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Data Management Qualification Checklist
À utiliser avec la CL audit System (Organization, Training, Quality System, Security)
CL conçue pour CRF papier et électronique (faire le tri en préparant l'audit)
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Cf. CL systèmes
[bookmark: _Toc106024910]Resources and tools devoted to Data Management
[bookmark: _Toc106024911]Human Resources
Cf. CL system or copy-paste in this section for qualification and training.
☐ The data management Department is headed by xxx and includes:
· xxx Data Managers
· xxx Data Entry Operators
· xxx other functions.
☐ There is enough staff for continuity of activities, e.g. during holidays.
☐ For a particular study, backup functions are systematically identified and all data management staff is identified on a "project staff log".

	Observation n° Grade

	Blablabla

Main audit standards

	Suggestions	Comment by Catherine MERAT: À supprimer si pas prévu au devis
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☐ The data management processes are described in procedures and/or other quality documents (see details in each section below).
☐ Relevant templates and forms are available as part of the QMS and used to document activities.
☐ As per SOPs, key steps of data management processes are QC'ed and required sponsor's authorization.
☐ The SOPs address risk management for data management activities as per ICH GCP (R2) (peut être géré par le Chef de Projet à un niveau plus global)
· ☐ For each study, potential risks are assessed with a risk analysis
· ☐ risk priorization and minimization process
· ☐ tolerance limits are defined
· ☐ periodic risk review 
☐ The SOPs address centralized monitoring as per ICH GCP (R2). (ajouter détails)
☐ SOPS and data management processes take into account GCDMP recommendations.
☐ However, some processes are not fully described in a procedure although the operational steps are known and applied by the staff.
Data management tools and validation status
"Failure to document and therefore demonstrate the validated state of a computerised system is likely to pose a risk to data integrity, reliability and robustness, which depending on the criticality of the affected data may result in a recommendation from the GCP inspectors to the CHMP not to use the data within the context of an MAA. […]
The sponsor is ultimately responsible for the validation of the computerised system and for providing adequate documented evidence on the validation process. Sponsors shall be able to provide the GCP inspectors of the EU/EEA authorities with access to the requested documentation regarding the qualification and validation of computerized systems irrespective of who performed these activities.
The sponsor may rely on qualification documentation provided by the vendor, if the qualification activities performed by the vendor have been assessed as adequate. However, the sponsor may also have to perform additional qualification (and validation) activities based on a documented risk assessment. The conditions for a sponsor to rely on a vendor's qualification documentation are described in Q&A # 9"
Notice to sponsors on validation and qualification of computerised systems used in clinical trials, EMA/INS/GCP/467532/2019, 07 April 2020

☐ The data management tools are the followings:
· ☐ eCRF (specify tool name and version, Provider or internal development)
· ☐ data entry tool (specify tool name and version, Provider or internal development)
· ☐ data management tool (specify tool name and version, Provider or internal development)
· ☐ IWRS (specify tool name and version, Provider or internal development)
· ☐ SAS software version … for edit checks programming (for instance)
· etc.
If multiple tools are used for the coming study, specify data flow.

For each tool (core-system), specify if it is considered as validated by Vendor/LABO Pharma, referring to the available Validation Report ; e.g.:
☐ The eCRF XXX is considered as validated by Vendor, as reported in the validation report dated xxx.
Couvrir la validation étude-spécifique au travers de la section 3.3.

In case of internal development, specify is the core-system if also considered as validated.

Depending on the audit duration, check the following for each tool:
☐ The validation approach is based on GAMP 5 requirements, including in particular:
· ☐ User / Functional Specifications
· ☐ a Risk Analysis
· ☐ a Validation Protocol
· ☐ a Test Plan (may be included in the Validation Protocol)
· ☐ documented tests
· ☐ a Test Report (may be included in the Validation Report)
· ☐ a Validation Report
· ☐ a Traceability Matrix
· ☐ a deployment authorization
☐ A change control process exists
· ☐ with relevant documentation of modifications done on the tool
· ☐ allowing traceability between tool versions and CRF/protocol versions.
☐ The tool includes an audit trail and electronic signature compliant with 21 CFR Part 11 requirements, as reported in the xxx document dated xxx (e.g. 21 CFR Part 11 compliance document).
☐ The staff is trained in the use of systems / tools.

