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Abstract

Pharmaceutical legislation provides a legal framework to ensure the safe and effective use of medicines. This framework
requires national regulatory authorities (NRAs) to establish and maintain a pharmacovigilance system (PV system) stating
and enforcing the regulatory commitments that key stakeholders, including marketing authorisation holders (MAHs), are
required to fulfil. In recent years, national legislative bodies and NRAs across the world have issued a significant amount of
legislation and guidance enforcing the obligation to perform pharmacovigilance activities. In countries where the NRA is
a member of the International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use
(ICH), safety management requirements are generally consistent with ICH guidelines. In a number of countries beyond this
scope, requirements may deviate from internationally agreed standards, adding a substantial complexity and increasing
burden on the stakeholders involved, whilst the benefit for patients’ safety may not be evident. Committed to fulfilling safety-
regulatory obligations in any country where a product licence is held, global pharmaceutical companies have accumulated a
broad and deep experience acquired whilst meeting the expectations of a large array of diverse PV systems across the world.
These range from sub-optimal frameworks, according to the World Health Organization (WHO) Global Benchmarking Tool,
to highly effective resource-optimised PV systems. In order to support countries creating or further developing their PV
systems, especially where infrastructure and resources are limited, the European Federation of Pharmaceutical Industries
and Associations (EFPIA) International Pharmacovigilance Group (IPVG) has developed consensus recommendations con-
sistent with harmonised standards for the development and step-wise implementation of key PV system components. These
recommendations endorsed by the EFPIA membership constitute the focus of this review article.

1 Introduction maintain pharmacovigilance systems (PV systems). These

systems should be capable of detecting, assessing, under-
standing and preventing adverse effects or any other possible
drug-related problems [1].

PV systems exist in many countries and regions world-
wide, and may range from basic to well established, with
numerous countries just in the process of developing PV
systems.

The World Health Organization (WHO) supports the
development of national PV systems by providing a Global

Pharmaceutical legislation provides a legal framework to
ensure the availability of acceptably safe, effective and high-
quality medicines to patients. One element of this frame-
work mandates national regulatory authorities (NRAs) and
marketing authorisation holders (MAHs) to establish and
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Benchmarking Tool [2] to support NRAs in objectively eval-
uating their own regulatory system according to a maturity
scale ranging from 1 (lowest) to 4 (highest). Maturity level
1 is the “existence of some elements of regulatory system”
and level 4 is “operating at advanced level of performance

A\ Adis


http://orcid.org/0000-0002-1116-8234
http://crossmark.crossref.org/dialog/?doi=10.1007/s40264-020-01008-0&domain=pdf
https://doi.org/10.1007/s40264-020-01008-0

T. Peters et al.

An effective pharmacovigilance system requires partner-
ship between multiple stakeholders, including national
regulatory authorities (NRAs) and marketing authorisa-
tion holders, to achieve public health goals.

As countries further enhance their pharmacovigilance
systems, consideration needs to be given to the devel-
opment of requirements that benefit patients, are well
thought and are practical to implement.

With an understanding of global pharmacovigilance
systems and stakeholders, and local pharmacovigi-

lance needs, pharmacovigilance experts from innovator
pharmaceutical companies propose recommendations for
consideration by NRAs as they further develop pharma-
covigilance requirements in their country.

and continuous improvement”. In addition, the WHO and
the Global Fund have published guidance on the minimum
requirements for a functional PV system [3].

In recent years, national legislative bodies and NRAs
have issued a significant amount of legislation and guidance
to provide a legal foundation and practical implementation
guidance for national PV systems. Some new and evolv-
ing national frameworks align with international standards,
but others have added significant complexity and breadth
to pharmacovigilance requirements, placing avoidable bur-
den on stakeholders without necessarily benefiting patients.
Examples include email systems not able to cope with the
volume of information sent by MAHs, duplication of data
collection from global markets, and divergent risk-manage-
ment plan (RMP) formats. In emerging markets, an overly
complex and burdensome national PV system is unlikely to
be sustainable, especially in countries where infrastructure
and resources remain limited. In such a setting, a step-by-
step development approach to building national pharma-
covigilance infrastructure, moving from a core framework to
advanced capacity may be more effective. In addition, regu-
latory reliance, i.e. the concept of relying on other NRAs’
outputs, work-sharing and joint assessments may support
regulators as they evolve and refine their national PV sys-
tems and should be considered from the start [4].

