GUIDANCE ON THE COLLECTION, VERIFICATION AND PRESENTATION OF ADVERSE REACTION REPORTS OCCURRING DURING CLINICAL TRIALS
1. 
Introduction
This guidance relates to the collection, verification, presentation and decoding procedures of adverse event/reaction reports occurring during clinical trials. 

According to the Regulation on Clinical Trials, the investigator shall report all serious events except for those that the protocol or investigator’s brochure identifies as not requiring immediate reporting. Adverse events and/or laboratory abnormalities identified in the protocol as critical to safety evaluation shall be reported to the sponsor according to the reporting requirements within the time periods specified in the protocol.
The investigator shall supply the sponsor and the Ethics Committee with any additional requested information (particularly for reported death of a subject). 
The sponsor shall keep detailed records of all adverse events and shall submit these records on request.

The sponsor shall ensure that all relevant information about suspected serious unexpected adverse reactions are recorded and reported to the Ministry and the Ethics Committees in defined timelines; the investigator should also be notified. 
2.
Scope 

This guidance applies to all clinical trials conducted in Turkey and relates to the collection, verification and presentation and decoding procedures of adverse event/reaction reports arising from clinical trials. In addition, it sets out the responsibilities of the parties concerned.
3.
Definitions

The definitions of the Regulation on Clinical Trials and the Guidance on Good Clinical Practices apply. 

4.
Investigator’s Responsibilities 
Investigator’s responsibilities concerning Adverse Event (AE) reporting are as set out in applicable legislation. 

The investigator shall immediately report to the sponsor all serious events except for those that the protocol or investigator’s brochure identifies as not requiring immediate reporting. The immediate report shall be followed by detailed, written reports. The immediate and follow-up reports shall identify subjects by unique code numbers assigned to them.

Adverse events and/or laboratory abnormalities identified in the protocol as critical to safety evaluation shall be reported to the sponsor according to the reporting requirements within the time periods specified in the protocol.
The investigator shall supply the sponsor and the Ethics Committee with any additional information requested, particularly, on cases of death, if any. 

5.
Sponsor’s Responsibilities
5.1 General Remarks 
The sponsor is responsible for the ongoing safety evaluation of the investigational product(s).

The sponsor is responsible for the prompt notification to all concerned investigator(s), the Ethics Committee and the Ministry of findings that could adversely affect the health of subjects or have an impact on the conduct of the trial or alter the Ministry’s authorization to continue the trial in accordance with the Regulation on Clinical Trials.

The sponsor is responsible for arranging systems and documentary standard operating procedures to ensure that the necessary quality standards are observed in every step of the case documentation, data collection, validation, evaluation, archiving and reporting.

5.2 Reporting and Evaluation of Adverse Events (AEs)
The sponsor must retain detailed records of all adverse events reported to him by the investigator(s) and perform an evaluation with respect to seriousness, causality and expectedness.

On request of the Ministry, the sponsor should submit detailed records of all adverse events which are reported to him by the relevant investigator(s). Case report processing involves evaluation of data in individual cases, identification of individual cases requiring specific handling, recognition and processing of alerts, and any other data processing of aggregated cases.

Individual adverse events should be evaluated on case by case basis by the investigator, including the evaluation of their seriousness and the causality between the investigational product(s) and/or concomitant therapy and the adverse event.

The sponsor should also specify whether the adverse event was expected. 

5.2.1 Assessment of Seriousness 
Seriousness shall be determined according to applicable legislation, taking into account the comments presented in Annex 1.

5.2.2 Assessment of Causality 

Causality shall be determined according to applicable legislation, taking into account the comments presented in Annex 1.

All adverse events judged by either the investigator or the sponsor as “having a reasonable suspected causal relationship to an investigational product” qualify as adverse reactions. The causality assessment given by the investigator should not be disregarded by the sponsor. If the sponsor disagrees with the investigator’s causality assessment, both, the opinion of the investigator and the sponsor should be provided with the report.

5.2.3 Sponsor’s Assessment of Expectedness

The definition of the term “unexpected adverse reaction” is given in the Regulation on Clinical Trials. 

The expectedness of an adverse reaction shall be determined by the sponsor according to the reference document defined in the trial protocol (eg. the investigator's brochure for a non authorized medicinal product or the summary of product characteristics for a medicinal product authorized in Turkey). 
5.2.4 Data protection of trial subjects
Standards of confidentiality must at all times maintained and all legislation on data protection must be followed. 