S'il est nécessaire de détailler davantage les différents points de sécurité, se référer à la check-list d'audit de validation de systèmes informatisés.
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☐ The data management department has tools to have a proper overview of each data management project:
List of study key-contacts
Key Performance Indicators (KPI)
CRF, queries status or tracker for reporting to sponsor or study team
Budget and timelines tracker
Regular meeting with study team
Escalation plan in case of important data management issue
Communication plan with other actors (vendors, sponsor, project manager…)
…
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☐ The following data management activities are outsourced by Vendor/LABO Pharma department: (exemples: freelance, hosting, provider e-solutions…)
☐ Outsourced activities are covered by:
· a confidentiality disclosure agreement
· a written and signed agreement, and particularly by a Services Level Agreement (SLA) when applicable.
☐ Outsourced activities are controlled thanks to qualification / routine audits, …
· voir les rapports ou certificats audit disponibles et comparer avec la procédure de gestion des sous-traitants.

Warning for e-solution Providers:
	"On the basis of recent GCP inspection findings, inspectors would like to reiterate that sponsors should contractually ensure:
· That all tasks relating to a clinical trial and/or tasks relating to the qualification and validation of a system are clearly described, including which party holds documentation for which activities.
· That sponsor pre-qualification audits or other on-site pre-qualification activities and later audits of the IT vendor can take place. It should also be ensured that these audits and/or other on-site pre-qualification activities are performed with a sufficient amount of time and that sufficiently in-depth review of the vendor qualification documentation is performed in order to establish the qualification and validation status of a system.
· That GCP inspections can take place at the vendor in case the vendor is performing services for the sponsor, when the sponsor has relied fully or partly on the vendor to perform the qualification activities and when it was established during the inspection of the sponsor that part of the documentation can only be verified by inspection of the vendor.
· That any qualification documentation prepared by the vendor in relation to the system should be available for inspection.
· That the sponsor has access to the vendor’s system requirement specifications, if the sponsor chose to perform all qualification activities themselves and/or if the vendor does not agree to undertake qualification activities for the sponsor. In case the sponsor retains the full duty/function for the qualification and validation of the software, the sponsor should possess all the necessary information and documentation upfront to be able to carry out this task.
· That the vendor should escalate any potential serious breaches to the sponsor in a timely manner, including security breaches that they become aware of (e.g. by notification from other sponsors using the same system), if they could have any impact on the data integrity, reliability and robustness and on the safety and rights of the trial subjects."
EMA GCP Q&A #8
"It is not acceptable to use computerised systems in clinical trials for which the validation status is not confirmed or for which appropriate documentation on system validation cannot be made available to GCP inspectors.
If appropriate contracts cannot be put in place, e.g. because a vendor does not allow provision of adequate measures as listed above (access to system requirements specifications, prequalification audits, access for GCP inspectors, etc.) and set out in Q&A # 8, systems from such a vendor shall not be used in clinical trials."
Notice to sponsors on validation and qualification of computerised systems used in clinical trials, EMA/INS/GCP/467532/2019, 07 April 2020
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☐ For a new study, how do you manage the study documentation?
· TMF management plan exists? (addressing TMF distribution and responsibilities)
· internal SOP?
· TMF shared with other departments / with sponsor?
· Paper or eTMF?
· Table of Contents agreed with other departments/sponsor?
☐ how do you guarantee contemporariness of the TMF (i.e. that it is always up-to-date)?
· In case of eTMF, Data management staff has access to eTMF and has responsibilities for filing documentation
☐ Documentation (TMF) QCs are performed during/at the end of the study.
· If not, who is responsible for this QC?
☐ what is planned at the end of study for TMF reconciliation and return to sponsor for archiving purpose?
☐ does your department keep some study documents for archiving purpose?
☐ what about electronic data? (e.g. raw data, datasets etc.)
· what will be provided to the Sponsor?
· how? (secure measures?)

