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1. Preface 

1.1 Purpose of the document 
This document is intended to provide practical guidance on selected aspects of risk communi-

cation. We refer to it as “Proposals for improvement” as it is not intended to be didactic or to 

represent “best practice”, but instead to give positive reflections and advice based on national 

competent authorities, healthcare professionals and citizens’ experience, which could be con-

sidered for implementation by Member States. This document is not a replacement of Good 

Pharmacovigilance Practice (GVP) modules, but can provide a useful framework that could be 

adapted to local contexts and can be scaled up or down, depending on current situations. 

1.2 Definitions and abbreviations 

Terminology Description 

DHPC Direct Healthcare Professional Communication 

EMA European Medicines Agency 

EU NTC  EU Network Training Centre 

FDA Food and Drug Administration 

GP General Practitioner 

GVP Good Pharmacovigilance Practice 

HCP Healthcare Professional 

HMA Heads of Medicines Agencies 

MS Member State 

NCA National Competent Authority 

PRAC Pharmacovigilance Risk Assessment Committee 

SCOPE Strengthening Collaboration for Operating Pharmacovigilance in Europe 

SmPC Summary of Product Characteristics 

SOP Standard Operating Procedure 

WHO World Health Organization 
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2. Introduction 

Communicating safety information to patients and healthcare professionals (HCPs) is essential 

for achieving the objectives of pharmacovigilance in terms of promoting the rational, safe and 

effective use of medicines, preventing harm from adverse reactions and contributing to the pro-

tection of patients and public health. 

The most recent legislation on pharmacovigilance (1) states, in Directive 2010/84/EU amending 

Directive 2001/83/EC, the requirements for National Competent Authorities (NCAs): 

Article 102: The MSs shall ensure that the public is given important information on phar-
macovigilance concerns relating to the use of a medicinal product in a timely manner 

through publication on the web-site and through other means of publicly available infor-
mation as necessary. 

Article 106a: Under the coordination of the Agency, the Member States shall make all rea-

sonable efforts to agree on a common message in relation to the safety of the medicinal 
product concerned and the timetables for their distribution. 

As a result of the 2010 pharmacovigilance legislation, member states (MSs) have put in place 

different strategies to fulfill requirements, taking into account the Good Pharmacovigilance Prac-

tices (GVPs) modules, which provide clear advice on how to communicate and coordinate safety 

information in the EU regulatory network. 

To optimise current risk communication methods and to improve the implementation of any nec-

essary actions in clinical practice, it is important to have good insight into how MSs are currently 

performing such communications, and to explore how these activities are perceived, assessing 

the preferences of HCPs, patients and consumers. Comparing such information could help in the 

identification of good practices. 

2.1 Methodology and grounds for recommendations 
The sources of data taken into consideration as a basis for this document are: 

 Information on risk communications practice in the EU network collected through a survey to 

NCAs (26 EU MS) to understand the communication channels and tools in place 

 A survey to selected HCPs (mainly general practitioners, cardiologists, and pharmacists) of 9 

MSs (Spain (ES), Sweden (SE), Ireland (IE), Netherlands (NL), Italy (IT), Croatia (HR), Denmark 

(DK), UK, Norway (NO) to investigate the knowledge, attitudes and preferences of target au-

diences towards different communication tools and channels. 

Collating the information from the two surveys helped to identify areas of success and effective 

methods, which could provide useful ideas for other countries. 
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The data collected has been complemented with information gathered from consultations with 

patient and consumer organisations. The latter was obtained through the EUPATI European Pro-

ject (European Patients’ Academy on Therapeutic Innovation) and BEUC (the European Con-

sumer Organisation), which became interested in the project and allowed information to be col-

lected through national advocates. 

Finally, relevant literature was reviewed and used together with selected free-text answers and 

examples presented from individual NCAs or from HCPs who responded to the surveys. Sug-

gestions have been extrapolated for this guidance, highlighting success factors or potential ideas 

for improvement. For details on the survey results, please see the individual reports. 
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3. Risk communication strategies in NCAs and 
suggestions for improvement 

Following the implementation of the new pharmacovigilance legislation, MSs have put in place 

different strategies to fulfill legislative requirements. Good Pharmacovigilance Practice (GVP) 

module XV provides guidance on how to communicate and coordinate safety information in the 

EU regulatory network; however, general guidelines have been adapted, over time, to different 

situations and local contexts. The experiences of NCAs and the assessment of the impact on 

their target audiences allows WP6 to highlight useful areas of operational good practice. The 

following chapters deal with key recommendations, from planning the communication strategies 

to methods for communication (DHPC, NCA communications, educational materials), dissemi-

nation and impact evaluation. 

3.1 Processes and Procedures 
Clear roles, processes and procedures covering any aspect of risk communication should be in 

place to allow efficient communication. Ideally, a multidisciplinary approach involving NCA staff 

with different expertise and different responsibilities, as well as, where relevant, other interested 

parties and experts outside the NCAs, is followed for preparation of information on risk 

communication. 

3.1.1 Operating risk communication 

Safety communications originate either at a national level or come from the recommendations or 

opinions of EMA scientific committees. However, the final decision to disseminate a safety com-

munication is the responsibility of the individual NCAs and reflects the relevance of the issue for 

their MS (e.g. usage of the medicine, public health impact, authorisation status, knowledge about 

target groups and channel preferences). 

According to the results from the NCAs survey, the majority of MSs have a quality system in 

place for handling safety communications, covering, to a varying degree, aspects such as: plan-

ning, review of the materials (e.g. structure, content, language, grammar, figures, statistics), ap-

proval of the materials (e.g. sign-off) and distribution of the safety communication to the different 

targets (WP6 Survey Report – Audit of National Methods of Communications, Q8 and 9, Annex 

5.1). 

NCA quality systems cover not only aspects related to the management and development of 

safety communications, but also a wider range of related topics, such as answering external 

queries, handling communications related to DHPCs and systems for alerting HCPs on new 

safety information linked to a relevant medicinal product in the electronic prescription system. 
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In more complex cases, assigning a contact point/assessor team responsible for ensuring coor-

dination is recommended; their tasks may cover arranging meetings, drafting a communication 

plan, contacting relevant colleagues and stakeholders and ensuring that participants are notified 

of changes to the plan or unexpected delays. 

An essential part of the communication process is engaging those interested and affected by the 

risks (3). Scientific literature notes that effective communication is a two-way process, and should 

enable the active participation of all interested parties at each stage, applied here to increase 

efficiency and trust in regulators (2, 3). A specific question in the survey to NCAs (WP6 Survey 

Report – Audit of National Methods of Communications, Q28 and 29, Annex 5.1) was aimed at 

collecting information on the involvement of stakeholder groups in safety issues of particular 

interest. In this respect, several NCAs highlighted consultations with internal and external experts 

in different fields: collaboration with stakeholders such as specialist organisations, patient and 

consumer organisations, pharmacist organisations, learned societies and national health ser-

vices, as well as scientifically sound clinicians/academics, were all reported as key success fac-

tors. It was also suggested that collaboration with learned societies and patient organisations 

allows greater distribution of safety messages, giving a consistent and official position to media, 

the public and prescribers. 

Similarly, consultation with the patient/consumer organisations (WP6 Survey Report – Patients 

and Consumers Consultation, Annex 5.2) reflected that such organisations are keen to become 

involved with NCAs on risk communication issues, and such involvement may enhance the dis-

semination of safety information to patients. 

Key aspects 

 Operating processes for risk communication should cover all goal setting, al-

locating responsibilities, planning, implementing, monitoring and evaluating. 

 Adapt the communication process to national context: use of the medi-

cine, public health impact, authorisation status, knowledge about target 

groups and channel preferences. 

 Appoint a person to coordinate the communication process. 

 Implement two-way risk communication with HCPs and patients/citizens. 

 Build “links” with patient/consumers organisation and learned societies. 
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3.1.2 Personnel 

3.1.2.1 Multidisciplinary team 

The majority of MSs already have a multidisciplinary approach towards risk communication, 

where involvement of pharmacovigilance experts is indicated as a major contributor to work. 

Other staff normally involved are, from communications and IT units, medical writers, clinical 

assessors, or experts in the area of the subject to be communicated. 

The engagement of external expertise, either routinely or occasionally, is an adopted practice 

among several NCAs. Collaboration with opinion leaders/key scientists/clinicians/patient organ-

isations was mentioned by several MSs as a key to success (WP6 Survey Report – Audit of Na-

tional Methods of Communications, Q55, Annex 5.1). This interaction can help spread messages 

at national level and to implement recommendations in clinical practice. 

In the survey to NCAs (WP6 Survey Report – Audit of National Methods of Communications, 

Annex 5.1) it was highlighted that identification and collaboration with relevant experts can take 

time and that this, in cases of urgent safety issues, could be challenging. This is of special con-

cern when transmitting PRAC recommendations after a referral, with just a few hours for prepar-

ing communications. In general terms, it is advisable to build a network of expertise that can be 

contacted in a timely manner. 

Key aspects 

 Involvement of NCA personnel with relevant expertise is important. 

 Where time allows, engage in dialogue with external experts when needed. 

 It may be helpful to have a network of experts available for consultation 

at short notice. 

3.1.2.2 Training 

Implementation of a training program aimed at ensuring a good level of expertise for new em-

ployees and for maintenance of an adequate level of knowledge is recommended. 

Based on the identification of staff needs, regular training should be considered for all personnel 

dealing directly with the media. More details on training activities are presented in other areas 

within the SCOPE project (WP7 – Resource Management). It emerged from the survey to NCAs 

that systematic training on risk communication is not always performed (WP6 Survey Report – 

Audit of National Methods of Communications, Q4 and 5, Annex 5.1). In NCAs where specific 

training in communication is in place, it is mostly performed on a case-by-case basis, i.e. on 

request from staff or for new employees. Training courses can be led by external sources and/or 

internal staff, depending on the NCA’s internal competence and resources. 
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Training by hiring external sources was suggested by several NCAs to add value (WP6 Survey 

Report – Audit of National Methods of Communications, Annex 5.1), although it requires financial 

resources. 

Some NCAs have a general spokesperson, while others have dedicated spokesperson for each 

unique topic or therapeutic area (WP6 Survey Report – Audit of National Methods of Communi-

cations, Q6, Annex 5.1). This seems to be consistent with approaches adopted by regulatory 

bodies outside the EU, with one or a few high-profile and easily recognisable spokespersons as 

the face and voice communicating on a NCAs behalf (2). Having a lead spokesperson could sim-

plify information flow and promotes a consistency in message content. 

Several NCAs mentioned that the agency’s spokesperson gets dedicated training from the com-

munication unit and pharmacovigilance experts, particularly in cases where a safety issue is ex-

pected to draw media attention. In EU NCAs, the position of the spokesperson in the organisation 

varies, but the communication unit is almost always involved, either as a spokesperson or in 

support of the spokesperson. 

Key aspects 

 Assess the training needs of personnel. 

 Provide a plan for training in risk communication. 

 Consider training with internal and/or external sources on risk communi-

cation. 

 Appoint a spokesperson, either on a general or case-by-case basis. The agency’s 

spokespersons need to receive dedicated support from the communication unit and scientific 

experts. 

 

3.2 Message preparation 
Patients, consumers and HCPs are the primary target audiences for safety communications is-

sued by regulatory authorities and Market Authorisation Holders (MAHs). Tailoring the message 

to their respective expectations and needs is crucial for successful communication. Surveyed 

HCPs are, overall, familiar with the three main safety communication methods (DHPCs, NCAs 

communications and educational materials) and consider them useful. Some suggestions 

emerged from the report, which have been included below as possible recommendations for 

improvement (WP6 Survey Report – Audit of National Methods of Communications, Annex 5.1). 
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3.2.1 Review of the materials 

In preparation of the message, it should be ensured that the purpose of the communication is 

clear and that the message is comprehensible to the target. Key advice suggested in the literature 

about writing and designing strategies for the public include the use of plain language, avoidance 

of medical jargon, using short sentences and short words, avoid using passive forms and using 

positive rather than negative messages (3). These points were confirmed after consultation with 

patient/consumer organisations, who expressed a preference for succinct information, suggest-

ing that educational materials should not be too lengthy (WP6 Survey Report – Patients and Con-

sumers Consultation, Annex 5.2). 

When surveyed, varying HCP preferences emerged (WP6 Healthcare Professional Survey – Med-

icines Safety Communications and their Effectiveness, Q21, Annex 5.3); where some prioritised 

having clear and concise clinical instructions, others requested available evidence supporting the 

recommendations to be communicated. A suitable solution to accommodate both preferences 

could be to use an ‘onion layer’ format. This means presenting a high-level overview of the key 

safety information at the start of the communication and going into more detail as readers pro-

gress through the document. Summarising significant points in an introduction box could im-

prove understanding of the key messages. Inclusion of links to supporting evidence could also 

provide a source of more details to the interested readers. 

Pre-testing of safety communications is rarely performed by MSs (WP6 Survey Report – Audit of 

National Methods of Communications, Q31, Annex 5.1), likely owed to time constraints. An ex-

ample of good practice could be to test safety communication, at least on a case-by-case basis, 

especially for information with high public interest. Some interesting suggestions are drawn from 

the NCAs’ responses, for example, setting up an in-house group assessing readability (WP6 Sur-

vey Report – Audit of National Methods of Communications, Q31, Annex 5.1) and consisting of 

personnel not directly involved in drug evaluation. This allows them to represent the public, par-

ticularly important if the topic is controversial. Suggestions were also made to contact specialists 

in given subject areas. 

Key aspects 

 Identify the purpose of the communication and the specific audience. 

 Tailor the language to the target audience. 

 Focus on a few key messages, being concise and direct, but facilitate 

access to more detailed information. 

 Include a clear summary of the key information at the beginning of the communication. 

 Assess the understanding of the key message from a sample of the audience/test group, 

especially in cases of critical issues. 
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3.2.2 Sender of the communication 

An important finding from the HCP survey was that trust in the sender is a key influencing factor 

in outcomes (WP6 Healthcare Professional Survey – Medicines Safety Communications and their 

Effectiveness, Q15, Annex 5.3), with the majority of HCPs reporting that they were more likely to 

read a safety communication and act upon the recommendations therein when received from a 

trustworthy source. When questioned as to the most reliable sources of safety information, NCAs 

and learned societies emerged as the senders that HCPs would be most likely to trust. Pharma-

ceutical companies were viewed quite negatively in this regard. It is therefore recommended that 

NCAs should explore the possibility of sending communications directly to HCPs, rather than via 

pharmaceutical companies. 

Some countries have implemented other strategies to try to highlight to HCPs that DHPCs are 

approved by the NCA and to distinguish them from promotional materials. These include using 

envelopes with a particular symbol or statement printed on the outside to indicate that important 

safety information is enclosed (WP6 Survey Report – Audit of National Methods of Communica-

tions, Q45, Annex 5.1). However, the survey, as well as previous research, has suggested that 

such measures do little to dispel the concerns of HCPs regarding the independence of the infor-

mation received directly from pharmaceutical companies (5). 

Educational materials are also distributed to HCPs by pharmaceutical companies once approved 

by the NCA. While it is not considered feasible at this time for NCAs to produce and distribute 

such material, publication on NCA websites may highlight to HCPs that the content has been 

developed in association with, and reviewed by, the NCA. This could enhance trust and encour-

age the relevant recommendations to be followed, providing at the same time an additional ac-

cess route for patients. Inclusion of a standard statement indicating that the materials have been 

reviewed and approved by the NCA may also be of value. 

Another trusted source of safety information was HCP professional bodies (WP6 Survey Report 

– Patients and Consumers Consultation, Annex 5.2). Therefore NCAs should consider links with 

such organisations locally with a view to arrange the cascade of safety information to their 

members where appropriate. 

Consultation with patient/consumer organisations indicated that HCPs are overwhelmingly the 

preferred source of safety information for patients. Material from pharmaceutical companies was 

reported to be viewed as potentially promotional in nature (WP6 Healthcare Professional Survey 

– Medicines Safety Communications and their Effectiveness, Annex 5.3), whereas respondents 

considered patient/consumer organisations to be viewed positively by patients. These groups 

could be explored as amplifiers of the information targeted to patients, such as some educational 

materials (where they exist nationally for the relevant therapeutic area), either forwarding the in-

formation to their members or making it available via their websites. Publishing such materials 

on the NCA websites may also enhance patient trust and help to mitigate concerns regarding 

pharmaceutical company-produced materials. 
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Key aspects 

 As one of the most trusted sources of safety information, NCAs should consider 

direct distribution of safety communications rather than via pharmaceutical 

companies. 

 Publication of educational materials on NCA websites could help to en-

hance trust in the materials amongst HCPs and patients and increase the likelihood of the 

risk minimisation recommendations being followed. 

 NCAs should build links with HCP professional organisations and with patient/consumer or-

ganisations, as other trusted sources of safety information, with a view to arranging onward 

dissemination/reiteration of safety information amongst their members. 

 

3.3 Tools and channels for safety communications 
The reference to the term “tools” in this document refers to different strategies used by NCAs in 

order to provide up-to-date safety communications to their target groups, such as newsletters, 

bulletins and point-of-care-alerts. Common tools among MSs in the EU are DHPCs, educational 

materials and NCAs communications. 

Reference to the term “channels” refers to the variety of strategies that NCAs can use in order to 

disseminate safety communication and reach their target groups, such as the web, social media, 

electronic prescribing/dispensing systems, medical journals and media. 

The safety communications issued by NCAs are transmitted to the intended receivers through 

different channels depending on the target audience. It is important to carefully identify the re-

ceivers and choose suitable channels, which are tailored to their preferences. MSs use their web-

sites as the main channel for safety communication, this gives the advantage of potentially reach-

ing a large population in a short timeframe. 
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Respondents state that they are more likely to take action for severe ADRs, if the safety infor-

mation is relevant for their daily practice and if the sender is trusted (WP6 Healthcare Professional 

Survey – Medicines Safety Communications and their Effectiveness, Q21, Annex 5.3). Some pro-

posals for NCA safety communications clearly emerged from the survey (WP6 Healthcare Pro-

fessional Survey – Medicines Safety Communications and their Effectiveness, Annex 5.3), and 

could be taken into account for future improvement. A national repository for safety communica-

tions was consistently suggested by HCPs as a clear preference to access the information more 

easily. A dedicated section or a repository on the NCA website could allow access to all previous 

and current safety communications, including DHPCs, educational materials and tools such as 

national bulletins. The incorporation of safety communications through point-of-care-alerts in the 

electronic prescribing/dispensing systems is another suggested option. These alerts can act as 

a timely reminder of important safety communications for a specific product at the point of pre-

scription/dispensing, i.e. at the moment when HCPs most need it (WP6 Healthcare Professional 

Survey – Medicines Safety Communications and their Effectiveness, Annex 5.3). 

Key aspects 

 Identify the receivers and choose the suitable channel/s tailored to their needs. 

 Provide methods to store and retrieve safety communications, such as re-

positories on NCA websites 

 Consider incorporating the safety communications into electronic prescribing/dispensing 

systems. 

 

3.3.1 National competent authority communications 

The majority of surveyed HCPs were familiar with the main safety communication strategies used 

by NCAs, and find them useful (WP6 Healthcare Professional Survey – Medicines Safety Com-

munications and their Effectiveness, Q6, Annex 5.3). 

NCAs are committed to informing audiences of new safety issues, in compliance with the legis-

lation; communication is immediate, in case there is the need to rapidly inform HCPs and/or the 

public, but communications may also be periodical (weekly/monthly) as a reinforcement of 

DHPCs/other communications or to communicate less urgent issues. 
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Regarding how NCAs deal with communications from EMA scientific committees, high-profile 

cases with public health implications are normally published immediately after the PRAC/CHMP 

meeting, in compliance with embargo dates (WP6 Survey Report – Audit of National Methods of 

Communications, Q14, Annex 5.1). For less urgent issues, publication is postponed to the fol-

lowing week, but no later than 5 days after. Examples of “high-profile issues” include situations 

in which there is an urgency to inform HCPs, or when there is a previous or an expected public 

and media interest, or a high usage pattern. Prioritisation can be established on the basis of 

impact on patient safety, on media attention, and on the urgency of the safety issue. 

In general, a regular update (e.g. monthly update) was suggested by the surveyed HCPs as an 

attractive strategy (WP6 Healthcare Professional Survey – Medicines Safety Communications 

and their Effectiveness, Annex 5.3). For example, the immediate dissemination of a safety mes-

sage, followed by a monthly update on the summary of the latest information, may be a reason-

able approach as a reinforcement measure. Several NCAs regularly publish national bulletins that 

include, or are directly devoted to, safety communication. Bulletins and newsletters, beyond 

providing regular updates of the latest information about medicines, can reach a large audience. 

These bulletins can be disseminated through different channels, for example, via electronic sys-

tems (email or publication on the website), or as hardcopies (WP6 Survey Report – Audit of Na-

tional Methods of Communications, Annex 5.1). They may also have sections updating readers 

on aspects such as PRAC outcomes, current referral procedures, or current safety topics. To 

increase trust in such cases, the source, i.e. the NCA, should be easily identifiable, for example, 

by using the NCA’s official colours and logo. 

Key aspects 

 Reinforcement of messages over time is considered important, and providing 

periodic summary updates on safety news is a proposed strategy. 

 Periodic bulletins can help to remind audiences of key safety issues and 

to enrich the information with national data or further details on the subject. 

 

3.3.1.1 NCA websites 

From the survey to NCAs (WP6 Survey Report – Audit of National Methods of Communications, 

Annex 5.1) it emerged that websites are the main channels used by NCAs for safety communi-

cations. As stated in the survey report on web-based safety information, the perception of most 

NCAs is that their website is more relevant to industry stakeholders, less to HCPs and least to 

patients (WP6 – Web-portals report). More effort to optimise the communication of safety issues 

through websites should be made by NCAs, making it more easily accessible for users. A first 

step could be to perform user testing in order to determine whether the needs of the website 

target groups are addressed; user testing can be performed through surveys and interviews of 

the intended audience. 
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Publishing medicines information (e.g. SmPCs, PILs, PARs) in a NCAs medicines database may 

be the most accessible method of communicating pharmacovigilance information. According to 

web-portals survey data, most of the content required by the EU Directive is already presented 

by MSs on their websites, either in one location or using external links (WP6 – Web-portals 

report). 

Using plain language that can be easily understood by anyone and defining technical terms is an 

important part of website communication. The grouping of information can also allow users to be 

directed to areas of interest in the most efficient way, e.g., by audience, therapeutic area and 

topic. For user convenience, developing apps could greatly increase the accessibility to safety 

information. 

3.3.1.2 Social media 

Other channels can be used to raise awareness on safety communications issued by NCAs, such 

as: social media (Facebook, Twitter, YouTube etc.), Rich Site Summary (RSS) Feeds and email 

alerts. Such platforms are able to reach a large population in a small timeframe and may therefore 

be considered as a future channel to be explored. NCAs could use social media to publish safety 

communications, since they are able to disseminate information to a wide audience quickly; if 

such a strategy is followed, however, the NCA should be clearly identified as the sender, to in-

crease trust in the communication. 

Social media could also be considered for collecting user feedback on whether the information 

provided by regulators is appropriate, with feedback being used for continuing development. 

Other channels, such as television/radio and blogs were considered negatively in all participating 

countries (WP6 Healthcare Professional Survey – Medicines Safety Communications and their 

Effectiveness, Q18, Annex 5.1). 

Other alternative methods mentioned by NCAs, which could be of help for further spreading an 

urgent message, are subscriptions to a NCA’s news RSS feeds and urgent alerting systems, with 

newsletters to targeted recipients being used on a periodic basis. 

Key aspects 

 Ensure that content of the website addresses the needs of users (e.g. perform 

user testing). 

 Use plain language that can be easily understood by all audiences and 

define technical terms. 

 Consider an official social media account (e.g. Twitter/Facebook) as a way to disseminate 

safety information and interact with your audience. 

 Collect user feedback from social media to assess the appropriateness of communications. 

 Subscriptions to NCA’s news RSS feeds and urgent alerting systems can rapidly spread ur-

gent information. 
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3.3.2 Safety communications agreed with MAHs 

In the preparation and distribution of DHPCs and Educational materials, NCAs cooperate with 

the MAHs and, before issuing any communication, MAHs and NCAs must reach an agreement 

on the content, format and communication plan. 

3.3.2.1 DHPCs 

The surveyed European HCPs are generally familiar with DHPCs as a safety communication tool, 

although awareness is not homogeneous among countries (WP6 Healthcare Professional Survey 

– Medicines Safety Communications and their Effectiveness, Q1, Annex 5.3). The received 

DHPCs are read by the majority of the respondents, however two-thirds indicated reading only 

those DHPCs that contain important information for their own practice or where it is clearly indi-

cated that they contain non-commercial safety information (WP6 Healthcare Professional Survey 

– Medicines Safety Communications and their Effectiveness, Q2, Annex 5.3). 

As good practice for handling communication, the majority of MSs encourage relevant MAHs to 

collaborate on the development and circulation of a single DHPC, if more than one MAH is in-

volved. This kind of approach seems to be advisable in order to both deliver a single and con-

sistent message and to avoid confusion. 

DHPCs are regularly published on the NCAs’ websites, as a complementary method for improv-

ing knowledge on safety issues, since the surveyed HCPs consult NCAs’ websites to keep them-

selves up to date with medicines knowledge (WP6 – Web-portals report). 

Regarding the delivery of DHPCs, cross-national differences were observed among surveyed 

HCP; it emerged that electronic delivery is not always the preferred option, with hardcopy ver-

sions being favoured in some cases (WP6 Healthcare Professional Survey – Medicines Safety 

Communications and their Effectiveness, Q5, Annex 5.3). It was not possible to identify the best 

format for the delivery of DHPCs from the survey, and local preferences should be considered 

when planning distribution, along with making a range of formats available. 

Key aspects 

 Joint DHPCs, where more than one MAH is involved, are recommended. 

 The formats (paper or electronic or both) of DHPCs should be adapted na-

tionally to HCPs’ preferences. 
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3.3.2.2 Educational Materials 

Educational tools can be presented in different forms, including paper, audio, video, web, or 

personal training, and can be addressed to HCPs and/or patients. 

Within the HCP survey (WP6 Healthcare Professional Survey – Medicines Safety Communica-

tions and their Effectiveness, Q10-14, Annex 5.3), respondents were shown examples of educa-

tional materials that GPs, pharmacists and cardiologists were likely to have recently seen in their 

clinical practice. Familiarity with such materials was lower than expected for both DHPCs and 

NCA communications. 

Responses provided in relation to other questions within the survey also suggested that the in-

tended purpose of these materials is not clear to HCPs. NCAs should explore possible ways to 

enhance awareness of educational materials amongst HCPs, including their objectives, so that 

the relevance of following the recommendations and providing versions to their patients, where 

available, is fully understood. Inclusion of a reminder of the availability of educational materials 

for a product within electronic prescribing and dispensing systems could be valuable. 

HCPs expressed a strong preference for safety communications to be succinct, clearly outlining 

the required actions and summarising the key information. These points should be taken into 

consideration when NCAs are reviewing and approving educational materials. 

Consultation with patient/consumer organisations highlighted that the most trusted source of 

safety information for patients was their HCP (WP6 Survey Report – Patients and Consumers 

Consultation, Annex 5.2). With this in mind, NCAs should ensure that educational materials are 

developed in a way that can encourage discussion between HCPs and their patients, rather than 

just additional information for a patient to read. A checklist format, in particular, was viewed pos-

itively by the respondents. 

Both HCPs and patients expressed concern about the independence of material provided to 

them by pharmaceutical companies and it was therefore suggested to publish educational ma-

terials on NCA websites, highlighting the collaboration that has taken place with the NCAs. This 

measure would have the added benefit of providing additional access which may be helpful 

where the HCP or patient requires further copies of the material or prefers online access. Con-

sidering that in some countries a substantial proportion of HCPs favour paper versions of safety 

communications over electronic, it would appear prudent at this time to provide users with a 

range of channels through which to access to this information. 
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Key aspects 

 NCAs should consider strategies to enhance HCP awareness of educational 

materials and their objectives. 

 Reminders embedded within electronic prescribing/dispensing systems 

may help to ensure these are used by HCPs and patients. 

 Information within educational materials should be succinct and clearly structured, summa-

rising the key new safety information and the actions required by the HCP to minimise risks. 

Materials intended for patients should be tailored accordingly. 

 NCAs are encouraged to ensure that the educational materials are suitable for facilitating 

discussion between HCPs and patients. 

 Educational materials should be made available via a variety of channels, including through 

NCA websites. 

 

3.3.3 Other safety communications 

3.3.3.1 Journals and professional bodies 

Websites are not the most commonly used option for the HCPs to keep themselves up to date 

with (new) medicines knowledge; the most frequently used channels are medicines reference 

books (WP6 Healthcare Professional Survey – Medicines Safety Communications and their Ef-

fectiveness, Q31, Annex 5.3). The official regulatory safety communication channels seem the 

most important source of information for specialised drugs while, for safety issues related to 

commonly used drugs, other avenues (medical journals and professional bodies) are common 

sources of information (WP6 Healthcare Professional Survey – Medicines Safety Communica-

tions and their Effectiveness, Q23, Annex 5.3). Hence, writing editorials or comments for journals 

and professional bodies may be valuable. 

Key aspects 

 Consider publishing editorials or comments in medical, pharmaceutical and pa-

tient/consumer organisations’ journals to amplify messages. 
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3.4 Dissemination 
An efficient dissemination system should be able to amplify the message and reach the relevant 

audience in the shortest possible time. Figure 1 shows examples of potential amplifiers of risk 

communications, as reported from NCAs. 

 

Figure 1. Possible amplifiers of safety communications 

Involving HCP organisations is reported to be an example of good practice in disseminating 

safety information and enhancing its reliability, since they are reported by HCPs to be trusted 

sources (WP6 Healthcare Professional Survey – Medicines Safety Communications and their Ef-

fectiveness, Annex 5.3). Some NCAs already send their own communications to patient/HCPs 

organisations (WP6 Healthcare Professional Survey – Medicines Safety Communications and 

their Effectiveness, Annex 5.3) and ask that they disseminate directly to their members on a case-

by-case basis. 

HCPs could be reached directly by email correspondence, as highlighted by some MSs (WP6 

Healthcare Professional Survey – Medicines Safety Communications and their Effectiveness, Q5, 

Annex 5.3, and WP6 Survey Report – Audit of National Methods of Communications, Q43, Annex 

5.1); however, the maintenance of a validated list of addresses may be an obstacle. 

As reported above, HCPs remain, for patients, the most trusted source of information about 

medicines. Patient organisations are also considered a valuable and trusted source, although this 

depends on the therapeutic area and country. Interestingly, and in contrast to HCPs, NCAs were 

not strongly reported by patient and consumer organisations as a trusted source of information 

about medicines, and NCA websites are not reported to be regularly consulted (WP6 Survey 

Report – Patients and Consumers Consultation, Annex 5.2). It would be beneficial for 

patients/consumers and regulators to collaboratively address the reasons for this finding and to 

strengthen existing relationships. 

For safety issues with considerable impact on the population and with high media attention, ar-

ranging a conference with the media has been reported as good practice, both to release a com-

mon and official message and to avoid multiple contacts to the NCA (WP6 Survey Report – Audit 

of National Methods of Communications, Annex 5.1). 
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The capacity of the media to reach patients and the general public makes it a critical element for 

amplifying information and influencing public perception; therefore, it is important that the media 

receives safety information directly from the competent authorities. 

Key aspects 

 Consider including Patient Organisations, Regional Health Authorities, Learned 

societies, National Health Insurance Funds, Teaching/University Hospitals, 

and Hospital Pharmacies as amplifiers of communication. 

 Strengthen existing relationships with patient/consumer organisations. 

 Consider media conferences for high public impact safety issues. 

 

3.5 Evaluation 
It is important to measure the impact of risk communication to determine which activities have 

been successful, and to improve practice over time. GVP XVI considers two categories of indi-

cators to evaluate the effectiveness of risk minimisation measures (RMMs): process indicators, 

to assess if the communication plan has been executed as planned, and outcome indicators, to 

assess if the communication has achieved a certain level of risk control. It emerged from the 

surveyed NCAs that a systematic approach to the evaluation of the effectiveness of RMMs has 

not been developed yet, although some evaluation has been implemented on an ad hoc basis 

(WP6 Survey Report – Audit of National Methods of Communications, Annex 5.1). 

To assess outcome indicators, pharmacoepidemiological studies may be performed. Such stud-

ies are recommended to be conducted for issues of high impact on a case-by-case basis. Pos-

sible examples of process and outcome indicators to monitor and evaluate the effectiveness and 

the impact of activities and methods of communication have been suggested in the survey to 

NCAs and in the literature, and are summarised in the table below. 
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Table 1. Examples of process and outcome indicators 

Source  Output/Implementation Result indicators 

Databases  Analysis of ADR reports 

Analysis of drug utilisation data 

Analysis of prescription data 

Analysis of registries data  

NCA Websites One safety issue/publication Number of website page visitors 

Call Centre Safety issue/publication Monitoring changes in number of 
patient/HCPs enquiries  

Internet Safety issue/publication Monitoring discussions, posts, 
comments on social media 
profiles/pages 

Mass media Safety issue/publication Citations 

Newsletter Number of newsletters 
published 

Number of subscribers 

HCP enquiries as the basis for the 
evaluation of the distribution of the 
safety message, as well as 
understanding of the content. 

Publications Number of copies printed/sent Number of copies downloaded from 
the website 

HCP enquiries as the basis for the 
evaluation of the distribution of the 
safety message, as well as 
understanding of the content. 

Individual 
interviews or 
focus groups 

Specific safety communication Collect perceptions on the relevance of 
a message and insight on why a 
message has or hasn’t been acted 
upon. 

 

The evaluation of individual processes could be the basis for continuous improvement in risk 

communication for NCAs, using a cycle of learning and improving. The acronym DIMEA (Design-

ing communication, Implementing activities, Monitoring, Evaluation and Adjusting if needed) 

could help improve the effectiveness of safety communication by testing real cases (Figure 2). 
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Figure 2: DIMEA cycle for continuous improvement in risk communication 

 

Key aspects 

 Evaluate communications (quantitatively and/or qualitatively). 

 Define criteria for prioritisation. 

 Analyse available data sources for evaluating effectiveness. 

 Based on the objectives, choose indicators as needed. 
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5. Annexes 
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WP6 Survey Report 
– Audit of National Methods of Communications 

5.2 WP6 Survey Report – Patients and Consumers 
Consultation 

WP6 Survey Report 
– Patients and Consumers Consultation 

5.3 WP6 Healthcare Professional Survey – Medicines Safety 
Communications and their Effectiveness 

WP6 Healthcare 
Professional Survey – Medicines Safety Communications and their Effectiveness 
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1. Introduction 


1.1 Definitions and abbreviations 


Terminology Description 


ADR Adverse Drug Reaction 


CHMP Committee for Medicinal Products for Human use 


CMD(h) Coordination group for Mutual recognition and Decentralised procedures 
(human) 


DHPC Direct Healthcare Professional Communication 


EMA European Medicines Agency 


EU European Union 


LTT Lines To Take 


HCP Healthcare Professionals 


MAH Marketing Authorisation Holder 


MS Member State 


NCA National Competent Authority 


PhD Doctor of Philosophy  


PIL Patient information Leaflet 


PRAC Pharmacovigilance Risk Assessment Committee 


PV Pharmacovigilance 


SmPC Summary of Product Characteristics  


SOP Standard Operating Procedure 


WP Work Package 
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1.2 Executive summary 
The objective of this audit of national methods of communication of safety messages was to lay 


the foundation for the development of tools and strategies within SCOPE Work Package (WP) 6 


and to contribute to the overall deliverables of the project. 


The WP6 survey was executed through a web-based survey format, developed in cooperation 


with all active participants in 2014, and covered different aspects of safety communication pro-


cesses. It was structured in a logical way and included sections on National Competent Author-


ities’ (NCAs) internal procedures for safety communication – organisation and process, external 


safety communication in practice, communication channels and target audience, Direct 


Healthcare Professionals Communications (DHPC) and general experience with national safety 


communication. 26 NCAs completed the survey. 


Most NCAs have an internal organisation for safety communications, where pharmacovigilance 


(PV) experts and communication professionals/press officers cooperate on safety communica-


tions. There are different approaches to risk communication, but systems and processes are in 


place. The majority of NCAs have general spokespersons for all safety topics and any experts in 


contact with media receive specific training and support from the NCA. 


In general, the NCAs use their websites as the main channel for safety communications. Around 


90 percent (%) publish public health communications and 60% publish summaries of the recom-


mendations issued by the Pharmacovigilance Risk Assessment Committee (PRAC) at the Euro-


pean Medicines Agency (EMA). Adaptation to the national situation and translations are practiced 


and relevant links to the EMA website are provided. 


Regarding follow up of the effectiveness of communications, different follow up options are used 


and are mostly completed on a case-by-case basis. Media attention is followed most often, as 


well as website/page visits. 


From the survey a number of conclusions can be drawn: 


1. Safety or alert messages: It would be effective if systems could be developed by which 


safety or alert messages could be directly linked to the medicinal product information in elec-


tronic prescription systems and the Summary of Product Characteristics (SmPC) - Patient 


Information Leaflet (PIL) databases at the NCAs’ websites, or sent to the pharmacy/prescrip-


tion/patient electronic interface. 


2. Multiple communication channels: Using multiple tools/channels and repetition of the mes-


sage is considered valuable for strengthening uptake of information. 


3. Collaboration: Collaboration with opinion leaders and key specialists in the relevant field, as 


well as with patient organisations, is considered key to successful communication of the 


safety messages and enables better understanding of the needs of stakeholders. The ad-


vantages of DHPC distribution via scientific organisations could be further assessed. 
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4. Standard Operating Procedures: Standard Operating Procedures (SOPs) on safety commu-


nication normally contained sections on planning, structure, content of messages (including 


conclusions and recommendations), language, communication routes and sign-off. 


5. Monitoring: Routines for monitoring the desired effects of safety communications could in-


crease the NCAs’ skills in developing good communication practices, and could also be a 


tool for raising awareness of the safety communication within the target audience. 


1.3 Background 
The revised legislation on PV for human medicinal products in the EU came into force in July 


2012 and includes a number of provisions to strengthen safety communication and coordination: 


Article 102 of Directive 2010/84/EU amending Directive 2001/83/EC: The Member States 


shall ensure that the public is given important information on pharmacovigilance concerns 
relating to the use of a medicinal product in a timely manner through publication on the 


web-portal and through other means of publicly available information as necessary; 


Article 106a of Directive 2010/84/EU amending Directive 2001/83/EC: Under the coordi-


nation of the Agency, the Member States shall make all reasonable efforts to agree on a 
common message in relation to the safety of the medicinal product concerned and the 


timetables for their distribution. 


Experience has demonstrated the need to coordinate the safety communication process within 


the European Union (EU) regulatory network and that there are many different ways to reach the 


public and stakeholders. 


Reinforcing transparency, dialogue and coordination between EU regulatory agencies is crucial 


for a successful and timely risk communication. 


The starting point of this work was to uncover what tools and safety communication channels 


NCAs are currently using and their experiences and outreach/impact with these. A web-based 


survey was submitted to all 27 NCAs participating in the SCOPE project 


(http://www.scopejointaction.eu). 



http://www.scopejointaction.eu/
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1.4 Context and scope of report 
The results report of the audit of safety communication practices in the participating member 


states (MSs) is aimed to provide a baseline for further work within WP6 and the SCOPE project. 


It may be of interest to produce a shorter version of the report at a later stage for publication. 


1.4.1 Main goal 


The main goal is to assess if there are areas where good general strategies, plans and tools for 


safety communication can be identified, used and adapted to fit the available communication 


resources of NCAs. 


1.4.2 Objectives 


The objective of the audit of national methods for communication of safety issues was to lay the 


foundation for the further work within SCOPE WP6 and to contribute to the overall deliverables. 


The report should also identify, where possible, future developments in this area that can simplify 


the delivery and take-up of individual safety communications by healthcare professionals (HCPs) 


and patients. 


1.4.3 Challenges 


Among the many challenges that could influence the interpretation of the survey results, there is 


the potential for different interpretations of communication terminology. It was decided to not 


have a questionnaire with compulsory questions, which may influence the possibility to fully cor-


relate related answers. In addition, national-specific contexts, for example, the role of media and 


different stakeholders, the responsibilities of the authorities, as well as NCA resources and prior-


ities, may induce uncertainties in the results. 
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2. Methodology 


2.1 Tool and survey method 
The questions for the web-based survey were developed in cooperation with all active partici-


pants in the WP6, mainly through email and teleconferences, but also in one face-to-face meet-


ing. The structure of the survey was divided into five main sections covering different aspects of 


safety communication processes and an additional free text section on good examples was in-


cluded. The five main sections were: 


 National internal procedures for safety communication – organisation and process 


 External safety communication – communication in practice 


 Communication channels and target audience 


 DHPCs 


 General experience with the national safety communication. 


The survey comprised of 53 questions. In addition, four questions (Questions 51-54) on research 


on impact assessments were included to provide background information for further work in the 


WP6 patient and consumer report. The findings for these additional questions will not be included 


in this report. . 


During the development process, many constructive suggestions and comments were made by 


the participants. The participants were encouraged to test the preliminary questionnaire inter-


nally, within their respective NCAs, and the final questionnaire was validated through this pro-


cess. It was also decided that there should be no compulsory questions to allow for greater 


response flexibility. 


A web-based questionnaire was considered a relevant and efficient method to easily gain 


information on tools, methods and strategies used by NCAs for safety communication. The 


SurveyMonkey web-based tool was chosen by WP6 because it would provide simple analysis of 


responses. 


The questions for the audit of national methods of communication were then incorporated in the 


SurveyMonkey web-based tool and sent to all MSs participating in SCOPE on 3rd July 2014. The 


deadline for completing the questionnaire was 12th September 2014. 
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2.2 Setting and participants 
Out of the 27 possible respondents (Germany, Austria, Liechtenstein and Luxembourg were not 


involved in the SCOPE project), 26 NCAs completed the survey. A few questionnaires were not 


initially submitted by the deadline of 12th September 2014 and reminders were sent in order to 


avoid delays with the work progress. WP6 participants also decided that it would be beneficial 


to extend the deadline from 12 September to the end of November 2014, to allow more responses 


to be collected. The response rate was exceptionally high and therefore good insight into the 


present NCA practices can be observed. This serves as a basis for the remaining work in WP6 


to develop tools for efficient safety communications. 


 


Figure 1: Response rate per month during the survey 
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2.3 Data analysis (quantitative and qualitative) 
As a first step, the responses to all individual questions where alternatives were given were ana-


lysed in terms of response rate (%). For all questions where comments could be given in free 


text, the answers were analysed, grouped together and the results summarised. A preliminary 


summary of the first 40 questions was presented at the WP6 face-to-face meeting in Madrid in 


November 2014 and a compilation of the answers to the full questionnaire, including all individual 


comments and clarifications, was sent to WP6 participants on the 24th of November 2014. Feed-


back with proposals for presentation and analysis of the data was requested. For in-depth infor-


mation on the results of the first five sections of the survey, please see section 3. 


Free text responses on good examples and descriptions of methods/tools/channels that work 


particularly well for NCAs, as well as success factors and ideas for improvement, were grouped 


together and key words used to find trends. Despite evaluating whether there was any geograph-


ical specificity with respect to the information provided, no trends were found. 
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3. Findings/results 


3.1 Response rates analysis 
In total, 26 out of 27 MSs responded to the survey. All questions within the survey were optional 


to respond to. For most questions, the response rate was very high. The results are indicated 


both with the number of responses (X/Y MS) and percentages (%). The concluding questions 


regarding example areas, success factors and areas for improvement (no. 55-57) were completed 


by 19, 12 and 17 MSs respectively. 
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3.2 National internal procedures for safety 
communication – organisation and process 


Q1: Which organisational function(s) is/are involved in safety 
communications within your NCA? Tick all that apply. 


Due to a technical error in the questionnaire, it was not possible to tick more than one option. 


Many responders, 15/26 MS (58%), commented on this and listed responses in free text. They 


included some or all the options given: communication professionals, science/medical writers, 


PV experts and other specialists within the agency (e.g. assessors, clinical and other experts). 


PV experts were the sole function indicated in 31% (8/26) of the MS responses, and communi-


cation professionals and other specialists were the sole function involved in one MS each. Only 


two MSs mentioned science/medical writers under the option ‘Other functions’, while PV experts 


and communication professionals/press officers were mentioned by the 15 MSs that responded 


with this option. In conclusion, most MSs have an organisation for safety communications where 


PV experts and communication professionals/press officers cooperate on safety communica-


tions, sometimes with additional expertise. 


 


Figure 2: Functions involved in the safety communication procedure 
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Q2: Do you have a specific communication function that is 
involved/available out of office hours? 


25 MSs responded to this question, 14 (56%) responded ‘Yes’ and 7 ‘No’ (28%). Of 


the 4 MSs that responded ‘Other, please specify’, one MS responded that they had persons 


available on an ad-hoc basis for issues of potential media attention, another that several mem-


bers of the agency were available out of office hours. Another MS was not sure how to interpret 


the question, but responded that they did not have any person available out of office hours. 


Another MS referred in a general manner to having a crisis telephone line and electronic commu-


nication channels. 


In conclusion, the majority of MSs have an out of office communication function (permanent or 


ad hoc) or other arrangements set up (16 MSs). 


Q3: Are your pharmacovigilance or other experts ever in contact with the media? 


Q4: Do pharmacovigilance and other experts get training/support in 
communications/handling of questions from the media? 


Q5: What kind of training/support do they receive? 


In the majority of Ms’ responses to questions 3 and 4, experts were in contact with media (19/26, 


73%), and experts received training in 58% (15/26) of MSs. 


In response to question 4 on dedicated media training of PV and other experts, 15 MSs re-


sponded ‘Yes’ and 11 ‘No’. 12 MSs responded that formal external courses were used and 10 


MSs stated that regular in-house training was provided (some MSs used both options). 15 MSs 


provided additional information. External training courses, either at ad hoc request or at regular 


intervals (e.g. new employees), were used by 8 MSs. 1 MS responded that relevant staff receive 


both internal and external support and training. 1 MS practiced regular in-house training/practical 


support by internal communication experts, and another MS was planning a safety communica-


tion course later that year. 1 MS relied on the Press Department of their Ministry. 


In conclusion, the majority of the MSs responding to question 5 indicated that external training 


of experts (other than the press/communications office) added value, and it was also mentioned 


that dedicated support from the press office was received before giving interviews, etc. 


Q6: Do you have a general media spokesperson for all safety topics? 


The majority of MSs (17/26, 65%) answered ‘Yes’ to this question. Most MSs indicated that they 


had general spokespersons, either the Director General, Department Director, a dedicated 


spokesperson or public relations/press function. A number of authorities indicated that, in cases 


of safety issues, PV experts or PRAC members could be assigned as a spokesperson and could 


make media statements. 
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Q7: Do you have a dedicated spokesperson for every unique topic or for 
therapeutic areas? 


