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“

The EFGCP Report on 

The Procedure for the Ethical Review of Protocols for Clinical Research Projects in Europe

Turkey


Laws: 

Araştırma ve Geliştirme Faaliyetlerinin Desteklenmesi Hakkında Kanun (2008)
İspençiyari ve Tıbbi Müstahzarlar Kanunu (1928)
Türk Ceza Kanunu (2005)

Sağlık Bakanlığı Teşkilat Kanunu 

Regulations:

Regulation Regarding Clinical Trials / Klinik Araştırmalar Yönetmeligi (2008)
Regulation Amending The Regulation Regarding Clinical Trials / Klinik Araştırmalar Hakkında Yönetmelikte Değişiklik Yapılmasına Dair Yönetmelik (2010)
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 HYPERLINK "http://www.klinikarastirmalar.org.tr/dokuman.php?id=132" SGK Genel  Sağlık  Sigortası  İşlemleri  Yönetmeliği (2008) 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 HYPERLINK "http://www.klinikarastirmalar.org.tr/dokuman.php?id=123" Araştırma ve Geliştirme Faaliyetlerinin Desteklenmesine İlişkin Uygulama ve Denetim Yönetmeliği (2008)
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 HYPERLINK "http://www.klinikarastirmalar.org.tr/dokuman.php?id=88" Tıbbi Deontoloji Tüzüğü (1960)
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 HYPERLINK "http://www.klinikarastirmalar.org.tr/dokuman.php?id=25" Beşeri Tıbbi Ürünler İmalathaneleri Yönetmeliği (GMP)
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 HYPERLINK "http://www.klinikarastirmalar.org.tr/dokuman.php?id=22" İyi Laboratuvar Uygulamaları Prensipleri ve Test Laboratuvarlarının Belgelendirilmesine Dair Yönetmelik

In the constitution of General Directorate of Pharmaceuticals and Pharmacy “Ethics Advisory Committee for Clinical Trials” was established by the Health Supreme Council of MoH on 12 Feb 2010. There are two ethics Ethics Advisory Committees: 1) Ethics Advisory Committee for Pharmaceutical Clinical Trials 2) Ethics Advisory Committee for Non-Pharmaceutical Clinical Trials


Starting from March 15th, 2010, the application is performed to “MoH General Directorate of Pharmaceuticals and Pharmacy” with the application dossier. “Clinical Trials Ethics Advisory Committee” evaluates the dossier from an ethical viewpoint. Ethics Advisory Committee reports the decisions to “MoH General Directorate of Pharmaceuticals and Pharmacy”. Clinical Research Unit in MoH General Directorate of Pharmaceuticals and Pharmacy reports the final decision for the clinical trial to the applicant.


Same answer with question 3.


Regardless of whether this is for a single site or multiple sites, the organization is single. The dossier is submitted to the MoH General Directorate of Pharmaceuticals and Pharmacy for the review of Ethics Ethics Advisory Committees for Clinical Trials.

http://www.iegm.gov.tr/Default.aspx?sayfa=klinik&lang=tr-TR
http://www.klinikarastirmalar.org.tr/en/index.php

It is not applicable as there is only one competent authority since 12 Feb 2010.


Starting from March 15th, 2010, only one application with one dossier which is done to MoH General Directorate of Pharmaceuticals and Pharmacy is applicable.


There is only one. 


During the application below listed fees should be paid to the bank account of MoH:

· Phase I: 1720 TL ( 860 €)

· Phase II: 1720 TL ( 860 €)

· Phase III: 1720 TL ( 860 €)

· Phase IV:  860 TL (430 €)

· Registry: 860 TL (430 €)


Sponsor or Contract Research Organization who are authorized by the sponsor is responsible. Sponsor is an individual, institute or organization that is responsible for the commencement, conduct or financing of a clinical trial; in case of absence of a sponsor of the trial, the trial coordinator in multi-center clinical trials and the responsible investigator in case the investigator also acts as the  sponsor.


In the application form all the participating sites were listed. After the evaluation of the application dossier, the opinion is given by the Ethics Advisory Committee and then the authorization is given by MoH. 


