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Abbreviations

ADR
Adverse Drug Reaction

CA
Competent Authority

AC
Affiliate Company

CPV
Corporate Pharmacovigilance

CAPA
Corrective and Preventive Action 
CCDS
Company Core Data Sheet
CCSI
Company Core Safety Information
CV
Curriculum Vitae

e.g.
Exempli gratia (for example)

EMA
European Medicines Agency

EU
European Union

GEMT
Global Emergency Management Team
HCP
Health Care Professional

ICH
International Conference on Harmonisation

ICSR
Individual Case Safety Report

INN
International Nonproprietary Name

LEMT
Local Emergency Management Team
LSO
Local Safety Officer

MAH
Marketing Authorisation Holder

n.a.
not applicable
NIS
Non Interventional Study
PSUR
Periodic Safety Update Report

PSMF
Pharmacovigilance System Master File

PV
Pharmacovigilance

QA
Quality Assurance

QC
Quality Control

QPPV
Qualified Person responsible for Pharmacovigilance

RMP
Risk Management Plan

SAE
Serious Adverse Event 
SDEP
Safety Data Exchange Procedure
SOP
Standard operating procedure

SUSAR
Suspected unexpected Serious Adverse Reaction
SmPC
Summary of Product Characteristics

WHO
World Health Organisation

WI
Working instruction

1.
Qualified person responsible for pharmacovigilance (QPPV)

GVP-Module II.B.4.1 

“For the QPPV, contact details shall be provided in the marketing authorisation application  and/or via the XEVMPD. The information relating to the QPPV provided in the PSMF [IR Art 2(1)] shall include: 

• 
a description of the responsibilities guaranteeing that the qualified person has sufficient authority over the pharmacovigilance system in order to promote, maintain and improve compliance; 

• 
a summary curriculum vitae with the key information on the role of the qualified person responsible for pharmacovigilance, including proof of registration with the Eudravigilance database; 

• 
contact details; 

• 
details of back-up arrangements to apply in the absence of the qualified person responsible for pharmacovigilance; and 

• 
information relating to the contact person for pharmacovigilance where such a person has been nominated at national level in accordance with Article 104(4) of Directive 2001/83/EC, including contact details. 

A list of tasks that have been delegated by the qualified person for pharmacovigilance shall also be included in the Annexes. This should outline the activities that are delegated and to Guideline on good pharmacovigilance practices (GVP) – Module II whom, and include the access to a medically qualified person if applicable. This list may be supplied as a copy of a written procedural document provided the required content is covered. 

The details provided in relation to the QPPV should also include the description of the QPPV qualifications, experience and registrations relevant to pharmacovigilance (including registration with Eudravigilance). The contact details supplied should include name, postal, telephone, fax and e-mail and represent the usual working address of the QPPV, which may therefore be different to a MAH address. If the QPPV is employed by a third party, even if the usual working address is an office of the MAH, this should be indicated and the name of the company the QPPV works for provided.”

Job Designation: 
Qualified Person responsible for Pharmacovigilance (QPPV) according to Directive 2001/83/EC (as amended), Regulation 726/2004 (as amended) and Guideline on Good Pharmacovigilance Practices (GVP) Module I 
Job Holder: 
Name
Contact details: 
Name, postal, telephone (24h/7d), fax and e-mail
Deputy: 
Name, postal, telephone (24h/7d), fax and e-mail
Responsibilities: 
- 
Establishment and maintenance of the marketing authorisation holder’s pharmacovigilance system terms of having an oversight over the functioning of the system in all relevant aspects, including its quality system (e.g. standard operating procedures, contractual arrangements, database operations, compliance data regarding quality, completeness and timeliness of expedited reporting and submission of periodic update reports, audit reports and training of personnel in relation to pharmacovigilance)
- 
Being aware of the validation status of the adverse reaction database, including any failures that occurred during the validation and the corrective actions that have been taken to address the failures, and changes to the database that could have an impact on pharmacovigilance activities.
Hinweis:
Es ist zu prüfen, ob Informationen zur Validierung der verwendeten Pharmakovigilanz-Datenbank sowie zu Fehlern und diesbezüglichen korrektiven Maßnahmen verfügbar sind.
This means in particular:
· Having an overview of medicinal product safety profiles and any emerging safety concerns
· Having awareness of any conditions or obligations adopted as part of the marketing authorisation and other commitments relating to safety or the safe use of the product
· Having awareness of risk minimisation measures
· Being aware of and having sufficient authority over the content of risk management plans
· Being involved in the review and sign-off of protocols of post-authorisation safety studies conducted in the EU or pursuant to a risk management plan agreed in the EU
· Having awareness of post-authorisation safety studies requested by a competent authority including the results of such studies
· Ensuring conduct of pharmacovigilance and submission of all pharmacovigilance-related documents in accordance with the legal requirements and GVP
· Ensuring the necessary quality, including the correctness and completeness, of pharmacovigilance data submitted to the competent authorities in Members States and the Agency (EMA)
· Ensuring a full and prompt response to any request from the competent authorities in Members States and from the EMA for the provision of additional information necessary for the benefit-risk evaluation of a medicinal product
· Providing any other information relevant to the benefit-risk evaluation to the competent authorities in Members States and the EMA
· Providing input into the preparation of regulatory action in response to emerging safety concerns (e.g. variations, urgent safety restrictions, and communication to patients and healthcare professionals)
· Acting as a single pharmacovigilance contact point for the competent authorities and the EMA on a 24-hour basis and also as a contact point for pharmacovigilance inspections
· Submit electronically information on medicinal products to EMA according to Article 57(2) of Regulation (EC) No. 726/2004
Optional:
Inform the management board on new or important findings relevant to the benefit-risk evaluation of the medicinal products (e.g. new signals).
The individual job description is provided in the Annex A.
Proof of sufficient authority: 
Hinweis:
Dieser Abschnitt wurde der Vollständig​keit halber aufgenom​men, kann an dieser Stelle des PSMF weggelassen werden, sofern der entsprechende Inhalt an anderer Stelle wiedergegeben wird.
The Marketing authorisation holder ensures, that
· the QPPV has access to the PSMF as well as authority over it,
· the QPPV is notified of any changes to the PSMF, 
· the QPPV has the authority to implement changes to the system and to provide input into risk management plans as well as into the preparation of regulatory action in response to emerging safety concerns,
· structures and processes are in place, so that the QPPV can fulfil the responsibilities listed in above,
· mechanisms are in place, so that the QPPV receives all relevant information in due time and that the QPPV can access all information the QPPV considers relevant, in particular on: 
· emerging safety concerns and any other information relating to the benefit-risk evaluation of the medicinal products covered by the pharmacovigilance system;
· ongoing or completed clinical trials and other studies the marketing authorisation holder is aware of and which may be relevant to the safety of the medicinal products;
· information from sources other than from the specific marketing authorisation holder, e.g. from those with whom the marketing authorisation holder has contractual arrangements;
· the procedures relevant to pharmacovigilance which the marketing authorisation holder has in place at every level in order to ensure consistency and compliance across the organisation.
· the outcome of the regular reviews of the quality system and the measures introduced are communicated by the managerial staff to the QPPV, 
· compliance information is provided to the QPPV on a periodic basis; such information may also be used to provide assurance to the QPPV that commitments in the framework of risk management plans and post-authorisation safety systems are being adhered to,
· the managerial staff informs the QPPV of scheduled pharmacovigilance audits,
· the QPPV is able to trigger an audit where appropriate,
· the managerial staff provides the QPPV with a copy of the corrective and preventive action plan following each audit relevant to the pharmacovigilance system the QPPV is responsible for, so that the QPPV can assure that appropriate corrective actions are implemented,
· the QPPV is able to obtain information from the database, for example, to respond to urgent requests for information from the competent authorities or the Agency, at any time.
· If the involvement of other personnel is required, for example database specialists, then this should be taken into account in the arrangements made by the marketing authorisation holder for supporting the QPPV outside of normal working hours.
· When it is intended to expand the product portfolio, for example, by acquisition of another company or by purchasing individual products from another marketing authorisation holder, the QPPV is notified as early as possible in the due diligence process in order that the potential impact on the pharmacovigilance system can be assessed and the system be adapted accordingly.
· In case the QPPV may have a role in determining what pharmacovigilance data should be requested from the other company, either pre- or post-acquisition, the QPPV is made aware of the sections of the contractual arrangements that relate to responsibilities for pharmacovigilance activities and safety data exchange and have the authority to request amendments.
· The Marketing holder ensures, that in order to fulfil their authority the QPPV is provided with sufficient competent and appropriately qualified and trained personnel and equipped with sufficient technical or other issues required.
Key information on the role of the QPPV and their deputy including a Summary of Curriculum vitae:
· A summary of curriculum vitae of the QPPV and their deputy is provided in the Annex A.
· The QPPV and their deputy have adequate theoretical and practical knowledge for the performance of pharmacovigilance activities and skills for the management of the pharmacovigilance system. For the proof of further qualification and experience of the QPPV and their deputy a training list is provided in the Annex A.
· The QPPV and their deputy have expertise or access to expertise in relevant areas such as medicine, pharmaceutical science, epidemiology, and biostatistics.
· The QPPV and their deputy have completed a basic medical training in accordance with Article 24 of the Directive 2005/36/EC.
Or
· The QPPV and their deputy have access to a medically trained person in accordance with Article 24 of the Directive 2005/36/EC as documented in Annex A.
· The QPPV’s and their deputy’s residence and location at which the tasks are carried out is within the EU (EEA).
· The QPPV and/or their deputy are permanently and continuously at the disposal of the Marketing Authorisation Holder.
Proof of Registration with EudraVigilance database:
The QPPV is registered with EudraVigilance with a personal ID (no. 12345). A proof of registration is provided in the Annex A.
Details on back-up arrangements:
Business contingency plans and back-up arrangements are ensured by availability of a deputy. The deputy is provided with sufficient authority to operate in place of the QPPV. Details are defined in a Standard Operating Procedure (see Annex E, list of SOPs)
Optional:
Contact person for pharmacovigilance on a national level:
Contact Details and tasks and responsibilities that have been delegated to the contact person for pharmacovigilance on a national level (see Annex A).
List of tasks that have been delegated:
The list of tasks that have been delegated by the QPPV or the applicable document is provided in Annex A.
2.
Organisational structure of the marketing authorisation holder
GVP-Module II.B.4.2 

“This section should provide an overview including: 

A description of the organisational structure of the marketing authorisation holder relevant to the pharmacovigilance system must be provided, including a clear overview of the company(ies) involved, the main pharmacovigilance departments and relationship(s) between organisations and operational units relevant to the fulfilment of pharmacovigilance obligations (third parties included).

Specifically, the PSMF should describe:

· The organisational structure of the marketing authorisation holder(s), showing the position of the QPPV in the organisation

· The site(s) where the pharmacovigilance functions are undertaken (e.g. individual case safety report collection, evaluation, safety database case entry, periodic safety update report, signal detection and analysis, risk management plan management, pre- and post authorisation study management, and management of safety variations to product particulars)
· Delegated activities: The PSMF, where applicable, shall contain a description of the delegated activities and/or services relating to the fulfilment of pharmacovigilance obligations.  

