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1. Introduction

1.1 Purpose of the document

The purpose of this document is to guide NCAs who do not have a fully established web system,
into developing a useful and accessible platform for presenting safety information. The important
considerations in developing a web platform are discussed, and case studies are reported for
NCAs to reference. For MSs with more established systems, this document also provides some
guidance on how these systems might be optimised going forward.

1.2 Definitions and abbreviations

ADR Adverse Drug Reaction

DCP Decentralised Procedure

DHPC Direct Healthcare Professional communication
EU European Union

EPAR European Public Assessment Report

GVP Good Vigilance Practice

HCP Healthcare Professional

HMA Heads of Medicines Agencies (EU NCA Network)
MA Market Authorisation

MAH Market Authorisation Holder

MOP Member of the Public

MRP Mutual Recognition Procedure

MS Member State(s)

NCA National Competent Authority

PhV Pharmacovigilance

PIL Patient Information Leaflet

SCOPE Strengthening Collaboration for Operating Pharmacovigilance in Europe
SmPC Summary Product Characteristics

SOP Standard Operating Procedure

WP Work Package
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1.3 Attachments
Annex 1 NCA Survey on web portals
Annex 2 Sources of advice
Annex 3 Examples of user testing cases
Annex 4 Examples of communication strategies

1.4 The role of the internet

The internet is an integral part of everyday life, and has changed the way patients and doctors
obtain health information (1). A study in 2013 reported that 72% of internet users claimed they
search online for health information and 24% of internet users look for information about drug
safety or recalls (2, 3). The methods of presenting data to either healthcare professionals (HCPs),
patients or industry are vital in relaying accurate and reliable information. Good Vigilance Practice
(GVP) Module XV highlights the importance of websites in Pharmacovigilance (PhV) risk commu-
nication, stressing the need for information to be accessible to all stakeholders (4). Module XV
also emphasises the importance of utilising emerging communication avenues, and of maintain-
ing consistency across all channels of communication, for example, when using multiple web
tools.

This document presents case studies of how NCAs present their national PhV information;
providing both examples of good practice and examples where NCAs have gone ‘above and
beyond’ in their methods. Concepts like ‘awareness’ and ‘user testing’ are discussed to provide
basic building blocks on which NCAs might optimise and develop their web communication,
considering future platforms.

There are a plethora of factors that regulators need to consider when creating web content, from
knowing their audience, to understanding how technology is evolving. A few considerations are
highlighted below, and discussed in more strategic detail in Section 4.

1.5 Knowing your audience

Knowing the target audience and users of NCA websites allows content to be tailored to meet
their needs. Main audiences can be further explored by carrying out surveys and interviews
(online, on the phone or face-to-face, where possible).
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As per the survey on this topic (WP6 — Web-portals) (Annex 7.1), most MSs feel their website is
more relevant to industry stakeholders, less to HCPs and least to patients. However, when NCAs
are prioritising the presentation of information, it is primarily information related to HCPs and
patients that is of most importance. Regulators must think about their audience, and how pa-
tients, HCPs and industry typically access safety data through their websites — for example, do
they exclusively use search functions to find information or are they happy to navigate through
each subpage? If Summary of Product Characteristics (SmPCs) and Patient Information Leaflets
(PILs) are the most commonly accessed safety information, are these most readily available to
users? If patients are more likely to use a neighbouring site, consider why this is and whether
data can be shared or adapted.

To make a website clear, helpful and easy-to-use, it should be structured around the needs of
the website users. User testing is a way of finding out the needs of your main audiences. User
testing can be done by conducting surveys and interviews, and by monitoring user behaviour
(e.g. using Google Analytics).

1.6 Technical considerations

The presentation of safety information on websites needs to take into account users accessing
safety data through tablets, social media and apps, which is becoming more common. With this
in mind, NCAs should consider incorporating Responsive Web Design (RWD) into their digital
strategies, possibly having multiple digital strategies for multiple digital platforms, ideally within
a single overarching strategy document. A website using RWD automatically adapts the layout
to match the users’ viewing environment, allowing the same content to be viewed across multiple
platforms. For example, there are many factors that need to be considered when accessing NCA
websites through tablet devices, namely: resolution differences and the ability to navigate
through touch.

The use of social media can be a powerful tool in dissemination of information, however, there
are many considerations that regulators encounter when creating a profile. In fact over half of
MSs do not currently have a strategy in place for the use of social media. Providing enough
resources to maintain a good reputation and operation of a high-level Twitter feed can be bur-
densome. However, the benefits of using social media are significant, namely allowing the dis-
semination of information widely and rapidly, through multiple channels. Using social media can
also increase NCA web traffic by directing readers to agency webpages.

The development of media apps is an even greater task for NCAs. An example of the complexity
involved is demonstrated by the WEB-RADR project, which created an app for adverse drug
reaction (ADR) reporting (8). This app not only allows reporting of ADRs to an agency, but also
allows users to view statistics on ADR reports and to keep up-to-date with the latest medicines
news articles.
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A final consideration for regulators is their national requirements: some have to integrate into
government or parent organisation web systems, which may limit their freedom to decide how to
present safety information.

From WP6 — Web-portals, Q18, only 42% of NCAs have a dedicated ‘digital strategy’, and most
cover the development of mobile browsing and involvement in social media. 72% of MSs have
future plans to optimise their websites by use of mobile versions, use of a mobile app/social
media, and improving the website layout.

1.7 Resource considerations

A significant consideration for web development within NCAs is the available resources, in terms
of both finance and staffing. Generally, good maintenance of complex platforms would require a
dedicated web team, together with input from communications and PhV teams.

The more technical NCAs wish to be with their web-based communications, the bigger the hu-
man resource and financial impact. For example, sending out email alerts to inform users of up-
dates to the website requires frequent input over a sustained period of time (i.e. maintaining a
mailing list and preparing the email alerts). As such, regulators have to balance what is useful
versus what is achievable, prioritising and in some cases creating long-term targets, which could
mean utilising available resources over a longer time frame.

In addition to identifying resources to create and maintain web communications, NCAs should
also consider developing quality control steps and creating auditable measures. This could be
as simple as monitoring the number of web views, all the way through to user surveys and mon-
itoring of incoming queries. This can feed into a ‘lessons learnt’ type strategy.

1.8 Legal requirements

Not only do NCAs have to make their safety information highly useable and accessible, they also
have to comply with EU and national legal requirements. The development of NCA communica-
tions weighs up these legal requirements versus what users access through NCA websites, and
prioritises accordingly. Regulators also have to consider the legal regulations of their users, for
example industry and HCPs have their own rules to follow, which can rely heavily on the infor-
mation available to them through the regulators.

Below are the legal requirements for MSs to present PhV information in a web-based format as
defined in Directive 2010/84/EU, amending Directive 2001/83/EC (9). Attention should be given
to Article 102 and Article 106 within this Directive, both of which are discussed in more detail in
Section 2.
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Article 102 specifies that MSs shall:

‘ensure that the public is given important information on PhV concems relating to the use
of a medicinal product in a timely manner’ [...]

Article 106 sets out minimum requirements for information that:
‘the Member States shall make publically available’ [...]
GVP Modules also provide some background information into web-based risk communication:

XV.B.5.4. A website is a key tool for members of the public (including patients and
healthcare professionals) actively searching the internet for specific information on medic-
inal products. Competent authorities as well as marketing authorisation holders should en-
sure that important safety information published on websites under their control is easily
accessible and understandable by the public. Information on websites should be kept up-
to-date, with any information that is out-of-date marked as such or removed. The legislation
on pharmacovigilance foresees the creation of an EU medicines web portal which will con-
tain information on all medicines authorised in the EU [Article 26 of Regulation (EU) No
1235/2010]. This web portal will become a key tool for communicating up-to-date safety
information to EU citizens and will contain information in all EU official languages. Each
Member State shall set up and maintain a national medicines web-portal which shall be
linked to the EU medicines web-portal. [DIR Art 106a]. Until the web portal is fully estab-
lished and into operation, the Agency’s website will be acting as an interim platform to
convey this important up-to-date safety information.

The mention of ‘web-portals’ in this GVP module has been a source of confusion to MSs,
specifically debating the differences between a web-portal and a website. The idea is for each
agency to have its own website, which ‘portals’ to a European Medicines Agency (EMA) central
website. This encourages the EMA to act as a regulatory hub, where the ‘EU medicines portal’ is
planned to house safety information on all EU-regulated medicines, central and national. A link
to each NCA website currently exists in a contact list on the EMA website, but the EMA will
develop a more functional and directed linkage to specific areas on agency websites (10). For
now, the focus for NCAs is on making their own website as user-friendly and informative as
possible.

There is more clarification needed on what exactly this means for NCAs, however, the overarch-
ing statements in the GVP modules is that web-based safety information is vital, and should be
maintained well by all NCAs and the EMA.
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2 Compliance with minimum requirements

The 2010 PhV legislation states that all MSs should present a minimum amount of PhV infor-
mation on their website to maintain transparency, accessibility and to make the reporting of ADRs
as efficient as possible.

2.1 EU Directive 2010/84/EU
Article 102(b)

Facilitate patient reporting through the provision of alternative reporting formats in addition
to web-based formats

Article 102(d)

Ensure that the public is given important information on pharmacovigilance concerns relat-
ing to the use of a medicinal product in a timely manner through publication on the web-
portal and through other means of publically available information as necessary.

Article 106

Each Member State shall set-up and maintain a national medicines web-portal which
shall be linked to the European medicines web-portal established in accordance with Article
26 of Regulation (EC) No 726/2004. By means of the national medicines web-portals, the
Member States shall make publically available at least the following:

(a) Public assessment reports, together with a summary thereof;
(b) Summaries of product characteristics and package leaflets;

(c) Summaries of risk management plans for medicinal products authorised in accordance
with this Directive;

(d) The list of medicinal products referred to in Article 23 of Regulation (EC) No 726/2004;

a. The Agency shall, in collaboration with the Member States, set up, maintain and
make public a list of medicinal products that are subject to additional monitoring.

b. The list referred to in paragraph 1 shall include an electronic link to the product
information and to the summary of the risk management plan.

c. the Agency shall remove a medicinal product from the list five years after the
Union reference date referred to in Article 107¢(5) of Directive 2001/83/EC.

(e) Information on the different ways of reporting suspected adverse reactions to medici-
nal products to national competent authorities by healthcare professionals and pa-
tients, including the web-based structured forms referred to in Article 25 of Regulation
(EC) No 726/2004

10



SCOPE Work Package 6
Good Practice Guide — Web-based Safety Information O SCOPE

(Shortened version)

These Articles highlight the legal requirements for communicating PhV information: patients need
to be able to report through web-based methods, users need to have access to PhV-related
information in a timely manner, and each website should present the information listed in Articles
106(a) — (e) for each medicinal product, as required.

2.2 Good practice case studies

The SCOPE survey on web portals was created to gain insight into the current mechanisms used
by 25 EU NCAs to communicate safety information through their websites (Annex 7.1). This sur-
vey presented NCAs with a mixture of multiple choice and free-text questions covering a broad
spectrum of topics including: web content, audience, design and digital strategies.

In addition to this survey, NCAs were asked to review each other’s websites and provide com-
ments on the methods of communicating safety information. From these reviews, case studies
for good practice were drawn out and developed for presentation in this guidance document.
Some work from SCOPE on ADR reporting (WP4) is also referenced here, particularly surrounding
the use of reporting forms and of raising awareness to NCA activities. Collecting this data pro-
vided examples of good practice in PhV across Europe. The survey to HCPs (WP6 — Healthcare
Professional Survey: Medicines safety communications and their effectiveness ) also offered in-
sights into the communication of risk from a HCP point of view, and therefore provides useful
insights for this document.

Below are some key points drawn from both the SCOPE survey results and the feedback received
upon asking NCAs to review each other’s websites. Each recommendation is discussed in further
detail below, with snapshot examples taken from each NCA website (11).

