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1. Introduction
Pharmacovigilance activities contribute to the protection and promotion of public health through
preventing harm caused by medicines as well as by enabling the safe and effective use of medicines.
In Europe, pharmacovigilance activities are performed by regulators and pharmaceutical companies,
including risk management planning, collecting and managing suspected adverse reaction (ADR)
reports, signal detection and management, and post-authorisations studies that enable the generation
of new information about marketed medicines. Regulators have several key tools available that allow
for taking action whenever new information emerges and regulatory actions are taken to either inform
prescribers or patients of newly emerged information on the safety or effectiveness of a medicine, to
advise them to modify their behaviour in order to prevent or minimise adverse events, to restrict
access to medicines when the benefit-risk profile of a product is no longer positive for a certain patient
population, or a combination of these actions.
It is important to measure the impact of pharmacovigilance activities for two principle reasons:
•

Firstly this information can be used to inform the review of the benefits and risks of individual
medicines that have been the subject of major risk minimisation efforts (effectiveness of risk
minimisation);

•

Secondly, measuring impacts allows regulators to determine what activities are successful and
which are not and therefore to identify enablers and barriers for generating positive impacts
which will contribute to the development of the EU proactive pharmacovigilance system.

In this way, measurement of pharmacovigilance impact can support monitoring of individual products
and support efforts to continuously improve and optimise functioning of pharmacovigilance activities
(Figure 1).

Figure 1. Conceptual approach for impact measurement of pharmacovigilance. The approach presented in
this paper will enable the monitoring of important pharmacovigilance outputs and regulatory actions, and the
results of these measurements will be used to improve the functioning of the pharmacovigilance activities.
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2. Objective of and principles guiding the strategy
The objective of the PRAC strategy is to establish an approach for measuring the impact of
pharmacovigilance activities that will deliver data, information and knowledge on major specific
product related actions, on key pharmacovigilance activities and decisions and on enabling factors. The
strategy will determine the conceptual approach, principles, stakeholders, priorities, and support for
the planning of collection of data, information, and knowledge.
The following guiding principles underpin this strategy:
•

Health-focused;

•

Science-based;

•

Embedded in the work of the network of National Competent Authorities (NCAs);

•

Collaborative with academia, patient associations, healthcare professional associations, and
industry;

•

Leveraging existing resources;

•

Targeting key pharmacovigilance activities where improvements are likely to benefit patients;

•

Focussing on product-specific actions in a risk proportionate way.

3. Approach
3.1. Measuring impact
The PRAC strategy has identified four key areas of focus:
1. Effectiveness of risk minimisation actions;
2. Effectiveness of specific pharmacovigilance processes;
3. Enablers of effective pharmacovigilance including stakeholder trust and engagement.
4. Method identification and development
Effectiveness of risk minimisation actions
Marketing Authorisation Holders (MAHs) frequently perform studies that measure the effectiveness of
additional risk minimisation activities for their products, and are required to report the results of these
studies to regulatory agencies. The systematic collection of these results will allow for better
understanding of the types of data collection, study designs and evaluation methods are used by
companies, the criteria to define successful risk minimisation and what are the effects of different
types of risk minimisation efforts. Such case studies can improve regulatory decision-making and
understanding of success factors as highlighted at EMA’s workshop on risk minimisation measures 1.
There are also legal obligations for national competent authorities and the EMA to monitor the
outcomes of risk minimisation measures contained in risk management plans. 2 In this context, several
national competent authorities and the EMA are collaborating in a pilot study conducted within the EU
regulatory network to assess the effectiveness of risk minimisation for codeine use in children which
provides an opportunity to assess the feasibility of multi-database regulatory studies using a common
protocol in a post-referral best evidence pilot. Another example where the impact of EU referral
1
2