· Links with other organisations, such as co-marketing agreements and contracting of pharmacovigilance activities should be outlined. A description of the location and nature of contracts and agreements relating to the fulfilment of pharmacovigilance obligations should be provided (form of a list/table to show the parties involved, the roles undertaken and the concerned product(s) and territories). The list should be organised according to: service providers (e.g. medical information, auditors, patient support programme providers, study data management etc.), commercial arrangements (distributors, licensing partners, co-marketing etc.) and other technical providers (hosting of computer systems etc.). Individual contractual agreements shall be made available at the request of national competent authorities and the agency or during inspection and audit and the list provided in the Annexes.”

Names and addresses of organisations and locations assuming pharmacovigilance responsibilities and activities are presented in Annex B. For a brief description of tasks and responsibilities please see below in this section.

Hinweis:

Die britische Zulassungsbehörde MHRA macht zur Darstellung dieses Punktes in ihrem Empfehlungspapier [MHRA Statutory Pharmacovigilance Inspection, Version 1 (Final), September 2005] folgende Vorschläge:

Example 1:

[Company] has one main pharmacovigilance site where the following activities are performed: data entry of ADR reports, preparation of PSURs, preparation of Risk Management Plans, signal generation, and answering all global safety-related enquiries from regulatory authorities. Expedited submissions to the EMEA are managed by the global site. The global monitors compliance with reporting timeframes (for expedited and PSUR submissions).

Local subsidiaries are responsible for: maintaining a local database/tracking sheet, forwarding individual adverse drug reactions to the main site for data entry, submitting domestic and non-domestic ADR reports to their respective authority on an expedited basis, and submitting PSURs to their respective authority within 60 days of data lock point.

Example 2:

[Company] has three main sites where pharmacovigilance activities are performed:

Each site performs the same range of activities, but for different products:

Site 1 manages products 1, 2 and 3

Site 2 manages products 4, 5 and 6

Site 3 manages products 7, 8 and 9

Each site uses the same global safety database.

Example 3:

[Company] has two main pharmacovigilance sites, one in Europe and one in the USA. Case processing for products 1, 2 and 3 occurs in Europe whereas case processing for products 4, 5 and 6 occurs in the USA. All PSURs and signal generation activities are conducted by the European office.

Hinweis:

Ein Appendix z.B. in Form einer Tabelle ist hilfreich. Diese könnte folgende

Spalten enthalten: 

· Firmenbezeichnung und Adresse der Mutter- und Tochtergesellschaften;

· jeweilige Datenbank, falls nicht zentral;

· Zugangsort für Pharmakovigilanz-Daten, etc.

Zusätzlich kann auf die Aufgaben und Verantwortlichkeiten verwiesen werden, die weiter unten gefordert werden. Sofern ein Unternehmen in mehreren EU-Mitgliedstaaten durch Teile der Unternehmensgruppe vertreten ist – wenn auch jeweils mit rein nationalen Zulassungen – sollten die dort vertretenen Unternehmen namentlich aufgelistet werden.

2.1.
Overview of corporate pharmacovigilance units and organisations

The organisational structure of [Company]’s pharmacovigilance organisation is presented in figure 2.1.1. 





Table 2.1.1: Links of Corporate Drug Safety Unit with other departments at [Company], Germany. 

Hinweis:

Die nachfolgende Zusammenstellung von Schnittstellen in der Bearbeitung von Pharmakovigilanz-Aufgaben erhebt keinen Anspruch auf Vollständigkeit und muss an die konkrete Situation jedes einzelnen Unternehmens angepasst werden.
	Department
	Interaction

	Drug Regulatory Affairs
	· Compilation and submission of Periodic Safety Update Reports (PSURs)

· Contribution to and submission of Risk Management Plans (RMPs)
· Review and update of safety information in e.g. Summary of Product Characteristics (SmPC), Company Core Data Sheet (CCDS) 

	Marketing Department
	· Contributing to non-interventional studies (NIS) by reviewing PV procedures including re​porting obligations and safety relevant results 

· Providing further information on safety relevant questions

· Managing quality complaints combined with safety concerns (“customer service”)

	Quality Assurance
	· Management of SOPs 

· PV audits 

	Medical Information
	· Managing medical inquiries issued by patients, consumers, HCPs

· Receiving information from patient support programmes 

	Clinical Research
	· Reviewing safety aspects of clinical trial protocols, annual reports and study reports 

· Cooperation in assessment of SAEs from clinical trials

· PV procedures and reporting of SUSARS in clinical trials 

· Benefit risk evaluation for [Company] products (CES)

	Biostatistics
	· Obtaining expertise

· Reconciliation of SAEs at end of clinical trials

	IT Support
	· Validation of PV data processing system and additional applications, IT procedures

· Maintenance, administration and support for all PV applications and the corporate data processing system




2.2.
Site(s) where the pharmacovigilance activities are undertaken
An overview of the key PV activities and the responsibilities of the different sites are presented here and detailed in Annex B (see table 2.2.1).

Hinweis:

Die im Annex B enthaltene Tabelle 2.2.1 sollte im Zusammenhang mit Kapitel 5.3 (Prozesse) betrachtet werden. Es ist zu prüfen, ob zusätzlich zu den nachfolgenden Ausführungen eine weitere detaillierte Darstellung im Abschnitt 5.3 erforderlich ist.

Activities may be delegated to a corresponding service provider. The organisations and corresponding service provider (if applicable) as well as the delegated activities are described in table 2.3 in Annex B.

Please confer also to section 2.4 of the PSMF and Annex A to find a list of service provider.

2.3.
Description of delegated activities and/or services relating to the fulfilment of pharmacovigilance obligations
Hinweis:

An dieser Stelle sind nach Auffassung der Autoren dieses Textes Angaben zu Pharmakovigilanz-Aufgaben aufzunehmen, die an ein Dienstleister ausgelagert werden, beispielsweise die Literaturrecherche, die PSUR-Erstellung.

Option 1: Tabular presentation of delegation
	Activities not delegated to any service provider
	RMP compilation

	
	QPPVEU tasks

	
	Electronic reporting of ICSRs

	
	Ongoing monitoring

	
	Safety signal investigation

	
	Maintenance of the PSSMF


	Activities delegated
	Data entry of ICSR

	
	PSUR compilation

	
	Literature search


Please confer to table 2.3.1 in Annex B listing on site level the delegated activities.

Option 2: Narrative presentation of delegation

All delegated activities are limited to data entry of ICSRs, compilation of PSURs for products with a national marketing authorisation only and global as well as local literature search. 

As detailed above (section 2.2), some Affiliate Companies (ACs) may delegate the described tasks to third party service providers. Original contracts with third party service providers are stored at the local affiliates for the respective nationally engaged service providers. The CPV unit also sources out PV activities on a regular basis in order to ensure sufficient capacity. Original contracts with service providers and the CPV unit are stored at the CPV site. All contracts, including those of the ACs are accessible at the CPV unit, stored electronically in the [Company] contract database.

Activities not delegated to a third party service provider include QPPVEU tasks, RMP compilation, electronic reporting of ICSRs, ongoing monitoring, safety signal investigation and the maintenance of the PSMF.
2.4.
Links with other organisations

Please confer to table 2.4.1 presented in the Annex H.

3.
sources of safety data

GVP-Module II.B.4.3
“The description of the main units for safety data collection should include all parties responsible, on a global basis, for solicited and spontaneous case collection for products authorised in the EU. This should include medical information sites as well as affiliate offices and may take the form of a list describing the country, nature of the activity and the product(s) (if the activity is product specific) and providing a contact point for the site (address, telephone and e-mail). This list may be located in the Annexes of the PSMF. Information about third parties (licence partners or local distribution(marketing arrangements) should be also included in the section describing contracts and agreements.

Flow diagrams indicating the main stages, timeframes and parties involved may be used. However represented, the description of the process for ICSRs from collection of reporting to competent authorities should indicate the departments and/or third parties involved.”

“For the purpose of inspection and audit the pharmacovigilance system, sources include data arising from study sources, including any studies, registries, surveillance or support programmes sponsored by the MAH through which ICSRs could be reported. 

In the interests of harmonisation, it is recommended that the list should be comprehensive for products authorised in the EU, irrespective of indication, product presentation or route of administration. The list should describe, on a worldwide basis, the status of each study/programme, the applicable country(ies), the product(s) and the main objective. It should distinguish between interventional and non-interventional studies and should be organised per active substance. The list should be comprehensive for all studies/programmes and should include ongoing studies/programmes as well as studies/programmes completed in the last two years and may be located in an Annex or provided separately.”
3.1.
Units/sites for ICSR collection
For more details on the organisational structure of the MAH please refer to section 2.1. More information on third parties including contracts and agreements is provided in section 2.3. 
Table 3.1.1:  Units/sites for ICSR collection

	Unit/ Affiliate
	Coun-try(ies)
	Contact details at site (address, telephone and e-mail)
	Activity(ies)
	Product(s)

	Affiliate of [Company]
	France
	Pierre Mustermann

Rue de Clichy

Paris 

Tel.: +33 12345678

Email: P.Mustermann@musterpharma.com
	Collection of spontane​ous ICSRs originating from France, follow-up of ICSRs, forwarding of ICSR details to the corporate pharmaco​vigilance unit of [Company] located in [City]/Germany
	Paracetamol


Hinweis:

Sofern die Tabelle an dieser Stelle zu umfangreich wird, empfiehlt sich eine Verschiebung in Annex C.

3.2.
Studies/programmes sponsored by the MAH
The list is organised per active substance and includes all ongoing studies/programmes as well as studies/programmes completed within the last two years.

	Active sub-stance
	Study type (Interventional / Non interventional)
	Coun-try(ies)
	Title
	Objective
	Start/End 
	Status



	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	


Table 3.2.1: Studies/programmes sponsored by the MAH

Hinweis:

Sofern die Tabelle an dieser Stelle zu umfangreich wird, empfiehlt sich eine Verschiebung in Annex C.

3.3.
Flow diagram for ICSRs from different sources

The following diagram should indicate the main stages, timeframes and parties involved in the flow of ICSR processing from collection to reporting to competent authorities. 

In general, ICSRs may derive from a variety of sources such as direct spontaneous reports retrieved from consumers and/or health care providers (Europe, Non-EEA company affiliates), the global and local literature surveillance conducted by the MAH, from contract and distribution partners, regulatory bodies or from studies and patient registries, for instance.

[Company] markets its own pharmaceutical products on the German and French market. ICSRs deriving from the literature and from authorities as well as spontaneous case reports deriving from all countries are forwarded to the corporate pharmacovigilance unit in Germany within given timelines. The specific timelines for the exchange of ICSR related data has been stipulated within the respective SOPs of [Company] and its French affiliate (cf. section 5.1). The processing of ICSRs has been depicted below in table 3.3.1. 

