies and Gentlemen,

There is a growing tendency for international reseacompanies to choose Emerging
Markets such as Latin America, Eastern Europe, Asiaa place to carry out clinical
research. Emerging countries offer different reguiaand logistic provisions and being
familiar with them helps research industry to ustiend advantages of each particular
country and improve strategic planning. For natioagulatory authorities is important to
ensure a clear CTA* submission and evaluation systed thorough supervision of trial
conduct.

The purpose of our survey is to identify opinionk representatives of regulatory
authorities and research organizations about regylasystems in Eastern Europe.
Countries included in the study are Russia, Belafagakhstan and Moldova. This study
is performed within the framework of Master in Dr&ggulatory Affairs course at the
German Society in Regulatory Affairs and is suppaiby the European Forum for Good
Clinical Practice (EFGCP).

Main goals of the study:

4. To describe CTA approval and ethical review protess/ery country;

5. To compare regulatory requirements and procedweggden the countries;

6. To provide opinions of regulators and research rupgdions, operating in these
countries, on practical aspects of clinical redeaanduct.

To answer these research questions we have dededompaestionnaire that focuses on two
main aspects: first, on the experience of regwatmuthorities and research industry
gathered in each country and second, on their sreged of existing regulatory systems
(Questionnaire — Annex ). Survey can be conduettiter by phone or by email.

Based on results of the survey practical recommendafor carrying out clinical research
in respective East European countries and on gtrentpg cooperation between
regulatory authorities and research industry walinbade.

We invite you to participate in this survey and k@king forward to your collaboration!

Sincerely,
Volodina Anna, MsIH Ingrid Klingmann, MD, PhD, FFPM, FBCPM
University of Bonn Chair of the Clinical Researcbdvle

Master of Regulatory Affairs, University of Bonngfany
Member of the Boardsuropean Forum for Good Clinical Practice

*Clinical Trial Application

56



Confidentiality and Ethical aspects

This survey is completely voluntary. If you agreeproceed, you may choose to stop
filling up the questionnaire or answering the qiosest during phone interview at any time.
If you do not wish to answer a certain questiorapdefeel free to do so.

This survey is anonymous. Your answers will be seely by me. | am interested in

personal opinions and experiences. By publicatibthe results only research country
(e.g. Moldova, Russia) and professional area gdfaiedents (defined either as “regulatory
authority” or “research industry”) will be indicate

Results of the survey will be published in the Maghesis for Drug Regulatory Affairs
course at the German Society for Regulatory AffEI&RA), University of Bonn. Before
submission of Master thesis a working draft of shevey analysis will be sent to every
respondent for comments and corrections.

Dissemination of information: final version of thbesis with analysis of regulatory
requirements for clinical research in 4 East Euappeountries and survey results will be
sent to every survey participant.

Survey procedure
You may answer survey questions (Annex I) eitheplwyne or by email.
Phone survey:interview will be conducted on day and time spedifby respondent. A
phone call will be given on phone number providgddéspondent, language: English or

Russian.

E-survey: electronic version of the questionnaire will bats¢®e respondents by the email,
language: English or Russian.

We have tried to develop a questionnaire as comepate as possible. However, we
would be very grateful for any additional commeyds may want to provide to any of the
questions.
It will take about 15 minutes for you to fill up dhquestionnaire. Your input is very
valuable for us and we would greatly appreciaterytaking time to answer these
guestions.

For questions and comments please email: annaimal@d/ahoo.com Anna Volodina
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Annex 8. Questionnaire for the Competent Authorities

This questionnaire serves for carrying out reseg@rcject for master thesis within the
Master of Drug Regulatory Affairs course at the wénsity of Bonn in cooperation with
the German Society for Regulatory Affairs (DGRAHdanmith the support of the European
Forum for Good Clinical Practice.

Section I. Current experience with clinical trigipdications

1. How many clinical trial applications have beemmitted for approval in 2007, 2008
and 2009 in your country? Please provide dataaat er one year. If you can not provide
exact numbers, please give us approximate figures.

