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	REGULATION

	By the Ministry of Health:

A REGULATION TO AMEND THE REGULATION ON CLINICAL TRIALS 

ARTICLE 1 – Article 2 of the Regulation on Clinical Trials, published in Official Gazette #27089 of 23.12.2008, is herewith revised as follows:

“ARTICLE 2 – (1) This Regulation covers any clinical trials of drugs in humans, non-drug clinical trials, clinical trial centers, the natural or juristic persons conducting such trials, bioavailability and bioequivalence trials and comparability studies of biosimilars. 

(2) Non-invasive clinical trials are not covered by this Regulation. 

(3) Compassionate use programs and observational studies of drugs are governed by the Compassionate Use Program Guideline and the Guideline for Observational Studies of Drugs, respectively.”


ARTICLE 2 – Subparagraphs (i), (k), (m), and (o) of the first paragraph in Article 4 of the same Regulation are revised as follows; subparagraphs (ş) and (t) of the same paragraph therein are repealed, and the same paragraph is appended with the following subparagraph (aa):  

“i) Sponsor: shall mean any individual, entity, or institution which takes responsibility for the initiation, management and/or financing of a clinical trial; or directly the principal investigator of a trial which shall be conducted under a scientific project of TÜBİTAK, DPT or a university; or, where no trial sponsor, an entity or an institution, exists, shall mean the coordinating investigator, for a multi-center trial, or the principal investigator, for an individual trial,”


“k) Ethics committee: shall mean the committees to be assembled with the designation, Ethics Advisory Committee for Clinical Trials of Drugs or Ethics Advisory Committee for Non-Drug Clinical Trials, within the Higher Council of Health with the approval of the Minister in order to provide their scientific and ethical opinion as to the trial protocol, suitability of its investigators, adequacy of the trial centers, the methods and documents used to inform the subjects and the consents obtained of subjects as well as any other aspects pertinent to the trial with a view to ensuring protection of the rights, safety and well-being of subjects involved in a trial and that the trial is conducted and followed up in accordance with applicable regulations,”


“m) Observational trials of drugs: shall mean epidemiological studies to collect data on a medicinal product, spontaneously prescribed, in patients undergoing treatment in the indications for which the product has been approved in Turkey according to the current diagnosis and treatment guidelines of the Ministry,”


“o) Non-drug clinical trial: shall mean any non-drug clinical trial conducted in humans at one or more centers, including trials with nonindustrial advanced medicinal products, trials with advanced therapeutic medicinal products, non-drug standard treatment procedures, trials with genetic materials, therapeutic experiments, trials on stem cell transplantation, trials on organ and tissue transplantation, and any trials conducted with medical devices,”


“aa) Non-invasive clinical trials: shall mean any trial not involving direct intervention in the patient by a physician, including surveys, retrospective archive studies on files and image records and similar observational studies as well as studies with biochemical, microbiological, pathological and radiological collection materials like blood, urine, or images or other materials obtained during routine examination or therapeutic procedures, studies with cells or tissues, studies performed within confines of the nursing function, studies on body physiology like exercise, studies conducted based on anthropometric measurements, or studies to evaluate daily habits,”


ARTICLE 3 – The expression “of the Ethics Committee”, appearing in subparagraph (b) of the first paragraph in Article 5 of the same Regulation, is revised as “of the Ethics Committee concerned”, the expression “three copies”, appearing in subparagraph (d) therein, is revised as “two copies”, and subparagraphs (a), (ç), and (g) of the same paragraph are revised as follows, and the last sentence of subparagraph (ğ) of the same paragraph is repealed. 

“a) The benefits for science and the society expected of a trial must not prevail over the personal rights or good health of the subjects involved in the trial, or over any potential risks to their health. Where, with respect to a trial described in subparagraph (a) of the first paragraph in Article 11 or in subparagraph (a) of the second paragraph of the aforesaid article, it is concluded by the Ethics Committee concerned that the benefits expected of a trial overweigh the potential risks, the trial may be initiated, having obtained the Ministry’s approval, provided the consent of the subjects is obtained in due regard for their personal rights. The trial may only be continued for as long as these conditions are met.”


“ç) Before the trial begins, the persons who agree to volunteer as a trial subject, or their legal representatives, shall be informed, in detail and in a manner comprehensible to them, as to their rights and the study’s purpose, methodology, the benefits expected of it, foreseeable risks, challenges, unfavorable aspects for their health or personal characteristics and the circumstances under which the study shall be conducted and carried out, the personal data to be processed, the purpose of processing them, the term for which the data shall be retained and who shall have access to it,”


“g) The subjects may at any time, with or without giving a reason, withdraw from the trial, may demand information on the personal data kept of them, or may require deletion or correction of such data without jeopardizing any of their rights as to their subsequent medical care or therapy.”


