	GUIDANCE ON THE APPLICATION FORMAT AND DOCUMENTATION TO BE SUBMITTED IN AN APPLICATION FOR AN ETHICS COMMITTEE OPINION ON A CLINICAL TRIAL 
 

1. Introduction
According to the provisions of the Regulation on Clinical Trials, a clinical trial on a medicinal product for human use may not start until the appropriate Ethics Committee (and in certain cases the Clinical Trials Advisory Board) has issued a favorable opinion and the Ministry approval thereof. A Ministry approval is not required and a favorable opinion of the Ethics Committee is sufficient for starting a non-medicinal clinical trial with standard therapeutic applications. Nevertheless, the Ministerial approval must be obtained before starting any clinical trial with medicinal products.
According to the Regulation on Clinical Trials, the sponsor shall notify the Ethics Committees of any need for a substantial amendment to the protocol after commencement of the clinical trial to obtain its favorable opinion.
The sponsor shall also notify to the Ethics Committees the end of the clinical trial or an early termination of the clinical trial.
The standard form which must be used when submitting applications to the Ethics Committee is available on the Ministry’s website. 
2. Scope
This detailed guidance is intended to provide guidance to sponsors and investigators on the format and content of the information to be submitted to an Ethics Committee in the circumstances listed in the Regulation on Clinical Trials, including particularly:
•         a request for the Ethics Committee’s ethical and scientific opinion on a proposal to initiate, carry out or terminate a trial,

•         notification of a substantial amendment to the trial protocol and the request for an Ethics Committee opinion on a substantial amendment to the trial protocol, 
•     notification of the Ethics Committee on an early termination of the trial. This guidance applies to the format and content of an application, as well as accompanying documentation, submitted in relation to a proposed clinical trial, and also covers the documentation to be forwarded to the Ethics Committee during the conduct and at the termination of the trial.
3. Definitions
The definitions provided in the Regulation on Clinical Trials and Guidance on Good Clinical Practice applies.
4. Format and content of an application to the Ethics Committee before commencement of a clinical trial:
4.1. Request for the opinion of the Ethics Committee 
The applicant must submit a valid request for an opinion to the Ethics Committee. The application is considered to be valid if all required documents are complete. If that is the case the applicant will be informed and the review period starts. If an application is not valid the Ethics Committee will inform the applicant of the deficiencies. The list in Annex 1 indicates the core information to be submitted as part of a valid application, and the language requirements. Where the applicant needs to add to or remove from the trial protocol certain documentation, he must promptly notify this to the Ethics Committee.
All documents should carry the trial identification (EudraCT number, if any, sponsor’s protocol code number, date and/or version) as well as the version and/or date of the document concerned.
Under certain circumstances and according to requirements imposed by the Ministry, an abridged application might be sufficient.
4.2. Covering letter
The applicant should submit and sign a covering letter with the application. Its heading should contain the EudraCT number, if any, the sponsor protocol number, the name and institution of the investigator (in the case of a multi-center trial, of the coordinating investigator) and the title of the trial. The text should draw attention to any special issues related to the application such as special trial populations, first administration of a new active substance to humans, unusual investigational medicinal products (IMPs), unusual trial designs, sub-studies etc. and indicate where the relevant information is in the application.  

The covering letter should specify, for each IMP, the reference document(s) chosen by the sponsor to identify the unexpectedness of a serious adverse reaction in accordance with the appropriate detailed guidance. In addition, it should draw attention to any scientific advice or opinion related to the trial or IMP given by the European Medicines Agency (EMEA), the U.S. Food and Drug Administration (FDA), the Ministry or by the Ethics Committee and a copy of the advice must be attached with the documentation.
4.3. The application form 
For research at a single site, the application form should be signed by the sponsor or the sponsor’s legal representative and/or by the principal investigator responsible for the conduct of the trial at the site, according to the Regulation on Clinical Trials. In multi-centre trials the application form should be signed by the sponsor (or the sponsor’s legal representative) and/or by the coordinator.
The application form submitted to the Ethics Committee is in a standard form. This application form essentially contains information on methodology of the trial, trial sites, and trial design and on the investigational medicinal product, providing the Ethics Committee with a convenient overview of the trial design and an evaluation of the expertise needed for the review.
4.4. The clinical trial protocol 
The content and format of the protocol should comply with the guidance on Good Clinical Practice and the applicable legislation. The protocol should also contain with respect to a trial the title, a sponsor’s protocol code number specific for all versions of it, a number and date of version that will be updated when it is amended, and any short title or name assigned to it.
The protocol must be signed by the sponsor or principal investigator or the coordinator.
The version submitted should include all currently authorized amendments and a definition of the end of the trial.
Among other things, the clinical trial protocol should include:  
-        the evaluation of the anticipated benefits and risks of the trial,