To conclude:
☐ Guidelines to fill out the study documentation are defined and described
· ☐ TMF distribution and responsibilities
· ☐ TMF quality controls.
☐ There is a general table of contents that makes up a comprehensive Trial File.
☐ TMF composition and organization comply and enable a history of the clinical trial to be easily reconstructed.
☐ The responsibilities of study documentation management are defined.
Data management process
Se référer aux derniers chapitres des GCDMP: https://scdm.org/gcdmp-chapters/ 
[bookmark: _Toc106024918]CRF Design	Comment by Jeanne RENARD: Pas mention de CDASH ? Pour la standardisation des champs de collecte de données 
☐ The management of CRF design is described in the procedure … and is as follows:
· ☐ CRF is designed from Protocol / list of specifications ("sponsor specifications") / internal or CDISC standards / sponsor standards
· ☐ CRF validated internally before submission to sponsor
· ☐ validation covers:
· consistency with the Protocol
· medical validation
· other (specify)
· ☐ internal validation is documented
· ☐ CRF should be approved by the Sponsor and this approval should be documented.
· ☐ management of CRF update/change is as for initial version
· ☐ successive versions of CRF are identified properly (version, date, reference to a protocol version, CRF history?) and are filed in the TMF.
Data Management Plan (DMP)
	· Voir si intègre déjà les reco GCDMP (nouveau chapitre DMP publié fin 2019), notamment:
· Risk based approach (page 16)
· personal data protection (page 23)
· instrumentation, calibration and maintenance (page 23)
· Vérifier que 1ère version approuvée avant début des activités correspondantes
"the DMP should be drafted during the planning phase of a study and approved prior to commencement of the work described." (page 13)
[…] Because the DMP is used as a reference and job aid throughout the project, it should be up-to-date and available to study team members as needed". (page 14)



☐ The Data Management Plan (DMP) handling (written, approval, update processes, etc.) is described in the procedure…, and a DMP template is available.
As per the SOP, the Data Management Plan: 
· ☐ is updated during the study 
· ☐ is internally validated (before the submission to the sponsor) and this validation is documented
· ☐ history is documented on the DMP itself
☐ The DMP template is globally consistent with last chapter of GCDMP – Dec. 2019):
· ☐ documentation of approval
· ☐ definitions & acronyms
· ☐ protocol summary
· ☐ scope of DM operations covered by the DMP
· ☐ data sources (e.g. diagrams of data workflow)
· ☐ personnel (e.g. list of staff or reference to staff log)
· ☐ risk identification and management
· ☐ project management (delivrables, milestones, communication plan…)
· ☐ CRF and completion guideline development process
· ☐ data definitions (e.g. type, format, acceptable values…)
· ☐ data mapping (i.e. annotated CRF and database specifications)
· ☐ data transformation (e.g. to creation of SDTM datasets)
· ☐ traceability ("The DMP should describe how traceability is maintained through all operations performed on data, such as transcription, database updates, and transformation of data from raw database to SDTM datasets as well as from SDTM datasets to ADaM datasets")
· ☐ system access and privileges
· ☐ data systems used and their version(s)
· ☐ software development lifecycle procedures ("Procedures for development, selection, integration, testing, installation and change control of trial-specific systems and related activities should be described in or referenced by the DMP […] The scope of validation of all systems used in the study should be stated in the DMP")
· ☐ change control
· ☐ system interfaces
· ☐ instrumentation, calibration and maintenance ("Instrumentation used for data collection or processing used for a clinical study should be documented in the DMP. Procedures for selection, testing, distribution, training on operation, calibration, maintenance, and acquisition of data from instrumentation and personal or medical devices should be described in or referenced by the DMP")
· ☐ privacy and confidentiality
· ☐ system security
· ☐ backup and recovery
· ☐ data collection and recording
· ☐ data processing
· ☐ data quality control
· ☐ database lock and unlock
· ☐ data archival
· ☐ issue or incident reports.
Data entry tool / eCRF management
A procedure describing the data entry tool/ eCRF management (settings, validation, maintenance…) is available….
The tool used is … (name, version) developed internally / provided by (name of the provider). See section xxx for details on validation.
Note: les sections suivantes détaillent les étapes de mise en place et validation de l'outil. Certaines étapes de tests peuvent être mener en parallèle (ex. tests de saisie avec contrôle de la base de données)
Pour le rapport d'audit, il n'est pas forcément nécessaire de détailler par sous-section.
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☐ The database design is addressed in a document …. (procedure, Data Management Plan?)
☐ The database design process includes:
· ☐ preparation of database specifications (peuvent prendre en compte des standards CDISC) addressed in a document …. that provides at a minimum the following information for each variable:
· Name and label
· Dataset label, panel, or other logical group to which the data belongs
· Type (e.g., numeric, character, decimal, date)
· Length
· Definitions for all coded values included in code lists
· Algorithms for variables derived or calculated within the database
· eCRF: 
[bookmark: _Hlk155713842]Specifications include:
the possibility for the PI to sign eCRF pages by patient, visit and not only for the entire study (no batch signature, Inspector working group Q&A)
the request for the PI to sign the SAE form before notification to the Sponsor
· ☐ database structure validation 
· ☐ (le plus courant) based on review of an automatic edition of a "database structure document" or annotated CRF
· ☐ Testing: entering test or "dummy" data, or loading test data transfer files, or … (en general fait dans un 2ème temps en // de la verification des masques de saisie)
· ☐ database change control management
· ☐ database access rights management
· ☐ documentation of the process.