5.3 Reporting of Serious Adverse Reactions

5.3.1 Standards for Expedited Reporting 

5.3.1.1 What must be reported?
5.3.1.1.1 Suspected Unexpected Serious Adverse Reactions (SUSARs):
All suspected unexpected serious adverse reactions (SUSARs) are subject to expedited reporting. These include the following SUSARs known to the sponsor and relating to the following: 

· SUSARs related to an investigational product which occur in the concerned trial,

· SUSARs which occur in another trial conducted by the same sponsor either in Turkey or in a third country, or which are identified by spontaneous reports or a publication, or which are transmitted to the sponsor by another regulatory authority.

5.3.1.1.2 Other Safety Issues Requiring Expedited Reporting
Other safety issues also qualify for expedited reporting where they might materially alter the current benefit-risk assessment of an investigational product or that would be sufficient to consider changes in the investigational product’s administration or in the overall conduct of the trial, including among others:

· Single case reports of an expected serious adverse reaction with an unexpected (eg. fatal) outcome,
· an increase in the rate of occurrence of an expected serious adverse reaction, which is judged to be clinically important,
· post-study SUSARs that occur after the patient has completed a clinical trial and are reported by the investigator to the sponsor,

· new events related to the conduct of the trial or the development of the investigational products and likely to affect the safety of the subjects, including:
· a serious adverse event which could be associated with the trial procedures and which could modify the conduct of the trial,
· a significant hazard to the subject population such as lack of efficacy of an investigational product used for the treatment of a life-threatening disease,
· a major safety finding (such as carcinogenicity) from a newly completed preclinical study (such as an animal study) 
For investigational products that are licensed in Turkey and have marketing authorization, SUSAR reporting requirements set out in applicable legislation must be followed. 

5.1.2 What should not be reported? 
Expedited reporting is not usually required:

- for reactions which are serious but expected,

- for non-serious adverse reactions whether expected or not.

It is generally not necessary to report SUSARs that are considered unrelated to the investigational product. 
5.3.1.3 Who should report and whom to report to? 

The sponsor should report all the relevant safety information previously described to the Ministry and to the Ethics Committee.

All concerned investigators shall be informed by the sponsor of relevant information about SUSARs that could adversely affect the safety of subjects. 
5.3.1.4 Managing SUSARs Associated With Active Comparator or Placebo
The sponsor must report to the Ministry and the Ethics Committee all SUSARs associated with a comparator product in the concerned clinical trial. In addition, it is recommended that the sponsor transmits the same to the marketing authorization holder. 

Events associated with placebo will usually not satisfy the criteria for a serious adverse drug reaction and therefore for expedited reporting. However, where SUSARs are associated with placebo (e.g. reaction due to an excipient), it is the responsibility of the sponsor to report such cases.
5.3.1.5 When to report?

5.3.1.5.1 Fatal or life-threatening SUSARs

The Ministry and the Ethics Committee should be notified as soon as possible (but no later than 7 calendar days) after the sponsor has first knowledge of the minimum criteria for expedited reporting.

In each case relevant follow-up information should be sought and a report completed as soon as possible. It should be communicated to the Ministry and the Ethics Committee within an additional period of eight calendar days.

5.3.1.5.2 Non fatal and non life-threatening SUSARs

All other SUSARs and safety issues, described in section 5.3.1.1.2, must be reported to the Ministry and the Ethics Committee as soon as possible but no later than 15 calendar days after the sponsor has first knowledge of the minimum criteria for expedited reporting. Further relevant follow-up information should be given as soon as possible.

5.3.1.6 How to report?

5.3.1.6.1 Minimum criteria for initial expedited reporting of SUSARs

Information on the final description and evaluation of an adverse reaction report may not be available within the required timeframes for reporting. For regulatory purposes, initial expedited reports should be submitted within the time limits as soon as the following minimum criteria are met:

· a suspected investigational medicinal product, 
· an identifiable subject,

· an adverse event assessed as serious and unexpected, and for which there is a reasonable suspected causal relationship,

· an identifiable reporting source,

Also, where applicable and appropriate:

· a unique clinical trial identifier (the EudraCT number, if any, or the trial protocol code),
· a unique case identifier (i.e. sponsor's case identification number for medicinal product’s adverse reactions).
5.3.1.6.2 Follow-up reports of SUSARs

In case of incomplete information at the time of initial reporting, all the appropriate information for an adequate analysis of causality should be actively sought from the reporter or other available sources. The sponsor should report further relevant information after receipt as follow-up reports.

In certain cases, it may be appropriate to conduct follow-up of the long-term outcome of a particular reaction.

5.3.1.6.3 Format of the SUSARs reports

The expedited reporting of SUSARs to the Ministry should be made preferably via facsimile or by filing of a written report. Where necessary, the format and content provided in the Ministry website should be used. 

