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1.1 Scenario : Reporting of Adverse Events (SA`s) and Severe Adverse Reactions (SAR`s)

Pharmacovigilance is defined as the pharmacological science relating to the detection, assessment, understanding and prevention of adverse effects, particularly long term and short term side effect, of medicines. It is gaining importance for doctors and scientists as the number of stories in the media of drug recalls increases. Because clinical trials involve, at most, several thousand patients, less common side effects and Adverse Drug Reactions (ADRs) are often unknown at the time a drug enters the market. Even very severe ADRs, such as liver damage, are often undetected because study populations are small. Postmarketing pharmacovigilance uses tools such as data mining and investigation of case reports to identfy the relationships between drugs and ADRs.

The pharmacovigilance effort In Europe is coordinated by the European Medicines Agency (EMEA) and conducted by the national competent medicines authorities (NCA). The main responsibility of the EMEA is to maintain and develop the pharmacovigilance database consisting of all suspected serious adverse reactions to medicine observed in the European community. The system is called Eudravigilance [http://www.eudravigilance.org/human/index.asp] and contains separate but similar databases of human and veterinary reactions.

All clinical trials within the European Community have to be done according to the regulations of the Directive 2001/20/EC. By 20 November 2005 new European legislation requires the individual marketing authorisation holders (drug companies), to submit all received adverse reactions in electronic form. This can be done with commercial software developed for the purpose or with a web utility called EVWEB accessible through the EudraVigilance homepage. Registration for use of EVWEB is nessesary.

Directive 2001/20/EC

The responsibilities of the investigator in relation to the notification of Adverse Events (AEs) are set out in this Directive: “The investigator shall report all Serious Adverse Events (SAEs) immediately to the sponsor except for those that the protocol or investigator's brochure identifies as not requiring immediate reporting. The initial report shall be promptly followed by detailed, written reports. The initial and follow-up reports shall identify the trial subjects by unique code numbers assigned to the latter.”

Adverse events and/or laboratory abnormalities identified in the protocol as critical to the evaluation of safety must be reported to the sponsor by the investigator 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, notably for reported deaths of a subject.

The sponsor of a clinical trial has the obligation to report all Severe Adverse Events (SAEs) and Suspected Unexpected Severe Adverse Reactions (SUSARs) to the legal authorities, the ethical committees and the participating centres as stated in the directive:” The sponsor is responsible for the prompt notification to all concerned investigator(s), the Ethics Committee and competent authority of each concerned Member State of findings that could adversely affect the health of subjects, impact on the conduct of the trial or alter the competent authority’s authorisation to continue the trial in accordance with Directive 2001/20/EC“. 

A detailed guidance on the collection, verification and presentation of adverse event/reaction reports, together with decoding procedures for unexpected serious adverse reactions is published: http://eudract.emea.eu.int/docs/Detailed%20guidance%20collection%20of%20adverse%20events.pdf
User profiles

	User
	Responsibility
	Success criteria
	Deliverables

	Principal Investigator
	To send AEs and/or SARs to the sponsor
	Timely income of the standardized report by the sponsor
	Standardized report

	Sponsor
	To send the received reports of the principal investigator to the participating centers, the ethical committee and the legal authorities

To send all other reports as described above, including the annual report  
	Timely income of the standardized report by participating centers, the ethical committees, the legal authorities and in the EudraCT Database
	Standardized report

	Participating centers in the trial (Investigators)
	To send all SAEs and SUSARs to the sponsor

To receive all reports as described above
	Timely income by the sponsor

Income of the reports
	Standardized report

	Ethical Committee
	To receive all reports as described above from the sponsor
	Income of the reports
	

	Legal authorities
	To receive all reports as described above from the sponsor
	Income of the reports
	

	EudraCT Database

http://eudract.emea.eu.int/
	To enter the data of the reports directly into the database
	Income of the data
	


Goals 
	Stakeholder benefit
	Supporting features

	Easier work for Investigators (clinicians) 
	only one reporting system, independent from the trial

	Less work for Sponsor and legal authorities 
	They will get reports in a standardized way via online access

	Improved Patient security
	Reports are standardized and in the same manner independent from the trial


Required Databases and Tools
· EudraCT Database

· MedDRA Database 

· The latest version should be applied, using version 4.1 or later versions. Lower level terms (LLT) should be used)

· Clinical Database
· A Web Service that can easily accessed by the stakeholders (to be build)
Description of available data and EudraVigilance
The data of the EudraCT and MedDRA databases are standardized. The data from the clinical database are depending on the clinical trials database. The needed data are described in section 1.1.8.

EudraVigilance is a data processing network and management system for reporting and evaluating suspected adverse reactions during the development and following the marketing authorisation of medicinal products in the European Economic Area (EEA). The first operating version was launched in December 2001. 

EudraVigilance supports in particular the:

· Electronic exchange of suspected adverse reaction reports (referred to as Individual Case Safety Reports) between the European Medicines Agency (EMEA), national Competent Authorities, marketing authorisation holders, and sponsors of clinical trials in the EEA; 

· Early detection of possible safety signals associated with medicinal products for Human Use; 

· Continuous monitoring and evaluation of potential safety issues in relation to reported adverse reactions; 
· Decision making process, based on a broader knowledge of the adverse reaction profile of medicinal products especially in the frame of Risk Management. 