2 Objective

The European Federation of Pharmaceutical Industries and
Associations (EFPIA) International Pharmacovigilance
Group (IPVG) is a European-based group of pharmacovigi-
lance experts from innovator pharmaceutical companies
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operating across the various regions of the world. The group
brings together a wealth of practical experience from operat-
ing under divergent pharmacovigilance legislation as well as
diverse concepts and approaches to PV system development.
The IPVG wishes to use this extensive experience to posi-
tively contribute to the development of efficient and more
harmonised national PV systems, delivering the safest and
most effective medicines to patients worldwide.

This document follows extensive discussions and presents
the aligned view of the EFPIA-IPVG on key considerations
for the development of effective national PV systems by
NRAs as well as options for the pragmatic management of
key components of these systems in countries where infra-
structure and resources are limited.

The authors provide aligned recommendations for those
PV system components, where a common global standard
appears feasible. It is the authors’ hope that this docu-
ment delivers a useful reference for interested stakehold-
ers, particularly for NRAs currently developing or refining
national PV systems for medicinal products in emerging
markets.

3 Priorities when Establishing “Effective PV
Systems”

Effective PV systems are primarily systems capable of
detecting, assessing, understanding and preventing adverse
effects or any other drug-related problems [1]. In resource-
limited settings, such PV systems may be built step-by-step
as per priorities and available resources, whilst effectively
using the concept of reliance, i.e. relying and drawing on
the experience and capabilities of a network of peer regu-
lators and non-governmental organisations (NGOs) and
sharing regulatory standards and existing outputs of estab-
lished systems.

A clear and transparent organisational structure at
the NRA level and an internationally accessible website
providing relevant information not only in the local lan-
guage but also in English for all relevant information may
facilitate information exchange with MAHs operating in
multiple countries and for NRAs practising regulatory
reliance.

The IPVG considers three PV system elements essential
to the effective set-up of a national PV system:

e A national reporting system for suspected adverse drug
reactions (ADRs) and information on medicinal prod-
uct use in special situations (see Sect. 4)

e A ssignal detection and analysis system (see Sects. 5, 6)

e Implementation of an efficient national system to com-
municate safety information to the public (see Sect. 7)
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Fig. 1 Suggested national PV
system priorities. ADR adverse
drug reaction, /CSR individual
case safety report, MAH market-
ing authorisation holder, NRA
national regulatory authority,
PV system pharmacovigilance
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The ability to oversee suspected ADRs and information
on medicinal product use in special situations is funda-
mental to the detection, assessment, understanding and
mitigation of medicinal product risks. Various collec-
tion tools for such information are available depending
on local needs and preferences, e.g. telephone hotlines,
paper forms, websites and mobile applications such as the
WEBRADR Mobile App (see the glossary in the Elec-
tronic Supplementary Material). Suspected ADRs need
to be maintained in a safety database. To maximise use
of limited resources, the IPVG recommends use of the
WHO'’s VigiFlow (see glossary) when not setting up a
specific national database (see Sect. 4).

Further elements of a national PV system may include:

e Requirements for the submission of periodic safety
reports (see Sect. 8).

e Requirements for the submission of RMPs (see Sect. 9)

e Requirements for a written description of the MAH’s PV
system (see Sect. 10)

e Establishment of a Local Safety Responsible (LSR) (see
Sect. 11)

The priority and the order in which each element may be
added will depend on local needs, available resources and
preferences in relying on outputs from other regulators, and
the choice to use own or NGO-offered safety systems either
temporally or permanently. Figure 1 shows a suggested order
for establishing an effective PV system.

A successful reporting system requires public aware-
ness. The IPVG recommends that global public aware-
ness tools such as those provided by the Strengthening
Collaboration for Operating Pharmacovigilance in Europe
(SCOPE) initiative (see the glossary in the Electronic
Supplementary Material) and by the Uppsala Monitor-
ing Center (UMC) are used to increase public awareness
and importance of ADR reporting. Educational material

for healthcare professionals (HCPs) is also available via
SCOPE and may be used for training of HCPs in univer-
sity courses and beyond. It is recommended that public
health campaigns centre around a specific public health
initiative, e.g. a vaccination programme or an emergency
medicine.

