Guidance on Planning, Conducting and Evaluating Observational Studies Performed with Drugs

GUIDANCE ON PLANNING, CONDUCTING AND EVALUATING OBSERVATIONAL STUDIES PERFORMED WITH DRUGS
1. Objective
This guidance has been prepared in order to specify the requirements and minimum conditions for planning, conducting and evaluating observational studies.  

2.  Definition

Observational studies are conducted in order to observe the treatment properties of pharmaceuticals on the market routinely used by physicians and patients under their approved indications.

Observational studies are intended to gather data pertaining to the use of drugs that may be introduced into the market.  These studies are particular in that they shall not influence the diagnosis of the physician or the treatment choice and implementation for a case.

They are studies where participating patients do not undergo additional diagnosis or treatment methods and epidemiological methods are used for analyzing collected data.

2. 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.  Even though the drug treatment may have begun before the patient was admitted into the study, the drug may also 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 most current conditions in their 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, timeframe and scope of patient examination, number of patients) as well as the collection and evaluation of data shall be appropriate to find an answer to this question.

Patients shall not be prescribed drugs through any special procedure outside of normal medical practice.

In order for a study to be accepted as an observational study, no restrictions may be placed on the prescribing physician and no influence may be exerted on the normal clinical practice.

Observational studies may not be planned or conducted for the purpose of encouraging the use of drugs.

The sponsor may not engage in studies that may appear as promotional studies.

3. Methodological Character of Observational Studies

Observational studies constitute of the several methodological tools that serve to gather information on drugs that are available on the market.  Selection of the appropriate tool is 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, shall be informative and effective in terms of the number of patients.

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

4. Objectives of Observational Studies

The main objective of this type of study is to obtain additional information on the effects of drugs on larger populations compared with those in clinical drug research.

Observational studies may also be conducted in order to determine safety problems, research potential dangers (testing hypotheses in order to substantiate causalityl relationships), verify the predicted safety profile of a drug under marketing conditions and to quantitatively identify known adverse reactions, adverse effects as well as determine risk factors.

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

a) To gather information on prescription habits, treatment acceptance and general compliance with treatment and practicability,

b) To gather more data on known adverse reactions (ADRs), adverse effects (AEs) and adverse events (AEv.s) in routine use (for instance, verification of predicted ADRs and AEs, evaluation of frequency, interactions); to gather information of ADRs, AEs and interactions,

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

d) To observe the effectiveness of drugs, in other words, to learn about their aid when used under normal clinical conditions and determine their therapeutic failures, to observe variable factors such as disease severity, emergence of auxiliary diseases, special groups (elderly, children, etc.) and lifestyle-related factors,

e) To obtain data on the effectiveness of drugs on patient compatibility such as quality of life and satisfaction with treatment.

5. Coordinating and Participating Physicians

Multi-centered observational studies conducted in healthcare institutions are conducted under the chairmanship of a coordinating physician by a team that suits the nature of the study.

Participating physician is defined as a physician who collects data in accordance with the observational study protocol.

Coordinating physician is defined as a physician participating in a multi-centered observational study responsible for coordination between institutions where study is conducted and the sponsor.

The coordinating physician shall have completed his/her specialty study or physicianate in the indication area that is the topic of the study.

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

6. Non- Intervention

The physician who is in charge of treatment shall not be interfered with in any specific manner in this study.

The participating physician may not be interfered with regarding the following issues:

a) Whether or not drug treatment will be provided or which drugs will be used in the treatment;

b) Treatment modalities (dosage and form of use);

c) In which circumstances treatment will be terminated or in which circumstances treatment will be modified.

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

Prescribing a drug and including a patient into an observational study are two issues that shall be kept separate.  This distinction will be possible only when a patient is admitted into the study after a treatment decision has been made.  Since systematic observations are necessary to gain new scientific insights, additional conditions shall be specified regarding data collection, type and level of documentation and supervision thereof.   In order to attain an adequate observational balance and to ensure that collected data are of adequate quality and thoroughness, in keeping with desired findings, required conditions shall be set forth for the pertinent physician to implement.

7. Different Forms of Observational Studies

Different objectives require observational studies to be of different designs and Forms. According to the question to be answered, there will be different observational requirements. 


