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1 General information

1.1 Aim and application

· The aim of this procedure is to define all key aspects involved in SAE Reconciliation. It is not the objective to specify a step by step working method, but merely to create a frame in which the working instruction can be developed.

· This procedure is only applicable to studies where SAEs are reported during the conduct of a clinical research trial in parallel with the dataflow of the CRF and study database

· This SOP does not outline the necessary procedures for reporting adverse events (AE) and serious adverse events (SAE) for clinical trials.

1.2 Legislation and standards

· For clinical trials the minimum standards is based on ICH-GCP (http://www.ich.org/)
· Good Clinical Practice (GCP) is an international ethical and scientific quality standard for designing, conducting, recording and reporting trials that involve the participation of human subjects.
· Compliance with this standard provides public assurance that the rights, safety and well-being of trial subjects are protected and that the clinical trial data are credible.

· For electronic data capture 21 CFR Part 11 defines the criteria under which electronic records and electronic signatures are considered to be trustworthy, reliable and equivalent to paper records
· For non-clinical trials the minimum standards are decided on project by project basis, on a risk-based approach, in agreement with the Head of <Your Unit>, Project Leader at <your Institution> and the responsible Data Manager, while keeping the general objective of safeguarding the data from source document until database lock

· If local legislation requires additional standards for DM, then these need to be adopted.  

2 Roles and Responsibilities

	Roles
	Responsibility

	Data Manager
	· Liaise with the study clinician to finalise the SAE Reconciliation form

· To finalise the context of how variables contained in the SAE CRF should be compared, for example as exact matches or as consistent matches.

· Provide the detail to the SAE Reconciliation form (see attachment 1)

· work with the <study clinician> to reconcile SAEs captured in the Study database with SAEs reported outside the study database

	Project Leader or delegate
	· determine the frequency of the reconciliation cycle, for example as a SAE is triggered, prior to DSMB convening or prior to database lock at the end of the study.

	Investigator or Study Clinician
	· provide necessary interpretation for clinical information contained in the SAE

· solve discrepancies raised during SAE Reconciliation process


3 Definitions and abbreviations

Definitions

· Adverse event
: Any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment
· SAE

: A serious adverse event (SAE) in clinical trials is a adverse event which can be categorized in one (or more) of the following categories

· results in death
· life-threatening
· requires inpatient hospitalization or

· prolongation of existing hospitalization

· results in persistent or significant disability/incapacity

· is a congenital anomaly/birth defect

· requires intervention to prevent permanent impairment or damage 
· Study Database
: Database where all data, defined per protocol, are collected during the study (see SOP DB or eCRF design)
· Safety Database
: SAE collection and reporting falls under strict regulatory requirements and need, in many cases, a parallel dataflow and data management approach. In case a parallel data flow is chosen for collecting SAE’s, these data are collected in a separate database which is referred to here as Safety Database
Abbreviations

· ICH

: International Conference on Harmonisation

· GCP

: Good Clinical Practice

· AE 

: Adverse event

· SAE

: Severe Adverse Event

· EDC

: Electronic Data Capture

· DSMB

: Data Safety Monitoring Board

· DCF

: Data Clarification Form

· DM

: Data Management

· PI

: Principle Investigator

4 Method
· In case SAE reports are collected and stored in a parallel safety database, discrepancies may occur between the safety database and the study database.
· SAE reconciliation is a step during data review where study database and safety database are compared and validated
4.1 Identify SAE’s
· Create a full list of the SAEs that exist in the Study Database
Create a full list of SAE’s reported in parallel (eg paper SAE Reports)
Compare both lists and query
· SAE’s that exist in the study database that are not reported in the safety database
· SAE’s that exist in the safety database that are not reported in the study database
· At the end, the total number of SAE’s reported in the safety database must be equal to the total number of SAE’s reported in the study database

4.2 Validate key variables of the reported SAE’s
· Based on the SAE report, make a list of all key variables which need to be validated
· Define the match criteria of these key variables eg 
· dates are an exact match

· free text can be consistent
· All drugs present on the SAE Report form should be present in the eCRF but not vice versa (because not all drugs given during the study relates to the SAE).

· …

· Cross check these variables between SAE reports and study database in a systematic and transparent matter (eg see SAE Reconciliation Checklist Template)
· Make sure that changes that which may be induced by SAE reconciliation are properly updated in the study data base and/or safety database

· At the end the SAE related data in the study database reflect the data collected in the parallel SAE reporting

5 Attachments and forms for completion

Attachment 1: SAE Reconciliation Checklist Template

6 References to other SOPs

This SOPs focuses on System Validation and should be read together with 

· General DM SOP

· SOP for Data Cleaning

7 Revision

	Version
	 Changes with respect to the previous published version

	Draft 
	Draft version presented at 2011 Data Management Workshop at ITM, Antwerp by James Smedley and Mary Thiongo 

	Version 1.0
	Changes made based on discussion at the 2011 Workshop and subsequent harmonization process by Yves Claeys (ITM) and James Smedley (LSTM)


8 Approval and distribution

	
	Name and function

	Initiated by:
	Name and function of the person(s) initiating the document

	Approved by:
	Name and function of the person(s) approving the document

	Manual distribution:
	Indicate the manual distribution of the document.
E.g. ‘No manual distribution.’
E.g. ‘1 copy available in the laboratory.’

Preferably no hard copies of this document should be made unless absolutely necessary. 
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