Guidance on Observational Studies Performed with Drugs


GUIDANCE ON OBSERVATIONAL STUDIES PERFORMED WITH DRUGS

1. Objective

This guidance has been prepared for the purpose of arranging the minimum requirements for planning, conducting and evaluating observational studies performed with drugs.  

2.  Definition

Observational studies are epidemiological studies in which data referring to drugs spontaneously prescribed for patients whose treatment is ongoing in line with updated diagnosis and treatment guidelines in approved indications of drugs.

Such type of studies is intended to gather additional information regarding wider populations compared with those in clinical drug trials on drugs.

Retrospective studies shall be excluded from the scope of this guidance.

3. General Requirements for Observational Studies


As a principle, in observational studies, patient treatment shall have already begun before a recommendation is made to include that patient in the study.  The drug which has begun to be administered before the patient is included into the study may be prescribed during or after the study by a participating or coordinating physician.

Observational studies shall be planned, conducted and evaluated in accordance with the updated diagnosis and treatment guidelines in the respective disciplines.

These studies shall have a medical-scientific goal that has been formulated around a predetermined question.  Planned methods regarding the selected design (basis of comparison, time interval and scope of patient examination, number of patients) as well as the collection and evaluation of data shall be appropriate for finding an answer to this question.

In order for a study to be accepted as an observational study, the prescribing physician shall not remain under influence.

These studies may not be planned or conducted for the purpose of encouraging the use of a preparation.

The sponsor (if available) may not conduct observational studies that may appear as promotional studies.

4. Methodology of Observational Studies

Observational studies constitute one of the several methodological tools that serve to gather information on drugs that are currently available on the market.  The selection of the appropriate tool shall be determined according to the objective of observations. Therefore, a tool selected for a specific question shall be methodologically adequate in order to answer that question, informative and effective in terms of the number of patients.


The observational study protocol shall specify in detail the justification for the conduct of the study as well as the size of the sampling accompanied by literature and other information.

5. Objectives of Observational Studies

Potential objectives of observational studies may be some of the following:

a) To designate the risk factors for the purpose of detecting the safety problems of drugs or verifying the safety profile expected under marketing conditions through observational studies,

b) To gather information on prescription habits, treatment acceptance and compliance with treatment,

c) To gather more data on effectiveness (for instance, under conditions of routine use; in groups that could not be included in clinical studies, in subgroups; to characterize non-responders),

d) To gather data regarding on the severity of the disease, emergence of concomitant diseases, special groups (elderly, children, etc.),

e) To gather information on the impact of drugs on the quality of life.

5. Coordinating and Participating Physicians

Multi-centered observational studies to be performed in healthcare institutes/institutions shall be conducted under the chairmanship of a coordinating physician or a dentist, by a team that suits the nature of the study.

Coordinating physician or dentist refers to a physician participating in a multi-centered observational study who is responsible for ensuring coordination between the institutes/institutions where the study is conducted and the sponsor.

Participating physician shall refer to the physician who collects data from the patients in compliance with the protocol of the observational study.

The coordinating physician shall have completed his/her specialization or received his/her Ph.D. 

In studies to be conducted on children, the coordinating physician shall be a specialist in pediatric health and diseases.

7. Non- Intervention

The participating physician may not be interfered with in the following cases:

a) The selection of the drugs to be used in the medical treatment;

b) The circumstances in which the treatment will be terminated or modified.

A drug shall not be prescribed for the purpose of including a patient into an observational study.

Prescribing a drug and enrolling a patient into an observational study are two subjects that shall be kept separate.  This distinction will be possible as in the example of a patient admitted into the study only after a treatment decision has been made.  

8. Different Forms of Observational Studies


There are different designs and forms of observational studies and the observational requirements may differ according to the question to be answered. Therefore, the scope of the analyses related to the diagnosis shall be designated and published guidelines shall be taken as reference.


 The population on which the study is conducted shall be as representative as possible for the general population of users under normal conditions and will be a population which has not been chosen contrarily to the study’s specific targeted objectives. 

9. Study Plan


Before starting the observational study, an observation and evaluation plan reflecting the latest developments in medicine and statistics shall be prepared. The observational plan shall suit routine practice. 