It shall be considered to collect data concerning past or continuing treatments. 


Recommendations concerning evaluations for diagnosis or references such as diagnosis treatment guidances shall be given. 

Population included in the study shall normally be as representative as possible within the general population of users, and shall be a population which has not been chosen contrary to the study’s specific targeted objectives. 


8. Study Plan


Before starting the observational study, a study plan reflecting the latest situation in medicine and biometry shall be prepared. Its fundamental parts are the observation plan and the evaluation plan. 



The observational plan will be prepared for routine application and shall make structured and systematic observation possible. 

Study plan shall include at least the following details: 


a) One or more precise questions being formulated and presenting the reasons why the observational study is an appropriate tool to answer these questions,

            b) Describing how the patients shall be included in the study,

            c) Defining the criteria for inclusion for participating physicians and centers,


d) Defining the patients to be included in the study, and the criteria for inclusion or exclusion of patients,


e) Defining how to realize representation for physicians and patients,


f)  Defining parameters to be collected such as target parameters, cofactors, covariants; defining their relevance and role in answering the questions, 


g) Discussing potential co-factors/covariants and defining how these are to be controlled,

h) Observation period template,


ı) Duration of study and termination criteria,


j) Mentioning the number of patients included in the study; if it is an international study, mentioning the number of patients in our country and worldwide, and the countries,


k) Defining the type and scope of documentation,


l)  Defining criteria for notification of adverse reactions (ADR), and AEs,


m) Defining quality assurance measures,


n) Describing statistical evaluation,


o) Supervision of the study, defining responsibilities such as its coordination,


p) Reporting rules including biometry and medical evaluation.  


9. Study Application and Permit

The sponsor, or if there is no sponsor, the coordinator has to apply to the Pharmaceutical General Directorate and obtain a permit. The study definitely cannot be started without obtaining a permit.

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


Correspondence concerning the application is conducted with the sponsor. Correspondence on studies in application that have no sponsor are conducted with the coordinating and/or participating physician. 

10. Sites Where Observational Studies Will Be Conducted


Data collecting within the scope of observational studies may be conducted in all healthcare institutions and organizations offering healthcare services, and also, on the condition that necessary permissions are obtained, by directly reaching participating patients as field scanning. 

11. Obligation for Notification


Observational studies shall be notified to the Pharmaceutical General Directorate and shall not be started before necessary permits are obtained.


Sponsor, or if there is no sponsor, coordinating physician will notify the Pharmaceutical General Directorate once a every year of the findings and results obtained, a list of all the suspected serious adverse effects, and information concerning the safety of the participating patients. When necessary, in studies of more limited period, the Pharmaceutical General Directorate may require a report in a shorter period. 

In multi-centered trials, annual interim report and final report including the study results of all the centers participating in the study is submitted to the Pharmaceutical General Directorate by the coordinator. 

The sponsor, of if there is no sponsor, the coordinating and/or participating physician is responsible for submitting the notifications to the Pharmaceutical General Directorate regularly. 


Any amendments in the protocol after the study has been started are notified to the Pharmaceutical General Directorate for approval. 


12. Patient Information and Patient Consent


For treatment decisions, there is no need for the patient to be informed other than the usual information which is the physician’s duty. 


Documentation of patient data shall be compliant with regulations on data confidentiality. For processing patient data such as quality assurance measures and additional requirements for observation, additional information may have to be given to the patient. In such cases, patient consent shall be received. 

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

      the Study


It is fundamental to respect the rights of participating patients, and ethical rules.  


Before medical information of patients participating in the study is started to be transferred to the relevant fund, the person participating in the study, or if the person is not in a position to give consent, his/her legal representative is informed about the purpose, methodology, duration, expected benefits, difficulties, and aspects not favorable for the person’s health or personal characteristics, and the conditions under which the study shall be conducted and pursued, in an adequate and clear way by the participating physician. 


Patient participating in the study may remove his/her consent from the study with or without reason, any time he/she wishes. For this reason, he/she will not lose any of his/her usual rights concerning subsequent medical supervision and treatment.  