http://www.ema.europa.eu/docs/en_GB/document_library/Report/2015/12/WC500198810.pdf
Directive 2001/83/EC, Art. 107h; Regulation (EC) No 726/2004 Art. 28a and Art. 56(1).
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procedures may be assessed is the planned study on the utilisation of combined hormonal
contraceptives in Europe, including a qualitative study on regulatory communication and risk
awareness and a quantitative study on prescribing patterns.
Methods will be needed to prioritise key decisions that will be subjected to impact studies. PRAC will
develop a set of factors that could trigger a collaborative study within or on behalf of the EU network.
Factors for consideration could include severity of a safety issue, magnitude of possible public health
concern, availability of data sources for the study and feasibility of data collection.
Effectiveness of specific pharmacovigilance processes
The strategy also focuses on pharmacovigilance processes (e.g. spontaneous reporting of suspected
adverse reactions, signal detection, signal management). The impact of such activities is currently not
measured in a systematic way. Examples of components that could be studied include the time to
identify a potential new risk and the time from identification to action. Studying the different processes
used in pharmacovigilance will then support continuous process improvement.
Enablers of effectiveness pharmacovigilance
Certain ‘enablers’ run through the effectiveness of both risk minimisation and pharmacovigilance
processes and these include the engagement in and trust of patients and healthcare professionals in
medicines regulation. Key stakeholders have a critical role in several pharmacovigilance activities, e.g.
in providing information through reporting suspected ADRs and modifying behaviour in response to risk
minimisation interventions. These enablers are essential in generating positive health impacts of
pharmacovigilance. Data on key stakeholders’ response to risk minimisation are needed to identify
areas of concern or misunderstandings which, if remedied could increase the effectiveness of
pharmacovigilance in the EU. The survey of health care professionals performed in nine Member States
within the SCOPE Joint Action will provide highly relevant information. Informed by the results of this
survey, the need for further specific investigations of the determinants of stakeholders’ trust and
engagement will be determined.
Method identification and development
Currently, there are no broadly accepted methods for measuring how pharmacovigilance activities are
translated into health outcomes. Therefore, in order to better support the PRAC strategy on impact
measurement, further method identification and development for impact studies will be needed.
Methods for modelling health impact of pharmacovigilance decisions based on epidemiological
parameters (such as population attributable risk, prevalence of exposure, behavioural changes data,
data on switch of therapies) will be explored.
Key data sources for impact studies will include electronic health records, drug prescription, dispensing
and utilisation data, and patient registries. The identification of data sources will be informed by, inter
alia,

the

results

of

the

SCOPE

survey

on

data

sources

available

in

member

states

for

pharmacovigilance purposes beyond spontaneous reporting and the list of data sources registered by
the European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP).

3.2. Activities
The PRAC strategy to measuring impact of pharmacovigilance will result in better and more systematic
data collection from ongoing activities, targeted impact studies, and further method development. In
terms of activities, the following will be deployed:
•

Collect and collate available data on existing activities within the EU regulatory network, and
academia related to measurement of the impact of pharmacovigilance activities;
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•

Systematically compile results of effectiveness of risk minimisation studies performed by
companies;

•

Identify routinely collected data regarding pharmacovigilance activities and decisions;

•

Conduct collaborative targeted studies of key regulatory actions, decisions (PRAC to set criteria
to prioritise studies);

•

Conduct targeted studies of key pharmacovigilance processes;

•

Periodic measurement of aspects of stakeholder trust and engagement;

•

Identify methods to perform impact studies, including studies on health outcomes.

As part of the strategy, a workshop will be organised in 2016 in order to bring stakeholders and
the EU network together to exchange good practices, inform on ongoing activities, and to create
synergy between various activities on the national and international levels.
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4. Annex I - Work plan
This Annex contains an overview of activities and deliverables to implement this PRAC strategy.

4.1. Data elements on pharmacovigilance activities and decisions
(regulatory outputs)
The following table lists data elements that will be compiled periodically to give a landscape of
pharmacovigilance activities and decisions and provide a quantitative documentation of the range of
activities with potential impact. These data elements are already collected by EMA and at national
level.
Pharmacovigilance
data

Regulatory tools

ADR reports from
HCPs

Signals

Primary
regulatory
decisions
Variation

PSUSA

Restriction

PASS/PAES Results
(type II variations)

Suspension/
revocation

ADR reports from
patients
PASS
PAES

Referrals
Annual
reassessments
Renewals

Additional risk
minimisation
actions
Competent
authorities
communications
DHPCs
Additional risk
minimisation
measures
Additional
monitoring

4.2. Outcomes of pharmacovigilance processes and risk minimisation
actions
To measure the efficiency and effectiveness of pharmacovigilance processes, the data elements
described in 4.1 will be combined with feedback from stakeholders in a planned and structured way.
This will allow evidence-based process improvement.
For selected risk minimisation actions, the behavioural changes or health effects will be measured. In
2016 a selection mechanism for determining which regulatory decisions will be prioritised for
collaborative and targeted impact studies will be developed by a virtual PRAC interest group (IG).
Analysis of drug prescription/utilisation patterns overtime will be used to inform on behavioural
changes of healthcare professionals and patients following selected decisions. Use of targeted surveys
in order to overcome selection bias will be explored.
Methods for measuring health effects will be developed. Methods will depend on the decision that will
be the subject of an impact study, available data sources available to the network and feasibility of
different methods, including modelling methods, as appropriate.
Outcomes of pharmacovigilance activities will probably differ between EU countries. Impact studies will
have to deal with this foreseen heterogeneity. As a consequence strategies will be developed to ensure
that results of the studies are applicable to different geographical areas in the European Union.
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4.3. Stakeholder engagement
The table below outlines how engagement and trust of the key stakeholder groups will be measured in
a targeted and prioritised way.
Stakeholder engagement