The CIOMS-I (Council for International Organizations of Medical Sciences) form is a widely accepted standard for expedited reporting of adverse reactions. However, regardless of the form or format used, it is important that the basic information/data elements described in Annex 2, when available, be included in any expedited report. 
5.3.1.6.4 Form and format of the reports about other observations also qualifying for expedited reporting

Other important safety issues also qualifying for expedited reporting should be notified by a letter under the heading of safety report. The first page of the report should reference, if available, the EudraCT number, the title of the trial and the points of concern summarized in a short section. 
5.3.1.6.5 How to inform the Ethics Committee?

Expedited reporting of individual SUSARs to the Ethics Committee: 

a) All SUSARs from our country and from the other countries should be periodically reported at least every three months as a line listing accompanied by a brief report by the sponsor highlighting the main points of concern, with a copy thereof submitted to the Ministry. 

b) Any change increasing the risk to subjects and any new issues that may affect adversely the safety of the subjects or the conduct of the trial should also be submitted to the Ministry and the Ethics Committee as soon as possible, but no later than fifteen days.
5.3.1.7 SUSARs identification and management of follow-up and duplicate reports

Each initial and follow-up SUSAR report should contain enough information to allow identification of duplicate reports. Particularly, the identification code of the subject should be unique in the same clinical trial notwithstanding the number of SUSARs and the time at which they occurred.

If duplicates are identified by the sponsor, the Ministry and the Ethics Committee should be informed accordingly.

5.3.1.8 Managing adverse reactions/events in blinded trials

Expedited reporting of a serious adverse event is possible during a blinded trial. If a serious adverse reaction develops, the investigator may ask the sponsor to break the blind for that particular subject only by providing the justification therefor. However, it is recommended that the blind be maintained with regard to persons responsible for data analysis and interpretation. The unblinding of individual cases by investigators in the course of a clinical trial should only be performed if relevant for the safety of the trial subject. The Ethics Committee and/or the Ministry may also require the sponsor to do so (unblind) by providing the justification therefor. 
5.3.1.9 Managing reporting of adverse reactions/events in trials with high morbidity and high mortality diseases 

Breaking of the blind during a clinical trial due to mortality or another “serious” adverse reaction may compromise the integrity of the clinical trial. It may be appropriate to reach agreement with the Ministry in advance concerning serious events that would be treated as disease-related and not subject to systematic expedited reporting. Modalities for reporting these adverse reactions must be clearly defined in the protocol.

For such trials with high morbidity and/or high mortality diseases, sponsors are encouraged to appoint an independent Data Monitoring Committee (DMC) in order to review safety data on the ongoing trial on a regular basis and when necessary to recommend to the sponsor whether to continue, modify or terminate the trial. The Independent Data Monitoring Committee’s opinion and recommendations should be notified as soon as possible by the sponsor to the Ministry and the Ethics Committee.
5.3.2 Annual safety reports
In addition to the expedited reporting, sponsors shall submit, once a year throughout the clinical trial or on request, a safety report to the Ministry and the Ethics Committee, taking into account all new available safety information received during the reporting period. 
Where the sponsor is carrying out multiple trials with the same investigational product, the annual safety report is to provide a brief general analysis of the actual safety profile of the investigational product investigated, relying on all available data and on the experience acquired during all studies performed by the sponsor. This analysis should be the same for the Ministry and the Ethics Committee.
5.3.2.1 Content of the annual safety report of a clinical trial

The annual safety report of a clinical trial should have three parts:

· A report on the subjects’ safety in the concerned clinical trial.

· A line listing of all suspected serious adverse reactions (including all SUSARs) that occurred in the concerned trial.
· An aggregate summary tabulation of suspected serious adverse reactions that occurred in the concerned trial.

Reporting on subjects’ safety 

Along with his own view, the sponsor should provide a concise safety analysis and a benefit-risk evaluation of the clinical trial concerned. It should describe in a concise way, all new and relevant findings, known by the sponsor (not before included in the investigator’s brochure), related to the safety of treatment with the investigational product, along with an analysis of their impact on the subjects concerned. 