There are 2 types of Ethics Advisory Committee. 

The Clinical Trials Ethics Advisory Committee for Pharmaceuticals consists of at least 10, at most 15 members. 

The Clinical Trials Ethics Advisory Committee for Non-pharmaceuticals consists of at least 9, at most 15 members. 


Both types of Clinical Trials Ethics Advisory Committees convenes with the presence of two-thirds of its members and decide upon the simple majority of its members.


The Clinical Trials Ethics Advisory Committees are composed with Ministerial approval within the constitution of Health Supreme Council. 


In item 10.b) it is stated that the ethics committee members are independent in their decisions


Confidentiality Agreements and Conflict of Interest Statements were signed by each member


· Clinical Trials Ethics Advisory Committee for Pharmaceuticals consists of members with the following minimum qualifications;

a) At least four clinical physicians of various specialties, one being a pediatrician, who have all preferably participated in clinical trials conducted in accordance with Good Clinical Practice,

b) At least one pharmacologist, an M.D., who has specialized in or obtained a Ph.D. in pharmacology, 

c) One medical ethics specialist or deontologist,

ç) A member graduated from any medical faculty, who has specialized in or obtained a Ph.D. in Public Health

d) One pharmacist,

e) A member who is a law school graduate,

f) A member graduated from theology faculty, who is not a healthcare professional, who does not work in a healthcare institute or organization and who does not have association with clinical trials.

· Clinical Trials Ethics Advisory Committees for Non-pharmaceuticals consists of members with the following minimum qualifications;

a) At least four clinical physicians of various specialties, one being a pediatrician, who have all preferably participated in clinical trials conducted in accordance with Good Clinical Practice,

b) One medical ethics specialist or deontologist,

c) A member graduated from any medical faculty, who has specialized in or obtained a Ph.D. in Public Health

ç) One engineer or specialist working in biomedical field; if not preferably a biophysicist or physiologist who has graduated from Medical School

e) A member who is a law school graduate,

f) A member graduated from theology faculty, who is not a healthcare professional, who does not work in a healthcare institute or organization and who does not have association with clinical trials.


In case the Ethics Advisory Committee designates a case necessitating the knowledge of a specialist during the assessment, and may also invite them to their meeting. 


Clinician, pharmacologist and biochemist members of the Ethics Committees are obliged to have received training and/or certificates at the courses/seminars whose content and conditions are determined by the Pharmaceutical General Directorate. 
In Clinical Trials Ethics Advisory Committee, the members indicated in the answer of question 18, items (a) and (b) are obliged to receive training and certificate on the topic of Good Clinical Practice, the content and conditions of which will be designated by the Pharmaceutical General Directorate. 

Some of the pharmaceutical companies organize ICH-GCP trainings for investigators and EC members. 

On the other hand, starting from mid 2009 MoH is also conducting ICH-GCP training programmes for ECs with the sponsorship of some pharmaceutical companies. 


After the application, as preliminary examination MoH General Directorate of Pharmaceuticals and Pharmacy reviews the dossier to examine if it is consistent with regulations or not. The timeline for preliminary examination is 15 days. 

If the dossier is consistent then MoH submits it to the related Clinical Trials Ethics Advisory Committees. Ethics Committees evaluate the dossier in 30 days at most. After the ethics approval the dossier is sent to MoH General Directorate. The relevant General Directorate evalutes the dossier in 30 days at most.

The Ethics Committees announce their scientific and ethical opinion on clinical trials within 30 days as of the date of application.
Clinical Trials Ethics Advisory Committee
The applications are evaluated  within sixty days.

In the trials to be conducted with products bearing genetically modified organisms and trials to be conducted with products bearing somatic cell treatment or gene treatment an additional thirty-day period may be granted in addition to the sixty-day period. However, in case of need for receiving a specialist’s outside the Ministry view or detailed assessments depending on the topic of the trial, an additional period of ninety days may be granted.


Substantial amendments should be approved by the relevant General Directorate of MoH. The amendment is submitted to General Directorate of MoH with the application form regarding the substantial amendments. Same review process with study protocol is also applicable for the amendment evaluation by MoH. 