The study plan shall include at least the following aspects: 


a) Justifications on why the observational study is an appropriate tool to answer these questions,

            b) Criteria for selecting participating physicians or centers for the study,


c) Inclusion and exclusion criteria of patients to be enrolled into the study;


e) Target parameters, their relation with the study and their role in responding to the questions,

f) Potential cofactors/covariants and the manner in which these are to be controlled,


g) Duration of study and termination criteria,


h) Data collection tools required for the observation,

i) Number of patients to be enrolled into the study; if it is an international study, relevant countries and number of patients,


j) Statistical methods to be used,


k) Definition of responsibilities (such as the inspection and coordination of the study)


10. Study Application and Permit

The sponsor, if not available, the coordinator shall be obliged to apply to the Ministry and obtain a permit. The study shall not be started by no means whatsoever without obtaining a permit.


The application dossier shall at least include the information and documents indicated in Annex-1. 


Correspondence relating to the study shall be conducted by the sponsor, if not available, the coordinating physician and/or participating physician. 


10. Sites Where Observational Studies Will Be Conducted


Data collecting process within the scope of observational studies may be conducted in all types of healthcare institutes/institutions offering healthcare services, and also, on the condition that necessary permissions are obtained, by directly reaching participating patients through field scanning or by means of the databases of relevant institutes and institutions.


12. Obligation for Notification


The sponsor, (if not available, the coordinating physician or the participating physician) shall notify the Ministry about the findings obtained from the studies in its annual notification report (Annex-2) and will submit its final report (Annex-3) once the study is completed. Where necessary, the Ministry may require a report in a shorter period. 


The sponsor (if not available, the coordinating physician or the participating physician) shall be responsible for submitting the notifications to the Ministry on a regular basis.


Any amendments to be made in the protocol after the study has been initiated shall be notified to Ministry for approval.

13. Patient Information and Patient Consent


For treatment decisions, there is no need for the patient to be informed other than the ordinary information provided by the physician as his/her duty. Documentation of patient data shall be compliant with regulations on data confidentiality. 


If the patients to participate at the study are minors and/or not in a position to grant their consent, permission shall be obtained from their parents or legal guardian.

14. General and Ethical Principles for the Protection of Patients Participating in  

      the Study


It is fundamental to display maximum care for the protection of the rights of patients participating at the study and comply with ethical rules as well as the Regulation on Medical Deontology, published on the Official Gazette dated 19.02.1960, with No. 10436.


Before starting to transfer the medical information of patients participating in the study  to the relevant form, the person intended to be enrolled into the study (his/her legal representative in case he/she is not in a position to grant consent) shall be informed by the participating physician about the study (the purpose, duration and patient rights) in an sufficient and clear manner.


The patient participating in the study may quit the study any time he/she wishes. He/she will not lose any of his/her normal rights concerning subsequent treatment and follow-up, due to this reason.


The sponsor may not present any incentive or financial offer to enable participating patients to participate at and continue with the study. However, additional costs arising from the participation of the patients enrolled into the study shall be indicated on the study budget and met by the sponsor (if not available, the coordinating physician or participating physician).


The sponsor, coordinating physician or the participating physician shall guarantee the confidentiality of patient information (such as disease and identity information).  In cases where the information obtained as a result of the study is published, identity information of participating patients shall not be disclosed. 


15. Data Safety


Adequate standards and developed methods shall be used for storing data in a safe manner.


The outlines of the plans relating to the preservation of the data kept by the sponsor, coordinating physician or participating physician and their copies shall be included into the study plan. For access restrictions and explanations, the outlines of legal obligations, if any, shall be clearly indicated in the study plan. 


16. Statistical Evaluation


Data relating to the observational study shall be evaluated with adequate statistical methods. The planned approach shall be determined previously in the study plan; in case of detection of deviation from this approach in the evaluation, the reasons for this deviation shall be indicated.


17. Budgeting
 and Insurance



All procedures apart from standard medical care that may be required in observational studies shall be met by the sponsor (if not available, the coordinating physician or the participating physician) and a detailed budget shall be prepared. In the selection of the patients to be enrolled into the study, the fact whether the patient has social security or not shall not influence the scientific purpose of the study. 


18. Giving Information in Case the Study Cannot Be Conducted


In case the study is not started for any reason, although it has received approval, or if it is terminated before being concluded, the Ministry shall be notified about this situation, along with the relevant justifications.


19. Distribution of Tasks and Responsibilities


All kinds of legal, penal and financial responsibilities for the observational study shall belong to the person, institute or institution providing spport to the study, or in studies where there is no sponsor, to the coordinating physician. 


Real or corporate entities to conduct the study shall establish in detail the funding of the study, and guarantee it.