It should be complemented by an analysis of potential impact on the clinical trial population, incorporating also an analysis of the safety profile of the tested investigational product and its potential implications for the subjects, taking into account all available safety data. When relevant, the following points should be considered:

a) relation with dose, duration, time course of the treatment;

b) reversibility;

c) evidence of previously unidentified toxicity in the trial subjects;

ç) increased frequency of toxicity;

d) overdose and its treatment;

e) interactions or other associated risks factors;

f) any specific safety issue related to special populations, such as the elderly, children or any other at risk groups;

g) positive and negative experiences during pregnancy or lactation;

ğ) abuse;

h) risks which might be associated with the investigation or diagnostic procedures of the clinical trial;

The report should also consider supporting results of non-clinical studies or other experience with the investigational product that are likely to affect the subjects' safety. Where appropriate, it should also detail measures previously or currently proposed to minimize the risks found and the rationale for whether or not it is necessary to amend the protocol, to change or update the consent form, patient information leaflet and the investigator’s brochure. This report will not replace the request for protocol amendments.
Line-listings

The annual report should incorporate a line-listing of all suspected serious adverse reactions that were reported during the trial.

The line listing provides key information but not necessarily all the details usually collected on individual cases.

It should include each subject only once regardless of how many adverse reaction terms are reported for the case, i.e., if there is more than one reaction, they should all be mentioned but the case should be ordered by degree of seriousness (sign, symptom or diagnosis) as judged by the sponsor.

It is possible that the same subject may experience different adverse reactions on different occasions. Such experiences should be treated as separate reports. Under such circumstances, the same subject might then be included in a line listing more than once and this should be specified on the line listing.

Cases should be tabulated by body system (standard organ system classification scheme). The line listing identifiable by the sponsor’s listing reference number or date and time of printing should include the information per case as described in Annex 3.

There should be one listing for each trial, but separate listings might be provided for active comparator or placebo, or when appropriate and relevant for other reasons (e.g. different formulations, indications or routes of administration in the same trial).

Aggregate summary tabulations

In addition to individual cases line listings, summary tabulations of all serious adverse reactions terms for signs, symptoms and/or diagnoses across all patients that occurred during the trial should be provided to allow an overview of the trial. 
When the number of cases is very small, a narrative description would be more suitable.

The aggregate summary tabulation should specify the number of reports:

- for each body system

- for each adverse reaction term

- for each treatment arm, if applicable (investigational product, comparator or placebo, blinded treatment).

The unexpected adverse reaction terms should be clearly identified in the tabulation. As an example, the table in annex 4 can be used.

5.3.2.2 Reporting Timeframe for the Annual Safety Report

The reporting timeframe for annual reports starts with the date of the first authorization of the concerned clinical trial by the Ministry.

The anniversary of this date is designated as the cut off for data to be included in the annual safety report. The sponsor should submit annual reports within 60 (sixty) days of the data lock point. 
If a sponsor conducts several clinical trials with the same tested investigational product, he should prepare only one safety report covering the information necessary for all those trials. 

In case of a short term trial, the safety report should be notified within 90 days of the end of trial together with the notification of the end of the trial pursuant to applicable legislation. This report should contain at least an analysis of the subjects’ safety and line listings, and if appropriate aggregate summary tabulations.

5.4 How to inform the investigators?
The sponsor shall inform all concerned investigators of findings that could adversely affect the safety of study subjects. Where appropriate, the information can be aggregated in a line listing of SUSARs. This line listing should be accompanied by a concise summary of the evolving safety profile of the investigational product. 
In the case of blinded trials the line listing should present data on all SUSARs, regardless of the medication administered (e.g. active/placebo), thereby when possible and appropriate, the blind would be maintained and the risk of inadvertently informing the investigators with regard to the identity of the medication would be avoided.
Where a significant safety issue is identified, either upon receipt of an individual case report or upon review of aggregate data, the sponsor should issue as soon as possible a communication to all investigators.

A safety issue that impacts upon the course of the clinical study or development project, including suspension of the study program or safety-related amendments to study protocols should also be reported to the investigators.

Appendix 1: Comments on definitions and abbreviations 
· Adverse event (AE): Any unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of an investigational product, whether or not considered related to the investigational product.

· Adverse reaction (AR): All adverse events judged by either the reporting investigator or the sponsor as having a reasonable causal relationship to a medicinal product qualify as adverse reactions. The expression reasonable causal relationship means to convey in general that there is evidence or argument to suggest a causal relationship.

· Unexpected adverse reaction: When the outcome of the adverse reaction is not consistent with the applicable product information this adverse reaction should be considered as unexpected.

· Serious adverse event or serious adverse reaction: Life-threatening in the definition of a serious adverse event or serious adverse reaction refers to an event in which the subject was at risk of death at the time of event; it does not refer to an event which hypothetically might have caused death if it were more severe. Medical judgment should be exercised in deciding whether an adverse event/reaction is serious in other situations. Important adverse events/ reactions that are not immediately life-threatening or do not result in death or hospitalization but may jeopardize the subject or may require intervention to prevent one of the other outcomes listed in applicable legislation, should also be considered serious.