In the application dossier, the CVs of principal investigators are placed and they assess the suitability of investigators according to this.

In the local regulation the suitability of study sites are defined as follows:

(1) Clinical trials may be conducted in hospitals that are suitable for ensuring the safety of volunteers and enable the conduct and follow-up of the trial in a sound manner and making of urgent interventions where necessary and avail of the staff, equipment and laboratory facilities that suit the nature of the trial.

(2) Bioavailability and bioequivalence studies may be conducted in medical institutes and institutions that avail of the facilities for conducing urgent interventions.

(3) Responsible investigator may include into the investigation team assisting investigators with suitable qualifications for the purpose of ensuring the fulfillment of relevant requirements and adoption of relevant measures for the safety of the patients; he/she shall indicate this on the application form.

(4) On the basis of Good Clinical Practice, the sites where clinical trials will be conducted shall ensure at least the following;

a) Relevant and adequate staff and equipment in line with the nature of the trial,

b) Relevant space and facilities for the storage and distribution in line with the nature of the investigational product,

c) Facilities and equipment that may enable the provision of suitable care service to the volunteers, including conditions that may require urgent intervention,

ç) Adequate facilities and equipment to enable the transfer of the volunteers to a more advanced medical institute, where necessary,

d) Adequate facilities and equipment to store the information and documents relating to the clinical trial and volunteers upon the completion of the trial, for the period envisaged in the Good Clinical Practice.

Permit application for centers where bioavailability and bioequivalence studies will be conducted


In the application dossier the overall study budget with the special budget form and financial contracts that are signed between the institution, the sponsor and the investigator are placed.   


Article 1265 of the Turkish Trade Code establishes the obligation of an insurer to issue policies, while Article 1266 sets out the elements that an insurance policy or certificate must incorporate. It must be documented, therefore, that all patients and healthy subjects taking part in a clinical trial (except phase IV studies) have been provided insurance coverage by the sponsor of the clinical trial against any injury associated with taking part in the clinical trial concerned. Accordingly, the ethics committee and the Ministry must be presented with an insurance policy or, in the case of a multi-center cross-border clinical trial for which an insurance policy cannot be submitted, a certified authentic copy of the insurance policy or certificates of insurance clearly indicating the terms and conditions of insurance in reference to the insurance policy concerned. 

All insurance policies and/or certificates of insurance submitted to the ethics committee and the Ministry must specifically include the names, surnames or trade names and addresses of the insurer, the policy owner and all beneficiaries, if any, as well as the subject of insurance (full name, protocol number and scope of the proposed clinical trial); risks undertaken by the insurer (insurance coverage including for illness, incapacitation and death as well as treatment costs) with the dates on which insurance coverage begins and ends, the insurance amount (the insurance indemnification limit set per person as well as the total insurance limit), the insurance premiums as well as the date and place of payment, the number of subjects to be recruited for the clinical trial, all circumstances and events by which the insurer shall determine the actual nature of the risks it shall have undertaken, the validity term of insurance (term must cover at least the period between the starting and ending dates of the trial), date of issue and wet-signature, the special conditions of insurance subject to which the insurance coverage is provided, any additional perils for which coverage is provided with the investigational product, the countries where insurance coverage applies, arrangements relating to any foreign elements in the agreement, any details regarding exclusions or coinsurance, and general conditions of insurance printed legibly and certified by the appropriate Ministry.

Where an insurance policy or certificate of insurance satisfying all above stipulations is issued by an insurance company which is established and authorized to operate in Turkey pursuant to applicable regulations, the documents should be issued in Turkish, while Turkish translations (by a sworn translator and notarized) of all documents issued in a language other than Turkish should be submitted with the original or certified authentic copy of the documents where the insured and insurer are foreign nationals. Admissibility of insurance documents issued by insurance companies established in Turkey is subject to authorization of these companies by the Undersecretariat of Treasury.


 Yes, there are SOPs which are published in MoH web site in Turkish. 