For further details regarding the processes of collection, collation, follow-up, assessment and reporting please refer to section 5.3.
Hinweis:

Die Angabe der Timelines im nachfolgenden Fließschema wird vielfach von Behörden im Rahmen von Inspektionen nachgefragt; eine entsprechende gesetzliche 

Regelung, die dies verbindlich fordert, liegt jedoch nicht vor.
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Table 3.3.1: Flow diagram of ICSR processing
4.
Computerised Systems and Databases

GVP-Module II.B.4.4

“The location, functionality and operational responsibility for computerised systems and databases used to receive, collate, record and report safety information and an assessment of their fitness for purpose shall be described in the pharmacovigilance system master file [IR Art 2(3)]. Where multiple computerised systems/databases are used, the applicability of these to pharmacovigilance activities should be described in such a way that a clear overview of the extent of computerisation within the pharmacovigilance system can be understood. The validation status of key aspects of computer system functionality should also be described; the change control, nature of testing, back-up procedures and electronic data repositories vital to pharmacovigilance compliance should be included in summary, and the nature of the documentation available described. For paper-based systems (where an electronic system may only be used for expedited submission of ICSRs), the management of the data, and mechanisms used to assure the integrity and accessibility of the safety data, and in particular the collation of information about adverse drug reactions, should be described.”

The ICH E2B-validated database [Name of the database and its vendor] is used for electronic receiving, collating, recoding and reporting of (suspected) ADRs. The access to the database is granted only to QPPV and appropriately trained personnel. This database permits the following main activities:

· Password protected access via Internet

· Electronic data entry of Individual Case Safety Reports (ICSRs)

· MedDRA coding

· Receipt and import of XML files

· Generation, approval and validation of XML files

· Reporting of ICSRs to EudraVigilance and other Competent Authorities in an ICH E2B format

· Receipt of acknowledgements of reported ICSR in an ICH E2B format

· Export of XML files, CIOMS I forms, CIOMS II line listings, MedWatch form

· Access to integrated user manual and other relevant documents of database

· Signal detection

· Storage/archive of received data and documents related to ICSRs

Annex D gives further information on the database. 

[Company or database provider] is responsible to operate the database including preparation of change control, validation, access to validation documentation, testing, back-up-procedure and electronic data repositories. The main server of the installed software is located at [Company or service provider]. 

Audits by [Company] regularly assess the functionality of the database maintenance to ensure ongoing compliance with ICH E2B standards. The QPPV has access to the validation documentation.

Hinweis:

Sofern in einem Unternehmen weitere elektronische Tools – beispielsweise für die Signaldetektion, die Überwachung der Liste der Stoffe unter „ongoing monitoring“ oder die PSUR-Fristüberwachung – eingesetzt werden, müssen diese ebenfalls in diesem Abschnitt beschrieben werden.

5.
Pharmacovigilance Processes

GVP module II.B.4.5:

“An essential element of any pharmacovigilance system is that there are clear written procedures in place. Module I describes the required minimum set of written procedures for pharmacovigilance. A description of the procedural documentation available (standard operating procedures, manuals, at a global and/or National level etc.), the nature of the data held (e.g. the type of case data retained for ICSRs) and an indication of how records are held (e.g. safety database, paper file at site of receipt) should be provided in the pharmacovigilance system master file. 

A description of the process, data handling and records for the performance of pharmacovigilance, covering the following aspects shall be included in the pharmacovigilance system master file: 

• Continuous monitoring of product risk-benefit profile(s) applied and the result of evaluation and the decision making process for taking appropriate measures; this should include signal generation, detection and evaluation. This may also include several written procedures and instructions concerning safety database outputs, interactions with clinical departments etc; [confer 5.1]
• Risk management system(s) and monitoring of the outcome of risk minimisation measures; several departments may be involved in this area and interactions should be defined in written procedures or agreements; [confer 5.12
• ICSR collection, collation, follow-up, assessment and reporting; the procedures applied to this area should clarify what are local and what are global activities; [confer 5.3]
• PSUR scheduling, production and submission, if applicable (see Module VII); [confer 5.4]
• Communication of safety concerns to consumers, healthcare professionals and the competent authorities; [confer 5.5]
• Implementation of safety variations to the summary of product characteristics (SmPC) and patient information leaflets; procedures should cover both internal and external communications. [IR Art 2(4)]. [confer 5.6]
In each area, the marketing authorisation holder should be able to provide evidence of a system that supports appropriate and timely decision making and action. 

The description must be accompanied by the list of processes referred to in article 11(1) of the Commission Implementing Regulation (EU) No 520/2012 under the topic compliance management, as well as interfaces with other functions. Interfaces with other functions include, but are not limited to, the roles and responsibilities of the QPPV, responding to competent authority requests for information, literature searching], safety database change control, safety data exchange agreements, safety data archiving, pharmacovigilance auditing, quality control and training. The list, which may be located in the Annexes, should comprise the procedural document reference number, title, effective date and document type (for all standard operating procedures, work instructions, manuals etc.). Procedures belonging to service providers and other third parties should be clearly identified. Documents relating to specific local/country procedures need not be listed, but a list may be requested on a per country basis. If no or only some countries use specific local procedures, this should be indicated (and the names of the applicable countries provided).”
5.1.
Continuous monitoring of product risk benefit profile 

Example:

A detailed description of the continuous benefit-risk assessment and signal detection is given in the respective SOP PV 006 (Signal Detection and Review).

The QPPV is responsible for providing to the CA any information relevant to the evaluation of benefits and risks afforded by a medicinal product. [Company] aims to achieve as high as possible benefit to risk balance for an individual product and ensures that the adverse consequences of a medicinal product do not exceed the benefits. Therefore, the continuous benefit risk assessment is performed as follows:

Literature searches are performed on a monthly basis additionally to the requested weekly searches for case reports comprising pharmacological publications with potential clinical relevance for drug safety, reports on clinical efficacy for the authorised dosage forms or dosages as well as adverse events that occurred in association with the API during treatment or clinical trials including relevant information regarding drug-interactions, overdose, misuse, tolerance or lack of efficacy, respectively,

For the conduction of continuous benefit-risk assessment a tracking sheet is used that comprises results from case reports, publications on efficacy, publications on safety and pre-clinical studies for evaluation. For every new and unexpected information with a potentially negative impact on the benefit-risk ratio an extended literature and database search without time limits is performed for the suspected ADR/risk in association with the respective API. Dependent on the results of the extended search/database search or reference to referral/PAR-SmPCs, actions such as close monitoring, CES, SmPC update, RMP, USR or PHT can be recommended.

All identified data is reviewed in a Drug Safety meeting of a safety committee with representatives from [Company] and the EU-QPPV which meets regularly to review any topics of interest generated by review of safety information. The data are assessed and the further course of action is decided.

5.1.1 Signal generation, detection and evaluation

Hinweis:
Dieses Kapitel muss nicht separat dargestellt werden, sondern kann auch unter “continous monitoring” zusammengefasst werden.
GVP Module IX “Signal Detection” (gekürzt): 

“The signal management process can be defined as the set of activities performed to determine whether, based on an examination of ICSRs, aggregated data from active surveillance systems or studies, literature information or other data sources, there are new risks associated with an active substance or a medicinal product or whether known risks have changed. The signal management process shall include all steps from initial signal detection; through their validation and confirmation; analysis and prioritisation; and signal assessment to recommending action, as well as the tracking of the steps taken and of any recommendations made. MAH should regularly screen internet or digital media under their management or responsibility as specified in Module VI, for potential reports of suspected ADRs, which may characterise a new signal.

MAH: 

• 
shall monitor the data in EudraVigilance to the extent of their accessibility [IR Art 18(2)].  

• 
shall validate any signal detected from EudraVigilance and shall forthwith inform the responsible competent authority for signal detection in line with the list as published by the Agency [IR Art 21(2)]. 

• 
should notify in writing as an Emerging Safety Issue to the competent authorities in Member States where the medicinal product is authorised and to the Agency any safety issue arising from its signal detection activity which could have a significant impact on the benefit-risk balance for a medicinal product and/or have implications for public health; 

• 
should keep an audit trail of its signal detection activities. 

MAH […] should establish tracking systems to capture the outcome of the validation of signals including the reasons why signals were not validated as well as information that would facilitate further retrieval of ICSRs and validation of signals.”

Example:

A detailed procedure on the global signal management process (regular and ad-hoc signal detection), including the signal detection, validation, confirmation, analysis and prioritisation, signal assessment, and recommendations for action is in place (SOP PV 006). 

Regular signal detection is carried out by [department] monthly for [product, active ingredient] and quarterly for all other global medicinal products of [Company].
All results of the signal detection process are documented and all validation, prioritisation, assessment, timelines, decisions, actions, plans, reporting as well as all other key steps are tracked systematically and communicated to the QPPV. This includes also signals, for which the validation process conducted was not suggestive of a new potentially causal association, or a new aspect of a known association.The QPPV decides on the necessity of initiating immediate measures.

Signals that may have implications for public health and the benefit-risk profile of a product are immediately notified to the competent authorities as an Emerging Safety Issue in Member States where the medicinal product is authorised and to the Agency via email (P-PV-emerging-safety-issue@ema.europa.eu).

Beyond this, a [regular/ monthly/ quarterly] meeting of a safety committee with representatives from [respective departments, functions] and the QPPV takes place in order to review emerging signals, if any, and to discuss appropriate measures, such as, but not limited to intensive monitoring, labelling changes or new preclinical or clinical studies.
Hinweis:

Ein Flow chart mit den wesentlichen Schritten der Signalerkennung und im Prozess beteiligten Funktionen/Abteilungen kann bei der Darstellung der Prozesse hilfreich sein.

5.2.
Risk Management System(s)/Risk Management Plan

GVP-Module V.B.3.1.
“Producing a RMP requires the input of different specialists and departments within and/or outside an organisation; interactions between several departments should be defined in written procedures or agreements. Regardless of who prepares the RMP, the responsibility for the content and accuracy of the RMP remains with the MAH/MAA who should ensure oversight by someone with the appropriate scientific background within the company. As such the qualified person responsible for pharmacovigilance in the EU (QPPV) should be aware of, and have sufficient authority over the content.

For products requiring periodic safety update reports (PSURs), certain (parts of) modules may be used for both purposes (see V.B.14.). When a PSUR and a RMP are to be submitted together, the RMP should reflect the conclusions of the accompanying PSUR. For example if a new signal is discussed in the PSUR and the PSUR concludes that this is an important identified or important potential risk, this risk should be included as a safety concern in the updated RMP submitted with the PSUR. The pharmacovigilance plan and the risk minimisation plan should be updated to reflect the MAH’s proposals to further investigate the safety concern and minimise the risk.”

Hinweis:

Die Struktur eines RMP ist in GVP module V ab Kapitel 5ff dargestellt. Die EMA wird außerdem auf ihrer Website ein RMP template veröffentlichen.
Example:

An RMP may need to be prepared and submitted at any time of a molecule’s life-cycle, i.e. during both the pre- and post-authorisation phases.

In particular, a RMP will be developed in the following situations:

· With the application for a new marketing authorization

· With an application involving a significant change in marketing authorisation (e.g. new dosage form, new route of administration, significant change in indication) unless it has been agreed with the competent authority that submission is not required.

· On request of a competent authority (both pre- and post-authorization)

· On the initiative of [Company] when a safety concern is identified with any molecule at any stage of the molecules life cycle.

The main objective of the RMP is pre-and post-authorisation benefit–risk-management and planning. The RMP presents a description of the risk management system comprising a set of pharmacovigilance activities and interventions designed to identify, characterise, prevent or minimise risks relating to medicinal products including the assessment of the effectiveness of those interventions. 