Suggested recommendations

e Publishing RMP summaries together with other medicines information (e.g. SmPCs, PILs,
PARs) in an NCA’s medicines database may be the most accessible method of communi-
cating PhV information

e Regarding the publication of PILs and SmPCs, it is recommended that this information is
available to users through NCA websites irrespective of the authorisation process (na-
tional/central)

e Regarding ADR reporting information, it is important to consider the audience, e.g. educating
members of the public and HCPs about reporting can be two different things, particularly if
the NCA has separate reporting forms for each type of reporter

e Providing users with instructions on how to populate web forms can also be useful, as well
as making the web form as accessible as possible from the NCA webpage; consider a link
on the main page and a link within any PhV section

11
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¢ Regarding the timely publication of safety data, NCAs could consider publishing their data in
line with the responses of HCPs from the HCP survey conducted in their MS, and NCAs which
did not participate in the survey should continue to apply a prioritisation process, where
audience testing could help inform which safety communications should be updated more
regularly

e On the basis of legal requirements and the importance of new safety information, and not on
user preferences, SmPCs, PILs and safety announcements are the most important safety
communications to publish regularly when updates are made

2.2.1 Article 106: web content

From the survey data, most of the content required of the EU Directive is presented by MSs on
their websites; some MSs present this in one location, whilst others use external links. More
detailed discussion below explores each type of PhV communication and the methods by which
NCAs present this information on their websites.

Article 106 (a): Public Assessment Reports

A Public Assessment Report (PAR) is created for all medicines that have been granted or refused
market authorisation (MA). This provides public information on a medicine, including how it was
assessed. PARs are prepared during the application phase and subsequently updated to publi-
cise ongoing safety decisions made about authorised medicinal products. The EMA keeps an
up-to-date list of information relating to centrally authorised medicinal products, including PARs,
and also publish a public-friendly summary of PARs.

The target audience for safety PARs is primarily HCPs and others with a scientific interest and
background. This could be an important consideration when deciding whether PARs should be
published by all NCAs, as per the EU Directive. For example, if a MS has performed user testing
and determined that their PAR target audience do not visit the site to view PARs, then publishing
them may not be useful and may result in a negative impact on resources for NCAs.

Likewise, the content of the PAR may be deemed too detailed, even for HCPs. Structuring the
document in such a way as to allow readers to decide on the depth of research they would like
to do in relation to a medicinal product is most useful. Ultimately it will be the decision of each
NCA as to the publication of PARs to address this article of the Directive.

PARs are currently presented by 12 MSs (WP6 — Web-portals, Q9, Annex 7.1). As an example of
PAR publications, the Medicines and Healthcare Products Regulatory Agency (MHRA, UK) has a
link on their homepage which directs users to information surrounding the publication of PARs
for nationally authorised medicines, stating that the EMA/Heads of Medicines Agencies (HMA)
publish those coordinated by the EU regulatory network (Figure 1 below).

12
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MHRA

Requiating Medicines and Medical Devices

B

Public assessment reports

Section search The public assessment reports provided are compiled and edited in accordance with EC Directive 2004/27/EC

oy hoyssond o phidass In accordance with the directives. MHRA makes a sclentific assessment report called a public assessment report (PAR) available for new

el e v il licenses granted after 30 October 2005, Commercially or personally confidential information is remove
Sectios: MHRA holds data for medicines that are licensed at a national level. Some medicines are licensed as part of a European network coordinated

Search this section by the European Medicines Agency. Public assessment reports for these products can be found on the following websites.

Go « European Medicines Agency (EMA
— « Head of Medicines Agency

Archive:
Looking for a previously Product information included as an annex in the PARSs may not be the same as the product available on our medicine:
published document in this portal This is due to the date of publication of the UKP/
section?

all months v Safety public assessment reports

all years v Go. MHRA monitors the safety of all medicines and vaccines on the market in the UK

To keep healthcare professionals and the public informed about updated safety advice for medicines we produce post-icensing safety PARs

These PARs explain the regulatory decisions about the safety of a medicine made by MHRA and include clinical data and scientific
assessments

View the safety PARS

Email alerts
« Sign up to receive email alents for all public 3ssessment reports
Drug and device alerts « Sian up o receive email alerts for herbal public assessment reports only
Medicines & Healthcare ~ Drug Safety Update ‘This page lists the latest 50 public assessment reports that have been published. If you are looking for a specific report please use the
products Report a problem with amedicine or medical device search on the left : !
Regulatory Agency Blood regulation and safety

Marketing authorisations and licensing guidance Latest 50 public assessment reports

Patient information leaflets and summaries of product

characteristics 27 Oct 2015 | W stan Vaginal apsules (progesterone) - P| i | (3629Kb)
Drug Analysis Prints (DAPs)

] Public assessment reports 23 Oct 2015 | Sirdupla 25 microgram/125 microgram per metered dose pressurised inhalation, suspension and Sirdupla 25
Medical devices regulation and safety 1230 st vl s, L L

002/DC 825KD)
Contact MHRA .

Figure 1. Screenshot from the Medicines and Healthcare Products Regulatory Agency (MHRA,
UK) website showing (A) The main MHRA webpage with links to specific safety information and
(B) the webpage dedicated to PARs. Medicines and Healthcare Products Regulatory Agency —
PARs

Article 106 (b): Summaries of Product Characteristics and Patient Information Leaflets

SmPCs are the basis of information for HCPs, describing the medicinal product’s properties and
how the medicine should be used to be safe and efficacious. This information is updated through-
out the lifecycle of the medicine. The main target audience for SmPCs are HCPs, and therefore
the format of this information should be considered to make it as accessible for HCPs as possi-
ble. The primary time for HCPs to access this information is during prescribing; therefore inte-
grating SmPCs into prescribing systems could increase the usefulness of this document.

The Norwegian Medicines Agency (NOMA) implemented this by converting the SmPCs into xml
format to allow integration into prescribing systems. Producing SmPCs/PILs in such a format
also allows easier searchability using tools like eMC (electronic Medicines Compendium), which
allows users to search by document ‘section’ and ‘drug name’ (12). Unfortunately NOMA found
this working process (converting from word to xml format) to be resource-intensive and it could
not be maintained.

13
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In order to make this information more accessible, it may be useful to start requesting initial
submissions of SmPCs in a structured data format that can easily be presented in different infor-
mation channels specifically tailored to the different needs and preferences of HCPs (and pa-
tients). NCAs could perform user testing (Section 4) to identify whether integration into prescrib-
ing systems could be a better way to present this type of information, or indeed whether present-
ing SmPCs on both their national website and through prescribing systems would optimise use-
fulness, taking into consideration the resources required. If SmPCs remain in pdf format, they
need to be indexed with a table of contents, with embedded links to document sections, in order
to be user-friendly.

The Patient Information Leaflet (PIL) is created based on the SmPC, primarily focuses on the safe
use of the medicine and is most often discussed with patients during medicinal prescription or
dispensing. The PIL is found in a hard copy format, as part of the medicinal packaging, which is
useful as a reference when starting new medication or for review of the section on adverse reac-
tions.

To access this information outside of a prescription context patients can use NCA websites,
where the format is primarily a pdf version of the hard copy leaflet. As with SmPCs, NOMA have
proposed having PILs in a different, more structured data format, labelling them as patient infor-
mation (PI), and not specifically presenting them as a leaflet. This could allow the inclusion of
links to other relevant sources of information, for example, safety information from RMPs. How-
ever, this would be dependent on user testing in MSs, and whether the PIL is already fit-for-
purpose, or whether there are other avenues besides the NCA website where patients might wish
to access this information, requiring a different format.

Regarding publication of SmPCs and PILs on NCA websites, all 25 MSs surveyed stated that
information on both are currently presented on their agency website and/or as links to the EMA
website (WP6 — Web-portals, Q9, Annex 7.1). Post-survey evaluation of NCA websites showed
that some NCAs present this information on their own website for nationally authorised medicines
(Figure 2 below), and provide links to this information on the EMA website for centralised medi-
cines. When linking to the EMA website, it is most efficient for NCAs to route users straight to
the medicine in question, whether this is a direct link to a pdf on the EMA website, or linking to
the medicines page on the EMA site and manually navigating to SmPCs/PILs from there. The
latter is less demanding on IT systems, as the link provided will always stay the same, even if
SmPCs/PILs for a medicine are themselves updated. Some NCAs route users to the EMA search
function and not directly to the medicines information on the EMA website, and some do not
include centrally authorised medicines in their databases at all. Collectively this is hindered by
the IT limitations of MSs and the EMA.

14
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A

Product listings were last updated on 1/05/2016 Order by: | Trade Name (a to z) ¥
Trade Name Licence Number & Holder Docum
ents .
Links to
MICTAI ® PAI077/061002 SPCPIL
AL Authorised 05111990 documents
= GlaxoSmithKline (Ireland) Limited
3 Compare
LAMICTAL ® PPAD4G5/092/005 SPCPIL
 Milligram Dispersable Tabiet :(‘“OMM";:S{;L‘S?:;U’
J Compare
Package leaflet: Information for the User
B . 4o C Lamictal 25 mg tablets
Summary of Product Characteristics Lamictal 30 mg tablets
Lamictal 100 mg tablets
1 NAME OF THE MEDICINAL PRODUCT Lamictal 200 mg tablets
Lamictal 50 mg tablets. lamotrigine
2 QUALITATIVE AND QUANTITATIVE COMPOSITION Read all of this leaflet carefully before you start taking this medicine because it contains important
information for you.
Each Lamictal 50 mg tablet contains 50 mg lamotrigine. - Keep this leaflet. You may need to read it again.
Excipient: Each tablet contains 46.9 mg lactose. - Ifyouhave any further questions, ask your doctor or pharmacist.
- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if
For the full list of excipients, see section 6.1 their signs of illness are the same as yours.
- If you get any of the side effects, talk to your doctor or pharmacist. This includes any possible side
3 PHARMACEUTICAL FORM effects not listed in this leaflet. See section 4
Tablet. What is in this leaflet
‘What Lamictal is and what it is used for
Pale, b i super-elliptical tablets of 7.4 mm marked “GSEE!” on one side and *50" on the What you need to know before you take Lamictal

How to take Lamictal

Possible side effects

How to store Lamictal

Contents of the pack and other information

other.