ARTICLE 4 – The expression, “Ethics Committee”, appearing in subparagraph (c) of first paragraph in Article 7 of the same Regulation is revised as “the Ethics Committee concerned”. 

ARTICLE 5 – Article 10 of the same Regulation is revised as follows. 

“ARTICLE 10 – (1) Committees shall be assembled with the designation, Ethics Advisory Committee for Clinical Trials of Drugs and Ethics Advisory Committee for Non-Drug Clinical Trials, one or more of each as may be necessary, within the Higher Council of Health with the approval of the Minister, in order to perform a scientific and ethical assessment of the trial protocol, suitability of its investigators, adequacy of the trial centers, the methods and documents used to inform the subjects and the consents obtained of trial subjects as well as any other aspects pertinent to the trial with a view to ensuring protection of the rights, safety and well-being of the subjects involved in a trial, and that the trial is conducted and followed up in accordance with applicable regulations. Accordingly;


a) The clinical trials covered by this Regulation shall be subject to assessment by the Ethics Committees to be established according to this article. 

b) The Ethics Committees shall function independently in performing their scientific and ethical assessment of, and in granting of their approval to, clinical trial applications.  

c) Other entities or institutions may not assemble Ethics Committees or other bodies to perform the functions of an Ethics Committee to assess the matters covered by this Regulation. However, any entity or institution concerned may establish assessment committees within them to evaluate matters which fall outside the scope of this Regulation. 

ç) Members of an Ethics Committee will commence functioning after signing the nondisclosure document and the statement of commitment prepared by the Ministry. 

d) Members of an Ethics Committee will at all times maintain confidentiality of any information received by them. 

e) Ethics Committee members who are affiliated with the trial sponsor or involved in the trial in question may not attend the Ethics Committee sessions during which the trial concerned is discussed. 

f) The Ethics Committee members will convene with two thirds majority, and adopt decisions by an absolute majority vote. 

g) One third of the members will be changed annually. A member may be reappointed after lapse of at least one year after the date on which his membership had expired. 

ğ) Where necessary, the Ethics Committee may consult the view of experts from the relevant branch or side-branch, and may invite these individuals to attend the meeting in capacity of advisor. 

(2) An Ethics Advisory Committee for Clinical Trials of Drugs will consist of no less than ten, and no more than fifteen members. 

(3) The numbers and qualifications of members of an Ethics Advisory Committee for Clinical Trials of Drugs are the following: 

a) At least four specialty physicians, including a pediatrician, preferably who had been an investigator in a clinical trial conducted according to the Good Clinical Practice. 

b) A doctor of medicine, with specialty in pharmacology or has PhD in pharmacology,  and at least one pharmacologist.


c) A specialist in medical ethics or a deontologist.


ç) A graduate of medical school, with specialty in public health or has PhD in public health. 

d) A pharmacist.


e) A graduate of law school. 

f) A graduate of theology school, non-health-care professional, not employed by a health-care entity or institution, and unaffiliated with any clinical trials.


(4) An Ethics Advisory Committee for Non-Drug Clinical Trials will consist of no less than nine and no more than fifteen members. 

(5) The numbers and qualifications of members of an Ethics Advisory Committee for Non-Drug Clinical Trials are the following: 

a) At least four specialty physicians, including a pediatrician, preferably who had been an investigator in a clinical trial conducted according to the Good Clinical Practice.


b) A specialist in medical ethics or a deontologist.


c) A graduate of medical school, with specialty in public health or has PhD in public health.


ç) An engineer or specialist working in the field of biomedicals, or if a member with the foregoing qualification is unavailable, a biophysicist or physiologist, preferably who is a graduate of medical school.  

d) A graduate of law school.


e) A graduate of theology school, non-health-care professional, not employed by a health-care entity or institution, and unaffiliated with any clinical trials.”


ARTICLE 6 – Article 11 of the same Regulation is revised as follows.


“ARTICLE 11 – (1) The functions and mandate of the Ethics Advisory Committee for Clinical Trials of Drugs are the following: 

a) Providing its scientific and ethical opinion with respect to Phase I, Phase II, Phase III and Phase IV trials of drugs in human subjects, bioavailability and bioequivalence studies as well as comparability studies of biosimilars. 

b) The Ethics Committee will provide its opinion within thirty days of the submission date. 

c) The Ministry approval is required for initiating a submission, which has been granted ethics approval. The approval of the Ministry will be considered by the General Directorate of Pharmaceuticals and Pharmacy. 