SOP XXX describes the process of preparation and implementation of RMPs for all [global] products of [Company]. [Department, function] has overall responsibility for the preparations of RMPs. Contributions are provided by [respective departments, functions]. The QPPV reviews and approves the RMP.

RMPs are updated when new information, e.g. a new safety concern, becomes available or if an application for a new marketing authorization is prepared.

RMPs are in place for the [following products/active substances: … or products listed/marked in Annex H]. 

For information regarding overview of adherence to risk management plan commitments please refer to section 6 and SOP PV 016 (“Meeting Commitments”)
5.2.1 Monitoring of risk minimisation measure outcome
Hinweis:
Dieses Kapitel muss nicht separat dargestellt werden, sondern kann auch als Teil des “RMP” unter Abschnitt 5.2 formuliert werden. Grundlagen und Routinemaßnahmen zur Risikominimierung sind im GVP Module V „Risk management plans“ beschrieben. Zusätzliche „Risk minimisation tools“ und Maßnahmen zur Bestimmung der Wirksamkeit des Risikomanagements werden im GVP Module XVI - Risk-minimisation measures: selection of tools and effectiveness indicators beschrieben (noch nicht veröffentlicht/gültig, Stand Aug. 2012)
Example:

On the basis of the safety specification in the respective RMP, it has to be assessed what risk minimisation activities are needed for each safety concern on a case-by-case basis. The risk minimisation plan and the respective sub-section in the PSUR provide details of the risk minimisation measures, which have to be taken depending upon e.g. the severity of the risk or the target population. Risk minimisation activities may consist of routine risk minimisation (e.g. product labelling) or additional risk minimisation activities (e.g. Direct Healthcare Professional Communication/educational materials). A safety concern may be addressed using more than one risk minimisation measure. Depending on the risk minimisation measures the measurement of effectiveness varies. The evaluation of effectiveness of measures is described in detail in the PSUR and is summarized in the pharmacovigilance plan of the RMP. 

5.3.
Collection, assessment and reporting of Individual Case Safety Reports

Example: 

Pharmacovigilance activities as required by GVP Module I, section 11.3, for ICSR collection, collation, follow-up, assessment and reporting are described by a set of written standard operating procedures and working instructions as appropriate. Details of the respective documents are given in section 3 and in Annex E.

The main activities covered are:

· Collection, processing (including data entry and data management), quality control, medical coding, classification, medical assessment and review: Reports of different origin such as EEA and third countries, healthcare professionals, consumers, sales and marketing personnel, licensing partners, regulatory authorities, reports from scientific literature, compassionate use, clinical trials, others

· Detection of duplicate reports

· Follow-up of reports for missing information and for information on the progress and outcome of the case.

· Timely electronic transmission of ICSRs from any source

· Emerging safety issues
· Suspected adverse reactions related to quality defect or falsified medicinal products

An overview of ICSR processing from collection to reporting is given in section 3.3 as a flow diagram.
For archiving of all paper documentation regarding ICSRs please refer to section 7.4 (“Archiving”).

Hinweis:

Die globalen und lokalen PV-Verantwortlichkeiten werden bereits in Abschnitt 2.2 unter “Site(s) where the pharmacovigilance activities are undertaken” beschrieben und müssen an dieser Stelle nicht noch einmal aufgeführt werden. Falls gewünscht wird, dass der Punkt dennoch hier (etwas ausführlicher) abgehandelt wird, kann er wie folgt dargestellt werden:

Example:

Summaries of tasks and responsibilities at the global and the local level are given below. 

· Main tasks at the global level

· Maintenance of the global pharmacovigilance system for collecting information about all suspected ADRs reported to [Company]
· Issue and maintenance of written procedures for all aspects of pharmacovigilance for global products

· Maintenance of the central data processing system

· Collaboration with other corporate departments (e.g. [respective Departments]) in order to exchange safety relevant information

· Processing safety reports (e.g. medical assessment, request for follow up information)

· Submission of reports from any source that qualify for (expedited) reporting to EU authorities and compliance monitoring

· Exchange of any safety related information with distribution or license partners 

· Regular review of worldwide scientific literature for ADRs

· Regular signal detection in the global safety database

· Compilation of regulatory reports requested periodically (e.g. PSUR, PBRER) for global medicinal products

· Contribution to the benefit risk evaluation for global medicinal products

· Preparation of RMPs for global medicinal products

· Answering requests of competent authorities with regards to PV issues

· Corrective and preventive action in case of non-compliance to safety agreement timelines by e.g. affiliates or distribution/license partners 

· Support of affiliates’ pharmacovigilance activities: e.g. processing and reporting of ADRs, assisting in answering inquiries of the respective competent authority

· Conduct of audits with affiliates, license/distribution partners and service providers

· Main tasks and responsibilities at the national level (affiliate) comprise:

· Support for fulfilling all national and international regulatory reporting obligations to the competent authorities. This remains unaffected by the supervising function of the QPPV.

· Collecting information about safety reports (any source) including follow up information 

· Notifying to the corporate drug safety department all national reporting obligations of ADRs for expedited reporting and for regular line listing reporting

· Submission of ADR reports of local medicinal products to the local Competent Authority

· Contributing to regulatory reports requested periodically (e.g. PSUR, PBRER) for global products

· Compilation of regulatory reports requested periodically (e.g. PSUR, PBRER) for local products

· Preparation of RMPs for local medicinal products

· Review of national scientific literature for ADRs

· Regular signal detection for local medicinal products

· Monitoring of compliance to make sure that the system works 

· In case of non-compliance, appropriate action has to be taken (re-training etc.)

Individual tasks and responsibilities of each affiliate, depending on the local requirements, are defined in respective [SOP, Safety Data Exchange Procedure].

5.4.
PSUR (scheduling, production, submission)

Example:

The PSUR is meant to provide updates of the worldwide safety experience of a medicinal product to CAs at defined time points during the post-authorisation phase. MAHs are expected to provide succinct summary information in PSURs together with a critical evaluation of the benefit-risk profile of the medicinal product with regard to new or changing information.

The format and content of PSURs used is based on those for the Periodic Benefit Risk Evaluation Report (PBRER) described in the ICH-E2C(R2) guideline and the modular structure set out in Annex II of the IR. 

Authoring of Periodic Safety Update Reports (PSURs) is completed by [Company/Department/Service Provider] and draft PSURs are reviewed by [Responsible Person at Muster] according to GVP – Module VII. All PSURs are quality checked by [Company/Department/]. The PSURs are approved and released by the QPPV and are submitted by [Company/Department/] to the EMA and/or Competent Authorities in the EEA Member States. The QPPV also controls the compliance of submission of the released PSUR. Significant deviations from the procedures relating to the preparation or submission of PSURs are documented and the appropriate corrective and preventive action will be taken.

The following timelines should be followed: 

· within 70 calendar days of the DLP for PSURs covering intervals up to 12 months

· within 90 calendar days of the DLP for PSURs covering intervals in excess of 12 months

· within 90 calendar days of the DLP for ad hoc PSURs except when otherwise specified within the request 

A single PSUR is prepared for all medicinal products containing the same active substance with information on all the authorised indications, route of administration, dosage forms and dosing regiments, irrespective of whether authorised under different names and through separate procedures. XXX is used as a reference document within the PSUR. The preparation of separate PSURs might be appropriate in exceptional scenarios. In these cases, agreement from the competent authorities should be obtained.

[Company/Department/] regularly checks the list of EU reference dates and frequency of submission published in the European medicines web-portal to ensure compliance with the PSUR reporting requirements for their medicinal products.

[Company/Department/] submits the PSURs according to the list of EU reference dates and frequency of submission of PSURs consisting of a comprehensive list of substances and combinations of active substances in alphabetical order, for which PSURs are required. 

For medicinal products containing an active substance or a combination of active substances not included in the EU reference dates list, PSURs shall be submitted according to the PSUR frequency defined in the marketing authorisation or if not specified, in accordance with the submission schedule specified in [DIR Art 107c(2), REG Art 28(2)].

PSURs shall also be submitted at any time immediately upon request by the national CAs or the EMA.

[Company/Department/] responsible for generating the PSUR retains an electronic copy of the final PSUR and hard copies of the covering letters for submission of the PSUR. 

PSUR reporting is linked to the risk management plans (RMPs) of a medicinal product underlined by the use of a modular approach. If an update of a RMP is needed according to identified or potential risks discussed within the PSUR, the updated RMP is submitted with the PSUR and assessed in parallel. 

When the preparation of the PSUR is delegated to third parties a pharmacovigilance agreement is put in place to state the responsibility of each party and to detail the options to audit the PSUR preparation process.

The preparation, processing, quality control, review and reporting of PSURs is governed by the SOP PV 004 (“Erstellung und Einreichung von Periodic Safety Update Reports – PSURs”) and Work Instruction listed in Annex E.

5.5.
Communication of safety concerns to consumers, healthcare professionals and the competent authorities
Hinweis:
Ein separates GVP-Modul XV zu “Safety Communication” ist in Bearbeitung.
Example:

Both, global and local risk issue emergency plans for medicinal products are in place (see SOP MW 002 “Alarm- und Maßnahmenplan”, Annex E). They cover both safety related issues (e.g. safety signals) and quality issues.

The respective SOPs define the roles and responsibilities on a local and global level in the event of a potential risk issue and lay down the basis for crisis management teams chaired by the QPPV or a locally appointed person responsible for pharmacovigilance, respectively. The core team members and optional members are defined in both SOPs. The respective QPPV is responsible to immediately convene the (global or local) emergency management team (GEMT / LEMT) which then decides upon measures, such as Urgent Safety Restrictions, Direct Health Care Professional Communications (DHCP), implementation of regulatory action (“Stufenplanverfahren”), notification of involved parties and of the general public and batch or product recalls.

The QPPV is responsible for informing concerned competent authorities about a safety concern that may result in corrective action in order to discuss appropriate measures, e.g. a DHCP. 

The measures decided upon by the GEMT / LEMT have to be carried out and documented by the respective functions. The status of the measures is to be regularly reported to the QPPV.

Communication of safety concerns to consumers, health care professionals and competent authorities are subject to SOP PV 008 (“Risikokommunikation”) and Working Instructions AW PV 801 (“Erstellung eines Rote Hand-Briefes”), AW PV 802 (“Durchführung von Rückrufen und Information der Öffentlichkeit”) and AW PV 803 (“Urgent Safety Restrictions”), see Annex E. 

5.6.
Implementation of Safety Variations

Hinweis:

Dieses Textbeispiel entstammt in gekürzter Form dem Vorschlag der Gruppe zum Kapitel 4.6 Performance.
Example 1: 

Safety variations may derive from a variety of sources, such as preclinical and clinical data, quality related deficiencies of the product as well as from signals emerging in the scope of ongoing monitoring and signal detection activities. 

SOP PV 012 (“Erstellung der CCSI”) describes all relevant activities which are set up to guarantee that the Company Core Data Sheets and other relevant safety information of the respective products are consistently harmonised throughout the product portfolio of [Company] and in accordance with the latest scientific evidence. Dedicated personnel at [department] are responsible for the technical implementation of the agreed safety variations/measures in close cooperation with [department, function] and the QPPV.

