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[bookmark: _Toc43112870][bookmark: _Ref467681995]Executive summary
[bookmark: Audit_context]As part of its pharmacovigilance obligations as a Marketing Authorisation Holder/an "Exploitant" pharmaceutical company, LABO PHARMA mandated Sunnikan Consulting to conduct an audit of its pharmacovigilance Contract Safety Organisation (CSO), CSO, located in City, COUNTRY.
LABO PHARMA outsources to CSO the management of pharmacovigilance activities (such as main subcontracted activities) for all its medicinal products (under development and/or authorised).
[bookmark: _Hlk43112893]The audit was conducted on DD-Mon-YYYY, by Mrs xxx, Sunnikan Consulting Senior Auditor in CSO facilities, according to the agenda sent to the auditees on DD-Mon-YYYY.
Name, Function, LABO PHARMA, attended the audit as an observer.
This audit was aimed at assessing:
CSO's organisation,
the quality system applicable to pharmacovigilance activities, including the qualification and training of the personnel,
the management of the pharmacovigilance activities and corresponding documentation,
the compliance of the pharmacovigilance activities with the applicable regulatory requirements and the agreement signed with LABO PHARMA.

Overall, it may be noted that:
The quality system applicable to pharmacovigilance activities is globally formalised, well developed and subject to continuous improvement.
CSO personnel is appropriately qualified and trained to pharmacovigilance regulatory requirements and activities and the training is documented.
The pharmacovigilance activities are well managed.
The reporting to LABO PHARMA is regular and appropriate.

No critical observation was noted. xx findings were identified: xx were classified as major, xx as minor and xx are comments.

The xx major findings concern the following:
Xxx,
Xxx.

The results of this audit are the reflection of a non-exhaustive review of the quality system and pharmacovigilance activities and, based on the available documentation and the interviews conducted during the audit.
The possible improvement suggestions included in the report are only advices. They are not based on a prior assessment of costs/timelines/quality objectives of the auditee. They do not represent by themselves the appropriate actions plan and should be considered within a global context.
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1 [bookmark: _Toc11162277][bookmark: _Toc43112871]Audit plan
1.1 [bookmark: _Toc11162278][bookmark: _Toc43112872]Audit methodology

	[bookmark: _Hlk43112940]Audit objectives
	To assess CSO's pharmacovigilance system and its quality system to ensure the compliance of the performed activities with the Contract/Agreement signed with LABO PHARMA and the applicable regulatory requirements.

	Main audit standards
	Agreement signed with THEA
Regulation (EC) N°726/2004 as amended
Directive 2001/83/EC as amended
Guideline on good pharmacovigilance practices (GVP) and associated documents
French Public Health Code
French good pharmacovigilance practices, Feb-2018
Regulation (EU) 2016/679 ("GDPR")

	Audit scope
	1. CSO's organisation for pharmacovigilance 
1. Quality system applicable to the pharmacovigilance activities:
quality documentation
continuous improvement (audits, deviations/non-conformities and CAPAs)
1. Qualification and training of the personnel to pharmacovigilance
Pharmacovigilance regulatory monitoring
1. Review of the following processes, including the relationship with LABO PHARMA:
xxx (à adapter en fonction des activités sous-traitées)
Pharmacovigilance-related personal data protection
Security (physical and logical) and Business continuity
Facilities and equipment (tour of facilities)
Traceability of the activities and filing (electronic and hard copies) of the documents (reviewed for each topic)


The audit consisted in interviews on the different topics and reviews of the corresponding documentation. Due to a lack of time and in agreement with the auditees, the xxx and xxx topics were not covered during the audit.
1.2 [bookmark: _Toc11162279][bookmark: _Toc43112873]Audit attendees
	