ç) Where the Ethics Committee needs additional data or clarification during the review, all the items requested will be communicated to the applicant in a single notification; the reviewing process will be paused until the data and documents requested are received by the Ethics Committee. 

d) The Ethics Committee will form its opinion of the trial submission, taking into account: 

1) An analysis of the risks versus benefits expected of the trial; 

2) Whether the trial is based on a new hypothesis; 

3) Whether the investigator’s brochure is appropriately prepared; 

4) Documentary data submitted for the trial, the method used in obtaining the trial subjects’ consent, and adequacy of the rationale given for trials in children or in incapacitated individuals who are unable to give their consent; 

5) The scope of the insurance policy or certificate provided for the subjects and the liability of the investigator or the sponsor in case of injury or death, including permanent health problems which may potentially occur during a trial (Phase IV trials of drugs are not covered by insurance);

6) Whether the agreement, if any, is ethical, entered by and between the sponsor and the trial center, governing appropriate compensation of the investigators and subjects.   

7) Whether the facilities where the trial will be conducted meet the standards prescribed in Article 15. 

8) The Non-Commercial Clinical Trials of Drugs will be evaluated according to the applicable Guideline. 

e) For trials involving children, the Ethics Committee must adopt its decisions according to the notification described in subparagraph (c) of the first paragraph in Article 7. 

f) To ensure operation of the Ethics Committees to a standard, a Standard Operation Procedure for Ethics Advisory Committees for Clinical Trials of Drugs will be prepared by the Ministry and posted, and updated when necessary, on the Ministry’s website. 

(2) The functions and mandate of the Ethics Advisory Committee for Non-Drug Clinical Trials are the following: 

a) Providing its scientific and ethical opinion with respect to any non-drug clinical trial with human subjects. 

b) The Ethics Committee will provide its opinion within thirty days of the submission date.


c) The Ministry’s approval is required to initiate any trials with nonindustrial advanced medicinal products, trials with advanced therapeutic medicinal products, clinical trials on therapeutic experiments, clinical trials with genetic materials, studies on a new surgical procedure, trials on stem cell transplantation, trials on organ and tissue transplantation, and any trials conducted with medical devices which have been granted ethics approval. For non-drug clinical trials other than the ones described in this subparagraph, the ethics approval is sufficient, and approval by the Ministry is not required. Applications for Ministry approval will be considered by the relevant General Directorate. 

ç) Where the Ethics Committee needs additional data or clarification during the review, all the items requested will be communicated to the applicant in a single notification; the reviewing process will be paused until the data and documents requested are received by the Ethics Committee. 

d) The Ethics Committee will form its opinion of the trial submission, taking into account: 

1) An analysis of the risks versus benefits expected of the trial;

2) Whether the trial is based on a new hypothesis;

3) Whether the investigator’s brochure is appropriately prepared;

4) Documentary data submitted for the trial, the method used in obtaining the trial subjects’ consent, and adequacy of the rationale given for trials in children or in incapacitated individuals who are unable to give their consent;

5) The scope of the insurance policy or certificate provided for the subjects and the investigator’s or sponsor’s liability in case of injury or death, including permanent health problems which may potentially occur during trials;

6) Whether the agreement, if any, is ethical, entered by and between the sponsor and the trial center, governing appropriate compensation of the investigators and subjects;

7) Whether the facilities where the trial will be conducted meet the standards prescribed in Article 15.

e) For trials involving children, the Ethics Committee must adopt its decisions according to the notification described in subparagraph (c) of the first paragraph in Article 7.


f) To ensure operation of the Ethics Committees to a standard, a Standard Operation Procedure for Ethics Advisory Committees for Non-Drug Clinical Trials will be prepared by the Ministry and posted, and updated when necessary, on the Ministry’s website.”


ARTICLE 7 – Article 17 of the same Regulation is revised as follows. 

“ARTICLE 17 – (1) The trial application dossier will be prepared by completing the application form provided on the Ministry’s website in accordance with the Good Clinical Practice Guideline and other applicable guidelines.


(2) The application for the trial will be submitted to the General Directorate of Pharmaceuticals and Pharmacy by the trial sponsor or the contract research organization appointed by it. 

(3) The pre-evaluation procedure;


a) The Ministry will perform a pre-evaluation to determine the formal conformity of the submission to applicable regulations; the pre-evaluation period will be no more than fifteen days. 

b) If any incompleteness and/or deficiency in need of correction is detected during the pre-evaluation, this will be notified to the sponsor and the pre-evaluation period will be paused. 

c) After complementing the deficiencies and making any rectifications necessary, the sponsor will reapply to the Ministry, and the pre-evaluation period will be resumed. 