4 Individual Case Safety Report
Management

The foundation of any national PV system is a national
reporting system. Such a system facilitates the collection of
adverse events (AEs) and information on medicinal product
use in special situations from HCPs and consumers/patients,
and the expedited reporting of suspected ADRs as individual
case safety reports (ICSRs). ICSR data forms the basis of a
national dataset for medicinal products. This dataset is con-
stantly evolving based on the information received.

ICSR data also serve as the basis for the detection of
safety signals, the review of the benefit-risk relationship
in periodic safety reports, and risk management planning.

NRAs receiving ICSRs in an expedited manner, i.e.
within specific timelines, should assess individual reports
soon after receipt. If a significant public health concern is
identified, the NRA should quickly take regulatory action to
mitigate risks to patients.

The most accepted standards for pharmacovigilance
come from the International Council for Harmonisation of
Technical Requirements for Pharmaceuticals for Human
Use (ICH)! and the Council for International Organizations
of Medical Sciences (CIOMS),” which has set many of the

L https://www.ich.org/products/guidelines.html.
2 https://cioms.ch/pharmacovigilance/.
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Table 1 Definitions

Adverse event

Any untoward medical occurrence in a patient administered a medicinal product and which does not necessarily have to have a causal relation-
ship with this treatment

An adverse event can therefore be any unfavourable and unintended sign (for example, an abnormal laboratory finding), symptom, or disease
temporally associated with the use of a medicinal product, whether or not considered related to this medicinal product

Adverse drug reaction

A noxious and unintended response to a medicinal product where a causal relationship between a medicinal product and an adverse event is at
least a reasonable possibility

A reaction, in contrast to an event, is characterised by the fact that a causal relationship between the drug and the occurrence is suspected. For
regulatory reporting purposes, if an event is spontaneously reported, even if the relationship is unknown or unstated, it meets the definition of

an adverse drug reaction

Table 2 Special situations of medicinal product use

Special situation

Definitions

Abuse

Drug exposure during preg-
nancy and breastfeeding

Lack of therapeutic efficacy
Medication error
Misuse

Occupational exposure
Off-label use
Overdose

Suspected transmission

Persistent or sporadic, intentional excessive use of medicinal products which is accompanied by harmful physical
or psychological effects

Pregnancy: In utero exposure of the foetus via the maternal or paternal route

Exposure via breast milk or breastfeeding

Failure of drug to evoke the expected and claimed therapeutic response administered within the indication

An unintended failure in the drug treatment process that leads to, or has the potential to lead to, harm to the patient

Situations where a medicinal product is intentionally and inappropriately used not in accordance with the terms of
the marketing authorisation

An exposure to a medicinal product as a result of one’s professional or non-professional occupation
Intentional use of a product in situations other than the ones described in the authorised product information

Administration of a quantity of a medicinal product given per administration or cumulatively which is above the
maximum recommended dose according to the authorised product information

Suspected transmission of an infectious agent via a medicine

founding principles for pharmacovigilance, including the
CIOMS-1 form for reporting suspected ADRs.

Table 1 outlines definitions for AEs and ADRs in accord-
ance with the ICH E2D guideline on post-approval safety
data management [5].

In addition to the collection of AEs, collection of infor-
mation on medicinal product use in special situations [6] is
required by many regulators for systematic safety surveil-
lance. This information (see Table 2) can be collected in the
same way as AEs.

ICSRs should be considered valid for expedited report-
ing only if the report contains the four minimal criteria as
described in the ICH E2D guidance and in Table 3.

To support their national pharmacovigilance database,
NRA members of the WHO Programme for International
Drug Monitoring (WHO-PIDM) are entitled to use the Vigi-
Flow system made available by the UMC, the WHO-asso-
ciated centre for international drug monitoring. VigiFlow is
an online platform, structured according to country-specific
ICSR containers owned and controlled by the respective

A\ Adis

Table 3 Minimum criteria for ICSRs valid for regulatory reporting

No. Minimum criteria for valid ICSRs
1 An identifiable reporter

2 A single identifiable patient

3 A suspect medicinal product

4 A suspect adverse reaction

ICSR individual case safety report

NRAs. VigiFlow includes functionality to let NRAs for-
ward ICSRs to VigiBase (the global WHO pharmacovigi-
lance database). In addition, any NRA contributing to the
WHO-PIDM (using VigiFlow or not) has access to VigiBase
to search for signals at country, regional or global levels,
using VigiLyze, an advanced online analytic tool supplied by
the UMC [7]. VigiLyze also allows a NRA to view foreign
ICSRs as they relate to a search topic.
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4.1 Domestic ICSR Management