The QPPV is responsible to follow-up issued safety variations to guarantee timely submission and adherence to additional requirements raised by the competent authorities in the scope of the safety variation. Moreover, the QPPV guarantees that updated versions of CCDS for the company’s products are accordingly distributed among all relevant company affiliates as well as contract and licence partners within a predefined timeline.

For details about compliance tracking of safety variations please refer to section 6.4.

Example 2:

The SOP PV 012 (“Erstellung der CCSI”) describes the activities required at [Company] to ensure that the product information of all marketed medicinal products is appropriately maintained, updated and harmonised. Following identification of the need for an update to the product information urgency for regulatory submission of the label change is classified by the responsible [Regulatory Affairs Manager]. Subsequently the required approval process with regulatory authorities (e.g., variation procedure), and the technical process of product information modification (printing) is initiated and executed according to applicable national procedures, in compliance with regulatory requirements and according to the assigned urgency. Each approved new version of the product information is distributed without delay to [respective function, department] and respective local functions (e.g. LSO, local scientific information) and to concerned licensing partners as laid out in contractual arrangements. 

Further information with regard to the handling of safety relevant changes in product information is presented in SOPs XXX [e.g. Safety-related regulatory authority requests and commitments] and SOP PV 012 (“Erstellung der CCSI”).

5.7.
Involvement of QPPV in routine Pharmacovigilance Activities
Hinweis:

An dieser Stelle reicht ein Verweis auf Abschnitt 1 „on QPPV roles and responsibilities“ aus, es sei denn, es soll konkret auf die hier in Abschnitt 5 beschriebenen Aktivitäten Bezug genommen werden, um darzustellen wie die QPPV eingebunden ist bzw. WIE er/sie seine/ihre „Responsibilities“ wahrnimmt. Alternativ kann ggf. die Übersicht im Abschnitt 1 ausführlicher gestaltet werden; dann kann der nachfolgende Abschnitt entfallen.

Example

The QPPV has the overall accountability of the pharmacovigilance system and is responsible for ensuring that EU / EEA regulatory requirements are complied with. In order to fulfil his responsibilities on behalf of [Company] the cooperation of various parties involved in pharmacovigilance activities are described in SOP PV 003 (“Contractual Arrangement in Pharmacovigilance”) respectively.

The QPPV is routinely involved in the following pharmacovigilance activities:

· Overview of ICSRs to be reported to the EMA and/or national competent authorities on an expedited basis 

· Review and sign off PSURs, PBRER for global products

· Review and sign off RMPs submitted within Europe 

· Notification of the results of regular signal detection 

· Notification of any generated emerging safety issues which may have impact on the benefit-risk ratio of a [Company] product

· Regular review of product quality complaints

· Review and sign off safety data exchange agreements between [Company] and partners

5.8.
Response to Competent Authority requests

Example:

Requests from CA(s) concerning the safety data of a medicinal product should be handled as it is described in the internal company SOP PV 016 (“Meeting Commitments”).

Any request for information concerning the safety of a medicinal product e.g., quality, benefit-risk profile, toxicity, should be submitted to the QPPV. The QPPV coordinates the response(s) to this request and he is responsible to check the response(s) on appropriateness and also, if other CAs might be notified, on the respective issue. Afterwards the response will be released by the QPPV under the responsibility of the Managing Director of [Company] and submitted as soon as possible. External experts could be involved, if applicable, to obtain further expertise and opinions.

5.9.
Literature Search

Hinweis:

Ggf. wird hier nur ein Verweis ergänzt auf Abschnitt 2 „Delegated activities“, falls „literature search“ wie im nachfolgenden Beispiel an Dienstleister ausgelagert ist. Der nachfolgende Abschnitt wurde unter dem Aspekt „outsourcing“, weniger unter dem Aspekt „routine literature search“ formuliert.

Example 1:

Global literature search

[Company] has to perform regular literature screening in the relevant scientific literature databases based on the active ingredients of its products. To fulfil this task the BAH-WiDi (Scientific and Economical Service of the German Medicines Manufacturers´ Association) established a joint service on regular literature screening. The service is performed on behalf of the BAH-WiDi and thus, [Company] by two experienced service providers, namely 
YES Pharmaceutical Development Services GmbH 

Bahnstr. 42-46

61381 Friedrichsdorf, Germany
and
Bremer Pharmacovigilance Service GmbH (BPS)

Krefelder Str. 24 

28327 Bremen, Germany. 

The results of both service providers are presented by using YES´ internet based platform Vigilit®. Within the service YES is responsible for screening the literature databases regarding chemically defined substances. Main task of BPS is to support [Company]’ literature search for herbal medicinal products to fulfil the requested database searches and to assess the retrieved papers for their relevance of the drugs or products’ safety. 

The search is performed on a weekly basis in the relevant scientific literature databases for all active ingredients of [Company]’ products in accordance with European regulatory requirements. CIOMS reports are prepared for all references that are related to potential adverse drug reaction reports and are processed within seven calendar days and made available on day seven after identification of the so-called minimum criteria (patient, adverse reaction, suspect drug, and reporter) at the latest. CIOMS files are prepared, medically reviewed and checked for correctness and appropriate coding of adverse reaction terms by Medical Advisors. The uploaded CIOMS forms are immediately displayed to the client in Vigilit® and also sent out by the so called Vigilit® Push-Service on the day after upload to the Vigilit® internet application which guarantees immediate delivery of reports on a daily basis. 

The systems at both service providers as well as the Vigilit®-system for presentation of the screening results are validated by extensive testing of each single functionality. Validation documentation is available upon request. Both service providers are regularly audited and certified by a group of experts designated by the Steering Committee of the project to ensure that the technical and executive realisation meets the contractual requirements. 

Detailed procedures on the search strings, evaluation procedures or screened data bases are described in the SOPs of the external providers.

Local literature search

[Company] has procedures (safety data exchange procedures) with affiliates and license/ distribution in place in order to ensure monitoring of scientific publications in local journals in countries where medicinal products have a marketing authorisation, and to bring them to the attention of the global safety department of [Company] as appropriate.

Example 2: 

The literature search for [Company]’s global products is performed [by external service providers] as described in SOP PV 013 “Durchführung von Literaturrecherchen über unerwünschte Arzneimittelwirkungen”). For further details please refer to section 2.
[Company] has procedures (safety data exchange procedures) with affiliates and license/ distribution in place in order to ensure monitoring of scientific publications in local journals in countries where medicinal products have a marketing authorisation, and to bring them to the attention of the global safety department of [Company] as appropriate.

Individual case reports derived from literature are routinely processed according to SOP PV 007 („Bearbeitung von Meldungen zu unerwünschten Arzneimittelwirkungen”) and SOP PV 013 “Durchführung von Literaturrecherchen über unerwünschte Arzneimittelwirkungen”).

5.10.
Safety Database Change Control

Example:

For details please refer to section 4 (“Databases”).

5.11.
Safety Data Exchange Agreements
Hinweis:

Ggf. wird hier nur ein Verweis ergänzt auf Abschnitt 3 („Sources of safety data“) bzw. Abschnitt 2 („Organisational structure“), falls der nachfolgende Punkt bereits unter z.B. “Delegated activities” abgehandelt wird. 

Example:

Special arrangements are made for licensed products. Timely exchange of safety relevant information within clearly defined timelines is agreed in a Safety Data Exchange Procedure (SDEP) with each partner. Depending on the licence partner and the product, the company template for the SDEP has to be adapted. 

Special arrangements are made for some affiliates having limited or no own pharmacovigilance expertise or capacity. The tasks and responsibilities of the affiliate and the third party contractor are clearly defined in the SDEP or in separate SOPs. 
An overview of all existing contractual arrangements with license or distribution partners is given in Annex B.

5.12.
Safety Data Archiving

Example:

For details please refer to section 7.1 (“Quality system – Document and record Control”).

5.13.
Pharmacovigilance Auditing

Example:

For details please refer to section 7.4 (“Quality system - Auditing.

5.14.
Quality control

Example:

Several quality control measures at different levels and different areas have been established in order to avoid non-compliance with regulatory obligations and to ensure good pharmacovigilance practice.

For each individual case safety report (ICSR) entered into the pharmacovigilance database, QC measures with regard to content, quality of data entry, and processing time are implemented in the course of the workflow. Data entry conventions have been developed to ensure quality of data entry and consistency of data. The 15/90-day compliance for post marketing and the compliance with corresponding time limits for clinical trials are routinely monitored and results are documented. Additionally, the performance status of the corporate pharmacovigilance database is monitored. The QPPV is informed regularly on the addressed issues and respective measures. In case of non-compliance with obligations or inadequate quality, the reasons will be evaluated and the QPPV will initiate and coordinate appropriate measures.
For further information please refer to section 7 (“Quality system – Quality Control”).

5.15.
Training

Example:

For details please refer to section 7.3 (“Quality system - Training.
6.
Pharmacovigilance System Performance

GVP-Module II.B.4.6
“The pharmacovigilance system master file should contain evidence of the ongoing monitoring of performance of the pharmacovigilance system including compliance of the main outputs of pharmacovigilance. The pharmacovigilance system master file should include a description of the monitoring methods applied and contain as a minimum: 

· An explanation of how the correct reporting of ICSRs is assessed [see section 6.1.1]. In the annex, figures/graphs should be provided to show the timeliness of 15-day and 90-day reporting over the past year; [see section 6.1.2]
· A description of any metrics used to monitor the quality of submissions and performance of pharmacovigilance. This should include information provided by competent authorities regarding the quality of ICSR reporting [see section 6.1.3], PSURs [see section 6.2.1] or other submissions; 

· An overview of the timeliness of PSUR reporting to competent authorities in the EU (the annex should reflect the latest figures used by the marketing authorisation holder to assess compliance); [see section 6.2.2]; 

· An overview of the methods used to ensure timeliness of safety variation submissions compared to internal and competent authority deadlines, including the tracking of required safety variations that have been identified but not yet been submitted; [see section 6.3];
· Where applicable, an overview of adherence to risk management plan commitments, or other obligations or conditions of marketing authorisation(s) relevant to pharmacovigilance. 

· Targets for the performance of the pharmacovigilance system shall be described and explained. A list of performance indicators must be provided in the Annex to the pharmacovigilance system master file [IR Art 3(6) and Art 9], alongside the results of (actual) performance measurements. [see section 6.4]”

6.1
ICSR reporting

6.1.1
Assessment of correct ICSR reporting

Processing of any adverse event or reaction to a medicinal product is described in section 5.3 (ICSR collection and reporting) or in the respective SOPs (refer to Annex E). The reporting of ICSRs to competent authorities is performed electronically via EV-Gateway system or via Email to distribution and/or licence partners. 

Daily warning reports are generated and used in the tracking tool/Database/Excel sheet to check which ICSRs are due for reporting (7-day, 15-day or 90-day expedited reporting). If ICSRs with the process date “day 10” (or any other reminder date prior to the expected reporting day) are shown, reminders are sent out within the team to complete these cases by the end of the business day. 