☐ The database can be exported in a SAS format.

eCRF additional requirements
☐ There are documented "eCRF specifications" for:
· User profiles and access rights
· visits/pages organizational structure
· workflows
· navigation features
· services: 
· availability of the eCRF
· maintenance 
· users training 
· hotline 
· eCRF user guidelines
☐ These specifications are validated by the sponsor.
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☐ The data entry screens design is addressed in a procedure …
☐ The procedure covers the following topics:
· ☐ checking of data entry screens conformity with the paper CRF: 
· ☐ Direct (visual) checking (manual validation)
· ☐ documentation of data entry tests using the first completed CRFs or dummy CRFs
· ☐ management of data entry screens design non-conformities (identified during the tests)
· ☐ handling of data entry screens modification (e.g. in case of protocol amendment),
· ☐ set-up of automatic controls supporting the data entry (e.g. automatic control on the format)
· ☐ automatic controls validation and documentation

[bookmark: _Toc106024923]Data Translation (if applicable)
 The management of the CRF translation is addressed in a procedure.
 The CRF translations are validated and the validation is appropriately documented through
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☐ Consistency checks programming and validation is addressed in a procedure … that mentions:
· ☐ a Data Validation Plan is issued including all consistency checks and Self-Evident Corrections (SEC), as well as possible listings for medical review
· ☐ the DVP is reviewed by the Sponsor / Project Manager at least for validation of the queries' s wording
· ☐ all consistency checks are programmed and tested with appropriate documentation (test scenario, test results, evidences…)
· ☐ in case of consistency check modification, a documented impact analysis is performed
☐ For each study, the list of SEC is submitted before data processing to the Investigators for information.
Data entry tool / eCRF validation
Pour développement lié à une étude : Démarche de type GAMP 5 ?
· ☐ SPEC fonctionnelles / SPEC techniques (cf. ci-dessus §3.3.1)
· ☐ ADR (Analyse de risque)
· ☐ Protocole de Validation (couvrant les étapes de QIQOQP)
· ☐ Tests (avec rédacteur différent du testeur = bonnes pratiques)
· ☐ tests de saisie (contrôle des masques, de la base de données)
· avec des profils différents (investigateur, ARC, Opérateur de saisie, Data Manager… selon le type d'outil)
· ☐ tests des contrôles de cohérence/génération des queries (automatiques et manuelles)
· avec des profils différents
· ☐ vérification des workflows
· ☐ vérification audit trail
· ☐ vérification de la sécurité d'accès
· ☐ tests de data transfer (ex. si central lab et importation automatisée des données)
· ☐ tests des éditions de rapports (ex. courbe d'inclusion, liste des EI/G, etc.)
· ☐ vérification des exports de données (ex. SAS)
· ☐ vérification des traductions (if applicable)
· ☐ vérification signature électronique
· ☐ UAT CLIENT (Sponsor)
· ☐ Rapport de Validation
· ☐ Matrice de traçabilité
· ☐ gestion des environnements de validation / production
· ATTENTION si utilisation kit de validation du Provider :
· ☐ s'assurer que leur utilisation est pertinente
· connaissance du champ des tests ?
· analyse de risques ?
· mise en place de tests complémentaires ?
Note : s'assurer que les tests sont réalisés dans un environnement de test/validation – cet environnement doit être similaire à l'environnement de production (pour que les résultats obtenus en test/validation soient représentatifs de ce qui se passera en prod)
[bookmark: _Toc106024926]eCRF release
☐ The authorization for eCRF production is described in the SOP… and is systematically given by the Sponsor.
☐ This authorization is documented through a form … and is required each time a new data entry tool/eCRF version is issued.
Users management
	Check if staff is aware of GCDMP new recommendations (chapter revised in December 2019):
This chapter covers development, maintenance, and implementation of instructions for CRF completion, also called CRF Completion Guidelines (CCGs).


☐ User management is described in the procedure...
☐ User management (opérateurs de saisie le cas échéant) covers the following topics:
· ☐ training to the system (using a eCRF/data entry tool in testing environment)
· ☐ documentation of training (to data entry conventions for Data Entry Operators)
· ☐ provision of a User Manual describing use of the eCRF,
· ☐ users access rights management
· with definition of a process for:
· authorizing User account creation (and verification before sending access ID)
· reviewing regularly active User accounts (ensuring that required accounts as deactivated, e.g. in case of departure or prolonged absence)
☐ Technical support.
☐ Per default, the technical support is as follows:
· Décrire les jours et heures couvertes
· Préciser comment sont tracés les tickets et si remonté des informations au sponsor.