A vast majority of MSs responded ‘No’, that they did not have a dedicated spokes-


person for every unique topic (81%, 21/26), or for therapeutic areas (88%, 23/26). One authority 


responded that they had unique spokespersons for every topic, including for therapeutic areas, 


while another authority had spokespersons for certain predefined topics. Another authority had 


spokespersons for a number of divisions/therapeutic areas. 


Q8: Do you have a quality system (e.g. standard operation procedures, SOPs) in 
place for the development and distribution of safety communications such as: Press 
releases, safety communications, other? 


The majority of MSs responded positively on press releases (81%, 21/26), safety communications 


(92%, 24/26) and other (75%, 15/20). The ‘other’ types of safety communications included by 


respondents comprised of DHPC and rapid alerts/attention messages. Other communication 


tools mentioned were educational materials, drug safety/adverse reaction newsletters and re-


calls/quarantine due to quality defects or falsified/stolen/illegal medicines. Two MSs had a sys-


tem by which a safety or alert message could be linked to the medicinal product in the electronic 


prescription system/SmPC-PIL database on the agency’s website or sent to the pharmacy/dis-


trict electronic interface. 


Q9: If yes to any of the questions above, which aspects are covered by the quality 
system? 


The majority of MSs included the following elements in the different SOPs/internal guidelines: 


planning (83%, 19/23), structure of content (83%, 20/24), conclusions (61%, 14/23), recommen-


dations (74%, 17/23), language and grammar (61%, 14/23), communication routes (96%, 23/24) 


and sign-off (71%, 16/22). 
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Only 36% (9/23) indicated that the SOPs/internal guidelines included guidance on 


how to present data, figures and statistics. 


 


 


Figure 3: Items included in quality systems/SOPs/internal guidelines 


Q10: Please describe the process for a “typical” safety communication process, 
including who is involved and who takes the final decision on individual safety 
communications. 


25 MSs responded to this question. A typical safety communication process was interpreted 


differently by the respondents, e.g. processes related to crisis situations, internal communication, 


quality defects, media enquiries and DHPC distribution were described. Some of the answers 


described or referred to internal SOP(s) for various communication processes. 


 Involvement: In the majority of the responses provided, PV experts and/or departments were 


indicated as the major contributor of the work regarding safety communications. Only a few 


MSs specifically mentioned PRAC or Committee for Medicinal Products for Human use 


(CHMP) members. In some authorities, dedicated staff or pharmacists were responsible for 


identification and drafting of communication messages. Others involved included those with 


relevant expertise and senior management/heads of departments. 
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 Decision: The person taking the final decision to publish individual safety com-


munications held different position levels within the MS organisations. The organ-


isation of the different authorities may influence the level at which final decisions 


are taken on safety communications. Depending on the type of safety concern (national or 


EU level) the levels for final decision may also differ. Management board and/or Director Gen-


eral were listed in 7 MS answers, post-licensing or other directors/ or heads were listed in 5 


MS answers, and PV Department/Department Heads in another 4 MSs. Joint decisions of 


those involved, including PRAC/CHMP members, were mentioned by 3 respondents. 
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3.3 External safety communication – communication 
in practice 


Q11: Do you reproduce safety communications from the EMA on your 
website? 


Of the respondents, 50% (13/26) reproduce all EMA safety communications and 42% (11/26) 


reproduce EMA safety communications depending on the topic. 


Q12: Which EMA safety communications do you publish? 


92% of the MSs (23/25) publish public health communications and 88% (22/25) publish other 


safety press releases. 64% (16/25) publish summaries of PRAC recommendations and 52% 


(12/23) publish highlights from scientific meetings. Some MSs mentioned that only those EMA 


communications with national relevance are published. From the additional comments provided 


in the MS responses, it seems that adaptation to the national situation is practiced and links to 


the EMA website are provided. Only one MS publishes recommendations from the PRAC after 


Coordination group for Mutual recognition and Decentralised procedures (human) (CMD(h)) 


/CHMP decisions/opinions. 


 


Figure 4: Publication of EMA safety communications 
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Q13: Do you translate the EMA safety communications into national 
languages? 


72% (18/25) of the respondents translate the EMA safety communications, but adapt 


them to the national situation. 17% (4/25) translate the EMA safety communications word by 


word. 


Q14: Do you communicate EMA safety messages at the same time as EMA, e.g. 
Friday afternoon after committee meetings? 


19% (5/26) of the respondents said that they always publish at the same time as the EMA and 


69% (18/26) answered ‘Yes, sometimes’. A common pattern was revealed, in that if the commu-


nication is high profile, with public health implications, it is prioritised for publication on Friday 


afternoon. Otherwise MSs postpone publication to the coming week. Workload, e.g. translation, 


and the importance of the issue are other factors taken into account when deciding on a pub-


lishing date. If several messages are published by the EMA at the same time, some MSs prefer 


to communicate them sequentially. 


Q15: Do you include a hyperlink to safety communications from EMA when you 
communicate on the same safety issue on your website? 


58% (15/26) of the respondents answered that they always provide a link to EMA communica-


tions and 27% (7/26) answered ‘Yes, sometimes’. 
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Q16: What else (if anything) is done at national level with the safety 
communications related to EMA (CHMP/PRAC/CMD(h)) activities? 


No MSs indicated that they always send messages actively to the press, but 69% 


(18/26) of MSs send messages to the press on a case-by-case basis. Regarding stakeholders, 


such as regional PV centres, major teaching hospitals or university hospitals, HCP associations, 


national health services, pharmacies etc., 36% (9/25) of MSs responding always share EMA infor-


mation with stakeholders while 68% (17/25) do it on a case-by-case basis. There was a slight 


overlap in these figures. 


 


Figure 5: Distribution of EMA communications at national level 


Email is the dominant tool for distributing information to stakeholders. There was also the possi-


bility for subscription to published news, as well as dedicated information to governing bodies 


and other public institutions. 


Q17: Do you use EMA ‘Lines to Take’ (LTT) on safety topics to manage specific 
(safety) issues at a national level (e.g. to be prepared to answer queries)? 


Of the 26 responding MSs, 19 (73%) reported that they always use the EMA ‘Lines to Take’ (LTT) 


and the remaining use them sometimes. 


Q18: Do you find these LTT useful? 


85% (22/26) of the respondents find the LTT useful, while 15% (4/26) said they are only some-


times useful. 
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3.4 Communication channels and target audience 


Q19: Do you use your website for safety communications? 


92% (24/26) of the respondents always use the website for safety communications and 8% (2/26) 


use it occasionally. Additional communication tools are also used, e.g. news on medicines in 


medical journals and direct email lists. 


Q20: Do you dedicate your safety web page/section to particular target groups? 


Of the respondents, 46% (12/26) indicated that they have sections on their websites dedicated 


to target groups and 54% (14/26) do not. 


Q21: Please specify the target group(s)? 


MSs responded that HCP and patients dominate as target groups (73% (16/22) and 77% (17/22) 


respectively). Media and pharmacies were targeted by 47% (9/19) and 50% (10/20) of MSs re-


spectively. However, some of the MSs that responded that they did not have dedicated sections 


on their websites responded positively regarding the target groups in question 21. When correct-


ing for this, the figures were: HCPs 64% (11/17), patients 71% (12/17), media 33% (5/15) and 


pharmacies 38% (6/16), respectively. Other target groups listed were: industry, distributors, the 


general public, physicians of different medical specialties, and regulatory stakeholders. Some 


responders pointed out that all the content published on the website was publicly available, i.e. 


no specific logins were required for certain sections. 


Q22: Do you use bulletin(s) (on paper or in electronic format) for safety 
communications? 


35% (9/26) of MSs always use bulletins for safety communication, while 39% (10/26) occasionally 


use this channel. 


Q23: What channels are normally used for bulletin (paper or electronic) distribution? 


25 MSs responded to this question. Ordinary mail is used by 16% (4/25) of MSs, email from the 


NCA by 56% (14/25) of MSs, and email via HCP organisations 12% (3/25). 72% (18/25) of MSs 


provided comments in their answers, describing the use of other communication channels, such 


as the official website, articles or alerts in scientific journals, and one MS mentioned direct 


delivery. 


Q24: How is the target audience for bulletins (paper or electronic format) identified? 


HCPs are invited to subscribe for bulletins in 8/13 MS (62%) that responded. The other MSs 


(5/13, 38%) used an address register. 
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Q25: Do you use press releases for safety communication? 


84% (21/25) of the MS responders use press releases. 


Q26: How are press releases distributed? 


Only 6% (1/18) of MSs responded that they distribute press releases by post, while 72% (13/18) 


use email cascade systems. No MSs distributed press releases by telephone. In addition, an 


electronic newsletter was used by 44% (8/18) of MSs and press release distribution via social 


media was also used by 44% (8/18) of MSs. Communication on the website is often considered 


equal to a press release. One MS uses electronic distribution to the media via the regional PV 


centres. Dedicated electronic press rooms/other commercial services are used by two MSs. 


 


Figure 6: Distribution of press releases 


Q27: Do you use any other communication channels (e.g. fax, mobile text 
messages)? 


Of the 21 respondents, 11 used no other communication channels. The other responders spoke 


of fax (2/21), text messages (3/21), RSS feeds (1/21), Twitter (2/21), an electronic cascade system 


(1/21) and an electronic prescription support system (1/21). Ordinary mail was used by one au-


thority. 
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Q28: Do you contact principal stakeholder groups directly on safety 
issues of particular interest for the group, beside the mass communication 
channels (such as press release/web communication)? 


12% (3/26) of MS respondents always contact principal stakeholder groups directly, 


while 73% (19/26) contact them on a case-by-case basis. 


Follow-up question: If yes, which type of stakeholder groups do you frequently contact (e.g. pa-


tient organisations, specialists’ organisations, national health services)? In addition to specialists, 


patient organisations and national health services, other public bodies, such as health insurance 


bodies and ministries of health, as well as learned societies, industry, leading clinics and drug 


advisory committees, were mentioned. 


Q29: Do you have lists of stakeholder groups that are kept up to date? If yes, who or 
which function in your organisation is in charge of this work. And 


Q30: How is the list of stakeholders kept up to date? 


73% (19/26) of MSs keep updated lists of stakeholders; the remaining (7/26) MSs do not. The 


responsibility for keeping the lists updated is mostly either shared by PV and Communica-


tion/Press Departments or handled by one of these departments. In two authorities a dedicated 


assistant/secretary was in charge of keeping the lists updated, and in one authority the lists were 


updated manually, based on contact lists from the national physician association. In another au-


thority a service department was responsible for keeping the lists updated. No MSs indicated 


that they use a commercial product to keep the list updated, but one mentioned in the comments 


that to target the larger public, databases were rented. 


Q31: Do you pre-test (interpretation and understanding of message) your national 
communications? 


The majority (77%, 20/26) of MSs do not pre-test their safety communications. However, six 


authorities tested at least on a case-b- case basis and one used a peer reviewer to check under-


standing of the message. One MS also has an in-house group for readability testing. 


Q32: Does your NCA use the same methods for communicating other potential 
safety issues, e.g. quality defects, shortages, medication errors? 


The majority of MSs used the same methods (88%, 23/26) for communicating other potential 


safety issues. Three MSs answered ‘No’ and four provided comments on how information on 


these issues are handled (lists, special communication structures and channels). 


Q33: Does your NCA communicate SmPC/PL changes? 


11 of the 26 respondents (44%) answered ‘Yes’ on this question. 
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Q34: If yes to question 33, is this for transparency reasons (e.g. list of all 
SmPC/PIL changes) or for importance of the change from a clinical 
perspective? 


14 MSs answered this question; among them, some had answered negatively on 


question 33. 36% (5/14) of MSs considered that the transparency reason was important, while 


the majority (86%, 12/14) of MSs considered that the clinical importance of the change was the 


main reason for communication of SmPC/PIL updates. Of the comments, it was possible to dis-


cern that the question may have been misunderstood by some respondents, in that it was not 


about making updated PIL available and then providing separate information at the time the up-


dates take place. 
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3.5 Direct healthcare professional communications 
(DHPC as defined in GVP Module XV) 


Q35: Do you publish DHPCs agreed by EMA/NCA and the marketing 
authorisation holders (MAHs) on your website? 


88% (23/26) of the respondents answered ‘Yes’ on this question. 


Q36: Do you publish DHPCs produced by MAH whose content is not agreed with 
EMA/NCA? 


96% (25/26) of the respondents do not publish such DHPCs. 


Q37: Does your NCA request the MAHs to develop and distribute DHPCs not derived 
from the EU procedures? 


The answers from the 26 respondents were equally divided between ‘Yes’ and ‘No’. 


Q38: Does your NCA develop and disseminate DHPCs which are not derived from 
the EU procedures? 


39% (10/26) of MSs answered ‘Yes’ on this question. 


Q39: When there is more than one MAH concerned by a same safety issue, e.g. 
affecting the same active substance or a class review: 


 Does your NCA normally ask all concerned MAHs to distribute a DHPC for their 


own medicinal product? OR 


 Does your NCA normally ask all concerned MAHs to coordinate the development 


of a single DHPC related to the safety concern so that only one DHPC is received 


by healthcare professionals? 


Almost all authorities normally ask all concerned MAHs to coordinate the development of a single 


DHPC (96%, 25/26) and 80% of MS respondents (20/25) ask the originator to take the lead. 


In the comments for situations when there is no agreement or no originator authorised, a trend 


can be seen towards letting the MAHs decide among themselves. In one MS, the authority is 


responsible for coordinating and disseminating the DHPCs on behalf of the MAHs. In another 


MS, the authority assigns one generic product MAH to take the lead, whilst in another MS the 


MAH for the generic product with the highest sales figures is asked to take the lead. If no agree-


ment is reached there is an option for individual letters to be sent from MAHs. 
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Q40: If you have a standard routine for requesting a DHPC – please 
describe the process. 


It was obvious from the answers that this question was not clear, as it did not differ-


entiate between DHPCs decided on a European or national level, and therefore was not well 


understood. However, some respondents referred to the GVP module XV and internal SOPs, in 


particular for national requests. 16 MSs provided comments. One MS has a legally binding pro-


cedure to request a DHPC. Another MS has a more developed routine for requesting DHPCs in 


accordance with the agreed national communication plan. 


Q41: Does your NCA disseminate DHPCs agreed on the EU-level via electronic 
means (in addition to MAHs distribution of DHPCs)? 


The vast majority of the respondents (77%, 20/26) do not disseminate DHPCs. Free text com-


ments were received from six MSs. They showed that in three MSs stakeholders could subscribe 


to a news feed system to receive these messages and one MS also published them on their 


website with subscriber alerts. Two MSs send out DHPCs to the HCP organisations and one MS 


was in the process of setting up such a system. 


Q42: Does your NCA allow the MAHs to distribute DHPCs by email without posting a 
hard copy as well? 


42% (11/26) of the respondents answered ‘Yes’ to this question. 


Q43: Do you require validated email addresses (which ensures the sender of the 
actual delivery and receipt)? 


Of the 24 respondents, 50% answered ‘Yes’ to this question. 


Q44: Does your NCA use patient/specialist organisations for further distribution of 
the DHPC? 


Of the 26 respondents, 42% (11 MSs) of the respondents answered ‘Yes' to this question. Some of 


the NCAs specifically ask the patient/specialist organisation to disseminate the DHPCs, sometimes 


on a case-by-case basis. In one MS regular contracts exist between the pharmaceutical industry and 


the scientific societies for this work. A few NCAs send DHPCs to organisations directly. 


Q45: Please describe other requirements or comments on the development and 
dissemination of DHPCs. 


Some MSs elaborated further on their existing and future dissemination requirements, such as 


changing from fax/post to secure email dissemination, from company to government logotype, 


and ways to make HCPs notice the DHPCs easier, such as specific envelopes. 


In two MSs the authority had to be on the email list as an extra control measure. One NCA men-


tioned that they required proof that the DHPC had been distributed. 
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3.6 General experience with the national safety 
communication 


Q46: Do you follow up communications at different levels to evaluate the 
success of distribution or influence on practice? 


Of the 26 MSs responding to this question, 8% (2/26) regularly follow up communications and 


65% (17/26) do it on a case-by-case basis. 27% (7/26) do not follow up. 


Q47: How do you follow up communications? 


57% (13/23) of the respondents qualitatively follow media attention and 52% (13/25) quantita-


tively. Website/page visitors are followed up by 50% (12/24) of MSs. Changes in the number of 


patient enquiries and changes in social media activity were followed by 39% (9/23) and 33% 


(8/24) of the respondents respectively. 


Under ‘Other’, MSs mentioned case-by-case feedback from MAHs, national PV committee mem-


bers, HCP enquiries and PhD research. 


 


Figure 7: Follow-up of safety communications at national levels 
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Q48: Do you know if your information is further spread to secondary 
recipients and wider in the community? 


38% (10/26) of the respondents answered ‘Yes’ and 62% (16/26) ‘No’ to this 


question. 


Of the 10 MSs who answered ‘Yes’, several mention different kinds of cascade systems through 


HCP/pharmacists organisations and regional centres. From the information provided, it seemed 


that four of the MSs who use cascade systems have a more formal agreement with further dis-


tributing organisations. The other main channel mentioned is re-publication in specialist jour-


nals/newsletters and on websites. 


Q49: Do you investigate if the recommended actions are taken by the target 
audience? 


65% (17/26) of MS answered ‘No’ on this question. Recommended actions are followed up 


mainly on a case-by-case basis and mainly through sales/prescription data. Drug utilisation stud-


ies were mentioned, as well as ADR reporting rates. One MS refers to a PhD thesis from Gro-


ningen University (2013) covering the national activities in this area. 


Q50: Do you measure impact of communications (taking into account that 
communication is often only one part of a risk minimisation kit)? 


69% (18/26) of the respondents answered ‘No’ to this question. Of the 8 MSs who answered 


‘Yes’, their comments overlap with the answers to question 49. No additional information could 


be extracted from the comments. 


  







SCOPE Work Package 6  
Survey Report - Audit of National Methods of Communication 


28 


3.7 Good examples, success factors and areas for 
improvement 


Q55: Please describe methods/tools/channels that work particularly well. 


19 authorities provided specific suggestions. From the answers it seems that multiple chan-


nels/tools on the topic strengthen the message, particularly if the topic is well prepared, such as 


for the recent safety referral on combined oral contraceptives, which was mentioned by three 


MSs. Some MSs considered that additional communication on the safety topic, via different tools 


and after some time, improved the uptake (newsletters, reports, expert meetings, collaboration 


with scientific societies). 


Integration of safety communications into the prescribing and dispensing electronic tools were 


seen by some MSs to be of particular importance for informing physicians and pharmacists in 


real time. 


Q56: If possible, please identify specific success factors. 


12 MSs provided specific suggestions. Some of the answers repeat comments made under 


questions 55. However, collaboration with opinion leaders/key scientists/clinicians/patient or-


ganisations is mentioned by several MSs as key to success. Cascade distribution of messages, 


not only website publications, is also mentioned as a key success factor. 


Q57: Problems encountered and ideas for improvement. 


17 MSs provided specific suggestions. 


Problems identified: 


 Difficulties reaching all relevant prescribers. 


 Difficulties measuring the effectiveness of communication, which is also demanding on re-


sources. 


Suggestions for improvement: 


 Link to electronic prescribing/dispensing systems to improve information on safety issues in 


real time. 


 Even if website communication is the main tool for distribution of safety information, efforts 


to strengthen the message through other channels was considered important. 


 Involvement of stakeholders to ensure the appropriate message is carried through. 


 To have identified stakeholder contact channels in advance so they are in place when needed. 
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 Better follow-up of communication to increase understanding of how the mes-


sages are perceived and which tools/channels are best suitable for distribution. 


 One MS proposed that communication from EMA should take place on Monday 


after PRAC meetings to allow for better preparation by the NCA, instead of Friday afternoon. 


 Knowledge of EU-processes, as well as understanding of the need for time and resources for 


communication within the NCAs, is also important – something pointed out by a few 


respondents. 
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4. Discussion of the results 


4.1 National internal procedures for safety communication – 
organisation and process 
In conclusion, most MSs have an organisation for safety communications where PV experts and 


communication professionals/press officers cooperate on safety communications, sometimes 


with additional expertise involved. 


The majority of MSs have an out of office communication function, permanent or ad hoc, or other 


arrangements set up. 


In the majority of MSs, experts were in contact with media and the experts received training. 


MSs indicated that external training of experts (other than the press/communications office) in 


different forms had an added value and it was also mentioned that dedicated support from the 


press office, before giving interviews etc., was practiced. For one small NCA, assistance from 


the Press Department of the Ministry was practiced. 


The majority of the MSs had general spokespersons for all safety topics. 


The majority of MSs also has a quality system and SOPs for various types of communications. 


In the comments from the MSs, on the content of the quality system, the following elements were 


included: planning, structure of content, conclusions, recommendations, language and grammar, 


communication routes and sign-off. Data, figures and statistics was less commonly covered in 


the SOPs. 


Two MSs had a system by which a safety or alert message could be linked to the medicinal 


product in the electronic prescription system/SmPC-PIL database on the NCA’s website, or sent 


to the pharmacy/district electronic interface. 


4.2 External safety communication – communication in 
practice 
Around 90% of MSs publish public health communications and 60% publish summaries of PRAC 


recommendations. Adaptation to the national situation and translations are practiced, as well as 


links to the EMA website. Most MSs use the EMA LTT and appreciate their usefulness. 


High-profile safety issues were more likely to be published at the same time as the EMA commu-


nication. Workload and the importance of the issue are taken into account when deciding on a 


publishing date. In addition, some MSs prefer to communicate sequentially. 


Some MSs strengthen the message by sharing EMA information directly with stakeholders and 


the press. 
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4.3 Communication channels and target audience 
In general, MSs use their websites as the main channel for safety communications. Communica-


tion on the website is often considered equal to a press release. 


For distribution of safety communication, one MS mentions electronic distribution to the media 


via regional PV centres. In addition, electronic press rooms/other commercial services are used 


by a few MSs. 


Nearly half of the MSs have dedicated sections of their website directed to specific target groups, 


mainly HCPs and patients. 


Regular press releases are used more infrequently, while email cascade systems are preferred. 


In addition, electronic newsletters and distribution via social media are used more frequently. 


Other communication channels, such as text messages and social media, are mentioned. 


Direct contact with stakeholder groups to alert on important safety issues is practised on a case-


by-case basis. 


Pre-testing of messages was only performed by a few MSs, and mostly on a case-by-case basis. 


4.4 Direct healthcare professional communications (DHPC 
as defined in GVP Module XV) 
DHPCs agreed by EMA/NCA are published on the NCA websites in nearly 90% of MSs. Only one 


MS publishes non- agreed DHPCs. 


The majority of the MSs ask concerned MAHs to coordinate between themselves in the devel-


opment of a single DHPC, and the originator is normally asked to take the lead. 


Some MSs ask the patient/specialist organisation to disseminate the DHPCs, sometimes on a 


case-by-case basis. In one MS, regular contracts exist between the pharmaceutical industry and 


the scientific societies and in some MSs the authorities themselves send the DHPC to the pa-


tient/specialist organisations. 


4.5 General experience with the national safety 
communication 
Different follow-up options are used, however mostly on a case-by-case basis. Media attention 


is followed most often, as well as website/page visits. Only a few MSs followed up on recom-


mended actions and, if being done, it is on a case-by-case basis and mainly through sales pre-


scription data. 
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4.6 Good examples 
It was considered important that the messages are well prepared. Using multiple tools/channels 


and repetition of the message is considered valuable for strengthening the uptake of the infor-


mation. The information package in relation to the recent safety referral on the combined oral 


contraceptives was mentioned as a good example. 


Integration of safety communications in the prescribing and dispensing electronic tools were 


seen by some MSs to be of particular importance for informing physicians/pharmacists/patients 


in real time. 


Collaboration with opinion leaders and key scientist in the relevant field, as well as with patient 


organisations, is considered by several MSs as key to successful communication of the safety 


messages. This also allows for better understanding of the needs of different stakeholders. 


Whether sent by post or email, an identification marker is considered valuable to distinguish im-


portant safety messages from commercial material, as pointed out by a few MSs. 
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5. Conclusions 


The high percentage of responses by MSs and the high number of individual free text comments 


indicate a real interest in the area and a high ambition for improvement among MSs. The MSs 


have different approaches to risk communication, but systems and processes are available in the 


majority of MS. Follow-up of recommended actions is, if at all, only performed on a case-by-case 


basis. Good ideas have been presented and some of these ideas are included in the recommen-


dations below. The information and examples provided could be used for developing the WP6 


toolkit. 
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6. Recommendations/best practices 


The advantages of DHPC distribution via scientific organisations should be further explored. It 


should be considered how stakeholders could be further alerted to important safety messages 


in DHPCs through secure email, with government logotypes, marked envelopes, etc. Integration 


of safety communications in the prescribing and dispensing electronic tools, use of multiple 


channels/tools and repeating information to strengthen messages are good practices that should 


be considered for the future. Development of ways to collaborate with opinion leaders and key 


scientist in the relevant field, as well as with patient organisations, with the aim to strengthen 


communication on safety messages and receive feedback, should be explored. The lack of rou-


tines for monitoring the desired effects of safety communications suggest that methodology for 


follow-up and impact measures should be developed. 
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2. Executive summary 


In this report we present the view of 3625 healthcare professionals (HCPs), from nine European 


countries, on safety communication activities by national competent authorities (NCAs), which 


may be conducted in collaboration with marketing authorisation holders (MAHs). These HCPs 


represent three northern European countries (Norway (NO), Sweden (SE), Denmark (DK)), three 


western European countries (Ireland (IE), United Kingdom (UK) and the Netherlands (NL)) and 


three southern European countries (Spain (ES), Italy (IT) and Croatia (HR)). The HCPs targeted 


were general practitioners (GPs), pharmacists (except for ES and SE) and cardiologists. Of the 


participants, 49% were GPs, 36% pharmacists and 6% cardiologists. A sizeable group of ‘other 


HCPs’ completing the online survey, who were active across various disciplines in clinical prac-


tice, were also included (9%). 


Respondents were mostly female (61%) and the majority (70%) were employed in a community 


setting. There was sufficient variation of HCPs over different age ranges and different durations 


of work experience. Electronic prescribing/dispensing systems were widely used, ranging from 


93% of responding HCPs in SE using these systems to 43% in the UK. GPs were the primary 


professional group indicating use of electronic prescribing systems. 


2.1 Three safety communication tools 
We asked HCPs about their views on three safety communication tools: Direct Healthcare Pro-


fessional Communications (DHPCs), national regulatory agency communications and educa-


tional materials. 


2.1.1 Direct Healthcare Professional Communications (DHPCs) 


The majority of respondents were very familiar (approx. 90%) with DHPCs and indicated reading 


them. Two-thirds indicated reading only those DHPCs that are relevant for their practice. Of the 


respondents who were familiar with DHPCs, 90% found them useful to very useful, and up to 


80% indicated taking the recommended action stated in the DHPCs. Approximately 80% of re-


spondents only need to receive an electronic version and not a paper-based version of this com-


munication. The differences in views of HCPs by country and profession were, although statisti-


cally significant, often not large with respect to the perceived usefulness and action taken. Alt-


hough a more sizeable proportion (approx. 40%) of HCPs from the NL, SE and IE than in the 


other six countries preferred to receive at least a paper-based DHPC. 
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2.1.2 National regulatory agency communications 


There are varying types of national regulatory agency communications. These include regular 


(mostly monthly) newsletters summarising recent drug safety information, e.g. appearing shortly 


after the Pharmacovigilance Risk Assessment Committee (PRAC) meeting (most countries), indi-


vidual electronic mailings about a drug safety issue and website communications highlighting a 


drug safety issue, sometimes also notified through a DHPC (NL, ES) or as electronic reminders 


(pop-ups) in electronic prescribing systems (NO). The majority (90%) of respondents were familiar 


with regulatory agency safety communication. Like with DHPCs, an equal number of respondents 


found these communications useful and take action in response to them. However, in the NL, 


HCPs were much less familiar (28%) with this type of safety communication. In addition, cardiol-


ogists were less aware of this type of safety communication (74%). 


2.1.3 Educational materials 


The level of familiarity with educational materials, although still quite high (approx. 66%), was 


considerably less than for the other two communication tools. Again, the majority (approx. 84%) 


of HCPs that were familiar with educational materials thought they were useful to very useful. 
HCPs slightly favoured paper-based material over online materials for use in consultation with 


patients, or to be read at home. HCPs were of the opinion that the following information should 


be incorporated into educational materials: a) information on how to correctly use/take the prod-


uct (93% of respondents); b) warnings about serious ADRs and how the risk may be minimized 


(83%); and, to a slightly lesser extent, c) a summary of both the benefits and risks of using the 


product (74%). Danish, Dutch and Italian HCPs had a more negative view than respondents from 


other countries about incorporating this latter option into educational materials. 


2.2 General preferences 
Nine questions addressed the general preferences of HCPs with regard to safety communica-


tions received from NCAs. NCAs were considered the most positive as a sender of safety infor-


mation, followed by professional bodies and the European Medicines Agency (EMA). Pharma-


ceutical companies and, especially, the lay press, were considered most negatively. 


Two-thirds of HCPs preferred electronic communication, 20% preferred hardcopy, and 14% did 


not mind either way. Again, Swedish, Dutch and Irish HCPs had the largest preference for hard-


copy material. Emails and point-of-care alerts are the preferred electronic channels through 


which to be kept up to date on drug safety issues. Face-to-face meetings (in person) were also 


seen as mostly positive to very positive. Social media (e.g. Twitter), mobile phones (text messag-


ing or personal calls), and television/radio were all considered very negatively. From six additional 


communication channels, irrespective of electronic or hardcopy, national clinical guidelines and 


medicines references books were most often valued very positively by HCPs. Personalised let-


ters, medical journals and Summaries of Product Characteristics (SmPCs) were in this order val-


ued mostly positively, however, newspapers were considered negatively. 
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Almost half of the surveyed HCPs expected to be informed immediately of new safety issues, 


whereas a quarter thought this information could be grouped and communicated on a weekly or 


monthly basis. Repetition of the safety message was considered useful by the majority (90%) of 


respondents. Dutch, Swedish and UK respondents were more relaxed with the timing of sending 


safety information. They were also slightly less convinced of needing to repeat safety information, 


suggesting this was dependent on the issue. 


A number of factors were highlighted that may affect when HCPs read safety communications. 


Respondents agreed most strongly with the statements that relevance of the safety information 


for their daily practice and trust in the sender determined if they read the safety communication. 


Respondents indicated that they were more likely to take action in cases where the ADR is se-


vere or causes irreversible harm, the safety information was relevant for their daily practice and 


the sender was trusted. These factors were deemed more relevant than suggestions that the 


safety recommendation be clearer, that sufficient background information be provided, and that 


recommendations can easily be implemented in daily practice. Least important was that HCPs 


themselves, or their colleagues, agreed with the safety message, and finally that a patient was 
requesting an action based on their prior research. 


The differences between countries were mostly modest, except for the response to the severity 


of a safety issue. In particular, Spanish, and to a lesser extern Norwegian and Dutch HCPs, indi-


cated that they were more likely (strongly agree) to take action if the ADR was more severe or 


caused irreversible harm. GPs were more outspoken than other HCPs on this issue. 


2.3 Specific drug safety issue updates 
HCPs were asked if they were aware of four specified recent drug safety updates – combined 


hormonal contraceptives, diclofenac, valproate and ivabradine – and how they had learned of the 


particular issue. The responding HCPs were most familiar with diclofenac (cardiovascular risk) 


and combined oral contraceptives (thrombotic risk), and less familiar with valproate (restrictions 


for use in women of childbearing age) and ivabradine (cardiovascular risk/bradycardia). HCPs in 


southern European countries, the UK and IE, indicated greater awareness of the valproate safety 


issue. 


The ivabradine issue was best known in IE, UK, ES and IT. GPs and pharmacists were most 


aware of the first three issues, whereas cardiologists were more aware of the ivabradine issue. 


Across all countries, the issues were best known through the DHPC, website or newsletter, ex-


cept for NL, where professional bodies and medical journals were the most often mentioned 


channels of information for diclofenac and the oral contraceptives. 
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2.4 Current practice 
Twelve options were presented to HCPs on how they currently keep themselves up-to-date 


with (new) medicine knowledge. The most used option was a medicines reference book that 


was most often accessed on a daily basis, except by Italian HCPs, who used reference books 


less frequently. The SmPC, national clinical guidelines, medical journals, NCA website/newslet-


ter, and international guidelines were used on a weekly basis. There was little use of medicines 


advisory committees, company representatives (although in IT 50% of HCPs receive them on a 


weekly basis), and the EMA website. Mobile phone apps and blogs were rarely, if ever, used. 


Based on these findings, recommendations for good practices have been provided in Section 


6.1. The most important of which being that safety communications should be sent directly by 


the NCA, as a trusted source. Moreover, safety information should preferably be built into point-


of-care alerts. DHPCs may be disseminated using emails, with the exception of some countries. 


Safety communication may be repeated if care is taken to keep the message of interest and the 


information is not sent too frequently, in order to prevent ‘alert-fatigue’. Information should be 


targeted to HCPs that are likely to use the implicated drug in their daily clinical practice. 
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3. Purpose of the document 


The purpose of this document is to provide a comprehensive overview of the results of the 


SCOPE survey conducted among European healthcare professionals. The aim of the survey was 


to establish the attitudes, knowledge, preferences and behaviours of healthcare professionals in 


Europe, regarding methods to communicate safety issues of medicines. 







SCOPE Work Package 6  
Healthcare Professional Survey 


11 


4. Background 


The Guideline on good pharmacovigilance practices module on safety communication (GVP 


Module XV) states: “Communicating safety information to patients and healthcare professionals 
is essential for achieving the objectives of pharmacovigilance in terms of promoting the rational, 


safe and effective use of medicines, preventing harm from adverse reactions and contributing to 
the protection of patients’ and public health” (1). This module indicates that the views and ex-


pectations of concerned parties, including patients and healthcare professionals (HCPs) should 


be taken into account. HCPs play an essential role as primary target audiences and safety com-


munications are intended to enable informed decision-making and to allow HPCs to give clear 


and useful information to their patients. Safety communication is considered effective when the 


message transmitted is received and understood by the target audience in the way it was in-


tended, and when the target audience has taken appropriate action (1). 


Safety communications such as Direct Healthcare Professional Communications (DHPCs), na-


tional competent authority (NCA) communications and educational materials (including pre-


scriber and patient materials, such as brochures and patient alert cards) also constitute additional 


risk minimisation measures, which may be required to minimise the occurrence and/or the impact 


of adverse drug reactions (ADRs) for a particular medicinal product. The pharmacovigilance (PV) 


legislation requires that the effectiveness of such risk minimisation measures be evaluated during 


the product life cycle (2). 


Previous studies investigating the impact of safety communications, including DHPCs, have 


questioned their effectiveness (3-5). In the current study, a survey among HCPs was conducted 


focusing on process-related indicators relating to the effectiveness of general safety communi-


cations. While such measures are not outcome indicators for the evaluation of risk minimisation 


(6, 7), GVP module XVI (Guideline on good pharmacovigilance practices module on risk minimi-


sation measures: selection of tools and effectiveness indicators) acknowledges the contribution 


of process indicators in assessing the overall effectiveness of a risk minimisation programme (2). 


The focus of the survey in this study was on specific methods used to communicate new or 


emerging safety information, which is defined in the GVP Module XV as: “new information about 
a previously known or unknown risk of a medicine which has or may have an impact on a medi-


cine´s benefit-risk balance and its condition of use” (1). The Module gives particular consideration 


to DHPCs because of their generalised use in targeting HCPs. In addition to these means, how-


ever, other specific safety communication methods, such as NCA communications and educa-


tional materials, were also of interest. In the survey, country-specific examples of NCA commu-


nications were given. Educational materials are tools developed to facilitate informed decision-


making to support risk minimisation when prescribing, supplying and/or using a medicinal prod-


uct. Educational materials were optionally included within the scope of the HCP survey. 
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  5. Methodology 


The aim of this study was to establish the attitudes, knowledge, preferences and behaviours of 


HCPs in Europe regarding safety communication methods. With this information, the effective-


ness of the current safety communication tools is evaluated in order to contribute to good prac-


tice recommendations for NCAs. 


This study was conducted in the countries actively involved in SCOPE WP6, which focuses on 


risk communication (Norway (NO), Sweden (SE), Denmark (DK), Ireland (IE), the United Kingdom 


(UK), the Netherlands (NL), Italy (IT), Spain (ES) and Croatia (HR)). 


5.1 Survey 
A general English web-based version of the survey was developed first by the SCOPE team, 


focusing on key uncertainties in the area of risk communication, as identified by the group. 


The survey addressed three types of safety communications, namely DHPCs, NCA communi-


cations and educational materials. For each of these safety communications, screenshots of ex-


amples were presented to the respondents to ensure they knew what was meant by each. Se-


lected examples were relevant to the target population of the study – that is, general practitioners 


(GPs), cardiologists and pharmacists. Where possible, the same examples were used across the 


countries. 


For the DHPC section in the survey, the examples of dabigatran (all countries) (see Figure 5.1.1) 


and domperidone (DK, ES, IE, IT, NL, UK), diclofenac (HR and SE), or valproate (NO) were pre-


sented. 


NCAs use various methods (NCA communications) to communicate the risks of medicinal prod-


ucts (SCOPE WP6 survey report Topic 1 – Audit of national methods of communication). Some 


NCAs have more experience with these communication methods than others. All authorities in 


the survey have a website/web-portal on which they present information about medicines. Be-


sides this, others actively distribute these communications to HCPs through different channels. 


A specific example of the NCA communication was presented for each country in order to ensure 


HCPs understood what type of ‘national regulatory agency communication’ the questions per-


tained to (Figure 5.1.2). 


The examples used in each country for educational materials are shown in Figure 5.1.3. 



http://www.scopejointaction.eu/_assets/files/SCOPE-WP6-Topic-1-Survey-Report-v1-00-23_12_2015.pdf
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NO 


DHPC pradaxa 
NO.pdf


 


SE 


dhpc pradaxa SE.pdf


 


DK 


DHPC pradaxa 
DK.pdf


 
IE 


DHPC Pradaxa 
IE.pdf


 


UK 


DHCP Oral 
anticoagulant UK.pdf


 


NL 


1301DHPCPradaxaN
L.pdf


 


ES 


DHPC_Pradaxa_ES.p
df


 


IT 


dhpc pradaxa IT.pdf


 


HR 


DHPC 
pradaxa_HR.pdf


 


Figure 5.1.1. Screenshots and full text examples of DHPCs used in the survey 
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NO 


NCA communication 
Alerts prescriptions systems NO_revised1.pdf


 


SE 


NCA communication 
valproate SE.pdf


 


DK 


newsletter 
domperidon DK.pdf


 
IE 


NCA communication 
valproate IE.pdf


 


UK 


NCA communication 
Drug Safety Update January 2015 UK.pdf


 


NL 


newsletter thyrax 
titel verborgen NL.pdf


 
ES 


NCA_valproate_ES.p
df


 


IT 


NCA communication 
valproate IT.pdf


 


HR 


newsletter 
valproate_HR.pdf


 


Figure 5.1.2. Screenshots and full text examples of NCA communications used in the survey 
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  DK 


Pradaxa 
OrdinaVejl_DK.pdf


 
IE 


Educational material 
Pradaxa IE.pdf


 


UK 


Educational_material
_Tresiba_UK(1).pdf


 


NL 


Educational material 
tresiba NL poster.pdf


 
ES 


Educational 
material_Pradaxa_ES.pdf


 


IT 


educational material 
pradaxa IT.pdf


 


HR 


educational material 
1_HR.pdf


 
 


Figure 5.1.3. Examples of educational material used in the survey 
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Participants were asked if they were familiar with each of these communication methods and, if 


so, follow-up questions were asked regarding how useful they were considered to be. 


In a separate section, respondents were asked if they were aware of four specific recent safety 


issues concerning combined hormonal contraceptives (CHCs), diclofenac, valproate and ivabra-


dine. These safety issues were chosen because the safety reviews were conducted relatively 


recently, the medicines are commonly used, and used in general practice (with the exception of 


ivabradine), and there were numerous types of communications used in relation to these issues. 


If the respondents were aware they were asked to indicate how they had heard about this drug 


safety issue. 


The survey was built on the Protective Action Decision Model (8), which highlights that the chan-


nel and source of a message may influence the perceptions and behaviour of the receiver in 


response to the message. Therefore, the survey contained a general section focusing on the 


participants’ preferences for the channel and source of safety communications. 


Participants were offered the option of providing additional open-ended comments for each sur-


vey section. 


The maximum number of questions participants would be asked to answer was 35 and there 


were some differences in the number of questions in the survey among the countries. For in-


stance, some countries excluded questions related to educational materials (Table 5.1.1), and 


some questions were not included if they were not relevant to a country (e.g. ivabradine is not 


marketed in all countries) or were considered to result in an overly lengthy survey (NO, SE, or e.g. 


Dutch pharmacists association). 


The survey contained different types of questions: open-ended questions, multiple-answer ques-


tions and single-answer questions. For some of the single-answer questions, respondents were 


asked to provide answers on a visual analogue scale or 5-point Likert scale. 


If a participant was not familiar with a topic or was not willing to complete a question, the partic-


ipant could skip the question(s). 


A basic version of the survey was customised per country, incorporating local information and 


removing irrelevant questions. This local English version of the survey was translated by a trans-


lation agency into Norwegian, Swedish, Danish, Dutch, Spanish, Italian and Croatian. 


Back translation was performed by local SCOPE members according to previously suggested 


methods (9), and changes were made to the translation if necessary. The translated versions 


were entered into the Unipark software (www.unipark.com/en/). These online versions were 


checked by local SCOPE members and pilot tested with 3-5 persons. The survey was adapted 


based on the comments from this pilot and a final version was created, which was again checked 


by the local SCOPE team before being distributed. The final version of the survey is presented in 


Annex 1. 



http://www.unipark.com/en/
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5.1.1 Distribution of the survey 


The survey was distributed to HCPs, who could complete it anonymously. The target group for 


the survey was GPs, cardiologists and pharmacists, although ES and SE did not include phar-


macists. GPs were included, since they are the usual target group for DHPCs, however WP6 also 


included a specialist group: cardiologists. This group was chosen as a number of safety issues 


that had been communicated in the period prior to distribution of the survey concerned cardio-


vascular-related topics. In many countries, pharmacists were also included as a target group, as 


these also represent a common target audience for DHPCs in these countries. 


The survey was sent out as a link and, in general, three different methods were used for 


distribution: 


 In a separate email, based only on the survey, which was sent by researchers/the NCA or via 


a third party (such as a professional body or commercial organisation) to HCPs 


 In a digital newsletter sent by a third party/the NCA 


 On a website, for instance, those of NCAs and/or professional bodies. 


Table 5.1.1 Overview of survey distribution methods per country 


Country Target population Exclusion of topics Coupon 


Norway GP, Car, Ph Educational material No 


Sweden GP, Car Educational material No 


Denmark GP, Car, Ph NA No 


Ireland GP, Car, Ph NA No 


UK GP, Car, Ph NA Yes 


Netherlands GP, Car, Ph NA (educational material for pharmacists 
through professional body) 


Yes 


Spain GP, Car NA No 


Italy GP, Car, Ph NA No 


Croatia GP, Car, Ph NA No 


GP: general practitioner, Car: cardiologists, Ph: pharmacist 


 NO used direct mailings through a commercial third party (Cegedim), a professional organi-


sation and an in-house cardiologist. The link to the survey was also posted on the NCA web-


site and on social media. In addition, doctors were asked to participate through a professional 


organisations journal (Journal of the Norwegian Medical Association) and hospitals were 


asked to promote the survey through their channels. 


 In SE, the survey was distributed through the regional medicines advisory committees that 


had agreed to participate. In addition, the professional organisation for GPs posted the survey 


on its website. 
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 In DK, professional organisations were used for the distribution of the survey. 


 IE distributed the survey via a professional organisation to GPs and cardiologists and sent 


the survey directly to pharmacists following collaboration with the relevant pharmacist regu-


latory body. The Health Products Regulatory Authority’s Drug Safety Newsletter also encour-


aged participation in the survey. 


 The UK distributed the survey via professional bodies and posted an article in the Drug Safety 


Update bulletin highlighting the survey. 


 The NL used a commercial party (Cegedim) and professional organisations. 


 ES recruited participants via scientific societies, some regional authorities, and via a link to 


the survey on the NCA and scientific societies’ websites. In addition, the survey was sent to 


physicians collaborating with the BIFAP database (Spanish database for pharmacoepidemi-


ological research in primary care), and two local authorities participated in the distribution. 


 IT used the regional PV centres, which posted the survey on their websites. 


 HR distributed the survey through professional organisations, which posted the survey on 


their websites and informed their members by email. In addition, the call for participation was 


published on the NCA website, on a popular national web-portal targeted at HCPs, as well 


as in monthly journals of the Medical Chamber and Pharmaceutical Society. 


 As an incentive for participants, the UK and the NL included the option to win a coupon 


(Table 5.1.1). 


For planning purposes a sample size calculator (examples Bold Educational Software Sample 


Size Calculator and Creative Research Systems Sample Size Calculator) was used in which a 


10% margin of error and 95% confidence level were applied. An approximate number of 100 


respondents per HCP group per country would provide adequate statistical power in order to 


draw meaningful conclusions. 


5.2 Data analysis 
Due to the use of a web-based survey, answers were directly entered into a single collective 


dataset. The dataset was fully anonymised before analysis was performed. This anonymisation 


involved the removal of reported email addresses, which had been entered to win a coupon or 


to be informed about the study results, as this was the only personal data included by 


respondents. 


Descriptive statistics were used to explore the demographic characteristics of the respondents. 


In addition, descriptive statistics were used to analyse the attitudes, knowledge, preferences and 


behaviours of the HCPs. 



http://bold-ed.com/barrc/calculator.htm

http://bold-ed.com/barrc/calculator.htm

http://www.surveysystem.com/sscalc.htm
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Analyses were performed to assess differences in attitudes, knowledge, preferences and behav-


iours between countries and among GPs, cardiologists and pharmacists. For these analyses, 


Chi-square tests 2-tests) and Kruskal-Wallis tests were used, where appropriate. In view of the 


large number of tests performed, p-values <0.001 were considered as statistically significant. 


The analyses were conducted using Stata version 13 (Stata Corp., College Station, TX). 