	Opening meeting
	Closing meeting
	Interview

	Name, Function
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


Name, Function, LABO PHARMA, attended the audit as an observer.
1.3 [bookmark: _Toc11162280][bookmark: _Toc43112874]Audit findings grading
The results of this audit are the reflection of a non-exhaustive review of the quality system and pharmacovigilance activities and, based on the available documentation and the interviews conducted during the audit.
According to the classification of the EMA, the findings are classified as critical, major or minor.
"critical is a fundamental weakness in one or more pharmacovigilance processes or practices that adversely affects the whole pharmacovigilance system and/or the rights, safety or well-being of patients, or that poses a potential risk to public health and/or represents a serious violation of applicable regulatory requirements. 
major is a significant weakness in one or more pharmacovigilance processes or practices, or a fundamental weakness in part of one or more pharmacovigilance processes or practices that is detrimental to the whole process and/or could potentially adversely affect the rights, safety or well-being of patients and/or could potentially pose a risk to public health and/or represents a violation of applicable regulatory requirements which is however not considered serious. 
minor is a weakness in the part of one or more pharmacovigilance processes or practices that is not expected to adversely affect the whole pharmacovigilance system or process and/or the rights, safety or well-being of patients."
(Guideline on good pharmacovigilance practices: Module IV – Pharmacovigilance audits, EMA, HMA, Revision 1, 3 August 2015)



[bookmark: _Toc43112875][bookmark: _Toc414368759]Audit report
[bookmark: _Toc43112876]Relationship between LABO PHARMA and CSO
Contractual agreement
· [bookmark: _Hlk525895700]The first contract between LABO PHARMA and CSO was signed in date.
· The current contract has been applicable since date and has been completed by xx amendments.
· It includes a detailed scope of services describing the responsibilities of each party.
· LABO PHARMA outsources to CSO the following pharmacovigilance activities for all its medicinal products (under development and/or authorised) (list to be adapted/completed):
the EuQPPV and the local reference person for pharmacovigilance in France responsibilities,
the preparation and maintenance of the PSMF,
the electronic submission on LABO PHARMA's medicinal products in the Article 57 database (XEVMPD),
the management of spontaneous and solicited ICSRs, including the submission to Competent Authorities, as applicable,
the international and local medical and scientific literature monitoring,
the management of the global safety database,
other pharmacovigilance activities, such as contacts with Competent Authorities,
the on-call service during out-of-office hours (nights, week-ends and public holidays) for medical information,
the preparation of safety reports, such as PSURs/PBRERs, including their submission to Competent Authorities,
upon request, the pharmacovigilance training of LABO PHARMA personnel.
The subcontracted activities are supervised by LABO PHARMA's function of the person responsible for the supervision.

	[bookmark: _Hlk525895748]Finding # Grade

	Blablabla

Main audit standards

	Suggestion of improvement

	


Concerned products
· The medicinal products covered by the contract signed between LABO PHARMA and CSO are the following (listed in xxx of the agreement):
Xxx.
[bookmark: _Toc430615036]Reporting to LABO PHARMA
· The xxx sends weekly activity report, by email, to LABO PHARMA. it includes xxx.
· In addition, at least one annual meeting is organised between CSO and LABO PHARMA.
[bookmark: _Toc43112877]Presentation of CSO and its organisation
CSO is a CSO located in City, COUNTRY.
It was created in date.
· CSO employs xxx people, including xxx physicians/pharmacists.
· The turnover over the past xx years is of xx%.
· CSO's ensures the following activities for its clients:
Xxx,
Xxx.
· CSO has xxx clients, mainly pharmaceutical companies.
· CSO manages around xxx cases per year in total (xx spontaneous cases and xx solicited cases) and prepares approximately xxx periodic reports.
CSO's general organisation
· CSO's organisation is described in a functional organisational chart, dated date and signed by CSO's CEO.
· It is up-to-date and reflects CSO current organisation.
There are X Units/Departments/Services:
xxx Unit/Department/Service,
xxx Unit/Department/Service,
xxx Unit/Department/Service, which undertake the activities for LABO PHARMA.
CSO's organisation for the provided services
· Xxx people are involved in the pharmacovigilance activities performed on behalf of LABO PHARMA:
the EuQPPV/local reference person for pharmacovigilance in France,
X PV Officers,
X PV Data Managers,
X PV Assistant,
xxx.
· A list with all the involved people is available and it is accurate (dated date).
· CSO manages around xx cases per year for LABO PHARMA (xx spontaneous cases and xx solicited cases) and xx periodic reports.
[bookmark: _Toc175124061](If applicable, add sections on the EuQPPV/local reference person for pharmacovigilance in France, PSMF from the Corporate PV system audit check-list).
[bookmark: _Toc417051628][bookmark: _Toc430615049][bookmark: _Toc43112878]Quality System
[bookmark: _Toc417051630][bookmark: _Toc430615050]Quality documentation
· The applicable documents are CSO and LABO PHARMA quality documents.
· The management of quality documents is described in the procedure xxx "xxx", version xxx, dated date.
· The quality documents are managed in an electronic document management system (tool name)/hard copies.
· They are subject to a writing/review (by xxx)/approbation process (by xxx).
· They are revised at least every xx years.
· The quality documents are up-to-date and cover all processes.
· The training to the quality documents is ensured before they become applicable.