E IO N

Figure 2. Screenshot from the Health Products Regulatory Authority (HPRA, Ireland) webpage
showing links via embedded pdf documents (A) to the SmPC (B) and PIL (C) information for the
nationally authorised drug Lamictal. Health Products Regulatory Authority — find a medicine

As an example of a different approach, the UK has a stand-alone subpage dedicated to SmPCs
and PILs, and therefore does not require an initial search to access this type of medicines infor-
mation (Figure 3 below).
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Worldwide How government works Get involved
Policies Publications Consultations Statistics Announcements

& Drug and device alerts

Medicines & Healthcare ~DrugSafety Update

products Report a problem with a medicine or medical device
Regulatory Agency Blood regulation and safety

Marketing authorisations and licensing guidance
Patient information leaflets and summaries of product

P> Characteristics

Drug Analysis Prints (DAPs)

Public assessmentreports

Medical devices regulation and safety
Contact MHRA

B Medicines Information: SPC & PILs

Search SPC and PiLs
_ Every medicine pack includes a patient information leaflet (PIL), which provides information on using the *Yellowcard
medicine safely. PILs are based on the Summaries of Product Characteristics (SPCs) which are a
E";"t‘ product or active description of a medicinal product's properties and the conditions attached to its use
substance:
This information is arranged in an A-Z list by active substance. You can also use the search box on the left Repo
to find a medicine by generic name or brand name: rt a side

[Search| This is the most up-to-date information for a medicine according to its licence history. PILS can be effect wlth a
updated several times through the product’s lifecycle, so the PIL found with products when purchased or medicine or
dispensed could be different

medical device
2o MHRA holds data for medicines that are licensed at national level. Some medicines are licensed centrally
Help viewing PDFs: by the European Medicines Agency (EMA). For product information on these medicines, please consuit & — A
the European Medicines Agency (external link) gov.uk'y
» Help viewing PDF files
» Dowinload Acrobat Reader for Product information for cancelled marketing authorisations will stay on the website for a year after they are cancelled. Market authorisation
free holders have 6 months to exhaust stocks after they cancel their product so the PILs will still be available during this period, with an extra 6
» Adobe text conversion tools months for patients who still have the product in their cupboards

If you have any questions or comments on this list of product information, please contact our Customer Services Team

List of active substances

ABCDEFGHIJKLMNOPQRSTUVWXYZ09
Aa-Ad Ae-Ah Ai-Al Am-Ap Ag-Au Av-Az

Figure 3. Screenshot from the Medicines and Healthcare Products Regulatory Agency (MHRA,
UK) homepage showing the link to SmPCs and PILs (A), and the dedicated subpage for this
information (B). Medicines and Health Products Regulatory Agency — SmPCs and PILs

These examples from the MHRA and from the HPRA show two different ways of presenting
SmPCs and PILs on NCA websites. The first accesses SmPCs and PILs through the NCA drug
database, first searching for a medicine then opening links to the information of interest. The
latter has a separate section on the website dedicated to SmPCs and PILs only, where the med-
icine search is performed after users have decided on the information they wish to access. The
former method has the benefit of not requiring any pre-knowledge about the type of information
required by the user, with the latter assuming that HCPs know to access SmPCs for their infor-
mation, and patients to access PILs for theirs.
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Article 106 (c): Risk Management Plan summaries

Risk Management Plan (RMP) summaries are found in part VI of the RMP and are split into 2 main
sections: the first uses tables to summarise the safety concerns, risk minimisation and PhV measures
for a medicine; the second summarises this information in more lay-friendly terms. The PhV Directive
states that RMP summaries, not RMPs, should be published on NCA websites. However, the RMP
summary does not currently exist as a separate document in most MSs, which complicates the pub-
lication of this information due to IT limitations and because it can be resource-intensive.

There is not currently a template in place for creating national RMP summaries as separate doc-
uments, although the EMA already creates RMP summaries after centralised procedures are
complete, meaning that a standard is in place to allow consistency. The template used by the
EMA is planned to be updated based on pilot testing. Allocating resources to allow extraction of
the RMP summary from the RMP, or creating a new RMP summary based on the RMP, is a
consideration for NCAs.

An additional consideration is where best to publish RMP summaries. The primary target audi-
ence for these summaries would be HCPs and members of the public (MOPs), although industry
and researchers may access this information as a wider interest. Publishing RMP summaries
together with other medicines information (e.g. SmPCs, PILs, PARs) in a drug database appears
to be the most accessible way to access PhV information. Ideally this database is part of the NCA
website, however, some NCAs may choose to publish this information on external databases, if
user testing has identified this as the most useful method.

9 MSs stated that RMP summaries are currently presented on their website (either directly on the
website, or through links to an external site) (WP6 — Web-portals, Q9, Annex 7.1). Some present the
entire RMP (or links to the entire RMP), where the summary is a section within the RMP document.

Hungary (OGYEI) specifically request RMP summaries from Market Authorisation Holders
(MAHSs), providing instructions for submission on their website:

“Marketing authorization holders are reminded that a summary of the RMP will be published
on the national or the European medicines web-portal. This requirement also applies to
existing medicinal products with an RMP. After the RMP gained acceptance during the
evaluation procedure, applicants shall submit the Hungarian summary of the RMP. The time
of submission must be before the end of the evaluation procedure. As for already existing
RMPs authorized via the national or MR/DC procedures where Hungary acted as RMS,
MAHSs are requested to submit a Hungarian summary thereof to the Institute by 31 Decem-
ber 2012 at latest. Regarding procedures where Hungary acted as a CMS, the schedule of
submission and content of the summary shall be agreed upon by the RMS, and a Hungarian
summary should be submitted thereafter. As for the summary of the RMP for centrally au-
thorized medicinal products, the guidance of the EMA shall be followed.

The summary of the RMP will follow the new format and content as set out in the Commis-
sion Implementing Regulation and as detailed in the relevant GVP module.”

17



SCOPE Work Package 6
Good Practice Guide — Web-based Safety Information O SCOPE

(Shortened version)

The French National Agency for the Safety of Medicines and Health Products (ANSM) provides
RMP summaries through a separate section presenting life cycle information for products. ANSM
provides a list of nationally and centrally authorised medicines subject to RMPs, with the RMP
summary for each medicine available on the website (National Agency for Medicines and Health
Products Safety — Cervarix RMP).

The publication of RMP summaries is still very much under discussion across the EU. However,
NCAs could consider publishing this information either directly on their websites or through links
to national or central databases.

An overall consideration regarding the content required for compliance with the Directive should
decide whether all information is presented in a central location, i.e. through the NCA database
on medicinal products, alongside SmPCs, PILs, PARs etc. According to the Directive require-
ments (Article 106) the RMP summaries should be included in the NCAs’ websites, although the
EMA publishes the RMP summaries of centralised products. It would be easier for users if all of
the product information available is nationally located in the same place, and for centrally author-
ised medicinal products the NCA could use a link to the safety information on the EMA database.

Article 106 (d): Additional monitoring

Additional monitoring lists refer to medicines that are being monitored more closely by regulators,
and have a black triangle in their PIL and SmPC. This list presents medicines that contain a new
active substance not authorised pre-2011, all biological medicines authorised after January 2011,
medicines undergoing post-authorisation safety studies (PASS), and medicines given conditional
approval or authorised under specific circumstances.

For additional monitoring lists, 19 MSs have links to an external website and 13 MSs provide this
list on their NCA web-portal/website (WP6 — Web-portals, Q9, Annex 7.1). All 25 MSs present
this information in some form.

As a good example, France has a section on its website titled ‘Drug Surveillance’ that publishes
the list of medicines under additional monitoring in a table, describing whether the medicine is
marketed in France or not, the reason for it being on the list, and the MAH. Each medicine links
to the EMA to provide appropriate documentation.

Romania also have a clear section for additionally monitored medicines (Figure 4 below), pre-
senting an informative EMA video on what the black triangle means, as well as links to the EMA
list of black triangle medicines and links to associated GVP modules.
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Figure 4. Screenshot from the National Agency for Medicines and Medical Devices (ANM, Ro-

mania) webpage showing the subsection provided for additionally monitored medicines, as well
as the link to the EMA website and an educational video. National Agency for Medicines and

Medical Devices — Additional monitoring

Article 106 (e): Information on reporting ADRs

Increasing the information published about ADR reporting can both increase the number of re-
ports and increase the quality of reports. This information could cover how to populate an ADR
form, as well as inform reporters what happens once a report is submitted. There are various
different methods by which information can be presented; one of the most interactive is to pro-
duce a video. This could be a useful resource for giving an overview of what ADRs are and how
an ADR report can help improve public health. For example, the Irish Academy of Continuing
Medical Education (iaSME), has created a YouTube video summarising the process of occur-
rence and reporting of ADRs to the Health Products Regulatory Authority (HPRA) of Ireland (at
the time called the Irish Medicines Board (IMB), and highlights the outcomes when that ADR s,
and is not, reported (13). This type of video can be very useful in encouraging HCPs to report all
ADRs to their national agency, particularly if published on the NCA’s website, and overlaps with
the work being performed as part of SCOPE WP4 (ADR collection).
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In addition to this type of information, a step-by-step guide is also very useful when educating
reporters on how to populate reporting forms. Such presentation of information is discussed in
Section 2.2.2.

NCAs should not only make the material itself as understandable as possible, but also make
access to those materials as easy as possible with respect to navigating websites. A homepage
section highlighting ADR reporting would be an effective option, with educational information
presented once the user has routed to the ADR reporting subpage. It is important to consider the
audience, e.g. informing MOPs and HCPs about ADR reporting can be two very different things,
particularly if the NCA has separate reporting forms for each type of reporter.

All 25 of the surveyed MSs present this type of information on their websites, with 23 of these
presenting this information to industry, patients and to HCPs (WP6 — Web-portals, Q9, Annex
7.1). Having ADR reporting advice available through the NCA’s main webpage and through the
PhV-dedicated subpage may make reporting more accessible.

There are two main methods by which NCAs tailor reporting information for patients, HCPs and
industry. The first asks users to select their function on the website (i.e. report an ADR), and then
on following pages asks a user to identify themselves with a user group. From here, information
is tailored to that user group.

An example of this is taken from the Spanish Agency for Medicines and Medical Devices (AEMPS)
webpage, which directs from the homepage to ADR reporting forms and information (Figure 5A).
After clicking the homepage button for ADR reporting, the user is routed to an intermediary page
(Figure 5B) before routing to a page asking whether they are a HCP or a citizen, from which
information is tailored (Figure 6, page 22).
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Figure 5. (A) Screenshot from the Spanish Agency of Medicines and Medical Devices (AEMPS)
homepage highlighting the icon for reporting ADRs. Agency of Medicines and Medical Devices —
homepage (B) Intermediary website where users select their region, before going to a separate
page to identify their user type.
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Figure 6. Screenshot from the Spanish Agency of Medicines and Medical Devices (AEMPS)

webpage highlighting the information provided to HCPs for ADR reporting. Agency of Medicines
and Medical Devices — ADR reporting

The information presented by Spain is in an easy-to-follow Q&A format, with subheadings routing
users to more information on each topic and the full page downloadable as a pdf document.

The second method to allow information tailoring is for NCAs to ask users to first identify them-
selves at the homepage, and then for all the information that follows to be user-specific. An ex-
ample of this second method of directing users to ADR information is shown by the Malta Medi-
cines Authority in Figure 7, below. Here users are asked to identify themselves as patients, in-
dustry or HCPs before browsing begins.
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Figure 7. Screenshot from the Malta Medicines Authority webpage highlighting the ability to se-
lect user type. Medicines Authority — homepage

Regarding the content and presentation of ADR reporting information, the Norwegian Medicines
Agency (NOMA) is a good example of using a Q&A type format to break up the information,
particularly for patients. Importantly, NOMA provides infographics describing what happens once
a safety report is submitted by a patient (Figure 8 below). Details of user-specific safety infor-
mation are covered further in Section 3.
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What type of information should be given in the safety message?
Your message is anonymous, but you must nonetheless provide information about the
date of birth, initials, sex and county of residence. In addition, you will be asked to
describe your drug use, adverse event (s) and other relevant information. Very few
fields in the form must be filled in, but you increase the usefulness of your message by
filling in all relevant fields.

You should have the gaskets of your medicines in front of you when you fill out the
registration form.

What is done with the message?

Inquiry will be considered along with other messages in their efforts to make drug use
safer. If needed leaflet updated with new adverse information. Inquiry can also give us
new knowledge about how the side effects affect patients’ drug use and quality of life.

r 0 v
_ | 8 _
@ 9
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OPPDATERT
MELD SELV PANETT ANALYSE OG VURDERING INFORMASJON

You will not get personal feedback on your message, and NOMA will not be able to
contact you. If you later need to contact Medicines Agency in connection with your
message, you must refer to the message number in the receipt you receive in My
message box in Altinn by submission.

Can | save a copy of the message | have submitted?

A copy of your message are always stored in the My message box subfolder Filed in
Altinn. There is just you who have access to look at this copy.

Question?

Consult your doctor or pharmacist if you have questions about their own drug use.
NOMA can not comment on individual drug use.

General questions and feedback addressed to NOMA.