Specific access to Investigator 
(ICH GCP R2 §8 The sponsor should ensure that the investigator has control of and continuous access to the CRF data reported to the sponsor. The sponsor should not have 25 exclusive control of those data.)
☐ The means by which the investigator has control of the data [if the data are stored on a central server] is described in the document ....
☐ This method is demonstrably.
☐ The means by which the investigator is notified of data changes and approves the changes is described in the document ...
☐ The changes include:
· ☐ changes in response to requests for correction,
· ☐ the 'Self Evident Corrections' managed by the data manager.
☐ The investigator has continuous access to data.
☐ The identification of data source and copies is described in the document ...
☐ This document mentions:
· ☐ the data source nature [the source must be unique and unchanged during the trial],
· ☐ data source location,
· ☐ copies location,
· ☐ the identification of the reference copy, when there are multiple copies,
· ☐ if necessary, the copies certification process [to ensure that the copies are complete and accurate], and the identification and accreditation of the certifier,
· ☐ the information procedures of the stakeholders when the data source location is changed during the trial.
☐ The method of copying data source (and méta-data) is described in the document …

☐ The source data are printable.
Audit Trail
☐ The audit trail is managed as follows:
· ☐ Documentation of access rights attribution / modifications
· ☐ Audit trail conditions (start at the first entry, stop at the database freeze / same or different trail for data entry system & data management system, etc.)
· ☐ Audit trail archiving (tamper-proof format)
☐ The audit trail reflects:
· ☐ all deletions, updates or additions to data after initial entry,
· ☐ initial and modified data
· ☐ data and time of the change
· ☐ user making the change
· ☐ reason of the change.

In case of EDC: 
☐ The audit trail is regularly checked by:
· the Sponsor / monitor
· the users
☐ The audit trail check is documented through…

	Aparté (CBA le 18/01/18)
La signature électronique ENNOV est réputée compliante au 21 CFR Part 11
Cf. argumentaire fournisseur dans ST Signature électronique (section "Autre documentation"
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☐ Change control of data management system after deployment is addressed in the procedure…
☐ As per the SOP, it is planned to have:
· ☐ tracking of all changes 
· ☐ a documented impact analysis (including a risk analysis when appropriate) on:
· ☐ database
· ☐ data collected
· ☐ system or study documentation
· ☐ users (ex. Training)
· ☐ appropriate validation operations when necessary
· ☐ version control of the system.
Paper data processing (paper CRF, queries, patients questionnaires)
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 The handling of paper CRFs, queries and other data received by the data management department is addressed in a procedure…
 The procedure covers:
 documents check at receipt (partial or total)
 documentation of the check
 Actions taken in case of issues
 Acknowledgements of receipt returned to the sender
 CRFs / queries / other documents tracking (detail the tool)
 CRFs / queries / other documents storage
 CRFs / queries / other documents transfer between departments
 The storage of the CRFs / queries / other documents is acceptable and secured.
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 A CRF review is performed before data entry for medical review / translation / other reason 
 The CRF review is described in a procedure xxx
 Manual Queries may be generated after CRF review and these queries are tracked (detail).
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 Data entry is addressed in a procedure…
 The procedure covers the following steps:
Data entry processes (double, single, etc.)
Data entry manual production / update and its validation
Data entry training and its documentation
Data entry system access rights management.
 The data entry process is:
independent double data entry with a third person (two independent files, two independent operators, a third person to resolves discrepancies).
independent double data entry with blind verification (two people enter the data independently and any discrepancies are resolved during the second entry)
double data entry with interactive verification (the second entry operator resolves discrepancies between first and second entry and is aware of the first entered values)
single data entry (with or without manual review / full or partial check).
 The double data entry is controlled and documented through:
 Data Entry Operators training
 data comparison methodology
 discrepancies management.
 A data entry manual is prepared for each clinical study and addresses in:
 standard data entry conventions
 and/or study-specific data entry conventions
 The management of specific data (comments, lab results, normal values etc.) is addressed in a procedure / manual.
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 The quality controls on the database are described in the procedure…
 The procedure covers the following topics:
 scope of the quality controls: only some specific data (primary efficacy criteria, SAE, AE…) or the whole database
 roles and responsibilities
 quality controls documentation
 Error rates calculation
 Database acceptance criteria
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☐ The edit checks are run … (frequency, period of time)
Attention : avec un eCRF, les queries ne sortent pas systématiquement à chaque validation de page/formulaire/visite. C'est parfois le DM qui les lancent à intervalle régulier.
☐ Handling of paper data queries is addressed in a procedure…
The procedure covers the following topics:
· ☐ check of queries wording and accuracy prior the Investigators' review (souvent fait pour le 1er batch)
· ☐ data queries tracking
· ☐ data queries workflow 
· ☐ entry of resolved queries in the database.
As per the SOP, the timelines are acceptable for:
· ☐ transmission of queries to CRA/Investigators (x days)
· ☐ resolution of queries (x days before a reminder is sent to the investigator/the CRA)
☐ Answer to queries is 
· ☐ entered in the database using simple / double data entry.
· ☐ tracked by the audit trail.
Ongoing data review
☐ An ongoing data review process is systematically implemented, i.e. to fully ensure data are complete, consistent, and logical, based on listings/reports review.
☐ This ongoing review is done by (function) and mainly consists in...
Protocol deviations management
☐ A process is set up in case a protocol deviation is detected during the data management process.
Mettre le detail du processus notamment pour reporting au PM ou au sponsor  (to ensure they are consolidated with those detected on sites)
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☐ The medical coding and the use of dictionaries are addressed in procedure…
☐ The main dictionaries used for data coding are:
· ☐ MedDRA version …
· ☐ WHODRUG version …
☐ The licenses for this main dictionaries are available (lister les licences vues et la période couverte par la licence)