-        a justification for the selection of all trial subjects, especially when including special subject populations;
-        a description of the recruitment and informed consent procedures, especially when subjects who are temporarily or permanently incapable of giving informed consent are included or when a procedure with witnessed consent is to be used;
-        a description of the plan for the provision of any additional care of the subjects once their participation in the trial has ended, where it differs from what is normally expected according to the subject’s medical condition;
-        a summary of the protocol. 
A protocol may include a sub-study to be conducted at all trial sites or only at specific sites. The covering letter should draw attention to any sub-studies, and pertinent information as well as documentation should be enclosed with the dossier.
Some arrangements specific for the site might be described in separate documents. For example, the financial agreements between the sponsor and principal investigator or site, the publication policy and the investigators’ access to the data might be in an agreement separate from the protocol. Copies of these agreements (in text) should be included in the application.  
4.5. Information on the investigational product 
The application form contains the information required to identify the investigational product(s), the pharmaceutical form(s) and strength(s), dose(s), route(s) of administration and treatment period(s). 
Detailed information on the investigational product(s) should be provided in the Investigator’s Brochure.  The Investigator’s Brochure should reflect all the clinical and non-clinical data on the investigational product(s) which is relevant and recommended for the trial and which provides evidence that supports the rationale for the proposed clinical trial and the safe use of the product(s) in the trial.
If the investigational product has a marketing authorization in Turkey, and the product is to be used as authorized, the authorized Summary of Products Characteristics (SPC) may substitute for the Investigator’s Brochure (provided that the authorized indication, pharmaceutical form, strength, route of administration etc. shall be strictly followed).
The Ethics Committee is responsible also for the review of the more extensive quality aspects and pre-clinical documentation included in the Investigational Medicinal Product Dossier (IMPD). The information that should be included in the IMPD is detailed in the applicable regulations.
4.6. Arrangements relating to subject recruitment 
The procedures for enrolment of subjects should be described in detail in the trial protocol or in a separate document if it varies between sites. This description as well as the reasons for selection of the subject group is of special importance in studies where subjects are included who are not able to give their informed consent.
When recruitment of subjects is planned to be by advertisement, copies of the material to be used should be appended, including any printed materials. The procedures proposed for handling responses received to advertisement(s) from subject candidates should be outlined. This includes the planned arrangements for information and/or advice to the respondents found not to be suitable for inclusion in the trial.
4.7. Subject information and the procedure for obtaining informed consent 
The Regulation on Clinical Trials and the Guidance on Good Clinical Practice defines the information regarding the informed consent.  
All information to be provided to the subjects (and/or, where appropriate, the parent(s)/legal representative) before their decision to participate or abstain from participation should be submitted together with the form for written informed consent.
The information provided to the subject or his/her legal representative should be based on the elements set out in the applicable regulations. There should also be a description of the arrangements for taking care of the subjects after their participation in the trial has ended, where there is additional care necessary because of the subjects’ participation in the trial and where it differs from that normally expected according to the medical condition. The information sheets given to the subject and/or the parent(s)/legal representative should be kept short, clear, relevant, and understandable to a lay person. They should be in both Turkish and in the subject’s language if (s)he cannot understand Turkish.
The measures taken to safeguard the subject’s privacy and the protection of personal data should be defined as is required according to applicable regulations. There should be information on how the identity of the subject, biological material obtained from the subject, and any recorded data will be coded, stored and protected. Information should be given about the person(s) who will have access to the code list, where the list will be kept and for how long, and who will be responsible for keeping it. The information should address the right of the subject to ask for updated information on what data are recorded, to require corrections of errors, and to know who will be responsible for keeping the data and who will have access to them. 
Information should be provided on a contact point where additional information can be obtained about the trial and the right of the trial subjects and whom to contact in the event of trial related injury.
In trials with minors or incapacitated subjects the procedures to obtain assent/consent from the minor or incapacitated subject, where appropriate, as well as from the parent(s) or legal representative should be described. The notion of legal representative is as defined in applicable legislation.
In addition to the information given to the subject’s parent(s) or legal representative, the subject should be given information according to his/her capacity to understand. This information should include, where appropriate, a statement that the subject’s decision not to participate or to withdraw from a trial will be respected, even if consent is given by the parent/legal representative. 
According to applicable provisions of the regulation, the subject should be informed of the possibility to withdraw consent without giving any reason and to require that all previously retained identifiable samples will be destroyed to prevent future analyses. The information should include a statement that the consequence of the subject’s withdrawal of consent will be that no new information will be collected from the subject and added to existing data or a database.
If a procedure with witnessed consent is to be used, relevant information on the reason for using a witness, on the selection of the witness and on the procedure for obtaining consent should be provided to the subject.
In case of temporarily incapacitated patients the procedure for obtaining the consent of the legal representative should be described. The procedure should be outlined that will be used to obtain/confirm consent if the patient regains the capacity to consent and the information to be given to the patient in that case. The detailed rules provided in applicable legislations to protect individuals who are not capable of giving their consent should also be followed.
The form to be used to verify that information has been given and that the trial subject has consented (the informed consent form) should contain at least the following three elements:
-        informed consent form completed by trial subjects to participate in the trial;
-        consent to make confidential personal information available (direct access) for review, quality control and quality assurance as prescribed in the applicable regulation;
-        consent to archive coded information, and for its transmission outside the country if applicable.