Taking into account the pharmacovigilance activities in the pre- and post- authorisation phase, EudraVigilance provides two reporting modules: 

· The EudraVigilance Clinical Trial Module (EVCTM) to facilitate the electronic reporting of Suspected Unexpected Serious Adverse Reactions (SUSARs) as required by Directive 2001/20/EC. 

· The EudraVigilance Post-Authorisation Module (EVPM) designed for post-authorisation ICSRs, Regulation (EC) No 726/2004, Directive 2001/83/EC as amended, and Volume 9 of the "Rules Governing Medicinal Products in the European Union".
Exercise
The following steps describe the different services the platform has to provide.
1. Adverse events (AEs) / Severe Adverse Reaction / Suspected Unsuspected Severe Adverse Reactions (SUSAR`s) and/or laboratory abnormalities identified in the protocol as critical to safety evaluations shall be reported to the sponsor according to the reporting requirements and within the time periods specified in the protocol. They have to be send by the investigator (participating center) to the sponsor by using the ACGT platform in a standardized format (have to be created as shown in 1.1.8)

2. The sponsor will be informed about the entry of a new event by the ACGT platform automatically and the report will be sent to the sponsor by email.

3. The sponsor has to evaluate every AE regarding

· its seriousness and 

· the causality between the investigational medicinal product(s) and/or concomitant therapy and the adverse event 

4. After evaluation of the AE the sponsor himself will confirm the data of the report using the ACGT platform.

5. If the event is confirmed by the sponsor the report has to be send to all participating centres, the competent authorities and to the Ethics Committee. 

6. In addition, it is recommended that the sponsor report them to the marketing authorisation holder and inform it of the previous notification to the competent authority.

7. The sponsor has to keep detailed records of all AEs reported to him by the investigator(s´) 
8. On request of a competent authority in whose territory the clinical trial is being conducted, the sponsor should submit detailed records of all adverse events which are reported to him by the relevant investigator(s´).

9. All the events reported (with special emphasis of SUSAR`s) have to be presented as a line listing (1.1.8.2) or in a table (1.1.8.3) for the annual report.

10. The annual report will be sent to the participating centers, Ethical Committee, Legal authorities. 

11. It is of utmost importance that identifiers are used for the trial (EudraCT No.) and the subject (patient). Double reports will be avoided by these identifiers and the data given to the database.

12. The reporting of SAEs and SUSARs has to be done in a short time frame defined in the European Directive 2001/20/EC:

· Fatal or life-threatening SUSARs

· The competent authority and the Ethics Committee in the concerned Member States 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 competent authority and the Ethics Committee in the concerned Member States within an additional eight calendar days.

· Non fatal and non life-threatening SUSARs

· All non fatal and non life-threatening SUSARs and safety issues must be reported to the competent authority and the Ethics Committee in the concerned Member States 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.

13. For reported deaths of a subject, the investigator shall supply the sponsor and the Ethics Committee with any additional information requested.
Data protection 
The Community standards of confidentiality must always be maintained and any relevant national legislation on data protection must be followed.
Format of the standardized SUSAR report

Electronic reporting should be the expected method for expedited reporting of SUSARs to the competent authority. The format and content as defined by the Guidance1 (http://eudract.emea.eu.int/docs/Detailed%20guidance%20SUSAR.pdf) should be adhered to. The CIOMS-I form is a widely accepted standard for expedited adverse reactions reporting. The standardized report has to be developed for availability on the ACGT platform. The following parameters are needed:

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 time frames for reporting. For regulatory purposes, initial expedited reports should be submitted within the time limits as soon as the minimum following criteria are met:

1. a suspected investigational medicinal product,

2. an identifiable subject (e.g. study subject code number),

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

4. an identifiable reporting source, and, when available and applicable:

· an unique clinical trial identification (EudraCT number)

· an unique case identification (i.e. sponsor's case identification number).
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.

Data Elements for SUSAR report
1. Clinical trial identification:

· Clinical trial identification is done by the EudraCT number
2. Subject’s details :

· Sponsor’s subject identification number,

· Initials, if applicable,

· Gender,

· Age and/or date of birth,

· Weight,

· Height,
3. Suspected investigational medicinal product(s) :

· Name of the IMP or brand name as reported,

· International non-proprietary name (INN),

· Batch number,

· Indication(s) for which suspect investigational medicinal 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 ; results
· Investigator’s causality assessment

· Sponsor’s causality assessment

· Comments, if relevant 
· (e.g. causality assessment if the sponsor disagrees with the reporter; concomitant medications suspected to play a role in the reactions directly or by interaction; indication treated with suspect drug(s)).

4. Other treatment(s) :

· For concomitant medicinal products (including non prescription/OTC medicinal products) and non-medicinal product therapies, provide the same information as listed above for the suspected investigational medicinal product.

5. 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)
· 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 sequelae; 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.

