REGULATIONS ON DRUG RESEARCH

PART I

GENERAL PROVISIONS
Object

Article 1.
The purpose of this regulation is to outline the phase, quality, procedure and responsibility of clinical trials which will be carried on human volunteers with a newly developed synthetic, herbal or biological substance and products produced with such substances to prevent sickness, to diagnose, to cure or to change any function of the body.

Scope

Article 2.
This regulation comprises the procedure and control of medical research done by the use of drugs on human subjects for purposes outlined above and the persons, institutions or establishments that will conduct such research.

Reference

Article 3.
This regulation has been prepared depending on Basic Law on Health Services No.3359, Law on Population – Planning No.2827 and Decree concerning Organization and Duties of Ministry of Health.

Descriptions

Article 4.
The following descriptions are adopted for the purpose of this regulation:

a) Ministry
: Ministry of Health.

b) Drug

: Synthetic, herbal or biologically oriented active material, mixture and/or pharmaceutical preparations which will be used in clinical researches under this regulation to prevent sickness, to diagnose, to cure or to change any function of the body.

c) Clinical Resarch

All studies conducted on human subjects in order to examine and evaluate the drugs’ effects, absorption, distribution, metabolism and excretion.

d) Ethical Committee

Committee formed by the Ministry at its headquarters to examine the requests on clinical researches done on drugs, to evaluate and control clinical researches and studies from ethical point of view.

e) Local Ethical Committees

Committees formed under the rules of this regulation by institutions or establishments resuming drug research work.

Permission Necessity

Article 5.
Persons, institutions or establishments who want to carry out clinical research for scientific purposes are obliged to seek permission by applying to Ministry through local ethical committees formed under this regulation.


“Research Protocol” and other documents are to be submitted to Ministry. Ministry permits the implementation of research which is deemed suitable from ethical point of view by the Ethical Committee with regards to motives, objects, and methods.

Research Subject to Permission

Article 6.
Following research applications are subject to Permission from the Ministry:

a) For clinical trials of pharmeceutical products not yet registered by the Ministry.

b) For clinical trials of already registered products due to the following changes:

· New indication

· To investigate the product on a different group of new patients.

· To try a higher dose than previously advised.

Basic Principles of Research

Preclinical

Article 7
Phase I clinical trials can not be done on a newly developed drug before compliance with preclinical pharmacological, toxicological and pharmaceutical researches conducted by completed suitable research methods.


In evaluation of these studies the following points will be taken into account that:

a) preclinical research has been done through appropriate methods and on experimental animals,

b) experimental animals in sufficient numbers have been used in research according to specifications and effectiveness of the drug.

c) studies on effects, side effects, interactions with other substances, toxicity, teratogenesis, mutagenesis, fertility, cancerogenesis have been done at suitable dose intervals and periods.

d) Pharmacokinetic studies have been done on suitable biological samples and by evaluations of suitable parameters,

e) when needed physicochemical properties, pharmaceutical production methods, purity limits, analysis methods, stability, in-vitro bioavailability research results of the drug under study, should be given.

In case of requirement more information may be requested.

Clinical Researches

Article 8.
In medical research conducted by drugs on human subjects for scientific purposes, the following points will be taken into account:

a) In drug research conducted on human subjects, full compliance with Helsinki Declaration and related decisions and Medical Deontology Circular will be adhered to.

b) Phase I., II. and III. trials, outlined in Article 9 will be carried out on volunteers and by their written permission.

c) The scope, reason, danger and risks of the research will be told to volunteers in written details.

d) If not definitely required, I and II phase drug trials can not be conducted on those who are not adolescents, who are pregnant and younger than 18 years of age. Phase III trials can only be conducted with the written permission of parents or trustees as the case may be.

e) The results of the research (side effects, adverse effects, etc.,) are sent to Ministry by means of local ethical committees by the researcher or by the organization which support the researcher. In case of deaths caused by the drug or serious side effects, the trials will immediately be stopped and Ministry will be informed on the incident orally or in writing whichever is the speediest action.

Ethical Committee will debate this situation within a week at the latest and notify of its decision in writing.

When the research is stopped, the drug left in the hands of the researcher has to be delivered within a week latest to the Ministry.

f) All legal and financial responsibility of the research belongs to person, institution or establishments which has undertaken or supported the research.

PART II
Clinical Research Periods, Ethical Committees and 

Clinical Research Protocol

Researchers

Article 9.
Responsible researcher who is to resume clinical trials should have the following characteristics :

a) Medical doctor’s diploma and a minimum of 5 years experience in a specialty branch,

b) have a group of specialists in certain field of research to do the trials.

Clinical Research Phases

Article 10.
All clinical research has to be carried out with available equipments, personnel and laboratory to secure both the tests and test results in fully equipped training hospitals and at four trial phases.