The sponsor may transfer part of its tasks to a contracted research organization, upon making a written contract. The transfer of duties to the contracted research organization shall not remove potential legal and penal liability of the sponsor concerning transferred matters. The sponsor and the contracted research organization shall be successively responsible for the results of the job and procedures constituting the subject matter of the contract. 

20. Inspection


The Ministry shall inspect observational studies conducted domestically and abroad, the sites where the studies are conducted, the sponsor and the contracted research organization, if any, in terms of their compliance with the provisions of this guidance and other relevant legislations.


21. Archiving and Confidentiality


Upon completion of the observational study, all documents pertaining to the study shall be saved by the sponsor (if not available, the coordinating physician) for at least five (5) years.


Confidentiality of study records is fundamental. These records shall be submitted to only to authorized persons, upon the request of legally authorized persons or competent authorities. 


22. Suspension or Prohibition of the Study


If it is detected during the conduct of the study that the requirements designated when granting permit for the study are not fulfilled or these requirements are violated; the Ministry shall warn the sponsor or the coordinating physician and suspend or prohibit the study, where necessary.


23. Prohibitions and Sanctions


If the sponsor is a pharmaceutical company; the studies shall not be designed and conducted by the marketing and sales departments of the company. Such type of studies designed and/or monitored by marketing departments shall be regarded as a non-ethical promotional activities and action will adopted according to relevant legislations.

In case protocol violation in the form of marketing or seeding is detected, the sponsor

shall cover the cost of these drugs and other costs relating to their administration to the patient, if any. 

There shall be no statements made by the sponsor in the study protocol and documents such as surveys, addressing the physician and/or the patient participating at the study, that are directly or indirectly in favor of or contrary to the study drug and other drugs. 

24. Revoked Legislation

“The Guidance Regarding the Planning, Conduct and Evaluation of Observational Studies Performed with Drugs”, enforced with the Ministerial approval dated January 22, 2008, with No. 433, has been revoked. 

25. Enforcement

This Guidance shall become effective on the date of its approval. 

ANNEX-1

DOCUMENTS TO BE INCLUDED INTO THE APPLICATION DOSSIER

1. Name of Study

2. Code of Study (if any)

3. Name/Surname, Curriculum Vitae, Address (E-mail, Telephone, Fax) of the Study Coordinator

4. Contact Information of the Study Sponsor, Authorized Person(s)

5. Objective/Justification of the Study

6. Study Evaluation Criteria

7. Patient Inclusion and Exclusion Criteria of the Study 

8. Number of Patients to be Included into the Study (In international studies, the number of patients in Turkey and in the world shall be indicated separately)

9. Patient Enrollment Period

10. Patient Follow-Up Period

11. Statistical Method

12. Flowchart of the Observational Study

13. Detailed Protocol Relating to the Study

14. Sample Case Report Form  
15. Other Documents Used During the Study, If Any (Such as Surveys, etc.)

16. List of Centers Participating in the Study in Multicenter Studies and Information on Participating Physicians in Each Center

17. Notary-Public Certified Circular of Signatures of the Sponsor

18. Detailed Signed/Approved Study Budget

19. Sample Adverse Effect Follow-Up Form

20. Document Indicating the Distribution of Responsibilities Between the Sponsor (if available) and the Study Coordinator/Physician

21. Certificate of Authorization Issued for the Contracted Research Organization by the Sponsor (if available)

22. Certificate of Authorization for the Monitor Issued by the Administrator of the Contracted Research Organization (if available; where not available, by the Sponsor)

23. Signed Curriculum Vitae and Contact Information of Study Monitors, If Available

24. Document Stating that the Data May be Used for Publication Purposes

25. The list of all pharmaceuticals containing the active ingredient assessed in the observational study. 
ANNEX-2 

ANNUAL NOTIFICATION REPORT OF OBSERVATIONAL STUDIES

1. Name of the study, code/protocol number, if any

2. Name, surname, title and institute of the coordinating physician

3. Sponsor information

4. Protocol summary

5. Table demonstrating the intended number of patients and the number of patients enrolled into the study from the beginning of the study until the end of the reporting period.

ANNEX 3:

FINAL REPORT OF THE OBSERVATIONAL STUDY

1. Name of study, code/protocol number, if any

2. Name, surname, title, and organization of the Coordinating Physician, if available

3. Sponsor information (title, contact information, authorized persons)

4. Purpose of the study

5. Design of the study

6. Flowchart of the study

7. Findings obtained from the study

8. Table indicating the number of patients intended in the study and the number of patients enrolled into the study

9. If the results of the study have been compiled into a scientific publication, a copy of this publication