The responses to open-ended questions were interpreted with care as quantification is challeng-


ing and in some cases contradictory comments were recorded. Therefore, the answers provided 


on the open-ended questions are used in this report to support – or elaborate – on the closed 


questions in order to enrich the interpretation of the respondents’ views on specific safety com-


munication aspects. 
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  6. Results 


6.1 Response per country 
The survey was performed between the beginning of June and mid-September 2015. The re-


sponses per country were not linear over time (Figure 6.1.1). The survey was initially planned to 


run up until mid-July, however, due to a delayed start in some countries, due to a holiday period 


in many countries resulting in a relatively low response rate, it was decided to extend the survey 


deadline until mid-September. 


 


Figure 6.1.1. Response per country over time 


 


Overall, 3685 professionals responded, of whom 60 were HCPs not active in clinical practice. 


These responders were excluded from further analysis. Thus, 3625 respondents are included in 


this report, ranging from 68 in DK to 1076 in ES. There was a good spread of responses through 


northern European countries (NO, SE, DK), western European countries (IE, UK, NL) and southern 


European countries (ES, IT and HR) (Figure 6.1.2). 


An overview of the response rates per country and per target population is presented in 


Table 6.1.1. 
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Figure 6.1.2. Response across European SCOPE WP6 countries 
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Table 6.1.1. Overview of response rates and number of professionals in each country 


Country Profession Number of professionals  Response Percentage 


NO GPs 6,000 105  1.8 


 Cardiologists 800 40  5.0 


 Pharmacists ~3,100 381  12.3 


SE GPs ~5,9001 108  1.8 


 Cardiologists ~750  15  2.0 


DK GPs 3,900 25  0.6 


 Cardiologists 400 7  1.8 


 Pharmacists 700 35 5.0 


IE GPs 4,000 144 3.6 


 Cardiologists 97 5  5.2 


 Pharmacists 5,245 281 5.4 


UK GPs 60,132 197 0.3 


 Cardiologists 3,2072 15  0.5 


 Pharmacists 71,2203 318  0.4 


NL GPs 9,253 72  0.8 


 Cardiologists 1,004 17  1.7 


 Pharmacists 2,747 64  2.3 


ES4 GPs 28,498 847 3.0 


 Cardiologists 3,451 56  1.6 


IT GPs 44,900 183 0.4 


 Cardiologists 12,800 63  0.5 


 Pharmacists 3,740 104 2.8 


HR GPs 2,530 85  3.4 


 Cardiologists 166 4  2.4 


 Pharmacists 2,723 104 3.8 


1. Not all are active 


2. 2,254 doctors with cardiology specialty and 953 consultant cardiologists 


3. 48,814 pharmacists and 22,406 pharmacy technicians 


4. No formal recruitment of pharmacists 
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6.2 Demographic characteristics of respondents 
The majority of respondents (61%) were females, half (49%) were GPs, 36% pharmacists, 6% 


cardiologists and 9% were ‘other’ HCPs that were active in clinical practice (Table 6.2.1). Exam-


ples of HCPs included in the ‘other’ category are nurse practitioners, anaesthetists, geriatricians, 


nurses, digestive pathologists, paediatricians and rheumatologists. Most of the responders (70%) 


work in the community and 26% in hospitals. The age range of respondents was somewhat 


equally distributed across the under 35 to over 55 categories, and almost 90% had been accred-


ited as a HCP for over 5 years. Differences were seen across the countries, for example, Croatian 


respondents were predominantly female (89%), younger, and practiced largely in a community 


setting. ES and SE did not (actively) recruit pharmacists. Finally, relatively few cardiologists (1% 


to 17%) were recruited per country. 
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Table 6.2.1. Demographic characteristics of respondents 


  Total Norway1 Sweden Denmark2 Ireland UK3 Netherlands Spain4 Italy Croatia 


N included 3625 578 123 68 432 636 153 1076 363 196 


Female n (%) 2215 (61) 386 (67) 64 (52) 52 (76) 278 (64) 400 (63) 48 (31) 667 (62) 152 (42) 168 (86) 


Profession n (%) 


 GPs 1766 (49) 105 (18) 108 (88) 25 (37) 144 (33) 197 (31) 72 (47) 847 (79) 183 (50) 85 (43) 


 Cardiologists  222 (6) 40 (7) 15 (12) 7 (10) 5 (1) 15 (2) 17 (11) 56 (5) 63 (17) 4 (2) 


 Pharmacists  1300 (36) 381 (66) NA 35 (51) 281 (65) 318 (50) 64 (42) 13 (1)** 104 (29) 104 (53) 


 Others  337 (9) 52 (9) 0 (0) 1 (1) 2 (0) 106 (17) 0 (0) 160 (15) 13 (4) 3 (2) 


Primary employment setting n (%) 


Community based 2570 (70)* 400 (69) 111 (90) 25 (37) 325 (75)* 276 (43) 124 (81) 914 (85) 210 (58) 185 (94) 


Hospital-based 857 (24)* 160 (28) 11 (9) 5 (7) 95 (22)* 279 (44) 28 (18) 142 (13) 131 (36) 6 (3) 


Other 244 (6)* 17 (3) 1 (1) 38 (56) 59 (14)* 81 (13) 1 (1) 20 (2) 22 (6) 5 (3) 


Age n (%) 


 <35 year 625 (17) 137 (24) 12 (10) 14 (21) 140 (32) 74 (12) 22 (14) 118 (11) 31 (9) 77 (39) 


35 – 45 year 964 (27) 172 (30) 34 (28) 24 (35) 131 (30) 181 (28) 37 (24) 263 (24) 63 (17) 59 (30) 


46 – 55 year 1071 (30) 114 (20) 27 (22) 11 (16) 95 (22) 243 (38) 48 (31) 404 (38) 85 (23) 44 (22) 


>55 year 964 (27) 155 (27) 50 (41) 19 (28) 66 (15) 137 (22) 46 (30) 291 (27) 184 (51) 16 (8) 


Accreditation n (%) 


<5 years 370 (10) 88 (15) 12 (10) 13 (19) 55 (13) 26 (4) 16 (10) 82 (8) 21 (6) 57 (29) 


5 – 20 years  1394 (38) 262 (45) 47 (38) 30 (44) 219 (51) 218 (34) 64 (42) 359 (33) 101 (28) 94 (48) 


>20 years  1859 (51) 228 (39) 64 (52) 23 (34) 158 (37) 392 (62) 73 (48) 635 (59) 241 (66) 45 (23) 


GPs = general practitioners 
* Respondents could reveal multiple answers  
** No formal recruitment of pharmacists 
1. In Norway, one responder did not answer the question about primary employment setting 
2. In Denmark, two responders did not fill in the question about accreditation 
3. In the UK, one responder did not fill in the question about gender and one responder did not answer the question about age 
4. In Spain, one responder did not fill in the question about gender 
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6.3 DHPCs – survey questions 
The answers to the individual questions on DHPCs are presented below. 


6.3.1 Q1: Are you familiar with this type of safety information? 


Approximately 90% of HCPs responding to the survey were familiar with DHPCs as a safety 


communication tool. Some differences were noted between countries (p <0.001, 2-test), for ex-


ample, only around 80% of the responding HCPs were familiar with DHPCs in NO and SE (Figure 


6.3.1). Familiarity was generally high among all types of HCPs (Table 6.3.1). 


 


Figure 6.3.1. Results of Q1: Are you familiar with this type of safety information (DHPC)? 


Presented per country. (p <0.001, 2-test) 
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Table 6.3.1. Results of Q1: Are you familiar with this type of safety information (DHPC)? 


Presented per professional group. (p <0.001, 2-test) 


 GP Cardiologist Pharmacist1 Other Total1 


Yes 1652 (94%) 200 (90%) 1164 (90%) 286 (85%) 3302 (91%) 


No, I have heard of 
DHPCs, but I have 
never seen one 


58 (3%) 11 (5%) 66 (5%) 24 (7%) 159 (4%) 


No, I have never 
heard of DHPCs 


56 (3%) 11 (5%) 69 (5%) 27 (8%) 163 (5%) 


Total 1766 (100%) 222 (100%) 1299 (100%) 337 (100%) 3624 (100%) 


1. One pharmacist skipped this question. 
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6.3.2 Q2: Do you read the DHPCs you receive? 


The majority of respondents stated that they read the DHPCs that they receive. However, two-


thirds indicated generally only reading those DHPCs that contained important information for 


their own practice. The responses to these questions varied considerably across countries (p 


<0.001, 2-test), with the most noticeable finding being that higher percentages of respondents 


from HR, IT and IE read all letters they receive from industry (Figure 6.3.2). Pharmacists were 


more likely than other HCPs to read all the letters they receive from industry (Table 6.3.2; 


p <0.001, 2-test). 


 


Figure 6.3.2. Results of Q2: Do you read the DHPCs you receive?  
Presented per country for the following categories: 
1. Yes, if they contain safety information that is important to me: p <0.001 (2-test) 
2. Yes, only when the envelope indicates it contains important, non-commercial information: p= 0.048 (2-test) 
3. Yes, I read all letters from the pharmaceutical industry: p <0.001 (2-test) 
4. No, I do not read any letters from the pharmaceutical industry: p <0.001 (2-test) 
5. Not applicable: p <0.001 (2-test) 
*IE and UK did not include option 2 “yes, only when the envelope indicates it contains important, non-commercial 
information” since currently the envelopes in these countries do not present this information. 
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Table 6.3.2. Results of Q2: Do you read the DHPCs you receive?  


Presented per professional group. 


 GPs Cardiologists Pharmacists Others Total p-value  
(2-test) 


1.  1264 (72%) 161 (73%) 873 (67%) 240 (71%) 2538 (70%) 0.046 


2.  304 (21%) 37 (18%) 105 (15%) 31 (14%) 477 (19%) 0.001 


3. 187 (11%) 28 (13%) 314 (24%) 44 (13%) 573 (16%) <0.001 


4. 71 (4%) 6 (3%) 40 (3%) 5 (1%) 122 (3%) 0.085 


5. 32 (2%) 7 (3%) 58 (4%) 33 (10%) 130 (4%) <0.001 


1. Yes, if they contain safety information that is important to me 


2. Yes, only if the envelope indicates it contains important non-commercial info 


3. Yes, I read all letters from the pharmaceutical industry 


4. No, I do not read any letters from the pharmaceutical industry 


5. Not applicable 
Of note, more than one (yes) answer could be provided per respondent. Therefore, the total numbers add up to more 
than the total number of respondents and the percentages add up to more than 100%. 


 


If respondents were familiar with DHPCs, they received the following additional questions: 
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6.3.3 Q3: How useful do you find DHPCs in general? 


2803 (85%) of 3302 HCPs responding to this question considered DHPCs useful or very useful. 


Country differences were statistically significant (p <0.001, Kruskal-Wallis) (Figure 6.3.3), with 


HCPs from NL and SE being slightly more neutral (>20%) on how useful they thought DHPCs 


were. Across the professional groups there were similar answers on the usefulness of DHPCs, 


with a slightly higher proportion of ‘other HCPs’ finding them very useful (p <0.001, Kruskal-


Wallis) (Table 6.3.3). 


 


Figure 6.3.3. Results of Q3: How useful do you find DHPCs in general? 


Presented per country. p <0.001 (Kruskal-Wallis) 
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Table 6.3.3. Results of Q3: How useful do you find DHPCs in general? 


Presented per professional group. Scale from not useful at all (1) to very useful (5). p <0.001 
(Kruskal-Wallis) 


Profession:  GPs Cardiologists Pharmacists Others Total 


Not useful at all 19 (1%) 0 (0%) 1 (0%) 2 (1%) 22 (1%) 


Not useful 75 (5%) 6 (3%) 33 (3%) 6 (2%) 120 (4%) 


Neutral 176 (11%) 24 (12%) 140 (12%) 17 (6%) 357 (11%) 


Useful 908 (55%) 131 (66%) 705 (61%) 163 (57%) 1907 (58%) 


Very useful 474 (29%) 39 (20%) 285 (24%) 98 (34%) 896 (27%) 


Total 1652 (100%) 200 (100%) 1164 (100%) 286 (100%) 3302 (100%) 


Open-ended answers to Q3 


A large number of respondents (n=1543) provided open-ended comments on this issue. A brief 


overview of the most informative comments is given here. The majority of respondents gave pos-


itive comments, suggesting that the summary of safety information was appreciated, that the 


DHPC could be easily stored for later use, and that it was a good means for sharing safety infor-


mation with colleagues or staff members (all countries). The DHPC was considered a good tool 


to inform of a change in a drug’s benefit/risk profile and of changes to patient management (IT). 


Spanish respondents considered the timeliness of DHPCs an important feature, allowing them to 


seek further information from other sources (e.g. learned societies) if needed. Dutch HCPs stated 


that sometimes information was already known through the lay media and that drugs should be 


better evaluated before approval so that there was no need to send such warnings. Some Nor-


wegian HCPs indicated that some DHPCs were sent for drugs used by a small selection of spe-


cialists only. A small number of respondents indicated that too many DHPCs were being sent, 


however, as long as numbers were kept low, the DHPC was considered a useful safety commu-


nication tool. Finally, HCPs commented that the DHPC is not available at the time of prescribing 


and it would be useful to build recommendations into electronic prescribing systems (EPS). 


Many HCPs indicated that they felt the DHPCs should be more succinct, whereas a smaller num-


ber of HCPs saw a need for more detail in the letters, e.g. with respect to the level of evidence 


underpinning the safety communication (UK). 
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6.3.4 Q4: How often do you take the action that is recommended in this type of 
communications? 


For this question, respondents had to use a slider to indicate how often they take the action 


recommended in DHPCs (from 0% to 100% of the time). Overall, HCPs take the recommended 


action in a median of 83% of cases with a range from 60% in NL to 89% in DK (Figure 6.3.4.1, 


Table 6.3.4.1). The variation was small between professional groups (82% to 88%) (Figure 


6.3.4.2, Table 6.3.4.2). 


 


Figure 6.3.4.1 Results of Q4: How often do you take the action that is recommended in this 
type of communication? 


Presented per country. p <0.001 (Kruskal-Wallis) 


On the y-axis the percentage of responding HCPs (all/per country) is indicated with the x-axis 
presenting how often (never, 0% of the time – always, 100% of the time) they indicated to have 
taken the action recommended in a DHPC. 
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Table 6.3.4.1 Results of Q4: How often do you take the action that is recommended in this 
type of communication (never – always)? 


Presented per country, where Q1 is the lower quartile and Q3 the upper quartile 


 NO SE DK IE UK NL ES IT HR Total 


Q1 67 60 72 70 52 30 75 73 53 67 


Median 83 76 89 83 77 60 86 88 74.5 83 


Q3 95 87 99 96 92 84 96 99 91.5 95 


 


 


Figure 6.3.4.2. Results of Q4: How often do you take the action that is recommended in this 
type of communication (never, 0% of the time – always, 100% of the time)?  


Presented per profession. p <0.001 (Kruskal-Wallis) 
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Table 6.3.4.2. Results of Q4: How often do you take the action that is recommended in this 
type of communication (never – always)?  


Presented per profession, where Q1 is the lower quartile and Q3 the upper quartile 


 GPs Cardiologists Pharmacists Other 


Q1 67,5 69 62 74 


Median 82 85 82 88 


Q3 94 96 96 98 


Open-ended answers to Q4 


Again, a large number of respondents (n= 1348) provided information in the open-ended field to 


indicate why they did, or did not, always take the recommended actions. Many respondents 


indicated having taken the recommended action where they considered the recommendations 


useful, good for patient safety and to be their duty as a HCP. Some indicated that they would 


take the action if they trusted the information (NL, UK, SE), and that this could be supported by 


professional guidelines. Spanish HCPs indicated taking the recommended action because they 


assumed that DHPCs were sent by the NCA who revised and authorised the safety information. 


A few Italian respondents cited potential legal consequences of not following recommendations. 


A reason for not taking the appropriate action was that respondents did not use/prescribe the 


medicine, e.g. as it fell outside of their clinical expertise. Some also indicated that they found the 


measure unduly cautious, that it was not supported by sufficient evidence, or that more back-


ground information should be provided. Others indicated that they sometimes forget about the 


issue or that organisational constraints prevented them from taking the appropriate action. Also, 


a lack of clarity in the message affected their willingness to take action. Sometimes a lack of 


alternative treatment options was mentioned for not taking the recommended action. 


Some respondents also indicated that they take action depending on the situation, e.g., the 


specific patient, weighing risks and benefits, and in some cases involving patient preferences in 


decision-making. The severity of the ADR, duration of use and the age of the patient were also 


factors that were taken into consideration when deciding to take action. The majority of com-


ments were shared across countries. 
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6.3.5 Q5: Would it be sufficient for you to only receive an electronic DHPC instead 
of a hardcopy version? 


The responses to this question were more variable, with 20% of the 3301 respondents and over 


a third of the respondents in SE (42%), the NL (39%) and IE (34%) indicating that it would not be 


sufficient for them to receive only an electronic version of a DHPC (Figure 6.3.5). Interestingly, in 


ES, paper versions of DHPCs are no longer sent in most cases, which did not seem to be a major 


concern, as 84% of respondents thought an electronic version was sufficient. There were no 


statistically significant differences between the professional groups (p =0.006, 2-test) 


(Table 6.3.5). 


 


Figure 6.3.5. Results of Q5: Would it be sufficient for you to only receive an electronic DHPC 
instead of a hardcopy version? 


Presented per country. p <0.001 (2-test) 
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Table 6.3.5. Results of Q5: Would it be sufficient for you to only receive an electronic DHPC 
instead of a hardcopy version? 


Presented per profession. p =0.006 (2-test) 


 GPs1 Cardiologists Pharmacists Others Total1 


Yes 1229 (74%) 155 (78%) 894 (77%) 239 (84%) 2517 (76%) 


No 344 (21%) 41 (21%) 227 (20%) 33 (12%) 645 (20%) 


Other 78 (5%) 4 (2%) 43 (4%) 14 (5%) 139 (4%) 


Total 1651 (100%) 200 (100%) 1164 (100%) 286 (100%) 3301 (100%) 


1. One GP skipped this question. 


Open-ended answers to Q5 


Fewer (n= 134) respondents provided open comments to this question. The main reason for pre-


ferring paper-based copies over electronic DHPCs was that HCPs received so many emails al-


ready and therefore felt that hardcopies were more distinctive. However, this was also mentioned 


in countries (e.g. ES) where a large proportion of respondents only need an electronic DHPC. 


Some highlighted trepidation about sharing email addresses with industry. A few suggested that 


hardcopy information would be better remembered, more easily stored, could be shared with 


colleagues and more effectively ‘grabs your attention’. However, with regard to emails, some 


HCPs also suggested that these had the advantage of easy storage and retrieval and were easy 


to share with colleagues. 


Regarding emails, HCPs highlighted that they should be clearly identifiable as containing im-


portant safety information and that other practical issues, such as the need to maintain a data-


base/registry of valid email addresses, should be considered. Dutch HCPs suggested that email 


addresses should be verified annually. Nevertheless, quite a few respondents indicated a prefer-


ence for both hardcopy and electronic versions, with a small group suggesting NCA websites as 


a good information source. If information was to be sent electronically, the sender should be clear 


and there should be a defined header indicating the topic and enabling HCPs to distinguish com-


munications from spam/commercial information and avoid deletion. UK HCPs suggested men-


tioning ‘DHPC’ in the header. Spanish HCPs suggested that a monthly or quarterly overview of 


DHPCs could be sent round, and others suggested that DHPCs could be distributed or an-


nounced through social media rather than email. 
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6.3.6. General comments on DHPC section 


Approximately 500 professionals made general remarks on DHPCs. These comments provided 


both positive and negative feedback. For example, HCPs felt that the information kept them up-


to-date, and could be used for formal training and Drug and Therapeutics Committee-like meet-


ings. DHPCs would be easier to identify if letters (or the envelope) clearly indicated that it con-


tained new/important safety information. Unofficial documents caused confusion and some men-


tioned that it was not always clear what action needed to be taken and that this should be high-


lighted within the text, e.g. with a different, bold font. The title should highlight the safety concern 


and the recommendations should be clearly summarised. A repository of DHPCs could be useful. 


More comments suggested that the NCA would be better as a sender, as material coming directly 


from industry was distrusted and therefore may not be read. DHPCs should be targeted at the 


relevant specialist. Others mentioned only glancing through DHPCs, or only picking up a DHPC 


that was specifically marked with an ‘orange hand’ (the Dutch symbol for DHPCs that require 


extra attention). 


Some mentioned that emails were not effective and paper was better, while others stated that 


post was always late and that they identified the issue earlier from the web (NCA website). 
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6.4 National regulatory agency communications – survey 
questions 
The answers to the individual questions on NCA communications are presented below. 


6.4.1 Q6: Are you familiar with this type of safety information? 


In general, the familiarity of HCPs with this kind of safety information was high (87%) in most 


countries with the exception of the NL (28%) (Figure 6.4.1). Cardiologists (74%) were less familiar 


with this type of safety information than GPs (89%) and pharmacists (85%) (Table 6.4.1). 


 


Figure 6.4.1. Results of Q6: Are you familiar with this type of safety information (NCA 
communications)? 


Presented per country. p <0.001 (2-test) 
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Table 6.4.1. Results of Q6: Are you familiar with this type of safety information  
(NCA communications)? 


Presented per profession. p <0.001 (2-test) 


 GPs Cardiologists Pharmacists Others Total 


Yes, I have received 
this type of safety 
information and I 
sometimes read it 


1571 (89%) 164 (74%) 1108 (85%) 307 (91%) 3150 (87%) 


Yes, I have received 
this type of safety 
information, but I 
have never read it 


35 (2%) 8 (4%) 23 (2%) 2 (1%) 68 (2%) 


No 160 (9%) 50 (23%) 169 (13%) 28 (8%) 407 (11%) 


Total 1766 (100%) 222 (100%) 1300 (100%) 337 (100%) 3625 (100%) 


Open-ended answers to Q6 (n=584) 


In the UK the Drug Safety Update is a well-established information source – at least among re-


spondents – and received a large number of positive comments (n=127). The HCPs appreciated 


the collecting of issues together into a good summary, which aids HCPs in keeping up to date. 


They indicated reading the communication regularly, and that the content was, for example, re-


viewed and appropriate action initiated by Medicines Management Committees or Drug Thera-


peutic Committees. Respondents indicated that the material was also used for teaching. Some 


stated an appreciation for the information coming from a trusted source. Printouts could be 


stored for referencing. Some indicated that these Drug Safety Updates were more useful than 


DHPCs. 


The most supported format was a combination of an email, with an attachment or a link to the 


information, and a short summary on the first page. Digital information was strongly appreciated, 


but sometimes difficult to locate once stored. A central repository may reduce this difficulty. Col-


our should be used to improve readability and some suggested that a drug name should be 


included in the email subject, and that too much information could dilute the message. 


Some mixed comments on access to information were received. For UK respondents, the in-


formation should be more easily retrievable from a central repository, ideally at the.gov.uk do-


main. Some indicated that the current mailing list seemed incomplete, communications were not 


received consistently or in a timely manner, and others stated that they just receive too much 


mail. 


Finally, it was suggested that a better way of educating HCPs and possibly certificating the way 


follow-up/action should be organised, and thus making HCPs accountable, was needed. 
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Twenty-one comments were received in IT on this topic, however, comments were mixed. Some 


suggested this was the best way for NCAs to inform HCPs. However, the frequency was consid-


ered too high by some respondents, with some suggesting that preferably no more than one 


message should be sent per week. Others had never received this communication and it was 


therefore suggested this information should be referenced on the NCA website. 


Few HCPs provided comments on this in the NL. Some received the information from the phar-


macists (KNMP) association, but not directly from the CBG-MEB (NL regulatory agency). Some-


times a time gap between DHPC and CBG email/newsletter seemed to exist. 


In NO, alerts will be implemented in the dispensing system for pharmacies and are already avail-


able through the patient prescription systems for doctors, in addition to the medicines reference 


book and the NCA’s website. Most responders find these alerts useful and important, keeping 


them up to date. The alerts are appreciated as they permit HCPs to give appropriate information 


to patients. The HCPs requested that messages be short, factual, easily available, quick to read, 


and comprehensive. 


In ES the NCA communications were rated highly by the respondents. However, some doctors 


stated that, even though the information received is very useful, it was not always easy to retrieve 


the information at a later date. Reminders, which summarise all the NCAs communications within 


a certain period, were suggested as the best route to keeping HCPs up to date. It was suggested 


that the NCA communications and DHPCs could be sent together, or a linkage between those 


documents could be added. Also, it was suggested that these communications should be incor-


porated into the electronic prescribing tools, and combined with the NCA web-portal housing 


product information. It was mentioned that a subscription list should be set up. In this way, a 


personal email could be sent. It was suggested that it should be possible to indicate your speci-


ality to receive more targeted information. HCPs generally liked the summary of information at 


the beginning of the document, including the safety problem, recommendation and target popu-


lation, in addition to some information on the medicine. Moreover, the structured content of the 


document was found useful. 


Only a few comments were received from SE, where respondents indicated that they recognised 


the information as coming from the MPA (SE regulatory agency) and considered this as a positive. 


A respondent suggested using both generic and brand names for medicines, as generics may 


not be well known. 


In HR, half of the comments received indicated that HCPs received the NCA’s newsletter. The 


half of the respondents who did (remember to) receive these safety communications considered 


them important, e.g. ‘I read it carefully, even when I am on vacation.’ 
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In IE, mostly positive views on the HPRA (IE regulatory agency) newsletters were received and it 


was indicated that these were considered independent and more objective than information re-


ceived from industry. Newsletters were used as an educational tool by some. It was commented 


that important content was clear and well presented. Some negative responses were that infor-


mation was repetitive and not timely, echoing what was said by some in relation to DHPCs. It 


was suggested that there should be an online searchable web-portal with this information. 


The open-ended comments are quite extensively reported here, given the usefulness of as-


sessing heterogeneous types of communication across different countries. However, in some 


countries, only a few comments were made and it is therefore important to realise that such 


comments may not be representative for all surveyed HCPs. 


 


If respondents were familiar with NCA communications, they received the following additional 


questions. 
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6.4.2 Q7: How useful do you find national regulatory agency communications in 
general? 


There are some differences between countries and professionals, but more than 90% of the re-


spondents answering this question thought the communications were useful or very useful (Fig-


ure 6.4.2, Table 6.4.2). The main difference was in whether the communication was considered 


useful or very useful. 


 


Figure 6.4.2. Results of Q7: How useful do you find national regulatory agency 
communications in general? 


Presented per country. p <0.001 (Kruskal-Wallis) 
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Table 6.4.2. Results of Q7: How useful do you find national regulatory agency 
communications in general? 


Presented per profession.  
Scale from not useful at all (1) to very useful (5). p <0.001 (Kruskal-Wallis) 


 GPs1 Cardiologists Pharmacists Others Total1 


Not useful at all 2 (0%) 1 (1%) 0 (0%) 0 (0%) 3 (0%) 


Not useful 15 (1%) 5 (3%) 9 (1%) 2 (1%) 31 (1%) 


Neutral 86 (5%) 7 (4%) 57 (5%) 13 (4%) 163 (5%) 


Useful 687 (44%) 114 (70%) 561 (51%) 143 (47%) 1505 (48%) 


Very useful 780 (50%) 37 (23%) 481 (43%) 149 (49%) 1447 (46%) 


Total 1570 (100%) 164 (100%) 1108 (100%) 307 (100%) 3149 (100%) 


1. One GP skipped this question 


Open-ended answers to Q7 (n=1043) 


In the UK, respondents supported the value of the national communication for providing updates. 


Communications were a standing item on the Drug and Therapeutic Committee’s agenda. An 


interesting response suggested that these communications were also a reminder for HCPs to 


use the Yellow Card system to report ADRs. The way the information was presented was con-


sidered helpful, with a summary and overview for quick reading, drawing attention to important 


information. Background information was also appreciated. Some indicated the information was 


easily located, while others indicated having problems with access. Regarding the format, the 


writing style was considered difficult to engage with. It was considered good that an MHRA 


header (indicating an authoritative and reliable source) was used to increase trust in the commu-


nication, and that there was a clear link to the Department of Health for further information. Clear 


guidance was often, but not always, given; therefore, it was suggested that this needs attention. 


Many other positive responses were received from the UK survey, including how information was 


often repetitive in coming from both NICE and BNF. Therefore, the MHRA as a single channel 


would be preferred. 


In IT, HCPs gave generally, positive comments on the timely, reliable and rapid updates; how-


ever, they stated that too many communications are currently sent. A suggestion was to apply a 


means of differentiating by priority. 


In the NL, the information was considered independent, reliable and to result in increased 


knowledge and improved patient care. Some argued, however, that information was provided on 


drugs HCPs were not using, and a suggestion was made to incorporate this information into the 


electronic prescribing system. 
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Respondents from NO, ES, HR and IE had generally positive views on NCA safety communica-


tions. They reported that clear, concise, up-to-date, clinically relevant, and useful information 


was provided through these NCA communications. The NCA was considered as a trustworthy 


sender. In IE, HPRA Drug safety newsletters were also used an educational tools. Some concerns 


were raised about the length (too long), repetition (from DHPC), and communications being too 


slow. In addition, many felt that information provided was often not relevant to their own clinical 


practice. 


6.4.3 Q8: How often do you take the action that is recommended in this type of 
communication? 


HCPs indicated taking action in response to 74% of these NCA communications in HR, com-


pared to 93% in ES and DK (Figure 6.4.3.1, Table 6.4.3.1). The median response ranged from 


85% of cases among pharmacists to 91% among ‘other HCPs’ (Figure 6.4.3.2, Table 6.4.3.2). 


Again, as with the response to the DHPC (6.3.4), this is considered a high level of action. 


SE did not include this question in their questionnaire. 


 


Figure 6.4.3.1. Results of Q8: How often do you take the action that is recommended in NCA 
communication? 


Presented per country. p <0.001 (Kruskal-Wallis).  


On the y-axis the percentage of responding HCPs (all/per country) is indicated with the x-axis 
describing how often (never, 0% of the time – always, 100% of the time) they indicated to have 
taken the action. 
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Table 6.4.3.1. Results of Q8: How often do you take the action that is recommended in this 
NCA communication (never – always)?  


Presented per country, where Q1 is the lower quartile and Q3 the upper quartile. 


 NO SE DK IE UK NL ES IT HR Total 


Q1 70 - 74 70 65 58 83 72 52 73 


Median 85 -  93 82 84 75.5 93 88 73.5 88 


Q3 97 - 99 95 97 85 99 98 95 98 


 


Figure 6.4.3.2. Results of Q8: How often do you take the action that is recommended in NCA 
communication (never, 0% of the time – always, 100% of the time)?  


Presented per profession. P <0.001 (Kruskal-Wallis).  


On the y-axis the percentage of responding HCPs is indicated with the x-axis describing how 
often (never, 0% of the time – always, 100% of the time). 
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Table 6.4.3.2. Results of Q8: How often do you take the action that is recommended in this 
type of communication (NCA communication)? (never – always).  


Presented per profession, where Q1 is the lower quartile and Q3 the upper quartile. 


 GP Cardiologist Pharmacist Other 


Q1 76 73 67 78 


Median 89 89 85 91 


Q3 98 98 98 99 


Open-ended answers to Q8 (n= 834) 


The reasons for taking action were either that HCPs considered it their duty or, because it was 


sent by the regulator (MHRA, UK), some thought it compulsory (IE). Trust (ES) in the NCA was 


also mentioned as an important reason to follow the recommendation. HCPs highlighted the need 


to access independent drug information and that NCAs could provide this. 


It was also mentioned that an individual benefit-risk assessment was made only if action was 


needed for an individual patient. However, in a number of responses it was suggested that it 


would be difficult to ignore a (new) contra-indication (legal/litigation concerns). 


The majority of respondents indicated (as in 6.3.4) that they would only not take action if the 


message was not relevant for them, either because it fell outside of their scope of medical prac-


tice, or because no patient had (yet) presented with the mentioned concern. Some also indicated 


that they had forgotten about the specific issue. Very few mentioned a lack of time for not fol-


lowing these recommendations. 
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6.4.4 Q9: Would it be sufficient for you to only receive an electronic version of 
national regulatory agency communications, instead of a hardcopy version? 


This question was only included in the survey conducted in SE. A small majority of HCPs indi-


cated they would prefer to receive a hardcopy version of NCA communications (Figure 6.4.4). 


This seems in line with the considerable proportion of Swedish HCPs that also had a preference 


for a hardcopy DHPC. 


 


Figure 6.4.4. Results of Q9: Would it be sufficient for you to only receive an electronic 
version of national regulatory agency communications, instead of a hardcopy version? 


(Only included in SE) 


Open-ended answers (n=6) 


A respondent indicated that it was appreciated that a particular paper-based news bulletin ap-


peared regularly and could be read at home after work. More respondents indicated that it was 


difficult to retrieve information from the constant flow of emails, which was why the paper-based 


bulletin was appreciated. 


6.4.5 General comments on NCA communication section 


There were 170 additional general comments on NCA communications. Most overlapped with 


comments given on the specific questions above. 


In the UK, there were some additional comments with regard to difficulties encountered in navi-


gating the MHRA website after it moved to the.gov.uk domain. In IT, comments suggested that 


information could be more HCP-oriented. Norwegian HCPs preferred information to pop up on 


computer systems (GPs and pharmacists) and that the alerts also be addressed to dentists and 


nurses. In ES, few responses were received, but an interesting remark was made that drug con-


sumption data could be added to contextualise safety information. In SE, HCPs liked the paper 


bulletin from the MPA and stated that it was less easily missed in the large flow of emails. Most 


of these issues were already raised above. 
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6.5 Educational materials – survey questions 
The answers to the questions regarding educational materials are presented below. 


6.5.1 Q10: Are you familiar with this type of safety information? 


Just over a quarter (27%) of respondents indicated that they were not familiar with educational 


materials (Figure 6.5.1). Irish, Croatian and Dutch respondents seemed most familiar. Pharma-


cists (74%) were the type of HCP that showed most awareness, followed by two-thirds of GPs 


and cardiologists, with ‘other’ HCPs (45%) being the least aware (Table 6.5.1). The level of famil-


iarity, although still quite high, was considerably lower than for the other two communication 


tools. 


 


Figure 6.5.1. Results of Q10: Are you familiar with this type of safety information  
(educational material)? 


Presented per country. p <0.001 (2-test) 
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Table 6.5.1. Results of Q10: Are you familiar with this type of safety information (educational 
material)? 


Presented per profession. p <0.001 2(-test) 


 GPs Cardiologists Pharmacists Others Total 


Yes, I have 
received this type 
of safety 
information and I 
sometimes read it 


995 (64%) 113 (68%) 675 (74%) 128 (45%) 1911 (66%) 


Yes, I have 
received this type 
of safety 
information, but I 
have never read it 


158 (10%) 16 (10%) 34 (4%) 11 (4%) 219 (8%) 


No 400 (26%) 38 (23%) 201 (22%) 146 (51%) 785 (27%) 


Total 1553 (100%) 167 (100%) 910 (100%) 285 (100%) 2915 (100%) 


Open-ended answers (n= 445) 


HCPs from the UK were mostly positive about these materials, but they indicated having prob-


lems locating them. They would prefer a repository on the MHRA website, and clarification as to 


where information is coming from. Educational materials were sometimes hard to differentiate 


from advertisements from pharmaceutical companies. Materials should use generic names, as 


brand names were not generally used in the NHS. Some IT HCPs indicated that they also valued 


scientific information from sales representatives. The materials might be confusing for some pa-


tients (e.g. elderly). Also, Dutch and Irish HCPs considered the materials difficult to differentiate 


from advertising materials, and stated that they had difficulties in retrieving the materials at a later 


date. In ES, many HCPs indicated a distrust in information sent by industry and do not read it. 


If respondents were familiar with educational materials, they received follow-up questions related 


to educational materials. 
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6.5.2 Q11: How useful do you find educational materials in general? 


The large majority of HCPs that were familiar with educational materials thought they were useful 


(59%) to very useful (25%) (Figure 6.5.2). There were no significant differences in appreciation of 


the usefulness of educational materials between the professional groups (Table 6.5.2) (p=0.071, 


Kruskal-Wallis). 


 


Figure 6.5.2. Results of Q11: How useful do you find educational materials in general? 


Presented per country. p <0.001 (Kruskal-Wallis) 
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Table 6.5.2. Results of Q11: How useful do you find educational materials in general? 


Presented per profession. This question was not included in NO and SE.  
Scale from not useful at all (1) to very useful (5). P = 0.071 (Kruskal-Wallis) 


  GPs1 Cardiologists Pharmacists Others Total1 


Not useful at all 6 (1%) 0 (0%) 1 (0%) 0 (0%) 7 (0%) 


Not useful 35 (4%) 0 (0%) 15 (2%) 3 (2%) 53 (3%) 


Neutral 139 (14%) 12 (11%) 88 (13%) 12 (9%) 251 (13%) 


Useful 578 (58%) 69 (61%) 398 (59%) 77 (60%) 1122 (59%) 


Very useful 236 (24%) 32 (28%) 173 (26%) 36 (28%) 477 (25%) 


Total 994 (100%) 113 (100%) 675 (100%) 128 (100%) 1910 (100%) 


1. One GP skipped this question. 


Open-ended answers to Q11 (n=473) 


The reason why HCPs thought educational materials were useful was mainly that these methods 


could reinforce information presented during consultation with patients. Visual aids were also 


mentioned as being very helpful. Educational materials could be used to increase adherence and 


appropriate drug use. It was mentioned that content and format should be clear, and plain lan-


guage should be used. 


Similar concerns were raised in relation to a general distrust of information coming directly from 


industry, i.e. concerns about potential misinformation or skewed information. Practical issues 


were also raised around how to access additional copies, and a need for a repository – preferably 


on an NCA website/portal. 
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6.5.3 Q12: If educational material for the patient is available, either for explanation 
during a consult or to be read at home, how do you value the following delivery 
methods? 


Slightly more respondents had a neutral view with regards to online or web-based tools com-


pared to hardcopy versions for use in patient consultation or to be used at home by patients 


(Figure 6.5.3). Any differences between professionals were marginal. Although a significantly 


lower appreciation of hardcopy material was observed for GPs (p <0.001) (Table 6.5.3), the me-


dian appreciation was similar (4: positive) to the other professional groups. 


 


Figure 6.5.3. Results of Q12: If educational material for the patient is available, either for 
explanation during a consult or to be read at home, how do you value the following delivery 


methods?  


Presented per country. Hardcopy: p <0.001 (Kruskal-Wallis); Online or web-based tools: 
p <0.001 (Kruskal-Wallis) 
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Table 6.5.3. Results of Q12: If educational material for the patient is available, either for 
explanation during a consult or to be read at home, how do you value the following delivery 


methods?  


Presented per profession. Scale from very negative (1) to very positive (5). Q1 is the lower 
quartile and Q3 the upper quartile. Medians are presented (Q1; Q3).  


 GPs Cardiologists Pharmacists Others Total p-value 


(Kruskal-
Wallis) 


Hardcopy  4 (3;4) 4 (4;4) 4 (4;5) 4 (4;5) 4 (4;5) <0.001 


Online or web-
based tools 


4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) 0.129 
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6.5.4 Q13: Please tick all the following contents that you think should be included in 
educational materials for patients. 


Overall, the information that should be included according to most of the respondents was: 1) 


information on how to correctly use/take the product (93% of respondents); 2) warnings about 


serious ADRs and how the risk may be minimized (83%); and 3) a summary of both the benefits and 


risks of using the product (74%) (Figure 6.5.4). Although, all options were significantly different 


between the countries, a more outspoken or relevant difference was observed with regard presenting 


the benefits and risks. Danish, Dutch, Croatian and Italian respondents were significantly less in 


favour of this. There were few differences between the professional groups (Table 6.5.4). 


 
Figure 6.5.4. Results of Q13: Please tick all the following contents that you think should be 


included in educational materials for patients.  


Presented per country. The number of respondents that ticked the box for “none of the above” 
is mentioned in the title of the graphs. 


 p-value (-test) 
1. <0.001 
2. <0.001 
3. <0.001 
4. 0.009 
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Table 6.5.4. Results of Q13: Please tick all the following contents that you think should be 
included in educational materials for patients. 


Presented per profession.  


 GPs Cardiologists Pharmacists Others Total p-value 
(-2test) 


1. Warnings 799 (80%) 87 (77%) 591 (88%) 113 
(88%) 


1590 
(83%) 


<0.001 


2. Information 906 (91%) 102 (90%) 639 (95%) 123 
(96%) 


1770 
(93%) 


0.012 


3. Summary 728 (73%) 74 (65%) 505 (75%) 102 
(80%) 


1409 
(74%) 


0.076 


4. Other 70 (7%) 10 (9%) 84 (12%) 11 (9%) 175 (9%) 0.003 


None of the 
above 


4 (0%) 2 (2%) 3 (0%) 3 (2%) 12 (1%) 0.023 


1. Warnings about serious adverse drug reactions and how the risk may be minimised 


2. Information on how to correctly use/take the product 


3. A summary of both the benefits and risks of using the product 


4. Other 


Open-ended answers to Q13 (n = 172) 


The suggestions as to information that should be given in educational materials included placing 


the warnings in context of likelihood, what to do in lay terms, giving a realistic explanation of risks 


and not to include all risks. It was suggested that there was a need for communications to clearly 


indicate what action should be taken, whom to contact and when. In addition, some basic drug 


information should be given, as well as what patients should do if they miss a dose, interactions 


(drugs and food), contra-indications and how effective the drug is in treating the intended dis-


ease, to encourage adherence. There was also support for the incorporation of instructions for 


HCPs on how to monitor patients (e.g. organ function) and how to report ADRs. 


6.5.5 Q14: Have you ever used educational materials as part of a discussion about a 
medicine with a patient? Multiple responses possible. 


In total, 1336 (70%) of 1911 HCPs familiar with educational material had used these materials in 


a consultation with their patient (Figure 6.5.5). HCPs from IE, ES and HR had done this most, 


while Danish and Dutch HCPs had done this the least. The use of these materials in consultation 


with patients was similar across all HCP groups (Table 6.5.5). 
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Figure 6.5.5. Results of Q14: Have you ever used educational materials as part of a 
discussion about a medicine with a patient?  


Presented per country. Multiple responses possible. 


 p-value (2-test) 
1. Yes <0.001 
2. No, I do not routinely prescribe medicines for which educational materials are available <0.001 
3. No, I do not know if educational materials are available for the medicines I prescribe 0.003 
4. No, I do not find these materials helpful for patients 0.332 
5. No, I think the Patient Information Leaflet already provides sufficient information <0.001 
6. No, because… 0.003 
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Table 6.5.5. Results of Q14: Have you ever used educational material as part of a discussion 
about a medicine with a patient? 


Presented per profession. Multiple responses possible.  


 GPs Cardiologists Pharmacists Others Total p-value  
(2-test) 


1. Yes 689 (69%) 81 (72%) 476 (71%) 90 (70%) 1336 (70%) 0.918 


2. No, don’t 
prescribe 


49 (5%) 5 (4%) 62 (9%) 13 (10%) 129 (7%) 0.002 


3. No, don’t 
know 


99 (10%) 10 (9%) 35 (5%) 12 (9%) 156 (8%) 0.006 


4. No, not 
helpful 


43 (4%) 3 (3%) 7 (1%) 1 (1%) 54 (3%) <0.001 


5. No, PIL 92 (9%) 10 (9%) 38 (6%) 4 (3%) 144 (8%) 0.009 


6. No, 
because… 


47 (5%) 5 (4%) 71 (11%) 11 (9%) 134 (7%) <0.001 


1. Yes 


2. No, I do not routinely prescribe medicines for which educational materials are available 


3. No, I do not know if educational materials are available for the medicines I prescribe 


4. No, I do not find these materials helpful for patients 


5. No, I think the Patient Information Leaflet already provides sufficient information 


6. No, because… 


Open-ended answers to Q14 (n=126) 


A commonly raised concern regarding educational materials was their impartiality, considering 


they were supplied by industry. Another concern was difficulties regarding inaccessibility. An-


other reason given for not using educational materials was that these materials are not patient-


friendly, or that educational materials were not relevant for the respondent’s professional group. 


An important positive characteristic of educational materials is that visual aids can facilitate com-


munication, or reinforce information shared, with patients. The materials may be given to patients, 


but should have a sufficiently large font so that the elderly can read them as well. Additional 


formats, such as YouTube videos, were suggested as a tool. In order to facilitate retrieval, and to 


not be dependent on sales reps, it was suggested that there should be a central repository (NCA, 


pharmaceutical reference book) that allows printing. Alternatively, it could be embedded into the 


electronic prescribing system. 
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6.5.6 General comments on educational materials 


Over a quarter of all respondents, mainly pharmacists, across different countries, indicated that 


they had rarely seen educational materials. In general, the major concern of HCPs who had ex-


perience with these educational materials was that they were mostly (seen as) coming from in-


dustry. This was seen to be less of an issue in IT and was also not mentioned in HR. It was 


suggested that materials were often only available from sales representatives and were not easy 


to distinguish from promotional/commercial materials. Still, a number of positive comments were 


that these materials were considered educational and could be valuable for helping patients un-


derstand the benefits and risks of drugs. 


Some of the visual aids provided were considered especially useful. In order to promote the 


use/uptake of educational materials, it was suggested that these materials be independently pro-


duced and available from the NCAs’ websites or available from the HCPs’ own IT systems. The 


information should be kept concise. Electronic format, e.g. availability on websites or develop-


ment of mobile apps, was suggested to improve uptake and an awareness campaign was sug-


gested to improve awareness. In ES, it was suggested to roll out an awareness campaign on the 


availability of these kinds of materials. A reference could be made in the Patient Information Leaf-


let to specify if/where educational materials could be located. 
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6.6 General preferences and behaviour towards medicines 
safety information – survey questions 
In this section of the document, general issues of safety communication are discussed that are 


not specific to the main three regulatory communication tools: DHPCs, NCA communications 


and educational material. 


6.6.1 Q15: How do you value the following sources as senders of safety messages? 


The respondents were asked to indicate how they valued seven potential sources (NCAs; Euro-


pean Medicines Agency (EMA); professional bodies; pharmaceutical companies; colleagues; 


public press; and independent researchers) as the senders of safety messages. The NCA was 


considered most positive as a sender of the safety information (Figure 6.6.1.1), followed by pro-


fessional bodies (Figure 6.6.1.3) and the EMA (Figure 6.6.1.2). Pharmaceutical companies (Figure 


6.6.1.4) and, in particular, the lay press (Figure 6.6.1.6) were considered most negatively. Differ-


ences between countries were visible, but modest. Similarly, no important differences in prefer-


ence between professionals were noted (Table 6.6.1). 


 


Figure 6.6.1.1. NCA. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.1.2. European Medicines Agency (EMA). p <0.001 (Kruskal-Wallis) 
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Figure 6.6.1.3. Professional body. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.1.4. Pharmaceutical companies. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.1.5. Colleague. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.1.6. Public press  


(e.g. local newspaper or news programme on television). p <0.001 (Kruskal-Wallis) 
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Figure 6.6.1.7. Independent researchers. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.1.8. Health agencies of your autonomous region  


(e.g. health service in your autonomous region, regional pharmacovigilance centres, etc.). 
Option was only available in ES. 


