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Compliance and Inspection

Pharmacovigilance inspection policy for centralised 
procedures - medicinal products for human use

1. Background

Pharmacovigilance (PhV) inspections are performed to ensure that the marketing authorisation holders 

(MAHs) for centrally authorised products (CAPs) comply with pharmacovigilance regulatory obligations 

and to facilitate compliance.

2. Objectives

This document sets out the policy on the basis of which pharmacovigilance inspections relating to the 

centralised procedures should be requested. The policy should:

 provide for both routine and “for cause” inspections;

 provide a sufficient number of inspections to enable the assessment of the monitoring of 

compliance with pharmacovigilance obligations of the MAHs with CAPs;

 lead to a number and range of pharmacovigilance inspections that allow data to be generated on 

inspection findings and communicated in a public (anonymised) manner, so that the Union can be 

aware of problems giving rise to pharmacovigilance non-compliance;

 lead to a sufficient “risk” of inspection that acts as a reasonable deterrent to poor compliance or 

malpractice;

 increase the awareness of the need for, and actual compliance with the MAH pharmacoviglance

obligations;

 make productive use of pharmacovigilance inspection resource in the interests of the Union;

 provide for increased predictability in the numbers of inspections, so that workload and resource 

requirements are more predictable, for the Member State inspectorates.

3. Legal framework for pharmacovigilance inspections in the 
context of the centralised procedure

The legal basis for pharmacovigilance inspection for medicinal products for human use is set out in 

article 111(1) of Directive 2001/83/EC which gives the competent authorities of the Member States 

(MS) powers to inspect the premises, records and documents of MAHs or any firms employed by the 

MAH to perform the activities described in Title IX of the same directive, and in particular Article 104 



Pharmacovigilance inspection policy for centralised procedures - medicinal products for
human use
EMA/INS/PhV/163771/2013 Page 2/4

and 107 of that directive which relate to the activities of the qualified person for pharmacovigilance

and the reporting requirements. These inspections are recognised by all the MS in accordance with 

article 122(3) of Directive 2001/83/EC.

GVP Module III on pharmacovigilance inspections sets out further details regarding the responsibilities, 

organisation, conduct and reporting of such inspections. In particular it requires that the Agency in 

conjunction with the supervisory authorities of the Member States in whose territory the 

pharmacovigilance system master file (PSMF) is located, the PhV IWG, the Pharmacovigilance Risk 

Assessment Committee (PRAC) and the Committee for Human Medicinal Products (CHMP) determine a

programme for routine inspections for centrally authorised products. 

These inspections are to be prioritised based on the potential risk to public health, the nature of the 

products, extent of use, number of products that the MAH has on the EEA market and other factors 

listed in GVP Module III, section III.B.5.

4. Inspection programmes

As outlined in GVP Module III on pharmacovigilance inspections, Member State inspectorates will 

implement programmes of pharmacovigilance inspections and it is anticipated that national inspection 

programmes will in many cases fulfil the need for the routine inspections of the CHMP programme for 

CAPs. Therefore when a competent authority has carried out, or intends to carry out an inspection 

covering the scope and within the timeframe requested by the CHMP programme, that inspection will 

suffice and its results will be made available to the CHMP and to the other applicable competent 

authorities concerned by that pharmacovigilance system.

The CHMP programme will be agreed by the PhV IWG, PRAC and adopted by the CHMP and its 

preparation will be as outlined in the “Procedure for the preparation of a risk-based programme for 

routine pharmacovigilance inspections of MAHs connected with CAPs.” 

There will be situations where these inspections might be specifically requested by the CHMP (e.g. 

global pharmacovigilance sites in third countries).

The EMA secretariat (inspections sector) will maintain an overview of the inspection programme and of 

the routine and “for cause” inspections adopted and conducted. Statistics on the conduct of the 

inspection programme, covering both routine and “for cause” inspections will be made available to the 

PhV IWG, PRAC and CHMP.

5. Routine and “for cause” inspections

Routine and “for cause” inspections are defined in section III.B.4.1 and III.B.4.2 of GVP Module III on 

pharmacovigilance inspections. Routine inspections form the basis of an on-going programme of 

monitoring of compliance of MAHs. For cause inspections may be requested, as one possible regulatory 

action, in response to specific issues arising where there is a potential for increased risk of non-

compliance or where there are indications that the pharmacovigilance system or reporting may be non-

compliant.