6. Details on reporter of event/suspected ADR :

· name,

· address,

· telephone number,

· profession (speciality)

7. Administrative and Sponsor details:

· Date of this report

· Source of report: from a clinical trial (provide details if not in Eudract, from the literature (provide copy), spontaneous, other)
· Date event report was first received by sponsor,

· Country in which 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 in reporting sponsor,

· identifying regulatory code or number for marketing authorisation dossier or clinical investigation process for the suspected product (for example IND 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).
· Coding, that the sponsor has reviewed the SAE or SUSAR

Content of line listing

The line listing identifiable by the sponsor listing reference number or date and time of printing should include the following information per case

· clinical trial identification,

· Study subjects identification number in the trial

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

· country in which case occurred

· age and sex of trial subject

· daily dose of investigational medicinal product, (and, when relevant, dosage form and route of administration)

· date of onset of the adverse reaction.

· If not available, best estimate of time to onset from therapy initiation. For an ADR known to occur after cessation of therapy, estimate of time lag if possible.

· dates of treatment. (if not available, best estimate of treatment duration.)

· adverse reaction : description of reaction as reported, and when necessary as interpreted

· by the sponsor ; where medically appropriate, signs and symptoms can be lumped into diagnoses. MedDRA should be used.

· patient’s outcome (e.g. resolved, fatal, improved, sequelae, unknown). This field should indicate the consequences of the reaction(s) for the patient, using the worst of the different outcomes for multiple reactions

· comments, if relevant

· (e.g. causality assessment if the sponsor disagrees with the reporter; concomitant medications suspected to play a role in the reactions directly or by interaction; indication treated with suspect drug(s); dechallenge / rechallenge results if available)

· unblinding results in the case of unblinded SUSARs expectedness at the time of the occurrence of the suspected SARs, assessed with the reference document (i.e. investigator’s brochure) in force at the beginning of the period covered by the report.

Table for the annual reporting to the Ethical Committee and the legal authorities:

Number of reports by terms (signs, symptoms and diagnoses) for the trial n° : (An * indicates an example of a SUSAR)

	Body system /

ADR term
	Verum
	Placebo
	Blinded

	CNS

Hallucinations *
Confusion *
Sub-total
	2

1

3
	2

1

3
	0

0

0

	CV

…

Sub-total
	
	
	


Stakeholders Profile
The following stakeholders are involved in this service:
· (Principal) investigator

· Sponsor

· Participating center in the trial

· Ethical committees

· Legal authorities

· Eudract Database

Appendix 1 - Abbreviations and acronyms
	Investigator
	A doctor or a person following a profession agreed in the Member State for investigations because of the scientific background and the experience in patient care it requires. The investigator is responsible for the conduct of a clinical trial at a trial site. If a trial is conducted by a team of individuals at a trial site, the investigator is the leader responsible for the team and may be called the principal investigator.

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

	Sponsor
	an individual, company, institution or organisation which takes responsibility for the initiation, management and/or financing of a clinical trial.

	Adverse event (AE)
	Any untoward medical occurrence in a patient or clinical trial subject administered a medicinal product and which does not necessarily have a causal relationship with this treatment.

	Adverse reaction of an investigational medicinal product (AR)
	All untoward and unintended responses to an investigational medicinal product related to any dose administered.

	Unexpected adverse reaction
	an adverse reaction, the nature, or severity of which is not consistent with the applicable product information (e.g. investigator's brochure for an unapproved investigational product or summary of product characteristics (SmPC) for an authorised product)

	Severity
	The term “severe” is often used to describe the intensity (severity) of a specific event. This is not the same as “serious,” which is based on patient/event outcome or action criteria.

	Serious adverse event or serious adverse reaction
	Any untoward medical occurrence or effect that at any dose

· results in death,

· is life-threatening

· requires hospitalisation or prolongation of existing inpatients´ hospitalisation

· results in persistent or significant disability or incapacity,

· is a congenital anomaly or birth defect.

Comments:

· 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 judgement 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 hospitalisation but may jeopardise the subject or may require intervention to prevent one of the other outcomes listed in the definition above, should also be considered serious.

	Concerned Member State
	Member State in whose territory a clinical trial with the investigational product is being performed.

	Ethics Committee Concerned
	Ethics Committee that gave the favourable opinion for a clinical trial on the investigational product in a Member State according to Art. 7 of the Directive 2001/20/EC

	Data Lock-Point (cut-off date)
	The date designated as the cut off date for data to be included in a annual safety report

	International Birth Date (IBD)
	The date of the first marketing authorisation for a medicinal product granted to the marketing authorisation holder (MAH) in any country in the world.

	Periodic Safety Update Report (PSUR) for a medicinal product with a marketing authorisation:
	All records of adverse reactions shall be submitted to the competent authorities in form of a periodic safety update report, either immediately upon request or periodically as follows: 
· six monthly for the first two years after authorisation, 
· annually for the subsequent two years, and at the time of the first renewal. 
· Thereafter the periodic safety update report shall be submitted at five-yearly intervals together with the application for renewal of the authorisation. The periodic safety update report shall include a scientific evaluation of the benefit and risks afforded by the medicinal products.
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