☐ The procedure covers the following topics:
· ☐ medical coding of concomitant treatments, adverse events, concomitant diseases
· ☐ Dictionaries selection and versions management 
· ☐ Dictionaries installation and maintenance
· ☐ Dictionaries list
· ☐ Data coding process (autoencoding / manual coding / hybrid approach, coding validation methodology)
· ☐ Process of review and changes management
· ☐ review of the whole database consistency
· ☐ documentation of the process.

The process for coding is as follows:
☐ Coding is performed manually / automatically on a define frequency (qui fixe la fréquence ?)
☐ The coding is checked/approved (review of line listings) by… (Comparison raw data versus coded data) and documented.
☐ The medical coding is approved by a person with medical expertise.
☐ The persons in charge of coding are trained on the dictionary utilization.
Randomization
Si besoin plus de détails, voir CL dédiée
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 The generation of the randomization list is described in the document ...
 The generation randomization list complies with the following points:
  Randomization list is drawn from a description of the required randomization, documented in … (randomization specifications)
 generation method is a repeating method using a seed, allowing to re-generate randomization list,
 control of the process used to generate the randomization list is documented by ... (quality control)
 The randomisation list is kept in acceptable conditions (confidentiality) until the unblinding if applicable. (Mesures de confidentialité par rapport au reste de l'équipe ?)
 if applicable, the list is provided securely to the IMP manufacturer / the safety representative.
 The randomization list is generated by a Statistician
 using SAS program
 directly in the IWRS tool.
If SAS program is used:
 Programs are validated
 Uploading the list in the IWRS is addressed in a document… and is controlled.
Par exemple :
 simulation de randomisation avec :
 vérification du respect des blocs
 vérification du respect de la stratification
 The control is documented.
[bookmark: _Toc106024942]IWRS
 IWRS is managed internally / contracted out to a vendor
 system ID
 test – validation IWRS
 suivi en cours d'étude – gestion des données de rando
 validation MOTEUR + validation et configuration application étude
functional specifications (included in eCRF ?)
 formation à l'IWRS
 support technique
 dispo 24/7
 IWRS users management is addressed in a document… and various users profiles are defined.
[bookmark: _Toc106024943]Emergency unblinding
 Emergency unblinding is done:
 via IWRS 
 via IWRS linked to IVRS (redondance of the system ++ en cas de perte de connexion internet)
 via unblinding devices (attention au délai de réception des enveloppes versus le moment de randomisation)
 Unblind using IWRS is restricted to the following user profiles:  
 Emergency unblinding process is addressed in a document (user manual ?)