 


The added question on the autonomous (local) health centres in ES (Figure 6.6.1.8) indicated that 


these were considered almost as positive as the NCA, professional bodies and the EMA. 







SCOPE Work Package 6  
Healthcare Professional Survey 


61 


Table 6.6.1 Results of Q15: How do you value the following sources as senders of safety 
messages?  


Presented per profession. Scale from very negative (1) to very positive (5). Medians are 
presented (Q1; Q3). Q1 is the lower quartile and Q3 the upper quartile. 


 GPs Cardiologists Pharmacists Others Total p-value 
(Kruskal-Wallis) 


NCA  5 (4;5) 4 (4;5) 5 (4;5) 5 (4;5) 5 (4;5) <0.001 


EMA  4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) 0.026 


Professional 
body  


4 (4;5) 4 (4;4) 4 (3;4) 4 (4;5) 4 (4;5) <0.001 


Pharmaceutical 
companies  


3 (3;4) 3 (3;4) 3 (3;4) 3 (3;4) 3 (3;4) <0.001 


Colleague  4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) 0.002 


Public press  2 (2;3) 2 (2;3) 2 (2;3) 3 (2;3) 2 (2;3) 0.290 


Independent 
researchers  


4 (3;4) 4 (4;5) 4 (3;4) 4 (4;4) 4 (3;4) <0.001 


Open-ended answers to Q15 


In the open-ended answers to other potential sources, relatively few respondents suggested 


common sources (n=174). The most noteworthy were the Cochrane library, Health Technology 


Assessment agencies (e.g. NICE), ministry of health, medical/pharmacists associations, Drug 


Bulletins, World Health Organisation, medical newsletters (e.g. Medscape), and social media, 


with blogs and Twitter specifically mentioned. 
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6.62 Q16: In general, do you prefer to receive safety information in hardcopy 
(paper) or electronically? 


This answer was consistent with the preference of receiving the DHPC (6.3.5), as a hardcopy 


version; the largest percentages of HCPs preferring hardcopy material were found in SE, NL and 


IE (Figure 6.6.2). The differences between groups of HCPs were not significant (p =0.002) 


(Table 6.6.2). 


 


Figure 6.6.2. Results of Q16: In general, do you prefer to receive safety information in 
hardcopy (paper) or electronically?  


Presented per country. p <0.001 (2-test) 
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Table 6.6.2. Results of Q16: In general, do you prefer to receive safety information in 
hardcopy (paper) or electronically? 


Presented per profession. p =0.002 (2-test) 


 GPs1 Cardiologists Pharmacists2 Others Total1,2 


Hardcopy 389 (22%) 53 (24%) 231 (18%) 48 (14%) 721 (20%) 


Electronically 1116 (63%) 145 (65%) 887 (68%) 243 (72%) 2391 (66%) 


No preference 258 (15%) 24 (11%) 181 (14%) 46 (14%) 509 (14%) 


Total 1763 (100%) 222 (100%) 1299 (100%) 337 (100%) 3621 (100%) 


1. Three GPs skipped this question 


2. One pharmacist skipped this question 


6.6.3 Q17: Below you can find some channels, which can be both in a hardcopy and 
electronic format. Independent of the format, how do you value each channel to 
keep up to date on the safety of medicines? 


Six alternative channels were presented to the respondents. They were asked to indicate how 


they valued each channel as a means by which to be informed of new risks about medicines. 


National clinical guidelines (Figure 6.6.3.6) and medicines references books (Figure 6.6.3.4) were 


most often valued very positively. Personalised letters (Figure 6.6.3.1), medical journals (Figure 


6.6.3.2) and SmPCs (Figure 6.6.3.3) were valued next most positively, in this order. Newspapers 


(Figure 6.6.3.5) were considered more negatively. 


Variation across countries was not large, possibly with the exception of the SmPC, where appre-


ciation across the range from neutral to very positive was quite different for the different coun-


tries, though responses were still mostly positive. 


Professional groups had significant differences in appreciation of the various channels, except 


for the personalised letters and national clinical guidelines. However, the same median score was 


given by all professional groups (Table 6.6.3). 


 


Figure 6.6.3.1. Personalised letter. p <0.001 (Kruskal-Wallis) 
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Figure 6.6.3.2. Medical journal. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.3.3. Summary of Product Characteristics / Patient information leaflet. p <0.001 
(Kruskal-Wallis) 


 


Figure 6.6.3.4. Medicines reference book. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.3.5. Newspaper. p <0.001 (Kruskal-Wallis) 
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Figure 6.6.3.6. National clinical guidelines. p <0.001 (Kruskal-Wallis) 


 


 


Table 6.6.3 Results of Q17: Below you can find some channels, which can be both in a 
hardcopy and electronic format. Independent of the format, how do you value each channel 


as a means by which to keep up to date on the safety of medicines?  


Presented per profession. Scale from very negative (1) to very positive (5). Medians are 
presented (Q1; Q3). Q1 is the lower quartile and Q3 the upper quartile. 


 GPs Cardiologists Pharmacists Others Total p-value 
(Kruskal-
Wallis) 


Personalised letter 4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) 0.012 


Medical journal 4 (4;4) 4 (4;4) 4 (4;4) 4 (4;4) 4 (4;4) <0.001 


Summary of Product 
Characteristics / 
Patient information 
leaflet 


4 (3;4) 4 (3;4) 4 (4;5) 4 (4;4) 4 (3;4) <0.001 


Medicines reference 
book (e.g. BNF, 
BNFc) 


4 (4;5) 4 (4;4) 4 (4;5) 4 (4;5) 4 (4;5) <0.001 


Newspaper 3 (2;3) 3 (2;3) 2 (2;3) 3 (2;3) 3 (2;3) <0.001 


National clinical 
guidelines 


4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) 0.032 
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6.6.4 Q18: How do you value the following alternative channels to keep up to date 
on the safety of medicines? 


Emails (Figure 6.6.4.1) and point-of-care alerts (Figure 6.6.4.4) were the preferred alternative elec-


tronic channels by which to be kept up to date on drug safety issues. Information provided during 


face-to-face meetings (in person) (Figure 6.6.4.8) also scored mostly positive or very positive. 


Websites (Figure 6.6.4.5) and mobile apps (Figure 6.6.4.7) were generally valued more neutrally. 


Social media (e.g. Twitter) (Figure 6.6.4.2), mobile phones (text messaging (Figure 6.6.4.3) or per-


sonal calls (Figure 6.6.4.9)), and television/radio (Figure 6.6.4.6) were all considered to be of neg-


ative value. Differences between professional groups were again marginal (but still significantly 


different); for example, GPs were slightly less negative regarding social media (Table 6.6.4). 


No other important alternative channels were suggested. 


 


Figure 6.6.4.1. Email. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.4.2. Social media (e.g. Twitter). p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.4.3. Mobile phone text (e.g. SMS). p <0.001 (Kruskal-Wallis) 
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Figure 6.6.4.4. Point-of-care-alerts. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.4.5. Website. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.4.6. Television or radio. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.4.7. Mobile app. p <0.001 (Kruskal-Wallis) 
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Figure 6.6.4.8. In person  


(e.g. face-to-face meeting, course, medical congress or seminar). p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.4.9. Phone call. p <0.001 (Kruskal-Wallis) 


 


 


Table 6.6.4. Results of Q18. How do you value the following alternative channels to keep up 
to date on the safety of medicines?  


Presented per profession. Scale from very negative (1) to very positive (5). Medians are 
presented (Q1; Q3). Q1 is the lower quartile and Q3 the upper quartile. 


 GPs Cardiologists Pharmacists Others Total p-value 
(Kruskal-
Wallis) 


Email  4 (4;5) 4 (4;4) 4 (4;5) 4 (4;5) 4 (4;5) <0.001 


Social media  3 (2;3) 2 (2;3) 2 (2;3) 2 (2;3) 2 (2;3) <0.001 


Mobile phone text  3 (2;3) 2 (2;3) 2 (2;3) 3 (2;3) 2 (2;3) 0.056 


Point-of-care 
alerts  


4 (4;5) 4 (3;4) 4 (4;5) 4 (4;5) 4 (4;5) <0.001 


Website  4 (3;4) 3 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) <0.001 


Television or radio  2 (2;3) 2.5 (2;3) 3 (2;3) 3 (2;3) 3 (2;3) 0.0348 


Mobile app  3 (2;4) 3 (2;4) 3 (2;4) 3 (3;4) 3 (2;4) 0.219 


In person  4 (3;4) 4 (4;4) 4 (3;4) 4 (3;4) 4 (3;4) 0.009 


Phone call 2 (2;3) 2 (1;3) 3 (2;3) 2 (2;3) 2 (2;3) <0.001 
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6.6.5 Q19: In general, how often do you prefer to receive safety-related information? 


Slightly less than half (45%) of all respondents prefer an immediate update of individual safety 


information, 26% suggested a weekly update and 25% a monthly update. A longer period was 


only preferred by a few respondents. Respondents from the NL, UK, SE and IE were more in 


favour of receiving less frequent safety updates (Figure 6.6.5). The differences between HCP 


groups were again small, but more cardiologists were satisfied with a less frequent update 


(Table 6.6.5). 


 


Figure 6.6.5. Results of Q19: In general, how often do you prefer to receive safety-related 
information?  


Presented per country. P <0.001 2-test 
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Table 6.6.5. Results of Q19: In general, how often do you prefer to receive safety-related 
information?  


Presented per profession. p <0.001 (2-test) 


 GPs Cardiologists Pharmacists Others Total 


An immediate update 
of individual safety 
issues 


794 (45%) 90 (41%) 594 (46%) 146 (43%) 1624 (45%) 


A weekly update of all 
safety issues 


418 (24%) 43 (19%) 399 (31%) 89 (26%) 949 (26%) 


A monthly update of all 
safety issues 


461 (26%) 68 (31%) 288 (22%) 87 (26%) 904 (25%) 


A quarterly update of all 
safety issues 


91 (5%) 20 (9%) 18 (1%) 15 (4%) 144 (4%) 


Total 1764 (100%) 221 (100%) 1299 (100%) 337 (100%) 3621 (100%) 
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6.6.6 Q20: Do you think it is useful when a safety message is repeated after a 
certain period of time? 


The large majority (88%) of all respondents thought repeating a safety message was useful. Least 


convinced were Dutch, Swedish, Danish and UK respondents (Figure 6.6.6). A slightly larger pro-


portion (13%) of cardiologists compared to other professionals saw no need for a repeated com-


munication (Table 6.6.6). 


 


Figure 6.6.6. Results of Q20: Do you think it is useful when a safety message is repeated 
after a certain period of time?  


Presented per country. p <0.001 (2--test) 
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Table 6.6.6. Results of Q20: Do you think it is useful when a safety message is repeated after 
a certain period of time?  


Presented per profession. p <0.001 (2--test) 


 GPs Cardiologists Pharmacists Others Total 


Yes 1565 (89%) 185 (83%) 1137 (88%) 291 (86%) 3178 (88%) 


No 138 (8%) 29 (13%) 79 (6%) 22 (7%) 268 (7%) 


Other, please 
specify 


60 (3%) 8 (4%) 82 (6%) 24 (7%) 174 (5%) 


Total 1763 (100%) 222 (100%) 1298 (100%) 337 (100%) 3620 (100%) 


Open-ended answers to Q20 (n=163) 


The responses received here were mostly positive regarding repeated messages, but suggested 


a repeat message was conditional on the fact that HCPs had not sufficiently changed their pre-


scribing practice, if it was considered that earlier communications had not reached all target 


groups, and if the safety message was of sufficient clinical relevance (with regard to level of risk 


to the population). Some requested a better system where earlier messages could be retrieved. 


It was also suggested to send reminders at regular intervals. 


6.6.7 Q21: In general, how much do you agree with the following statements? I only 
read the safety information if, … 


The respondents agreed most strongly with the statements that the relevance of the safety infor-


mation for their daily practice (Figure 6.6.7.6) and trust in the sender (Figure 6.6.7.2) determined 


if they read the safety communication. Layout, in particular, seemed to be less relevant (Figure 


6.6.7.3). The other statements showed a more mixed response (Figure 6.6.7.1, Figure 6.6.7.4, 


Figure 6.6.7.5, Figure 6.6.7.7). There were small, but statistically significant, differences between 


professionals (Table 6.6.7). 


 


Figure 6.6.7.1. I like the channel through which the information is sent  


(e.g. email, hardcopy letter). p <0.001 (Kruskal-Wallis) 
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Figure 6.6.7.2. I trust the sender of the safety message. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.7.3. I like the layout of the document. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.7.4. The document is not too lengthy. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.7.5. I have enough time to read the information. p =0.093 (Kruskal-Wallis) 
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Figure 6.6.7.6. The safety information is relevant for my daily practice. p <0.001 
(Kruskal-Wallis) 


 


Figure 6.6.7.7. I do not receive a new safety message too often. p <0.001 (Kruskal-Wallis) 
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Table 6.6.7. Results of Q21: In general, how much do you agree with the following 
statements? I only read the safety information if…  


Presented per profession. Scale from strongly disagree (1) to strongly agree (5). Medians are 
presented (Q1; Q3). Q1 is the lower quartile and Q3 the upper quartile. 


 GPs Cardiologists Pharmacists Others Total p-value 
(Kruskal-
Wallis) 


I like the channel 
through which the 
information is sent  


4 (3;4) 4 (3;4) 3 (2;4) 4 (3;4) 4 (3;4) <0.001 


I trust the sender of 
the safety message  


4 (4;5) 4 (4;4) 4 (4;5) 4 (4;5) 4 (4;5) 0.003 


I like the layout… 3 (3;4) 3 (3;4) 3 (2;4) 3 (3;4) 3 (2;4) <0.001 


The document is not 
too lengthy – median  


4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) <0.001 


I have enough time to 
read the information 


4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) <0.001 


The safety information 
is relevant for my 
daily practice  


4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) <0.001 


I do not receive a new 
safety messages too 
often  


3 (2;4) 3 (3;4) 3 (2;4) 3 (2;4) 3 (2;4) 0.002 


Open-ended answers to Q21 


A large number of Irish respondents flagged that a summary box or key messages section out-


lining the key safety messages is desirable. No other important factors were volunteered. 


6.6.8 Q22: In general, how much do you agree with the following statements about 
safety information? I only take action in response to a safety warning if, … 


Respondents indicated that severity/reversibility of the risk (Figure 6.6.8.1), relevance to their 


practice (Figure 6.6.8.10), and trust in the sender (Figure 6.6.8.2) were the factors most likely to 


influence whether action was taken. These statements were considered more important than 


whether the recommendation was clear (Figure 6.6.8.8), sufficient background information was 


provided (Figure 6.6.8.3), the message was incorporated into clinical or professional society 


guidelines (Figure 6.6.8.6) and the recommendations could be easily implemented (Figure 


6.6.8.9). Least important was that HCPs themselves (Figure 6.6.8.4), or their colleagues (Figure 


6.6.8.5), agreed with the safety recommendations and where patients were requesting an action 


based on information he/she had found (Figure 6.6.8.7). 
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Therefore, trust in the sender remains an important determinant of taking action, which is con-


sidered as important as the severity of the ADR, and more important than agreeing with the rec-


ommendation. Obviously, the action here is only an intended action and it is impossible to as-


certain in this survey if this translates into a real change in behaviour. The differences (all p <0.001) 


between countries were quite modest for most questions, except for the response to the question 


on the severity of the safety issue. Spanish and, to a lesser extent, Norwegian and Dutch HCPs 


indicated that they were more likely (strongly agree) to take action if the ADR was more severe 


or caused irreversible harm. 


The differences between HCPs were statistically significant (all p <0.001), with the only notable 


difference being that, in more cases, GPs indicated that the severity of the ADR determined their 


action (Table 6.6.8). 


 


Figure 6.6.8.1. The adverse drug reaction is severe or causes irreversible harm. p <0.001 
(Kruskal-Wallis) 


 


Figure 6.6.8.2. I trust the sender of the safety message. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.8.3. I receive sufficient background information on the basis for the safety 
message. p <0.001 (Kruskal-Wallis) 
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Figure 6.6.8.4. I agree with the recommendation in the safety information. p <0.001 
(Kruskal-Wallis) 


 


Figure 6.6.8.5. My colleagues or multidisciplinary team agree with the safety message. 
p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.8.6. The message is incorporated in clinical or professional society guidelines. 
p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.8.7. A patient requests an action in response to safety information she/he has 
found. p <0.001 (Kruskal-Wallis) 
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Figure 6.6.8.8. Recommendations are clear. p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.8.9. A recommendation can easily be implemented in routine daily practice. 
p <0.001 (Kruskal-Wallis) 


 


Figure 6.6.8.10. The safety information is relevant for my daily practice. p <0.001 
(Kruskal-Wallis) 
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Table 6.6.8. Results of Q22: In general, to what extent do you agree with the following 
statements about safety information? I only take action in response to a safety warning if…  


Presented per profession. Scale from strongly disagree (1) to strongly agree (5). Medians are 
presented (Q1; Q3). Q1 is the lower quartile and Q3 the upper quartile. 


 GPs Cardiologists Pharmacists Others Total p-value 
(Kruskal-
Wallis) 


The adverse drug reaction is 
severe or causes irreversible 
harm  


5 (4;5) 4 (4;5) 4 (2;5) 5 (4;5) 4 (3;5) <0.001 


I trust the sender of the safety 
message  


4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) <0.001 


I receive sufficient 
background information on 
the basis for the safety 
message 


4 (4;5) 4 (4;4) 4 (4;4) 4 (4;5) 4 (4;4) <0.001 


I agree with the 
recommendation in the safety 
information  


4 (3;4) 4 (3;4) 3 (2;4) 4 (3;4) 4 (3;4) <0.001 


My colleagues or 
multidisciplinary team agree 
with the safety message  


4 (3;4) 3.5 (3;4) 3 (3;4) 3 (3;4) 3 (3;4) <0.001 


The message is incorporated 
in clinical or professional 
society guidelines 


4 (4;4) 4 (4;4) 4 (3;4) 4 (4;5) 4 (3;4) <0.001 


A patient requests an action in 
response to safety information 
she/he has found  


4 (3;4) 3 (2;4) 3 (2;4) 3 (3;4) 3 (3;4) <0.001 


Recommendations are clear  4 (4;4) 4 (4;4) 4 (4;4) 4 (4;4) 4 (4;4) <0.001 


A recommendation can easily 
be implemented in routine 
daily practice 


4 (4;4) 4 (3;4) 4 (3;4) 4 (3;4) 4 (3;4) <0.001 


The safety information is 
relevant for my daily practice  


4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) 4 (4;5) <0.001 


Open-ended answers to Q22 (n=63) 


A few respondents highlighted other factors that affected them when deciding whether to take 


action in response to a safety warning. A few also mentioned that this question was not well 


phrased, which possibly resulted in some confusion about what was being asked. 
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6.6.9 Q23: Are you aware of updates to the safety profiles of the following 
medicines? If yes, how did you hear about them? 


In this section respondents were asked if they were aware of four specific recent safety issues 


concerning: combined hormonal contraceptives (CHCs), diclofenac, valproate and ivabradine. If 


the respondents were aware, they were asked to indicate how they had heard about this drug 


safety issue. Multiple answers were possible. 


Of note, an answer option that was only included in NO was: “Yes, via SLV (Statens legemiddelv-


erk; Norwegian Medicines Agency)”. In the analyses, this option is included in the “other” cate-


gory. This specific information is presented only in the annex with country-specific information 


for NO. 


The safety concerns with the use of diclofenac were best known (overall, only 9% were unaware 


of the issue), followed by the CHCs (16% unaware), valproate (27% unaware) and ivabradine 


(34% unaware). 


6.6.9.1 Combined Hormonal Contraceptives (CHCs) 


Overall, only 16% of respondents were not aware of the recent safety update of CHCs (Figure 


6.6.9.1). Respondents had heard of the drug safety issue through many different channels that 


were more or less equally mentioned as the most important source of information. In some coun-


tries, however, certain channels were more dominant. In a number of countries the most im-


portant channels were the ‘official channels’: DK: DHPC and newsletter, ES: DHPC and specific 


(single topic) newsletter, IE and IT: the DHPC, and HR: DHPC, website, and educational materials. 


The NL was different, with most HCPs having mentioned professional bodies and medical jour-


nals as the most important sources. Almost 40% of Swedish HCPs were not aware of the recent 


update on the venous thromboembolism (VTE) risk of CHCs. Cardiologists (37%) were much less 


aware than GPs (12%) and pharmacists (11%) of this safety issue (p <0.001) (Table 6.6.9.1). 
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Figure 6.6.9.1. Are you aware of updates to the safety profiles of Combined Hormonal 
Contraceptives (update on the risk of venous thromboembolism)?  


Presented per country 


 p-value (2-test) 


1. No <0.001 


2. Yes, via DHPC  <0.001 


3. Yes, via website or newsletter  <0.001 


4. Yes, via educational materials  <0.001 


5. Yes, via professional body  <0.001 


6. Yes, via a colleague  <0.001 


7. Yes, via medical journal  <0.001 


8. Yes, via lay media (newspaper/television) <0.001 


9. Other, please specify*  <0.001 


*For Norway this includes the option ‘Yes, via SLV (Statens legemiddelverk; Norwegian Medicines Agency’ 
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Table 6.6.9.1. Results of Q23: Are you aware of updates to the safety profiles of the following 
medicines? If yes, how did you hear about them?  


Combined Hormonal Contraceptives – update on the risk of venous thromboembolism 
Presented per profession.  


 GPs Cardiologists Pharmacist
s 


Others Total p-value 
( 2-test) 


1. No  219 (12%) 86 (39%) 141 (11%) 125 (37%) 571 (16%) <0.001 


2. Yes, via DHPC  667 (38%) 40 (18%) 430 (33%) 70 (21%) 1207 
(33%) 


<0.001 


3. Yes, via 
website or 
newsletter  


588 (33%) 25 (11%) 473 (36%) 66 (20%) 1152 
(32%) 


<0.001 


4. Yes, via 
educational 
materials  


414 (23%) 20 (9%) 261 (20%) 39 (12%) 734 (20%) <0.001 


5. Yes, via 
professional 
body  


413 (23%) 25 (11%) 293 (23%) 33 (10%) 764 (21%) <0.001 


6. Yes, via a 
colleague  


225 (13%) 10 (5%) 113 (9%) 33 (10%) 381 (11%) <0.001 


7. Yes, via 
medical journal  


473 (27%) 63 (28%) 210 (16%) 50 (15%) 796 (22%) <0.001 


8. Yes, via lay 
media 
(newspaper/televi
sion) 


77 (4%) 8 (4%) 80 (6%) 12 (4%) 177 (5%) 0.055 


9. Other, please 
specify  


44 (2%) 3 (1%) 48 (4%) 12 (4%) 107 (3%) 0.102 


 


6.6.9.2 Diclofenac 


With only 9% of respondents being unaware of the safety issue related to diclofenac, this was 


the best known drug safety problem in our survey (Figure 6.6.9.2). Across all countries the issue 


was again best known through the ‘official’ channels of DHPC, NCA websites or newsletters, 


except for the NL, where professional bodies and medical journals were the most often men-


tioned channels of information. None of the countries had distinctly different levels of knowledge; 


GPs were most aware (4% unaware), then pharmacists (10% unaware) and finally cardiologists 


(21% unaware) and ‘other HCPs’ (22%) (Table 6.6.9.2). 
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Figure 6.6.9.2. Are you aware of updates to the safety profiles of Diclofenac – new 
cardiovascular precautions?  


Presented per country 


 p-value (2-test) 


1. No <0.001 


2. Yes, via DHPC  <0.001 


3. Yes, via website or newsletter  <0.001 


4. Yes, via educational materials  <0.001 


5. Yes, via professional body  <0.001 


6. Yes, via a colleague  <0.001 


7. Yes, via medical journal  <0.001 


8. Yes, via lay media (newspaper/television) <0.001 


9. Other, please specify* <0.001 


*For Norway this includes the option ‘Yes, via SLV (Statens legemiddelverk; Norwegian Medicines Agency’ 
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Table 6.6.9.2. Results of Q23: Are you aware of updates to the safety profiles of the following 
medicines? If yes, how did you hear about them?  


Diclofenac – new cardiovascular precautions. Presented per profession.  


 GPs Cardiologist
s 


Pharmacists Others Total p-value 
(2-test) 


1. No  78 (4%) 47 (21%) 124 (10%) 75 (22%) 324 (9%) <0.001 


2. Yes, via DHPC  846 (48%) 66 (30%) 449 (35%) 109 
(32%) 


1470 (41%) <0.001 


3. Yes, via website 
or newsletter  


641 (36%) 45 (20%) 526 (40%) 89 (26%) 1301 (36%) <0.001 


4. Yes, via 
educational 
materials  


394 (22%) 23 (10%) 214 (16%) 44 (13%) 675 (19%) <0.001 


5. Yes, via 
professional body  


397 (22%) 33 (15%) 323 (25%) 32 (10%) 785 (22%) <0.001 


6. Yes, via a 
colleague  


253 (14%) 17 (8%) 157 (12%) 32 (10%) 459 (13%) 0.005 


7. Yes, via medical 
journal  


397 (22%) 59 (27%) 213 (16%) 44 (13%) 713 (20%) <0.001 


8. Yes, via lay media 
(newspaper/ 
television) 


59 (3%) 11 (5%) 57 (4%) 12 (4%) 139 (4%) 0.383 


9. Other, please 
specify  


64 (4%) 5 (2%) 60 (5%) 10 (3%) 139 (4%) 0.207 


 


6.6.9.3 Valproate 


The safety concern with valproate was not known to approximately a quarter (27%) of all re-


spondents (Figure 6.6.9.3). Notably, approximately half of the respondents from both the Scan-


dinavian countries and the NL indicated that they were unaware of this particular safety issue. In 


Southern Europe, the UK and IE, the issue seemed best known, with the most important infor-


mation channels cited again as the ‘official’ sources, including DHPC and websites/newsletters. 


Again cardiologists were least aware (65%) of this issue (Table 6.6.9.3). 
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Figure 6.6.9.3. Are you aware of updates to the safety profile of Valproate (further 
restrictions for use in women and girls)?  


Presented per country 


 p-value (2-test) 


1. No <0.001 


2. Yes, via DHPC  <0.001 


3. Yes, via website or newsletter  <0.001 


4. Yes, via educational materials  <0.001 


5. Yes, via professional body  <0.001 


6. Yes, via a colleague  <0.001 


7. Yes, via medical journal  0.245 


8. Yes, via lay media (newspaper/television) 0.062 


9. Other, please specify*  <0.001 


*For Norway this includes the option ‘Yes, via SLV (Statens legemiddelverk; Norwegian Medicines Agency’ 
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Table 6.6.9.3. Results of Q23: Are you aware of updates to the safety profiles of the following 
medicines? If yes, how did you hear about them?  


Valproate – further restrictions for use in women and girls. Presented per profession.  


 GPs Cardiologists Pharmacists Others Total p-value 
(2-test) 


1. No  445 (25%) 145 (65%) 283 (22%) 122 (36%) 995 (27%) <0.001 


2. Yes, via DHPC  759 (43%) 40 (18%) 465 (36%) 102 (30%) 1366 (38%) <0.001 


3. Yes, via 
website or 
newsletter  


470 (27%) 21 (9%) 415 (32%) 81 (24%) 987 (27%) <0.001 


4. Yes, via 
educational 
materials  


272 (15%) 7 (3%) 140 (11%) 30 (9%) 449 (12%) <0.001 


5. Yes, via 
professional 
body  


191 (11%) 11 (5%) 216 (17%) 29 (9%) 447 (12%) <0.001 


6. Yes, via a 
colleague  


104 (6%) 5 (2%) 87 (7%) 15 (4%) 211 (6%) 0.043 


7. Yes, via 
medical journal  


170 (10%) 11 (5%) 129 (10%) 22 (7%) 332 (9%) 0.031 


8. Yes, via lay 
media 
(newspaper/ 
television) 


20 (1%) 1 (0%) 16 (1%) 5 (1%) 42 (1%) 0.717 


9. Other, please 
specify  


29 (2%) 4 (2%) 41 (3%) 8 (2%) 82 (2%) 0.046 


 


6.6.9.4 Ivabradine 


Overall, 34% of respondents were unaware of this safety issue (Figure 6.6.9.4). The issue was 


least known in SE, DK, NL and HR, with more than 50% of HCPs being unaware. In countries 


where the issue was best known, the most referenced channels were the DHPC and web-


site/newsletters, and in some countries (IE, UK, ES and IT) through educational materials. Cardi-


ologists were most aware of this issue (9% unaware) (Table 6.6.9.4). 
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Figure 6.6.9.4. Are you aware of updates to the safety profile of ivabradine – the need to take 
additional measures to minimise the risk of cardiovascular events and severe bradycardia?  


Presented per country 


 p-value 2-(test) 


1. No <0.001 


2. Yes, via DHPC  <0.001 


3. Yes, via website or newsletter  <0.001 


4. Yes, via educational materials  <0.001 


5. Yes, via professional body  <0.001 


6. Yes, via a colleague  0.001 


7. Yes, via medical journal  <0.001 


8. Yes, via lay media (newspaper/television) 0.468 


9. Other, please specify*  <0.001 


*For Norway this includes the option ‘Yes, via SLV (Statens legemiddelverk; Norwegian Medicines Agency’ 
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Table 6.6.9.4. Results of Q23: Are you aware of updates to the safety profiles of the following 
medicines? If yes, how did you hear about them?  


Ivabradine – the need to take additional measures to minimise the risk of cardiovascular events 
and severe bradycardia Presented per profession.  


 GPs Cardiologists Pharmacists Others Total p-value 


2-(test) 


1. No  503 (30%) 16 (9%) 318 (35%) 189 
(66%) 


1026 (34%) <0.001 


2. Yes, via DHPC  642 (39%) 74 (41%) 299 (33%) 40 (14%) 1055 (35%) <0.001 


3. Yes, via website 
or newsletter  


440 (26%) 34 (19%) 272 (30%) 33 (12%) 779 (26%) <0.001 


4. Yes, via 
educational 
materials  


230 (14%) 45 (25%) 71 (8%) 13 (5%) 359 (12%) <0.001 


5. Yes, via 
professional body  


184 (11%) 47 (26%) 98 (11%) 6 (2%) 335 (11%) <0.001 


6. Yes, via a 
colleague  


87 (5%) 19 (10%) 49 (5%) 8 (3%) 163 (5%) 0.005 


7. Yes, via medical 
journal  


169 (10%) 69 (38%) 67 (7%) 7 (2%) 312 (10%) <0.001 


8. Yes, via lay 
media 
(newspaper/televisi
on) 


11 (1%) 2 (1%) 1 (0%) 1 (0%) 15 (0%) 0.156 


9. Other, please 
specify  


31 (2%) 11 (6%) 26 (3%) 7 (2%) 75 (2%) 0.005 


 


6.6.10 General comments 


A total of 301 HCPs gave additional comments. These comments were in relation to additional 


communication channels, like social media (Twitter, radio, YouTube or a mobile app), although 


some expressed concerns around taking ownership for controlling the content. Local hospitals 


or universities could also be an acceptable source of information. Trust in the sender (not com-


mercial), relevance to their area of clinical practice and point-of-care alerts were again highlighted 


as key requirements of tools for communicating safety information. Repetition could be accepta-


ble for cases of high severity and where response to initial communication had been insufficient. 


A monthly update on information could be a sensible approach. Safety information should also 


be incorporated into text books and SmPCs (which is the case already). Keep the information 


short and realise that safety information also comes from other sources. In some countries, a 


more direct teaching role (e.g. MPA in SE) would be well received. 
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6.7 General survey questions 
At the end of the questionnaire some general questions (Q24 to 29) were asked about the back-


ground of the professionals (see demographics Section 6.2). Two general questions are further 


described below: whether HCPs used an electronic prescribing or dispensing system (6.7.1) and 


how they kept their medicines knowledge up to date (6.7.2). 


6.7.1 Q30: Do you use an electronic system to prescribe or dispense medicines? 


Overall, 71% of the respondents used an electronic system, ranging from 93% in SE to 43% in 


the UK (Figure 6.7.1). GPs were the professional group who most commonly use electronic pre-


scribing systems (Table 6.7.1). 


 


Figure 6.7.1. Results of Q30: Do you use an electronic system to prescribe or dispense 
medicines? 


Presented per country. p <0.001 (2-test) 
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Table 6.7.1. Results of Q30: Do you use an electronic system to prescribe or dispense 
medicines? Presented per profession. p <0.001 (2-test) 


 GPs Cardiologists Pharmacists Others Total 


Yes, always 1446 (82%) 94 (42%) 888 (68%) 145 (43%) 2573 (71%) 


Yes, but not always 290 (16%) 70 (32%) 186 (14%) 73 (22%) 619 (17%) 


No 30 (2%) 58 (26%) 223 (17%) 119 (35%) 430 (12%) 


Total 1766 (100%) 222 (100%) 1297 (100%) 337 (100%) 3622 (100%) 


 


6.7.2 Q31: How often do you use the following options to keep your medicines 
knowledge up to date? 


In total, twelve options (thirteen in NO) were presented to the respondents on how they could 


keep themselves up to date with new medicines knowledge. The most favoured option was a 


medicines reference book, used on a daily basis (Figure 6.7.2.2). However, Italian HCPs indicated 


using it much less frequently (monthly or less). The SmPC (Figure 6.7.2.3), national clinical guide-


lines (Figure 6.7.2.4), medical journals (Figure 6.7.2.9), NCA website/newsletter (Figure 6.7.2.6) 


and international guidelines (Figure 6.7.2.5) were still, by a fair proportion, used on at least a 


weekly basis. However, approximately 40% of Dutch HCPs had never used the NCA website or 


(drug-specific) newsletter. In NO, the regional drug information centre (RELIS) was also used to 


a similar extent (Figure 6.7.2.13). There was little use of medicine advisory committees (Figure 


6.7.2.8) or company representatives (although in IT, 50% of HCPs receive them on a weekly 


basis) (Figure 6.7.2.10), and the EMA website (Figure 6.7.2.7), mobile phone apps (Figure 


6.7.2.11) and blogs (Figure 6.7.2.12) were rarely, if ever, referenced. 


There were statistically significant differences among HCPs in how often they used the different 


options (Table 6.7.2). The use of a mobile app was the only option that did not significantly differ 


among HCPs. Pharmacists more often used a medicines reference book, SmPC and NCA web-


site/newsletter, whereas GPs more often used national clinical guidelines and medicine advisory 


committees. International clinical guidelines and medical journals were more often used by car-


diologists. 


The UK did not include this question. 
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Figure 6.7.2.1. Training or courses, organised by e.g.: … p <0.001 (2-test) 


 


Figure 6.7.2.2. A medicines reference book. p <0.001 (2-test) 


Examples of reference books that were presented to the respondents are Farmakoterapijski 
priručnik (HR), Medicin.dk (DK), BNF, MIMS, Irish Medicines Formulary (IE), Guida all’uso dei 


farmaci, British Formulary (IT), Farmacotherapeutisch Kompas of Informatorium 
Medicamentorum (NL), Felleskatalogen, Legemiddelhåndboka (NO), Medimecum, Guía 


Terapéutica en Atención Primaria (Ed. semFYC) (ES), Fass (SE). 


 


Figure 6.7.2.3. Summary of Product Characteristics/Patient information leaflets.  
p <0.001 (2-test) 


 


Figure 6.7.2.4. National clinical guidelines. p <0.001 (2-test) 
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Figure 6.7.2.5. International clinical guidelines. p <0.001 (2-test) 


 


Figure 6.7.2.6. NCA website/newsletter. p <0.001 (2-test) 


 


Figure 6.7.2.7. EMA website/newsletter. p <0.001 (2-test) 


 


Figure 6.7.2.8. Medicines advisory committees (not included by the NL). p <0.001 (2-test) 
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Figure 6.7.2.9. Medical journals. p <0.001 (2-test) 


 


Figure 6.7.2.10. Company representatives. p <0.001 (2-test) 


 


Figure 6.7.2.11. A mobile phone app. p <0.001 (2-test) 


 


Figure 6.7.2.12. Blogs. p <0.001 (2-test) 
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Figure 6.7.2.13. RELIS (De regionale legemiddelinformasjonssentre;  
Regional drug information centres).  


This option was only available in NO. 
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Table 6.7.2. Results of Q31: How often do you use the following options to keep your medicines knowledge up to date?  


Presented per profession. Some respondents skipped options for this question. 


  GPs Cardiologists Pharmacists Others Total p-value 
(2-test) 


Training or 
courses, 
organised by… 


Daily 40 (3%) 3 (2%) 31 (4%) 6 (3%) 80 (3%) 


<0.001 


Weekly 156 (11%) 11 (6%) 75 (10%) 16 (8%) 258 (10%) 


Monthly 
or less 


1162 (81%) 137 (75%) 647 (83%) 153 (75%) 2099 (81%) 


Never 76 (5%) 31 (17%) 30 (4%) 30 (15%) 167 (6%) 


A medicines 
reference book 


Daily 719 (47%) 44 (22%) 555 (57%) 63 (28%) 1381 (47%) 


<0.001 


Weekly 421 (27%) 66 (33%) 253 (26%) 91 (40%) 831 (28%) 


Monthly 
or less 


340 (22%) 63 (31%) 132 (14%) 63 (28%) 598 (20%) 


Never 61 (4%) 30 (15%) 26 (3%) 8 (4%) 125 (4%) 


Summary of 
Product 
Characteristics/ 
Patient 
information leaflet 


Daily 286 (19%) 26 (13%) 435 (45%) 35 (16%) 782 (27%) 


<0.001 


Weekly 450 (30%) 34 (17%) 354 (37%) 58 (26%) 896 (31%) 


Monthly 
or less 


605 (40%) 103 (51%) 156 (16%) 100 (45%) 964 (33%) 


Never 173 (11%) 40 (20%) 15 (2%) 29 (13%) 257 (9%) 


National clinical 
guidelines 


Daily 166 (11%) 18 (9%) 51 (5%) 17 (8%) 252 (9%) 


<0.001 


Weekly 479 (32%) 52 (26%) 238 (25%) 63 (29%) 832 (29%) 


Monthly 
or less 


799 (53%) 111 (55%) 571 (59%) 125 (57%) 1606 (55%) 


Never 75 (5%) 21 (10%) 100 (10%) 13 (6%) 209 (7%) 







SCOPE Work Package 6  
Healthcare Professional Survey 


96 


  GPs Cardiologists Pharmacists Others Total p-value 
(2-test) 


International 
clinical guidelines 


Daily 53 (4%) 31 (15%) 26 (3%) 9 (4%) 119 (4%) 


<0.001 


Weekly 228 (15%) 82 (40%) 74 (8%) 34 (16%) 418 (15%) 


Monthly 
or less 


895 (59%) 88 (43%) 479 (51%) 132 (61%) 1594 (55%) 


Never 336 (22%) 4 (2%) 363 (39%) 43 (20%) 746 (26%) 


NCA 
website/newsletter 


Daily 120 (8%) 11 (5%) 210 (22%) 20 (9%) 361 (12%) 


<0.001 


Weekly 426 (28%) 37 (18%) 380 (39%) 48 (21%) 891 (30%) 


Monthly 
or less 


799 (52%) 107 (52%) 340 (35%) 118 (52%) 1364 (46%) 


Never 183 (12%) 49 (24%) 46 (5%) 42 (18%) 320 (11%) 


EMA 
website/newsletter 


Daily 43 (3%) 7 (3%) 55 (6%) 3 (1%) 108 (4%) 


0.001 


Weekly 189 (13%) 20 (10%) 101 (11%) 28 (13%) 338 (12%) 


Monthly 
or less 


675 (45%) 79 (39%) 403 (42%) 83 (37%) 1240 (43%) 


Never 598 (40%) 96 (48%) 393 (41%) 108 (49%) 1195 (41%) 


Medicines 
advisory 
committees 


Daily 143 (10%) 4 (2%) 35 (4%) 12 (5%) 194 (7%) 


<0.001 


Weekly 312 (22%) 22 (12%) 123 (14%) 44 (19%) 501 (18%) 


Monthly 
or less 


631 (44%) 78 (42%) 319 (36%) 117 (52%) 1145 (42%) 


Never 359 (25%) 81 (44%) 412 (46%) 53 (23%) 905 (33%) 
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  GPs Cardiologists Pharmacists Others Total p-value 
(2-test) 


Medical journals Daily 74 (5%) 30 (15%) 41 (4%) 12 (5%) 157 (5%) 


<0.001 


Weekly 485 (32%) 88 (43%) 247 (26%) 73 (32%) 893 (31%) 


Monthly 
or less 


862 (56%) 76 (37%) 559 (58%) 123 (54%) 1620 (55%) 


Never 112 (7%) 9 (4%) 114 (12%) 19 (8%) 254 (9%) 


Company 
representatives 


Daily 145 (10%) 9 (4%) 22 (2%) 4 (2%) 180 (6%) 


<0.001 


Weekly 354 (23%) 53 (26%) 120 (12%) 33 (15%) 560 (19%) 


Monthly 
or less 


533 (35%) 102 (51%) 575 (60%) 112 (50%) 1322 (45%) 


Never 483 (32%) 37 (18%) 248 (26%) 76 (34%) 844 (29%) 


A mobile phone 
app 


Daily 107 (7%) 15 (8%) 48 (5%) 12 (5%) 182 (6%) 


0.004 


Weekly 157 (10%) 27 (14%) 83 (9%) 33 (15%) 300 (10%) 


Monthly 
or less 


312 (21%) 37 (19%) 162 (17%) 42 (19%) 553 (19%) 


Never 933 (62%) 121 (61%) 665 (69%) 137 (61%) 1856 (64%) 


Blogs Daily 59 (4%) 8 (4%) 11 (1%) 4 (2%) 82 (3%) 


<0.001 


 


Weekly 142 (10%) 6 (3%) 18 (2%) 7 (3%) 173 (6%) 


Monthly 
or less 


231 (16%) 15 (8%) 56 (6%) 23 (10%) 325 (11%) 


Never 1053 (71%) 170 (85%) 860 (91%) 186 (85%) 2269 (80%) 
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  7. Discussion 


In this section we elaborate on potential explanations for the more salient findings from our study. 


In addition, some implications of the results for clinical practice are suggested and recommen-


dations for improvement of risk communication are provided. 


7.1 Three safety communication tools 
Overall, HCPs were familiar with the three safety communication tools (i.e. DHPCs, NCA com-


munications and educational materials) and considered them useful. HCPs were least familiar 


with educational materials, probably because they are not required for all medicinal products, 


meaning that HCPs may not have frequently encountered them. Therefore, less familiarity with 


this type of communication is to be expected. However, several HCPs claimed to have heard 


about the diclofenac safety issue via educational materials, despite these materials not being 


disseminated for this drug. This finding indicates that HCPs may have confused educational ma-


terials with other safety communication materials or may have had a broader interpretation of 


this term outside of the regulatory definition. 


Cross-national differences were observed with regard to preferences for receiving safety infor-


mation in general, for example, receiving DHPCs as hardcopies versus electronic versions. The 


preference for electronic versions was highest in ES and the UK. For ES, this may be related to 


the fact that in most cases DHPCs are no longer sent as hardcopy versions. Hardcopy versions 


seemed to be more appreciated in NL, SE and IE, although, interestingly, NL and SE have the 


highest level (92% and 93%) of electronic prescribing/dispensing systems. It might be that HCPs 


in these countries are suitably familiar with hardcopy versions of safety information and do not 


wish to change this practice. A tentative reason for this, offered in the open-ended answers, was 


that HCPs already receive a large volume of electronic information. The open-ended question 


answers also revealed several other reasons for their preference: ease of filing and the possibility 


to discuss/show the warning with/to colleagues/patients. However, these reasons appeared to 


apply as much to electronic documents as to the paper-based versions. Earlier research in the 


NL had shown that HCPs were quite receptive to receiving emails (10, 11). This inconsistency 


may have been influenced by the smaller sample of HCPs included in the current study, different 


terminology used (i.e. ‘electronically’ versus ‘email’) or the difference in specialist profession in-


cluded in the survey (i.e. cardiologists versus internists). 
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The overall response when asked how often action is taken by HCPs to these safety communi-


cations seems unrealistically high and is different from the previously reported mixed (or delayed) 


responses to regulatory warnings in the NL (12) and the USA (13). These two systematic reviews 


indicated that uptake of and action on safety messages was often more modest. Finally, in a 


review of 58 DHPCs issued between 2000 and 2008 for 46 drugs in the NL, in only 20 (35%) 


cases was long-term use changed (14). These differences in action taken may be due to differ-


ences among European countries. The country-specific results in the current study show, for 


instance, that Dutch HCPs take action least often compared to HCPs in other countries. Another 


reason may be due to the broad nature of the questions used in the current study. As indicated 


through open-ended questions, some HCPs do not take action where they do not use/prescribe 


the concerned medicine, and their response may depend on the situation (e.g. ADR characteris-


tics, patient characteristics, patient preferences). Therefore, it may have been difficult for HCPs 


to indicate how often they take action in general. This may be the case for pharmacists, in par-


ticular, since their action is not related to prescribing but to providing information to HCPs and 


patients. Also, HCPs may have provided socially desirable responses or the respondents them-


selves may be a more engaged group compared to previous studies, and thus not representative 


of the general HCP population. 


Considerable variability was observed in the frequency with which HCPs preferred to receive 


safety-related information. While 45% indicated that they would prefer an immediate update, 


approximately one quarter preferred a weekly update and the same proportion preferred a 


monthly update of all safety issues. Consequently, while the majority of responding HCPs indi-


cated that repetition of a safety message would be useful after a period of time, a recommenda-


tion on the frequency or timing of this reminder is hampered by a lack of consensus on the fre-


quency with which HCPs prefer to receive safety-related information. This is further complicated 


by the fact that a number of HCPs stated that the usefulness of repetition was conditional on the 


fact that there is evidence that HCPs had not sufficiently changed their prescribing practice, or 


that the earlier communication had not reached all target groups. Uptake of safety information 


may be improved with repetition, especially if the message is slightly adapted (15). 


It was widely suggested that point-of-care alerts that are generated when a specific product is 


prescribed or dispensed might be an attractive option to communicate safety information to 


HCPs. In addition, they were one of the most preferred alternative safety information channels. 