4.8. Suitability of the investigator and quality of the facilities  
The qualification of the principal investigator should be described in a current curriculum vitae and/or other relevant documents. Any previous training in the principles of Good Clinical Practice or experience obtained from work with clinical trials and patient care should be described. Any conditions, such as economic interests, that might be suspected to influence the impartiality of the investigator should be presented.
The Ethics Committee should give an opinion on the quality of the facilities (including the availability of adequate resources, personnel and laboratory facilities). The evaluation of the quality of the facilities might be based on a written statement by the head of the clinic/institution or by some other responsible person.

For multi-center trials a list should be provided on the planned locations of the sites, the name and position of the principal investigators and the number of subjects to be included in Turkey. The Ethics Committee should consider the suitability of the principal investigator and the quality of the facilities taking part in a multi-center trial.
4.9. Insurance and indemnity 
The provisions for indemnity or compensation in case of injury or death of a trial subject, in addition to the mandatory insurance and indemnity arrangements, should be described in the application to the Ethics Committee. Also the insurance or indemnity arrangements to cover the liability of the sponsor and investigator should be stated.
4.10. Financial arrangements 
The application should include information on any remuneration or compensation to subjects and investigator/site. 
The Ethics Committee should review the arrangements for rewarding or compensating investigator(s) / sites and trial subjects as well as the relevant aspects of any agreement between the sponsor and the site according to applicable regulations. 
4.11. Proposed other sites and/or countries involved 
Brief information should be given on any plans to include sites in other countries.

5. Notification of substantial amendments after commencement of a clinical trial and opinion given by the Ethics Committees 
Circumstances arising during a clinical trial which requires amendments to data or documentation include new events relating to the conduct of the trial or the development of the investigational medicinal product where that event is likely to affect the safety of the subjects, reports of adverse reactions, and when the trial is halted or terminated early by the sponsor. If the Ministry suspends or prohibits a clinical trial, the Ethics Committee should also be informed.
The Ethics Committee may request the investigator and/or sponsor to submit any other information necessary to fulfill the requirement of continuing review of the trial. 
5.1. Amendments  
The sponsor is obliged by applicable regulations to inform the Ethics Committee about substantial amendments to the protocol and to submit all relevant documents in support of such amendments.
The sponsor may not implement such amendments without a favorable opinion of the Ethics Committee, unless the changes consist of urgent safety measures to protect the trial subjects. In case these urgent measures are taken, the sponsor should as soon as possible inform the Ethics Committee of the new event, the measures taken and any plan for further action. 
Criteria for considering an amendment as substantial are given in the applicable regulation. A sponsor application of amendments identified as substantial should be submitted to both the Ethics Committee and the Ministry, simultaneously. The application form, that should be used, is common to both the Ethics Committee and the Ministry. 
In the case of substantial amendments impacting the trial protocol, the sponsor should make the notifications to both the Ethics Committee and to the Ministry in parallel. For substantial amendments to information that only the Ethics Committee assesses (e.g. changes in an advertisement for subjects to participate in the trial or changes in facilities for the trial), the sponsor should not only submit the amendment to the Ethics Committee but also to the appropriate organ of the Ministry (i.e. the General Directorate of Pharmaceuticals and Pharmacy or General Directorate of Therapeutic Services) that they have made the application. Similarly, the sponsor should inform the Ethics Committees of any substantial amendment to information which only the Ministry reviews (e.g. quality data). To provide this information it should be sufficient to submit the amendment notification form, indicating that it is “for information only”. In these cases, the amendment notification should be submitted to the Ministry or Ethics Committee, as applicable, indicating what decision has been taken and the date of the decision.
 