ç) If, after remedying the deficiencies detected, the sponsor fails to reapply to the Ministry within sixty days, the application will be rejected. 

d) If the sponsor fails to appropriately rectify all or a part of the issues raised by the Ministry, the unresolved issues will be notified to the sponsor once more, and the pre-evaluation period will be paused again. If the issues raised remain unresolved still, then the application will be rejected. 

(4) The ethics approval procedure;


a) After passing pre-evaluation, the application dossier will be submitted to the Ethics Committee. 

b) The Ethics Committee concerned will then consider the application dossier within no more than thirty days in accordance with Article 11. 

c) If during evaluation of the application the Ethics Committee identifies an issue that requires special expertise, it may consult with experts in the field to obtain their scientific advise. 

ç) After receiving ethics approval, the submission will be forwarded by the General Directorate of Pharmaceuticals and Pharmacy to the relevant General Directorate to be considered for Ministry approval; for submissions that fail to receive the ethics approval, the applicant will be notified and the reason for rejection given. 

(5) The Ministry approval procedure;


a) The General Directorate concerned will consider the application dossier, which received ethics approval, within no more than thirty days for Ministry approval. 

b) The General Directorate concerned will take into account the adequacy of the measures put in place to redress any damages that may arise in connection with injury or death of a trial subject and the scope of the insurance determining the liability of the sponsor, and the appropriateness of the costs arising due to involvement of the subjects and investigators in the trial. 

c) If the opinion it formed of the trial is unfavorable, the General Directorate concerned will notify it to the sponsor, along with the rationale for disapproval. The sponsor may, for one time only, resubmit his application after rectifying the issues raised in the decision, or may lodge a reasoned challenge against the decision. If the changes required by the General Directorate are not implemented or a reasoned explanation is not provided, the trial will be rejected. 

(6) For trials with products containing genetically modified organisms or products involving somatic cell therapy or gene therapy, the thirty days period prescribed for Ministry approval may be extended by an additional thirty days. However, a further ninety-day extension of the foregoing period is possible if the Ministry finds it necessary, taking into account the subject matter of the trial, to consult the view of outside experts or to undertake an examination in detail.”


ARTICLE 8 – The first paragraph in Article 19 of the same Regulation is revised as follows, and the second and third paragraphs of the same article are herewith repealed.  


“(1) A clinical trial, approved by the Ethics Committee, in the case of clinical trials of drugs and experimental trials with a new medicinal device, may be initiated after obtaining the permission of the General Directorate of Pharmaceuticals and Pharmacy; for trials with nonindustrial advanced medicinal products, trials with advanced therapeutic medicinal products, clinical trials on therapeutic experiments,  clinical trials with genetic materials, studies on a new surgical procedure, trials on stem cell transplantation, and trials on organ and tissue transplantation, the permission of the General Directorate of Therapeutic Services must be obtained.”


ARTICLE 9 – Subparagraph (b) of the first paragraph in Article 20 of the same Regulation is revised as follows. 

“b) Any protocol amendments made after the beginning of the trial will be notified to the Ministry by the sponsor. The approval of the General Directorate concerned must be obtained for a protocol amendment described in the fourth paragraph in Article 19.”


ARTICLE 10 – The wording “to the Ethics Committee concerned and”, appearing in the first and fourth paragraphs in Article 25 of the same Regulation, is herewith repealed, and the second paragraph therein revised as follows.  

“(2) All serious adverse reactions will be reported urgently to the sponsor by the investigator, with a detailed report to the General Directorate concerned submitted within eight days. A single identifier will be used for the trial subjects in both the urgent report and in any subsequent reports.”


ARTICLE 11 – The first paragraph in Article 26 of the same Regulation is herewith revised as follows. 

“(1) The trial sponsor will notify the General Directorate concerned of any unexpected serious adverse reactions that resulted in death or which are life-threatening, within 48 hours of becoming aware of it, excluding the official holidays during which the General Directorate concerned is closed. The follow-up reports containing additional information on these cases will be submitted to the same office within eight days of receiving them.” 

ARTICLE 12 – Article 28 of the same Regulation is herewith revised as follows. 

“ARTICLE 28 – (1) The Ministry may hold courses or seminars to develop qualified investigators, health-care professionals and others trained on good clinical practices, and may inspect seminars or courses held by other institutions, and approve the ones it finds appropriate.”


ARTICLE 13 – Articles 12, 13 and 18 and the second sentence in the first paragraph in Article 32 of the same Regulation are herewith repealed. 

ARTICLE 14 – This Regulation shall become effective on the date it is published to apply as of 10.02.2010. 

ARTICLE 15 – This Regulation shall be enforced by the Minister of Health. 
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