Figure 8. Screenshot from the Norwegian Medicines Agency (NOMA) webpage showing the in-
formation provided to patients on ADR reporting. Norwegian Medicines Agency — ADR infor-
mation for patients

2.2.2 Article 102(b): web-based patient reporting forms

Patient reporting of ADRs is important in monitoring the safety of marketed medicines, in addition
to spontaneous reporting by HCPs. Patient reporting can increase the speed with which a signal
is detected and should be considered as a complementary source for signal detection and not
an alternative to HCP reporting. Nevertheless, under-reporting is well documented throughout
Europe, and patient reporting helps to alleviate this.
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Regarding access to reporting forms, NCAs may have a separate website for reporting (e.g. the
Yellow Card website for UK reporting) or may have the reporting form integrated into their NCA
website (14). Patient reporting forms need to be highly accessible and intuitive to complete; drop-
down boxes and automatically populating fields are several methods that can be used to make
it easier for patients to provide accurate reports. Providing information in helping patients to pop-
ulate web-forms can also be useful. A good example of providing such information is demon-
strated by the Estonian State Agency of Medicines (Figure 9). Here Estonia describes the differ-
ent sections of the reporting form and provides helpful guidance on how to populate information.

Adverse reactions are 6 parts of the notification form.
1. Adverse notification of data Transmitter

We need your name and contact information so we can contact you if needed
additional information and feedback. Adverse Event a notification will be considered
to have been forwarded officially only if the communication is the correct name and
e-mail address.

2. The data on the drug user, who experienced side effects

You can report adverse drug reactions, if it has happened in your result, your child,
or anyone else (for example, the responsible person or guardian). Therefore, we
need information about the person who experienced an adverse reaction. Required
fields are as follows: the initials, sex, age. Adverse Drug information contained in
the patient's data will not be disclosed to third parties (except with the permission of
your doctor you if we need more information.) 3rd Data generated adverse reaction

(s)

Fill in as many fields as it enables the Agency of the side effects, and to better
assess the relationship between drug.

4. The details of the suspect product

Fill in as many fields as it enables the Agency of the side effects, and to better
assess the relationship between drug. Particularly important is the name of the drug
and the dose prescribed for you, as well as the use of the drug. Certain drugs (such
as vaccines and biological drugs) are also important to the batch number, which is
found on packaging

5. Data acquisition and doctor of medicine

Your doctor we needed additional information about your medical history (including
the results of research and analysis), which allows for better communication from
estimate and lets get medically approved a communication. Therefore, please fill out

tha Aastare nama and idantificatian af tha had:

Figure 9. Screenshot from the State Agency of Medicines (Ravimiamet, Estonia) displaying the
information provided to patients to aid in ADR reporting. State Agency of Medicines — ADR re-
porting information

Of the 25 surveyed, 23 MSs have an electronic system in place for patients to report ADRs
through their website, with 15 using downloadable forms that can be printed and sent to the NCA
(WP4 — Review of reporting forms, Q7). Also from this WP4 survey, 70% of NCAs design their
reporting forms in house, whilst 30% use professional web designers. Some of the recommen-
dations to come out of the survey highlighted the need to perform user testing studies for all
electronic reporting forms, not just patient forms.
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Looking at the structure of the reporting forms, Figure 10, below, highlights the progress func-
tionality provided by the Icelandic Medicines Agency (IMA) and the Malta Medicines Authority in
their patient web-form, allowing ADR reporters to track the advancement of their submission.

w — | EDEDETIET
Lyfjastofnun R
Icelandic Medicines Agency
@ Patient Initials
— ADRs - health workers
n notifier @ Contact Email *
Name (Optional)
Job ¥
@ Company

business

Phone
Email

If the address is filled in then the confirmation mail sent by the Agency when the notice has been received ® Gender

Male
Female

ines can contact

& Age

Figure 10. Screenshots of Icelandic Medicines Agency (A) and Malta Medicines Authority (B)
patient e-forms, highlighting the step-by-step description so that patients can measure their pro-
gress. (A) Icelandic Medicines Agency — ADR reporting web form (B) Medicines authority — ADR

reporting web form

Regarding the fields used in electronic reporting forms, mandatory fields used by NCAs include
patient and reporter demographics, the medicinal product(s) and adverse reaction details. Some
additional fields used included clinician details, medication errors and pregnancy information.
The validation of reporting fields is another aspect of electronic reporting. The HCP survey (WP6
— Healthcare professional survey: medicines safety communication and their effectiveness) col-
lected feedback from patients and consumers with respect to risk communication and safety
information, and explores this further.

SCOPE (WP4 — ADR collection) will be developing a generic form that MSs may utilise. The aim
is to initially develop the form in an E2B R2 format, with the functionality to develop it into an R3
format when required. Given that some NCAs do not yet have the background database to sup-
port electronic reporting, this will also be a consideration during the development of this core
reporting form, and NCAs may be able to utilise the Content Management System itself to extract
and compile the incoming data.
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2.2.3 Article 102(d): updating safety information

As per the EU Directive, information should be presented in a timely manner. Survey data showed
that there were significant variations in the frequency with which PhV information is updated
across European NCAs (WP6 - Web-portals, Q10, Annex 7.1). Some update key information, like
PILs, SmPCs and safety announcements, on a daily basis, others weekly or monthly.

From the survey conducted to HCPs (WP6 — Healthcare professional survey: medicines safety
communication and their effectiveness, Q19) information on how often they would like to receive
risk communications, and whether they would be open to receiving communications more than
once was collected. Therefore NCAs may consider publishing their data in line with the responses
of HCPs in their MS, and others continue to apply a prioritisation process, where audience testing
(Section 4) could help inform which safety information should be updated more regularly. On the
basis of importance, and not on user preferences, SmPCs, PlLs and safety announcements are
the most important communications to publish regularly, where updates are required. It should
be left to the NCA to assess their national preferences and identify how often PhV information
should be updated.

2.3 Additional considerations

2.3.1 Translating safety information

Although not part of the EU Directive, presenting national safety information in a common
language in addition to the MS’s national language(s) could facilitate European coordination,
particularly for industry users. Many of the NCA websites have an English-translated version that
users can display, and for those that do not, online translators work well enough to allow website
navigation.

However, for some NCAs, the English-translated webpage has a tailored structure, different to
that of the national website. Some agencies have direct links to PARs on their native site, but
lose this functionality for the English-translated site. This may be because the NCA site does not
publish centrally authorised medicines, and it is less likely that a non-national user would wish to
access PARs for a nationally licensed medicine. However, should the medicine be going through
a wider authorisation process, it may be beneficial for users to access English translations of
such documents. Whether documents are translated should be decided at a national level ac-
cording to user surveys and the usefulness of having English versions.

27



SCOPE Work Package 6
Good Practice Guide — Web-based Safety Information Q SCOPE

(Shortened version)

2.3.2 Risk communications

Although not mentioned in the EU Directive, some NCAs present direct healthcare professional
communications (DHPCs) on their website, and in some MSs, like Croatia, the national legislation
requires the publication of this communication. These can be helpful to healthcare and pharma-
ceutical industry professionals. For example, publishing these on the NCA website can act as a
‘back-up’ for HCPs in case they do not receive the DHPCs sent to them in the post, or as a
repository in case the HCPs would like to consult them further. Figure 11 below shows Belgium’s
Federal Agency page for DHPCs.

G human use veterinary Public Information

Home » HumanDrugs » Drugs » Drugs » Pharmacovigilance » DHPCs - Direct Healthcare Professional C

v pharmaceuticals DHPCs - Direct Healthcare Professional
v phermacsuticals Communications
» orphan drugs The Direct Healthcare Professional Communication (DHPCs) are letters sentto
healthcare professionals by pharmaceutical companies, to inform them of
» homeopathic medicines potential risks arising during use of some drugs as well as measures or
recommendations to limit these risks. The purpose of this communication is to
» Drugs Herbal better inform health professionals to enhance job security through the proper
use of medicines. Before dissemination, firms must submit their project DHPCs
» Health Products to the competent authorities for approval

Procedure how to send the DHPCs: link .
Medical devices and their

* accessories These DHPCs spacifically for physicians and pharmacists. DHPCs
nevertheless being accessible to the public, we ask patients who have
» human biological material questions after reading this information to their doctor or pharmacist

» Blood and blood products

Locabiotal (fusafungine) : withdrawal of specialties using fusafungine for
b particular products nasal and oromucosal use (21 April 2016)

Zydelig (idelalisib) : restrictions on the use of Zydelig for the treatment of
chronic lymphocytic leukemia (CLL) and lymphoma
follicular (LF) relapsed on the basis of new clinical trial results (March 23 2016)

» Raw materials

» specially controlled substances
SGLT2 inhibitors : update of recommendations on the risk of diabetic

» gray area ketoacidosis during treatment with SGLT2 inhibuteurs - Invokana
(CANAGLIFLOZIN) Vokanamet (CANAGLIFLOZIN / metformin), Forxiga
(dapaglifiozin) Xigduo (dapaglifiozin / metformin), Jardiance (empaglifiozine)
Synjardy (empaglifiozine / metformin) (March 2016)

Viekirax (ombitasvir / paritaprevir / ritonavir) : Viekirax, with or without Exviera
(dasabuvir) is not recommended in patients with hepatic impairment Child-
Pugh stage B (4 January 2016)

Figure 11. Screenshot of a list of DHPCs published on the French website of Belgium’s Federal
Agency for medicines and healthcare products (translated using Google translate). Federal
Agency for medicines and healthcare products — DHPCs
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As another example, the Spanish agency presents risk communications together with safety in-
formation for medicinal products through CIMA, their medicines information centre. Below, Fig-
ure 12A shows a database search for CELLCEPT, with Figure 12B highlighting some of the risk
information presented alongside the SmPC, PIL and EPAR for this medicinal product.

A

La AEMPS | Medicamentos de uso humano Medicamentos veterinarios Productos sanitarios Cosméticos e higiene | Industria

Presentation | Search Application | Clinic description search | Prescription nomenclator | Medicines registry | Glossary

Start = Human medicines

) AEMPS Medicines Online Information Center - CIMA

Search result. Criterios: CELLCEPT Su'mm|
Administrative Data for Medicine Information. For accesing different presentantions details, click on the medicine's name.

4 rows, d|spby|ngal[

CELLCEFT | /5 m 20UV PARA SUSPONSION ORAL - NR. MCOTENOLATO 0 Rocke Regtration mamss o oudole
CELLCEDT, 250 mg. CAPSULAS - N.R.: 56005001 AKCOFENOUATO OF  foch Meglatraton’ i ey Ot G800
CELLCEPT 500 mg, COMPRIWIDCS - N R : 96005007 AICOFENOLAI0 DE R OCIe REpkUaUOn BT vt L ote  SBCO
R e A TR DA 0 B e 1O o T2 suthorized  Ldtopiiate 1% Q@ @O

< rows, displaying all.

Export to: fcsy  Klexel lum

B

» AEMPS Medicines Online Information Center - CIMA

CELLCEPT 1 g/ 5 ml powder for suspension ORAL View full medicine data

Associated Informative Notes
Type Note # Reference Subject Date
Security Note 09/2015 MUH (FV) 09/2015 anc e BIR BOR of ANEQUS 10/23/2015
Security Note 19/2014 MUH (FV) 19/2014 Mwwm 12/12/2014

Information on risk prevention (security information materials)
Material for healthcare professionals Materials patients
NOTICE OF PREGNANCY QUESTIONNAIRE NOTICE OF PREGNANCY QUESTIONNAIRE

FORM FOR NOTIFICATION OF PREGNANCY ~ GUIDE FOR PATIENTS
GUIDE FOR HEALTH PROFESSIONALS

Retu|

Figure 12. Screenshots of a database search for CELLCEPT on the Spanish agency website.
The top image (A) shows the results of the search, with the SmPC, PIL and EPAR all available for
the medicinal product (CIMA database search); the second image (B) shows the additional infor-

mation (i) presented for this medicine.
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This chapter has summarised the key requirements of the new PhV Directive, and has tried to
present the current European perspective with regards to presenting safety information. Case
studies allow those NCAs with less-developed web systems to see how they might improve the
dissemination of the required documents in the most accessible way. However, this section also
discussed current difficulties in publishing certain types of documents, and highlights the ongo-
ing EU-wide discussions on how best to fulfil the requirements of the Directive.
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3 Presenting safety information

This section showcases a selection of NCA websites that use a variety of methods to present
their PhV information. Examples include basic structuring of information, user-specific tailoring
of language and content, and increasing accessibility of information. At the beginning of each
section, there are listed some ‘hints and tips’ that NCAs may wish to adopt to optimise their
presentation of safety information.