[bookmark: _Toc106024944]Management of external data
☐ The collection of electronic data from third party is addressed in a procedure…
☐ The procedure covers the following topics:
· ☐ transfer specifications (mandatory fields, critical variables, data format, etc.)
· ☐ Collection and transfer tests and related documentation
· ☐ Process to guarantee the blind when primary efficacy data are collected externally
· ☐ Quality control at each stage of data handling
· ☐ Management of data discrepancies / data updates
· ☐ Validation of the programs and systems used for processing the data
· ☐ Documentation of the process.
Reconciliation with SAE database
☐ The reconciliation between the clinical database and the SAE database is addressed in a procedure…
☐ The procedure covers the following topics:
· ☐ roles and responsibilities
· ☐ frequency and method (listings manually reconciled through direct comparison or databases programmatically compared with listing of differences reviewed manually)
· ☐ validation of reconciliation programs if any
· ☐ management of discrepancies
· ☐ databases update
· ☐ reconciliation documentation
(Final) Data Review
Data review is blinded to treatment as far as possible.
"When the conduct of the clinical trial is over and the data are assembled and available for preliminary inspection, it is valuable to carry out the blind review of the planned analysis as described insection 5.  This pre-analysis review, blinded to treatment, should cover decisions concerning, for example, the exclusion of subjects or data from the analysis sets; possible transformations may also be checked, and outliers defined; important covariates identifed in other recent research may be added to the model; the use of parametric or non-parametric methods may be reconsidered. Decisions made at this time should be described in the report and should be distinguished from those made after the statistician has had access to the treatment codes, as blind decisions will generally introduce less potential for biais. Statisticians or other staff involved in unblinded interim analysis should not participate in the blind review or in making modifications to the statistical analysis plan." ("Note for guidance on Statistical Principles for Clinical Trials", CPMP/ICH/363/96 (ICH E9, step 4, 5.2.98) - Chap VII "Reporting")
☐ The blind review is addressed in a procedure… that covers:
· ☐ timelines for data review
· after database freeze
· before statistical analysis
· ☐ preparation of data listings by the DM, including protocol deviation listing
· ☐ QC of listing before distribution to committee members
· ☐ specific listing management in case of blinded study
· ☐ blind review documentation (minutes, report, etc.) with an actions plan
· ☐ when relevant, listings per treatment group prepared by independent Statistician to maintain the blind
· ☐ Changes to the database following data review documented in ... (database ?)
CDISC Standardisation: SDTM Mapping	Comment by Lobna Miftah-Alkhair: Intégrer les notes du GUF (CR fait par LMA)
Handled by DM or STAT team or dedicated CDISC team?
SOP exists?

 SDTM conversion is described in the SOP "…" version X effective on XX: 
 SDTM specifications are prepared by… and reviewed by…

 Describe process:
·  Datasets extraction / receipt:
 for external data, there is a Data Transfer Specification document
 external data are received as raw data / SAS datasets
·  Documentation review (annotated CRF, Protocol, etc.) and validation 
·  STDM-annotated CRF is prepared in // by… and reviewed by….
·  Both documents are submitted to the sponsor for validation.
·  SDTM mapping creation
·  SDTM mapping check 
 Manual check
 Check using macros
 it covers values, variables, controlled term list
 it includes all legacy and non-null variables
·  SAS Programming (single / double programming) is done by….
·  Control of SAS programming is risk-based and documented in the "xxx" form.
·  A mix of the following QC methods can be applied:
 visual inspection of the code by a 2nd Statistical Programmer
 examination of selected summary output by the Lead Statistician
 use of non-SAS tool (e.g. Excel) by Lead Statistician
 independent rewriting of SAS code (by a 2nd Statistician or Statistical Programmer)
 detailed testing using specific test cases (barely used method, according to the auditees)
 validation using Pinnacle21 (to check format compliance with CDISC requirements) > how is it documented? (automated validation report?)
·  issuance of draft SDTM datasets
·  validation of draft SDTM datasets: manual, automated (e.g. Pinnacle 21 tool)
·  revision until no remaining error or remaining error are unexplainable 
 documented
·  final deliverables
 final SDTM datasets
 SDTM annotated CRF (aCRF)
 SDTM Clinical Study Data Reviewer's Guide
 data definition files containing metadata: "define.xml" and "define.pdf"
·  If requested by the Sponsor, a QC report can be issued.
·  Creation of the Define xml (using Pinnacle 21) 