The notification of a substantial amendment should include the following information: 
a) covering letter, including reason for qualification as a substantial amendment:

-        information on the clinical trial (title, EudraCT number if any, sponsor’s protocol code number),

-        applicant details,

-        amendment details (sponsor’s amendment number and date). In certain circumstances, one amendment could refer to several changes,

-        a description of the amendment and the reason for it.
b) an extract of the modified documents showing previous and new wording, where applicable.

c) the new version of modified documents should be issued where the changes are so widespread and/or substantial, in which case both the previous and new modified version of the document(s) (including an updated number of version and date) should be attached with the notification of a substantial amendment.
d) Where applicable, information including:
-         summaries of data,

-         an updated overall risk benefit assessment; 
-         possible consequences for subjects already included in the trial;
-         possible consequences for the evaluation of the results. 
The substantial amendment should be signed by the sponsor or the legal representative of the sponsor, and/or the principal investigator in single-center trials, or the coordinator in multi-center trials, according to applicable regulations.
If changes to the protocol lead to a modification of the subject information sheet, any new subject information should be appended. If there is a need to obtain new consent from the subjects, the procedure therefor should be described. Possible consequences of the results for the subjects already included and the usefulness of data recorded and stored should be discussed.
When additional sites are recruited in a multi-center trial after the Ethics Committee has given its favorable opinion on the trial, the Ethics Committee should review and give an opinion on the qualification of the new principal investigator(s), insurance arrangements, the quality of the facilities and, according to applicable regulations, on the indemnity and financial agreements. The application form for substantial amendments that is common for the Ministry and Ethics Committee should be used. 
The sponsor may implement a substantial amendment if the Ethics Committee opinion is favorable and the Ministry grants authorization. For amendments submitted solely to either of the Ethics Committee or the Ministry, the sponsor may implement the amendment if the Ethics Committee opinion is favorable or the Ministry has given its approval, respectively.
The Ethics Committee is required to give an opinion on a proposed substantial amendment within 35 (thirty five) days.
The non-substantial amendments are described in the applicable regulation. Documentation of the changes should be kept at the sponsor and at the site and be made available on request for purposes of inspection or availability check.
5.2 Safety measures and adverse events 
A sponsor or investigator might have to take appropriate urgent safety measures to protect subjects against any immediate hazard where new events relating to the conduct of the trial or the development of the investigational medicinal product are likely to affect the safety of the subjects. These safety measures such as temporarily halting of the trial may be taken without favorable opinion from the Ethics Committee. The sponsor must inform the Ministry and the Ethics Committee of the new events, the measures taken and their plan for further action as soon as possible. When the sponsor halts a clinical trial (stops recruitment of new subjects and/or interrupts the treatment of subjects already included in the trial), they should notify the Ministry and the Ethics Committee, documenting details on halting the trial, as soon as possible but at least within 15 (fifteen) days. The trial may be recommenced only upon the favorable opinion of the Ethics Committee and authorization by the Ministry.

The sponsor must ensure that all relevant information about serious adverse reactions and new events likely to affect the safety of the subjects are reported to the Ethics Committee in accordance with the applicable regulation. 
6. Notification after end or on an early termination of the clinical trial 
According to applicable regulation, the sponsor should notify the Ethics Committee within 90 (ninety) days at the end of the trial, as defined in the protocol. 
In case of an early termination of the trial or temporary halt by the sponsor the Ethics Committee should be notified as soon as possible, and a detailed written explanation of the reasons for the termination/halt given within 15 (fifteen) days.
At the end of the trial (on all domestic sites in a multi-center trial) the sponsor should provide the Ethics Committee with a summary of the clinical trial report. To be responsible for his/her part in the report writing, the investigator should have access to the recorded and reported data to ensure accuracy, completeness and timeliness. This report should be the same as the one forwarded to the Ministry.