However, xxx.
Examples are provided in the table below:

	SOP ID
	SOP Title
	Comments

	
	
	

	
	
	

	
	
	

	
	
	


[bookmark: _Toc417051632][bookmark: _Toc430615055][bookmark: _Toc417051631][bookmark: _Toc430615051]Continuous improvement: audits
· The internal audit process is described in the procedure xxx "xxx", version xxx, dated date.
· An internal audit programme over xx years is established by xxx based on the risk-based approach audit strategy.
· The audit strategy includes the xx criteria: xxx that are taken into account xxx.
· Internal audits are performed according to the annual calendar (xxx). 
· CAPAs are implemented following audits and tracked in xxx (xxx).
· CSO is regularly audit by its clients (xx audits/month). The present audit is the xx audit by LABO PHARMA.
· CSO has already be inspected by the ANSM xx times through its clients.
[bookmark: _Toc417051633][bookmark: _Toc430615056]Continuous improvement: non-conformities/deviations and CAPA management
· The management of non-conformities/deviations is described in the procedure xxx "xxx", version xxx, dated date.
· Any identified non-conformity/deviation is transmitted to xxx.
· CSO records all non-conformities/deviations in xxx.
· CAPAs are implemented following non-conformities/deviations and tracked in xxx.
[bookmark: _Toc43112879][bookmark: _Toc430615058]Personnel qualification and training
Personal files
· Personal files are kept for each collaborator including the CV, Job Description and training records (training plan, training certificates, attendance sheets, training material, etc.).
The personal files of the following people were reviewed during the audit:
Name, function,
Name, function.

	Name, function
	Date of entry in the company or in the function
	CV
	Job Description