· Investigators Concerned: Investigators, which are actively involved in running clinical trials on the tested investigational product.

· Severity vs. Seriousness: The term “severe” is often used to describe the intensity (severity) of a specific event as opposed to “serious,” which is based on patient/event outcome or action criteria. 
Appendix 2: Data Elements for SUSAR report

1. Clinical trial identification:

- Clinical trial identification (EudraCT number, if applicable and/or the sponsor’s trial protocol number),

2. Subject’s details:

- Sponsor’s subject identification number,

- Subject’s initials,

- Gender,

- Age and/or date of birth,

- Weight,

- Height,

3. Suspected investigational product(s):

- Name of the investigational product or brand name as reported,

- International non-proprietary name (INN),

- Batch number,

- Indication(s) for which suspect investigational product was prescribed or tested,

- Dosage form and strength,

- Daily dose and regimen (specify units e.g. mg, ml, mg/kg),

- Route of administration,

- Starting date and time of day,

- Stopping date and time, or duration of treatment

- Unblinding: yes/no/not applicable; if the answer is ‘yes’, the results:

4. Causality Assessment:
- Investigator’s causality assessment

- Sponsor’s causality assessment

- Comments.

5. Other treatment(s):

For concomitant medicinal products (including non prescription/OTC medicinal products) and non-medicinal product provide the same information as listed in article 3 above.

6. Details of suspected Adverse Drug Reaction(s):

- Full description of reaction(s) including body site and severity, as well as the criterion (or criteria) for regarding the report as serious should be given. In addition to a description of the reported signs and symptoms, whenever possible attempts should be made to establish a specific diagnosis for the reaction, 

- Reaction(s) in MedDRA terminology (lowest level term)13

- Start date (and time) of onset of the reaction,

- Stop date (and time) or duration of the reaction,

- De-challenge and re-challenge information,

- Setting (e.g. hospital, out-patient clinic, home, nursing home),

- Outcome: information on recovery and any sequel; what specific tests and/or treatment may have been required and their results; for a fatal outcome, cause of death and a comment on its possible relationship to the suspected reaction should be provided. Any autopsy or other post-mortem findings (including a coroner’s report) should also be provided when available, 

- Other information: anything relevant to facilitate assessment of the case, such as medical history including allergy, drug or alcohol abuse, family history, findings from special investigations.

7. Details on reporter of event/suspected adverse reactions:

- Name,

- Address,

- Telephone number,

- Profession (specialty).

8. Administrative and Sponsor details:

- Date of this report,

- Source of report: from a clinical trial/from the literature/spontaneous/other (if literature, provide a copy),

- First event report received by sponsor,

- Country in which the reaction occurred,

- Type of report filed to authorities: initial or follow-up (first, second, etc),

- Name and address of sponsor/manufacturer/company,

- Name, address, telephone number and fax number of contact person reporting to the sponsor,

- identifying regulatory code or number for marketing authorization dossier or clinical investigation process for the suspected product (for example IND or CTX number, NDA number),

- Case reference number (sponsor’s/manufacturer’s identification number for the case) (this number must be the same for the initial and follow-up reports on the same case).
Annex 3: Content of line listing

The line should include the following information per case:

a) full name of clinical trial,

b) subject’s identification number,

c) case reference number (Case-ID-Number) in the sponsor’s safety database for medicinal products,

ç) country in which case occurred,

d) age and gender of trial subject,

e) daily dose of investigational medicinal product, (and dosage form and route of administration),

f) date of onset of the adverse reaction (if not available, best estimate of time to onset from therapy initiation. For an adverse reaction known to occur after cessation of therapy, estimate of time lag if possible)
g) dates of treatment. (if not available, best estimate of treatment duration),

ğ) adverse reaction: where medically appropriate, signs and symptoms can be lumped into diagnoses. MedDRA should be used,

h) patient’s outcome (e.g. resolved, improved, sequel, fatal, unknown). 

ı) comments, 

i) unblinding results in the case of unblinded SUSARs 
j) expectedness at the time of the occurrence of the suspected serious adverse reactions, assessed with the reference document (i.e. investigator’s brochure) in force at the beginning of the period covered by the report.
Annex 4: Example for an Aggregate Summary Tabulation

	Body system / ADR term
	Verum
	Placebo 
	Blinded

	CNS

Hallucinations*

Confusion*

-------------

Sub-total
	2**

1

3
	2

1

3
	0

0

0

	CV

…

-------------

Sub-total
	
	
	


* An example of a SUSAR

** Number of reports by terms (signs, symptoms and diagnoses) for the trial.