3.1 Language style

Hints and tips N/

e Using plain language that can be easily understood by anyone, and defining -Q'
technical terms (e.g. using ‘hover-over’ definitions) 4 = N

o Maximising impact by clearly stating any actions that need to be taken (or not taken) and
addressing the reader in the second person

All website content should be written in plain language so that it can be easily understood by
everyone. Using plain language means using short sentences and clear, simple words that most
people (including non-specialists) will understand. It means avoiding technical terms if possible
and, if unavoidable, making sure that they are defined on first mention or with ‘hover-over’ defi-
nitions (see below). The Plain English Campaign website is a useful source for guidance (Annex
7.2.3), with specific guidance on plain English in relation to medicine (15).

3.1.1 Communicating to persuade

When the purpose of a communication is to persuade someone to do (or not do) something,
ensure that the recommendations are stated clearly at the start (e.g. in a ‘key messages’ list).

It can be helpful to write information in the second person — e.g. ‘if you are taking this medicine
you should...’, instead of ‘patients taking this medicine should....’; or ‘do not prescribe this med-
icine to...’, instead of ‘health professionals should not prescribe this medicine to...’. Text written
in the second person can have more impact than text written in the third person, as it involves
the reader by addressing them directly.
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3.1.2 User-specific language

60% of MSs have separate sections on their websites targeting patients and HCPs (WP6 — Web-
portals, Q13, Annex 7.1). However, for those who do not have separate locations, some use
simpler or more complex language for targeted ADR reporting, and others use simpler language
universally, to increase patient understanding. Of the 10 MSs that do have separate sections for
HCPs and patients, the patient information is made simpler, clearer, less bulky and can include
Q&As. For HCPs, more complex language is used and more information is presented.

Language for patients and non-specialist audiences

When writing about medicines safety information, NCAs should consider how someone taking
that medicine might react, and how NCAs may want them to react. Is the information likely to
cause concern? Is there a risk that someone might stop taking their medicine after reading this
information? What actions do NCAs want (or not want) the reader to take as a result of reading
this information? It can be helpful to inform the reader of what the new information is, and what
they should do as a result, for example:

“...We have received 56 reports of this side effect in people taking medicine X to date. If
you take medicine X, there is no need to stop taking it. If you have any questions or con-
cemns, speak to your doctor or pharmacist during your next visit.”

When writing for patients, using the word ‘patients’ may not always be the best way forward, for
the following reasons:

e The information may be relevant to other people, besides patients (e.g. carers who buy med-
icines for others, HCPs looking for information to pass on to their patients, people who are
not taking the medicine but have an interest in it for other reasons)

¢ Not all patients may consider themselves patients (e.g. women taking contraceptive pills),
therefore they might not read information that’s labelled as ‘information for patients’

For example, instead of ‘information for patients’, consider writing ‘information for people who
take drug X’ or ‘what to do if you take drug X'.

Language for healthcare professionals and specialist audiences

When writing for specialist audiences (e.g. healthcare or pharmaceutical industry professionals),
using plain language is just as important as writing for non-specialist audiences. For example,
although not PhV-focused, research into the use of specialist language in legal documents found
that the more educated the person and the more specialist their knowledge, the greater their
preference for plain language (16). If this principle is applied, there may be no need to group
information based on user-type; instead all content should be made universally understandable.
However, the type of information presented could still differ in applicability for different user-
types. More on grouping is discussed in Section 3.2.
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Using certain techniques it is possible to allow the user to choose the complexity of the infor-
mation that they can access. This can be achieved by having keywords, with links to more spe-
cialist explanations, or more easily with ‘hover-over’ statements as discussed below. In this way,
a user can decide whether they want surface information or would like to go into more detailed
layers of content. This is supported in the survey performed with HCPs, exploring their prefer-
ences for risk communication across European MSs (WP6 - Healthcare professional survey:
medicines safety communication and their effectiveness).

3.1.3 ‘Hover-over’ definitions of technical terms and acronyms

Avoid using technical language and jargon if possible (see the note on plain language at the start
of this section). However, if a technical term is unavoidable, it can be helpful to code for a defini-
tion to appear when the reader hovers their cursor over or clicks on each mention of the word.
This can also be done for acronyms and abbreviations (Figure 13).

0 SCIENCE MEDICINES HEALTH Text size: [A[Al[A
Home Find medicine Veterinary regulatory Committees News & events Partners &n
P ——— » Home p Human regulatory » Pharmacovigilance » Pharmacovigilance legislation
G Pharmacovigilance legislation ]
Post-authorisation The new pharmacovigilance legislation, which came into effect in July 2012, was
the biggest change to the regulation of human medicines in the European Union
Product information (EU) since 1995. It had significant implications for applicants and holders of EU
marketing authori as well as for pati healthcare professionals and
Scientific advice and regulators.
protocol assistance
Background to the pharmacovigilance legislation |
:u[’wﬂ o sarhy The development of the pharmacovigilance leq  PRarmacovigilance I
adverse drug reactions (ADRs), ‘noxious an
g around 197,000 deaths per year in the EU. Science and activities relating to
flaptive pathusrs e i the detection, assessment, ‘
. Because of this, in 2005 the European Commi  nderstanding and prevention of
Scientific guidelines safety monitoring including sponsoring an indq  a3dverse effects or any other |
o consultation through 2006 and 2007. medicine-related problem. |
This process resulted in the adoption of new [
Supporting SMEs Parfiament and Council of Ministers in Decemb| :ornr:;g:?nmfo?gzgz?ﬁ essee Safety
the safety monitoring of medicines across the g ki
Paediatric medicine
» Directive 2010/84/EU
Geriatric medicine » Regulation (EU) No 1235/2010 %

Summaries of product characteristics (SmPC) and package leaflets (PL) are available for all medicines in the database

For every centrally authorised produg o Summary of Product Characteristics is formation® card.

a scientific information about the finished
medicinal product approved in the
marketing authorisation procedure for
healthcare professionals. It is used as a
source for preparation of package leaflet
for the end user and for labelling of the
product

Information on medicinal products in‘ereeeese e reresTeT————

The medicinal product database may
condition is not a certain medicine, b
ATC group or the same marketing aut
used as a search criteria, because cen

|l displayed in the Search engine. If your search
the same or similar name, same active substance,
& medicinal product name, active substance or ATC
[:ed by the search

Search results can be exported into 3

Figure 13. Screenshots from the European Medicines Agency website (A) and the Agency for
Medicinal Products and Medical Devices of Croatia (HALMED) website (B), showing examples of
‘hover-over’ definitions. (A) European Medicines Agency — PhV (B) Agency for Medicinal Products
and Medical Devices of Croatia — Medicines
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3.2 Grouping of information

Hints and tips N/
¢ Grouping information allows users to be directed to areas of interest -/Q\'

» NCAs use a variety of methods for grouping, including by audience, therapeutic
area and topic

» However, grouping can mean that NCAs are repeating information in different areas of their
website if applicable to multiple groups

14 NCAs group their information by topic or theme, with 1 MS grouping by therapeutic area or
medicinal class (WP6 — Web-portals, Q15, Annex 7.1). Some NCAs also provide subsections on
their homepage for ‘centralised’, ‘mutual recognition procedure (MRP) and decentralised proce-
dure (DCP)’ and ‘national procedures’ medicines, to assist users in searching for medicine-spe-
cific information. MSs must be careful not to make assumptions about the users’ levels of prior
knowledge; if themes or topics are not known, it should still be possible for users to access
information — for example, by using a search function. Discussed below are some examples of
information grouping, including the benefits and risks of different approaches.

3.2.1 Grouping by target audience

A common way to group information is by type of website user, also known as target audience.
Common target audiences of an NCA’s website are people who buy or take medicines, HCPs
and pharmaceutical industry professionals. An important aspect of communicating safety infor-
mation is identifying who your main target audiences are; this is discussed further in Section 4.
Figure 14, below, is an example of user-specific grouping by the Bulgarian Drug Agency and the
Icelandic Medicines Agency.

One of the pros of grouping by target audience is that users can quickly be directed to the areas
of the website relevant to them. However, there can be significant duplication of information on
NCA webpages if information is relevant to more than one user group. For example, information
on the safety of medicines sold over the counter may be relevant to both pharmacists and people
who buy those medicines. In addition, information that MSs think is relevant to a particular target
audience may be more relevant to a different target audience in practice.
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Figure 14. Screenshot from the Bulgarian Drug Agency (A) and the Icelandic Medicines Agency
(B) websites to show the segregation of information by audience on each homepage. (A) Bulgar-
ian Drug Agency — homepage (B) Icelandic Medicines Agency — homepage

3.2.2 Grouping by therapeutic area or medicinal class

The benefits of grouping by medicinal area is that if the user is looking for specific information on
only one therapeutic area, they are quickly and easily directed to it, instead of having to filter out
irrelevant search results, for example (Figure 15 below). However, not all website content will fit
into these categories: some may fit into more than one category, while other content may not fit
into any of these categories.
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aNsSiM ®

Agence nationale de sécurité du médicament
e( des produits de santé

Cliquez ici pour effectuer une recherche.... “

The ANSM learn decisions activities records Publications Services Report an Adverse Reaction
Health Products

Direct access to health producs
Vous souhaitez déclarer un
effet indésirable @ pharmaceuticals @ Additional therapeutic products
e 4/ &
@ Bloodderivatives Tissuesororgansofhumanor
animal origin
[ ansmaCTU .. Newsletter mensuelle ° Narcotic drugs and psychotropic @ Medicaldevices
@ vaccdnes @ diagnosticmedicaldevicesm
topicality L
@ therapeutic purposes cellular ci Cosmeticproducts
" " : . products y
05/11/2016 - Labelling on phthalates in a medical device o
05/10/2016 - Opinions and recommendations of the Committee for @ Genetherapy medicinal ° tattoo products
Orphan Medicinal Products (COMP) of the European Medicines Agency
(EMA) April 2016 - Information Point @ blood products e Otherproducts and substances
09/05/2016 - benfluorex (Mediator): balance sheet post-marketing -

Information Point

05/03/2016 - Pipettes and other delivery devices drinkable solutions:

Figure 15. Screenshot of the homepage of the French National Agency for the Safety of Medi-
cines and Health Products (ANSM) to show the grouping of content by therapeutic area. National
Agency for the Safety of Medicines and Health Products — homepage

3.2.3 Grouping by information topic or theme

Regarding grouping by topic or theme, information is not duplicated; users can find what they’re
looking for regardless of which target audience group they belong to. However, it’s not possible
to list every website page in these site maps, so it may not be obvious which section a particular
page is in. In these cases, the user may need to use a search box. Figure 16, below, shows
examples of grouping information by theme on the websites of the Finnish Medicines Agency,
the Hungarian National Institute of Pharmacy and the Danish Health and Medicines Authority.