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	



· The CVs are up-to-date, dated and signed.
· There is a job description for each function. They are managed by xxx. The Job description details the responsibilities, tasks, hierarchical relationship, qualification required of each function and is signed by the employee and his/her manager as well as the Human Resources.
Initial and continuous training
· The training process is described in the procedure xxx "xxx", version xxx, dated date.
· It covers the initial and continuous training of the personnel.
· Upon arrival in the company an initial training is initiated. It consists in xxx (training to PV regulatory requirements, to quality documents, to tools, to LABO PHARMA products and specific requirements, etc.) according to a training plan/training matrix established for each function.
· The training is assessed through a test. A score of xxx is required to pass the test and validate the training. 
· When the minimal score is not obtained, a re-training is organised.
· When the training is completed, it is checked by xxx and the collaborator is considered qualified. It is documented on xxx.
· A continuous training plan is prepared each year, including xxx.
· CSO personnel is appropriately qualified and trained to pharmacovigilance regulatory requirements and activities.
[bookmark: _Toc417051629][bookmark: _Toc430615059][bookmark: _Toc43112880][bookmark: _Toc430615060][bookmark: _Hlk525899481]Regulatory monitoring for pharmacovigilance
· The regulatory monitoring process is described in the procedure xxx "xxx", version xxx, dated date.
· The regulatory monitoring is performed by xxx, using newsletter, IDRAC, every xxx.
· The results of the search are documented in xxx.
· A documented impact analysis is performed in order to ensure that the processes in place are conducted in accordance with the applicable regulatory requirements.
[bookmark: _Toc43112881]Personal data protection
[bookmark: _Toc523747442][bookmark: _Toc430615061][bookmark: _Toc417051636]Contractual arrangements for data protection between LABO PHARMA and CSO
· Roles and responsibilities between controller and processor (service provider) are defined in…
· Roles and responsibilities between controller and processor are appropriately determined.
· Processor engages other processor(s) only with written prior controller's authorization.
[bookmark: _Toc523747443]DPO
· A DOP has been appointed:
· This designation is documented in… (organization chart updated?)
· There is a job description for the DPO.
[bookmark: _Toc514410603][bookmark: _Toc523747444][bookmark: _Toc514410599]Data Protection Documentation
· There is a "Data Security and Confidentiality" policy, version _, date_
· There is a SOP "Personal Data Protection".
· There is a record of data processing activities.
· The record is maintained by…
· The record is updated.
· There is a detailed sheet for each data processing (description, impact assessment, protection measures…).
[bookmark: _Toc523747445]Data Protection Impact Assessment
· A data protection impact assessment has been performed.
· This impact assessment is documented.
· This impact assessment is performed prior data processing activities.
· This impact assessment includes:
a systematic description of the envisaged processing operations and the purposes of the processing, including the legitimate interest pursued by the controller,
an assessment of the necessity and proportionality of the processing operations in relation to the purposes,
an assessment of the risks to the rights and freedoms of data subjects,
the measures envisaged to address the risks (safeguards, security measures and mechanisms to ensure the protection of personal data and to demonstrate compliance with this Regulation).
· Actions issued from the impact assessment are centralized in… / followed by… 
[bookmark: _Toc514410600][bookmark: _Toc523747446]Security of processing
· Technical and organizational measures for security of processing are implemented.
· These measures are described in …
· These measures include:
pseudonymisation,
encryption,
the ability to ensure the ongoing confidentiality, integrity, availability and resilience of processing systems and services,
the ability to restore the availability and access to personal data in a timely manner in the event of a physical or technical incident,
a process for regularly testing, assessing and evaluating the effectiveness of technical and organisational measures for ensuring the security of the processing,
data minimising,
data protection policy,
approved codes of conduct,
certification.
[bookmark: _Toc514410601][bookmark: _Toc523747447]Transfer of personal data
· Transfer of personal data to third countries (i.e. Serbia) is performed in a way that ensures the level of protection requested by the Regulation (checked by ANGELINI according to the contract signed with EXPANSCIENCE):
Adequacy Decision,
legally binding and enforceable instrument between public authorities or bodies,
Biding Corporate Rules (BCR),
standard data protection clauses adopted by the Commission,
standard data protection clauses adopted by a supervisory authority and approved by the Commission,
approved code of conduct,
approved certification mechanism.
· Each data transfer to third countries is documented.
[bookmark: _Toc43112882]Compliance measurement
· The compliance management is described in the procedure xxx "xxx", version xxx, dated date.
· Indicators are measured and an objective is defined for each one:
Xxx.
· The xxx analyses the results.
· The indicators are sent to LABO PHARMA on a monthly basis.
[bookmark: _Toc43112883]Filing and archiving of PV-related documents
· CSO only keeps in paper the source documents directly received at CSO (e.g. replies to follow-up requests). All other documents are kept electronically and sent to LABO PHARMA as it comes along.
· The hard copies of the documents are kept in filing room the access of which is restricted to the authorised personnel. The room is protected against fire and water damages (smoke detectors, sprinklers, secure cupboards, etc.).
· The paper documents are sent to LABO PHARMA annually (for closed cases).
[bookmark: _Toc430615062][bookmark: _Toc43112884][bookmark: _Toc430615063]Facilities, equipment, computerised systems and business continuity
Facilities and equipment
· The facilities and equipment are adequate and secure:
the access is limited to the authorised personnel (by code/badge)
the offices are equipped with smoke detectors, etc.
[bookmark: _Toc417051637]IT security
· The management of the IT systems is described in the procedure xxx "xxx", version xxx, dated date.
· Each collaborator has an individual access to his/her the computing system: individual username and password which has to be changed every xxx days.
· Backups are in place in order to ensure the quality, accuracy, reliability, integrity, availability and completeness of the data: xxx (servers, data centres, etc.).
Management of the safety database and other computerised system relevant for pharmacovigilance activities
· The management of the safety database xxx is described in the procedure xxx "xxx", version xxx, dated date.
· The safety database was validated.
The validation process was based on the GAMP 5. The validation documentation includes (non-exhaustive list):
a validation plan, including a risk analysis,
a traceability matrix which identifies the tests protocols,
a validation protocol,
a validation report, version xx, dated date and signed by xxx. Xx deviations were identified: xxx.
· There is a list of all the people who have access to the safety database (new access, deletion of access).
· [bookmark: _Toc417051640][bookmark: _Toc430615067]The other computerised systems are relevant for pharmacovigilance activities are the following:
Xxx, validated on xxx,
medical information database, validated on xxx.
Business continuity
· The 24/7 availability of pharmacovigilance is ensured through xxx.
· There is a "Business continuity plan and disaster recovery plan" described in "xxx" version xxx, dated date.
· It includes a risk analysis which led to risks with different scores and for each risk (fire, intrusion, loss of data, hacking, viruses, loss of internet and telephone connections, etc.), mitigation measures are established.
· The recovery of activities is also covered by the procedure, and verification means are foreseen to ensure that all of the activities performed during the incident/failure were correctly "recovered".
· The Business continuity plan is regularly tested and the tests are documented: xxx.
[bookmark: _Toc43112885]Spontaneous Cases Management
[bookmark: _Toc417051642][bookmark: _Toc430615069]Source of cases
· Spontaneous cases may be received (or identified) by LABO PHARMA or CSO. It includes:
Xxx (medical information, quality conmplaints, literature monitoring, Competent Authorities, websites with contact fields, etc.).
· The cases received by LABO PHARMA are transmitted to CSO on the generic email box. An acknowledgement of receipt is sent by CSO within 24 hours.
Literature monitoring
· The literature monitoring process is described in the procedure xxx "xxx", version xxx, dated date.
[bookmark: _Toc467776326]Monitoring of international databases
· The literature monitoring is a weekly process performed by xxx.
· The monitored databases are listed in xxx and are:
Embase,
Medline.
The search criteria are the INN and brand names of the products.
The search queries are tested.
The search is done on xxx for the previous week.
The results are obtained in the form of notifications received by email.
The results are reviewed by xxx.
The full articles are ordered if a potential case or relevant safety data are included or suggested in the abstract.
The articles are retained for cases if the 4 minimum criteria for a valid case are present (or if obtaining additional information seems possible) and if the content of the article is relevant to the safety profile of the concerned product.
· The screening is documented as follows: xxx.
· A quality control is in place: xxx.
[bookmark: _Toc467776327]Monitoring of the French journals
When the maintenance of the French database Pascal stopped, the CSO identified the French journals that were only indexed in Pascal and subscriptions to those journals were purchased.
A list with all the journals for which the CSO has a subscription (paper or electronic versions) is available. 
The list is reviewed and updated if needed every year.
The reception of the journals is checked and if an issue is not received appropriate actions are implemented and documented (contact of the editor, etc.).
The CSO proposes to the client the list of journals relevant to its products and the client validates it (the corresponding list is in xxx).
· Upon reception of the journal (in paper or electronically), the xxx reviews.
· The screening is documented as follows: xxx.
For the screening of the paper journals, no quality control is in place.
[bookmark: _Toc417051648][bookmark: _Toc430615075]MLM
Management of the cases by CSO
· The management of the cases is described in the procedure xxx "xxx", version xxx, dated date.
· Duplicate check procedure
· Data entry (in accordance with data entry rules) by whom?
· Case assessment (seriousness, relatedness, expectedness according to SmPC up-to-date, coding according to MedDRA, etc.) by whom?
· Narrative (template?)
· Follow-up procedure
· Expedited reporting through EVWEB
· EV registration
· QC
[bookmark: _Toc417051649][bookmark: _Toc430615076]Results of the Quality Control performed on the cases during the audit
X cases were reviewed during the audit:
xxx.