The IPVG recommends that NRAs request MAHs to collect
information on all domestic AEs as well as cases of par-
ent—child exposure even if no AE occurred. Other domestic
cases of exposure in special situations lacking the occurrence
of any AE do not require expedited reporting, but should be
compiled by the MAH and reported in the Periodic Benefit
Risk Evaluation Report (PBRER). For expedited reporting,
the following reporting timelines are recommended:

e 15 calendar days for serious ICSRs as per ICH E2D guid-
ance.

e 90 calendar days for non-serious ICSRs as per European
Union (EU) Good Vigilance Practice (GVP) Module VI
(rev. 2).

4.2 Foreign ICSR Management

For access to foreign ICSRs, the IPVG recommends con-
sidering accessing the WHO’s VigiBase, the largest global
pharmacovigilance database, currently containing over 20
million ICSRs, using the WHO’s VigiLyze software. Vigi-
Lyze is exclusively reserved for NRAs contributing to the
WHO-PIDM, free of charge, and represents a powerful and
resource-efficient alternative to the receipt of foreign ICSRs
from MAHs. In addition, the VigiLyze data analytic tool
can be used to perform signal detection and other analytic
investigations at the country, regional or global level.

5 Signal Management

A medicinal product is authorised for marketing if the appli-
cant can demonstrate sufficient evidence for quality, safety and
efficacy in the specified indication(s) and target population(s).
As the investigated clinical trial population is usually limited
in size and duration of drug exposure, as well as selective for
criteria such as age, gender, genetic variants, concomitant
diseases and co-medication, not all ADRs and risks will be
known at the time of the initial marketing authorisation. In
fact, certain ADRs and risks can only be discovered or further
characterised post-authorisation [8]. According to internally
accepted standards and regulations, MAHs should therefore
have continuous safety monitoring and signal management
systems in place that permit early detection of potential new
risks or potentially changed characteristics of known risks.
Signal management is defined as a set of activities per-
formed to determine whether, based on an examination of
ICSRs, aggregated data from active surveillance systems
or studies, scientific literature information or other data
sources, there are new risks associated with an active sub-
stance or a medicinal product or whether known risks have

changed, as well as any related recommendations, decisions,
communications and tracking [9]. Depending on the size
of the dataset, different signal detection methodologies or
combinations of methodologies may be used.

Review of global safety data should reside with experi-
enced staff of the MAH that owns the global safety database
for the medicinal product and who are in the position to
oversee and analyse signals from all sources from the total-
ity of the globally available dataset relevant to a given safety
issue. If a MAH does not own or have access to the global
safety database or lacks the expertise to conduct signal
detection and analysis, the MAH may delegate some or all
activity to the global safety database-owning organisation.

Review of national safety data for local signals by NRAs/
national pharmacovigilance centres may contribute to under-
standing a medicinal product’s safety profile in the local
market and may focus on, e.g. medication errors, off-label
use, misuse, abuse or potential risks described in RMPs.
Regional and/or global data may supplement local data as
appropriate. For example, identified similarities of national
data with regional or global data will further strengthen
a local signal, whereas differences between national and
regional/global data may help in identifying factors that are
specific to a country/region and need to be considered when
discussing appropriate local risk-minimisation measures.
For reviewing pools of individual safety data, the IPVG
recommends using VigiLyze for searching into the WHO
pharmacovigilance database (VigiBase) to detect signals at
the country level compared to searches at the regional or
global levels.

NRASs may also consider networking with stakeholders or
other NRAs for confirmation of their signal detection finding
and/or use signal detection outcomes from established NRAs
as surrogates for their own analyses.

6 Signal Reporting

Signal reporting from the MAH to NRAs should be propor-
tionate to the information arising from the signal analysis.
The IPVG proposes a risk-appropriate approach to signal
reporting similar to recommendations made by the Swiss-
medic [10] and that those signals that require in-market
action (e.g. product information update, direct market com-
munication, marketing authorisation suspension/revocation/
withdrawal for safety reasons) should be notified to an NRA
in line with Table 4.