If after the termination of a trial the risk/ benefit analyses have changed, the new evaluation should be provided in case it will have an impact on the planned follow up of the subjects who have participated in the trial, and the actions needed to protect all rights of the subjects described. 
7. Procedure
In multi-center trials, the favorable opinion of the Ethics Committee at the coordinating site shall suffice, and approvable also of Ethics Committees at other sites need not be obtained. Nevertheless, relevant information relating to the trial should be provided to Ethics Committees at other sites in a multi-center trial for informational purposes. If so deemed necessary, the Ministry may require approval of Ethics Committees at individual sites in a multi-center clinical trial. An Ethics Committee located at any of the sites taking part in a multi-center clinical trial may inspect the site concerned if and where instructed so by the Ministry.
The Regulation on Clinical Trials gives definition of an applicant who is to apply for an opinion of an Ethics Committee, which may be the sponsor or principal investigator of a clinical trial, or, in a multi-center trial, the trial coordinator. 
The Ethics Committee shall give its opinion within the scope of its responsibilities and within the timeframe prescribed in the applicable regulation. 
The application to the Ethics Committee and the Ministry for a trial may take place in parallel or sequentially, first to the Ethics Committee and then to the Ministry, according to the choice of the applicant. When information needs to be submitted both to the Ethics Committee and the Ministry, the Ethics Committee shall give its opinion based on the same version of the documents that have been or will be submitted to the Ministry. 
ATTACHMENT-1: INFORMATION REQUIRED BY THE ETHICS COMMITTEE 
 

INFORMATION FOR ETHICS COMMITTEE 
General 
 

1.1
Covering letter
 

1.2
Clinical trial application form 
 

1.3
Receipt of confirmation of the EUDRACT number, if any 
 

1.4
A list of other sites to which the application was submitted and the details of decisions, if available 
 

1.5
Copy of Ethics Committee opinion(s) in other states when available 
 

1.6
Summary of any scientific advice
 

1.7

If the applicant is not the sponsor, a letter of authorization enabling the applicant to act on behalf of the sponsor ________________________________________________________________ 
Subjects
 

2.1

Subject informed consent form 
2.2

Trial subject information leaflet, if available 
 

2.3
Arrangements for recruitment of subjects 
 

Trial Protocol 
 

3.1
3.2

 

4.1

4.2

Clinical trial protocol with all current amendments 
Summary of the protocol in Turkish 
Investigational Medicinal Product (IMP)
Investigator’s Brochure 
Investigational Medicinal Product Dossier (IMPD) 
 

4.4

4.5

4.6.

Summary of Product Characteristics (SPC) (if IMP is to be used in trial according to marketing authorization in Turkey)
Certificate analysis for the IMP, if available 
Examples of the label in Turkish
4.7.

Viral safety information and data, if available
 

Facilities and staff 
 

5.1

Facilities for the trial 
5.2

Curriculum Vitae of the coordinator for multi-center trials (up-to-date, in hand writing and wet-signed) 
 

5.3

5.4

Curriculum Vitae of each investigator and assistant investigator responsible for the conduct of the trial in a site (up-to-date, in hand writing and wet-signed) _____________________________________________ 
Information on supporting staff in each site ____________________________________ 
Finance
 

6.1

6.2

Trial budget
Insurance
6.3

Any compensation to investigators
6.4

Any compensation to trial subjects
6.5
Text of agreement between the sponsor and investigator when not in the protocol 
 

ATTACHMENT -2: LANGUAGE OF INFORMATION REQUIRED DURING APPLICATION TO AN ETHICS COMMITTEE 
 

LANGUAGE OF APPLICATION DOCUMENTS 
The application form shall be in Turkish.____________________________________________________________ 
The Investigator’s Brochure may be in English. If in a language other than English, a Turkish translation must be provided._____ 
The protocol may be in English. If in a language other than English, a Turkish translation must be provided ._____________ 
Subject Informed Consent Form in both Turkish and English._________________________ 
Forms used for safety notification may be in English. If in a language other than English, a Turkish translation must be provided._____________________________________________________________________ 
Case Report Forms may be in English. If in a language other than English, a Turkish translation must be provided. 
The trial budget must be in Turkish.__________________________________________________________ 
Documentation relating to insurance, if in English, must be provided in English along with its Turkish translation by a sworn translator.______________________________________________________________________________ 
ATTACHMENT -3: INFORMATION ON PREPARATION OF THE APPLICATION FORM IN A LANGUAGE UNDERSTANDABLE BY NON-HEALTHCARE PROFESSIONAL MEMBERS OF THE ETHICS COMMITTEE 
 

A common form is used for application to the Ethics Committee and the Ministry.