Point-of-care alerts act as a timely and relevant reminder of important safety information (i.e. at 


the moment HCPs need it) and facilitate the provision of sustained information over time. In Nor-


way, the NCA is a provider of the content for the national electronic prescribing system, some-


thing highly appreciated according to the survey findings. However, attention should be given to 


avoiding ‘alert-fatigue’, which may occur if warnings are received too often. Examples to prevent 


this include careful selection of the issue to be communicated, ensuring that it is not used too 


often and possibly only for a limited period of time (16). These issues should be considered and 


solved nationally and may depend on the specific safety issue. 
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Another suggestion made by respondents was that NCAs should maintain easily accessible re-


positories of safety communications on their web-portals/websites. A number of HCPs indicated 


that the availability of an easily accessible central repository of DHPCs, NCA communications 


and educational materials on the NCA website would be a valuable tool to facilitate subsequent 


retrieval of the materials after initial dissemination. It would also act as an indicator that these 


safety communications were non-promotional and had been approved by the NCA. This appears 


to be particularly relevant to educational materials as a number of respondents stated that these 


materials are difficult to distinguish from promotional materials produced by pharmaceutical 


companies. NCAs were considered a trusted source of safety information and it is therefore log-


ical that the NCA provides and maintains an easily accessible repository. The majority of Euro-


pean NCAs already publish DHPCs on their websites (WP6 – Audit of National methods for com-


munication survey report). Although many HCPs had a mostly neutral view on websites as a 


potential information channel, a website seems to be a reasonable source as a repository. Raising 


awareness of such a repository should be encouraged, in addition to increasing awareness of 


NCA websites in some countries. For instance, a large proportion of Dutch HCPs, especially GPs, 


do not visit the NCA’s website (10). 


All safety communications should be clearly identified as non-promotional safety information. 


In some countries this is indicated on the envelope in which a DHPC is sent, so that it is distin-


guished from promotional materials. This is supported by HCPs indicating that they primarily read 


safety information that is relevant to them, or only read DHPCs where it is clearly indicated that 


they contain non-commercial safety information. A consistently used symbol or text could help 


to avoid confusion for HCPs on what is an official – agreed/approved by the NCA – safety com-


munication. 


With regards to the content of safety communications, HCPs indicated that summarised safety 


information and actionable recommendations, with a distinguished layout, would be an im-


portant tool to help the busy reader to grasp the core message quickly. 


HCPs considered that the information provided in educational materials should focus on the 


safety risk, how to prevent it, and how the medicine should be taken properly. Information on 


both benefits and risks could also be included, according to some respondents, for example, 


drug fact boxes that summarise the main drug benefits and risks in short bullet points (17). How-


ever, this may require further research, as not all HCPs were equally in favour of including such 


information. 
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7.2 General preferences 
A clear message was that trusted senders, such as NCAs or professional bodies, are the pre-


ferred sources of safety information. The pharmaceutical industry, in particular, was not a pre-


ferred sender. In the field of (risk) communication, it is well-established that trust in the sender is 


associated with a greater uptake of the message conveyed (10, 18, 19). The NCA as a trusted 


sender of safety information was consistently reported throughout the survey. This finding is im-


portant since, currently, DHPCs sent by the pharmaceutical industry are the only way of sending 


pro-active information on safety issues in most countries. 


The most preferred safety information channels were emails, point-of-care alerts (i.e. alerts 


through prescription systems) and, irrespective of electronic or paper-based format, reference 


books and national clinical guidelines. Consistent with the preference for DHPCs and educa-


tional materials, a large proportion of Dutch, Swedish and Irish HCPs retain a preference for 


paper-based materials. 


If using email as a communication channel, up-to-date email address lists need to be maintained. 


This may be more challenging than acquiring regular resident addresses. In some countries (DK) 


HCPs are required to maintain a specific email address dedicated to messages from regulatory 


authorities, which could include drug (safety) messages. Professional societies or certification 


boards could be instrumental in maintaining up-to-date address lists. In fact, it is already current 


practice to email DHPCs in ES, where they are sent through relevant professional societies. 


7.3 Specific safety issue updates 
In general, Ivabradine was the least known of the four safety issues presented in this survey; 


however, only 9% of the cardiologists (the principle prescribers) were unaware of the issue. In 


comparison to the other three examples used, ivabradine is a newer active substance and au-


thorised in relatively narrow subpopulations of patients with angina, and recently in patients with 


heart failure. This may explain the lower awareness of ivabradine compared to the other examples 


used. The issue was best known in IE, UK, ES and IT, although it is not clear if differences in 


(relative) market penetration of the product could explain some of the observations. In general, it 


is not unexpected that knowledge of safety issues seem to be related to the extent of use of a 


product. The extent of use is also an important factor in determining the communication strategy, 


where for more frequently used drugs, alternative communication channels to DHPCs may be 


relevant. 


Cardiologists were clearly better informed of the safety communication for ivabradine than other 


HCPs. Cardiologists are the principal prescribers of this product and were thus specifically tar-


geted in this safety communication. In line with their professional expertise they were also in-


formed through other channels, e.g. medical journals and professional societies, on the safety 


issue. 
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Familiarity may thus be greater for drugs belonging to the professional’s usual pharmacothera-


peutic toolkit. Generalists (GPs and pharmacists) were less aware of safety issues with more 


specialised drugs, valproate and ivabradine, than CHCs or diclofenac. Finally, cardiologists were 


not very familiar with new updates on diclofenac-related cardiovascular safety issues. This may 


indicate that cardiologists are less focused on safety issues related to cardiovascular symptoms 


than safety issues for cardiovascular drugs. 


Across all countries, the safety issues were best known through the ‘official’ channels: DHPC, 


NCA websites or NCA direct communications/newsletters. However, Dutch HCPs mentioned 


professional bodies and medical journals as their principal information channels on the diclofenac 


and oral contraceptives safety issues. This finding suggests the importance for NCAs to intensify 


collaboration with professional bodies to disseminate safety information. Moreover, they should 


consider publishing safety information updates in medical journals, especially where this con-


cerns such extensively used medicines such as diclofenac and oral contraceptives, which may 


attract a lot of media attention and could be a cause for concern amongst the general public. 


National sensitivities may exist, where certain topics – e.g. appropriate use of third-generation 


CHCs – may have previously received a lot of local attention. This could explain why a large 


proportion (40%) of Swedish HCPs were unaware of the recent update on the venous thrombo-


embolism (VTE) risk of CHCs, as they may have considered this ‘old news’. 


Finally, HCPs in Southern European countries, the UK and IE were more aware of the valproate 


safety issue. Reasons for a higher awareness in these countries is unclear. Anti-epileptics are 


likely initiated in all countries by neurologists, where GPs may renew these prescriptions. Con-


sequently, DHPCs were addressed in most countries to neurologists and GPs (and/or pharma-


cists). One explanation may be that HCPs in Southern European countries generally follow official 


channels, such as DHPCs and NCA communications, better. However, it is not clear from the 


literature that prescribing behaviour is more affected by regulatory safety warnings in Southern 


Europe, the UK or IE compared to other regions (12). Another explanation may be that these 


HCPs gave more socially desirable answers and, despite the anonymous nature of the survey, 


wanted to appear fully informed. 


In conclusion, targeted distribution of safety information aligns with the preference of HCPs for 


reading safety communications related to their clinical practice. In particular, for the more spe-


cialised drugs, the official regulatory safety communication channels seem the most important 


source of information. However, if a drug safety issue is widely discussed, or the product is ex-


tensively used, such as diclofenac and combined hormonal contraceptives, other channels (med-


ical journals and professional bodies) are also likely sources of information. Consequently, it may 


be valuable to write editorials or comments for these journals and professional bodies in such 


cases. This should be adapted according to national preferences and to national organisation of 


the healthcare system. 
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7.4 Current practice 
Currently, medicine reference books are the most cited source of drug information for HCPs, 


therefore NCAs may want to ensure good relations with the editors of such books. Moreover, as 


national and medical journals were also mentioned as important sources of drug information, 


NCAs might aim for a close, or closer, collaboration with their respective editors. It may be most 


efficacious to focus at a national level. Consistent with a survey performed in NL five years ago 


(10), modern communication tools, such as mobile phone apps or blogs, are largely unused or 


unappreciated as a source of drug information. 


In conclusion, seeking collaboration with the most used national drug information sources seems 


to be a good communication strategy, given its independence on the familiarity of HCPs with 


national regulatory agencies. 


7.5 Strengths and limitations 
To date, this is the largest multi-national study on safety communication tools in Europe. In this 


study 3,625 HCPs from nine European countries gave their opinions on common safety commu-


nication tools. The study allows a comparison of views on communication strategies between 


HCPs from different countries, although generalised conclusions may be difficult to propose 


given the low response rates in some countries. Moreover, it provides an exploration of views 


between different groups of HCPs: GPs, pharmacists, cardiologists and a group of ‘other’ prac-


tising HCPs. Not all groups of HCPs were equally represented, nor was each surveyed country. 


The smallest group, the cardiologists, still included 222 respondents, thus allowing robust be-


tween-group comparisons. Pharmacists were not included in the Spanish and Swedish surveys, 


however, in five of the seven countries that did target pharmacists, they were the largest group 


of responders. 


The study was developed using a single protocol with careful translation (eight languages) and 


back-translation of survey questions, which facilitated comparable responses. Small differences 


in translation and interpretation of useful/very useful (or positive/very positive) among countries 


may have had an effect on responses. There were also some small differences among the coun-


tries in the questions included in the survey due to, for instance, the consideration that the survey 


would become too lengthy. However, most of the respondents (65%) who started the survey, 


also completed it. Some countries did not include certain questions, however, a general picture 


of the view of HCPs on safety communication tools per country could be investigated. 


This study, although not conducted in all EU countries, had a favourable distribution of three 


northern, three western and three southern countries. Extrapolation to other countries should be 


made with care, but a broad picture of safety communication from NCAs can be obtained. Na-


tional differences exist, mostly with respect to preferences for electronic and paper-based for-


mats of communication, frequency of reminders, and possibly in the – self-reported – level of 


action taken. 
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Recruiting HCPs for the survey proved difficult, meaning that different methods per country had 


to be used. Comprehensive email lists were not available nor obtainable through third-party sup-


pliers, such as IMS Health, therefore various and sometimes multiple distribution methods were 


used per country. Distribution through professional organisations required additional efforts, with 


varying results. An especially successful recruitment strategy was explaining the scope of the 


project at a conference. Ultimately, the final sample size was large enough to assess even small 


differences between countries and subgroups. The difference in response between countries can 


in part be explained by the difference in the number of HCPs in each country. Still, the results in 


countries with a low absolute number of responders should be interpreted with care (see Table 


6.1.1). 


Unfortunately, it was impossible to determine a response rate, as HCPs were not individually 


approached. Moreover, a direct comparison between responders and non-responders – for those 


HCPs that were individually approached – was not possible since no information about the non-


responders is available. For planning purposes, the authors used a sample size calculator, which 


indicated that approximately 100 respondents per profession per country would provide ade-


quate statistical power in order to draw meaningful conclusions for each group. However, from 


Table 6.1.1 it becomes clear that some countries and professions are better represented than 


others. This should be taken in account when interpreting the results. 


Ultimately, the study may represent the views of a more involved group of HCPs. Indeed, the 


large number of open-ended answers that were received for many of the questions suggests an 


engaged responder group. 


The high percentage of reported action taken in response to safety communications and famili-


arity with the four cases presented may be explained by two factors. Firstly, HCPs receive many 


DHPCs, and may indeed have taken action in response to them at some point in time, though 


not necessarily always immediately or when indicated. A large proportion of respondents pro-


vided open-ended answers that indicated HCPs were quite familiar with NCAs’ safety communi-


cation tools, which provided insight into why HCPs had certain preferences. Of course, they may 


also have a genuine interest in safety communications on medicinal products. 
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Secondly, respondents may have given socially desirable answers. In an earlier Dutch survey, it 


was found that 30% of the time respondents took action in response to DHPCs compared to 


60% reported in this survey (10). The self-reported action taken in other European countries was 


even higher. It is unclear why HCPs would give more socially desirable answers here, compared 


to a previous survey, especially considering similar HCP groups were approached and surveys 


were strictly anonymous. Still, three years after the Pharmacovigilance Risk Assessment Com-


mittee (PRAC) was initiated, attentiveness and responses to drug safety issues may have truly 


increased, enhancing awareness and interest from HCPs. Socially desirable answers may also 


explain, for instance, the finding that pharmacists were more aware of educational materials than 


other HCPs, while they are often not the main target of these materials. However, such a finding 


may have been influenced by confusion about, or a broader interpretation of, educational mate-


rials. 


In conclusion, a certain level of socially desirable responses cannot be excluded. This observa-


tion underscores the importance of evaluating risk communication or risk minimisation measures 


at various levels. This study, a survey intended to evaluate knowledge of, preference for, and 


intended behaviour following, safety communications provides a first step in improving how 


safety communications are best disseminated. Drug utilisation studies or clinical outcome studies 


in HCP databases, using, for example, interrupted time series designs, may be used to evaluate 


effectiveness with more robust outcomes (2, 6, 20). 


Finally, linking heterogeneity in the HCP responses in this survey to preferences for communica-


tion methods of national regulatory agencies, as identified in the WP6 topic 1 (Audit of national 


reporting systems) report, remains elusive. Many agencies employ overlapping communication 


strategies and therefore identifying the most effective strategy is difficult. Nevertheless, NCAs 


that have a direct link to electronic prescribing systems, such as NOMA, the NO agency, may 


have an important advantage with respect to generating ‘point-of-care’ alerts. Moreover, close 


collaboration with national guideline developers, professional societies and journal editors could 


be of real value. Further work is needed to evaluate the most valuable national communication 


strategies (topic 1) with regard to specific outcomes, e.g. action taken and knowledge of specific 


safety issues. 
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  8. Recommendations 


In this section a number of recommendations are given. Some can be more easily implemented, 


others reinforce already existing practices, and some require legal or technical issues to be re-


solved. 


In general: 


 Trust in the sender is key. HCPs clearly indicated that NCAs and/or professional bodies were 


the preferred senders of safety information. In addition, trust in the sender was one of the 


most important factors in determining whether or not HCPs read and take action in response 


to safety communications. Consequently, NCAs should explore the option of sending DHPCs 


directly to HCPs. A greater role for national professional societies and national medical jour-


nals in disseminating safety information should also be actively pursued. 


 Differentiation of safety communications from promotional materials produced by the phar-


maceutical industry is recommended, particularly as a number of respondents indicated an 


element of distrust in relation to pharmaceutical companies. 


 Of the three types of safety communication tools, HCPs were least aware of educational ma-


terials and responses suggest that there is confusion regarding what educational materials 


are, along with their objectives. Therefore, it is recommended that awareness/knowledge 


about this type of safety communication tool should be enhanced. Moreover, the sender of 


these materials should be reconsidered and HCPs should be made aware of the availability 


of materials for specific medicines (e.g. by a link in the prescribing system). 


 Preferences for electronic versus hardcopy safety communications varied considerably 


across participating countries. Consequently, the format of distribution should be considered 


based on the national preferences. In general, emails were a preferred communication chan-


nel and can be used, provided up-to-date email addresses are maintained. Professional so-


cieties or certification boards could be instrumental in maintaining up-to-date addresses. 


 Medicine reference books, national clinical guidelines, and point-of-care alerts were identified 


as valuable sources to aid HCPs in keeping up to date on medicines safety issues. The use 


of point-of-care alerts could be explored further by NCAs, as these alerts would be useful in 


providing timely reminders to HCPs about important safety information and educational ma-


terials at the point of prescription/dispensing. In the exploration phase, contact with NCAs 


who already use such alerts would be helpful. 







SCOPE Work Package 6  
Healthcare Professional Survey 


107 


 Repetition may be used to improve the update of safety issues. This can be done by providing 


different types of safety communication tools or using several channels for releasing the in-


formation. However, a balance should be made between repetition of safety information and 


inducing ‘alert fatigue’. Immediate dissemination of DHPCs, followed by a monthly update on 


new safety issues, may be a reasonable approach. The concrete format and distribution may 


depend on the issue and on national preferences. 


 A central repository of safety communications and educational materials, easily retrievable 


from an NCA’s web-portal/website, or that of another recognised drug information centre, 


was consistently suggested by HCPs. This should facilitate accessing additional copies of, 


for example, educational materials, and would also reiterate the fact that these materials have 


been approved by the NCA. 


 There may be valid reasons for HCPs not to take action in response to a safety issue (e.g. 


weighing the benefits and risks for an individual patient, patient preferences or unavailability 


of alternative therapies). It is recommended that this be taken into account when evaluating 


the effectiveness of safety communications. 


 Safety communications should have a clear and focused message with a recognisable design 


and clear overview of actions to take. Use of an active voice, attractive layout and, where 


needed, pictures or graphs, could increase the uptake of the safety message. HCPs flagged 


that a summary box or key messages section outlining the most salient points was desirable. 
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 9. Conclusions 


The information provided in this report is part of the proposals for improvement of risk commu-


nication developed by the SCOPE WP6 members. This study highlights the familiarity of Euro-


pean HCPs with the main safety communication tools utilised by NCAs and industry. HCPs usu-


ally read the information, especially when it relates to their own daily practice. In addition, they 


find the information useful to very useful and have frequently taken the recommended action. 


Moreover, in four presented cases these safety communication tools were the main sources of 


drug safety information for HCPs. Overall, DHPCs are best known, followed by national regulatory 


agency communications and educational materials, although this varies among countries. 


Trust in the sender, applicability for daily practice and the severity of a safety issue are the main 


reasons for reading and subsequently taking action in response to safety communications. As 


potential senders of safety information, NCAs particularly, as well as professional bodies, are 


indicated to be most trustworthy, while industry and public press ranked last. Electronic formats 


for safety communication are well accepted, although in three countries large groups of HCPs 


still prefer to receive paper-based materials. New and additional communication channels may 


be used. Most preferred are: email, point-of-care alerts in electronic prescribing systems, and 


national clinical guidelines or medical reference books. There was little enthusiasm for modern 


media (e.g. mobile apps). The results indicated targeted dissemination and tailoring of information 


would be of value. Some differences existed between countries, mostly on the desire for hard-


copy material, frequency of reminders, extent of the information provided and how much self-


reported action HCPs take. 
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  Annex 1. Survey 


Screen 1 
Welcome 
 
Safety communications and their effectiveness  
 


Survey of the views of healthcare professionals  
 


If the survey is distributed via websites, add the following information from the invitation e-mail: 
The aim of communicating safety information to healthcare professionals is to contribute to protecting 
public health by: 
• promoting the rational, safe and effective use of medicines; 
• preventing harm from adverse reactions. 
This survey seeks to examine your experience with regulatory safety communications, your views on 
their effectiveness and what information channels you prefer. The survey is part of an EU-wide pharma-
covigilance project called SCOPE (Strengthening Collaboration for Operating Pharmacovigilance in Eu-
rope) which aims to help medicines regulatory agencies (including <insert NCA name>) to fulfil the re-
quirements of pharmacovigilance legislation introduced in 2012.  
The following introduction will be used also when an invitation e-mail is sent: 
In this survey we will ask you about three specific types of safety information that are used by national 
regulatory agencies:  


 DHPCs (Direct Healthcare Professional Communications); 
 national regulatory agency communications; 
 educational materials  


In addition, will we ask for your general preferences on safety communication about medicines and your 
response to such communication. 
The next part is optional again: 
By participating in the survey, you can win a € … coupon for …, if you fill in your e-mail address on the 
final page and tick the box to win the coupon.  
Your answers will be used to optimise safety communication by these medicines regulatory agencies. 
This survey is anonymous and will take approximately 15 minutes to complete.  
When you start the survey, you cannot save your answers in between. It is not possible to come back 
later to where you have stopped. 
If you require any further information regarding this research project or your participation in the survey, 
you may contact <insert contact person/organization>. If the results of the survey are published, your 
name will not be used. If you would like to receive a copy of the publication you can indicate this at the 
end of the survey by leaving your e-mail address. 
 
We greatly appreciate your time and opinions. 
 
<NCA logo + name> and/or <scientific body>  
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Screen 2  
 
Direct Healthcare Professional Communications  
(DHPCs, also known as ‘dear doctor letters’) 
DHPCs are distributed by the pharmaceutical company once the content is agreed with the <NCA name>. 
These letters are sent to individual healthcare professionals. The letter indicates that it is sent in agree-
ment with the <NCA name>. 
 


Two examples of recent DHPCs: 
<image>  
Click here to view a larger version 


 


1. Are you familiar with this type of safety information?  


o Yes 


o No, I have heard of DHPCs, but I have never seen one 


o No, I have never heard of DHPCs 


2. Do you read the DHPCs you receive? Multiple responses possible 


o Yes, if they contain safety information that is important to me 


o Yes, only when the envelope indicates it contains important, non-commercial infor-
mation Possible to customise to national practice 


o Yes, I read all letters from the pharmaceutical industry  


o No, I do not read any letter from the pharmaceutical industry 


o Not applicable 


If you have any comments, please let us know  
Optional 
[…………..]  
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Screen 3  
 
Usefulness of DHPCs 
 


3. How useful do you find a DHPC in general?  
Not useful at all | Not useful | Neutral | Useful | Very useful 
Please specify why you think DHPCs are useful or not 
Optional 
[…………..] 


4. How often do you take the action that is recommended in this type of communications?  
Please click and move the slider to represent your position between the two options 
never………………..always 
Please specify why you may or may not always take the recommended action 
Optional 
[…………..] 


5. Would it be sufficient for you to only receive an electronic DHPC instead of a hardcopy ver-
sion?  


o Yes  


o No  


o Other, please specify… 


If you have any comments, please let us know  
Optional 
[…………..] 
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Screen 4 
Optional 
 
National regulatory agency communications  
National regulatory agencies such as <NCA name> assess and monitor the efficacy, risks and quality of 
medicinal products. <link to NCA website> 
National regulatory agency communications include <insert country specific information> 
Two examples of national regulatory agency communication: 
<image> 
Click here to view a larger version. 


6. Are you familiar with this type of safety information?  
o Yes, I have received this type of safety information and I am (somewhat) familiar with its 


content 
o Yes, I have received this type of safety information, but I have never read it 
o No 


If you have any comments, please let us know  
Optional 
[…………..]  
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Screen 5 
Optional  
 
Usefulness of national regulatory agency communications 


7. How useful do you find national regulatory agency communications in general?  
Not useful at all | Not useful | Neutral | Useful | Very useful 
Please specify why you think national regulatory agency communications are useful or not 
Optional 
[…………..] 


8. How often do you take the action that is recommended in this type of communication?  
Please click and move the slider to represent your position between the two options 
never………………always 
Please specify why you may or may not always take the recommended action 
Optional 
[…………..] 


9. Would it for you be sufficient to only receive an electronic version of national regulatory 
agency communication instead of a hardcopy version? Delete question if only an electronic ver-
sion is available.  


o Yes 


o No 


o Other, please specify… 


If you have any comments, please let us know  
Optional 
[…………..] 
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Screen 6 
Optional 
 
Educational materials  
Educational materials include prescriber checklists and booklets for healthcare professionals with infor-
mation about certain risks. Educational materials may also include cards and/or brochures to give to pa-
tients to help explain an adverse drug reaction of a specific medicine. These are distributed by the rele-
vant pharmaceutical companies once the content is agreed with <NCA name>. 
 
Two examples of this type of communication: 
<image> 
Click here to view a larger version 


10. Are you familiar with this type of safety information?  


o Yes, I have received this type of safety information and I am (somewhat) familiar with its 
content 


o Yes, I have received this type of safety information, but I have never read it 
o No 


If you have any comments, please let us know  
Optional 
[…………..] 
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Screen 7  
Optional  
 
Usefulness of educational materials 


11. How useful do you find educational materials in general?  
Not useful at all | Not useful | Neutral | Useful | Very useful 
Please specify why you think educational materials are useful or not 
Optional 
[…………..] 


12. If educational material for the patient is available, either for explanation during a consult or 
to be read at home, how do you value the following delivery methods?  


o Hardcopy versions - Very negative | Negative | Neutral | Positive | Very positive 


o Online or web-based tools - Very negative | Negative | Neutral | Positive | Very positive 


13. Please tick all the following contents that you think should be included in educational materi-
als for patients:  


o Warnings about serious adverse drug reactions and how the risk may be minimized 


o Information on how to correctly use/take the product 


o A summary of both the benefits and risks of using the product 


o Other, please specify… 


o None of the above 


14. Have you ever used educational materials as part of a discussion about a medicine with a pa-
tient? Multiple responses possible 


o Yes 


o No, I do not routinely prescribe medicines for which educational materials are available 


o No, I do not know if educational materials are available for the medicines I prescribe 


o No, I do not find these materials helpful for patients 


o No, I think the Patient Information Leaflet provides already sufficient information  


o No, because …  


If you have any comments, please let us know  
Optional 
[…………..] 
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Screen 8 General preferences and behaviour towards medicines safety information  
As a healthcare professional you may receive medicines safety information (e.g. DHPCs, national regula-
tory agency communications or educational materials) through different channels and from different 
sources. It is known that various factors may influence whether healthcare professionals take subse-
quent action in their daily practice. In this section, we would like to ask you about your preferences for 
channels and sources [who is sending the information] and the factors that may affect your response to 
the safety communications you receive.  


 
15. How do you value the following sources as a sender of safety messages?  


Very negative | Negative | Neutral | Positive | Very positive 


o <NCA name> 


o European Medicines Agency (EMA) 


o Professional body (e.g. <national example>) 


o Pharmaceutical companies 


o Colleague 


o Public press (e.g. through local newspaper article or news program on television) 


o Independent researchers (e.g. through publications in a medical journal) 


o Other, please specify… 


16. In general, do you prefer to receive safety information in hardcopy (paper) or electronically?  


o Hardcopy 


o Electronically 


o No preference 


17. Below you can find some channels, which can be both in a hardcopy and electronic format. 
Independent of the format, how do you value each channel to keep up to date on the safety 
of medicines?  
Very negative | Negative | Neutral | Positive | Very positive 


o Personalised letter 


o Medical journal 


o Summary of Product Characteristics / Patient information leaflet 


o Medicines reference book (e.g. <national example>) 


o Newspaper 


o National clinical guidelines (e.g. <national example>) 


18. How do you value the following alternative channels to keep up to date on the safety of medi-
cines?  
Very negative | Negative | Neutral | Positive | Very positive 


o E-mail  


o Social media (e.g. Twitter) 


<image> <image> <image> 
DHPC National regulatory agency 


communication 
Educational material 
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o Mobile phone text (e.g. SMS)  


o Point-of-care alerts (e.g. pop-up notification at the time of prescribing or dispensing) 


o Website 


o Television or radio 


o Mobile app 


o In person (e.g. face-to-face meeting, course, medical congress or seminar) 


o Phone call 


o Other, please specify… 


19. In general, how often do you prefer to receive safety-related information?  


o An immediate update of individual safety issues  


o A weekly update of all safety issues  


o A monthly update of all safety issues  


o A quarterly update of all safety issues  


20. Do you think it is useful when a safety message is repeated after a certain period of time?  


o Yes 


o No 


o Other, please specify… 


21. In general, how much do you agree with the following statements? I only read the safety in-
formation if, ...  
Strongly disagree | Disagree | Neutral | Agree | Strongly agree 


o I like the channel through which the information is sent (e.g. e-mail, hardcopy letter) 


o I trust the sender of the safety message  


o I like the lay-out of the document  


o the document is not too lengthy  


o I have enough time to read the information  


o the safety information is relevant for my daily practice 


o I do not receive a new safety message too often 


o Other factors? Please specify… 


22. In general, how much do you agree with the following statements about safety information? I 
only take action in response to a safety warning if, …  
Strongly disagree | Disagree | Neutral | Agree | Strongly agree 


o the adverse drug reaction is severe or causes irreversible harm  


o I trust the sender of the safety message  


o I receive sufficient background information on the basis for the safety message  


o I agree with the recommendation in the safety information 


o my colleagues or multidisciplinary team agree with the safety message 


o the message is incorporated in clinical or professional society guidelines 
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o a patient requests an action in response to safety information she/he has found 


o recommendations are clear 


o a recommendation can easily be implemented in routine daily practice  


o the safety information is relevant for my daily practice 


o Other factors? Please specify… 


23. Are you aware of updates to the safety profiles of the following medicines? If yes, how did 
you hear about them?  
Please tick all that apply  
No | Yes, via DHPC | Yes, via website or newsletter | Yes, via educational materials | Yes, via 
professional body | Yes, via a colleague | Yes, via medical journal | Yes, via lay media (newspa-
per/television) | Other, please specify below 


o Combined Hormonal Contraceptives – update on the risk of venous thromboembolism 


o Diclofenac – new cardiovascular precautions 


o Valproate – further restrictions for use in women and girls 


o Ivabradine – the need to take additional measures to minimize the risk of cardiovascular 
events and severe bradycardia 


If you heard about one of the updates to the safety profiles of the medicines above via a 
channel that was not mentioned, please specify below 
[…………..] 


If you have any comments, please let us know  
Optional 
[…………..] 
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Screen 9 General questions 
24. What is your gender?  


o Male 


o Female 


25. What is your age?  


o <35 


o 35 – 45 


o 46 – 55 


o >55  


26. What is your profession?  


o General practitioner 


o Cardiologist 


o Pharmacist 


o Other, please specify… 


27. What is your primary employment setting? Tailor per country, employment settings differ  


o Community based - public practice 


o Community based - private practice 


o Hospital based - public practice 


o Hospital/clinic based - private practice  


o Other, please specify… 


28. Where is your practice located? 
o Rural area 
o Urban area 
o Other…  (if applicable) 


29. How long do you have a healthcare professional accreditation?  


o <5 years 


o 5 – 20 years 


o >20 years 


30. Do you use an electronic system to prescribe or dispense medicines?  


o Yes, always 


o Yes, but not always 


o No 


31. How often do you use the following options to keep your medicines knowledge up to date? 
Daily | Weekly | Monthly or less | Never tailor with examples per country  


o Training or courses, organised by e.g.: … <text field> 


o A medicines reference book (e.g. “Farmacotherapeutisch Kompas” and “Informatorium 
Medicamentorum” in NL) 
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o Summary of Product Characteristics / Patient information leaflet 
o National clinical guidelines (e.g. “NHG standaarden” in NL) 


o International clinical guidelines (e.g. from the “European Society of Cardiology”) 


o <NCA name> website/newsletter 


o EMA website/newsletter 


o If applicable: medicines advisory committees (e.g. …) 


o Medical journals 


o Company representatives 


o A mobile phone app  


o Blogs 


o Other, please specify…  
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Screen 10 End of the survey 
Thank you for your participation. 


32. We would be grateful for any additional comments you may have on how safety communica-
tions could be improved  
[…………..] 


33. If the results of the survey are published, would you like to receive a copy of the publication? 
If yes, please also fill in your e-mail address below 


o Yes 


o No 


34. Do you want to participate to win a … coupon for …? 
If yes, please also fill in your e-mail address below 


o Yes 


o No 


35. Please leave your e-mail address if you answered yes to one of the questions above. The e-
mail address will be saved separately from your answers. 
[…………..] 
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September 2013 
 
Dear Health Care Provider,  
 
 



The new oral anticoagulants Eliquis®▼, Pradaxa®, Xarelto®▼ 
Beware of the risk factors for bleeding, pay attention to posology, contraindications, 
and warnings and precautions for use to reduce the risk of bleeding  
 
 
Eliquis® (apixaban), Pradaxa® (dabigatran etexilate) and Xarelto® (rivaroxaban) are oral anticoagulants which 
in recent years have been authorised for indications where vitamin K antagonists (warfarin, phenprocoumon and 
acenocoumarol) or low molecular weight heparins (LMWH) have been used for decades. Unlike vitamin K 
antagonists, there is no need for routine monitoring of anticoagulant activity when administering these new 
medicines.  
 
However, clinical trials and post-marketing experience have shown that major bleeding events, including events 
leading to death, are not confined to vitamin K antagonists/LMWH but are also significant risks for the new oral 
anticoagulants. Furthermore, post-marketing reports indicate that not all prescribers are sufficiently aware of the 
product information in terms of managing bleeding risks.  
 
The information provided in this letter has been reviewed and endorsed by the European Medicines Agency 
(EMA) and the Medicines and Healthcare Products Regulatory Agency (MHRA).  
 
Recommendations  
 
In light of the above, prescribers should consider the individual patient risk of bleeding and observe posology, 
contraindications, and warnings and precautions for use. While differences in contraindications exist between the 
new oral anticoagulants, they share the following contraindications:  
 
 Active clinically significant bleeding  



 Lesion or condition, if considered a significant risk factor for major bleeding. This may include current or 
recent gastrointestinal ulceration, presence of malignant neoplasms at high risk of bleeding, recent brain or 
spinal injury, recent brain, spinal or ophthalmic surgery, recent intracranial haemorrhage, known or suspected 
oesophageal varices, arteriovenous malformations, vascular aneurysms or major intraspinal or intracerebral 
vascular abnormalities  



 Concomitant treatment with any other anticoagulant agent e.g. unfractionated heparin (UFH), low molecular 
weight heparins (enoxaparin, dalteparin etc), heparin derivatives (fondaparinux etc), oral anticoagulants 
(warfarin, other) except under the circumstances of switching therapy to or from the medicine, or when UFH is 
given at doses necessary to maintain an open central venous or arterial catheter  



 



Please refer to the respective product information for Eliquis®, Pradaxa® and Xarelto® for information about 
additional contraindications specific to each medicine. Copies of the Summary of Product Characteristics can be 
obtained by electronic download from the EMA website: http://www.ema.europa.eu (under ‘Find medicine’ then 
‘Human medicines’. Select the correct drug from the alphabetical list and click on the header at the bottom of the 
page “More detail is available in the summary of product characteristics”. This site also contains the European 
Public Assessment Reports). The full links are as follows: 



 



Eliquis®: 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/002148/human_med_001449.j
sp&mid=WC0b01ac058001d124 



Pradaxa®: 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000829/human_med_000981.j
sp&mid=WC0b01ac058001d124  





http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/002148/human_med_001449.jsp&mid=WC0b01ac058001d124


http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/002148/human_med_001449.jsp&mid=WC0b01ac058001d124








Xarelto®: 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000944/human_med_001155.j
sp&mid=WC0b01ac058001d124 



 
It is important to pay attention to the recommended posology and the warnings and precautions for use to 
minimise the risk of bleeding. This includes a careful benefit-risk assessment in patients with lesions, conditions, 
procedures and/or treatment (such as NSAIDs and antiplatelets), which increase the risk of major bleeding. In 
addition, clinical surveillance for signs and symptoms of bleedings is recommended throughout the treatment 
period, particularly in patients at increased risk of bleeding.  
 
Attention should also be paid to renal function. Renal impairment may constitute a contraindication or a reason to 
consider not using the medicines or reducing their dose. Please refer to the product information since 
recommendations differ between the three medicines.  
 
There is currently no specific antidote available for Eliquis®, Pradaxa® or Xarelto®. The product information for 
each product includes advice on treatment in the event of bleeding complications. 
 
---  
 
Call for reporting  
 
Healthcare professionals should report any adverse events suspected to be associated with the use of Eliquis®, 
Pradaxa® or Xarelto® to the MHRA through the Yellow Card Scheme online at www.mhra.gov.uk/yellowcard. 
Alternatively, prepaid Yellow Cards for reporting are available:  
 



 upon request by mail ("FREEPOST YELLOW CARD")  
 at the back of the British National Formulary (BNF)  
 by telephoning the Commission on Human Medicines (CHM) free phone line (0800 731 6789)  
 or by electronic download through the Yellow Card section of the MHRA website 



(www.mhra.gov.uk/yellowcard)  
 
When reporting, please provide as much information as possible, including information about medical history, any 
concomitant medication, onset and treatment dates. Any suspected adverse reactions may also be reported to 
Bristol-Myers Squibb for Eliquis® (telephone: 0800 731 1736, e-mail: medical.information@bms.com); Boehringer 
Ingelheim for Pradaxa® (telephone: 0800 3281627, fax: 0800 3281628, e-mail: PV_local_UK_Ireland@ 
boehringer-ingelheim.com); or Bayer plc for Xarelto® (telephone: 01635 563500, fax: 01635 563703, e-mail: 
phdsguk@bayer.co.uk). 
 
Should you require any further information, please contact Bristol-Myers Squibb Medical Information for Eliquis® 
(telephone: 0800 731 1736, e-mail: medical.information@bms.com); Boehringer Ingelheim Medical Information for 
Pradaxa® (telephone: 0845 6017880, e-mail: medinfo.bra@boehringer-ingelheim.com); or Bayer plc Medical 
Information for Xarelto® (telephone: 01635 563116, e-mail: medical.information@bayer.co.uk).  
 
Sincerely yours,  



         
Dr Rick Lones                              Dr Berkeley Phillips 
Executive Medical Director, UK & Ireland                  UK Medical Director 
Bristol-Myers Squibb Pharmaceuticals Limited                                             Pfizer Limited 
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Dr C.S. de Wet                                                                                     Dr Luis-Felipe Graterol 
Medical Director UK & Ireland                     Medical Director 
Boehringer Ingelheim                      Bayer plc 
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Reg. nr. 192.724 



SE nr. 14 45 08 07 



 



Pradaxa® (dabigatranetexilat) er nu kontraindiceret hos patienter med 



kunstige hjerteklapper, som kræver behandling med antikoagulantia 
 
 



Til sundhedsfagligt personale 



 



Boehringer Ingelheim vil hermed informere om at brug af Pradaxa® nu er kontraindiceret til 



patienter med kunstige hjerteklapper, som kræver behandling med antikoagulantia. Den 



eksisterende advarsel i afsnit 4.4 i produktresuméet om ikke at anvende Pradaxa® hos patienter 



med kunstige hjerteklapper ændres til en kontraindikation. Dette er foranlediget af ny viden fra 



kliniske studier.  



 



Sammenfatning 



 Pradaxa® er nu kontraindiceret hos patienter med kunstige 



hjerteklapper, som kræver behandling med antikoagulantia 



 



Kommunikationen af ovennævnte information sker efter aftale med Det Europæiske 



Lægemiddelagentur (EMA).  



 



Der henvises til gældende kliniske retningslinjer for korrekt valg af antitrombotisk medicin til 



forebyggelse af tromboemboli hos patienter med kunstige hjerteklapper.  



 



Yderligere information  
Pradaxa® er godkendt i EU til følgende indikationer: 



 



 (1) primær forebyggelse af venøs tromboemboli hos voksne patienter efter elektiv hofte- eller 



knæalloplastik, 



(2) forebyggelse af apopleksi og systemisk emboli hos voksne patienter med nonvalvulær 



atrieflimren med en eller flere risikofaktorer (se produktresumé).  



 



Pradaxa® er nu kontraindiceret hos patienter med kunstige hjerteklapper, som kræver behandling 



med antikoagulantia. Baggrunden for ændring af produktresuméet er data fra et fase II-studie og 



dets fortsættelsesstudie, hvor dabigatranetexilat og warfarin blev undersøgt hos i alt 252 patienter 
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dels efter nylig kirurgisk indsættelse af mekaniske hjerteklapper (dvs. under det igangværende 



hospitalsophold) og dels hos patienter, der for mere end 3 måneder siden havde fået indsat 



mekaniske hjerteklapper. Denne patient populationen er forskellig fra den omfattet af den 



godkendte indikation. Dosisintervallet i studiet var fra 150 mg 2 gange dagligt til 300 mg to gange 



dagligt, hvor de fleste patienter blev behandlet med større dabigatranetexilatdoser end anvendt ved 



de godkendte indikationer.  Der blev observeret flere tromboembolier efter brugen af 



dabigatranetexilat sammenlignet med warfarin. Hos patienter i det tidlige postoperative forløb 



viste de alvorlige blødninger sig især som hæmoragiske perikardieeffusioner. 



 



En sammenfatning af resultaterne fra de kliniske studier med deltagelse af patienter med kunstige 



hjerteklapper vil blive angivet i produktresuméets afsnit 5.1 som følger: 



 



Et fase-II studie undersøgte dabigatranetexilat og warfarin hos i alt 252 patienter 



med dels nylig kirurgisk indsættelse af mekaniske hjerteklapper (dvs. under det 



igangværende hospitalsophold) og dels patienter, der for mere end 3 måneder 



siden havde fået indsat mekaniske hjerteklapper. Der blev observeret flere 



tromboemboliske hændelser (hovedsageligt apopleksi og 



symptomatisk/asymptomatisk hjerteklap-trombose) og flere blødningstilfælde ved 



behandling med dabigatranetexilat end med warfarin. I det tidlige post-operative 



forløb blev der set større blødninger, overvejende som hæmoragiske 



perikardieeffusioner, specielt hos patienter som tidligt startede behandling med 



dabigatranetexilat (på dag 3) efter kirurgisk udskiftning af hjerteklapper. 



 



Sundhedspersoner bør nøje følge de godkendte indikationer for Pradaxa®. 



 



Kommunikation 
Produktresuméet og ordinationsvejledningerne vil blive opdateret, således at de omfatter den nye 



information.  



 



Sundhedsfagligt personale skal følge de nationale retningslinjer for rapportering af bivirkninger, 



som menes at være forbundet med brugen af Pradaxa® (dabigatranetexilat). 



 



Firma kontaktperson 
Ved yderligere spørgsmål vedrørende Pradaxa® bedes De kontakte Boehringer Ingelheim 



Danmark A/S på telefon 39 15 88 88. 
 



 



Med venlig hilsen 



Boehringer Ingelheim Danmark A/S 



 



 



 



 



Mads Peter Hemmingsen 



Medical advisor, Cardiovascular 













 



Boehringer Ingelheim España, S.A. 
 



21 de diciembre 2012 



 



 



Comunicación dirigida a Profesionales Sanitarios 



 



 Pradaxa® (dabigatrán etexilato): contraindicación en pacientes con 
prótesis valvulares cardíacas que requieran tratamiento anticoagulante   
 



 



Estimado Profesional Sanitario: 



 



Boehringer Ingelheim desea comunicarle, que a raíz de la evaluación de los nuevos 



datos procedentes de ensayos clínicos, se contraindica el uso de Pradaxa® en  pacientes 



con prótesis valvulares cardíacas que requieran tratamiento anticoagulante. De 



acuerdo con ello, la advertencia que actualmente aparece en la sección 4.4 de la ficha 



técnica, por la cual no se recomienda el uso de Pradaxa®  en pacientes con prótesis 



valvulares cardíacas, se verá reforzada en forma de contraindicación.(sección 4.3) 



 



Resumen: 



• Se contraindica el uso de Pradaxa® en pacientes con 



prótesis valvulares cardíacas que requieran tratamiento 



anticoagulante. 
 



El contenido de esta comunicación ha sido acordado con la Agencia Europea de 



Medicamentos (EMA) y con la Agencia Española de Medicamentos y Productos 



Sanitarios (AEMPS).  



 



Le recomendamos que siga las recomendaciones clínicas actuales para la elección 



adecuada de un agente antitrombótico para la prevención de las complicaciones 



tromboembólicas en pacientes con prótesis valvulares cardíacas. 



 



 











 



 



 
Información adicional sobre el problema de seguridad y recomendaciones 



 



Pradaxa® está autorizado en la Unión Europea para las siguientes indicaciones: 



 



(1) Prevención primaria de episodios tromboembólicos venosos en pacientes 



adultos sometidos a cirugía de reemplazo total de cadera o cirugía de reemplazo 



total de rodilla, programadas en ambos casos.  



 



(2) Prevención del ictus y de la embolia sistémica en pacientes adultos con 



fibrilación auricular no valvular con uno o más factores de riesgo.  



 



Se ha contraindicado el uso de Pradaxa® en pacientes con prótesis valvulares 



cardíacas que requieran tratamiento anticoagulante. La decisión de adoptar dicha 



contraindicación (que quedará reflejada en la FT del medicamento) está basada en la 



evaluación que se ha realizado de los datos procedentes de un ensayo de fase II y de 



su estudio de extensión.   



 



En el estudio se investigó el uso de dabigatrán etexilato y warfarina en un total de 252 



pacientes que habían sido sometidos a cirugía reciente de sustitución de válvulas 



cardíacas mecánicas (es decir, durante la estancia hospitalaria) o a los que se les había 



realizado una sustitución de válvula cardíaca mecánica con más de tres meses de 



antelación. Esta población de pacientes es diferente a la que corresponde a las 



indicaciones autorizadas. Se investigó el rango de dosis comprendido entre los 150 



mg y los 300 mg de dabigatrán administrados dos veces al día; la mayoría de los 



pacientes fueron tratados con una dosis de dabigatrán etexilato superior a la 



autorizada.  



 



En el estudio se observó mayor número de episodios tromboembólicos y mayor 



número de sangrados en el grupo de pacientes tratados con dabigatrán etexilato que 



en el de los tratados con warfarina. En los pacientes que habían sido recientemente 



operados, los sangrados mayores se manifestaron principalmente como derrames 



pericárdicos hemorrágicos. 



 



Se incluirá un resumen de los resultados del ensayo clínico en la sección 5.1 de la 



ficha técnica, de la siguiente forma: 



 



Un ensayo clínico de fase II estudió dabigatrán etexilato y warfarina en un 











 



 



total de 252 pacientes con cirugía reciente de sustitución de válvulas 



cardíacas mecánicas (es decir, durante la estancia hospitalaria) y en 



pacientes a los que se les había sustituido una válvula cardíaca mecánica 



más de tres meses antes. Se observaron más episodios tromboembólicos 



(principalmente ictus y trombosis sintomáticas/ asintomáticas de las 



prótesis valvulares) y más episodios de sangrado con dabigatrán etexilato 



que con warfarina. En los pacientes recientemente post-operados, los 



sangrados mayores se manifestaron principalmente en forma de derrames 



pericárdicos hemorrágicos, especialmente en pacientes que iniciaron el 



tratamiento con dabigatrán etexilato pronto (esto es, el Día 3) después de la 



cirugía de sustitución de una válvula cardíaca. 



 



Se recuerda a los profesionales sanitarios que deben seguir estrictamente las 



indicaciones de Pradaxa®. 



 



Notificación de sospechas de reacciones adversas 



 



Los profesionales sanitarios deben notificar cualquier sospecha de reacción adversa 



relacionada con el uso de Pradaxa® (dabigatrán etexilato) al Sistema Español de 



Farmacovigilancia a través del Centro Autonómico correspondiente. Adicionalmente, 



estas sospechas de reacción adversa pueden también notificarse al Departamento de 



Farmacovigilancia de Boehringer Ingelheim España, S.A.: Teléfono 934045100, 



correo electrónico: drugsafety.es@boehringer-ingelheim.com.  



 



Información adicional sobre esta comunicación 



 



La Ficha Técnica y las Guías de Prescripción de Pradaxa® serán revisadas para incluir 



esta información. 



Para información médica adicional sobre este medicamento contacte con Boehringer 



Ingelheim España, S.A.  www.pradaxa.es 



 



Atentamente, 



 



BOEHRINGER INGELHEIM ESPAÑA, S.A. 
 