The IPVG also recommends using common terminology
such as the terminology proposed by the CIOMS VIII work-
ing group [11] or EU-GVP Module IX [9] to avoid misun-
derstandings in reportability of signals to NRAs. The term
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Table 4 Recommended signal reporting obligations from MAH to NRA

Category of signal Timing
Signal with serious risk potential that qualifies as an ESI* where there is a need for in-market action to maintain a positive benefit—- At once
risk balance (e.g. informing the public immediately, market withdrawal at short notice) and no
later
than
5 days
Signal with serious risk potential where the risk is not adequately explained in the product information but no specific measures are 15 days
required to maintain a positive benefit-risk balance in the short term, i.e. signals where the update to the product information is
required in the warnings and precautions, contraindication or indication sections
Signals without a serious risk potential but which require implementation of changes to the product information, e.g. addition of a 6 months
new ADR without the need for an update of warnings and precautions, contraindication or indication sections
Signals without a serious risk potential and no modification of the product information necessary Inclusion
in next
sched-
uled
PBRER

ADR adverse drug reaction, ESI emerging safety issue, MAH marketing authorisation holder, NRA national regulatory authority, PBRER Peri-

odic Benefit Risk Evaluation Report
See the glossary in the Electronic Supplementary Material

“emerging safety issue” (ESI) [12] should only be used for
the most serious risks where an immediate in-market action
is required to protect patients and public health.

7 Safety Communication

Communicating safety information to patients and HCPs is
a public healthcare responsibility and essential for achiev-
ing the objectives of pharmacovigilance in terms of pro-
moting the rational, safe and effective use of medicines,
preventing harm from adverse reactions, minimising risks
and contributing to the protection of patients’ and public
health [13].

Routine safety communication relates the provision
of product safety information in a standardised format to
HCPs and patients. Means of providing this information
may differ at the local level depending on local needs and
practices; however, the information should always reflect
current knowledge of the benefit-risk profile of the medici-
nal product and be available to the public within reasonable
regulatory timelines.

Non-routine safety communication may include direct
communications to HCPs and safety alerts to the public via
diverse media and should be the result of a thorough review
of all available evidence, the choice of risk-proportionate
actions and a coordinated action plan to communicate the
information.

Whichever the communication method chosen, commu-
nication should always deliver clear messages describing
any new risk in the context of the benefit of the medicinal
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product and be tailored to the relevant audience. A descrip-
tion of competing risks, such as risks of non-treatment, may
also be appropriate. Any safety communication proposed
by the MAH should be reviewed and approved by the con-
cerned NRA.

8 Periodic Safety Reports

Periodic safety reports such as the EU Periodic Safety
Update Report (PSUR) provide a review of the current ben-
efit-risk profile of a medicinal product, taking into account
all available worldwide data including:

e Safety, efficacy and effectiveness data

e Use of the medicinal product in authorised and non-
authorised (“off-label”) indications

e Missing data (e.g. data in special populations)

For a consistent global approach to the periodic evalua-
tion of a medicinal product’s benefit-risk profile, the IPVG
recommends the use of the PBRER format as outlined by the
ICH E2C guidance [14].

The PBRER is very comprehensive, describing post-
marketing data, data from completed and ongoing clinical
trials, relevant non-interventional studies and other activi-
ties, cumulatively and for the specified report period, at a
global level. The document also presents a comprehensive
and critical analysis of new or emerging information on the
risks of the medicinal product in the context of its benefits,
taking into account new information from the last reporting
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period and cumulative information. The analysis of the
risks is based on the reference safety information [15].

The International Birth Date (IBD) is the date of the first
marketing authorisation for any medicinal product containing
the active substance granted to an applicant in any country in
the world. Using a single birth date such as the IBD and aligned
review periods/data lock points (DLPs) for periodic safety reports
worldwide is recommended, not only for harmonisation purposes
and reduction of administrative burden, but also to facilitate true
global periodic benefit-risk assessment for the medicinal product.

In addition, the IPVG recommends aligning the periodici-
ties of existing country-specific periodic safety reports with
the periodicities of the global benefit—risk assessments in the
PBRERSs to allow for direct comparability of local data with
global data and the interpretation of local data in the context
of available global data from all sources.

The PBRER should preferably be written in a commonly
understood technical language, i.e. English, to allow for con-
sistency and avoid translation errors. Should translations into
national languages be required, a translation of the Executive
Summary could be an effective approach, as it contains a
summary of the key information contained in the document.