The electronic transmission of ICSRs (via EV-Gateway system) is checked on a daily basis; Acknowledgement of Receipts are collected within the next 24 hours, in case of failure the database administrator is informed immediately (refer to section 4).
6.1.2
Overview of the timelines of ICSR reporting

The Compliance of ICSR reporting to competent authorities or partners are calculated on a monthly / [time frame] basis and are saved as [template/excel sheet/Graph] electronically or as paper print-out.

In order to comply with any reporting or distribution timelines, table 6.1.1 provide some categories (see Annex F). 
Example:
The tracking tool/Excel sheet contains all relevant dates of individual case submissions to Competent Authorities and distribution/license partners as well as ICSRs received from affiliates or partners and thus, serves as a basis for the compliance monitoring of ICSRs submission. 

A proposal for a table either generated or extracted out of the database used for tracking ICSR reporting or as separate excel or word file is presented in Annex F (table 6.1.2)

6.1.3
Description of the methods/metrics used to monitor the quality of ICSR submissions

The [Company] compliance with time frames for expedited reporting to competent authorities and the compliance of both [Company] and (license) partners according to Safety Data Exchange Procedures is monitored and cases exchanged are reconciled with partners on a monthly basis using a database, excel sheet or tracking tool. 

In case of non-compliance to the regulatory timelines or the timelines defined in the safety agreements the underlying reasons have to be analyzed (root cause analysis), documented and appropriate corrective and preventive actions (CAPA) have to be defined and implemented. 

The results are communicated to the QPPV and corrective and preventive action is agreed upon with license partners as well as affiliates and/ or respective [Company] functions, if deemed necessary (refer to SOP or WI, if applicable).

Example:

All cases received per month from the licence partner, affiliate or selected distribution partner are listed on an excel sheet (reconciliation list) and forwarded to the respective (licence/distribution) partners or affiliates within the agreed timelines (monthly or quarterly). The partners/affiliates and [Company] compare the number of cases (forwarded / received cases) in order to prevent missing cases. In addition, all late cases are copied into an excel sheet including the case number, date of receipt, date of reporting/distribution and the time difference between those two dates. By the end of the month feedback is provided to [Company] (and vice versa).
6.2
PSUR reporting
6.2.1
Description of the methods/metrics used to monitor the quality of PSUR submissions

Hinweis:

The processes related to PSUR scheduling, production and submission are presented in section 5.4 within the PSMF section on processes. In this section, it should be described how failure to comply with PSUR requirements, especially non-submission and submission outside the correct time frames, is avoided. This may include aspects like distribution of tasks, responsibilities (QPPV, departments Regulatory Affairs and Pharmacovigilance) and control/warning mechanisms as well as the type of documentation (e.g. excel table, database application) and mode of calculation/assessment (including time frames). Corresponding SOPs or WIs should be referenced.

Example:
The QPPV ensures that the PV system in place enables the compliance with the requirements for the production and submission of PSURs. Within the processes of PSUR scheduling, preparation and submission (see section II.B.4.5), a system is in place to avoid failure to comply with PSUR requirements such as non-submission and submission outside the correct time frames.

The RA Department is responsible for scheduling the preparation and submission of PSURs, i.e. for definition of data lock points and report periods. The RA Department provides the PV Department a list of PSURs to be submitted within the following year. In addition, the PV Department is informed as soon as possible for any ad hoc PSURs requested by the CA. The PV Department is responsible for the preparation of PSURs. 

The relevant data are recorded in table 6.2.1 (see Annex F). Based on the data lock point, the 70/90-day-deadline is determined and the calculation of the process date is started. If a PSUR with process date 55/75 is not ready for submission, a reminder has to be sent to finish the PSUR by process date 60/80. The timeliness is calculated and tracked when the PSUR is submitted to the authority. In the following, the receipt of the CA (acknowledgement of receipt) and/or additional requests sent by the CA are tracked. 

Every 6 months, the compliance of PSUR submission is calculated as percentage of PSURs submitted in time. If the percentage is less than 98%, corrective and/or preventive action has to be taken (SOP Y).

6.2.2
Overview of the timelines of PSUR submissions

An overview of PSUR submissions (per defined time frame) including calculation and assessment of compliance with the timeliness should be presented (in Appendix).

The documentation may be presented as a table containing following information for each PSUR (including Summary Bridging Report/Addendum reports):
· Medicinal product(s) 

· Distribution (countries/competent authorities)

· Reporting period

· Data lock point

· 70 or 90-day-deadline 

· Calculation: process date or count down from data lock point to 70 or 90-day-deadline

· Date of submission to competent authority 

· Calculation: submission in time?

· Date of acknowledgement of receipt 

· Date of statement/assessment report from competent authority

· Comments or requests from competent authority

For defined time periods, following data should be presented:

· Total number of PSURs

· Number of submissions in time

· Calculation: percentage of PSURs submitted in time

A proposal for a table either generated or extracted out of the database used for tracking PSURs/products or as separate excel or word file is presented in Annex F:

6.3
Overview of the timelines of safety variations submissions

An overview of the compliance with prior determined timelines for dedicated safety variations should be provided in Annex F “Performance indicators”. In general, safety variations may derive from a variety of sources such as preclinical and clinical data, quality related deficiencies of the product as well as from signals emerging in the scope of ongoing monitoring and signal detection activities. The respective table should also include required outstanding safety variations that have been identified but not yet been submitted or implemented by the MAH.

Reference is made to section 5 of the module to the processes handling the detection and validation of signals deriving from retrieved safety data. Processes of the MAH with involved departments and personnel concerning the data evaluation procedure as well as the implementation of required safety measures within defined timelines should be referred to. 

Furthermore, SOP PV 012 (“Erstellung der CCSI”) describe all relevant activities which are set up to guarantee that the Company Core Data Sheets of the respective products are consistently harmonised throughout the product portfolio of the MAH and in accordance with the latest scientific evidence. Dedicated personnel at the department for Regulatory Affairs are responsible for the technical implementation of the agreed safety variations/measures in close cooperation with the pharmacovigilance department and the QPPV. The individual responsibilities for key personnel regarding the various measures should be presented in detail within established processes, particularly addressing safety variations such as in the scope of urgent safety restrictions with specified timelines. The QPPV is responsible to follow-up issued safety variations to guarantee timely submission and adherence to additional requirements raised by the competent authorities in the scope of the safety variation. Moreover, the QPPV guarantees that updated versions of CCDS for the company’s products are accordingly distributed among all relevant company affiliates as well as contract and licence partners within a predefined timelines. 

Table 6.3.1 presented in Annex F provides an overview to the processes regarding the implementation of safety variations:

6.4
Overview of adherence to RMP commitments or other safety obligations

Continuous Monitoring of Product benefit-risk-profiles as well as Risk Management system and monitoring of the outcome of risk minimisations measures is described in section 5 and the respective SOPs or WIs are listed in the Annex E. 

In this consent, the marketing authorisation holder and the QPPV should obtain information about any risks or actual failure in the conduct of specific aspects of pharmacovigilance in a timely manner / as soon as possible. In case of non-compliance with the regulatory requirements, the QPPV should obtain all information necessary about the deficiencies in the system and implement CAPAs.

Tables 6.4.1 and 6.4.2 either generated or extracted out of the database or as separate excel or word file used for tracking provide adherence to RMP commitments or other safety obligations (listed in the Annex F).

The documentation may be presented as a table containing following information for each RMP (or other safety obligation):

· Medicinal product(s) 

· Reason for safety obligation / RMP

· Date of submission to competent authority 

· Obligations by the CA / response

· Implementing measures (including deadlines – internal and by CA)

· Deadlines for Submission, implementation

· Calculation: time difference between implementation timelines (by company and by CA)

· Date of statement/assessment report from competent authority

· Comments or requests from competent authority

For defined time periods, following data should be presented:

· Total number of RMPs, safety obligations, etc (recalls, etc) per year/per product

· Number of submissions in time

Art. 32 of the Implementing Regulation:
“Where the marketing authorisation holder updates a risk management plan, it shall submit the updated risk management plan to the national competent authorities or the Agency as appropriate. After agreement with the national competent authorities or the Agency as appropriate, the marketing authorisation holder may submit only the modules concerned by the update. If necessary, the marketing authorisation holder shall provide the competent authorities or the Agency with an updated summary of the risk management plan.”

7.
quality system

GVP-Module II.B.4.7 [gekürzt]

“A description of the quality management system should be provided, in terms of the structure of the organisation and the application of the quality to pharmacovigilance. This shall include: 

- Document and Record Control 

- Procedural documents 

- Training 

- Auditing”
Hinweis:

Hinsichtlich der Lokalisation des PSMF besteht die Möglichkeit der Archivierung am Sitz der EU QPPV oder beim MAH, bei dem die Schlüsselaktivitäten zur Pharmakovigilanz angesiedelt sind.

Hinweis:

Es wird empfohlen Informationen bzgl. folgender Themen zu integrieren:

· Gibt es eine gesamt verantwortliche QA Abteilung, die auch die Pharmakovigilanz abdeckt?

· Gibt es eine globale QA und zusätzliche lokale QA Funktionen? Wie ist die Aufgabenabgrenzung.

· Sind die QA Aufgaben und die verschiedenen QA Funktionen in einem Qualitätsmanagement-Handbuch niedergelegt?

Relationship to licence partners

Please refer to section 2.

Relation to third party contractors for pharmacovigilance

Please refer to section 2.3.
Quality Assurance

The overall performance of the pharmacovigilance system on corporate and national level will be audited by self assessments initiated by [the QPPV, QA department …]. The QPPV is [also] responsible for reviewing the corresponding report and for initiating appropriate measures in case of insufficient performance or quality. 
7.1.
Document and Record Control

GVP-Module II.B.4.7 [Auszug]

“Document and Record Control 

A description of the archiving arrangements for electronic and/or hardcopy versions of the pharmacovigilance system master file should be provided, as well as an overview of the procedures applied to other quality system and pharmacovigilance records and documents (see also Module I).”
Hinweis:

Hier sollte man sich auf die relevanten Unterlagen für die Einzelfallberichte, periodischen Berichte und andere relevante Dokumente beschränken. 

Die Verantwortlichkeiten sind in den jeweiligen SOPs enthalten, daher kann ein Verweis auf SOPs erfolgen. Zu den relevanten Dokumenten gehören

• Personnel documents (CV, training log, job description).

• Validation documentation pertinent to corporate Pharmacovigilance database.

• QC and QA documentation of the pharmacovigilance system.

• Relevant SOPs

• Documentation of ICSRs and other pharmacovigilance issues.

• PSURs, CCDS
The PSMF is maintained and archived in electronic format by corporate Drug Safety unit and the QPPV has current access to the complete document. The PSMF is available on request of authorities.
Example:

All documentation regarding the following is archived at XXX.

- Topic A

- Topic B

- …

7.2.
Procedural documents 
GVP-Module II.B.4.7 [Auszug]

“Procedural documents 

• 
A general description of the types of documents used in pharmacovigilance (standards, operating procedures, work instructions etc), the applicability of the various documents at global, regional or local level within the organisation, and the controls that are applied to their accessibility, implementation and maintenance. 

• 
Information about the documentation systems applied to relevant procedural documents under the control of third parties. 