Phase I. Pharmacokinetic specialties of the drug (absorbtion, distribution, metabolism, excretion) toxicity, bioavailability, effects on body functions and biological activity are tested on limited amount of volunteers. At such tests locally suitable laboratories and emergency medical support utilities will be at disposal. Phase I tests are carried out by clinical pharmacologists and/or medical doctors and specialist doctors.


Phase II. Research is done on a limited number of selected patients to determine the effective dose limits of the drug, clinical effectiveness, biological activity, usefulness, safety, pharmacokinetic specialty and toxicity.


The trial part of Phase II will be conducted by a group formed of a clinical pharmacologist and/or medical doctor under the responsibility of a specialist medical doctor.


Phase III. A drug which gave good results at phases I and II will be tested on a larger number of patients with regards to its effectiveness, safety and different doses. Such research will be conducted by a specialist medical doctor.


Phase IV. Once the drug is registered as pharmaceutical preparations than dependibility on the accepted indications, differences of doses and side effects are studied. Such research is conducted by specialist medical doctors.

Ethical Committees

Article 11.
Local ethical committees an done such committee at Ministry are to be formed to evaluate drug tests on human beings.

Formation of Ethical Committee

Article 12.
Ethical Committee is formed under the chairmanship of Ministry Undersecretary or Assistant Undersecretary which will be appointed by the Ministry Undersecretary in addition to the following members:

a) Three pharmacolog academicians to be selected from universities (Faculties of Medicine),

b) Three clinical academicians to be selected from universities (Faculties of Medicine),

c) Three academicians of pharmacy to be selected from universities (Faculties of Pharmacy), (one pharmaceutic chemist, one pharmaceutic technolog, one toxicolog),

d) One specialist medical doctor to be selected by Central Council of Turkish Physicians’ Union,

e) One pharmacist to be elected by Central Committee of Turkish Parmacists’ Union,

f) One dentist to be elected by Cental Committee of Turkish Dentists’ Union,

g) Three clinicians to be selected by the Ministry,

h) One member to be selected by Ministry’s Drug Registration Commission,

i) An academician to be selected from Faculty of Law related branch,

j) A specialist medical doctor to be selected by Forensic Medicine Institution,

k) General Director of Therapy Services,

l) General Director of Drugs and Pharmacies,

m) First Legal Councillor of Ministry.

Ethical Committee members are appointed by the Ministry for a period of two years. Prolongation of the duty is possible. Members of the Committee are required to have experience for at least 10 yeras in their fields.

Membership of members who do not attend meetings three times within a year without excuse or permission are cancelled and new members of the same quality are selected. Annulment or withdrawal from Committee membership will be effective on ratification and notice of Minister.

Meetings are conducted in attendance of two thirds of members and decisions are made by majority vote.

Duties of Ethical Committee

Article 13.
Duties of Ethical Committee are outlined as follows:

a) Examination of documents on clinical researches submitted to Ministry by local ethical committees and documents outlined in this Regulation and notification on the related decisions with motives,

b) Having the projects examined by the experts whenever so evalued,

c) Examination and evaluation of local ethical committee reports and comment on the next phases,

d) Evaluation of projects sent by local ethical committees within latest two months following their receival and in cases of retard informing accordingly in writing within same period (thia period can be prolonged once, only.),

e) Carrying out duties referred by this Regulation.

Formation of Local Ethical Committees

Article 14.
Local ethical committees are formed in training hospitals where the research will be done. Related institution or establishment will form local ethical committee and notify Ministry of the names, professions and biographies of members within one month.


Local ethical committees are composed of the following members:

a) Three clinician doctors,

b) One clinical pharmacolog or doctor pharmacolog,

c) One pharmacist,

d) One expert of biochemistry,

e) One patholog,

f) If possible one medical deontology expert,

g) One expert in the field of study at hand.

Duties of Local Ethical Committees

Article 15.
Duties of local ethical committees are as follows:

a) Examining the protocol and documents, evaluating them and forwarding to Ministry within a month, latest on researches of I and II phases and on drugs not yet registered but on III phase study,

b) Examining III phase, IV phase research protocols not included in paragraph (a), deciding on their applicability with related motives and sending the written decision with research summary to Ministry, 

c) Halting the research with a motive whenever deemed necessary,

d) Evaluating and supervising new medical technology applications done in accordance with Article II of Medical Deontology Regulation in repetition.

e) Evaluating and making decisions on the bioavailability of registered drugs in routine tests which are not included in Article 6.