 
 
Dr. Julián Righetti 
Director de Medicina/ I+D 
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Le informamos que sus datos forman parte de un fichero titularidad de Boehringer Ingelheim España, S.A. con la 
finalidad de realizar visita médica. La única finalidad del envío de la presente comunicación es facilitar información 
de seguridad del producto a profesionales sanitarios conforme a lo establecido en el Real Decreto 1344/2007, de 11 de 
octubre, y a petición de la Agencia Española de Medicamentos y Productos Sanitarios, por lo que en ningún caso la 
presente carta constituye una comunicación comercial. Finalmente, usted puede ejercitar sus derechos de acceso, 
rectificación, cancelación y oposición de acuerdo con lo previsto en la Ley Orgánica 15/1999, de 13 de diciembre, de 
Protección de Datos de Carácter Personal, dirigiéndose a BOEHRINGER INGELHEIM ESPAÑA, S.A., 
Departamento de Planificación Comercial, C/ Prat de la Riba, nº 50, 08174 de Sant Cugat del Vallès (Barcelona). 
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Pradaxa® (dabigatran etexilate) is now contraindicated in 
patients with prosthetic heart valve requiring anticoagulant 
treatment  
 
 
Dear Healthcare Professional,   
 
Boehringer Ingelheim would like to inform you that the use of Pradaxa® is 
now contraindicated in patients with prosthetic heart valves requiring 
anticoagulant treatment. The existing warning in section 4.4 not to use 
Pradaxa® in patients with prosthetic heart valves is strengthened to a 
contraindication based on the availability of new data from clinical trials.  
 
Summary 
 



• Pradaxa® is now contraindicated in patients with 
prosthetic heart valves requiring anticoagulant 
treatment. 



 
The communication of this information has been agreed with the European 
Medicines Agency (EMA) and Irish Medicines Board (IMB). 
 
Please see current clinical guidelines for appropriate choice of an 
antithrombotic agent for the prevention of thromboembolic complications in 
patients with prosthetic heart valves. 
 



Boehringer Ingelheim Limited 
 
 
 



4 January 2013 



 
 
 
 
 
 
 



Our reference 
DHPC/Pradaxa/II 44/ROI 
 
 
Ellesfield Avenue 
Bracknell, Berkshire RG12 8YS 
Telephone +44 (0) 1344 424600 
Telefax +44 (0) 1344 741444 
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Further information on the safety concern and 
recommendations 
 
Pradaxa® is authorised in the European Union for the following indications:    
 
(1) primary prevention of venous thromboembolic events in adult patients 
who have undergone elective total hip replacement surgery or total knee 
replacement surgery, 
 
(2) prevention of stroke and systemic embolism in adult patients with 
nonvalvular atrial fibrillation and one or more additional risk factors (see 
attached SmPC).  
 
Pradaxa® is now contraindicated in patients with prosthetic heart valves 
requiring anticoagulant treatment. The basis for this SmPC change is data 
from one investigational phase II trial and its extension trial in a total of 252 
patients examining dabigatran etexilate and warfarin use in patients with 
recent mechanical heart valve replacement surgery (i.e. within the current 
hospital stay) and in patients who received a mechanical heart valve 
replacement more than three months ago. This patient population is different 
from those covered by the labelled indications. The study investigated a 
dose range from 150 mg twice daily to 300 mg twice daily with the majority 
of patients treated with a dabigatran etexilate dose that is higher than the 
approved dosages More thromboembolic events and more bleeding events 
were observed with dabigatran etexilate than with warfarin.  In the early 
post-operative patients, major bleeding manifested predominantly as post-
operative haemorrhagic pericardial effusion. 
 
A summary of the clinical trial results in patients with prosthetic heart 
valves will be included in section 5.1 of Summary of Product 
Characteristics, as follows: 
 



A phase II study examined dabigatran etexilate and 
warfarin in a total of 252 patients with recent mechanical 
heart valve replacement surgery (i.e. within the current 
hospital stay) and in patients who received a mechanical 
heart valve replacement more than three months ago. More 
thromboembolic events (mainly strokes and 
symptomatic/asymptomatic prosthetic valve thrombosis) 
and more bleeding events were observed with  dabigatran 
etexilate than with warfarin. In the early post-operative 
patients, major bleeding manifested predominantly as 
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haemorrhagic pericardial effusions, specifically in patients 
who started dabigatran etexilate early (i.e. on Day 3) after 
heart valve replacement surgery. 
 



Health care providers are reminded to strictly follow the indications of 
Pradaxa®. 
 
Call for reporting 
 
Healthcare professionals should report any adverse events suspected to be 
associated with the use of Pradaxa® (dabigatran etexilate) to the IMB using a 
Yellow Card obtained either from the IMB, or electronically via the website at 
www.imb.ie. 
 
Any adverse events suspected to be associated with the use of Pradaxa® 
(dabigatran etexilate) may also be reported to Boehringer Ingelheim on 01 
291 3960 or +44 1344 741346 or fax +44 1344 742661 or email 
PV_local_UK_Ireland@boehringer-ingelheim.com. 
 
Communication information 
 
The product information text (SmPC) and prescriber guides will be revised 
to include this new information.  
 
For further medical information on Pradaxa®, please contact Boehringer 
Ingelheim on 1850 946100 or +44 1344 742578. 
 
Yours faithfully, 
 



 
C.S. de Wet M.B., Ch.B., MPharm. Med., F.F.P.M. FIoD 
Medical Director UK & Ireland 
 
 





http://www.imb.ie/�
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NOTA INFORMATIVA IMPORTANTE CONCORDATA CON LE AUTORITA’ 
REGOLATORIE EUROPEE E CON L’AGENZIA ITALIANA DEL 



FARMACO (AIFA) 



 



 



Comunicazione in merito a Pradaxa (dabigatran etexilato) e alla nuova  
controindicazione nei pazienti portatori di protesi valvolari cardiache che 
richiedano trattamento anticoagulante. 



 



07 gennaio 2013  



 
 
Gentile Dottoressa/Egregio Dottore,  



 



Boehringer Ingelheim desidera informarla che l'uso di Pradaxa è ora controindicato nei pazienti 



portatori di protesi valvolari cardiache che richiedano trattamento anticoagulante. L'avvertenza già 



esistente nel paragrafo 4.4 del Riassunto delle Caratteristiche del Prodotto sul fatto di non utilizzare 



Pradaxa in pazienti portatori di protesi valvolari cardiache è stata rafforzata in una controindicazione 



sulla base della disponibilità di nuovi dati provenienti da studi clinici. 



 



In sintesi 



• Pradaxa è ora controindicato nei pazienti portatori di protesi 
valvolari cardiache che richiedano trattamento anticoagulante. 



 



 



Per una scelta appropriata dell’agente antitrombotico per la prevenzione di complicazioni 



tromboemboliche in pazienti portatori di protesi valvolari cardiache, fare riferimento alle più 



aggiornate linee guida. 



 



Ulteriori informazioni relative alla sicurezza e raccomandazioni 



Pradaxa è autorizzato nell'Unione Europea per le seguenti indicazioni: 



(1) prevenzione primaria di episodi tromboembolici in pazienti adulti sottoposti a chirurgia sostitutiva 



elettiva totale dell’anca o del ginocchio, 











(2) Prevenzione di ictus e embolia sistemica in pazienti adulti con fibrillazione atriale non valvolare 
con uno o più dei fattori di rischio. * 



*in Italia l’iter autorizzativo per questa nuova indicazione e per il nuovo dosaggio da 150 mg non si è 



ancora concluso 



Pradaxa è ora controindicato nei pazienti portatori di protesi valvolari cardiache che richiedano 



trattamento anticoagulante. I dati su cui si basa questa variazione del RCP derivano da uno studio 



clinico di fase II e dalla sua estensione. Lo studio ha valutato dabigatran etexilato e warfarin su un 



totale di 252 pazienti, in parte sottoposti a impianto chirurgico recente di valvola meccanica (cioè 



arruolati durante il ricovero ospedaliero) e in parte sottoposti a impianto chirurgico di valvola cardiaca 



meccanica da più di tre mesi. Questa popolazione di pazienti presenta una condizione clinica che è ben 



diversa da quella dei pazienti per i quali oggi il trattamento con Pradaxa è approvato. Lo studio ha 



esaminato un intervallo di dose compreso tra 150 mg due volte al giorno e 300 mg due volte al giorno 



e la maggior parte dei pazienti è stata trattata con una dose superiore a quelle approvate. Sono stati 



osservati più eventi tromboembolici ed episodi di sanguinamento con dabigatran etexilato rispetto a 



warfarin. Nei pazienti dell'immediato post-operatorio, i sanguinamenti maggiori si sono manifestati 



soprattutto come versamenti pericardici emorragici. 



 



Nel paragrafo 5.1 del Riassunto delle Caratteristiche del Prodotto sarà inclusa una sintesi dei risultati 



dello studio clinico condotto in pazienti portatori di protesi valvolari cardiache, come segue: 



 



Uno studio di fase II ha valutato dabigatran etexilato e warfarin in un totale di 252 pazienti che sono 
stati sottoposti in parte a impianto chirurgico recente di valvola meccanica (cioè sono stati arruolati 
durante il ricovero ospedaliero) e in parte a impianto chirurgico di valvola cardiaca meccanica da 
più di tre mesi. Sono stati osservati più eventi tromboembolici (soprattutto ictus e trombosi valvolare 
sintomatica/asintomatica) e più eventi di sanguinamento con dabigatran etexilato rispetto a warfarin. 
Nei pazienti dell'immediato post-operatorio i sanguinamenti maggiori si sono manifestati soprattutto 
come versamenti pericardici emorragici, in particolare nei pazienti che avevano iniziato dabigatran 
etexilato a breve distanza (cioè al giorno 3) dall'intervento chirurgico di impianto di protesi valvolare 
cardiaca. 



Si ricorda agli operatori sanitari di seguire strettamente le indicazioni approvate per Pradaxa. 



 



Informazioni sulla comunicazione 



Il testo del Riassunto delle Caratteristiche del Prodotto (RCP) e le guide per il prescrittore saranno 



aggiornati per includere queste nuove informazioni. 











In accordo alla normativa nazionale, gli operatori sanitari sono tenuti a comunicare le sospette reazioni 



avverse associate all'uso di Pradaxa (dabigatran etexilato) al Responsabile di farmacovigilanza della 



struttura sanitaria di appartenenza. 



 



Contatti 



Per ulteriori informazioni di carattere medico su Pradaxa, è disponibile il servizio di informazione 



medico scientifica al numero verde 800.582.694. 



 



Allegato: dettaglio del paragrafo 4.3 (Controindicazioni) del RCP con le modifiche evidenziate 



 



L’AIFA coglie l’occasione per ricordare a tutti gli operatori sanitari l’importanza della 
segnalazione delle sospette reazioni avverse da farmaci, quale strumento indispensabile per 
confermare un rapporto beneficio/rischio favorevole nelle loro reali condizioni di impiego. 



Le segnalazioni di sospetta reazione avversa da farmaci devono essere inviate al 
Responsabile di Farmacovigilanza della Struttura di appartenenza. 



La Nota Informativa Importante è disponibile anche sul sito dell’AIFA 
(http://www.agenziafarmaco.gov.it/)  la cui consultazione regolare è raccomandata per la 
migliore informazione professionale e di servizio al cittadino. 



 





http://www.agenziafarmaco.gov.it/





			NOTA INFORMATIVA IMPORTANTE CONCORDATA CON LE AUTORITA’ REGOLATORIE EUROPEE E CON L’AGENZIA ITALIANA DEL FARMACO (AIFA)










 



Belangrijke risico-informatie 



Pradaxa® (dabigatran etexilaat), is vanaf heden gecontra-indiceerd bij 
patiënten met een kunsthartklep die een behandeling met anti-
stollingsmiddelen nodig hebben. 
 
 
Geachte ………, 
 
In overleg met het Wetenschappelijk Comité voor Geneesmiddelen voor 
Humaan Gebruik (CHMP) van het Europees Geneesmiddelenagentschap 
(EMA) en het College ter Beoordeling van Geneesmiddelen (CBG) en de 
Inspectie voor de Gezondheidszorg (IGZ) informeert Boehringer Ingelheim 
u dat het gebruik van Pradaxa® gecontra-indiceerd is bij patiënten met een 
kunsthartklep  die een behandeling met anti-stollingsmiddelen nodig 
hebben. 
De bestaande waarschuwing in rubriek 4.4 dat behandeling met Pradaxa® 
afgeraden wordt bij patiënten met een kunsthartklep, is aangescherpt tot een 
contra-indicatie naar aanleiding van recent beschikbaar gekomen 
onderzoeksresultaten.  
 
Samenvatting 



 Pradaxa® is vanaf heden gecontra-indiceerd bij patiënten 
met een kunsthartklep die een behandeling met anti-
stollingsmiddelen nodig hebben. 
 



Voor de keuze van een passend antitrombotisch middel ter preventie van 
trombo-embolische complicaties bij patiënten met een kunsthartklep wordt 
u verwezen naar de vigerende klinische richtlijnen. 
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Nadere informatie over de veiligheid en de aanbevelingen 



Pradaxa® is in de Europese Unie goedgekeurd voor gebruik bij de volgende 
indicaties: 
 
(1) Primaire preventie van veneuze trombo-embolische aandoeningen bij 



volwassen patiënten die electief een totale heup- of knievervangende 
operatie hebben ondergaan. 



(2) Preventie van cerebrovasculair accident (CVA) en systemische embolie 
bij volwassen patiënten met non-valvulair atriumfibrilleren en met één 
of meer bijkomende risicofactoren (zie bijgevoegde (SmPC)). 



 
Pradaxa® is vanaf heden gecontra-indiceerd bij patiënten met een 
kunsthartklep, die een behandeling met anti-stollingsmiddelen nodig 
hebben. De aanleiding voor de wijzigingen van de SmPC zijn de resultaten 
van een experimenteel fase II onderzoek en het verlengde onderzoek 
uitgevoerd bij een totaal van 252 patiënten, waarbij het gebruik van 
dabigatran etexilaat en warfarine beoordeeld werd enerzijds bij patiënten bij 
wie recent een kunsthartklep was geplaatst (dwz deelname tijdens het 
postoperatieve ziekenhuisverblijf) en anderzijds bij patiënten bij wie meer 
dan drie maanden eerder een kunsthartklep was geplaatst. Deze 
patiëntenpopulatie wijkt af van de patiëntenpopulatie waarop de 
goedgekeurde indicaties betrekking hebben. Bij het bovengenoemde fase II 
onderzoek werd een doseringsbereik van 150 mg tweemaal daags tot 300 
mg tweemaal daags onderzocht, en de meerderheid van de patiënten werd 
behandeld met een hogere dosis dabigatran etexilaat dan de geregistreerde 
doseringen. Er werden meer trombo-embolische voorvallen en meer 
bloedingen waargenomen bij het gebruik van dabigatran etexilaat dan bij het 
gebruik van warfarine. Bij patiënten met een recent geplaatste 
kunsthartklep, manifesteerde ernstige bloedingen zich vooral als een post-
operatieve hemorragische pericardiale uitstorting. 
  
Een samenvatting van de resultaten uit het klinisch onderzoek bij patiënten 
met een kunsthartklep zal als volgt in rubriek 5.1 van de SmPC worden 
opgenomen: 
 
In een fase II-onderzoek is het gebruik van dabigatran etexilaat en 
warfarine onderzocht bij in totaal 252 patiënten bij wie recent een 
kunsthartklep was geplaatst (dwz deelname tijdens het postoperatieve 
ziekenhuisverblijf) of bij wie meer dan 3 maanden eerder een kunsthartklep 
was geplaatst. Er werden meer trombo-embolische voorvallen (met name 
CVA en symptomatische/asymptomatische kunsthartklep trombose) en meer 
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bloedingen waargenomen bij het gebruik van dabigatran etexilaat dan bij 
het gebruik van warfarine. 
Bij patiënten met een recent geplaatste kunsthartklep manifesteerden 
ernstige bloedingen zich vooral als een hemorragische pericardiale 
uitstorting, en dit was met name het geval bij patiënten die al snel (dwz op 
dag 3) na de operatieve plaatsing van de kunsthartklep met het gebruik van 
dabigatran etexilaat waren begonnen. 
 
Zorgverleners worden er aan herinnerd om Pradaxa® alleen voor te 
schrijven zoals beschreven in de uitgebreide productinformatie voor arts en 
apotheker (SmPC).  
  
Het overbrengen van deze informatie 
 
Er zal een herziene versie van de tekst van de Samenvatting van de 
Productkenmerken en de richtlijnen (aanbevelingen) voor voorschrijvers 
worden uitgebracht, waarin deze nieuwe informatie is opgenomen.  
 
Voor het snel onderkennen van bijwerkingen blijven spontane meldingen 
van groot belang. In Nederland kunt u vermoede bijwerkingen melden aan 
de stichting Lareb. U kunt daarvoor gebruik maken van het 
meldingsformulier dat u op internet kunt vinden (www.lareb.nl) of als 
bijlage in het Farmacotherapeutisch Kompas. Bijwerkingen kunnen ook 
altijd gemeld worden bij Boehringer Ingelheim. Dit kan telefonisch op 
0800-2255889 of via e-mail op: PV_local_Netherlands@boehringer-
ingelheim.com.  
 
Contactpunt Boehringer Ingelheim 



Voor uitgebreidere medische informatie over Pradaxa® kunt u contact 
opnemen met Boehringer Ingelheim, via telefoonnummer 0800-2255889. 
 
Hoogachtend, 
 
 
 
 
Dr. Geert De Vriese 
Medisch Directeur Benelux 
 
 
Bijlage: officiële Engelstalige productinformatie van Pradaxa (SmPC) 
(bijlage bevat alleen de SmPC van Pradaxa 110 mg)    
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Pradaxa (dabigatranetexilat) er nå kontraindisert hos 
pasienter med kunstige hjerteklaffer som krever 
antikoagulasjonsbehandling.  
 
Kjære Helsepersonell, 
 
Boehringer Ingelheim vil med dette brevet informere om at Pradaxa® nå er 
kontraindisert hos pasienter med kunstige hjerteklaffer som krever 
antikoagulasjonsbehandling. Basert på nye data fra kliniske studier er den 
nåværende advarselen i preparatomtalen under pkt. 4.4 Advarsler og 
forsiktighetsregler om ikke å bruke Pradaxa® hos pasienter med kunstige 
hjerteklaffer nå innskjerpet til en kontraindikasjon.  
 
Sammendrag 
Pradaxa® er kontraindisert hos pasienter med kunstige hjerteklaffer 
som krever antikoagulasjonsbehandling. 
Denne informasjonen sendes ut etter avtale med det europeiske 
legemiddelkontoret (EMA) og Statens legemiddelverk. 
Vennligst se aktuelle retningslinjer for riktig valg av antitrombotiske 
legemidler for forebyggelse av tromboemboliske komplikasjoner hos 
pasienter med kunstige hjerteklaffer. 
 
Ytterligere sikkerhetsinformasjon og anbefalinger 
Pradaxa® har følgende godkjente indikasjoner i EU: 
(1) Primær forebyggelse av venøs tromboembolisk sykdom hos voksne 
pasienter som har gjennomgått elektiv total hofteprotesekirurgi eller total 
kneprotesekirurgi, 
(2) Forebyggelse av slag og systemisk embolisme hos voksne pasienter med 
ikke-valvulær atrieflimmer med en eller flere risikofaktorer (for fullstendig 
indikasjon, se preparatomtalen (SPC)). 
Pradaxa® er nå kontraindisert hos pasienter med kunstige hjerteklaffer som 
krever antikoagulasjonsbehandling. Utgangspunktet for endring i 
preparatomtalen er data fra totalt 252 pasienter fra en fase II studie, 
inkludert en forlengelsesstudie, hvor behandling med dabigatranetexilat og 
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warfarin ble undersøkt hos pasienter med ny kunstig hjerteklaff (dvs 
innenfor pågående sykehusinnleggelse) og pasienter som fikk kunstig 
hjerteklaff for mer enn tre måneder siden. Denne pasientpopulasjonen ble 
behandlet utenfor godkjent indikasjon og med doser fra 150 mg x 2 daglig 
til 300 mg x 2 daglig. De fleste pasientene i dabigatranetexilatgruppen ble 
behandlet med høyere doser enn godkjent dosering. Flere tromboemboliske 
hendelser og flere blødninger ble observert med dabigatranetexilat enn med 
warfarin. I den tidlige postoperative fasen manifisterte større blødninger seg 
i overveiende grad som postoperativt hemopericardium. 
 
Følgende tilleggsinformasjon blir innlemmet i punkt 5.1 i preparatomtalen: 
En fase II studie har undersøkt dabigatranetexilat og warfarin hos totalt 
252 pasienter som nylig har fått operert inn kunstig hjerteklaff og hos 
pasienter som har fått satt inn kunstig hjerteklaff for mer enn 3 måneder 
siden. Flere tromboemboliske hendelser (hovedsakelig slag og 
symptomatiske/asymptomatiske mekaniske klaffetromboser) og flere 
blødningstilfeller ble observert med dabigatranetexilat enn med warfarin. 
Større blødninger manifesterte seg i overveiende grad som 
hemopericardium postoperativt, spesielt hos pasienter som startet tidlig med 
dabigatranetexilatbehandling (dvs. fra dag 3) etter operasjon av kunstig 
hjerteklaff. 
 
Helsepersonell oppfordres til å følge de godkjente indikasjonene for 
Pradaxa® nøye. 
 
Informasjon 
Preparatomtalen og forskrivningsveiledningen vil bli oppdatert med de 
opplysningene som er omtalt i dette brevet.  
 
Rapportering av mistenkte bivirkninger 
Bivirkninger som man mistenker kan ha sammenheng med bruk av 
Pradaxa® (dabigatranetexilat) skal meldes til RELIS i din helseregion. 
Meldeskjema finnes på www.relis.no/meldeskjema eller 
www.legemiddelverket.no/meldeskjema 
 
Ved ytterligere medisinske spørsmål om Pradaxa®, vennligst ta kontakt med  
undertegnede. 
 
Med vennlig hilsen 
Boehringer Ingelheim Norway KS 
 



 
Dr. Jonas Hallén, MD, PhD 
Nordic Therapeutic Area Director Cardiovascular 
Jonas.hallen@boehringer-ingelheim.com Tel: +47 92 82 60 03 
 
Vedlegg: Oppdatert preparatomtale  
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Pradaxa® (dabigatranetexilat) iir nn kontraindicerat till patienter med 
mekanisk hjiirtklaffprotes som fordrar antikoagnlationsbehandling 



Basta viirdgivare! 



Boehringer Ingelheim vill informera dig om en uppdatering ay produktresumen (SmPC) fOr 



Pradaxa®. Den nuvarande varningen for att anvanda Pradaxa till patienter med mekaniska 



hjiirtk1afiProteser andras till kontraindikation baserat pa nya studieresultat. 



Sammanfattning 



• Pradaxa iir nn kontraindicerat till patienter med mekaniska 



hjiirtklaffproteser som fordrar antikoagnlationsbehandling. 



Inneh3.llet i denna information ar overenskommen med Europeiska liikemedelsmyndigheten (EMA). 



For liimplig forebyggande behandling mot tromboemboliska komplikationer hos patienter med 



mekaniska hjiirtk1afiProteser, se giillande kliniska vagledningar. 



Ytterligare information om siikerhetsaspekter och rekommendationer 



Pradaxa® ar godkiind i Europeiska unionen for foljande indikationer: 



(I) Profylax av venos tromboembolisk sjnkdom hos patienter som genomgatt elektiv total 



protesoperation i hOft- eller knaled. 



(2) Prevention av stroke oeh artarembolism hos vuxna patienter med fOrmaksflimmer utan samtidig 



hemodynamiskt betydelsefull klaffsjnkdom med en eller fler riskfaktorer (se SmPC). 



Pradaxa® ar nu kontraindieerat till patienter med mekaniska hjiirtk1afiProteser dar 



antikoagulationsbehandling fordras. Denna SmPC-andring baseras pa data fran en fas-II-studie oeh 



efterfoljande studie pa totalt 252 patienter dar dabigatranetexilat jiimfordes med warfarin hos patienter 



som genomgatt kirurgiskt byte till mekanisk hjiirtk1aff. Patientema pabOIjade behandlingen under 



sjukhusvistelsen efter hjiirtk1aftkirurgin eller efter mer an tre mAnader efter hjiirtklaffkirurgin. Denna 



patientpopuiation skiljer sig fran de nu godkanda. I studien undersoktes dosering fran 150 mg tva 



ganger om dagen till 300 mg tva ganger om dagen, dar majoriteten behandlades med hOgre dos 



dabigatranetexilat an den godkiinda. Fler tromboemboliska hiindelser oeh fler blodningen 



observerades med dabigatranetexilat jiimfort med warfarin. Hos de nyopererade patienter sags storre 



b16dning framfor alit som postoperativ hemorragisk perikardiell utgjutning. 











En summering ay resultat fran de kliniska studierna pa patienter med mekaniska hj iirtklaffproteser 



kommer att inkluderas i avsnitt 5.1 i produktresumen: 



I enfas-II-studie undersoktes dabigatranetexilat och warfarin pa totalt 252 patienter som 



nyligen genomgatt kirurgiskt byte till mekanisk hjartklaff (det vill saga under sjukhusvistelsen) 



och patienter som for mer an tre manader sedan erhdllit en mekanisk hjartklaff. Fler 



tromboemboliska handelser (framfor allt stroke och symtomatiskalasymtomatiska 



klaiJProtestromboser) ochfler blodningshiindeiser observerades med dabigatranetexilat an 



med warfarin. Hos de nyopererade patienternaforekom storre blOdningframfor allt som 



postoperativ hemorragisk perikardiell utgjutning. speciellt hos patienter som paborjade 



dabigatranbehandling tidigt efter hjartklaffbytet (det viii saga pa tredje dagen). 



Vardgivare pArninns om att indikationerna for Pradaxa® skall foljas strikt. 



Kommunikaion 



Produktinformation (SmPC) och forskrivarguider kommer att revideras fOr att inkludera denna 



information. 



Vardpersonal ska rapportera aHa biverkningar som rnisstBnks hOra samman med anvandning av 



Pradaxa® (dabigatranetexilat) till Liikemedelsverket (blanketter och adresser hittas pa 



www.lakemedelsverket.se ). 



Kontakt 



For ytterligare medicinsk information om Pradaxa®, kontakta Boehringer mgelheim pa te1efon 08-



72121 00. 



Med viinlig hAlsning 



Maria Eklind-Cervenka 



Medicinsk rAdgivare Pradaxa 



























Esta guía de prescripción no sustituye a la Ficha Técnica de PRADAXA 
(dabigatrán etexilato).



Las recomendaciones de esta guía de prescripción únicamente se refieren al 
uso de PRADAXA (dabigatrán etexilato) en la indicación de prevención del 
ictus en fibrilación auricular.



Material informativo autorizado por la Agencia Española de Medicamentos 
y Productos Sanitarios (AEMPS). Junio 2014.



En esta guía encontrará recomendaciones de uso 
de PRADAXA (dabigatrán etexilato) para minimizar el 
riesgo de sangrado. Se incluye información sobre:



 Indicación
 Contraindicaciones
 Posología
 Poblaciones especiales de pacientes
 Pruebas de coagulación y su interpretación
 Acciones a llevar a cabo en casos de sobredosis



GUÍA DE PRESCRIPCIÓN 
DE PRADAXA (dabigatrán 
etexilato) PARA LA 
PREVENCIÓN DEL ICTUS EN 
FIBRILACIÓN AURICULAR











Indicación
Prevención del ictus y de la embolia 
sistémica en pacientes adultos con 
fibrilación auricular no-valvular (FANV), 
con uno o más factores de riesgo tales 
como ictus o ataque isquémico transitorio 
(AIT) previos; edad ≥ 75 años; insuficiencia 
cardíaca (≥ Clase II escala NYHA); 
diabetes mellitus; hipertensión.



Contraindicaciones
Situaciones clínicas contraindicadas:



 Prótesis valvulares cardíacas que 
  requieran tratamiento anticoagulante



 Hipersensibilidad al principio activo o a 
  alguno de los excipientes



 Insuficiencia renal grave (ACr < 30 ml/min)



 Hemorragia activa clínicamente 
  significativa



 Lesiones o enfermedades, si se 
  consideran un factor de riesgo 
  significativo de sangrado mayor. 
  Esto puede incluir:



 úlcera gastrointestinal activa o 
reciente



 presencia de neoplasias malignas con 
alto riesgo de sangrado



 traumatismo cerebral o espinal 
reciente



 cirugía cerebral, espinal u oftálmica 
reciente



 hemorragia intracraneal reciente



 conocimiento o sospecha de varices 
esofágicas



 malformaciones arteriovenosas



 aneurismas vasculares o anomalías 
vasculares intraespinales o 
intracerebrales mayores



 Insuficiencia o enfermedad hepática 
que pueda afectar a la supervivencia 
del paciente



Tratamientos concomitantes 
contraindicados:



 Cualquier otro agente anticoagulante, p. ej.:



 heparina no fraccionada (HNF) 
excepto cuando se administre a las 
dosis necesarias para mantener un 
catéter venoso o arterial central abierto



 heparinas de bajo peso molecular 
(enoxaparina, dalteparina, etc.)



 derivados de la heparina 
(fondaparinux, etc.)



 anticoagulantes orales 
(acenocumarol, warfarina, 
rivaroxabán, apixabán, etc.) excepto 
bajo circunstancias específicas 
de cambio de tratamiento 
anticoagulante



 Ketoconazol por vía sistémica, 
ciclosporina, itraconazol y dronedarona 



Posología
1 cápsula de 150 mg dos veces al día 
(dosis diaria = 300 mg). El tratamiento 
debe continuarse a largo plazo.



Poblaciones especiales con una dosis 
diaria reducida debido a un mayor riesgo 
de sangrado:



110 mg dos veces al día
(dosis diaria = 220 mg):



 80 años de edad o más



 Tratamiento concomitantemente
con verapamilo



 Entre 75-80 años



Considerar individualmente 150 mg dos 
veces al día (dosis diaria = 300 mg) o
110 mg dos veces al día (dosis
diaria = 220 mg) según el riesgo 
tromboembólico y hemorrágico.



 Gastritis, esofagitis o reflujo gastroesofágico
 Insuficiencia renal moderada



  (ACr 30-50 ml/min)



En todos los pacientes:



 Antes de iniciar el tratamiento: evalúe  la 
función renal calculando el aclaramiento 
de creatinina (ACr) mediante el método 
de Cockgroft-Gault*.
Excluya el tratamiento de pacientes con 
insuficiencia renal grave (es decir,
ACr < 30 ml/min). 



 Durante el tratamiento, evalúe la función 
renal:



 Cuando sospeche que ésta podría 
disminuir o deteriorarse (por ejemplo, 
hipovolemia, deshidratación y 
con determinadas medicaciones 
concomitantes).



 En pacientes de edad avanzada
(> 75 años) o pacientes con 
insuficiencia renal, debe evaluarse la 
función renal una vez al año, como 
mínimo.



*Fórmula de Cockgroft-Gault:



Para la creatinina en mg/dl:



(140-edad [años]) × peso [kg] (× 0,85 si es mujer)



                  72 × creatinina sérica [mg/dl]



Para la creatinina en μmol/l:



1,23×(140-edad [años])×peso [kg] (×0,85 si es mujer)



creatinina sérica [μmol/l]



Cambio del tratamiento
ANTICOAGULANTES PARENTERALES



PRADAXA  anticoagulante parenteral



Esperar 12 horas después de la última 
dosis de dabigatrán etexilato antes de 
administrar un anticoagulante parenteral.



Anticoagulante parenteral  PRADAXA



 Anticoagulante parenteral administrado 
de manera continua: iniciar dabigatrán 
en el momento de la interrupción 
del anticoagulante parenteral (p. ej. 
heparina no fraccionada intravenosa 
(HNF)).



 Anticoagulante parenteral administrado 
en una pauta posológica fija: suspender 
el anticoagulante parenteral e iniciar 
dabigatrán etexilato de 0 a 2 horas antes 
del momento previsto para administrar 
la siguiente dosis programada del 
anticoagulante parenteral.



ANTAGONISTAS DE LA VITAMINA K (AVK)



PRADAXA  AVK



Debe ajustarse el tiempo de inicio del AVK 
en función del ACr:



 ACr ≥ 50 ml/min, iniciar AVK 3 días antes 
de suspender dabigatrán etexilato



 ACr ≥ 30 < 50 ml/min, iniciar AVK 2 días 
antes de suspender dabigatrán etexilato



Puesto que PRADAXA puede aumentar 
el INR, el INR reflejará mejor el efecto 
de los AVK únicamente después de 
la interrupción de PRADAXA durante 
como mínimo 2 días. Hasta entonces, los 
valores de INR se deben interpretar con 
precaución.











AVK  PRADAXA



Suspender el AVK y administrar dabigatrán 
etexilato cuando el INR sea < 2,0.
La determinación del INR no sirve para 
medir la actividad anticoagulante de 
PRADAXA.



CARDIOVERSIÓN
Los pacientes pueden continuar con 
dabigatrán etexilato mientras están siendo 
cardiovertidos.



Forma de administración
 PRADAXA puede tomarse con o sin 
alimentos. Las cápsulas de PRADAXA 
deben tragarse enteras con un vaso de 
agua, para facilitar la liberación en el 
estómago.



 
 No rompa, mastique, ni abra la cápsula 
para tomar sólo su contenido ya que 
ello puede aumentar el riesgo de 
hemorragia.



Riesgo de hemorragia
Dabigatrán etexilato debe ser utilizado 
con precaución en situaciones con un 
riesgo elevado de hemorragia.
La hemorragia puede ocurrir en 
cualquier punto durante el tratamiento 
con PRADAXA. Si aparece un descenso 
inexplicable en la hemoglobina y/o 
el hematocrito o de la presión arterial 
busque la zona de sangrado.
Se recomienda una estrecha 
monitorización clínica durante el periodo 
de tratamiento, especialmente si se 
combinan factores de riesgo. 



Poblaciones con mayor riesgo:



 Monitorice estrechamente (con 
búsqueda de signos de sangrado o 
anemia) a los pacientes con mayor 
riesgo de hemorragia.



 Tras la evaluación del beneficio y el 
riesgo potenciales para cada paciente 
individualmente, ajuste la dosis de 
dabigatrán etexilato si lo cree necesario.



 Pacientes con una exposición excesiva a 
dabigatrán:



 Una prueba de coagulación (ver el 
apartado de pruebas de coagulación 
y su interpretación) puede ayudarle a 
identificar a estos pacientes



 En estos pacientes con un riesgo alto 
de hemorragia, se recomienda reducir 
la dosis a 110 mg dos veces al día 
(dosis diaria = 220 mg)



 Si aparece una hemorragia clínicamente 
relevante, interrumpa el tratamiento.



La siguiente tabla resume los factores 
que pueden aumentar el riesgo de 
hemorragia.



Interacciones
farmacodinámicas



AAS
AINE
Clopidogrel



ISRS o ISRSN#



Otros medicamentos 
que puedan afectar 
a la hemostasia



Enfermedades/ procesos con riesgos 
hemorrágicos especiales



• Trastornos de la coagulación congénitos
   o adquiridos
• Trombocitopenia o defectos funcionales
   de las plaquetas
• Esofagitis, gastritis, reflujo gastroesofágico
• Biopsia reciente, trauma mayor
• Endocarditis bacteriana



Factores farmacodinámicos
y farmacocinéticos



Edad ≥ 75 años



Factores que incrementan los niveles 
plasmáticos de dabigatrán



Principales:



 	Insuficiencia renal 
moderada
(30-50 ml/min ACr)†



 	Medicación 
concomitante 
con inhibidores 
de la gp-P†



(Consultar la FT)



Secundarios:
 Bajo peso 
corporal



  (< 50 kg)



†ACr: Aclaramiento de creatinina; gp-P: glicoproteína-P; 
HIC: Hemorragia intracraneal.
#ISRS: inhibidores selectivos de la recaptación 
de serotonina; ISRSN: inhibidores selectivos de la 
recaptación de serotonina y noradrenalina.



*Para poblaciones especiales de pacientes que 
requieran una dosis reducida, ver el apartado 
“Posología”.



Cirugía e intervenciones:



Los pacientes tratados con dabigatrán 
etexilato que se deban someter a cirugía 
o procedimientos invasivos tienen mayor 
riesgo de hemorragia. Por tanto, las 
intervenciones quirúrgicas pueden requerir 
la interrupción temporal de PRADAXA.



Tenga en cuenta que el aclaramiento de 
dabigatrán en pacientes con insuficiencia 
renal puede alargarse. 



Consulte en la ficha técnica las 
precauciones necesarias en caso 
de intervención quirúrgica, manejo 
peri-operatorio de los pacientes 
y recomendaciones en caso de 
intervención aguda, anestesia espinal y 
epidural y punción lumbar.



Pruebas de coagulación 
y su interpretación
El tratamiento con dabigatrán etexilato 
no requiere una monitorización clínica 
rutinaria.
Puede ser útil valorar el estado de 
anticoagulación del paciente tratado 
con dabigatrán etexilato en casos de 
sospecha de sobredosis o en pacientes 
que acudan a urgencias o antes de una 
cirugía.
No se debe utilizar la prueba de INR. Es 
poco fiable en pacientes en tratamiento 
con dabigatrán etexilato y pueden darse 
aumentos correspondientes a falsos 
positivos.



PRUEBAS NO ESTANDARIZADAS:



 Tiempo de trombina diluida (TTd)



 Tiempo de coagulación de ecarina (TCE)



 Tiempo de tromboplastina parcial 
activada (TTPa)



Pueden proporcionar información útil 
pero los resultados se deben interpretar 
con precaución. 



Para una determinación cuantitativa 
de las concentraciones plasmáticas 
de dabigatrán etexilato (directamente 
relacionadas con su actividad 
anticoagulante), únicamente está 
disponible el ensayo calibrado del 
inhibidor de la trombina Hemoclot:



 Un valor del TT diluida (TTd) con el 
ensayo calibrado del inhibidor de la 
trombina Hemoclot® (Hyphen BioMed, 
Neuville-sur-Oise, Francia) de
> 200 ng/ml de concentración 
plasmática de dabigatrán 
(aproximadamente > 65 segundos) 
antes de la próxima dosis tras la 
administración de 150 mg dos veces 
al día (determinación en el punto de 
concentración mínima, p. ej. 10-16 horas 











después de la dosis previa), se asocia a 
un mayor riesgo de hemorragia.



 Un valor normal del TTd indica que 
no hay un efecto anticoagulante 
clínicamente relevante de dabigatrán.



En la siguiente tabla se indican los límites 
de las pruebas de coagulación en el valle 
que se pueden asociar a un mayor riesgo 
de hemorragia.



Tenga en cuenta que: durante los primeros 
2-3 días tras la cirugía, se pueden detectar 
mediciones prolongadas falsas:



Cuándo realizar el análisis:



Es importante tomar muestras de la 
concentración valle (entre 10-16 horas tras 
la última dosis).



Los parámetros de anticoagulación 
dependen del momento en el que se 
tomó la muestra de sangre así como 
también de cuándo se administró la última 
dosis. Una muestra de sangre tomada 
2 horas después de la administración 
de dabigatrán etexilato (nivel de 
concentración máxima), tendrá resultados 
diferentes (más altos) en todas las pruebas 
de coagulación, en comparación con 
una muestra de sangre tomada
10-16 horas (nivel de concentración 
mínima) tras la administración de la misma 
dosis.



Recomendaciones en 
caso de sobredosis
Las dosis de dabigatrán superiores a las 
recomendadas exponen al paciente a un 
mayor riesgo de hemorragia.



Si sospecha de sobredosis:
 las pruebas de coagulación pueden 
ayudarle a determinar el riesgo de 
hemorragia (consulte la sección de 
pruebas de anticoagulación)



 Puede ser necesaria la interrupción del 
tratamiento con PRADAXA



 No existe antídoto para dabigatrán



 Debe mantenerse una diuresis adecuada 
(dabigatrán se elimina por vía renal)



 Dabigatrán es dializable, aunque la 
experiencia clínica que demuestre la 
utilidad de la diálisis es limitada



 Si aparecen complicaciones 
hemorrágicas, suspenda dabigatrán e 
investigue el origen de la hemorragia



 Según el criterio médico, pueden llevarse 
a cabo tratamientos de apoyo como:



 hemostasia quirúrgica 



 reemplazo del volumen sanguíneo: 
con sangre total fresca o plasma 
fresco congelado



 puede considerarse el uso de:
- complejo de protrombina activado
- factor VIIa recombinante
- concentrados de los factores 



de la coagulación II, IX o X



Hay cierta evidencia experimental que 
avala el papel de estos agentes en 
revertir la actividad anticoagulante de 
dabigatrán, pero los datos clínicos sobre 
su utilidad y sobre el posible riesgo de un 
tromboembolismo de rebote son muy 
limitados.



Las pruebas de coagulación pueden ser 
poco fiables tras la administración de los 
agentes de reversión sugeridos. Se debe 
tener cuidado cuando se interpreten 
estas pruebas.



 Si hay trombocitopenia o se han utilizado 
medicamentos antiagregantes de 
acción prolongada, considerar el uso de 
concentrados de plaquetas.



 Todo el tratamiento sintomático se debe 
administrar a criterio del médico.



 En caso de hemorragias graves 
considere consultar a un experto en 
coagulación.



Información al paciente
Es muy importante que informe al 
paciente acerca de:



 los síntomas de sangrado y cuándo debe 
solicitar asistencia médica



 la importancia de informarle de todos los 
medicamentos que esté tomando



 la necesidad de informar a los 
profesionales sanitarios de su tratamiento 
con PRADAXA si va a someterse a cirugía 
o a un procedimiento invasivo



 cómo debe tomar PRADAXA 
(consulte la FT)



Insista en la importancia de la adherencia 
al tratamiento.



Entregue a sus pacientes una Tarjeta de 
información al paciente de PRADAXA en 
la que hay información sobre los signos 
o síntomas de sangrado y sobre cuándo 
deben consultar a un profesional sanitario.



Prueba (valor en el valle)



TTd [ng/ml] > 200



TCE [x veces el 
límite superior de la 
normalidad]



> 3



TTPa [x veces el 
límite superior de la 
normalidad]



> 2



INR No se debe realizar
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PRADAXA®



Patient Alert Card



PLEASE ASK your DOCTOR  
TO fill out the  



back of this card.



Dear Patient,



You have been prescribed Pradaxa® 
(dabigatran etexilate) by your doctor.  
In order to use Pradaxa® safely, please  
read the important information inside,  
as well as the Patient Information Leaflet 
provided with each pack of medicine.



It is important that you carry this 
card with you at all times whilst 
you are taking Pradaxa®.



Date of preparation: November 2013 
Job code: IRE/DBG-131398











•  �	Remember to take Pradaxa® regularly as 
instructed and do not miss a dose.



•  �	Inform your doctor about all medicines you 
are currently taking.



•  	�Pradaxa® can be taken with or without food.  
The capsule should be swallowed whole 
with a glass of water, to ensure delivery to 
the stomach. Do not break, chew, or empty 
the pellets from the capsule since this may 
increase the risk of bleeding.



Pradaxa® Information for  
Healthcare Professionals
•  �	�Pradaxa® is an oral anticoagulant acting by 



direct thrombin inhibition and is eliminated 
predominantly via the kidney.



•  	�In case of surgical or other invasive 
procedure, Pradaxa® needs to be stopped 
in advance (for details, see Summary of 
Product Characteristics).



�•  	�In case of major bleeding events, Pradaxa® 
must be stopped immediately.



�•  �	�Since Pradaxa® is eliminated predominantly 
by the kidneys, adequate diuresis must be 
maintained. Pradaxa® is dialysable, but there 
is limited clinical experience (for details and 
more advice on reducing any excessive 
anticoagulant effect of Pradaxa®, see 
Summary of Product Characteristics).



Pradaxa® Information for Patients
•	� Follow your doctor’s instructions when  



taking Pradaxa®.
•  �	�Pradaxa® prevents clots by making your 



blood less “sticky”. However, this may 
increase your risk of bleeding.



�•	� In case of a bleeding event which does  
not stop on its own, immediately inform  
your doctor.



�•	� If you fall or injure yourself during treatment, 
especially if you hit your head, please seek 
urgent medical attention. You may need to 
be checked by a doctor, as you may be at 
increased risk of bleeding.



�•	 �As Pradaxa® acts on the blood clotting 
system, most side effects are related to 
bruising or bleeding. Signs and symptoms 
of bleeding include bleeding under the 
skin, tar-coloured stools, blood in urine, nose 
bleed, etc.



•  �	�If you need a surgical or invasive procedure, 
inform the doctors and nurses treating you  
that you are taking Pradaxa®.



•  �	�Do not stop taking Pradaxa® without talking 
to your doctor, as you are at risk of suffering 
from a stroke or other complications due to 
blood clot formation.



•  	�If you suffer bleeding, please contact your 
doctor before you stop taking Pradaxa®.



Patient Information



�(Name of the patient)



�(Date of birth)



(��Indication for anticoagulation)



�(Dosage of Pradaxa®)



(�Contact details of prescribing physician)



PLEASE SHOW THIS PART OF THE CARD TO YOUR DOCTOR.













SCHEDA DI INFORMAZIONE
PER IL PAZIENTE



Gentile Paziente,
Il medico le ha prescritto un trattamento 
con PRADAXA® (dabigatran etexilato). 
Per utilizzare PRADAXA® in modo sicuro, 
consideri le importanti informazioni ri-
portate all’interno. Poiché questa sche-
da contiene importanti informazioni in 
merito al suo trattamento la porti sem-
pre con sé, per informare gli operatori 
sanitari del suo trattamento con PRA-
DAXA®.



Ulteriori informazioni:
• Numero di Boehringer Ingelheim per 



le comunicazioni urgenti 025355.1 
oppure 800 582 694



• Sito Internet 
 www.boehringer-ingelheim.it



IL SUO MEDICO 
DEVE COMPILARE 



LA SCHEDA RIPORTATA 
DI FIANCO.



(Nome del Paziente)



(Data di nascita)



(Indicazione per cui è utilizzato l’anticoagulante)



(Dosaggio di PRADAXA®)



(Nome e contatti del medico prescrittore)



Informazioni del Paziente











• In caso di intervento chirurgico o di 
procedure invasive, informi gli ope-
ratori sanitari e il medico curante 
sul trattamento in corso con PRA-
DAXA®.



• Non sospenda l’assunzione di PRA-
DAXA® senza parlarne con il medico, 
perché sarebbe esposto a un mag-
gior rischio di ictus o altre complica-
zioni legate alla formazione di coa-
guli nel sangue.



• In caso di sanguinamento contatti 
il medico prima di sospendere l’as-
sunzione di PRADAXA®.



• Assuma PRADAXA® regolarmente co-
me le è stato indicato e non salti le 
dosi.



• Informi il medico in merito a tutti i 
medicinali che sta assumendo.



• PRADAXA® può essere assunto con 
o senza cibo. La capsula deve esse-
re inghiottita intera con un bicchie-
re d’acqua, per assicurare il rilascio 



• PRADAXA® è dializzabile, ma l’espe-
rienza clinica è limitata (per i detta-
gli e maggiori informazioni su come 
contrastare l’effetto anticoagulan-
te di PRADAXA®, vedere il Riassunto 
delle Caratteristiche del Prodotto).