İLAÇ VE ECZACILIK GENEL MÜDÜRLÜĞÜ
KLİNİK İLAÇ ARAŞTIRMALARI ŞUBESİ
STANDART ÇALIŞMA YÖNTEMLERİ LİSTESİ
 

 

 

	BAŞLIK
	KODU

	1.KLİNİK İLAÇ ARAŞTIRMALARI ŞUBESİ İŞLEYİŞİ
	SÇY-KİAŞ-01-V01

	2. EVRAK KAYIT, DAĞITIM VE ARŞİVLEME
	SÇY-KİAŞ-02-V01

	3. BİYOYARARLANIM VE BİYOEŞDEĞERLİK ÇALIŞMALARI YAPAN MERKEZLERİN DENETİMİ
	SÇY-KİAŞ-03-V01

	4. DESTEKLEYİCİ VE SÖZLEŞMELİ ARAŞTIRMA KURULUŞU (SAK) DENETİMİ
	SÇY-KİAŞ-04-V01

	5. KLİNİK ARAŞTIRMA MERKEZİ DENETİMİ
	SÇY-KİAŞ-05-V01

	6.ETİK KURUL DENETİMİ
	SÇY-KİAŞ-06-V01


İLAÇ KLİNİK ARAŞTIRMALARI ETİK DANIŞMA KURULU STANDART ÇALIŞMA YÖNTEMİ ESASLARI

Yes

 

The application dossier which is preliminary examined by General Directorate of Pharmaceuticals and Pharmacy, Clinical Research and Drug Safety Head of Department, Clinical Research Branch is submitted to the related Clinical Trials Ethics Advisory Committee.
The related Clinical Trials Ethics Advisory Committee evaluates the dossier in 30 days at most. After the ethics approval the dossier is sent to MoH General Directorate. The relevant General Directorate evalutes the dossier in 30 days at most.


SUSAR reports and Annual Safety Reports are submitted to MoH as follows:

SUSARs Occurred in TURKEY 
Resulted in death or are life-threatening 
These reports should be reported to the MoH within maximum 48 hours (except public holidays) as of the receipt of the related information. Detailed reporting including any additional information regarding these cases should be submitted within maximum 8 days as of the receipt of the information.
Other than resulted in death or are life-threatening 
These reports should be reported to the MoH within maximum 15 days pursuant to the first receipt of information. Detailed reporting including any additional information regarding these cases should be submitted within maximum 8 days as of the receipt of the information.
SUSARs not occurred in Turkey 

SUSARs not occurred in Turkey must be periodically reported at least every 6 months to the MoH as a periodic line listing. The submission of periodic line listing with it’s summary to the MoH is initiated from the MoH approval date of the related clinical trial and ended as soon as all the sites are closed.

Annual Safety Report (ASR) 
The ASR must be submitted to the MoH within 60 days from the Data Lock Point (DLP) unless specific arrangements have been made with the regulator for the product.

The changes in below listed topics in the research study are defined as substantial amendments: 

· The physicial and mental health of the subjects

· Scientific value of the research study
· The implementation pattern or method of the research study
· The quality or safety of investigational product 

All insurance policies and/or certificates of insurance submitted to the ethics committee and the Ministry must specifically include the names, surnames or trade names and addresses of the insurer, the policy owner and all beneficiaries, if any, as well as the subject of insurance (full name, protocol number and scope of the proposed clinical trial); risks undertaken by the insurer (insurance coverage including for illness, incapacitation and death as well as treatment costs) with the dates on which insurance coverage begins and ends, the insurance amount (the insurance indemnification limit set per person as well as the total insurance limit), the insurance premiums as well as the date and place of payment, the number of subjects to be recruited for the clinical trial, all circumstances and events by which the insurer shall determine the actual nature of the risks it shall have undertaken, the validity term of insurance (term must cover at least the period between the starting and ending dates of the trial), date of issue and wet-signature, the special conditions of insurance subject to which the insurance coverage is provided, any additional perils for which coverage is provided with the investigational product, the countries where insurance coverage applies, arrangements relating to any foreign elements in the agreement, any details regarding exclusions or coinsurance, and general conditions of insurance printed legibly and certified by the appropriate Ministry.