Necessary Documents for Application to I., II. And III. Phase Researches

Article 16.
Ethical Committee requires the following information and documents for research applications on drugs which are tested on human subjects and/or are not registered in any country and/ora re not registered in Turkey.

a) Names, titles, short biographies, addresses and signature of the researchers;

b) Name, address and authorized signatures of supporting establishment;

c) A signed document showing shared responsibilities between supporting establishment and responsible researcher;

d) Detailed information on research drug;

1. Chemical and pharmaceutical information,

· Names of drug and its ingredients (like IUPAC, INN, etc.)

· Chemical and molecular structure of drug

· Chemical and physical properties of drug

· Production process, control and analysis methods of drug

· Invitro reaction of drug with other drugs and chemical substances

· Formulation of drug used at clinical research

2.  Pharmacological information,

· Known or possible effect mechanism of drug

· Drug effects on system and organs

· Pharmacokinetic properties of drug such as absorbtion, distribution and excretion

3. Acute, subacute (subchronic) and chronic toxicity studies,

4. Teratogenesis, cancerogenesis, mutagenesis teratogenesis and reproductive studies,

5. Other preclinical information.

e) Clinical pharmacological and clinical information, known or probable side effects and preventive measures of the side effects.

f) Clinical research report prepared under Article 17,

g) Photocopies or reprints of publications concerning drug under research

Ethical Committee may request, when deemed necessary more research and information.

Information on preclinical research is to be obtained from Country where the drug is developed. However, ethical committee may, when deemed necessary, require additional information.

Clinical Research Protocol

Article 17.
Protocols containing the following information succesively are prepared for clinical researches.

a) Researchers’ name, motive and purpose,

b) Researchers’ names, titles, addresses and signatures,

c) Supporting establishment’s name, address, authorized signatures,

d) Research summary,

e) Previously published data on research,

f) Kind of research,

g) Following information on drug to be used:

1. Name and/or Code,

2. Pharmaceutical form, route of administration

3. Dose,

4. Storage conditions,

5. Label sample,

6. Complete formula,

7. Source,

8. Data on synthesis,

9. Interaction with other drugs and chemical substances,

10. Place of manufacture,

h) Methodology

1. Patient description and number,

2. Criteria for inclusion in research,

3. Criteria for exclusion of research,

4. Research duration,

5. Control group and control period,

6. Duration and methods of period without drug, therapy period, report period after therapy,

7. Other therapy methods to be applied simultaneously,

8. Clinical and laboratory tests,

9. Criteria to measure and evaluate the effect

i) Criteria for volunteers and/or exclusion of patient from research and/or dose adjustments.

j) Security measures to be adopted and if available therapy for intoxication.

k) Criteria to conclude the research,

l) Evaluation and statistical methods,

m) Patients (acceptance) form,

n) Patient follow up form

o) Side / adverse effect follow up form

p) Reference

r) Contract showing that the unused drugs will be returned to Ministry when research is interrupted,

s) Document showing that every personnel participating has been well informed about research

t) Copy of Helsinki Declaration final text as signed by all researcers.

PART III

Miscellaneous and Final Provisions

Noncompliance of Regulation

Article 18.
All researchers who do not conform to provisions of this Regulation are forbidden and Ministry may, when deemed necessary, receive views of Ethical Committee and halt the researches done under this Regulation.

Import of Research Drug

Article 19.
Ministry issues permission for the import of drugs to be used in researches rotified by Ethical Committee.

Promotion Prohibition

Article 20.
Researchers and/or research supporters may not undertake any work for drug promotion.

Obligation to Inform on Research

Article 21.
In case research did not start or halted before finalization then Ministry will be notified of the situations by means of ethical committee.


In researches comprising many centers information on person and/or institutions participating to research will be transferred to local ethical committee of the research operator.

Studies on Registered Drugs

Article 22.
Research on a drug which is not registered in Turkey but registered in a foreign country and marketted in that country will be done on “Phase III”.

Responsibility within General Provisions

Article 23.
Penalties and legal responsibilities arising from drug researches on humans are subject to general provisions.


The consent of the person to become subject of research does not annul his right of redemption for his loss due to research.

Committee Meeting with Special Agendas

Article 24.



a) Research on radioactive drugs (radiopharmaceutics) will be conducted in participation of an authorized person from Atomic Energy Institution of Turkey and a nuclear medical expert

b) Research on herbal drugs will be debated in a special agenda meeting in participation of a member from pharmacognosy main science of faculty of pharmacy.

Provisional

Article 1-
Ministry has to be informed on clinical researches which have started before the issuance of this regulation and which are actually being conducted and which fall within the scope of this regulation, by the research conducters or supporters with necessary data and documents within procedures forseen by this regulation and within three months starting from the date of validity of this regulation.


Local Ethical Committee has the responsibility of transferring the above data to Ministry.

Validity

Article 25.
This regulation will enter into force 6 months after it’s publication in official gazetta.

Implementation

Article 26.
This regulation is implemented by Minister of Health.
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