The following findings were identified:

	Findings
	Case(s) concerned

	
	

	
	



The quality control performed on the cases revealed the following observations:
the cases are medically well-documented,
the "administrative" documentation of the cases is not always adequate and is incomplete,
there is no documented step of quality control. However it has no any consequence on the data quality for the cases reviewed during the audit.
[bookmark: _Toc417051651][bookmark: _Toc430615078]Reporting to LABO PHARMA
[bookmark: _Toc43112886]Periodic reports (PSUR/PBRER) Management
[bookmark: _Toc417051652][bookmark: _Toc430615079]PSUR Schedule
· PSUR schedule (DLP, deadline for submission) established and maintained
· EURD List (all products ?)
· EuQPPV ?
[bookmark: _Toc417051653][bookmark: _Toc430615080]PSUR preparation
· Upon requests, CSO prepares the PSUR based on the information provided by LABO PHARMA and information available at CSO level.
· The management of PSUR is described in the procedure xxx "xxx".
· EuQPPV involvement ?
· Management of requests from Competent Authorities (assessment report)
[bookmark: _Toc417051654][bookmark: _Toc430615081]PSUR submission
· By LABO PHARMA
· EuQPPV informed ?
Reporting to LABO PHARMA
[bookmark: _Toc43112887][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 ….


[bookmark: _Toc43112888]Auditor's resume
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