A list of specific procedures and processes related to the pharmacovigilance activities and interfaces with other functions, with details of how the procedures can be accessed [IR Art 2(5a)] must be provided, and the detailed guidance for the inclusion of these is in section II.B.4.5.”
Hinweis: 

Des Weiteren sollten Hinweise zu folgenden Themen eingefügt werden:
· Wie wird das SOP System gepflegt (Erstellung, Prüfung, Freigabe, Training, Implementierung, ‚Aktualisierung)?

· Gibt es eine SOP zur SOP Erstellung und Pflege?

· Wie sieht die Hierarchie zwischen globalen und lokalen SOPs aus?

· Wie sind die SOPs von Pharmakovigilanz-Dienstleistern in das SOP System der Firma eingebettet?

· Wie wurde die Eignung der Dienstleister-SOPs geprüft?

Die SOPs der Dienstleister sind nicht in den PSMF einzufügen, sollten aber in Kopie (auf die aktuellste Fassung achten!) für Audits und Inspektionen zur Verfügung stehen).

Activities concerning pharmacovigilance are stipulated in appropriate SOPs, WIs, conventions or manuals on corporate and local level. The corporate documents are listed in Annex E including a reference to where the documents can be accessed: A list of respective local documents may be provided on request.

In general, a set of corporate SOPs is available which are developed by the corporate drug safety unit and approved by the QPPV (see table 7.2.1 in Annex E).
Hinweise:

An dieser Stelle kann eine Fußnote mit Verweis auf Kapitel 4.2 Organisation (dort findet sich die Beschreibung der Schnittstellen; 4.5 (Prozesse) u.a. eingefügt werden.
Die Mindestanforderung für die erforderlichen Prozesse findet sich in Module I.B.11.3 „Critical pharmacovigilance processes and business continuity“. Es wird allerdings im Hinblick aus Inspektionen und aus Erfahrungen hinsichtlich des DDPS empfohlen alle PV relevanten SOPs zu listen (z.B. Labelling).

7.3.
Training
GVP-Module II.B.4.7 

“Training 

• 
A description of the resource management for the performance of pharmacovigilance activities: − the organisational chart giving the number of people (full time equivalents) involved in pharmacovigilance activities, which may be provided in the section describing the organisational structure (see II.B.4.3) 

• 
Information about sites where the personnel are located (this is described under sections II.B.4.2 and II.B.4.3) whereby the sites are provided in the PSMF in relation to the organisation of specific pharmacovigilance activities and in the Annexes which provide the list of site contacts for sources of safety data. However, a description should be provided in order to explain the training organisation in relation to the personnel and site information; 

• 
A summary description of the training concept, including a reference to the location training files. 

Staff should be appropriately trained for performing pharmacovigilance related activities and this includes not only staff within pharmacovigilance departments but also any individual that may receive safety reports.”
7.3.1
Resource Management 
Example:

The organisational chart giving the number of people (full time equivalent) involved in pharmacovigilance activities is provided in section 2. The information about sites where the personnel are located is described under section 2.
7.3.2
Training Concept 

Example:

The qualifications are documented in the respective personal training records which also include the CV and job experience with the various roles, responsibilities, and tasks of each individual. Staff involved in pharmacovigilance activities is appropriately and continuously trained for performing pharmacovigilance related activities by in house or external seminars.

The Company retains training logs for each employee for documentation purposes. For archiving purposes please confer to paragraph “Documentation”. 
Hinweis:

In die o.g. Weiterbildungsaktivitäten sind nicht nur Mitarbeiter, die im engeren Sinne mit Pharmakovigilanz befasst sind, einzubeziehen. Vielmehr sind alle Mitarbeiter entsprechend zu schulen, die mit der Weiterleitung und/oder Verarbeitung von Pharmakovigilanz-Informationen befasst sein können, bspw. Mitarbeiter im Außendienst oder in der Telefonzentrale. Gemäß AMWHV ist der Erfolg einer Schulung nachzuweisen. Dies bedeutet nicht notwendigerweise eine schriftliche Prüfung; eine Erfolgskontrolle kann ggf. auch durch ein Gespräch des Schulungsleiters mit den geschulten Mitarbeitern erfolgen.

7.4 Auditing

GVP-Module II.B.4.7 [Auszug]

“Auditing

Information about quality assurance auditing of the pharmacovigilance system should be included in the pharmacovigilance system master file. A description of the approach used to plan audits of the pharmacovigilance system and the reporting mechanism and timelines should be provided, with a current list of the scheduled and completed audits concerning the pharmacovigilance system maintained in the annex referred to II.B.4.8. [IR Art 3(5)]. This list should describe the date(s) (of conduct and of report), scope and completion status of audits of service providers, specific pharmacovigilance activities or sites undertaking pharmacovigilance and their operational interfaces relevant to the fulfilment of the obligations in the Directive 2001/83/EC, and cover a rolling 5 year period.
The pharmacovigilance system master file shall also contain a note associated with any audit where significant findings are raised. This means that the presence of findings that fulfil the EU criteria for major or critical findings must be indicated (see Module IV). The audit report must be documented within the quality system; in the pharmacovigilance system master file it is sufficient to provide a brief description of the corrective and/or preventative action(s) associated with the significant finding, the date it was identified and the anticipated resolution date(s), with cross reference to the audit report and the documented corrective and preventative action plan(s). In the annex, in the list of audits conducted, those associated with unresolved notes in the pharmacovigilance system master file, should be identified. The note and associated corrective and preventative action(s), shall be documented in the pharmacovigilance system master file until the corrective and/or preventative action(s) have been fully implemented, that is, the note is only removed once corrective action and/or sufficient improvement can be demonstrated or has been independently verified [DIR Art 104(2)]. The addition, amendment or removal of the notes must therefore be recorded in the logbook. 

As a means of managing the pharmacovigilance system, and providing a basis for audit or inspection, the pharmacovigilance system master file should also describe the process for recording, managing and resolving deviations from the quality system. The master file shall also document deviations from pharmacovigilance procedures, their impact and management until resolved [IR Art 4(3)]. This may be documented in the form of a list referencing a deviation report, and its date and procedure concerned.”
Example:

The overall performance of the pharmacovigilance system on corporate and national level including service provider will be audited by self assessments initiated by [the QPPV, QA-function, …]. The QPPV will [also] be responsible for reviewing the corresponding report and for initiating appropriate measures in case of insufficient performance or quality. In case of significant deficiencies fulfilling the EU criteria for major or critical findings, these should be indicated in the list of conducted audits. Moreover, details on the corrective and preventative measures with deadlines for completion should be provided within the Annex G. Finally, a list of completed pharmacovigilance audits, covering a period of five years should also be provided in the Annex G
Hinweis: 

Die erforderliche Liste sollte chronologisch aufgebaut sein und mit den bereits stattgefundenen Audits beginnen bzw. mit den geplanten Audits enden. Sie sollte einen Verweis auf den entsprechenden Auditbericht und die entsprechenden Corrective and Preventive Action (CAPA) enthalten. Die gelisteten critical/major findings können gelöscht werden, sobald die Korrekturmaßnahmen nachprüfbar abgeschlossen wurden.
Hinweis: 

Laut § 63b AMG und internationaler Vorgaben ist die Durchführung regelmäßiger Audits in angemessenen Abständen erforderlich. Zur Ermittlung der Dringlichkeit eines Audits empfiehlt die Arbeitsgruppe, die dieses Dokument erstellt hat, einen risikobasierten Ansatz zur Bewertung der zu auditierenden Institutionen. 

Annex A: Qualified Person for Pharmacovigilance

GVP-Module II,B.6.1 “Format and layout”

The Qualified Person responsible for pharmacovigilance, Annex A

- 
the list of tasks that have been delegated by the QPPV, or the applicable procedural document
- 
the curriculum vitae of the QPPV and associated documents 

- 
Contact details supplementary to those contained in XEVMPD, if appropriate
Annex B: Organisational Structur of the MAH

GVP-Module II,B.6.1 “Format and layout”

The Organisational Structure of the MAH, Annex B

- 
the list of contracts and agreements
Table 2.2.1: Sites where pharmacovigilance activities are undertaken

Hinweis:

Die Tabelle 2.2.1 sollte im Zusammenhang mit Kapitel 5.3 (Prozesse) betrachtet werden. Hier soll ein Überblick über die Kernaktivitäten der Pharmakovigilanz und die Verantwortlichkeiten der verschiedenen beteiligten Stellen gegeben werden.

	Activity  
	Corporate PV
	Local Organisation

	Case management
	QC, medical assessment, distribution to CA, reporting compliance 


	Data collection, data entry, FU

	PSUR production
	PSUR for corporate products, compilation
	Submission of PSURs for corporate products

Compilation of PSURs for national products



	Signal detection and analysis
	Ongoing monitoring; safety signal investigations


	Collection of local information regarding suspected safety concern

	RMP management
	RMP compilation, tracking of risk minimisation measures


	Local implementation

	Pre- and post-authorisation study management


	Issuing reporting plan for SAEs; regulatory reporting.

In general organised and managed by corporate functions of Clinical Development (Clinical Research, Corporate PV, Statistics&market access)


	n.a.

	Management of safety variations to product particulars
	Corporate Pharmacovigilance is provided with overview information; Corporate DRA for tracking and overview
	Local DRA: Submission and implementation 


Table 2.3.1: Sites where pharmacovigilance activities are undertaken

Hinweis:

An dieser Stelle sind nach Auffassung der Autoren dieses Textes Angaben zu Pharmakovigilanz-Aufgaben aufzunehmen, die an ein Dienstleister ausgelagert werden.

	Site
	Address
	Activities
	Service provider 
	Activity

	Local organisation
	
	Case management


	XXX
	Data entry

	
	
	PSUR production for local products
	XYZ
	Compilation of information received by the MAH into the PSUR template

	
	
	Signal detection and analysis


	na
	

	
	
	RMP management


	
	

	
	
	pre- and post-authorisation study management


	na
	

	
	
	management of safety variations to product particulars


	yyy
	Compilation of documents and submission


Annex C: Sources of data

GVP-Module II,B.6.1 “Format and layout”

Sources of safety data, Annex C

- 
Lists associated with the description of sources of safety data e.g. affiliates and third party contracts
Table 3.1.1:  Units/sites for ICSR collection

	Unit/ Affiliate
	Coun-try(ies)
	Contact details at site (address, telephone and e-mail)
	Activity(ies)
	Product(s)

	Affiliate of [Company]
	France
	Pierre Mustermann

Rue de Clichy

Paris 

Tel.: +33 12345678

Email: P.Mustermann@musterpharma.com
	Collection of spontaneous ICSRs originating from France, follow-up of ICSRs, forwarding of ICSR details to the corporate pharmacovigi-lance unit of [Company] located in [City]/Germany
	Paracetamol


Table 3.2.1: Studies/programmes sponsored by the MAH

	Active sub-stance
	Study type (Interventional / Non interventional)
	Coun-try(ies)
	Title
	Objective
	Start/End 
	Status



	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	


AnneX D: computerised systems and databases

GVP-Module II,B.6.1 “Format and layout”

Computerised systems and Databases, Annex D

Annex E: Pharmacovigilance process, and written procedures

GVP-Module II,B.6.1 “Format and layout”

Pharmacovigilance Process, and written procedures, Annex E

- 
Lists of procedural documents
Table 7.2.1: Procedural documents of the MAH (corporate level): 