No mandatory requirement exists


A physician, who is not participating in the site staff and has been trained about the study procedures by the study investigator, explains the study to the subject and obtains the written informed consent  after the subject has been informed sufficiently and understand the study. 


With the annual reports and final report. 


They follow-up the studies according to timelines. The first annual report should be submitted one year after the approval date of MoH and then yearly submission should be done until the end of study. After all the study patients have completed the study in all sites in Turkey, then the Final Report should be submitted.


YES


NO


No, seldomly a sponsor or an investigator may be invited for questions about the study but not as observers


No, they are not made public


No


Not like appointment of a subcommittee but in case there is a need a consultant can be advised or advise from other committees of MoH (such as pharmacovigilance or bioavailability/bioequivalence) may be sought. 

36. Do national regulations in Turkey allow research on healthy volunteer children (subjects under 16)? 











1. What laws or regulations apply to an application for conducting a clinical trial in Turkey?











2. Which government, legal or authoritative body or bodies is or are responsible for the establishment and/or accreditation of  (research) ethics committees for IMPs, and for their supervision and quality?  Are there different (research) ethics committees reviewing other projects?











6. What is the website for the organisation that issues guidelines on the ethical review of a clinical trial for an investigational medicinal product?








5. Is there a single organisation to which to apply for ethical review of a clinical trial for an investigational medicinal product, regardless of whether this is for a single site or multiple sites?











9. How many (research) ethics committees that consider CTIMPs are there in Turkey?





10.  How are ECs funded in Turkey? Do they charge fees? If yes what is their scale of fees?





3. What is the process for achieving clinical trial authorisation from the competent authority in Turkey?














4. What is the process for obtaining ethical review of a clinical trial protocol by a competent (research) ethics committee in Turkey?








7. Is there a procedural interaction between the national or local competent authority and the (research) ethics committee during the approval process?








8. Does the application to the EC and to the competent authority have to be submitted in parallel, or, if not, in which order?














12. How is a “single opinion” achieved for multi-site studies?





11. Who is responsible for submitting the request for ethical review to the competent ethics committee for single-site and for multi-site clinical trials?








17. How are conflicts of interest of EC members avoided?





14. How many members constitute a quorum?





13. How many members serve on an EC?








16. How is the independence of members ensured?





15. How are EC members appointed?





15. How are (R)EC members appointed?





18. What backgrounds and/or qualifications of members are actively sought?





?





19. How does the EC obtain specialist expertise?





20. What are the training requirements for members of ECs?





21. What training programmes are available for EC members in Turkey?





22. What are the timelines for the assessment of single- and multi-site studies?











23. How are substantial amendments submitted during the review process dealt with?





31. What are the indemnity insurance requirements for research projects?











28. Is there an appeal mechanism? 











24. How does an EC assess the suitability of investigators and of sites?





25.  How are the requirements for (research) ethics committees to review the contractual or financial arrangements in clinical trials for both investigators and hospitals handled? 








26. How are the requirements for ethics committees to review the compensation arrangements for study subjects handled? 











27. Is there an ongoing quality assurance process (e.g. audits, inspections, internal SOP) for (research) ethics committees in Turkey?

















29. How do ECs deal with SUSAR reports and Annual Safety Reports?














30. How are ‘substantial amendments’ defined?














32. What are the indemnity insurance requirements for ethics committee members themselves?











33. How is informed consent obtained from vulnerable subjects who are potentially to be involved in a clinical trial?

















34. How do ECs assess the progress and outcome of research projects that they have approved? 























35. How does the EC ensure reception of the Annual Safety Report and the Summary of the Final Report of a research project that it has approved?

















37. Do national regulations in Turkey allow payment, (other than expenses), to children taking part in research? 











38. Do RECs invite or allow a) applicants or b) observers to attend committee meetings?





  











39. Are the minutes of ethics committee meetings made public?


  











40.  Is there any scope for Chairman’s actions in between meetings? 














41.  Do ethics committees ever appoint subcommittees for any specific purpose?
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