Interestingly, each of the examples in Figure 16 group information using different techniques.
For example, in Figure 16A, clicking on one of the grouping options takes users to a separate
dedicated page on that topic; from this page users can select subgroups. In Figure 16B, the
subtopics under the four key groups are already displayed; users can then route straight to a
specific topic. In Figure 16C, once users click on one of the key groups, e.g. ‘Health and treat-
ment’, selectable subtopics appear.
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About us | Links | OETI| EMKI | Sightless version | RSS & | Magyar
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» EMA started to publish the outcomes NON-INTERVENTIONAL ADVERTISEMENT EXPIRY DATE EXTENSION
of PSUSA procedures from July 6, STUDIES CONTROL PO O ES
Development 2015. MAHs are requested to MANUFACTURERS' RN S
inuously menitor and imp LICENCES SHORTAGES
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fins = £ procedures. For further details
Marketing authorisations i ok e INDIVIDUAL MEDICINE
IMPORT
more
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Supervision

e

Biological and biosimilar

Veterinary Side effects from medicines >  Additional monitoring > medicinal products Safety updates >
ARETREET |
About us Direct Healthcare
Professional >
Communication Adverse events > Drug interaction > Pharmacovigilance Council »
Find medicines > Legislation > Publications >

Figure 16. Screenshots of the Finnish Medicines Agency (A), the Hungarian National Institute of
Pharmacy (OGYEI) (B) and the Danish Health and Medicines Authority (C) homepages, showing
grouping by theme. (A) Finnish Medicines Agency — homepage (B) National Institute of Pharmacy
and Nutrition — homepage (C) Danish Medicines Agency — homepage.

Although the benefits of grouping information have been discussed, it should be noted that care-
ful thought should be given in order to reduce introducing limitations to such navigation —i.e. vital
information should still be available to all users, it may just be best to present said information in
a different manner for different user types. This is most applicable to grouping by target audience.
Other forms of grouping can result in duplication of information on websites, which can introduce
issues when keeping documents up to date. Ultimately it will be for the NCA to decide whether
grouping is relevant in their MS, and which type of grouping would be most appropriate for their
target audience.

3.3 Search functions

Hints and tips N/

e Having search functionality is important, particularly for users who are not fa- -Q-
miliar with PhV information g

-

* An example is to have a medicinal products database, which holds all information for each
searchable product

e Using autofill can greatly increase the ease and speed with which users can find what they
are searching for
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From the survey on web-portals (Q24, Annex 7.1), 24 MSs have a search functionality built into
their website, with 11 MSs having automatic keyword indexing, and 10 MSs having manual in-
dexing capabilities.

3.3.1 Document databases

One way of presenting safety information is through a searchable documents database. This
allows the website user to enter a particular product/substance name, click ‘search’ and be pre-
sented with all the available documents relating to the medicinal product/substance (SmPCs,
PILs, PARs, etc.). An example of presenting all information for a medicinal product, including
both risk communications and general safety information, was highlighted in Section 2.3.2, which
showed pages from the Spanish website, CIMA.

Ideally, the document database should be able to retrieve results for both centrally authorised
and nationally authorised medicines. However, this is not currently always possible due to tech-
nical limitations on some sites. Figure 17 and Figure 18, below, present good examples of such
search functions.

A B

Search product Arthrotec 50 tabletten

{Dizla!ena: LUNTHSUTERNES el Details marketing authorisation
Advanced Availability: Uitsluitend recept
search A

Section 1 of the patient information leaflet: 1. WHAT Arthrotec AND WHAT IT IS USED Arthrotec helps to relieve the pain and swelling of rheumatoid
| arthritis (is of the joints) and itis (worn joints) and can be used to protect patients who are prone to irritation or ulceration of the
idal anti-i

Product name: | 'stomach or intestines. Arthrotec contains diclofenac and misoprostol. Diclofenac belongs to a group of ines called y drugs
(NSAIDs). Although NSAIDs relieve the pain, they can bring about a reduction in the amount of natural protective substances in the stomach lining, so-
: called prostaglandins. This means that NSAID's stomach disorders or gastric ulcers can cause. Arthrotec also contains misoprostol, a substance that is very
Adctive substance: | | similar to these prostaglandins and which can help to protect your stomach. You can find an extensiveness description of the efficacy and possible adverse
events of this medicine in the patient information leaflet and summary of the product characteristics.
Excipient: | |
Does not contain: .
Pharmaceutical | v l
form:
Route of | = l Patient information leaflet
Lagal status: I = . m Summary of the Product Characteristics (SmPC)
Active substance: DICLOFENAC SODIUM COMPOSITION Dang
Marketing I | ‘ DICLOFENAC
MISOPROSTOL
number: Excipients: CASTOR OIL, hydrated
cellulose, microcrystalline (€ 460)
EU number: EU / 1 [/ |:| / :’ ] == . copolymer of ethyl acrylate-methacrylic acid (1: 1)
crospovidone (1202)
Hypromellose (E 464)
ATC: I | . LACTOSE 1 WATER
magnesium stearate (E 470b)
cornstarch
Authorisation date: - . SODIUM (€ 524)
Povidone K 30 (E 1201)
SILICA (€ 551)
Marketing | | TALK (E 553 B)
thorisation holder: triethyl citrate (E 1505)
Pharmaceutical form: Coated tablet
Additional .
Monitoring:

Figure 17. Screenshot from the Dutch Medicines Evaluation Board showing the Medicines Data
Bank advanced search functions (A) and one of the search results for the search term ‘diclofenac’
(B). Medicines Evaluation Board — drug search
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B
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5 | ] form Gastro-resistant tablet
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Medicinal products with biue strip
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= Registration Number 29/ 473/93-C
) marketed *
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[ Selected medicinal preducts MA Holder Aliud Pharma GmbH, Laichingen
i) MA Holder country NEMECKO

[_) Foeds for spacial medical purposes

[} medicinal product within the scope of parallel import
() Medicinal product with foreign language batch C
) medicinal product under suspicion of doping

Registration number: [ ]

DICLOFENAC AL 25

POR TBL ENT 100X25MG

Braills:
# Approved - name of the medicinal product in Braille on the packaging was confirmed. Main
[# Exception.

[# Placing of the product name in Braille was not required. Exception is in order or the exception request have
not been dealt with yet.

Price and reimbursement  Availability  Foreign language batch  Contacts

SPC - Summary of product diclofanac-al-2 S -spc pdf

characteristics
NR - Registration decision
PIL - Package leaflet

MA Holder: () +pharma arzneimittel gmbh, Graz, RAKOUSKQ -
() 1 APpharma GmbH, Qberhaching, NEMECKO

[ 3M Deutschland GmbH, Neuss, NEMECKO

() 4 LIFE PHARMA CZ, s.r.0., Praha, CESKA REPUBLIKA

() A Menarini Industrie Farmaceutiche Riunite Sr1., Flore

() Abbett Arzneimittel GmbH, Hannover, NEMECKO -

diclofenac-al-25-pil

PAR - Public assessment
report

Text on the wrap diclofanac.al-25 -obal pof

» Braills d - name of the medicinal product in Braille on the packaging
« Less paramelers ‘was confirmed.

Figure 18. Screenshot from the Czech State Institute for Drug Control, showing the Medicines
Data Bank advanced search functions (A) and the ‘basic’ information (B) and available texts (C)
for one of the search results for the search term ‘diclofenac’. State Institute for Drug Control —

drug search

3.3.2 Autofill and other search functions

If technical resources allow, a ‘medicinal products dictionary’ can be added to a website’s
metadata to enable ‘autofill’ functions, so that, for example, when a user starts typing a drug
name into the search box, a list of all drugs starting with those letters appears automatically
(Figure 19 below). It can also be helpful to allow searching by parts of the product names to
account for misspelling.

39


http://www.sukl.eu/modules/medication/search.php

SCOPE Work Package 6
Good Practice Guide — Web-based Safety Information O SCOPE

(Shortened version)

Welcome to the Bank of AIFA Drugs Data

Select a section before making a search

Drug Search Search Active Ingredient Search Company

=TT

Search for Active Ingredient

In this section you can search for drugs active ingredient: inserting at least 2 letters, the system will provide the list of drugs whose name "begins with" the
letters entered. If the name is composed of several words, the search will consider all the words individually with the same rule.

After selecting the active ingredient, the system will display the list of drugs that contain the active ingredient and, clicking on drug related information,
the list of packages and texts of the Summary of Product Characteristics (SPC) and the Package Leaflet (F1) in pdf format.

Drug Search Search Active Ingredient Search Company
Parathyroid Hormone Paricalcitol
Paracetamol Paracetamol, Combinations With Psycholeptics
Paracetamol, Combinations Excl. Psycholeptics Liquid Paraffin

Parasympathomimetics

Figure 19. Screenshots from the Italian Medicines Agency showing the Drugs database (A).
Drugs can be searched for by entering at least two letters; the system will provide a list of drugs
with names beginning with the letters entered. If the name is composed of several words, the
search will consider all the words individually using the same rule. As an example, searching for
the letters ‘para’ retrieved 7 hits beginning with those letters (B). Italian Medicines Agency — drug

search

3.4 Layout of individual webpages

Hints and tips N/
¢ ‘Front-loading’ content by putting the most important words at the start allows -Q-
content to be read quickly and optimises search engine results g/

-

o Summarise the content and key messages at the top of the page

e Use subheadings in pages that contain a lot of text
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3.4.1 ‘Front-loading’

‘Front-loading’ means putting the most important words at the start of titles, subheadings, para-
graphs and sentences. It allows readers to quickly understand what the text is about and opti-
mises search engine results.

The way people read webpages is different to the way they read paper documents. They don’t
necessarily read top to bottom or even from word to word. Instead, they only read about 20 to
28% of a webpage (17). Eye-tracking studies show that people tend to read a webpage in an ‘F’
shape pattern (Figure 20) (18). They look across the top, then down the side, reading further
across when they find what they need. This means that putting the most important information
first (unlike this paragraph) is crucial.

Figure 20. ‘Heat maps’ from user eye-tracking studies of three websites (18). The areas where
users looked the most are coloured red; the yellow areas indicate fewer views, followed by the
blue areas, which were the least viewed.

Figure 21, below, gives an example of providing safety information using front-loading principles.
Here, the page starts with a bold title followed by a brief summary of the information to be dis-
cussed. Following this are a series of left-aligned headings and short paragraphs of decreasing
impact - i.e., the first paragraph identifies the key feature of the webpage, with subsequent par-
agraphs providing supporting information.
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for patients and consumers
Overview Iﬂﬂa News

Unbranded medicines

Sometimes, you will receive your medicine in a different box than you
are used to. This is called a "generic medicine”. These are medicines
with the same active substance of which there is more than one brand
available.

What is a generic medicine?

New medicines are being marketed all the time. After some time, manufacturers are allowed to
copy these original medicines. The copy contains the same active ingredient, which is the
ingredient that gives the medicine its effect. The medicine may look different: for example, it
may have a different shape or colour.

A generic medicine works just as well as the original.

Why am I receiving a generic medicine?

Are you taking a medicine for something? Then you take this product to ingest the active
ingredient. Your doctor usually prescribes this ingredient. You will then receive the medicine
that contains this ingredient from the pharmacy. This can be the original medicine, or a copy.
There is very little difference.

Sometimes, you will receive a different generic medicine on each occasion. This may have to
do with the reimbursement offered by your health insurance. The website Apotheek.nl
provides more information about =medicine prices and reimbursement. You can also ask your
doctor or pharmacist for advice.

Figure 21. Screenshot from the Netherlands Medicines Evaluation Board (MEB) website, demon-
strating the ranking of information by impact. Medicines Evaluation Board — unbranded medicines

3.4.2 Summary boxes

If a webpage contains a lot of text, it can be helpful to include a summary and/or key messages
at the top of the page. That way, the person reading the page can understand what it is about as
soon as they open it. It also means they will not miss important information if they don’t scroll to
the bottom of the page. Figure 22, below, taken from the Medicines and Healthcare Products
Regulatory Agency (MHRA, UK) website, shows the use of both a short summary and of high-
lighting key points.
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Drug Safety Update
Latanoprost (Xalatan): increased

reporting of eye irritation since

.
reformulation
From: Medicin: n hcare pri R Agen:
Published: 20 July 2015
Therapeutic area: Ophthalmology SU mlr:nary

Advise patients to tell their health professional if they experience severe eye irritation.

