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Abbreviations
AE	Adverse Event
CRF	Case Report Form
CRO	Contract Research Organization
DCF	Data Correction Form
QC	Quality Control
SAE	Serious Adverse Event
SEC	Self-Evident Correction
[bookmark: _Toc415745460]Audit context
LABO PHARMA is the sponsor of the study "…. "
The study is ongoing with x investigational site in <country>, and z patients are included.
The data management is contracted out by LABO PHARMA to  CRO. 
Data are collected on paper CRFs, then entered in database with an independent double data entry process. The database is hosted in Country.
An audit of the clinical database was requested by LABO PHARMA and contracted to Sunnikan Consulting to assess the quality of the database / because of discrepancies identified by LABO PHARMA between the CRF and the database. It is noted that at the time of the audit, database cleaning is ongoing with validation batches to be run.
[bookmark: _Toc415745461]Audit Methodology
[bookmark: _Toc415745462]Audit Objectives
The aim of this audit was to check the CRFs, DCFs and SECs data (named source data in the report) versus the clinical database to ensure database global quality and reliability compared to the source data.
The audit was conducted according to the main following standards:
Regulations applicable in France, including French Good Clinical Practices ("Décision du 26 novembre 2006")
Good Clinical Data Management Practices (Society for Clinical Data Management), current version
Clinical trial Protocols ref
[bookmark: _Toc394678617][bookmark: _Toc394927184][bookmark: _Toc394927216][bookmark: _Toc415745463]Audit agenda
The audit was performed in LABO PHARMA Offices by XXX and YYY, Auditors Sunnikan from Dates.
An opening meeting was held on the first audit day to present the audit purpose and discuss the audit methodology.
The following LABO PHARMA representatives attended:
xxx
xxx
Intermediate meetings were held with Mrs. M. xxx to discuss the main discrepancies identified.
A global closing meeting was held at the end of day nn with the following persons:
xxx
xxx
[bookmark: _Toc415745464]Methodology
The documentation available for the audit was:
paper copies of selected CRFs (see section 5.1), and related DCFs (including manual queries) when applicable 
database listings corresponding to the x patients:
Noter précisément les noms des fichiers
Data Management Plan (ref.)
Data Validation Plan (ref.)
CRF template (ref.)
annotated CRF (ref.)
Data Entry Guidelines (ref.)
SEC list (ref.)
study protocol (ref.)
etc

The audit was performed by 2 Auditors according to the following methodology agreed with LABO PHARMA:
A direct access to the clinical database (read-only access) was delivered to the Auditors.
Auditors review only source data with double data entry, confrontation done, and discrepancies fixed in the data management system
copier ici la méthodologie définie dans l'agenda
Documentation of inconsistencies on:
the paper CRF/DCF (green check = data consistent / red check = data inconsistent)
the paper listing of DCFs named nom du fichier ((green check = data consistent / red check = data inconsistent) .
and the audit report appendix (nom du fichier).
(ou directement dans l'annexe si accès informatique à la base)

Note:
The clinical database has not been checked in its entirety. Data recorded in the clinical database and not included in source data have neither been checked nor listed.
SAE data reported on SAE form, initial and follow-up were not included in the audit scope.
[bookmark: _Toc415745465][bookmark: _Toc212257270]Database quality measurement
According to the Good Clinical Data Management Practices, Society for Clinical Data Management, current version:
"In the absence of industry-wide standards for acceptable error rates for CRF to database quality control, “quality data” means different things to different organizations. Popular definitions of an “acceptable quality level” include rates of 50 errors per 10,000 fields overall, and different standards for critical and noncritical variables. These standards range from 0 to 10 errors per 10,000 fields for critical variables, and 20 to 100 errors per 10,000 fields for noncritical variables.".

In accordance with LABO PHARMA, the error rate is defined as the number of errors detected divided by the total number of fields inspected:
error rate will be expressed as the number of errors per xxx fields
if this error rate is ≤ xxx/yyyy, the database will be considered with an acceptable quality level.
all variables will be considered as critical (for instance)
If appropriate specify :
Critical variables are …
[bookmark: _Toc415745466]Audit results
[bookmark: _Toc415745467]Source data controlled
n CRFs (√n +1)were randomly selected by a LABO PHARMA Biostatistician in charge of maintaining the related documentation for audit or inspection purpose (for instance). 
The audit allows the review of:
100% data for n CRFs (specify patients ID), i.e xxx variables
<and/or if specific CRF sections are to be controlled, for instance> Safety part for patient # corresponding to pages 1 and 2 of Adverse Events list of CRF and xx DCFs

	Observation n° Grade

	Blablabla

Main audit standards

	Suggestions	Comment by Catherine MERAT: À supprimer si pas prévu au devis

	



[bookmark: _Toc415745468]Discrepancies listing and results
nn discrepancies were identified during the audit and are listed for each CRF in appendix (Excel file).
(1 worksheet for all CRF to facilitate errors counting).