	SOPs (corporate, regional or local)

	Activity
	Reference number
	Effective date
	Title
	Access site

	Training
	PV 001
	
	Schulung im Pharmakovigilanz-Bereich

· Anlage 1: Schulungsplan 
· Anlage 2: Schulungsmatrix

· Anlage 3: Schulungsnachweis und Erfolgskontrolle


	

	Self-Assessment
	PV 002
	
	Durchführung einer Selbstbewertung des Pharmakovigilanz-Bereiches 
· Anlage 1: Checkliste Self Assessment 

	

	Contractual Agreements in Pharmacovigilance
	PV 003: 


	
	Pharmakovigilanz-Vereinbarungen 
	

	PSURs
	PV 004
	
	Erstellung und Einreichung von Periodic Safety Update Reports (PSURs)

	

	Signal Detection
	PV 006
	
	Signal Detection and Review 

	

	ICSRs
	PV 007
	
	Bearbeitung von Meldungen zu unerwünschten Arzneimittelwirkungen 


	

	Communication
	PV 008
	
	Risikokommunikation

	

	Archiving
	PV 009
	
	Archivierung von Pharmakovigilanz-relevanten Dokumenten

	

	Internal Communication
	PV 010
	
	Weiterleitung von Pharmakovigilanz-Informationen innerhalb der Firma „Muster“

· Anlage 1: Formular für die Entgegennahme telefonischer Meldungen 


	

	CCSI
	PV 012
	
	Erstellung der CCSI

	

	Literature Screening
	PV 013
	
	Durchführung von Literaturrecherchen über unerwünschten Arzneimittelwirkungen

	

	QPPV
	PV 015
	
	Qualified Person for Pharmacovigilance (QPPV)

	

	Commitments
	PV 016
	
	Meeting Commitments

	

	Crisis Management
	MW – 002 „
	
	Alarm- und Maßnahmenplan
	

	
	
	
	
	

	Working Instructions

	Signal Detection
	AW PV 601
	
	Erstellung einer Tabelle zur quantitativen Signaldetektierung

	

	ICSRs
	AW PV 702
	
	Einholen von weiteren Informationen zur UAW-Verdachts​meldung bei Spontanfällen (Follow up)

	

	ICSRs
	AW PV 703
	
	Wissenschaftliche Bewertung von Fallberichten

	

	Communication
	AW PV 801 

	
	Erstellung eines Rote Hand-Briefes
	

	Communication
	AW PV 802
	
	Durchführung von Rückrufen und Information der Öffentlichkeit

	

	Communication
	AW PV 803
	
	Urgent Safety Restriction

	

	
	
	
	
	

	Conventions

	Data Entry
	AW PV 701
	
	Data Entry Conventions


	

	
	
	
	
	

	Manuals

	
	
	
	
	

	Job Description

	Local Qualified Person Germany
	
	
	Stellenbeschreibung des Stufenplanbeauftragten 

	

	QPPV
	
	
	Stellenbeschreibung der EU Qualified Person for Pharmacovigilance (QPPV)
	


Annex F: Pharmacovigilance System performance

GVP-Module II,B.6.1 “Format and layout”

Pharmacovigilance System Performance, Annex F

- 
Lists of performance indicators
- 
Current results of performance assessment in relation to the indicators
Table 6.1.1 Categories of reporting and respective timelines

	Category


	Timelines 
	Cases

	DAY 0
	Initial received date / latest received date /
	The date when the first employee or distribution/licence partner becomes aware of the minimum information. 

	Serious cases 


	must be completed on day x
due to expedited reporting to CA by day 7
	Serious, unexpected related cases from clinical studies (life-threatening or fatal cases) 

	Serious cases 


	must be completed on day x
due to expedited reporting to CA by day 15
	Serious related cases (expected and unexpected cases), such as clinical studies (but no life-threatening or fatal cases) and all spontaneous SADRs from the market.

	Serious cases 


	must be completed on day X
due to distribution to partners / affiliates by day X
	According to contractual agreements serious cases are exchanged between partners and [company name] within x days.

	Non-serious cases


	must be completed on day x
due to reporting to CA by day 90

	non-serious cases occurred within the EU are to be reported within 90 days to the EMA and during the transition period to national authorities, if required (refer to Appendix of Modul VI, GVP).

	Non-serious cases


	must be completed on day X
due to distribution to partners by day X

	According to contractual agreements non-serious cases are exchanged between partners and [company name] within x days or are only included in the PSUR/PBRER.


Table 6.1.2 Proposal for a table used for ICSR tracking 

	 [Company Compliance]
	Jul 

2012
	Aug 2012
	Sep 2012
	Oct 2012
	Nov 2012
	Dec 2012

	Total cases received
	
	
	
	
	
	

	Total cases reported / distributed
	
	
	
	
	
	

	Total No. of late cases 
	
	
	
	
	
	

	Compliance [%]
	
	
	
	
	
	

	Serious to competent authority
	
	
	
	
	
	

	Late serious cases to authority 
	
	
	
	
	
	

	Compliance [%]
	
	
	
	
	
	

	Non-serious to competent authority
	
	
	
	
	
	

	Late non-serious cases to authority 
	
	
	
	
	
	

	Compliance [%]
	
	
	
	
	
	

	Serious to partner
	
	
	
	
	
	

	Late serious cases to partner 
	
	
	
	
	
	

	Compliance [%]
	
	
	
	
	
	


Table 6.2.1 Proposal for a table used to check timeliness of PSURs submitted in the last XX years
	Product name
	Countries submitted to
	DLP
	Date of the submission 


	AoR
	Comments of CA
	Submis-sion in time?
	Comment if submitted too late 

	
	
	
	
	
	
	
	


Table 6.3.1 Proposal for a table used to check timelines of Safety measures submitted in the last xx years 

	Product name
	Description of the required safety measure
	Determined date for implementation
	Who initiated the variation? (e.g. MAH, competent authority, external company)
	Date of implementation of the safety measure 



	
	
	
	
	


Table 6.3.2 Proposal for a table used to check timeliness of adherence to other safety obligations 

	Product name
	Identified/potential risk
	Options for risk minimisation and preventions (drafted)
	Submission date
	Safety measures implemented


	outcome 

	
	
	
	
	
	


Table 6.4.1 Proposal for a table used to check adherence to RMP submissions / commitments 

	Pro-duct Concerned
	Reason for RMP
 
	Type of RM activity

	Date of RMP submission 
	Date of res-ponse by CA
	Implemen-tation of safety measures [timeline]
	Due Date set by CA 
	Out-come of imple-menta-tion [date]
	Out-come /com-ment by CA
	Follow-up measures

	
	
	
	
	
	
	
	
	
	


Annex G: Quality system

GVP-Module II,B.6.1 “Format and layout”

Quality System, Annex G

- 
Audit schedules
- 
List of audits conducted and completed
Annex H: Products

GVP-Module II,B.6.1 “Format and layout”

Products, Annex H

- 
List(s) of products covered by the pharmacovigilance system
- 
Any notes concerning the MAH per product
Hinweis:

Annex H ist die „List of products covered by the PV system”. In dem entsprechenden GVP-Modul werden unter II.B.4.8 die Anforderungen an diese Tabelle aufgelistet: 

“The list should be organised per active substance and, where applicable, should indicate what type of product specific safety monitoring requirements exist (for example risk minimisation measures contained in the risk management plan or laid down as conditions of the marketing authorisation…).” 

In die Tabelle kann eine entsprechende Spalte z.B. “RMP” eingefügt werden.

Table 2.4.1 List of contractors for operational pharmacovigilance activities 

	Organi-sation
	Loca-tion
	Assignment to [Com-pany] organisation
	Role
	Nature of 
contract
	products 
concerned

	Service provider
	
	
	PV service provider
	Permanent service provider; back up to cover capacity constraints or ...
	All products marketed by this [Company] organisation; please refer to Annex H 

	Commercial arrange-ments
	
	
	
	
	

	Technical provider
	
	
	Hosting database server
	
	

	
	
	
	Back up arrangements
	
	


Annex I: Logbook

GVP-Module II,B.6.1 “Format and layout”

Document and Record Control, Annex I

- 
Logbook
- 
Documentation of history changes for Annex contents, indexed according to the Annexes A-H and their content if not provided within the relevant annex itself
GVP-Module II.B.5 Change control, logbook, versions and archiving 
It is necessary for marketing authorisation holders to implement change control systems and to have robust processes in place to continuously be informed of relevant changes in order to maintain the pharmacovigilance system master file accordingly. The competent authorities may solicit information about important changes to the pharmacovigilance system, such as, but not limited to: 

• 
Changes to the pharmacovigilance safety database(s), which could include a change in the database itself or associated databases, the validation status of the database as well as information about transferred or migrated data; 

• 
Changes in the provision of significant services for pharmacovigilance, especially major contractual arrangements concerning the reporting of safety data; 

• 
Organisational changes, such as takeovers, mergers, the sites at which pharmacovigilance is conducted or the delegation/transfer of pharmacovigilance system master file management.

In addition to these changes being documented in the pharmacovigilance system master file for the purpose of change control (in the logbook), the QPPV should always been kept informed of these changes. 

Changes to the pharmacovigilance system master file should be recorded, such that a history of changes is available (specifying the date and the nature of the change), changes to the PSMF must be recorded in the logbook described in Article 5(4) of the Commission Implementing Regulation No 520/2012. Descriptive changes to the content of the master file must be recorded in the logbook. 

Change history for the information contained in the Annexes may be ‘on demand’, in which case the logbook would indicate the date of the revision of PSMF content and/or Annex update(s), the history of changes for Annex content would also be updated. Information that is being regularly updated and is contained in the Annexes, such as product and standard operating procedure lists or compliance figures, may include outputs from controlled systems (such as electronic document management systems or regulatory databases). The superseded versions of such content may be managed outside of the pharmacovigilance system master file content itself, provided that the history of changes is maintained and available to competent authorities and the Agency on request. If the pharmacovigilance system master file has not been requested, or has remained unchanged for a period of time (for example, if the changes in the content of Annexes are managed outside of the pharmacovigilance system master file), it is recommended that a review is conducted periodically. Marketing authori​sations holders need to ensure that the obligations concerning the timely provision of the pharmacovigilance system master file can be met. It is also noted that the QPPV must be able to gain access to current and accurate information about the pharmacovigilance system, hence permanent access to the pharmacovigilance system master file must be enabled, including the information contained in the Annexes (either via the pharmacovigilance master file itself or via access to the systems used to generate the Annex content). 

Marketing authorisation holders should be able to justify their approach and have document control procedures in place to govern the maintenance of the pharmacovigilance system master file. As a basis for audit and inspections, the pharmacovigilance system master file provides a description of the pharmacovigilance system at the current time, but the functioning and scope of the pharmacovigilance system in the past may need to be understood. 

Changes to the pharmacovigilance system master file should also account for shared pharmacovigilance systems and delegated activities. A record of the date and nature of notifications of the changes made available to the competent authorities, the QPPV and relevant third parties should be kept in order to ensure that change control is fully implemented. 

The pharmacovigilance system master file should be retained in a manner that ensures its legibility and accessibility [IR Art 5 and Art 7].
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