The sponsor may not make any encouragement or financial offer to enable participating patients to participate and continue in the study. However, additional costs arising for participating patients because of their participation shall be defined and met by the study budget. 


Decisions concerning medical monitoring and treatment of participating patients belong to the physician or dentist possessing the necessary professional qualifications. 

In the duration of the study, fundamental ethical principles established in the final text of the Helsinki Declaration shall be observed. 


If patients to be included in the study are young and/or not qualified to give consent, permission from parent or legal guardian shall be obtained. 


The sponsor and/or participating physician and/or coordinator shall guarantee confidentiality of patient information. In cases when the information obtained as a result of the study is published, identity information of participating patients is not disclosed. 


14. Data Security


Standards and methods shall be developed for storing data safely. 


Basic principles of plans concerning preservation of data protection units, data copies, and back-up units kept by the sponsor and/or participating physician and/or coordinator shall be included in the study plan. 


Restrictions on access and basic principles of legal obligations, if any, for explanation shall be clearly mentioned in the study plan. 


15. Quality Assurance


The purpose of quality assurance is to minimize potential discrepancies with adequate study design and/or adequate data analysis, to ensure data being complete and valid, and to notice and correct inadequacies at an early stage. Relevant quality assurance shall be realized. 

16. Statistical Evaluation


Data from an observational study shall be evaluated with adequate biometrical methods. Planned approach will be determined previously in the study plan. If this approach is left during evaluation, reasons for this deviation shall be mentioned.


17. Budgeting




All procedures apart from standard medical care that may be required in observational studies shall be met by the sponsor and a detailed budget shall be prepared. 


In the election of patients to be included in the study, the patient having social security 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 Pharmaceutical General Directorate will be notified of this situation, along with the relevant justifications.

19. Allocation of Tasks and Responsibilities


All kinds of legal, penal, or financial responsibilities for the observational study belong to the person, institution or organization or in case of studies with 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 some of his tasks to contracted research organizations through written contract.


Transfer of duties to the research institution does not remove potential legal or penal liability of the sponsor concerning transferred matters. The sponsor and the contracted research organization are successively responsible for the results of the processes and procedures under the scope of the contract. 
20. Supervision


Pharmaceutical General Directorate shall supervise observational studies within the country and abroad, places where these studies are conducted, the sponsor or (if any) contracted research organization, for their compliance to this guidance and articles of other relevant regulations. 

Supervision results will be prepared as a report and information concerning the results, except confidential matters on patients’ rights will be communicated to the sponsor. 


21. Report, Archiving, Confidentiality


A conclusion report will be prepared about the execution and results of an observational study. This report shall include biometrical evaluation, and evaluation from a medical perspective. Results of the observational study may be published in accordance with scientific criteria. 


All documents pertaining to the observational study shall be saved for at least 5 (five) years, for subsequent access and evaluation. 


Confidentiality of study records is fundamental. These records are submitted only to authorities, on request by legally authorized persons or agencies. 


22. Suspension or Banning of an Observational Study


If during the study, it is established that requirements which had been reported when granting permit to the study are not met or there are actions contrary to these requirements, this shall be declared to the sponsor or coordinating physician, who will be warned explicitly.


If, during the conduct of an observational study which has been permitted, there are actions contrary to this guidance and the relevant regulation, the study’s requirements are no longer being met or the study loses its dependability or scientific validity,  the Pharmaceutical General Directorate shall form an opinion upon consulting the organization of the coordinator if necessary; the study will be suspended or banned, and the sponsor shall immediately be informed of the situation. However, before taking a decision to this effect, the sponsor and/or coordinator will be asked to give their opinion on the subject within 15 (fifteen) work days. 

23. Other Topics

There is no obligation to obtain an insurance document for observational studies. 


The coordinating and/or participating physician shall take care not to have the study influence their main jobs. Participation in the studies shall be free and voluntary. 


24. Prohibitions and Sanctions

Observational studies cannot be designed and conducted by marketing or sales units of companies. Such studies which have been designed and/or being supervised by marketing units shall be accepted as Non-ethical Promotional Activities, and the relevant regulation will be imposed. 


Observational studies may not be planned or conducted for the purpose of drug promotion. 