	Error rate: xx ‰


[bookmark: _Toc415745469]
En option et si pertinent possibilité de faire un comptage par section du CRF ou pour un patient donné ou encore par type d'erreurs (data inconsistency between database and source (CRF/DCF/SEC), missing data (in the database or the source), programming error, outliers, incorrect database update (following DCF or SEC), non respect des consignes de saisie, etc)
Other comments (section non obligatoire laissée à titre d'exemple)
Data in clinical database:
There are some recurrent inconsistencies, for instance: 
data concerning the vital signs for patient # that were not performed are recorded as: "NONE"; or "ND", or as an empty field; or "."; or "NP"
for exams not performed for patient #, in the field "Not Performed" the recorded data were: "ND"; or "Yes"
AE time of occurrence for patient # when not known, the data recorded was: "UK" or "ND"
In the AE section p2 line 1 for patient #, in the 2nd column "Relationship with test product": it is noted "PB" whereas usually for the same data it is recorded "Probably related".
The "Derived date" (in the database) of the end of treatment for concomitant treatment for patient # is calculated whereas the end date field is empty since the treatment is ongoing. Moreover the calculated date is not consistent (for instance p7 line 7 and 8 both are ongoing but "end date (derived dates)" are respectively "20MAR2013:00:00:00" and "26MAR2013:00:00:00".
For AE Relationships there are 3 fields in the CRF recording the:
Relationship with IMP
Relationship with protocol procedure
Relationship with disease,
whereas in the QC listing the 3 columns are named: "Relationship with test product" for both patients.


CRF management:
For the concomitant treatment section: several paper copies of the same CRF page (i.e. reporting the same concomitant treatments) are handly paginated differently. This leads to confusion when entering the data.

Observations on data that are not discrepancies between CRF/DCF/SEC and QC listing:
In xxx visit for patient # for the Bucco-Dental Examination it is noted in the CRF that there is a "Carie au niveau molaire inférieur gauche", corrected by DCF Q4 (asking for translation) as: "EDGE OF THE LOWER LEFT MOLAR" however the word "carie" is missing in the translation in the DCF and in the QC listing.
In the Concomitant Treatment section for patient #, on p7 line 2 and line 3, the route of the treatment is noted in the CRF "buccal" whereas it is noted "PO" in the QC listing. This was corrected by DCF 28883001 stating that the correct treatment route is "PO". However, the treatment is a mouth wash and should not be swallowed as the PO route implies it. 
AE section p4 line3: in DCF 8643001: the platelet count value has been confirmed as out of range and as an AE on 15/07/2013 and added in the CRF. In DCF 31183001: the AE (thrombocytopenia) is strike out without any justification and is not present in the QC listing. 

Monitoring observations:
Some discrepancies were not systematically detected by monitoring activities therefore many queries have been generated. 
For instance for transgene expression results for Patient #, the field "performed Yes/No" corresponding to each result (PBMC; CD3+; CD19+; CD3-CD56+) was not filed in for several visits whereas results were available, and the CRF pages have been transmitted to the data management anyway.

[bookmark: _Toc415745470]Conclusion
The error rate of xx ‰ is acceptable / higher than expected and the clinical database is considered (not) reliable to support the conclusions drawn from the study.
Detected discrepancies are not systematically linked to data entry issues (see section 5.3 "others comments"). Overall, there are few typing errors as well as few inconsistencies between the source data and the database.
si approprié, discuter toute récurrence importante de discordances portant sur un type de données spécifiques (ex : données de sécurité)
Corrective (and/or preventive) actions will be directly managed by LABO PHARMA, including their documentation to ensure an appropriate database update. Si approprié, suggérer une analyse d'impact (GCDMP : "impact analysis in data quality is a methodical approach used to assess the impact of data errors or error patterns on the trial. Impact analysis can provide key information to aid in decision making")

It should be noted that the following points allow performing the audit in appropriate and efficient conditions:
the source documents expected for the audit (CRFs/DCFs and manual queries) were available and thoroughly classified
Auditors access to the database through TOOL facilitated identification of DCFs and SEC
data entry rules for the study  are well documented.
[bookmark: _Toc415745471]Appendices

1 [bookmark: _Toc531878038]Version history of the audit report
	Version
	Date
	Comments

	V0.1
	
	Livraison de la version préliminaire pour relecture du commanditaire de l'audit
Delivery of the draft version for review by the audit sponsor

	V1.0
	
	Delivery of the signed version after receipt of the audit sponsor's comments received on ….
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