The frequency of report submission to NRAs depends on
factors such as the length of time the medicinal product has
been on the market, product-specific risks and the extent of
knowledge regarding the product’s benefit-risk profile.

In general, PBRER periodicities and submission frequen-
cies for newly authorised medicinal products in a country
should follow ICH E2C and/or EU-GVP Module VII [16]
recommendations and be based upon the DLP calculated
from the IBD i.e. 6-month periodicity the first 2 years after
approval, then annually for the subsequent 3 years.

When a newly authorised medicinal product in a country
already has a marketing authorisation in a reference country,
the IPVG recommends alignment with the periodicity and
submission frequency for the medicinal product in the refer-
ence country or alignment with the periodicity and submis-
sion frequency as described in the European Union Refer-
ence Dates (EURD) list (see the glossary in the Electronic
Supplementary Material).

The IPVG recommends harmonised timelines for PBRER
preparation and submission according to internationally
acceptable timelines such as:

e Within 70 calendar days of the DLP for PBRERSs cover-
ing intervals up to 12 months.

e Within 90 calendar days of the DLP for PBRERSs cover-
ing intervals in excess of 12 months.

Furthermore, the IPVG would like to mention that the
European Medicines Agency (EMA) has a EU-GVP for

PSUR assessment report (PSUSA) procedure® in place
where one EU member state ensures a coordinated single
assessment for medicinal products that contain the same
active substance or combination of active substances. The
PSUSA procedure is an excellent example of resource-effec-
tive regulatory reliance advocated earlier.

9 Risk Management Plans

Marketing authorisation applicants may be required by
NRAs to submit RMPs, which include essential informa-
tion on a medicinal product’s safety profile and prospec-
tive plans for pharmacovigilance activities designed to gain
greater knowledge of both known risks and risks potentially
associated with the medicinal product. RMPs also describe
risk-minimisation measures for important risks (e.g. updates
to product information, direct HCP communication, or preg-
nancy prevention programmes where a medicinal product
may have teratogenic effects) and the evaluation of the effec-
tiveness of risk-minimisation activities.

In the EU, the EU-RMP format in accordance with EU-
GVP Module V [8] provides the most comprehensive docu-
ment to date on medicinal product-specific pharmacovigi-
lance activity planning and proactive risk management.

It contains:

e A summarised safety specification relating to cumula-
tive globally available data from pre-clinical, clinical and
post-marketing experience, epidemiological information
relevant for the disease and the indication.

e The important risks and any missing information on the
benefit-risk profile for the medicinal product.

e Routine and additional pharmacovigilance activities.

e Routine and additional risk-minimisation measures
needed.

The EU-RMP routinely undergoes a robust assessment
by EU regulators for scientific evidence and appropriate-
ness of pharmacovigilance activities and risk-minimisation
measures.

The modular structure of the EU-RMP document is flex-
ible and allows for multiple indications, different target
populations and differing NRA perspectives on risks and
risk-minimisation measures. For example, if a national situ-
ation requires local epidemiological information or a specific
local risk-minimisation measure, this may be captured in a
country-specific annex. As emphasised by the CIOMS IX

3 https://www.ema.europa.eu/en/medicines/download-medicine-
data#periodic-safety-update-report-single-assessments-section.
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report, the decision to include an additional risk-minimisa-
tion activity and the type of activity depend on the capacity
of the healthcare system of the country, i.e. what is suitable
for the EU may not be applicable to an array of other regions
or countries.

An alternative to the EU-RMP format may be a company-
specific Core RMP format, i.e. a format highly aligned in
structure and content with the EU-RMP but not containing
the EU-specific additional elements.

Given the extent of information provided in the EU-RMP
or any derived MAH-specific Core RMP, the IPVG recom-
mends NRAs outside the EU accept these formats to drive
toward consistent global risk management planning.

Submission of RMPs and their updates should be consid-
ered in the following situations:

e For any new marketing authorisation application.
e Post-authorisation, when an RMP update or a new RMP
needs to be submitted at specific times, for example:

— At the request of the local NRA.