Further information When prescribing or dispensing the Xalatan brand of latanoprost:

* advise patients to tell their health professional if they experience
Key points — severe eye irritation
» review treatment if patients mention severe eye irritation

» please continue to report suspected side effects to latanoprost or any
other medicines on a Yellow Card &

Xalatan is an eye-drop formulation of latanoprost. It is licensed for the
reduction of intraocular pressure in adults and children with ocular
hypertension and open angle glaucoma.

Figure 22. Screenshot from the UK’s MHRA website showing a brief summary and list of key
points at the top of the page. Drug Safety Update — Latanoprost
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3.4.3 Subheadings

If a webpage contains a lot of text, breaking it up with subheadings can make it more digestible.
This helps the reader quickly skim-read the page to understand what it’s about and find the
information that is most relevant to them. It can also be helpful to include the subheadings in a

hyperlinked table of contents sidebar, so the reader can see all the subheadings as soon as they
land on the page and click on the subheading that is most relevant to them. Figure 23, below,
highlights an example of using such a table of contents sidebar.

Hyperlinked table
of contents bar

l

When a clinical trial
authorisation (CTA) is
needed

Contents

EudraCT number
Ethics committee

Clinical trial application
form

Clinical trial phases

Applications that need
expert advice

Documents to send
with your application

Assessment of your
submission

Change your
application before or
during assessment

Withdraw your request
before the final decision

Notification scheme

Fees

To apply, you must be the sponsor of the trial, or someone authorised by
them. If you are not established in the European Community then your legal
representative must make the application.

When a clinical trial authorisation (CTA) is needed

Use the MHRA'’s online algorithm Is it a clinical trial of a medicinal product?
(PDF, 25.2KB, 2 pages) to find out if your study needs MHRA
authorisation.

The algorithm is a set of questions that determine:

¢ whether the substance you’'re testing counts as a medicinal product
e whether your trial counts as a clinical trial within the scope of the
relevant EU directive

You can also read the clinical trial mock examples (PDF, 19.3KB, 4 pages)
to help you decide if your study needs a CTA.

If you are still unsure, email a copy of the protocol (the document
describing the objectives, design and methodology) to
clintrialhelpline@mhra.gsi.gov.uk, with ‘Scope - protocol review’ followed

by the study title (shortened)’ as the subject line.

Figure 23. Screenshot from the UK’s MHRA website showing subheadings listed in a hyperlinked
table of contents sidebar. Medicines and Healthcare Products Regulatory Agency — table of con-

tents
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Another way to make a webpage containing a lot of text more reader-friendly is to present it in

an ‘accordion’ style, by hiding the paragraphs under subheadings. The reader first sees only the
subheadings, and can then click on the subheadings they are interested in to ‘expand’ that sec-
tion and reveal the hidden text. This is shown in Figure 24, below.

other sites

Frequently Asked Questions and Answers

International cooperation

> Enquiry - tips

Overview
> Frequently Asked marketing
Questions and Answers Undanpéagulyf

) i Imports individuals
Tips - Complaints
classification of goods

Quality control and Drug delivery, drug storage, etc.
pharmacovigilance

Healthcare

performance measurements
Medicines

Laws and regulations

marketing
Jobs available

© 1. Can be sold drugs in Iceland when it has been authorized?
about Medicines
© 2. Medial registered agents (CP) - When giving out a special Icelandic Medicines

consent (when writing letters)?
<«——— EXxpandable
subheadings

@ 3. Evaluates Medicines product name prior to filing comes?

No, Medicines evaluates the product name in the application process.
(9/2/2015)

4. What leans Medicines in the evaluation of drug names?

© 5. Have Medicines issued guidance for drug names?

© 6. Makes Medicines Other requirements regarding the plight of the other European
countries?

Figure 24. Screenshot from the Icelandic Medicines Agency website showing expandable ac-
cordion-style subheadings. Icelandic Medicines Agency — frequently asked guestions
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This technique can also be used to present information in ‘onion layers’. This means presenting
a high-level overview of information at the start of the article and going into more detail towards
the end. This way, readers who only want brief information can choose how much detail they
want to read (Figure 25 below).

Rare disease
designations
. EMA confirms recommendations to minimise risk of brain
Medicines under infection PML with Tysabri
evaluation

T —— More frequent MRI scans should be considered for patients at higher risk

outside the EU The European Medidnes Agency (EMA) has completed its review of the known risk of
prograssive multifocal leukoencephalopathy (PML) with the multiple sclerosis medicine

¥ Referr.
ol Tysabri (natalizumab), and has confirmed initial recommendations?® aimed at minimising
Article 5(3) opinions this risk.
Combined hormonal PML is a rare brain infection caused by John Cunningham (JC) virus. This virus is very
contraceptives common in the general population and is normally harmless; however, it can lzad to PML
L in persons whose immune system is weakened. The most common symptoms of PML are
Peﬂodltlsafetv update prograssive weakness, speech and communication difficulties, vision changes, and
report single sometimes changes in mood or behaviour. PML is a very serious condition that may
assessments result in severe disability or death.
Shortages catalogue Recent studies suggest that 2arly detection and treatment of PML when the disease is

. asymptomatic (is still in the initial stages and shows no symptoms) may improve
Racommandations on patients outcomes. Asymptomatic cases of PML can be detected on MRI scans, and
medication errors experts in the field of MRI and multiple sclerosis agree that simgplified MRI protecols

(which allow for shorter procedures, and also limit the burden for patients undergoing
Veterinary medicines the scans) permit the identification of PML lesions. All patients taking Tysabri should
undergo full MRI scans at least once 3 year, but on the basis of the new data EMA now
recommends that for patients at higher risk of PML more frequent MRI scans (e.g. every
3 to 6 months) performed using simplified protocols should be considered. If lesions
suggestive of PML are discovered, the MRI protocol should be extended to include
‘contrast-enhanced T1-weighted MRI', and testing the spinal fluid for the presence of JC
virus should be considered.

Herbal medicines for
human use

New data from large clinical studies also suggest that, in patients who have not baen
treated with immunosuppressants (medicines that reduce the activity of the immune
system) before starting Tysabri, the Hood level of antibodies against JC virus ("antibody
index’) relates to the level of risk for PML. In light of the new evidence, patients are
considerad at higher risk of developing PML if they:

» have tested positive for JC virus, and
» have been treated with Tysabri for more than 2 years, and

» either have used an immunosuppressant before starting Tysabri, or have not used
immunosuppressants and have a high JC virus antibody index.

In these patients, treatment with Tysabri should only be continued if benefits outweigh
the risks.

If PML is suspected at any time, treatment with Tysabri must be stopped until PML has
been excluded.

EMA’s recommendations are based on an initial review by its Pharmacovigilance Risk

Assessment Committee (PRAC). The PRAC recommendations were sent to the

Committee for Medicinal Products for Human Use (CHMP), which has now confirmed
them and issued its final opinion. The CHMP’s opinion will now be sent te the European

Commission for a legally-binding decision valid throughout the EU.

1pRAC recommendations issued on 11 February 2016.
» Expand all items in this list

O n io n Ia e rS I B Information for patients

y » Progressive multifocal leukoencephalopathy (PML, a serious brain infection) is
known to be an uncommon risk with the multiple sderosis medicine Tysabri. New
recommendations have been issued which may help early detection of PML and
improve patients’ outcomes.
Your risk of PML depends on several factors, such as whether you have antibodies
against JC virus in your blood (a sign that you have been exposed to the virus
that causes PML) and what their level is, how long you have been treated with
Tysabri, and whether or not you were treated with medicines that suppress your
immune system before starting Tysabri. Considering these factors, your doctor

sesill b mbhla ba adidan coans abaceb o dals aé davalanin ~ DAL

v

Figure 25. Screenshot from the European Medicines Agency (EMA) website showing information
presented in ‘onion layers’ of detail. European Medicines Agency — Tysabri
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3.5 Information format

Hints and tips N/

* News updates are a good way to navigate users to the most recent safety in- -Q'
formation i = N

¢ More active forms of communication, like safety bulletins, can prompt HCPs into taking action

e Using visual and interactive tools can help convey important information

Providing information in a variety of formats is vital in optimising the accessibility of safety infor-
mation. For example, the WP6 report for patients and consumers highlighted the importance of
presenting information in a video format, particularly for complex concepts. Information that will
be useful to reference in the future may be best presented in a downloadable format and infor-
mation directed at patients may often be most easily understood when presented in a Q&A for-
mat. Below are some examples of presenting communication in the most accessible way.

3.5.1 News updates

All surveyed NCAs present news articles on their webpages (WP6 — Web-portals, Annex 7.1).
Some NCAs present this information in ways that make the communication more accessible to
users.

Both the Latvian State Agency of Medicines and the Norwegian Medicines Agency use icons in
their news feeds. Latvia highlights news items that require action from users with an information
icon and Norway highlights a ‘News about drugs’ monthly edition, which is published under the
general news section (Figure 26).
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A

News
& print

April 29, 2016

Changes in office hours of the State Agency of Medicines

Please be informed that on 3 May 2016 the State Agency of Medicines (SAM) is open from 8:30 till
15:00. SAM Customer Service Center is open from 9:00 till 12:30.

e Thursday, 4 May - closed.

April 19, 2016

Medicinal product turnover in Latvia was 336 million euros in 2015

The total turnover of medicinal products in Latvia has constantly increased
over the last couple of years. Since 2011 the annual turnover has been close
to 300 million euros (including VAT) reaching 336 million eurcs in 2015
which consisted of the turnover of authorised medicinal products worth 332
million euros and turnover of unauthorised medicinal products worth four
million euros. Those are the basic conclusions of the experts of the State
Agency of Medicines upon processing the statistical data on consumption of
e medicines in 201S. Total turnover of madicines in Latvia
The turnover for Latvian millons EUR (including VAT)
medicines manufacturers in the %

local market has increased by ‘/t{ m mn
approximately four million euros I I I
2012 013 o4

=1

ALY PATHEINA STATISTIRA

paracetamol, acetylsalicylic acid and caffeine.
Read more

2011 ans

April 8, 2016

More convenient way to receive State Agency of Medicines services

4
since 2011 reaching 16 million
€uros in 2015 and making up
4.7% of the total amount of
medicines sold in Latvia. Meldonium containing medicines
have had the highest sales figures in euros among Latvian
medicines manufacturers, but the highest number of
packages sold were for medicines manufactured in Latvia

In order to ensure a faster and more qualitative circulation of electronic correspondence and
payment documents, the State Agency of Medicines kindly asks its clients to submit
confirmation regarding the ability to receive electronic documents (with a secure electronic
signature) and payment documents (electronically prepared invoices that are valid without a
signature or stamp; Comparison acts of reciprocal payments).

o

containing the following combination of active substances:
Read more

B

Norwegian Medicines As > News B »
News
View news list

11. mai 2016 - News about the mangler, avregisireringer og quaitty faiure

Brief lack of Entocort tablets to rektalvaske

It has again arisen a momentary lack of Entocort tablets to rektalvaeske suspension 2
mg /100 ml “TILLOTTS Pharma" in Norway. Lack situation is expected to last until mid-
June 2016.