In the study protocol, in documents such as surveys, no statement may be used to direct the physician and/or the patient participating in the study directly or indirectly, for or against the studied drug.


If any action contrary to this guidance is established in observational studies that have been permitted and conducted in accordance with the principles and procedures mentioned in this guidance, the sponsor, or in studies where there is no sponsor, the coordinating physician shall be warned. In case these warnings are disregarded, the study is temporarily stopped in order to prevent participating patients being affected negatively, until the violations are removed by the Pharmaceutical General Directorate. When the sponsor, or in studies where there is no sponsor, the coordinating physician shall notify the Pharmaceutical General Directorate that the violations are removed and the study will be allowed to be continued if deemed appropriate. 
ANNEX 1:   DOCUMENTS THAT SHALL BE SUBMITTED IN THE APPLICATION   

                            DOSSIER
1. Observational Study Information Form

2. Observational Study Flowchart

3. Detailed Protocol on the Study

4. Sample Event Report Form

5. (If any) Other Documents Used in the Study (such as survey, etc.)

6. List of Centers Participating in the Study in Multi-Centered Studies, and Information on Participating Physicians in Each Center

7. Sponsor’s List of Authorized Signatures, approved by a Notary

8. Detailed Signed/Approved Study Budget

9. Sample Adverse Effect Monitoring Form

10. Sample Package Leaflets of all Pharmaceuticals Containing the Active Substance that is Studied in the Study

11. Document Showing How the Responsibility is Shared Between the Sponsor and the Study Coordinator
12. (If any) Certificate of Authorization of the Contracted research organization by the Sponsor
13. (If any) Monitor Appointment Certificate by the Contracted research organization Manager (or if none, sponsor company)

14. (If any) Monitors’ Signed CV’s and Contact Information

15. Document Stating that the Data (Events) may be Used for Publication

16. Certificate of Engagement Signed by the Coordinating Physician that All Units and Elements to Participate in the Study Shall be Informed About the Study Protocol
17. A Signed Certificate of Engagement with Explanation, Stating that in cases of Violation of the Protocol, the Cost of these Pharmaceuticals and Costs about Administering those to Patients, if any, and the Pharmaceutical(s) shall be Met by the Sponsor.
ANNEX 2 :  OBSERVATIONAL STUDY INFORMATION FORM

1. Name of the Study

2. Code of the Study

3. Name/Address/e-mail/Phone/Fax of the Study Coordinator

4. Contact Information about Authorized Person/Persons Sponsoring the Study

5. Reason for Study

6. Purpose of Study

7. Study Evaluation Criteria

8. Criteria for Including Patients in the Study
9. Criteria for Not Including Patients in the Study

10. Number of Patients to be Included in the Study (In international studies, number of patients in Turkey and worldwide shall be given separately)

11. Patient Acceptance Period

12. Patient Monitoring Period

13. Statistical Method

ANNEX 3: OBSERVATIONAL STUDIES ANNUAL INTERIM REPORT

1. Name of study, code/protocol no. if any

2. Name, last name, title, and organization of the Coordinating Physician
3. Sponsor information

4. Protocol summary

5. Table showing numbers of patients accepted to the study, monitored, and participated in the targeted study from the beginning of the study until the end of the report period 
6. Number of patients who have left using the study drug, still using the drug, deceased, or who have left the study

7. Table showing reasons for quitting treatment during study

8. Table summarizing all adverse effects/events, including the causality relationship

9. List of reasons for deaths and referral to hospital, if any

Note: If there is more than one active substance studied, data shall be reported separately for each.
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ANNEX 4: OBSERVATIONAL STUDY CONCLUSION REPORT
1. Name of study, code/protocol no. if any

2. Name, last name, title, and organization of the Coordinating Physician
3. Sponsor information

4. Purpose of study

5. Design of study

6. Study flowchart

7. Evidence collected

8. Table showing number of patients acceoted to the study, monitored, and targeted

9. Number of patients who have left using the study drug, still using the drug, deceased, or who have left the study

10. Table showing reasons for quitting treatment during the study

11. Table summarizing all adverse effects/events, including the causality relationship 

12. If the study results have been turned into a scientific publication, a copy of this publication

13. Table summarizing all adverse effects/events, including the causality relationship