Ver.11, aggiornamento giugno 2013



PRADAXA® Informazioni per il Paziente
• Quando assume PRADAXA® segua le istru-



zioni del medico.



• PRADAXA® previene la formazione di coa-
guli rendendo il suo sangue meno “visco-
so”. Tuttavia ciò può aumentare il rischio di 
sanguinamento.



• In caso di episodi di sanguinamento che 
non cessano spontaneamente, informi im-
mediatamente il medico.



• Se cade o si ferisce durante il trattamento, 
soprattutto se prende un colpo alla testa, 
chiami subito il medico. Il medico può ri-
tenere necessario visitarla perché lei può 
essere esposto ad un elevato rischio di 
sanguinamento.



• Poiché PRADAXA® agisce sul processo 
di coagulazione del sangue, la maggior 
parte degli effetti indesiderati sono legati 
a segni di ematomi o sanguinamento. Se-
gni e sintomi di episodi di sanguinamento 
possono essere ematomi della pelle, feci 
scure, urine rosse, sangue dal naso, ecc.



a livello gastrico. Non rompere, masticare 
o rimuovere i granuli dalla capsula poichè 
può aumentare il rischio di sanguinamento.



PRADAXA® Informazioni per gli 
Operatori Sanitari
• PRADAXA® è un anticoagulante orale che 



agisce per inibizione diretta della trombi-
na e che è eliminato principalmente per via 
renale.



• In caso di intervento chirurgico o di pro-
cedure invasive, l’assunzione di PRADAXA® 
deve essere preventivamente sospesa 
(per i dettagli vedere il Riassunto delle Ca-
ratteristiche del Prodotto).



• In caso di sanguinamento maggiore l’as-
sunzione di PRADAXA® deve essere sospe-
sa immediatamente.



• Poiché PRADAXA® è eliminato principal-
mente per via renale, deve essere mante-
nuta un’adeguata diuresi. 













Belangrijke informatie over 
de twee sterktes van Tresiba®



N.B. �Daarnaast is Tresiba® 100 eenheden/ml ook verkrijgbaar in patronen (Penfill®) voor gebruik met de navulbare insulinepennen  
van Novo Nordisk.



Tresiba® FlexTouch® 
100 eenheden/ml, 
verpakking met 
5 pennen per doosje



Tresiba® FlexTouch® 
200 eenheden/ml, 
verpakking met 
3 pennen per doosje



l



insuline degludec 
Oplossing voor injectie in voorgevulde pen



Voor subcutaan gebruik



eenheden/ml



Let op:
één stap is gelijk aan 
2 eenheden, de pen 
toont de dosis



Let op:
één stap is gelijk aan 
2 eenheden, de pen 
toont de dosis



200
eenheden/ml



Reken de dosis niet om - 
de pen vermeldt de dosis in eenheden in het dosisafleesvenster.



De sterkte van de 
200 eenheden/ml 
insuline wordt 
aangegeven in  
een rood kader.



Op de verpakking 
staat duidelijk 
vermeld dat 1 stap 
gelijk staat aan  
2 eenheden.



Tresiba® FlexTouch®



100 eenheden/ml



Tresiba® FlexTouch®



200 eenheden/ml



Voor patiënten die kleurenblind zijn, 
is er een voelbare code (2 voelbare 
puntjes) aan de toedieningsknop van 
Tresiba® FlexTouch® 200 eenheden/
ml toegevoegd om onderscheid te 
kunnen maken tussen de twee sterktes. 
De toedieningsknop van Tresiba® 
FlexTouch® 100 eenheden/ml heeft een 
glad oppervlak. Dit dient als aanvulling 
op het lezen van de informatie op de 
verpakking en op de pen.



Tresiba® FlexTouch® 100 eenheden/ml Tresiba® FlexTouch® 200 eenheden/ml



Maximaal 80 eenheden
 per injectie



Maximaal 160 eenheden 
per injectie



Totaal 300 
eenheden per pen



Totaal 600 
eenheden per pen



Dosisinstelling in 
stappen van 1 eenheid



Dosisinstelling in 
stappen van 2 eenheden



Tresiba® (insuline degludec) is een nieuwe, basale insuline-analoog voor de behandeling van diabetes mellitus bij volwassenen en zal 
beschikbaar zijn in twee sterktes, 100 eenheden/ml en de nieuwe sterkte 200 eenheden/ml. 



Belangrijke veiligheidsinformatie voor diabetesbehandelaren en apothekers



Om doseringsfouten te voorkomen worden de volgende 
aanbevelingen gedaan:
• �De voorgevulde insulinepennen hebben een dosisafleesvenster dat 



de ingestelde dosis weergeeft. Dat betekent dat de weergegeven 



dosis in het dosisafleesvenster de dosis is die geïnjecteerd wordt, 



ongeacht de sterkte. De dosis (i.e. het aantal eenheden) moet 
niet omgerekend worden als de patiënt een andere sterkte 
voorgeschreven krijgt.



• �Noteer de sterkte op het recept. De apotheker moet zeker 
weten dat hij de juiste sterkte aflevert en in geval van 
twijfel contact opnemen met de voorschrijver.



• �Patiënten moeten altijd goed geïnstrueerd worden in het juiste 



gebruik van Tresiba®.



• �Adviseer patiënten om de verpakking altijd te controleren als zij 



de insuline in de apotheek in ontvangst nemen en ook het etiket 



op de pen voorafgaand aan elke injectie, om te voorkomen dat de 



twee sterktes van Tresiba® verwisseld worden.



• �Patiënten moeten het aantal ingestelde eenheden op het 



dosisafleesvenster op de pen visueel controleren. Blinde of 



slechtziende patiënten hebben ondersteuning nodig van een 



persoon met een goed gezichtsvermogen, die ervaring heeft met 



het toedienen van insuline in een voorgevulde pen.



• �De verpakkingen en de pennen van de twee sterktes van Tresiba® 



zijn goed van elkaar te onderscheiden. De verpakking van Tresiba® 



100 eenheden/ml is lichtgroen met een grafische afbeelding. Het 



etiket op de pen is ook lichtgroen. De verpakking en het etiket 



op de pen van Tresiba® 200 eenheden/ml zijn donkergroen met 



strepen. Bovendien wordt de sterkte bij Tresiba® 200 eenheden/ml 



in een rood kader benadrukt. Zie de afbeeldingen hiernaast.



• �Volg altijd de gebruiksaanwijzing van Tresiba® FlexTouch®  



zoals beschreven in de bijsluiter.



• Gebruik nooit een spuit om insuline uit de pen op te trekken.



Melden van bijwerkingen
Voor het snel onderkennen van bijwerkingen blijven spontane meldingen 
van groot belang. In Nederland kunt u vermoede bijwerkingen melden 
bij het Nederlands Bijwerkingen Centrum Lareb. U kunt daarvoor gebruik 
maken van het meldingsformulier dat u op internet kunt vinden  
(www.lareb.nl) of als bijlage in het Farmacotherapeutisch kompas. 
Bijwerkingen van Tresiba®, met inbegrip van medicatiefouten,  
kunnen ook gemeld worden aan Novo Nordisk B.V., via e-mail 
informatie@novonordisk.com of via telefoonnummer 0172 - 44 96 00.01
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300 total units  
per pen



600 total units  
per pen



1-unit dose  
adjustments



2-unit dose  
adjustments



Up to 80 units
per injection



Up to 160 units
per injection



Tresiba® FlexTouch® 100 units/mL pen Tresiba® FlexTouch® 200 units/mL pen



The strength of the insulin is indicated 
with a 200 units/mL label.



The package clearly indicates that 
one step equals 2 dose units.



Tresiba® FlexTouch® 100 units/mL 
package 5 pens per carton



Tresiba® FlexTouch® 200 units/mL  
package 3 pens per carton



Dose conversion should not be done – 
the pen shows the dose in units.



Information on the correct use of Tresiba®, a new basal insulin, to minimise the risk of medication errors  
•  �Tresiba® is available in two strengths – 100 units/mL and 200 units/mL – for the treatment of diabetes mellitus in adults. The 200 units/mL strength is higher than that of 



other existing insulin products available in the UK.  



•  �The information and recommendations below are provided in order to minimise the risk of medication errors when prescribing Tresiba®. 



•  �Patients must be advised to seek medical advice immediately if they administer an incorrect dose of Tresiba®.



Differentiation of the two Tresiba® strengths and the pen devices



The Tresiba® packaging and the respective pens have been designed to clearly differentiate between the two strengths.
The Tresiba® 100 units/mL label and packaging are light green while the Tresiba® 200 units/mL label and packaging are dark green with striping.
The Tresiba® 200 units/mL label and packaging also have a red box highlighting the strength.



When switching between strengths of Tresiba® dose conversion should not be done – the pen shows the dose in units.



Call for reporting
Adverse events and medication errors should be reported. Reporting forms and information can be found at www.mhra.gov.uk/yellowcard.   
Alternatively you can call Freephone 0808 100 3352 (available from 10am to 2pm Mondays to Fridays) or fill in a paper form available from your local pharmacy.



Adverse events should also be reported to the Novo Nordisk Customer Care Centre on 0845 600 5055 (calls may be monitored for training purposes).



Education brochures for patients are available for distribution to all patients treated with Tresiba® FlexTouch®, please contact our Customer Care Centre on 0845 600 5055. 
The information in this communication has been agreed with the European Medicines Agency (EMA) and the Medicines and Healthcare products Regulatory Agency (MHRA).



Important recommendations for healthcare professionals
•  �The pre-filled pen devices that deliver Tresiba® have a dose-counter window that shows the exact dose dialled. The dose that is shown in the window is the number of units 



of Tresiba® that will be injected regardless of strength. Dose conversion is not required if transferring a patient to a new strength of Tresiba®.



•  �The prescriber should ensure that the strength of Tresiba® is included on the prescription.



•  �Pharmacists must ensure that the correct strength is dispensed, and, if in doubt, the pharmacist must contact the prescriber.



•  �Pharmacists must ask patients to visually identify the strength of Tresiba® they are dispensed.



•  �Patients prescribed Tresiba® should be provided with a patient brochure and must be trained on the correct use of the Tresiba® FlexTouch® pen before Tresiba® is prescribed 
or dispensed. Patients must never use a syringe to withdraw insulin from the pen or use the cartridge outside the FlexTouch® pen.



•  �Patients who self-inject must be able to read the dose counter on the pen. Patients who are blind or have poor vision must be instructed to always get assistance from 
another person who has good vision and is trained to use the insulin device.



•  �Patients must be instructed to always check the manufacturer’s packaging and dispensing label before each injection to ensure they have the correct strength of Tresiba®, to 
avoid accidental mix-ups.



•  �Patients must be advised to seek medical advice immediately if they administer an incorrect dose of Tresiba  .



UK/Deg/1112/0080  Date of preparation: January 2013 Tresiba®, FlexTouch® and the Apis bull logo are registered trademarks of Novo Nordisk A/S.
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This month, we inform you of important new information and strengthened warnings 
related to safety of medicines related to valproate (sodium valproate, valproic acid 
[brand leader: Epilim] and valproate semisodium [brand leader: Depakote]), following 
completion of a Europe-wide review. Children exposed in utero to valproate are at a 
high risk of serious developmental disorders (in up to 30-40% of cases) and/or 
congenital malformations (in approximately 10% of cases)—see article 1. 
 
We have received reports of exfoliative dermatitis in patients being treated with 
ustekinumab for plaque psoriasis. If you suspect exfoliative dermatitis caused by an 
adverse drug reaction to ustekinumab, stop treatment. Be alert to signs of exfoliative 
dermatitis in patients receiving ustekinumab and tell patients to report relevant 
symptoms—see article 2. 
 
Mycophenolate mofetil in combination with other immunosuppressants can cause 
persistent hypogammaglobulinaemia associated with recurrent infections. Measure 
serum immunoglobulins in patients who develop recurrent infections. Mycophenolate 
mofetil can also cause bronchiectasis and pulmonary fibrosis. Consider these 
diagnoses if patients develop persistent pulmonary symptoms, such as cough and 
dyspnoea. In some cases, switching from mycophenolate mofetil to another 
immunosuppressant has improved these conditions. These recommendations also 
apply to medicines that contain mycophenolic acid as their active ingredient—see 
article 3. 
 
Oral diclofenac can no longer be sold to anyone without a prescription. Diclofenac is 
associated with a small risk of cardiovascular side effects (eg myocardial infarction, 
stroke). Therefore patients should have a medical assessment before taking diclofenac 
to determine if it is suitable for them—see article 4. 
 
The treatment advice for aceclofenac has been updated in line with diclofenac and 
COX-2 inhibitors. Aceclofenac is now contraindicated in patients with certain 
established heart conditions—see article 5.  
Finally, we have simplified our medicine and device incident report systems by bringing 
them all under the Yellow Card Scheme. Please report any of the following on a Yellow 
Card: suspected adverse drug reactions, medical device incidents, defective 
medicines, and counterfeit medicines—see article 6. 
 





http://www.evidence.nhs.uk/Accreditation


http://www.evidence.nhs.uk/Accreditation
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1 Medicines related to valproate: risk of abnormal pregnancy outcomes 
 Children exposed in utero to valproate are at a high risk of serious developmental 



disorders (in up to 30-40% of cases) and/or congenital malformations (in approximately 
10% of cases). 



 
 
 
 



 
This is to inform you of important new information and strengthened warnings related 
to safety of medicines related to valproate (sodium valproate, valproic acid [brand 
leader: Epilim] and valproate semisodium [brand leader: Depakote]), following 
completion of a Europe-wide review: 



 children exposed in utero to valproate are at a high risk of serious 
developmental disorders (in up to 30-40% of cases) and/or congenital 
malformations (in approximately 10% of cases) 



 valproate should not be prescribed to female children, female adolescents, 
women of childbearing potential or pregnant women unless other treatments 
are ineffective or not tolerated 



 valproate treatment must be started and supervised by a doctor experienced in 
managing epilepsy or bipolar disorder 



 carefully balance the benefits of valproate treatment against the risks when 
prescribing valproate for the first time, at routine treatment reviews, when a 
female child reaches puberty and when a woman plans a pregnancy or 
becomes pregnant 



 you must ensure that all female patients are informed of and understand: 



 risks associated with valproate during pregnancy 



 need to use effective contraception 



 need for regular review of treatment 



 the need to rapidly consult if she is planning a pregnancy or becomes 
pregnant 



Please refer to the General Medical Council’s consent and prescribing guidance. 
  



 
 
 
 
 
 
1. Meador K et al. Epilepsy Res. 
2008;81(1):1-13.  
2. Meador K et al. Epilepsy Behav. 
2009;15(3):339-43.  
3. Bromley R et al. Neurology. 
2008;71(23):1923-4.  
4. Thomas S et al. Epilepsia. 2007 
Dec;48(12):2234-40.  
5. Cummings C et al. Arch Dis Child 
2011 July;96(7):643-7.  
 
6. Meador K et al. Lancet Neurol. 
2013;12(3):244-52.  
 
 
7. Christensen J et al. JAMA. 2013; 
309(16):1696-703.  
8. Cohen M et al. Epilepsy Behav. 
2013;29(2):308-15.  
9. Cohen M et al. Epilepsy Behav. 
2011; 22(2):240-246  
 
 
 
 
 
 
 
 
 
 



 
Risk of abnormal pregnancy outcomes 
Valproate is associated with a dose-dependent risk of abnormal pregnancy outcomes, 
whether taken alone or in combination with other medicines. Data suggest that when 
valproate is taken for epilepsy with other medicines, the risk of abnormal pregnancy 
outcomes is greater than when valproate is taken alone. 
 
The risk of congenital malformations is approximately 10 % while studies in preschool 
children exposed in utero to valproate show that up to 30-40% experience delays in 
their early development such as talking, and/or walking, have low intellectual abilities, 
poor language skills and memory problems.



1-5
 



 
Intelligence quotient (IQ) measured in a study of 6 years old children with a history of 
valproate exposure in utero was on average 7-10 points lower than those children 
exposed to other antiepileptics.



6
  



 
Available data show that children exposed to valproate in utero are at increased risk of 
autistic spectrum disorder (approximately three-fold) and childhood autism 
(approximately five-fold) compared with the general study population Limited data 
suggests that children exposed to valproate in utero may be more likely to develop 
symptoms of attention deficit/hyperactivity disorder (ADHD).



7-9
  



 
Given these risks, valproate for the treatment of epilepsy or bipolar disorder should not 
be used during pregnancy and in women of child-bearing potential unless clearly 
necessary ie in situations where other treatments are ineffective or not tolerated. 
 
Carefully balance the benefits of valproate treatment against the risks when 
prescribing valproate for the first time, at routine treatment reviews, when a female 
child reaches puberty and when a woman plans a pregnancy or becomes pregnant. 





mailto:drugsafetyupdate@mhra.gsi.gov.uk


http://www.gmc-uk.org/static/documents/content/Consent_-_English_0914.pdf


http://www.gmc-uk.org/Prescribing_guidance.pdf_59055247.pdf
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al. Treatment for epilepsy in 
pregnancy: neurodevelopmental 
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Further information 
Guide for healthcare professionals 
Jan 2015 
Valproate booklet for patients Jan 
2015 
Summaries of product characteristics 
and patient information leaflets 
Letter sent to healthcare 
professionals 21 Jan 2015 
Information from the European 
Medicines Agency Nov 2014 
 



 
If you decide to prescribe valproate to a woman of child-bearing potential, she must 
use effective contraception during treatment and be fully informed of the risks for the 
unborn child if she becomes pregnant during treatment with valproate. 
 
Treatment during pregnancy 
If a woman with epilepsy or bipolar disorder who is treated with valproate plans a 
pregnancy or becomes pregnant, consideration should be given to alternative 
treatments. 
If valproate treatment is continued during the pregnancy: 



 the lowest effective dose should be used and the daily dose should be divided 
into several small doses to be taken throughout the day - the use of a 
prolonged release formulation may be preferable to other treatment forms 



 initiate specialised prenatal monitoring in order to monitor the development of 
the unborn, including the possible occurrence of neural tube defects and other 
malformations 



 folate supplementation before the pregnancy may decrease the risk of neural 
tube defects common to all pregnancies; however the available evidence does 
not suggest it prevents the birth defects or malformations due to valproate 
exposure 
 



Further information 
The Cochrane review



10
 published in November 2014 assessed 22 prospective cohort 



studies and 6 registry studies. The review supported findings from the European 
review that children exposed to valproate in utero were at an increased risk of poorer 
neurodevelopmental scores compared to the general study population both in infancy 
and when school aged. 
 
A dose-related risk of developmental disorders was reported for valproate in 6 of the 
28 studies included in the Cochrane review. However, based on the available data, it is 
not possible to establish a threshold dose below which no risk of developmental 
disorders exists. 
 
Usage during pregnancy in the UK 
Data from the Clinical Practice Research Datalink suggest that approximately 35,000 
women aged 14 to 45 per year had a prescription for sodium valproate between 2010 
and 2012, the majority for epilepsy. Of these, at least 375 per year had a prescription 
for sodium valproate while pregnant. 
 
Future action 
Pharmaceutical companies holding licences for valproate containing medicines must 
monitor the usage of these medicines to assess the effectiveness of these new 
measures on reducing the number of pregnant women taking valproate. We will 
continue to monitor valproate usage using the Clinical Practice Research Datalink. We 
will also work with stakeholders such as clinical guideline bodies to develop tools to aid 
decision-making for healthcare professionals and patients. We have already developed 
information booklets for healthcare professionals and patients (see further information 
below). 
 
The product information will now be updated to reflect our current understanding of the 
available evidence and to make information as clear as possible. 
 
Educational materials are available to healthcare professionals and patients in order to 
inform about the risks associated with valproate in female children, female 
adolescents, women of childbearing potential and pregnant women (see further 
materials below). 
 
 
Call for reporting 
Valproate is now a black triangle medicine and is subject to additional monitoring. 
Therefore please report any suspected side effects to valproate via the Yellow Card 
scheme www.gov.uk/yellowcard. 
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2 Ustekinumab (Stelara): risk of exfoliative dermatitis 



 If you suspect exfoliative dermatitis caused by an adverse drug reaction to 
ustekinumab, stop treatment. 



 
 
 
 



 
When using ustekinumab to treat plaque psoriasis or active psoriatic arthritis: 



 be alert for signs and symptoms of exfoliative dermatitis or erythrodermic 
psoriasis 



 start appropriate treatment promptly if a patient develops widespread erythema 
and skin exfoliation 



 stop ustekinumab treatment if you suspect exfoliative dermatitis caused by an 
adverse drug reaction to ustekinumab 



 tell patients to report symptoms of exfoliative dermatitis or erythrodermic 
psoriasis (eg increased redness and shedding of skin over a larger area of the 
body) to their doctor promptly 



 please continue to report suspected adverse drug reactions to ustekinumab or 
any other medicines on a Yellow Cardwww.gov.uk/yellowcard 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Further information 
Letters to healthcare professionals 
sent in November 2014 



 



 
Ustekinumab (Stelara) is licensed to treat moderate to severe plaque psoriasis and 
active psoriatic arthritis in adults for whom other non-biological systemic therapies 
have not worked. Full prescribing information can be found in the summary of product 
characteristics. 
 
Exfoliative dermatitis 
We have received rare Yellow Card reports of exfoliative dermatitis in patients being 
treated with ustekinumab for plaque psoriasis. Symptoms reported included 
widespread erythema, scaling, itching, and skin exfoliation. In some cases skin 
exfoliation occurred without other symptoms of exfoliative dermatitis. In many cases 
patients were hospitalised as a result of the symptoms. 
 
In some cases symptoms started within a week of the first dose, suggesting a possible 
link to ustekinumab. 
 
Symptoms of exfoliative dermatitis may be very similar to those of erythrodermic 
psoriasis. Erythrodermic psoriasis may develop as part of the natural course of plaque 
psoriasis. Consider both exfoliative dermatitis and erythrodermic psoriasis as possible 
causes if symptoms occur in a patient receiving ustekinumab. 
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http://www.medicines.org.uk/emc/medicine/23207








© Crown Copyright 2014 



  
3 Mycophenolate mofetil (CellCept) and mycophenolic acid: risk of 
hypogammaglobulinaemia and risk of bronchiectasis 



 Measure serum immunoglobulin levels if recurrent infections develop. Consider 
bronchiectasis or pulmonary fibrosis if patients develop persistent respiratory 
symptoms. 



 
  



When using mycophenolate mofetil or any other medicine containing mycophenolic 
acid (MPA) as its active ingredient: 



 measure serum immunoglobulin levels if recurrent infections develop 



 in cases of sustained, clinically relevant hypogammaglobulinaemia, consider 
appropriate clinical action. Take into account the potent cytostatic effects of 
MPA on B-lymphocytes and T-lymphocytes 



 consider bronchiectasis or pulmonary fibrosis if patients develop persistent 
respiratory symptoms, such as cough and dyspnoea 



 please continue to report suspected adverse drug reactions to mycophenolate 
mofetil, medicines containing MPA, or any other medicines on a Yellow 
Card www.gov.uk/yellowcard 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
1. Keven K et al. Transpl Infect Dis 
2003;5:181-6.  
2. Robertson J et al. Pediatr 
Transplant 2009;13:754-9. 
 
 
 
3. Boddana P et al. Clin Transplant 
2011; 25:417-9.  
4. Pijnenburg MW et al. Pediatr 
Transplant 2004;8:71-4.  
5. Rook M et al. Transplantation 
2006;81:287.  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Further information 
Mycophenolate mofetil summary of 
product characteristics 



 
Mycophenolate mofetil (brand leader: CellCept) is licensed in combination with 
ciclosporin and corticosteroids to prevent acute transplant rejection in patients 
receiving allogeneic renal, cardiac, or hepatic transplants. It is also used off-label in 
other specialties, such as rheumatology, gastroenterology, respiratory medicine, and 
dermatology. 
 
Mycophenolate mofetil is a prodrug that is completely converted to the active 
pharmacological form mycophenolic acid (MPA). MPA has potent cytostatic effects on 
both B-lymphocytes and T-lymphocytes. 
 
Hypogammaglobulinaemia 
A review by European regulators concluded that mycophenolate mofetil in combination 
with other immunosuppressants can cause hypogammaglobulinaemia in adults and 
children, which can be associated with recurrent infections. This conclusion was based 
on published reports,



1-2
 clinical trial data, and reports from clinical practice. Switching 



from mycophenolate mofetil to an alternative immunosuppressant resulted in serum 
immunoglobulin G (IgG) levels returning to normal in some cases. 
 
Bronchiectasis 
The review also concluded that mycophenolate mofetil in combination with other 
immunosuppressants can cause bronchiectasis in adults and children (sometimes 
years after starting mycophenolate mofetil treatment). The risk of bronchiectasis may 
be linked to hypogammaglobulinaemia or to a direct effect of MPA on the lungs. 
Patients who developed bronchiectasis usually presented with a persistent productive 
cough and, in some cases, recurrent upper or lower respiratory tract infections.



3-5
 The 



diagnosis was confirmed by high resolution computed tomography of the chest. In 
some of these cases, switching from mycophenolate mofetil to another 
immunosuppressant improved respiratory symptoms. Mycophenolate mofetil is also 
known to cause pulmonary fibrosis. 
 
To date, we have received 13 Yellow Card reports* of hypogammaglobulinaemia and 
12 Yellow Card reports



6
 of bronchiectasis associated with mycophenolate use. 



Bronchiectasis can occur after years of mycophenolate mofetil treatment, so the link to 
mycophenolate mofetil may not be made.  
 
*Yellow Card reports are reports of suspected adverse drug reactions (ADRs) taken from all spontaneous 



and study sources. Spontaneous reports are those submitted voluntarily by healthcare professionals and 
members of the public in the UK. The number of reports received should not be used to determine the 
incidence of an ADR. This is because neither the total number of ADRs occurring, nor the number of patients 
using the drug is known. ADR reporting rates are influenced by the seriousness of ADRs, their ease of 
recognition, and the extent of use of a particular drug, and may be stimulated by publicity about a drug.  
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4 Oral diclofenac no longer available without prescription 



 Oral diclofenac is associated with a small increased risk of cardiovascular side effects 
and is therefore no longer available over the counter. 



 
 
 
 



 
When prescribing or dispensing diclofenac, consider that: 



 oral diclofenac must not be sold without prescription 



 a recall has been issued for non-prescription diclofenac 



 the prescribing advice for diclofenac was updated in June 2013 



 topical formulations of diclofenac (eg gel and cream) remain available for sale 
over the counter 



Advice to give to patients: 



 if you have recently bought diclofenac tablets without a prescription and 
continue to need pain relief, speak to your prescriber or pharmacist who can 
advise you on suitable alternatives - there is no problem if you wish to stop 
taking diclofenac in the meantime 



 if you have been prescribed diclofenac there is no need to stop taking the 
medicine - speak to your prescriber or pharmacist at your next routine visit if 
you have any heart problems or other concerns about the treatment 



 
 
 
 
 
 
 
 
Further information 
Drug Alert 14 Jan 2015 
Information to give to patients 
MHRA press release 14 Jan 2015 



 
Diclofenac is a non-steroidal anti-inflammatory drug used to treat pain and 
inflammation. Diclofenac tablets must no longer be sold to anyone without a 
prescription. Diclofenac is associated with a small risk of serious cardiovascular side 
effects (eg myocardial infarction and stroke). Therefore patients should have a medical 
assessment before taking diclofenac to determine if it is suitable for them. 
 
Reporting side effects 
Please report any suspected side effects to any medicine or vaccine to the Yellow 
Card Scheme www.gov.uk/yellowcard. By reporting side effects you can help provide 
more information on the safety of medicines. 
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5 Aceclofenac (Preservex): updated cardiovascular advice in line with diclofenac and 
COX-2 inhibitors 



 Aceclofenac is now contraindicated in patients with certain established cardiovascular 
diseases. 



 
 
 
 



 
When using aceclofenac to relieve pain and inflammation in osteoarthritis, rheumatoid 
arthritis, and ankylosing spondylitis, you should: 



 consider that aceclofenac is now contraindicated in patients with established: 



 ischaemic heart disease 



 peripheral arterial disease 



 cerebrovascular disease 



 congestive heart failure (New York Heart Association, NYHA, 
classification II-IV) 



 switch patients with these conditions to an alternative treatment at their next 
routine appointment 



 only start aceclofenac treatment after careful consideration of any significant 
risk factors for cardiovascular events, eg 



 hypertension 



 hyperlipidaemia 



 diabetes mellitus 



 smoking 
 



 Aceclofenac (Preservex) is a non-steroidal anti-inflammatory drug (NSAID) licensed for 





http://www.mhra.gov.uk/Publications/Safetywarnings/DrugAlerts/CON500350


http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/CON286975
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the relief of pain and inflammation in osteoarthritis, rheumatoid arthritis, and ankylosing 
spondylitis. Aceclofenac has little pharmacological activity itself; its main mode of 
action is through its metabolites which include diclofenac and 4’-hydroxy diclofenac. 
 
In June 2013 we told you about the new contraindications and warnings for diclofenac. 
This was after a review by European regulators concluded that the risk of arterial 
thrombotic events (myocardial infarction; stroke) with diclofenac is greater than with 
other non-selective NSAIDs and similar to the COX-2 inhibitors. 
 
There are limited data available regarding the arterial thrombotic effects of 
aceclofenac. The treatment advice for aceclofenac has been updated in line with 
diclofenac and COX-2 inhibitors. This was based on aceclofenac’s structural similarity 
to diclofenac and its metabolism to diclofenac. 
 
Reminder of advice for all NSAIDs 
Base the decision to prescribe an NSAID on an assessment of each patient’s 
individual risk factors including any history of cardiovascular and gastrointestinal 
illness. 
Use the lowest effective dose for the shortest duration necessary to control symptoms. 
Periodically re-evaluate the patient’s need for symptomatic relief and response to 
treatment. 



  
Article citation: Drug Safety Update volume 8 issue 6 January 2015: 5 



 



  
6 Yellow Card extended to include devices, counterfeits and defective medicines 



 We have simplified our medicine and device incident report systems by bringing them 
all under the Yellow Card Scheme. 



 
 
 
 



 
You can now report any of the following on a Yellow Card: 



 suspected adverse drug reactions 



 medical device incidents 



 defective medicines 



 suspected fake medicines 
Please continue to report all suspected adverse drug reactions that are: 



 serious, medically significant, or result in harm - serious reactions are any of 
the following: 



 fatal 



 life-threatening 



 a congenital abnormality 



 disabling or incapacitating 



 those that result in or prolong hospitalisation 



 associated with new drugs and vaccines (denoted by a ▼); see list of black 
triangle medicines 



Report via Yellow Card at www.gov.uk/yellowcard. 
 



 
 
 
 
 
 
 
 
Further information 
Further guidance on what to report. 
MHRA press release 



 
We have simplified our medicine and device incident report systems by bringing them 
all under the Yellow Card Scheme. Please report any of the following on a Yellow 
Card: 



 suspected adverse drug reactions (including those caused by medication 
errors) to medicines, vaccines, and herbal or homeopathic remedies 



 medical device incidents 



 defective medicines (ie not of an acceptable quality or not working as it should) 



 suspected fake medicines 
 
We will review and seek feedback on these changes from people who use the website 
and update the website accordingly. 



  
Article citation: Drug Safety Update volume 8 issue 6 January 2015: 6 



 





http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/CON286975


http://cks.nice.org.uk/nsaids-prescribing-issues#!scenariorecommendation


http://www.ema.europa.eu/ema/index.jsp?curl=pages/special_topics/document_listing/document_listing_000365.jsp


http://www.ema.europa.eu/ema/index.jsp?curl=pages/special_topics/document_listing/document_listing_000365.jsp


http://www.gov.uk/yellowcard


http://www.mhra.gov.uk/Safetyinformation/Howwemonitorthesafetyofproducts/Medicines/TheYellowCardScheme/Informationforhealthcareprofessionals/Whattoreport/index.htm


http://http/www.mhra.gov.uk/NewsCentre/Pressreleases/CON478813
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ÁCIDO VALPROICO: NUEVAS RECOMENDACIONES 
DE USO EN NIÑAS Y MUJERES CON CAPACIDAD 



DE GESTACIÓN 
Información para profesionales sanitarios 



 
Fecha de publicación: 13 de octubre de 2014 
 



Categoría: MEDICAMENTOS DE USO HUMANO, SEGURIDAD. 
Referencia: MUH (FV), 16/2014 
 



 



Adicionalmente al riesgo ya conocido de malformaciones congénitas, 
estudios recientes indican que el uso de ácido valproico durante el 
embarazo puede asociarse a alteraciones en el desarrollo físico y en 
el neurodesarrollo de los niños expuestos intraútero. 
Tras la revisión de los datos disponibles, la AEMPS recomienda a los 
profesionales sanitarios: 
• No administrar ácido valproico a niñas, mujeres con capacidad de 



gestación o embarazadas, a menos que otras terapias para el 
tratamiento de la epilepsia o los episodios maniacos asociados al 
trastorno bipolar no hayan sido tolerados o hayan resultado 
ineficaces. 



• Las mujeres con capacidad de gestación en tratamiento con ácido 
valproico deberán utilizar algún método anticonceptivo eficaz y se 
les explicarán los riesgos en caso de embarazo. 



• Si una mujer se quedase embarazada mientras está tomando ácido 
valproico, se realizará una valoración minuciosa de los beneficios 
y riesgos, de la continuación del tratamiento, considerándose otras 
alternativas terapéuticas. 



• Informar al pediatra y profesional de enfermería encargado de los 
controles de salud de los niños prenatalmente expuestos a ácido 
valproico acerca de esta exposición para que puedan vigilar 
posibles retrasos en la adquisición de los hitos del desarrollo y 
establecer precozmente las medidas más adecuadas a cada caso. 



El ácido valproico es un anticonvulsivante dotado de un amplio espectro de 
actividad antiepiléptica, cuyo mecanismo de acción principal se relaciona 
con el aumento de la acción inhibitoria del neurotransmisor GABA.  



 
CORREO ELECTRÓNICO  



fvigilancia@aemps.es 
Página 1 de 4  



www.aemps.gob.es 
 



C/ CAMPEZO, 1 – EDIFICIO 8 
28022 MADRID  
TEL: 91 822 53 30/31  
FAX: 91 822 53 36 



Fuente: AEMPS. Se autoriza la reproducción total o parcial del contenido de esta información, siempre que se cite expresamente su origen. 
La AEMPS pone a su disposición un servicio gratuito de suscripción a sus contenidos en la web: www.aemps.gob.es en la sección “listas de correo”. 
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En España se encuentran actualmente comercializados con dicho princip
activo los siguientes medicamentos: Depakine y ácido valproico G.E.S. Sus 
indicaciones autorizadas son el tratamiento de las epilepsias generalizadas 
o parciales y los episodios maníacos asociados al trastorno bipolar.  



Es conocido el riesgo asociado a ácido valproico de desarrollar 
malformaciones congénitas. Sin embargo, nuevos trabajos publicados en 
los últimos años indicativos de la asociación de ácido valproico con 
alteraciones en el desarrollo en niños expuestos intraútero, han motivado 
que el Comité para la Evaluación de Riesgos en Farmacovigilancia europeo 
(PRAC) realice una nueva evaluación del balance beneficio-riesgo de este 
medicamento cuando se administra a niñas, a mujeres con capacidad de 
gestación y a mujeres embarazadas. 



Durante la evaluación se ha consultado con un panel de expertos y se ha 
recabado información de profesionales sanitarios así como de padres y 
cuidadores de niños afectados. 



Las conclusiones obtenidas han sido las siguientes:  



• El riesgo ya conocido de que aparezcan malformaciones congénitas en 
niños nacidos de madres que tomaron ácido valproico en monoterapia 
durante el embarazo es del 10,73% (95% CI: 8,16-13,29) frente al 2-3% 
de la población general. Las malformaciones más comunes son: 
defectos del tubo neural, dismorfia facial, paladar hendido y labio 
leporino, craneosinostosis, defectos cardíacos, renales y urogenitales, 
defectos en las extremidades (incluyendo aplasia bilateral del radio) y 
anomalías múltiples con afectación de varios órganos y sistemas. 



• Los datos indican que el ácido valproico puede provocar trastornos 
en el desarrollo físico o en el neurodesarrollo de los niños que han 
sido expuestos intraútero. No se puede determinar con exactitud cual 
es el periodo gestacional de riesgo y no puede descartarse que dicho 
riesgo exista durante todo el embarazo. Estudios realizados en 
preescolares con exposición intrauterina a este medicamento han 
mostrado que hasta un 30-40% de los niños presentaban algún 
trastorno en el desarrollo temprano como retraso al caminar y hablar, 
problemas de memoria, dificultad en el habla y el lenguaje y menor 
cociente intelectual1, 2, 3, 4. 



• Tanto el riesgo de desarrollar malformaciones congénitas como el de 
presentar trastornos del desarrollo, son dependientes de la dosis, si 
bien no ha podido llegar a establecerse un umbral de dosis por debajo 
del cual dichos riesgos sean inexistentes. 



• Los datos disponibles también han mostrado que puede existir un 
incremento del riesgo de presentar autismo infantil y otros trastornos del 
espectro autista en comparación con la población general. 
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• Datos limitados sugieren que estos niños podrían tener un mayor riesgo 
de desarrollar síntomas de trastorno por déficit de atención e 
hiperactividad5, 6. 



En base a las citadas conclusiones y dados los riesgos que acaban de 
exponerse, la Agencia Española de Medicamentos y Productos 
Sanitarios establece las siguientes recomendaciones dirigidas a los 
profesionales sanitarios: 



• No debe administrarse ácido valproico ni a niñas, ni a mujeres con 
capacidad de gestación ni a mujeres embarazadas, a menos que 
otras terapias para el tratamiento de la epilepsia o los episodios 
maniacos asociados al trastorno bipolar no hayan sido tolerados o 
hayan resultado ineficaces.  



• Las mujeres con capacidad de gestación en tratamiento con ácido 
valproico deben utilizar algún método anticonceptivo eficaz 
durante todo el tiempo que dure el tratamiento y se les explicará 
detalladamente los riesgos que correrá el feto en caso de 
embarazo.  



• Se deberá informar a las mujeres en tratamiento que en caso de 
embarazo no deben suspender la medicación sin consultar 
previamente a su médico.  



• Si una mujer se quedase embarazada mientras está tomando ácido 
valproico se realizará una valoración minuciosa de los beneficios y 
los riesgos, considerándose otras alternativas terapéuticas. Si 
finalmente se decidiese continuar con el tratamiento: 



o Se utilizará la menor dosis eficaz de ácido valproico, 
fraccionando la dosis diaria en varias tomas a lo largo del día. 
Preferiblemente se utilizarán formulaciones de liberación 
prolongada. 



o Se iniciará precozmente la monitorización prenatal para vigilar 
el desarrollo del feto. 



o Se informará al pediatra y profesional de enfermería encargados 
de los controles de salud de los niños prenatalmente expuestos 
a ácido valproico acerca de esta exposición para que puedan 
vigilar posibles retrasos en la adquisición de los hitos del 
desarrollo y establecer precozmente las medidas más adecuadas 
a cada caso. 



La AEMPS está actualizando las fichas técnicas y los prospectos de 
medicamentos con ácido valproico, que estarán próximamente disponibles 
en su página web: www.aemps.gob.es, junto con material suplementario 
informativo tanto para los profesionales sanitarios como para las pacientes. 





http://www.aemps.gob.es/
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Finalmente se recuerda la importancia de notificar todas las sospechas 
de reacciones adversas al Centro Autonómico de Farmacovigilancia 
correspondiente del SEFV-H, pudiéndose notificar también a través del 
formulario electrónico disponible en la web https://www.notificaram.es/. 
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Valproate-containing medicines: 
Recommendation to further restrict  
the use of valproate in women and girls



NEWSLETTER



A recent Europe-wide review of 
valproate-containing medicines* 
has recommended strengthening of 
restrictions for their use and further 
characterising the risk of birth defects 
and developmental disorders in 
the product information. It is now 
recommended that valproate should 
not be prescribed to female children, 
female adolescents, women of 
childbearing potential or pregnant 
women unless other treatments are 
ineffective or not tolerated. There are 
already detailed warnings contained in 
product information for patients and 
prescribers on the potential for birth 
defects and developmental disorders 
in children born to women taking 
valproate during pregnancy, which will 
now be strengthened further. 



Healthcare Professionals 
should be aware that:
•	 Children exposed in utero to 



valproate are at a high risk of 
serious developmental disorders 



(in up to 30-40% of cases) and/ 
or congenital malformations  
(in approximately 10% of cases). 



•	 Valproate should not be 
prescribed to female children, 
female adolescents, women of 
childbearing potential or pregnant 
women unless other treatments 
are ineffective or not tolerated.



•	 Prescribers should carefully 
weigh the benefits of valproate 
treatment against the risks when 
prescribing valproate for the first 
time, at routine treatment reviews, 
when a female child reaches 
puberty and when a woman plans 
a pregnancy or becomes pregnant.



•	 Valproate treatment must be 
started and supervised by a doctor 
experienced in managing epilepsy 
or bipolar disorder. 



•	 All female patients should be 
informed of and understand:



-	 the risks associated with 
valproate during pregnancy;



-  	the need to use effective 
contraception;



-  	the need for regular review and 
treatment;



-   the need to rapidly consult if a 
woman is planning a pregnancy 
or becomes pregnant.



The Pharmacovigilance Risk 
Assessment Committee (PRAC) 
reviewed all the available 
data from pre-clinical studies, 
pharmacoepidemiological studies, 
published literature, and spontaneous 
reports and sought the views 
of Healthcare Professionals and 
patient experts on the awareness, 
understanding and communication  
of the risks associated with valproate  
in-utero exposure. These contributions 
fed directly into the review  
process.



Further details of the EU review are 
available from the HPRA website.





https://www.hpra.ie/homepage/medicines/safety-notices/item?t=/prac-recommends-strengthening-the-restrictions-on-the-use-of-valproate-in-women-and-girls&id=fd5c0126-9782-6eee-9b55-ff00008c97d0


http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Valproate_and_related_substances/human_referral_prac_000032.jsp&mid=WC0b01ac05805c516f
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Key Message
•	 Valproate should not be  



prescribed to female children, 
female adolescents, women 
of child bearing potential or 
pregnant women unless other 
treatments  
are ineffective or not tolerated.



• 	Children exposed in utero to 
valproate are at a high risk of 
serious developmental disorders  
(in up to 30-40% of cases) and/ 
or congenital malformations  
(in approximately 10% of cases).



• 	Valproate treatment should only 
be commenced and supervised by 
a doctor experienced in managing 
epilepsy and bipolar disorder.



• 	Before initiating treatment, 
the balance of the benefits of 
treatment with valproate must be 
weighed against the risks. This 
should be considered at routine 
treatment reviews, when a female 
reaches puberty and when a 
woman plans a pregnancy or 
becomes pregnant.



• 	All female patients must be 
informed of and understand the 
risks associated with valproate 
during pregnancy and the steps 
to take if pregnancy occurs or is 
planned. 



• 	 The product information for 
valproate-containing medicines 
will be updated shortly and 
educational materials will be 
provided to all healthcare 
professionals and female patients 
in the EU.



The product information (Summary  
of Product Characteristics (SmPC)  
and package leaflet (PL)) for valproate 
containing products will be updated  
to include the revised restrictions for  
use, the strengthened warnings and  
the additional information on the risks 
related to exposure during pregnancy  
to better inform healthcare professionals 
and patients. Furthermore, educational 
materials (including materials particularly 
developed for patients) will be provided 
to all healthcare professionals in the EU 
and to women prescribed valproate to 
inform them of these risks.



Risk of abnormal pregnancy 
outcomes



• 	 The risk of congenital 
malformations is approximately 
10% while studies in preschool 
children exposed in utero to 
valproate show that up to 30-40% 
experience delays in their early 
development such as talking, and/
or walking, have low intellectual 
abilities, poor language skills and 
memory problems1,2,3,4,5.



• 	 Intelligence quotient (IQ) measured 
in a study of 6 year old children 
with a history of valproate exposure 
in utero was on average 7-10 points 
lower than those children exposed 
to other antiepileptics6.



• 	Available data show that children 
exposed to valproate in utero 
are at increased risk of autistic 
spectrum disorder (approximately 
three-fold) and childhood autism 
(approximately five-fold) compared 
with the general study population7.



• 	 Limited data suggests that children 
exposed to valproate in utero 
may be more likely to develop 
symptoms of attention deficit/
hyperactivity disorder (ADHD)8.



• 	Given these risks, valproate for the 
treatment of epilepsy or bipolar 
disorder should not be used 
during pregnancy and in women of 
childbearing potential unless where 
other treatments are not tolerated 
or are ineffective.



• 	 The balance of the benefits of 
treatment with valproate should 
be weighed against the risks when 
prescribing valproate-containing 
medicines for the first time, at 
routine reviews, when a female 
child reaches puberty and when 
a woman plans a pregnancy or 
becomes pregnant.



• 	Women of child bearing potential 
who are treated with valproate 
must be advised to use effective 
contraception during treatment 
and should be fully informed of the 
potential risks for the unborn child 
if they become pregnant during 
treatment.



Treatment during pregnancy



• 	 If a woman who is treated with 
valproate plans a pregnancy or 
becomes pregnant, consideration 
should be given to switching to 
alternative treatments.



• 	 If valproate treatment is continued 
during the pregnancy then the 
following advice should be 
followed:



-	 Valproate treatment must be 
started and supervised by a 
doctor experienced in managing 
epilepsy or bipolar disorder in 
female patients;



-	 The lowest effective dose 
should be used and the daily 
dose should be divided into 
several small doses to be taken 
throughout the day. Prolonged 
release formulations may be 
preferable to normal release 
formulations;



-	 Specialised prenatal monitoring 
should be initiated in order 
to monitor the development 
of the unborn, including 
the possible occurrence of 
neural tube defects and other 
malformations;



-	 Folate supplementation before 
the pregnancy may decrease 
the risk of neural tube defects 
however the available evidence 
does not suggest it prevents the 
birth defects or malformations 
due to valproate exposure;



-	 All female patients must be fully 
informed of the risks associated 
with valproate during pregnancy, 
the need to use effective 
contraception, the need for 
regular review of treatment and 
the need to urgently discuss with 
their doctor if she is planning a 
pregnancy or becomes pregnant.



*	 Further details on valproate-
containing medicines are available 
at www.hpra.ie



	 References are available on request 
from the HPRA.