The aim of the example given in this section is to provide guidance on how trial and site specific information might be presented to present the ethical issues and describe the trial in a language that can be understood also by non-healthcare professions.
1. EUDRACT trial number, if available ____________________________________________ 
2. Title of the project (understandable for non-HPCs)
3. Summary of the project (justification and relevance)___________________________________________ 
4. Results of pre-clinical tests or reasons for not doing pre-clinical tests ___________ 
5. Primary hypothesis in this trial (if relevant, also secondary hypotheses) _________ 
6. Research ethical considerations 
(Identify and state any possible problems that might occur. Present possible gain in knowledge to be obtained in the trial and its importance, possible risks for injuries or distress for the trial subjects. Include your own evaluation of the risk-benefit ratio).  
7. Reason for including persons from vulnerable groups, i.e. minors, temporarily or permanently incapacitated subjects.       

8. Description of the recruitment procedure (all material to be used should be appended)  
9. Procedure to provide information and obtain consent from the subjects, or parents or legal representatives if applicable (who will give the information and when, need for legal representatives, witness etc).  ________________________________________________________________________ 

 

10.   The path to follow in case of any deviation from investigational procedures and/or routine treatment.
11.   Risk assessment, foreseeable risks of treatment and procedures to be used (including pain, discomfort, violation of integrity and means to avoid and/or take care of unforeseen / unwanted events).          

12.   Previous experience of the conduct of similar research procedures at this site.          

13.   Any foreseeable benefit for included subjects.
14.   Relation, if any, between trial subject and investigator (patient-physician, student – teacher etc)          

15.   Procedures of the site to check if the subject participates simultaneously in other research or if a required period (wash-out period) has elapsed since previous participation in research (of special importance when healthy subjects are included). 
 

16.    Requirements and methods for recording health control for healthy subjects (i.e. hospital files).     

17.    Methods for searching, recording and reporting adverse effects (describe when, by whom and how, i.e. open questions and/or according to lists). 
18.    Procedures used to protect the privacy of recorded data, source documents and samples.          

19.    Arrangements for treatment or care after the trial subject has ended the participation in the trial (who will be responsible and where).
20.   How the number of subjects to be included in the trial is determined and the statistical methodology to be employed.    

21.   Amount and procedure for compensation of subjects (description of the compensation and amount paid for travel cost, loss of earning, etc).  
22.   Rules for prematurely ending or stopping the trial as a whole. 
23.   Agreement on investigator’s access to data, publication policy etc. (if not provided in the protocol)  
24. Sources of funding (if not available in the protocol) and information on financial or other interests of the investigator(s).  
 

 

 

NAME AND SIGNATURE OF APPLICANT - COORDINATOR/PRINCIPAL INVESTIGATOR (and/or SPONSOR)

I hereby confirm that the information given in this application is correct and that I believe that it will be possible to conduct the trial in accordance with the protocol, the Regulation on Clinical Trials and the principles of Good Clinical Practice.  
Name:

Surname:

Address:

Position:___________________________________________________________________ 
Date:_________________________________ Signature:________________________________ 
ATTACHMENT -4: ADVERTISING FOR TRIAL SUBJECTS 
 

This appendix is intended to provide guidance on items that must be considered when advertising for subjects who will be asked to participate in a clinical trial. Others may be added to items listed and the list should be modified according to the type of trial and applicable regulations.  
All advertisements for trial subjects should be included in the submission for approval by the Ethics Committee. The review by the Ethics Committee might also include the procedures to take care of subjects responding to the advertisement.  
The advertisement might contain information on the following points:  
1.      Whether the project is of research nature,

2.      The scope of the trial,

3.      The type/group of subjects that might be included  
4.      That the investigator is clinically/scientifically responsible for the trial as required by applicable regulations,

5.      The person, name, address, organization, to contact for information,
6.      The procedure to contact the interested subjects,