Total number of

Among them

Among them

Among them

Among them

Clinical Trial Phase I trials | Phase Il trials Phase Il trials Phase VI (postt
Applications marketing trials)
Exact | Approx.| Exact | Approx.| Exact | Approx.| Exact | Approx.| Exact | Approx.
number| number | number| number | number| number | number| number | number| number
2007
2008
2009
Comments:

2. How long does it usually take from submissioapproval of a CTA by RA and EC(s)?
Where possible, please specify usual approval fiitmeach type of trial.

Approval time
for CTA in
general

Approval time
for Phase |
trials

Approval time
for Phase I
trials

Approval time
for Phase Il
trials

Approval time
for Phase VI

Days / weeks /

Days / weeks

Days / weeks /

Days / weeks

Days / weeks /

months / years | / months / months / years | / months / months / years
(please years (please | (please years (please | (please
underline) underline) underline) underline) underline)
Comments:
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3. In cases when sponsor and investigator are tffereht organizations, who shall
submit an application?

Answer:

4. Based on your experience please identify the mastnoon reasons why CTA have
been rejected.

Reasons for rejecting a CTA

Section Il. Regulatory environment

1.What regulatory aspects may serve as an atteapiint for the industry to conduct
clinical research in your country? (E.g. quick aygyal process, clear requirements,
availability of regulatory information)

Answer:

2. According to your experience are there any amasnprovementin the regulatory
system for clinical research (compare maybe toratbentries)?

Areas of improvement of the regulatory system

3. Are there any cultural specialties that you atgrsto be important for an international
company, wishing to perform a clinical study in yaountry?

Cultural specialties important to consider for clinical trails
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Annex 9. Questionnaire for the Pharmaceutical Indusy and CROs

This questionnaire serves for carrying out researchect for master thesis as a part of
Master of Drug Regulatory Affairs course at the wénsity of Bonn in cooperation with
the German Society for Regulatory Affairs (DGRA).

Section I. Current experience with clinical trials

1. Every year, more trials are placed in CE®w do you see the recent development of
the clinical research market in this county, anéidoes the future hold?

Answer:

2. Are you planning to increase the number of gsith this country for the next 2-3 years
from the current level? If yes, to what extend?

Answer:

3. Based on your experience, how long does it iistete from submission to approval of
a CTA by RA and EC(s)? Where possible, please pasual approval time for each
type of the trial.

Approval time
for CTA in
general

Approval time
for Phase |
trials

Approval time
for Phase I
trials

Approval time
for Phase Il
trials

Approval time
for Phase VI

Days / weeks /

Days / weeks

Days / weeks

Days / weeks

Days / weeks /

months / years | / months / / months / / months / months / years
(please years (please | years (please | years (please | (please
underline) underline) underline) underline) underline)
Comments:

4. In cases when sponsor and investigator are tffereht organizations, who usually
submits a CTA?

Answer:

5. Based on your experience, what are the most @smmemsons for rejection of clinical
trials application?

Most common reasons for rejecting a CTA
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6. Where industry can find information/advice egulatory requirements and procedure
when they want to submit a trial?

Answer:

\Section Il. Regulatory environment

1. Are there any regulatory/tax/financial incensiidat attract your company to conduct
clinical trials in this particular country (compareother countries)?

Regulatory incentives

Tax/financial incentives

Other incentives

2. Based on your experience, are there any requirenientCTA and conduct of a trial
that are laid down in the regulations but are notkmg smoothly in the practice?

Answer:

3. What are the main challenges you usually face wdogucting a clinical trial in this
country? (study approval process, requirementsINt?, ethical approval, inspections,
reporting)

Main challenges in CT conduction

4. What changes in the regulatory system, if any, @gulu like to see in this country in
the coming years?

Answer:

5. Are there any cultural specialties that you adersto be important for an international
company, wishing to perform a clinical study in yaountry?

Cultural specialties important to consider for clinical trails
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Hiermit erklare ich an Eides statt, die Arbeit s¢#imdig verfasst und keine anderen als die
angegebenen Hilfsmittel verwendet zu haben
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