— With an application involving a change to an exist-
ing marketing authorisation when the data included
leads to a change in the list of the safety concerns,
or when a new additional pharmacovigilance activity
or a new risk-minimisation measure is needed or is
proposed to be removed.

e Whenever significant new information is available on
important risks or missing information in the benefit-risk
profile of the medicinal product as well as when there are
significant updates to the described pharmacovigilance
activities and risk-minimisation measures

As with the PBRER, the RMP should preferably be writ-
ten in a commonly understood technical language, i.e. Eng-
lish, to allow for consistency and to avoid translation errors.
Should translations into national languages be required,
a translation of summary sections could be an effective
approach.

The need for the creation and maintenance of an RMP
may be waived for well-established medicines, i.e. when an
active ingredient of a medicine has been used for more than
10 years and its efficacy and safety have been well estab-
lished [17], and those that have received an RMP waiver
from an established major NRA.
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10 PV System Descriptions

A PV system description is a document that describes
the PV system put in place by a MAH for its medicinal
product(s). It provides PV system oversight to inspectors,
auditors, the MAH, the Qualified Person responsible for
Pharmacovigilance (QPPV) and pharmacovigilance staff
of a country or region. PV system descriptions are also a
useful source of information when MAHs engage in due
diligence activities and in pharmacovigilance contract
management.

The first formal requirement for a PV system descrip-
tion in the extensive format of a Pharmacovigilance Sys-
tem Master File (PSMF) emerged in the EU in 2012 [18].
The EU-PSMF consists of two parts: a description of the
MAH’s current PV system and the relationship between
various functions and pharmacovigilance, and an annex,
containing detailed information in support of the PV sys-
tem. Annex examples include listings of medicinal prod-
ucts covered by the PV system; contractual agreements
with a commercial partner, service provider and/or techni-
cal provider; ongoing and recently completed clinical trials
and non-interventional studies; procedural documents; and
compliance data. Per EU requirements, the PSMF must be
located either at the site in the EU where the main pharma-
covigilance activities of the MAH are performed or at the
site in the EU where the EU-QPPV operates. To provide
accurate information on the PV system(s), the PV system
description and the annex should always be kept current
by the MAH and be made available to EU regulators upon
request. The PSMF must not be submitted as part of an EU
marketing authorisation procedure.

Since the introduction of the EU-PSMF, other NRAs
have also introduced PSMF requirements which follow the
EU-PSMF structure and content. In part, additional coun-
try-specific sub-files/annexes/supplements are required
[19].

Ideally, a PSMF text providing a description of a
MAH’s global PV system should serve all NRAs world-
wide. This truly global document could be complemented
by a global PV system annex and by local/regional PV
system descriptions and supportive local/regional annexes
when required. In the absence of such a document, the
IPVG recommends that existing formats for the descrip-
tion of a MAH’s global PV system (e.g. EU-PSMF, Core
PSMF, Regional PSMF) be accepted by NRAs. When
using the EU-PSMF outside the EU, applicable data pro-
tection laws may need to be observed.
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11 Qualified Person for Pharmacovigilance,
Local Safety Responsible, Local Contact
Person

As part of the PV system, MAHs in the EU must nominate
an appropriately Qualified Person responsible for Pharma-
covigilance (EU-QPPV). The EU-QPPV must be at the
MAH’s disposal permanently and continuously, and reside
and operate in a member state of the European Economic
Area (EEA). Back-up procedures must be in place in case
of absence of the QPPV. The EU-QPPV’s responsibili-
ties are to establish and maintain the MAH’s PV system,
influence the performance of the quality system and the
pharmacovigilance activities and to promote, maintain
and improve compliance with the legal requirements. In
addition, the EU-QPPYV is the single pharmacovigilance
contact point for the EMA and the NRAs in the EU on a
24-h/7-days basis [20].

In addition to the EU-QPPV, NRAs in the EU may also
require the nomination of a local contact person at the
national level. This person is expected to be knowledge-
able in the specifics of the national PV system, speak the
national language and facilitate communication with the
NRA at the local level.

More recently, the IPVG has observed increasing
requirements for QPPVs in regions outside the EU, which,
at least in some areas, appear challenging for MAHs and
for those in the role. Examples include Arab League and
the Eurasian Economic Union (EAEU) with their own set
of GVP requirements and expectations for the QPPV. For
example, as per Arab GVP, a QPPV has global PV system
responsibilities, whereas a LSR bears responsibility for
the local PV system.