6. Relation target/routine inspections

There is a potential overlap in activity between a routine and a “for cause” inspection. The relationship 

between these two types of inspections needs to be considered. In principle a “for cause” inspection 

will replace the need for a routine inspection and therefore once a “for cause” inspection is requested 

the scheduled routine inspection will be postponed in accordance with the schedule. 
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There will be situations where it would be better, rather than requesting a “for cause” inspection, to 

ask questions to the MAH and then review the specific responses and actions taken as part of the 

forthcoming routine inspection. 

If a “for cause” inspection is necessary and requested when a routine inspection has been performed 

recently, the inspection request should focus on the particular triggers for that “for cause” inspection 

and no other aspects of the system, except as required for the purpose of the inspection (see also 8.2 

and 8.3 below).  

It is assumed that in most cases “for cause” inspections will result as a direct request from the 

assessors/CHMP. These inspections should be given priority due to their nature of investigating an 

established concern and a “for cause” inspection will replace the need for a routine inspection.  

7. Inspection team

The competent authority for inspection of the marketing authorisation holder’s pharmacovigilance 

system will be the competent authority of the Member State in whose territory the marketing 

authorisation holder’s pharmacovigilance system master file (PSMF) is located. Where an additional 

facility (e.g. a database) in another Member State requires inspection, the inspection will be carried out 

by the competent authority of the Member State in whose territory the facility is located and could be a 

joint inspection involving the inspectorate of the Member State where the PSMF is located. 

In general, companies have a pharmacovigilance centre in the Union covering multiple products that 

are on the market, in the Union. These centres may also be the global pharmacovigilance centres, or 

the latter may be located in third countries. Where the global centres, databases etc. are located in 

third countries, the same competent authority as above will be responsible for purposes of inspection 

on behalf of the Union, if such an inspection is considered necessary. Where relevant or on request, 

and in particular for product-specific issues, they may be assisted, or the inspection may be conducted, 

by an inspector and/or expert from the rapporteur/co-rapporteur Member State.

It is usual that the inspection team at any one site being inspected is made up of two inspectors, who 

may come from the same or different inspectorates. For CHMP inspection requests, it is preferable that 

inspectors from two agencies participate to increase the process of harmonization.  

In addition, a clinical expert may accompany the inspection team. Additional inspectors may work on a 

group of sites. Inspectors may attend as observers for training purposes, usually at the cost of their 

agency.

8. Inspection scope

Taking this into account, three scenarios are possible: 

1. a routine system inspection, in which CAPs are selected to provide examples of the functioning of 

the PhV system. The factors to be considered for deciding this type of inspection are described in 

Annex 1 of the procedure for the preparation of a risk-based programme for routine inspections of 

MAHs connected with CAPs (e.g. because the system has not been examined or the system has 

not been examined recently or significant changes to the system have occurred since the previous 

inspection or critical findings were identified during the previous systems review);

2. a “for cause” inspection, which includes a review of the PhV system. The factors to be considered 

for deciding this type of inspections are described in Annex 2 of the procedure for the preparation 

of a risk-based programme for routine inspections of MAHs connected with CAPs (e.g delays in 

expedited or periodic reporting, submission of poor quality or incomplete PSURs etc.);
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3. a “for cause” product-specific inspection conducted to address specific questions, which does not 

include a systems review e.g. because the PhV system has recently been examined. In which case 

this inspection may not replace a planned routine systems inspection, unless the latter is planned 

within a short timeframe of the former.

In preparation of the scope of the CHMP request it should be ensured that: 

 EMA receives feedback from the inspectors and assessors on the draft scope of the inspection and 

selection of sites to be inspected in order to ensure that the questions are the most appropriate for 

the inspectors to answer, and that the sites are the appropriate ones to inspect in that context;

 EMA communicates with the inspectors and assessors in relation to previous inspections in order to 

reach a final decision on the real need for the inspection or to determine if the issue should be 

followed up with questions addressed to the MAHs. 

9. Site selection

In the selection of sites for a CHMP inspection request consideration should be given to the following: 

 information on previous EU inspections is needed in order to avoid unnecessary repeated 

inspections of the same sites, review of the same system or interview of the same people;

 third country sites should only usually be inspected where some processes are performed in third 

countries and there is a specific need to inspect these processes. It may be appropriate to inspect 

for education purposes or for interviewing personnel performing certain activities;

 exchange of information with the MAH on what information is available at the QPPV and PSMF site 

and at the third country sites. If doubts arise about the selection of a third country site for 

inspection, then the inspection request will be adopted without that site and amended later to 

include that site if recommended by the inspector after reviewing the documentation provided by 

the company. Therefore, the inspectors should finally recommend whether an inspection in a third 

country is necessary to fulfill the objectives of the requested inspection. 
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