09 May. 2016 - News about the side eflects and safety
Hepatitis B virus status should be determined before treatment with
lidomid (¥ | id) initiated

09. mai. 2016 - News about the mangler, avregistreringer og qualty falure
Lack of muscle relaxants

There is currently a lack of peripheral muscle relaxants in Europe. The reason is
production problems for Nimbex and “GSK"and i of
“Organon”in Norway. Lack situation is expected to last until the beginning of July 2016

06 May. 2016 - Other news from NOMA

Investigating Indian firm of serious cheating

European Medicines Agency (EMA) is investigating now Semler Research Centre
Private Ltd. in India. FDA (US regulatory authorities) and WHO (World Health
Organization) has found serious errors in the handling of blood samples in

bioequivalence studies
Nytt om l

legemidl

e

03 May. 2016 - News about drugs (NYL)
News about drugs no. 8, May 3
Adverse Report for 2015 - what can we leam?

Figure 26. Screenshots of the State Agency of Medicines of the Republic of Latvia (A) and the
Norwegian Medicines Agency (B) news pages, highlighting the use of icons in highlighting news
types. (A) State Agency of Medicines of the Republic of Latvia — news (B) Norwegian Medicines

Agency — news
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On the Greek National Organisation for Medicines homepage, announcements are focused and
found in the central part of the webpage, split into subsections for different themes: agency in-
formation, announcements and press releases for human products, PhV, cosmetics, laws, med-
ical devices and contests. This format is highlighted in Figure 27 below.

=7 Information of Organization 1 Product press releases human use
date

Name Description . Name Lesciites Posted

5x5 Extreme, Swasti-100, The EMEA announced that 5x5 Extreme products and Swast-100
(Telenim. 05.11.2016) New New Circular fo h: tical sal i i
sales reporting system for mf:u"::::;e l;-:‘::a?m::z:;:; E:'::a:s;:po DL BESE 05112016 LiDa, Lose Weight Coffee,  containing pharmacologically active substances similar to 06.30.2015
medicinal products for human T 1157 am Perfect Slim USA and Slim-  sildenafil, without a display in 2453
use hing

The EMEA that, to from the
the President of the EMA press  EOF invites you to the press conference organized in the #
10052016
confersnce on “The courss of framework of the Worid Day for Clinical Studies on .. SAEPM Dangerous GEMAF product competent UK authorities identified sites through which g::gzms
Clinical Trials in Greece™ ) trafficked ... :
Re-pricing of pharmaceuticals  05.05.2016 Today is published on the EMEA website the = =
in May 2016 (Public indicative curriculum for consultation on the draft of the 05/05/2016 According to recent information from the Spanish competent
Consultation) Indicative bulletin 6:42 PM Ilicit trafficking of drugs in authorities (AEMPS), found in Spain illegal drugs trafficking 12/0172014
Curriculum Spain fing, in .. 150PM
Following. Nos. No. C5 (a) /, household. 28 408 (Official

Re-pricing of pharmaceuticals
il Gazetie B 1102 /04.19 2016) Ministerial Decision and 281042016 The EMEA that, ng to of the
Consatation) following the suspension from 02.01.2016 to repricing 335PM competent authorities of France, the MIXAFLEX product 250 10212014

L contains the i 1M24am

In Agency / Consulting / Integrated module, the technical -
completion Consultation Znsuﬁcauons of the Consuitation have been transferred to 2; g; :D":B
w The EMEA announced that, according to information of the
22 tabs 10mg competent authorities of France, the ZZZ product tabs 10mg / 10212014
Displaying 1-5 of 306 results. femsperpage 5 v  Page 1 v 62 I4First {Previous Next b | Lasthl tab an Zolpidem, no .. 11:18am.

‘Showing 1-5 of 68 results. { First  { Previous | Next b i ]
) Information for health professionals 2 Rems pos paoe v PageEERTI14 B o

date 1 Pharmacovigilance products for human use
Name Description

Posted
Data Form A applications (Monthly March 2016) 20042016 date
scientific events  To download the press file P Name Description Posted
The EMA completes its review of inhaled corticosteroids for
gmmmummmuﬂ EXPORTS AND ENDOKOINOTIKIS . e Inhaled corticosteroids - Expert chronic obstructive pulmonary disease The review did not 10/052016
BP 33747
OF PHARMACEUTICAL PRODUCTS INCLUDED ... 426PM Onlon. £} A ol
Data type B applications’ (Monthly March 2016) 1310412016 The EMA review immediately acting antiviral for hepatitis C
scientific events 121 PM For the full text of the announcement click
To download the file press Immediately acting Antiviral - 042222016
Review by the EMA (updal 9:55am
Contact the Office T OF the proper functioning of the Office of Scientfic Events, the agency will = ! L e
of Scientific accept public: Monday, Wednesday and Thursday 12.00 -14.00 hours. 13/0422016
313PM
Events The .. The evaluation is carried out after data on amputations
Manufacture of pharmaceuticals without authorization solely to cover Canagiifiozin - Rating EMA Soerm:a Sdy ) ey fur e 1) 31/1223/:!‘316
ARRLeE hospital and clinical needs. 131042016
1:58 PM
For The CMDh approve the withdrawal of marketing
Fousafoungini- The CMDh
approve the of for products inhaled 19/0422016
» sprays) that 426 PM

Displaying 1-5 of 256 results. tems perpage 5 v Page 1 v 52 [4First {Previous Nextp Lasth]

Figure 27. Screenshots of the National Organisation for Medicines (Greece) news feed headings,
covering agency information, human medicines and medical devices. National Organization for

Medicines — homepage

3.5.2 Safety bulletins

Newsletters or bulletins can be an effective way of providing HCPs with a regular summary of
medicinal products safety news. They can be hardcopy or electronic. If electronic, they can be
published on the NCA website, and an email alert can be sent when new articles are published
to those who have subscribed to receive the alerts.
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Some examples of bulletins:

e The UK’s Medicines and Healthcare products Regulatory Agency (MHRA) publishes Drug
Safety Update, a monthly e-bulletin, on their website to promote the safer use of medicines
by HCPs. An email alert is sent to over 330,000 subscribers when each issue is published.

e lreland’s Health Products Regulatory Authority (HPRA) publishes several newsletters, includ-
ing a monthly Drug Safety Newsletter, in pdf format.

e The Italian Medicines Agency (AIFA) publishes their newsletter ‘Pillole dal Mondo’ (‘Pills from
the [regulatory] world’). This covers regulatory news issued by AIFA and other agencies (EMA,
US Food and Drug Administration (FDA), Therapeutic Goods Association (TGA), Health Can-
ada). It also summarises new evidence emerging from prominent scientific journals about
medicines marketed in Italy. The newsletter is sent every day at 6pm to a mailing list of ap-
proximately 180,000 registered users.

e The Norwegian Medicines Agency (NOMA) has their own page in the Journal of the Norwe-
gian Medical Association. The journal has a circulation of approximately 30,000. NOMA'’s
‘News About Medicines’ is published fortnightly in pdf format on their website. The infor-
mation is primarily targeted towards GPs, but also covers issues of interest for doctors in
specialist practices. It is also read by industry and HCPs in pharmacies. Key topics include
discussions of new medicines, new side effects and new reimbursement decisions.

3.5.3 Question & Answer

Discussed above in Section 2 was an example from the Norwegian (NOMA) agency webpage,
which provided ADR reporting information for patients in the form of a Q&A (Figure 8). Q&A sec-
tions are a great way to encourage website visitors to start asking logical questions when learning
new regulatory principles, with case-answers providing a good base for users to reference for
specific queries. For those users that have pre-prepared questions in mind, if these are ad-
dressed on the website this can increase the confidence that users have in the source of infor-
mation. Logistically, creating a Q&A section can be quickly done, and can have a big impact.

3.5.4 Icons

Below is an example taken from the Agency for Medicinal Products and Medical Devices of Cro-
atia (HALMED) homepage, which shows icons directing users through external links to projects
for which the agency is involved, e.g. SCOPE and WEB-RADR (Figure 28 below) (8). These links
take users to the respective dedicated project pages.
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. HECK... 7
Published recommendations for changes in the application The Agency for Medicinal Products and CHECK D
documentation on the basis of an evaluation of safety signals from the Medical Devices (HALMED) organized a > series of vaccines and medicines
session PRAC from April 2016 ORE-CRY CXNRICE ) made from human blood / plasma

“Pharmacovigilance new generation” to . d

be held on May 18th 2016 in Zagreb, at circulation

the DoubleTree by Hilton Zagreb. The > termination of market supply and
more conference will present the mobile arua sho s

application for reporting side effects and g orlage

will held a round table ‘Go and report”

on how to report side effects to which
Notice of unavailability of telephone numbers HALMED the active participation of LOOK: ~»

representatives of institutions with

which HALMED cooperate in the field of > laws and regulations
more pharmacovigilance. > fi

> Web application offers
more
y > codebook drugs HALMED
Latest CMDh - April 2016
> information - contact us

8th Croatian Congress of > information about the SEP

metg Pharmacology with International

Participation

The split will be 15 to 18 September
World Asthma Day - May 3, 2016 201:phelu the Sth Croatian Cpongress of
Pharmacology with international
participation, organized by Croatian
more Pharmacological Society, Faculty of
Medicine, University of Split and the Newsletter >
Agency for Medicinal Products and
Medical Devices (HALMED)

hastily INFORMATION >

News from the CHMP - April 2016.

more
SCRIPTORIUM Ei
more > important information
Lecture '_QP statements” wirhin Keversia 4, 23greb ing :
the Section of pharmaceutical $:00 to 15:30

Completed score of inhaled corticosteroids in the treatment of chronic regulations HFD

1 d Please to receive more items please
obstructive pulmonary disease

Within the Section of pharmaceutical log on 0174884 162, 01/4884 165,
regulations Croatian Pharmaceutical 01/4884 106
Society (HFD), Natasa Zoric, graduate

more ing. Biotech., from the Agency for

Medicinal Products and Medical Devices
(HALMED), will give a lecture on 'QP

declaration’ /
She began rating related to tests conducted on trial site Semler Research WEB'RADR

Centre Private Ltd., Bangalore, India oo

maore Lecture “Biosimilars” within the SCOPE
Section of hospital pharmacy

services HFD

Figure 28. Screenshot from the Agency for Medicinal Products and Medical Devices of Croatia
(HALMED) website, showing icon links to projects that the agency is partnered in. Agency for
Medicinal Products and Medical Devices of Croatia — homepage

3.5.5 Videos and images

Discussed above, in Section 2, was an example provided by Romania of an EMA educational
video regarding black triangle medicines (Figure 4). Using visual aids can be effective in all areas
of education, as this is often more memorable than information presented in text, and therefore
may be retained for longer. It is also easier to explain a complex subject to someone if speech,
body language and/or clear colourful images are used. Although useful, videos should be kept
as short as possible, and images kept as simple as possible, in order to be applicable to the
widest possible audience.
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Unlike using a Q&A format, or using links, the creation of a more interactive platform is far more
time-consuming, resource-intensive and costly for NCAs. Identifying the awareness that users
have for material would be a good way to identify whether investment in a video is worth the
resources or not. As part of SCOPE (WP4 — ADR collection), a video will be developed to assist
ADR reporting and raise awareness of regulatory activity. This video could be adapted by any
interested European NCA, as appropriate.

A good compromise is to create an infographic. NOMA provide a good example of a useful info-
graphic describing what happens to a safety message once submitted (Figure 29 below). In this
example, the infographic highlights sending the report, followed by analysis and assessment,
and finally updating of medicines information. This is a useful way of simplifying and presenting
the process of patient/carer reporting.

What is done with the message?

Inquiry will be considered along with other messages in their efforts to make drug use
safer. If needed leaflet updated with new adverse information. Inquiry can also give us
new knowledge about how the side effects affect patients’ drug use and quality of life.

OPPDATERT
MELD SELV PANETT ANALYSE OG VURDERING INFORMASJON

Figure 29. Screenshot from the Norwegian Medicines Agency (NOMA) webpage showing the
information provided to patients on ADR reporting. Norwegian Medicines Agency — ADR
information for patients

This chapter has highlighted some interesting aspects of the ways in which NCA websites pre-
sent their safety communications. This includes both the physical look and feel of the website
and its content, as well as possible back-end additions, like autofill capabilities using drug dic-
tionaries. The case studies presented can be used by NCAs to identify areas of most importance,
and to adopt the presented methods as appropriate.
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