The IPVG supports the distinction between QPPV and
LSR roles and supports that the LSR role be focused on
local PV system oversight. To support consistent establish-
ment of the LSR role, the IPVG proposes that a LSR has
the following profile, roles and responsibilities:

e Oversees local pharmacovigilance processes and activi-
ties and has sufficient authority to influence the perfor-
mance of the local PV system in order to comply with
local applicable legislation.

e Has adequate experience and training in locally
required pharmacovigilance activities.

e Is qualified to understand the safety profile of the
MAH’s medicinal products.

e Is not necessarily medically qualified but has access to
a medically qualified person.

e [s a resident of a country in a workable time zone
(3 h) for the NRA, but not necessarily a resident
of the country in which the NRA is located, to allow

greater flexibility for MAHs which do not have a physi-
cal presence in a country and are providing medicine
supplies through distributors.

e Speaks at least one of the national languages of the coun-
try concerned, but is not necessarily a national of the
country.

e May be an employee of a third party to whom responsi-
bilities have been delegated in writing.

e [s available as contact person to the NRA during usual
office hours of the NRA.

e Is the contact person for local pharmacovigilance inspec-
tions.

e Has access to the global PV system description.

e Has access to the local PV system description should one
be required.

e Maintains regular exchange with relevant company func-
tions such as the QPPV responsible for the global PV
system, e.g. via direct contact and/or minute sharing.

Training in pharmacovigilance activities may be acquired
through, e.g. online training delivered by NGO programmes
or by industry funded training schemes.

Where it is possible to delegate most local PV activities to
aregional or global organisation of the MAH, it may be suf-
ficient to nominate only a local contact person for pharma-
covigilance, available to the NRA during their usual office
hours, and who does not need to fulfil the profile, role and
responsibilities of a LSR.

In addition, a back-up person should be nominated in case
of absence of the LSR/local contact person, and there should
be documented evidence on who the back-up person is, the
person’s location and availability.

For MAHs using a distributor model for operating inter-
nationally, the IPVG supports delegation of the QPPV/LSR
roles and any required local pharmacovigilance activities to
competent regional/global functions of the MAH and/or to
third parties such as distributors and a service provider. Any
delegation should be documented in writing.

12 Pharmacovigilance Inspections

NRAs can assess the quality and performance of a PV sys-
tem through a variety of methods. Examples include the
monitoring of the timely submission of ICSRs, PBRERs,
RMPs and safety variations, and the review of the PV sys-
tem description. In addition, inspections of the MAH’s PV
system and inspections of any pharmacovigilance service
provider working on behalf of a MAH are useful to check
compliance with applicable regulatory requirements. Inspec-
tions are commonly conducted face to face at the MAH or
service provider site, but can also be managed remotely.
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It is not appropriate for the pharmaceutical industry
to provide direction on NRAs’ inspection strategies and
conduct. However, the IPVG would like to provide some
high-level suggestions and areas for consideration aimed
at NRAs which are planning pharmacovigilance inspection
programmes:

e Publication of inspection guidance may aid MAHs to
prepare better for pharmacovigilance inspections.

e Use of common grading criteria and sharing of grad-
ing examples amongst NRA inspectorates may support
consistency of inspection findings.

e Inspectorates may offer pharmacovigilance inspector
trainings and shadowing of pharmacovigilance inspec-
tions to other NRAs to gain experience.

e Risk-based inspection planning and sharing of inspec-
tion planning amongst NRA inspectorates may be
advantageous to optimise inspection resource. Such
planning may also avoid situations where some MAHs
or service providers are rarely inspected while others
are inspected multiple times in a similar time period by
different inspectorates.

e NRASs may consider providing MAHs with guidance
on pharmacovigilance inspection expectations and pre-
senting anonymised inspection findings at NRA-hosted
conferences or through the publication of anonymised
individual findings.

Clear inspection guidance, sharing of anonymised
inspection findings as well as joint inspection training,
planning and conduct will likely support raising the stand-
ards of the PV systems of MAHs and service providers and
consequently contribute to improved protection of patient
safety.

13 Conclusion

Robust PV systems are critical to ensure delivery of safe
and effective medicines to patients worldwide. However,
setting up and maintaining a PV system can be a challenge,
especially in countries in the process of building their
expertise or when resources are scarce. The aspiration of
the IPVG is that our extensive experience can be used to
support NRAs in the development of their PV systems.
In this paper, we recommend a step-wise approach, using
the principles of regulatory harmonisation and regulatory
reliance.
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