Patient engagement

Patient and societal trust
in medicines regulation
HCPs trust in medicines
regulation

Measure

Methods

Patient reporting of ADRs
Measures of patients seeking regulatory
information

Numbers and proportion of patientreported ADRs;
Regulatory website views; Social
media monitoring;
Surveys and other methods to be
discussed with patients’ associations;

Attitudes and knowledge of general
public and patients on medicines
regulation

Social media monitoring;
Surveys and other methods to be
discussed with patients’ associations;

Attitudes and knowledge of Healthcare
Professionals (HCPs) on medicines
regulation

Surveys and other methods to be
discussed with the EU HCPs’
associations;

4.4. Multi-annual planning
This table provides a high-level overview of the strategy’s objectives over the next 3 years:
Year
2015

2016

2017

2018

Impact of selected pharmacovigilance activities - objectives

Stakeholder engagement
Study ADR reporting by
patients/HCPs.

PRAC finalises Impact strategy.
Identify roles and processes.
Establish priority criteria for collaborative impact studies.
Identify key actions that will require targeted studies on impact.
Conduct at least three studies on specific regulatory decisions.
Organise one-day workshop on impact with NCAs, industry, academia,
EU patients and HCP organisations
Based on criteria adopted by PRAC, identify regulatory decisions that
will require targeted and collaborative studies on impact.
Select and design study of at least one pharmacovigilance process.
Perform studies.
Based on criteria adopted by PRAC, identify regulatory decisions that
will require targeted and collaborative studies on impact.
Select and design study of at least one pharmacovigilance process.
Perform studies.

Discuss methods with patients
and HCPs’ associations
Survey or other method in at
least one stakeholder group
Survey or other method in at
least one stakeholder group

Survey or other method in at
least one stakeholder group

This table provides an overview of the planned activities in 2016:
Objective

Activity

Deliverable

Status

Target

PRAC to adopt
strategy

• Call for EoI for members of PRAC

• Establish PRAC IG

ongoing

Jan’16

Establish priority
criteria for
collaborative impact
studies

• Organise TC with PRAC IG and
discuss criteria

• PRAC list of
criteria to prioritise
research

planned

Jan’16

Identify roles and
processes

• Discuss and agree roles and
processes, draft mandate for PRAC
IG

• Adopted PRAC IG
mandate with
criteria, roles and
processes

planned

Q1/2016

virtual Interest Group (IG)
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Collection of data
elements on
pharmacovigilance
activities and
decisions (regulatory
outputs)

• Collection of data elements referred
to in 4.1

• Quarterly report

ongoing

Q1-Q4/2016

Patients survey

• Convene TC with EMA PCWP

a) Conduct survey

planned1

a) Q3/2016

• Interested members to advise on
scope and method of survey

b) Report on
patient/consumer
associations
survey results

• Launch survey
HCPs survey

• Convene TC with HCPWP

a) Conduct survey

• Interested members to advise on
scope and method of survey

b) Report on HCP
associations
survey results

• Launch survey
Industry survey

ENCePP collaboration

• Agree subject and method of
survey of pharmacovigilance
processes

a) Conduct survey

• Develop methodologies for impact
studies in collaboration with
ENCePP network

a) Agree proposal
with ENCePP
Steering Group

b) Q1/2017

planned1

a) Q3/2016
b) Q1/2017

planned1

b) Report on survey
results

a) Q3/2016
b) Q1/2017

ongoing

a) 12/2015
b) Q1/2016

b) Set up ENCePP
Special Interest
Group
Organise workshop on
methods for
monitoring impact
with NCAs, industry,
academia, EU patients
and healthcare
professional
organisations

• Establish programme committee
representing all stakeholders

a)

• Draft call for EoI for impact
workshop

b) Workshop report

Study on ADR
reporting by
patients/HCPs

• Consult PRAC on draft report

Report on analysis of
EU patient reporting

ongoing

Q2/2016

Post-referral best
evidence pilot

• Assess feasibility of multi-database

Final study report

planned

Q4/2016

• Assess impact of referrals on drug

Final study report

planned

2017

• Assess impact of CHMP Art 31

a) Q3/2016

Final study report

planned

2017

• Assess awareness, understanding
and practice of additional
monitoring

Final study report

planned

2017

b) Q4/2016

• Convene workshop

• Draft workshop report

regulatory studies with common
protocol

referral on regulatory
communication and risk awareness

1

planned

• Agree draft agenda

utilisation

Additional monitoring
study

Workshop
programme

Please note that a minimum of one of the stakeholder surveys will be initiated in 2016.
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