7.      Any compensation for expenses.
 

Information should be provided to the Ethics Committee on the procedures to handle the answers to the advertisement. This includes information on the qualifications of the person who will be responsible for the first contact with the subjects, e.g. a nurse. This is especially important when patients and not healthy volunteers are replying to an advertisement.  
In addition, resources/procedures should be in place to provide information to and take care of patients not suitable for inclusion in the planned trial. Lack of suitability might be obvious at the first contact or after screening of the subjects who responded. There might be a description of how the patient will be given advice or help to contact a relevant institution/clinic not related to the planned trial.  
All information to be provided to the respondent should be submitted to the Ethics Committee for approval. If there is a screening procedure to evaluate the suitability of the respondent a separate information letter might be used, giving information on the procedure and the reasons for screening. It should be explained what the consequences might be in case of a certain outcome of the screening and detailed information on the trial should be given.  
Potential subjects should be informed that personal information might be recorded and will be protected according to applicable legislations. The procedure for giving the participating subject compensation or rewards and the amount(s) should be outlined. The applicant should also describe the procedure for informing the subject on how he/she may be eliminated from the register.  
ATTACHMENT-6: SUBJECT INFORMATION 
 

This appendix is intended to provide further guidance on items that might be of relevance for the subject information leaflet made available to the trial subjects. It is not intended to provide a complete list of items which should be included, but to give some examples of items that might have to be considered if relevant to the particular trial.  
1. Subject information, general aspects
The information sheet should state clearly the justification for the trial, its relevance and objective and should contain at least all the items listed in the relevant section of the guidance on Good Clinical Practice.
In addition, written information should be provided on:  
1.      The contact point from which further information may be obtained relating to the trial and in case of injury.  
2.      The names and contact details of the investigator, investigator nurse and other persons concerned.
3.      Any planned procedures for follow up after the end of the trial (for example for trials involving gene transfer medicinal products) and/or plans for additional care that might be needed due to findings during follow up.  
4.      Any financial or other ties to the sponsor as well as institutional affiliations of the investigator as well as the name and address of sponsor /sources of funding.  
5.      The Ethics Committee positive opinion.  
6.      The subject’s rights to privacy and the means taken to ensure protection of personal data, including: 
 

•         procedures for coding,

•         the arrangement with code-keys (the name of the person responsible for keeping the key and who will have access),

•     in the case of retention of subject samples and information:  

o to whom the data and samples are accessible,

o the location and duration of retention,

o name of the person who will be responsible for keeping the samples and the results, 
o procedure for handling any retained identifiable samples, 
o plans to compile or destroy samples after analysis.

7.      The subject’s right to obtain updated information about what data is recorded as well as the right to require corrections of any errors,

8.      The right of the subject or legal representative to withdraw consent to participate in the trial.  
9.      The fact that in the event of the withdrawal of consent to participate in the trial, no new data will be added to the database and that, according to provisions of the applicable regulation, the subject or legal representative may require all previously retained identifiable samples to be destroyed to prevent further analysis.  
10. The right of the subject or legal representative to be informed of any plans for new analyses on retained identifiable material that were not foreseen when the subject consented to participate in the study. The investigator might have to ask for new consent and the subject has the right to refuse further analyses, according to applicable regulations.  
 

2. Information in pharmacogenetic trials  
In clinical trials where genetic testing is included, this should be clearly explained to the subject. The information should give the background and purpose of the genetic tests, the planned analyses and whether the samples will be kept to make future analyses possible in conjunction with the planned project. Subjects should be informed of the possible consequences of genetic testing. When applicable, the information on the genetic part of the trial might be separate from the information on the other part. Information should be provided on the possibility for the subject to abstain from the genetic testing but still be able to participate in the non-genetic part of the trial.  
 

3. Trial specific and general explanatory information to subjects 
It might sometimes be useful to divide the information to be provided in two parts. One part should contain the information necessary for the subject to decide whether or not to participate in the planned trial. It could focus on the information specific for the planned trial and only contain information related to general issues and systems such as protection of privacy, insurance etc. as is relevant to the trial in question. 
The second part should contain general information common to trials. It might address and explain in more detail the regulatory provisions for the protection of the rights, welfare and safety of the subjects. The reasons for quality control and quality assurance and the need for source data verification as well as measures to protect the confidentiality of personal information, systems for labeling, analyzing and publishing data and availability of insurance/indemnity systems could be explained. 