 SDTM is performed prior to / after database lock

[bookmark: _Toc106024947]Database closure / lock
"Soft Lock: Typically, records that are soft-locked cannot be updated by sites, but the sites may still be able to respond to open queries. Many EDC systems support soft locks at a visit, page or data point level. This capability supports a process of “rolling” or gradual soft locking of data throughout the course of a study, reducing the effort required by the data manager to lock data at the end of the study. Incremental soft locks can also be an effective approach to supporting mid study or interim data review activities.
Hard Lock: Database hard lock typically occurs when all data have achieved soft lock status and all other study closeout activities have been completed. After a database has been hard locked, tightly controlled procedures for unlocking the database must be employed, and only a few privileged users should be able to modify data. Once the database has undergone a hard lock, the data are considered ready for final analysis and archiving." (GCDMP)
Database lock must be documented with proof that edit access was removed at a definitive point in time. To decrease the need to unlock the database after this point, a well defined and organized procedure must be followed to ensure that all data have been processed, that the quality level has been assessed and that relevant study personnel have been notified or have approved the database lock. (GCDMP)
There must be a clear database closure process with clear definition of "lock/closure" whatever the wording is used, including specification and proof of minimum data standards and of removal of write access and when the randomisation blind was broken. The process for re-opening and re-closure of the database must also be clear
☐ The database closure is addressed in a procedure…
☐ The procedure covers the following topics:
· ☐ Requirements to close the database (e.g. SAE reconciliation performed, all data received and processed, all queries resolved)
· ☐ approval process (roles and responsibilities, documentation)
· ☐ Removal of database access
· ☐ management of errors found after the database closure
· ☐ re-opening conditions and procedure
☐ The closure is performed before the unblinding.
Database unblinding
 The database unblinding is performed by (Statistician / Data Manager)
 The randomization list loading is controlled and this control is documented. 
 The authorization to unblind is documented.
 The process of unblinding is described in a procedure.
 The interim analyses are carried out by a Statistician not otherwise involved in the trial to minimize access to unblinded information and treatment codes.
[bookmark: _Toc106024949]Data transmission
[bookmark: _Toc106024950]to the Statistician
☐ The data transfer process for analysis is addressed in a procedure…
☐ The data transfer is controlled / done securely and the quality control is documented.
to investigators 
 The transfer of data for archiving on site is described in the procedure ...
 On site, the data are archived:
 on paper format (printing of electronic data)
 on an electronic support (such as CD-Rom)
 The archiving includes the data and the metadata of eCRF [included trail audit, queries, signature evidence, data conventions if any (SEC)].

 If the data sources are archived in a specialized service provider, the roles and the responsibilities of each part (sponsor, investigator and provider) are specified in a service contract…
 The contract is written so as to preserve the roles and the responsibilities, under the GCP:
 of investigator, namely the generation of source data,
 of sponsor, namely the quality control, source data analysis and the resulting report.
[bookmark: _Toc106024952]to sponsor
☐ The data transfer process for archiving purpose is addressed in a procedure…
☐ Per the SOP, data provided to sponsor are:
· ☐ locked database
· ☐ Audit trail
· ☐ listings prepared for data review
· ☐ other…
☐ Per the SOP, data transfer specifications are discussed with sponsor and includes:
· ☐ format and structure of data files
· ☐ media used for transfer
· ☐ conditions for a secure transfer
· ☐ quality controls on receipt and acceptability criterria
Data Management reporting
☐ The SOP covers:
· ☐ periodic reporting to Project Manager (add details)
· ☐ handling of the data management report.
☐ The periodic data report concerns:
· Specify the type of the data tracked (ex : data entry progress, queries, medical coding…)

☐ The data management report includes:
· ☐ procedures and conventions that were followed in the preparation of the database
· ☐ similar topics to those in the data management plan 
· ☐ a full field listing and description of the file structure of the electronic database
· ☐ reference ranges and units for laboratory data
· ☐ a list and brief description of all programs run on the data
· ☐ level of errors found at each stage of checking the data
· ☐ general comments on data quality and significant problems encountered with the data
· ☐ a detailed list of any unresolved data queries
· ☐ a statement of any queries/errors which have not been corrected on the database
· ☐ a statement of the storage location of the electronic database
Security
Cf. CL system or copy-paste in this section.
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	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 ….


[bookmark: _Toc106024956]Auditor's resume
_____
	
Sunnikan Consulting
231 rue La Fontaine
94120 Fontenay-sous-Bois, France
	
+33 (0)1 55 97 13 13
contact@sunnikan.com
www.sunnikan.com
	
Sunnikan Consulting
SAS au capital de 100 000 €
RCS Créteil B 409 032 240 APE 7490B


Sunnikan Consulting / A_System_CL_En.docx / Page 1/18
Sunnikan Consulting / Sunnikan.dotx / Imprimé le 24 juin 2026 / Page 1/1
image1.wmf