Advice to Healthcare Professionals





www.hpra.ie
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Ivabradine (Procoralan):  
New contraindication 
and recommendations 
to minimise the risk of 
cardiovascular events  
and severe bradycardia 



The European Medicines Agency’s 
Pharmacovigilance Risk Assessment 
Committee (PRAC) has concluded its 
review of ivabradine (Procoralan) and 
has made recommendations aimed at 
reducing the risk of adverse cardiac 
effects, including myocardial infarction 
and bradycardia in patients being 
treated for symptomatic chronic stable 
angina in coronary artery disease. 
This review was initiated in May 2014 
following preliminary results of the 
SIGNIFY1 study and these preliminary 
results were communicated at 
that time via a Direct Healthcare 
Professional Communication (DHPC) 
and also in the 62nd edition of the 
HPRA Drug Safety Newsletter. 



The preliminary results showed a 
small but statistically significant 
increase in the combined risk of 
cardiovascular death and non-fatal 
myocardial infarction with ivabradine 
compared with placebo in a pre-
specified subgroup of patients with 
symptomatic angina of CCS class II or 



more. Initial data indicated that the 
adverse cardiovascular outcomes may 
be mostly associated with a target 
heart rate below 60 beats per minute 
(bpm) however, further evaluation 
of the data from the SIGNIFY1 study 
was needed to fully understand its 
implications for the clinical use of 
ivabradine.



The final data from the SIGNIFY  
study2 showed that in a subgroup of 
patients who had symptomatic angina, 
there was a small but significant 
increase in the combined risk of 
cardiovascular death or non-fatal 
myocardial infarction with ivabradine 
compared with placebo (3.4% vs. 
2.9% yearly incidence rates). The 
data also indicated a higher risk of 
bradycardia with ivabradine compared 
with placebo (17.9% vs. 2.1%). 
Additional data assessed by the PRAC 
also showed that the risk of atrial 
fibrillation (AF) is increased in patients 
treated with ivabradine compared with 
controls (4.86% vs. 4.08%).



The benefit risk balance of ivabradine 
remains positive following review of 
the final data from the SIGNIFY study 
for its authorised indications* however 
a small but significant increase of the 
combined risk of cardiovascular death, 
myocardial infarction and cardiac 
failure was seen in patients with 
symptomatic angina.





http://www.hpra.ie/docs/default-source/default-document-library/procoralan-dhpc-signed-11-6-2014.pdf?sfvrsn=0


http://www.hpra.ie/docs/default-source/publications-forms/newsletters/drug-safety-newsletter-issue-no-62-june-2014.pdf?sfvrsn=23


http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2014/11/news_detail_002217.jsp&mid=WC0b01ac058004d5c1
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• 	 The benefit-risk balance of 
ivabradine remains positive for its 
authorised indications.



• 	 In the symptomatic treatment 
of patients with chronic stable 
angina, ivabradine is indicated in 
adults unable to tolerate, or with 
a contra-indication to the use of 
beta-blockers, or in combination 
with beta-blockers in patients 
inadequately controlled with an 
optimal beta-blocker dose.



• 	 Ivabradine is indicated only for 
symptomatic treatment of chronic 
stable angina pectoris because 
ivabradine has no benefits 
on cardiovascular outcomes 
(e.g. myocardial infarction or 
cardiovascular death ) in patients 
with symptomatic angina.



• 	 Ivabradine is also indicated for 
treatment of chronic heart failure 
on the basis of results from the 
previous SHIFT study. The results of 
the SIGNIFY study do not impact 
on the heart failure indication.



• 	Concomitant use of ivabradine with 
verapamil or diltiazem, which are 
moderate CYP3A4 inhibitors, is 
now contraindicated.



• 	 Treatment with ivabradine should 
only be initiated in patients whose 
resting heart rate is at least 70 
bpm.



• 	 Prior to starting treatment with 
ivabradine or prior to dose 
titration, patients should be 
carefully monitored (serial heart 
rate measurements, E.C.G. or 
ambulatory 24-hour monitoring) 
for the occurrence of too low 
resting heart rates or symptoms of 
bradycardia.



• 	 The risk of developing AF is 
increased in patients treated 
with ivabradine. Regular clinical 
monitoring for the signs and 
symptoms of AF is recommended 
and if AF develops, the balance 
of benefits and risks of continued 
treatment should be carefully 
considered.



• 	 Treatment with ivabradine should 
be discontinued if the symptoms 
of angina do not improve within 
3 months, or the improvement is 
limited and there is no clinically 
relevant reduction in resting heart 
rate within 3 months.



• 	 The usual recommended starting 
dose of ivabradine is 5 mg twice 
daily. The maintenance dose 
should not exceed 7.5 mg twice 
daily.



• 	 If the resting heart rate decreases 
persistently below 50 beats per 
minute or the patient experiences 
symptoms related to bradycardia, 
the ivabradine dose must be down-
titrated, including the possible 
dose of 2.5 mg twice daily. The 
dose should only be increased 
to 7.5 mg twice daily after three 
to four weeks of treatment if the 
therapeutic response with 5 mg 
twice daily is insufficient and if 
the 5 mg dose is well tolerated. 
The effect of a dose increase on 
the heart rate should be carefully 
monitored.



• 	A Direct Healthcare Professional 
Communication (DHPC) outlining 
these recommendations will be 
circulated shortly. The approved 
product information* (Summary 
of Product Characteristics (SmPC) 
and package leaflet (PL)) will be 
updated accordingly.



Key 
Message
●•	 Ivabradine is indicated only 



for symptomatic treatment of 
chronic stable angina pectoris 
because ivabradine has no 
benefits on cardiovascular 
outcomes (e.g. myocardial 
infarction or cardiovascular 
death) in patients with 
symptomatic angina.



●•	 Serial heart rate 
measurements are required 
prior to initiation of therapy  
or prior to dose titration.



●•	Concomitant use of 
ivabradine with verapamil or 
diltiazem, which are moderate 
CYP3A4 inhibitors, is now 
contraindicated.



●•	Treatment with Ivabradine 
should only be initiated in 
patients whose resting heart 
rate is at least 70 bpm.



●•	Healthcare professionals 
should take note of the 
recommendations and 
relevant precautions in 
the product information 
for ivabradine, particularly 
in relation to dosing 
recommendations (not 
exceed the recommended 
daily dose of 7.5mg bd), 
maintenance of therapy, risk 
of developing AF, monitoring 
of and the potential impact 
of concomitant heart rate 
reducing effects of other 
medicines.



*	 Products currently authorised in Ireland include Procoralan.  
Further details of indications are available at www.hpra.ie  
and www.ema.europa.eu
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Agomelatine (Valdoxan): Reminder of the  
importance of liver function monitoring to reduce  
the risk of serious hepatic adverse reactions 



Agomelatine* is a melatonergic agonist 
(MT1 and MT2 receptors) and 5-HT2C 
antagonist, indicated in the treatment  
of major depressive episodes in adults.  
It was first authorised for use across 
the EU in 2009 on the basis of 
studies showing that the medicine 
has comparable effects to other 
antidepressants.



Since agomelatine has a different 
mode of action and a different safety 
profile to existing antidepressants, 
it was concluded that, as long as 
their liver function is tested regularly, 
agomelatine could be a valuable 
treatment for some patients. In the 
post marketing setting, hepatic 
adverse reactions have continued to 
be reported and an EU level review 
has recently been finalised which 
concluded that the benefit risk balance 
for agomelatine remains positive. 
However there is a need to reiterate 
the importance of liver monitoring, 
which is the cornerstone for the safe 
use of this product.



A risk of hepatic adverse effects 
has been known to be associated 
with agomelatine since it was first 
authorised and the product information 
has included warnings about these 
risks and the requirement for regular 
monitoring of liver function tests 
during treatment with agomelatine. 
In December 2012 and December 
2013, the HPRA highlighted the risk 
of hepatotoxicity in its Drug Safety 
Newsletter (51st and 57th editions) and 
emphasised the importance of liver 
function monitoring.



The EMA’s Pharmacovigilance Risk 
Assessment Committee (PRAC) 
recently concluded its regular 
benefit-risk assessment (known as 
a periodic safety update report or 
PSUR) of agomelatine. As part of this 
assessment, the PRAC considered 
cumulative data on severe hepatic 
adverse effects associated with 
agomelatine and recommended further 



reinforcement of measures to  
minimise the risk of hepatotoxicity.



Reports of hepatic failure included 
a small number of cases which 
resulted in a fatal outcome or liver 
transplantation in patients with hepatic 
risk factors. Elevations of liver enzymes 
exceeding 10 times the upper limit 
of normal, hepatitis and jaundice 
have also been reported in patients 
treated with agomelatine in the post-
marketing setting. The majority of 
these abnormalities occurred during 
the first months of treatment. The 
pattern of liver damage appears mainly 
hepatocellular. 



Extra vigilance is advised for patients 
with risk factors for hepatic injury. 
The balance of benefits and risks 
should be carefully considered before 
initiating treatment in a patient with 
risk factors for hepatic injury e.g. 
obesity/overweight, substantial alcohol 
intake, non-alcoholic fatty liver disease, 
diabetes, and in patients receiving 
concomitant medicinal products 
associated with hepatic injury. Caution 
should be exercised when agomelatine 
is administered to patients with 
pretreatment elevated transaminases. 



Efficacy has not been demonstrated 
in patients’ ≥75 years and use of 
agomelatine is not recommended for 
patients in this age group. Prescribers 
are reminded that agomelatine is 
contraindicated in patients with 
hepatic impairment i.e. cirrhosis or 
active liver disease and in patients 
with transaminases exceeding 3 times 
the upper limit of normal. Elevations 
of transaminases (>3 times the upper 
limit of the normal range) occur more 
frequently in patients treated with 
50mg compared to 25mg. For some 
patients treated in clinical practice, 
hepatic reactions occurred following  
an increase in the dose.



Advice to Healthcare 
Professionals
• 	Baseline liver function tests should 



be performed in every patient and 
treatment should not be started 
in patients with transaminases 
exceeding 3 times the upper  
limit of normal.



• 	 Liver function must be monitored 
regularly during treatment, 
at 3, 6, 12 and 24 weeks and 
regularly thereafter when clinically 
indicated.



• 	 Treatment must be discontinued 
immediately if the increase in 
serum transaminases exceeds 3 
times the upper limit of normal, or 
if patients present with symptoms 
or signs of potential liver injury.



• 	 Patients should be informed of 
the symptoms of potential liver 
injury and the importance of 
liver function monitoring, and 
should be advised to stop taking 
agomelatine immediately and to 
seek urgent medical advice  
if these symptoms appear.



Key Message
• 	Cases of liver injury, including 



hepatic failure, where a small 
number of cases have resulted 
in a fatal outcome or liver 
transplantation, in patients with 
hepatic risk factors have been 
reported in association with 
post-marketing use agomelatine.



• 	 Liver function tests (LFTs) should 
be monitored in all patients 
before and during treatment, in 
line with the recommendations 
described in the approved 
product information. *	 Product information for agomelatine  



is available at www.hpra.ie 





https://www.hpra.ie/docs/default-source/publications-forms/newsletters/drug-safety-newsletter-issue-no-57-december-2013.pdf?sfvrsn=2
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PRAC review does not confirm 
increased risk of cardiovascular 
events with testosterone medicines: 
Committee recommends medicines 
can continue to be prescribed for their 
authorised indications



The EMA’s Pharmacovigilance  
Risk Assessment Committee (PRAC) 
has completed an evaluation of 
the available evidence on the risk 
of stroke, myocardial infarction, 
and death in men treated with 
authorised testosterone containing 
products. This review was initiated 
following the publication of studies 
that suggested an increased risk of 
cardiovascular events among groups 
of men prescribed testosterone 
therapy. The PRAC review of 
testosterone-containing medicines 
did not find consistent evidence 
that their use increases the risk of 
cardiovascular events.



The PRAC reviewed the available 
evidence on the risks of serious 
cardiovascular adverse effects 
of these medicines and found 
the evidence to be inconsistent. 
While some studies did suggest 
an increased risk of cardiovascular 
events (myocardial infarction, stroke 
etc.) in men using testosterone1,2,3 
compared with men not using 
testosterone, these studies had some 
limitations and other studies did not 
identify any risk of cardiovascular 
disorders4,5. The PRAC also noted 
that a lack of testosterone itself 
could cause cardiovascular problems. 
Therefore the PRAC recommended 
the following: 	



*	 Further details on testosterone-	
	 containing medicines are available  
	 at www.hpra.ie and www.ema.	
	 europa.eu/ema 



Key Message
• 	 The PRAC review of testosterone-



containing medicines did not find 
consistent evidence that  
their use increases the risk  
of cardiovascular problems. 



• 	 The benefits of testosterone 
continue to outweigh its risks but 
should only be used where lack of 
testosterone has been confirmed 
by signs and symptoms as well as 
laboratory tests.



• 	 Testosterone should not be used 
in men suffering from severe 
cardiac, hepatic or renal problems. 
There is limited safety and efficacy 
data on use in patients over 65 
years of age.



• 	 The product information (SmPC 
and PL) for these products will be 
updated accordingly.



Advice to Healthcare Professionals
• 	 Testosterone-containing medicines 



should only be used if the lack of 
testosterone has been confirmed 
by clinical features and biochemical 
tests. Testosterone levels should 
be monitored regularly during 
treatment as well as haemoglobin 
and haematocrit levels, liver 
function and blood lipid profile.



• 	 For patients suffering from 
severe cardiac, hepatic or renal 
insufficiency, or ischaemic 
heart disease, treatment with 
testosterone can cause serious 
complications characterised by 
oedema with/without congestive 
cardiac failure. In these instances, 
treatment should be stopped 
immediately. 



• 	Caution should be exercised in 
patients treated with testosterone 
with pre-existing hypertension 
since testosterone increases may 
cause a worsening of hypertension.



• 	 There is limited data on safety 
and effectiveness in patients 
over 65 years of age. The fact 
that testosterone levels decrease 
with age and that age-specific 
testosterone reference values do 
not exist should be considered.



• 	 The product information for 
all testosterone products 
will be updated with these 
recommendations.





www.hpra.ie
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PRODUCT	 SAFETY ISSUE  
Tecfidera (dimethyl fumarate)	 Report of a case of Progressive Multifocal Leuoencephalopathy (PML). 
Eligard (leuprorelin	 Risk of lack of efficacy due to incorrect reconstitution and administration process. 
acetate depot injection)	 
Sodium Valproate (Epilim)	 Risk of abnormal pregnancy outcomes.  
Stelara (ustekinumab)	 Risk of exfoliative dermatitis and skin exfoliation.
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Cari Colleghi,



Vi segnalo oggi un comunicato dell’EMA
relativo alle raccomandazioni del Gruppo di Coordinamento per le Procedure
 Decentralizzate e di Mutuo Riconoscimento - Medicinali ad uso umano (CMDh) sull’uso dei farmaci a base di
 valproato
a causa del rischio di malformazioni e di problemi di sviluppo nei bambini
esposti al valproato in utero.
 
Buona lettura,
Luca Pani



1 dicembre 2014
 



 



Il CMDh rafforza le
raccomandazioni sull'utilizzo di valproato
 
Il Gruppo di Coordinamento
per le Procedure Decentralizzate e di Mutuo Riconoscimento - Medicinali ad uso umano
 (CMDh),  ha concordato con il rafforzamento delle
raccomandazioni sull’uso dei farmaci a base di valproato
a causa
 del rischio di malformazioni e di problemi di sviluppo nei bambini
esposti al valproato in utero. Il PRAC aveva già
 richiamato l’attenzione sull’utilizzo del valproato
e tali raccomandazioni vengono rafforzate allo scopo
di assicurare
 che le pazienti che sono o possono restare incinte, siano
informate di tali rischi e del fatto che debbano assumere il
 valproato solo se veramente necessario.
 



Vai sul sito AIFA per
la notizia originale



1 dicembre 2014
 



“Pillole dal Mondo” è un’iniziativa di AIFA per
i Medici e gli Operatori Sanitari
Realizzato
dall’Ufficio Stampa e della Comunicazione AIFA - Direttore
Arianna Gasparini



Questa email Le è
stata inviata in quanto Lei risulta registrato sul sito dell’AIFA o a Medikey. Per aggiornare o modificare il suo profilo o se
non
 desidera più ricevere la presente newsletter, scriva a news@aifa.gov.it o a Medikey. L’esercizio dei suoi diritti è regolato
dalla normativa in
 materia di protezione dei dati personali (art. 7 D.Lgs. 196/2003 – www.agenziafarmaco.gov.it/it/privacy).
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Hem / Alla nyheter /



PRAC rekommenderar ytterligare begränsning för användning av valproat hos
kvinnor och flickor



den 13 oktober 2014



Den europeiska läkemedelsmyndighetens säkerhetskommitté PRAC rekommenderar skärpta begränsningar för användning



av läkemedel som innehåller valproat på grund av risk för missbildningar och försenad utveckling hos barn som exponerats



för valproat i livmodern. Valproat används för behandling av epilepsi och bipolär sjukdom.



Det är känt att valproat, som används för att behandla epilepsi eller bipolär sjukdom, innebär risker för fostret om det används under



graviditet. Enligt de nya EU-gemensamma rekommendationerna ska valproat inte användas av flickor och kvinnor som är eller kan bli



gravida, såvida inte andra behandlingsalternativ är ineffektiva eller inte tolereras. Kvinnor som måste använda valproat ska använda



effektiva preventivmedel och behandlingen ska inledas och övervakas av läkare som har erfarenhet av att behandla dessa tillstånd.



Kvinnor som har fått valproat förskrivet ska inte sluta ta sina läkemedel utan att först ha rådfrågat sin läkare som kan ta ställning till



lämpligaste behandling.



PRAC rekommenderar även att läkare som förskriver valproat förser kvinnor med fullständig information för att säkerställa att de förstår



riskerna med behandling under graviditet.



De nya rekommendationerna är ett resultat av en genomgång av tillgänglig kunskap om exponering av valproat under graviditet. Under



tiden granskningen pågick tillfrågades även företrädare för patienter och familjer som har påverkats samt en grupp med vetenskapliga



och kliniska experter. Eftersom valproat kvarstår som en möjlighet för de patienter där annan behandling har varit otillräcklig eller inte



tolererats konstaterade kommittén att kvinnor och sjukvårdspersonal behöver bli bättre informerade om riskerna för exponering av



valproat i livmodern och behovet av effektivt preventivmedel. 



 



Nyligen genomförda studier har visat en risk för försenad utveckling med upp till 30-40 % hos barn i förskoleåldern som exponerats för



valproat i livmodern, inklusive försenad utveckling av till exempel förmåga att gå och att tala, minnesproblem, språksvårigheter och lägre



intellektuell förmåga.



Data visar dessutom att barn som exponerats för valproat i livmodern löper en risk på cirka 11 % för missbildningar vid födseln (så som



neuralrörsdefekter till exempel ryggmärgsbråck och gomspalt), jämfört med en risk på 2 till 3 % för barn i den allmänna befolkningen.



Tillgängliga data visar även att barn som exponerats för valproat i livmodern har en ökad risk för autismspektrumstörning (cirka 3 gånger



högre än i den allmänna befolkningen) och autism (5 gånger högre än i den allmänna befolkningen). Det finns även begränsade data som



antyder att barn som exponerats för valproat i livmodern kan vara mer benägna att utveckla symtom av ADHD.



PRAC rekommenderar nu att all sjukvårdspersonal inom EU och alla kvinnor som förskrivits valproat ska få ett utbildningsmaterial som



informerar om dessa risker. Läkare ska regelbundet utvärdera behovet av behandling av flickor och kvinnor, inklusive vid pubertet och när



en kvinna planerar att bli gravid. PRAC betonade att kvinnor inte ska sluta ta valproat utan att först rådgöra med sin läkare, då



behandling av epilepsi och bipolär sjukdom är mycket viktig.



Produktinformationen för de valproat-läkemedel som finns i Sverige innehåller redan information om att behandling under graviditet



innebär förhöjd risk för missbildningar, men även risk för försenad utveckling och autismspektrum störning. Produktinformationen kommer



nu uppdateras med samma information i alla EU-länder med den senaste kunskapen och de aktuella rekommendationerna, och ett



utbildningsmaterial för patienter och sjukvård har utarbetats.



Förskrivare kommer att informeras direkt via brev om de nya rekommendationerna.



PRACs rekommendation sänds nu till CMDh (the Coordination Group for Mutual Recognition and Decentralised Procedures-Human) för



slutgiltigt ställningstagande. Under tiden bör de kvinnor som för närvarande behandlas med valproat vända sig till sin läkare om de har



några frågor om behandlingen.



 



Uppdatering 2014-11-26



PRACs rekommendationer stöds genom ett konsensusbeslut av CMDh (Coordination Group for Mutual Recognition and Decentralised



Procedures) vid gruppens möte 17-19 november 2014 och kommer nu att implementeras i alla berörda medlemsstater inom EU.



 



Information till patienter



- Sluta inte ta valproat utan att först rådgöra med din läkare eftersom det kan orsaka skada för dig eller det ofödda barnet.



- Valproat kan orsaka missbildningar och försenad utveckling hos barn som exponerats för valproat i livmodern.



- Om du kan bli gravid ska du använda ett effektivt preventivmedel vid behandling med valproat. Prata med din läkare om du har några



frågor om vilket preventivmedel som är lämpligt för dig.



- Tala genast om för din läkare om du blir gravid, tror att du kan vara gravid eller planerar att bli gravid. Din läkare kommer snarast att



se över din behandling.



- Om du har några frågor om din behandling eller preventivmedel, prata med din läkare eller ett apotek.



 



XStängDenna webbplatsen använder cookies för statistik, anpassat innehåll och annonser. Läs mer





https://lakemedelsverket.se/


https://lakemedelsverket.se/cookies
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Senast ändrad/granskad: 2014-10-13



Information till vårdpersonal



Efter en utvärdering av data rörande risker när valproat används under graviditet har rekommendationerna för användning av valproat



hos kvinnor och flickor uppdaterats.



För behandling av epilepsi och bipolär sjukdom hos kvinnliga patienter som kan få barn:



- Förskriv endast valproat för epilepsi och bipolär sjukdom om andra behandlingar är ineffektiva eller inte tolereras.



- Upplys patienter som behandlas med valproat om effektiva preventivmedel.



- Säkerställ att behandlingen av epilepsi och bipolär sjukdom övervakas av läkare som har erfarenhet av att behandla dessa tillstånd.



- Överväg alternativa behandlingar om en kvinnlig patient blir gravid eller planerar att bli gravid under behandling med valproat.



Utvärdera regelbundet behovet av behandling och omvärdera nytta/risk-balansen för kvinnor som tar valproat och för flickor som



kommer in i puberteten.



- Informera patienter om risken att ta valproat under graviditet.



 



Vårdpersonal kommer att få ett brev och extra utbildningsmaterial om de nya rekommendationerna.



 



Observera publiceringsdatumet på nyheten. Läkemedelsverket uppdaterar inte nyheter.



 



Relaterad information



 PRAC recommends



strengthening the restrictions



on the use of valproate in



women and girls (2014-11-21)



   



 





http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2014/11/news_detail_002220.jsp&mid=WC0b01ac058004d5c1
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Nyt Om Bivirkninger – nyhedsbrev fra Sundhedsstyrelsen



Nyt Om Bivirkninger



De seneste breve med sikkerhedsinformation udsendt til læger



Kort nyt



side 5



Indhold



Nyt Om Bivirkninger #4
Årgang 5
30. april 
2014
Opdateret  
5. maj



Sundhedsstyrelsen har stillet vejledende informationsmateriale om p-piller  
og risikoen for blodpropper til rådighed for læger og p-pillebrugere



Nyt fra Sundhedsstyrelsen



side 4



Nye begrænsninger for brugen af domperidon (Motilium® m.fl.)  



EU’s liste med anbefalinger i forbindelse med sikkerhedssignaler 



Nyt fra EU



 side 2



side 3











Status for Eltroxin® efter ændring i hjælpestofferne 2



Nyt Om Bivirkninger – nyhedsbrev fra Sundhedsstyrelsen



Nyt Om Bivirkninger



En ny vurdering af fordele og risici ved 
brug af medicin med det aktive ind­
holdsstof domperidon er netop afslut­
tet i EU. Og konklusionen blev at be­
grænse brugen af medicinen. 



De nye begrænsninger for 
domperidon medfører følgende:



•	 �Domperidon vil fremover kun være 
godkendt til lindring af sympto­
merne ved kvalme og opkast.



•	 �Domperidon vil ikke længere være 
indiceret til epigastrisk oppressions­
fornemmelse, ubehag i epigastriet, 
tilbagestrømning af maveindhold. 



•	 �Domperidon bør anvendes med en 
maksimal dosis ved brug af tabletter 
på 10 mg 3 gange dagligt eller sup­
positorier 30 mg 2 gange dagligt til 
voksne og børn over 35 kg. 



•	 �Domperidon i tabletform på 10 mg 
og som suppositorier på 30 mg, som 
er de formuleringer, der er godkendt 
i Danmark, bør ikke anvendes til 
børn under 35 kg, da det ikke er mu­
ligt at sikre præcis dosering per kg. 



•	 �Domperidon bør som udgangspunkt 
ikke anvendes længere end en uge. 



•	 �Domperidon må ikke anvendes til 
patienter med moderat til svært ned­
sat leverfunktion, patienter med ek­
sisterende hjerterytmeforstyrrelser 
eller patienter i højrisiko på grund 
af underliggende hjertesygdomme 
eller elektrolytforstyrrelser. 



•	 �Domperidon må ikke anvendes 
samtidig med anden medicin, der 
kan påvirke hjerterytmen, eller med 
medicin, der kan hæmme nedbryd­
ningen af domperidon og dermed 
øge risikoen for overdosering og 
bivirkninger.



Baggrunden for de nye 
begrænsninger
Risikoen for hjertebivirkninger ved 
domperidon har været gennemgået 
flere gange i EU, hvor medicinens 
produktinformation er blevet opdate­
ret med advarsler om forsigtighed ved 
brug til patienter med bestemte hjerte­
sygdomme. Den seneste gennemgang 
har inkluderet en grundig vurdering 
af blandt andet publiceret litteratur, 



data fra studier og indberetninger om 
bivirkninger. Data viste, at behandling 
med domperidon var forbundet med 
en lille stigning i risiko for alvorlige og 
potentielt livstruende hjertebivirknin­
ger, især hos patienter over 60 år, ved 
doser over 30 mg dagligt og ved sam­
tidig behandling med bestemte typer 
anden medicin.



Der er ikke indberettet tilfælde af 
hjertebivirkninger efter behand­
ling med domperidon i Danmark.



Læs mere i EMA’s pressemeddelelse: 
PRAC recommends restricting use of 
domperidone.



Nye begrænsninger for brugen af domperidon (Motilium® m.fl.)



Nyt fra EU





http://www.ema.europa.eu/ema/index.jsp%3Fcurl%3Dpages/medicines/human/referrals/Domperidone-containing_medicines/human_referral_prac_000021.jsp%26mid%3DWC0b01ac05805c516f


http://www.ema.europa.eu/ema/index.jsp%3Fcurl%3Dpages/medicines/human/referrals/Domperidone-containing_medicines/human_referral_prac_000021.jsp%26mid%3DWC0b01ac05805c516f
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Nyt Om Bivirkninger



Nyt fra EU



1  �At et signal er blevet undersøgt, er ikke ensbetydende med, at der er fundet en kausal sammenhæng 



med medicinen.



I forbindelse med den rutinemæssige 
lægemiddelovervågning i EU vurderer 
EU’s bivirkningskomité (PRAC) hver 
måned signaler om mulige bivirknin­
ger for at afgøre, om der er behov for 
iværksættelse af yderligere tiltag for  
at øge sikkerheden ved medicinen. 



Listen over de signaler, hvor PRAC  
har vurderet, at der skal foretages 
yderligere tiltag, bliver offentliggjort 
på Det Europæiske Lægemiddelagen­
turs hjemmeside hver måned.    



EU’s liste med anbefalinger i forbindelse med sikkerhedssignaler 



De væsentligste anbefalinger vedrø­
rende signaler efter mødet i PRAC i 
marts 2014 drejer sig om: 



•	� Goserelin – langvarig rødmen og 
øget svedsekretion.



•	� Tenofovir – akut nyreskade ved  
samtidig behandling med NSAID. 



Se listen på EMA’s hjemmeside: PRAC 
recommendations on signals





http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/03/WC500163626.pdf%29


http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/03/WC500163626.pdf%29








Status for Eltroxin® efter ændring i hjælpestofferne 4



Nyt Om Bivirkninger – nyhedsbrev fra Sundhedsstyrelsen



Nyt Om Bivirkninger



Nyt fra Sundhedsstyrelsen



På baggrund af EU’s seneste gen­
nemgang af risikoen for venøs trom­
boemboli (VTE) ved brug af p-piller og 
anden prævention med hormonkombi­
nationer1 har vi i Sundhedsstyrelsen i 
samarbejde med de øvrige europæiske 
lægemiddelmyndigheder udarbejdet 
et vejledende informationsmateriale til 
læger og p-pillebrugere. 



Det vejledende materiale indeholder:  



•	 �En tjekliste til læger til brug ved kon­
sultation inden ordination af præpa­
raterne 



•	 �Et kort med information om præpa­
raterne og symptomer på blodprop­
per til brugere.



Materialet er stillet til rådighed på 
vores hjemmeside Vejledende materiale 
til læger og p-pillebrugere om p-piller.



Sundhedsstyrelsens 
anbefalinger er uændrede
Konklusionerne fra EU’s seneste gen­
nemgang er i overensstemmelse med 
tidligere data, ligesom vores anbefalin­
ger vedrørende ordination og brug af 
p-piller fortsat er uændrede.



Sundhedsstyrelsen har stillet vejledende informationsmateriale om  
p-piller og risikoen for blodpropper til rådighed for læger og p-pillebrugere



Sundhedsstyrelsens 
anbefalinger vedrørende p-piller: 



•	 �2. generations p-piller bør være før­
stevalg for hormonelle kontraceptiva 
af kombinationstype. 



•	Også hos kvinder, som uproblema­
tisk har brugt 3. eller 4. generations  
p-piller gennem længere tid, bør læ­
gen meget nøje overveje fordele og 
ulemper ved fortsat brug af disse. Ri­
sikoen for VTE for de forskellige typer 
p-piller er estimeret til følgende:



	 – �1- og 2. generations-p-piller 5-7 
tilfælde af VTE hvert år per 10.000 
p-pillebrugere



	 – �3- og 4. generations-p-piller 9-12 
tilfælde af VTE hvert år per 10.000 
p-pillebrugere



	 – �P-plaster og p-ring 6-12 tilfælde af 
VTE hvert år per 10.000 p-pillebru­
gere.  



•	 �Før en kvinde påbegynder p-piller, 
bør lægen sikre, at hun bliver under­
søgt og får klarlagt sin sygehistorie 
samt bliver informeret om risikoen 
for blodpropper og de tidlige symp­
tomer herpå. 



•	 �Lægen bør løbende følge op på 
behandlingen i forhold til gældende 
lægefaglige vejledninger og især 
være opmærksom i starten, hvor 
risikoen er størst, og i tilfælde, hvor 
kvinden holder pause eller skifter til 
et andet mærke.



Læs artikel i Nyt Om Bivirkninger 
februar 2014 om p-pilleforbruget, som 
viser, at læger og patienter følger 
Sundhedsstyrelsens anbefalinger om 
at bruge 2. generations-p-piller som 
førstevalg. 



Læs også Sundhedsstyrelsens brev 
med anbefalingerne til Praktiserende 
Lægers Organisation Information fra 
Sundhedsstyrelsen om europæisk gen-
nemgang af risikoen for tromboemboli 
ved brug af p-piller.



Læs om EU’s seneste gennemgang og 
vurdering af p-piller: EU’s bivirknings-
komité bekræfter fordelene ved alle 
typer p-piller.



 



1  �Hormonprævention af kombinationstypen indeholder to typer hormoner, et østrogen og et progesteron, 



og findes som piller, plaster og vaginalring.





http://sundhedsstyrelsen.dk/da/nyheder/2014/vejledende-materiale-til-laeger-og-p-pillebrugere-om-p-piller


http://sundhedsstyrelsen.dk/da/nyheder/2014/vejledende-materiale-til-laeger-og-p-pillebrugere-om-p-piller


https://sundhedsstyrelsen.dk/da/nyheder/2014/~/media/2D546976D41A4A9088734AA70A4B5D9B.ashx


https://sundhedsstyrelsen.dk/da/nyheder/2014/~/media/2D546976D41A4A9088734AA70A4B5D9B.ashx


https://sundhedsstyrelsen.dk/da/medicin/sikkerhed/direkte-sikkerhedsinformation/~/media/0A883A2F2576476B89A56572193471D8.ashx?m=.pdf)


https://sundhedsstyrelsen.dk/da/medicin/sikkerhed/direkte-sikkerhedsinformation/~/media/0A883A2F2576476B89A56572193471D8.ashx?m=.pdf)


https://sundhedsstyrelsen.dk/da/medicin/sikkerhed/direkte-sikkerhedsinformation/~/media/0A883A2F2576476B89A56572193471D8.ashx?m=.pdf)


https://sundhedsstyrelsen.dk/da/medicin/sikkerhed/direkte-sikkerhedsinformation/~/media/0A883A2F2576476B89A56572193471D8.ashx?m=.pdf)


https://sundhedsstyrelsen.dk/da/nyheder/2013/eus-bivirkningskomite-bekraefter-fordelene-ved-alle-typer-p-piller.aspx


https://sundhedsstyrelsen.dk/da/nyheder/2013/eus-bivirkningskomite-bekraefter-fordelene-ved-alle-typer-p-piller.aspx


https://sundhedsstyrelsen.dk/da/nyheder/2013/eus-bivirkningskomite-bekraefter-fordelene-ved-alle-typer-p-piller.aspx
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Kort nyt



Nyt Om Bivirkninger udgives af 
Sundhedsstyrelsen 
www.sundhedsstyrelsen.dk
Ansvarshavende redaktør:
Henrik G. Jensen (HGJ)
Redaktør: 
Nina Vucina Pedersen (NVP)
ISSN 1904-0954



Alle sager, der refereres til i artiklen, stammer fra Sundhedsstyrelsens egen bivirkningsdatabase. 



Sagerne er udsendt til alle relevante lægemiddelvirksomheder og til Eudravigilancedatabasen. 



Lægemiddelvirksomheder skal derfor ikke indberette disse sager til Sundhedsstyrelsen.



Udsendte lægebreve kan findes på 
Sundhedsstyrelsens hjemmeside: 
Direkte meddelelser (DHPC) sendt ud 
til sundhedsprofessionelle.



Nedenfor er en liste over nye direkte 
meddelelser med sikkerhedsinforma­
tion og opdaterede anbefalinger om 
medicin sendt ud til relevante læger 
og andre sundhedsprofessionelle:



•	 �HIV-medicin saquinavir (Invirase): 
Nye anbefalinger vedrørende EKG-
monitorering af behandlingsnaive 
patienter



•	 �Lenograstim (Granocyte®): Risiko 
for kapillært lækagesyndrom hos 
patienter med cancer og hos raske 
donorer.



De seneste breve med sikkerhedsinformation 
udsendt til læger  





https://sundhedsstyrelsen.dk/da/medicin/sikkerhed/direkte-sikkerhedsinformation/udsendte-meddelelser


https://sundhedsstyrelsen.dk/da/medicin/sikkerhed/direkte-sikkerhedsinformation/udsendte-meddelelser
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Sar, mw. J.M. van der



Van: Mol, PGM <p.g.m.mol@umcg.nl>
Verzonden: dinsdag 14 april 2015 10:49
Aan: Sar, mw. J.M. van der
Onderwerp: FW: Risico-informatie over Thyrax



 



RISICO-INFORMATIE OVER THYRAX  | 12 november 2014   



 



Het College ter Beoordeling van Geneesmiddelen vraagt uw aandacht voor het 
volgende:  
FIRMA ROEPT OP TOT EXTRA WAAKZAAMHEID BIJWERKINGEN 
THYRAX  



Over het geneesmiddel levothyroxine (Thyrax) zijn, sinds de verpakking is 
gewijzigd, opmerkelijk veel meldingen gedaan van bijwerkingen bij het 
Nederlands Bijwerkingen Centrum Lareb. 
  
Eind 2013 ging de fabrikant van het middel over van een glazen verpakking 
naar een doordrukstrip om de tabletten beter tegen vocht te kunnen 
beschermen. Hoewel de samenstelling van het geneesmiddel niet is gewijzigd, 
wordt er meer melding gedaan van bijwerkingen die wijzen op hyperthyreoïdie 
(een te hoge concentratie schildklierhormoon in het bloed). Artsen en 
apothekers wordt aangeraden alert te zijn op symptomen van hyperthyreoïdie 
zoals hartkloppingen, overmatig zweten en hoofdpijn. 
  
Dit schrijft de firma Aspen Pharma Trading Limited in een brief, een 
zogenaamde Direct Healthcare Professional Communication (DHPC). De brief 
met deze belangrijke risico-informatie is in overleg met het College ter 
Beoordeling van Geneesmiddelen (CBG) en de Inspectie voor de 
Gezondheidszorg (IGZ) gestuurd naar alle artsen en apothekers. 
  
Levothyroxine kan worden voorgeschreven aan patiënten waarvan de 
schildklier niet optimaal werkt. 
  
Het signaleren en analyseren van bijwerkingen gedurende de gehele 
levenscyclus van een geneesmiddel wordt geneesmiddelenbewaking of 
farmacovigilantie genoemd. Dit is een kerntaak van het CBG. In geval van 
urgente en/of belangrijke veiligheidsissues worden medische 
beroepsbeoefenaren door middel van een Direct Healthcare Professional 
Communication (DHPC) op de hoogte gebracht. Een overzicht van DHPC's is 
te vinden op de website van het CBG.  



Dit is de nieuwsbrief van het College ter Beoordeling van Geneesmiddelen. U kunt 
op deze nieuwsbrief reageren via de button rechtsonder op de pagina of contact 
opnemen met de afdeling Voorlichting en Communicatie van het CBG, telefoon 088 
224 8000.  



 



LINKS  



DHPC Thyrax, november 
2014  



 CBG: lid van het 
Europese netwerk van 
geneesmiddelenautoriteiten 
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REAGEER  



 



De inhoud van dit bericht is vertrouwelijk en alleen bestemd voor de geadresseerde(n). Anderen dan de 
geadresseerde(n) mogen geen gebruik maken van dit bericht, het niet openbaar maken of op enige wijze 
verspreiden of vermenigvuldigen. Het UMCG kan niet aansprakelijk gesteld worden voor een incomplete 
aankomst of vertraging van dit verzonden bericht.  
 
The contents of this message are confidential and only intended for the eyes of the addressee(s). Others than 
the addressee(s) are not allowed to use this message, to make it public or to distribute or multiply this 
message in any way. The UMCG cannot be held responsible for incomplete reception or delay of this 
transferred message.  
______________________________________________________________________________________
This inbound message has been checked for all known viruses by KPN’s Secure Information Exchange 
service, 
powered by Symantec.cloud. 
______________________________________________________________________________________ 
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PRAC preporučio stroža ograničenja primjene valproata u žena i djevojaka



14.10.2014.



Povjerenstvo za ocjenu rizika na području farmakovigilancije (PRAC) Europske agencije za lijekove (EMA) je na
sjednici održanoj u listopadu 2014. godine preporučilo stroža ograničenja primjene valproata u žena i djevojaka
zbog rizika od urođenih anomalija i problema u razvoju u djece koja su valproatu bila izložena u maternici
tijekom trudnoće majke.



PRAC preporučuje da se valproat ne primjenjuje u liječenju epilepsije ili bipolarnog poremećaja u djevojaka ili
žena koje bi mogle ostati trudne te u žena koje već jesu trudne, osim u slučaju kada su drugi lijekovi
neučinkoviti ili ih bolesnica ne podnosi. Žene kojima je valproat jedina terapijska opcija nakon što se pokušalo
liječenje drugim lijekovima trebaju koristiti učinkovitu kontracepciju, a liječenje treba započeti i nadzirati liječnik
s iskustvom u liječenju ovih stanja.



Bolesnice kojima je propisan valproat ne smiju prestati uzimati lijek bez prethodnog savjetovanja s liječnikom.



U zemljama u kojima je valproat odobren za sprečavanje migrene, trudnice ne smiju uzimati valproat za
sprečavanje migrene, a prije početka liječenja valproatom potrebno je isključiti trudnoću i koristiti učinkovitu
kontracepciju. U Republici Hrvatskoj nije odobrena indikacija sprečavanja migrene.



PRAC je također preporučio da liječnici propisivači valproata svojim pacijenticama pruže cjelovitu informaciju
kako bi se osiguralo da one razumiju rizike i kako bi se mogla donijeti najbolja odluka o liječenju.



Ove preporuke uslijedile su nakon ocjene dostupnih podataka o učincima izloženosti valproatu tijekom trudnoće.
Tijekom ocjene, PRAC je konzultirao predstavnike bolesnika i obitelji pogođenih ovim problemima, kao i skupine
stručnjaka i specijalista. Iako valproat ostaje terapijska opcija u bolesnica u kojih su se drugi lijekovi pokazali
neučinkovitima ili ih nisu podnosile, PRAC je zaključio da žene i zdravstveni radnici trebaju biti bolje informirani
o rizicima izloženosti valproatu u maternici i potrebi za učinkovitom kontracepcijom.



Nedavna istraživanja pokazala su rizik od problema u razvoju u 30 do 40% djece predškolske dobi koja su bila
izložena valproatu u maternici, uključujući odgođeni početak hoda i govora, probleme s pamćenjem, teškoće u
govoru i jeziku te niže intelektualne sposobnosti. Dodatno, podaci pokazuju da su djeca koja su bila izložena
valproatu u maternici pod 11%-tnim rizikom od urođenih anomalija (kao što su defekti neuralne cijevi i rascjep
nepca), dok u djece iz opće populacije taj rizik iznosi 2-3%. Dostupni podaci također ukazuju na to da su djeca
koja su bila izložena valproatu u maternici pod povećanim rizikom od poremećaja iz autističnog spektra
(otprilike tri puta veći rizik nego u općoj populaciji) i autizma u djetinjstvu (pet puta veći rizik nego u općoj
populaciji). Dodatno, ograničeni podaci ukazuju da su djeca koja su bila izložena valproatu u maternici sklonija
razvoju simptoma poremećaja pozornosti s hiperaktivnošću (ADHD).



PRAC je preporučio da se svim bolesnicama kojima je propisan valproat, kao i njihovim liječnicima, distribuiraju
edukacijski materijali kako bi ih se informiralo o ovim rizicima. Liječnici će trebati redovito procjenjivati liječenje
djevojaka i žena, uključujući i u pubertetu i kada žena planira trudnoću. PRAC naglašava da žene ne smiju
prestati uzimati valproat bez prethodnog savjetovanja sa svojim liječnikom.



Informacije o lijeku bit će nadopunjene ovim najnovijim informacijama i preporukama.



Preporuke će biti proslijeđene Koordinacijskoj grupi za postupak međusobnog priznavanja i decentralizirani
postupak za humane lijekove (CMDh) radi donošenja konačnog mišljenja koje će biti primjenjivo za sve zemlje
članice Europske unije. U međuvremenu, bolesnice koje trenutno uzimaju valproat se u slučaju pitanja o
liječenju trebaju obratiti svojem liječniku.



Više o lijeku



Valproat i povezane djelatne tvari primjenjuju se u EU od 60-ih godina prošlog stoljeća u liječenju epilepsije i
bipolarnog poremećaja. Neki lijekovi koji sadrže valproat su u nekim državama članicama EU također odobreni i
za sprečavanje migrene.



Valproat i povezane djelatne tvari odobreni su svim državama članicama EU, Norveškoj i Islandu putem
nacionalnih postupaka pod različitim zaštićenim nazivima, uključujući: Absenor, Convival Chrono, Convulex,
Convulsofin Tabletten, Delepsine, Depakine, Deprakine, Diplexil, Dipromal, Epilim, Episenta, Epival, Ergenyl,
Espa-Valept, Hexaquin, Leptilan, Micropakine L.P., Orfiril, Orlept, Petilin, Valberg, Valepil and Valhel.



Više o postupku



Ocjena valproata i povezanih djelatnih tvari započela je u listopadu 2013. godine na zahtjev Ujedinjenog
Kraljevstva prema članku 31. Direktive 2001/83/EZ nakon što su bili objavljeni novi podaci o rizicima izloženosti
valproatu u maternici.



Ocjenu je proveo PRAC, povjerenstvo Europske agencije za lijekove koje je odgovorno za ocjenu sigurnosnih
pitanja povezanih s lijekovima koji se primjenjuju u ljudi, koje je usvojilo niz preporuka. S obzirom na to da su
svi lijekovi u EU koji sadrže valproat odobreni nacionalnim postupcima, preporuka PRAC-a bit će proslijeđena
Koordinacijskoj grupi za postupak međusobnog priznavanja i decentralizirani postupak za humane lijekove
(CMDh), koja će donijeti konačno mišljenje. CMDh je tijelo koje predstavlja zemlje članice EU i koje je
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odgovorno za osiguravanje harmoniziranih sigurnosnih standarda za lijekove odobrene nacionalnim postupcima
diljem EU. Ako se odluka CMDh-a usvoji konsenzusom, ona će biti direktno implementirana u zemljama
članicama EU. Ako se odluka CMDh-a usvoji većinskim glasovanjem, mišljenje CMDh-a biti će proslijeđeno
Europskoj komisiji radi donošenja pravno obvezujuće odluke za EU.



OSTALE NOVOSTI



Pismo zdravstvenim radnicima o riziku od izostanka učinkovitosti zbog neispravnog postupka
rekonstitucije i primjene lijeka Eligard (depo injekcija leuprorelinacetata)



03.12.2014.



Astellas d.o.o. je u suradnji s Agencijom za lijekove i medicinske proizvode (HALMED) i Europskom agencijom
za lijekove (EMA) uputio pismo zdravstvenim radnicima o riziku od izostanka učinkovitosti zbog neispravnog
postupka rekonstitucije i primjene lijeka Eligard (depo injekcija leuprorelinacetata). 



Detaljne informacije i tekst pisma dostupni su u nastavku obavijesti.



[opširnije]



Pismo zdravstvenim radnicima o važnim informacijama o naljepnicama na bočicama kao mjera
opreza za sigurnu primjenu lijeka Erivedge 150 mg tvrde kapsule (vismodegib)



03.12.2014.



Roche d.o.o. je u suradnji s Agencijom za lijekove i medicinske proizvode (HALMED) i Europskom agencijom za
lijekove (EMA) uputio pismo zdravstvenim radnicima o važnim informacijama o naljepnicama na bočicama kao
mjeru opreza za sigurnu primjenu lijeka Erivedge 150 mg tvrde kapsule (vismodegib). 



Detaljne informacije i tekst pisma dostupni su u nastavku obavijesti.



[opširnije]



Pismo zdravstvenim radnicima o važnim informacijama u cilju sigurne primjene, uključujući
Program sprječavanja trudnoće za lijek Erivedge 150 mg tvrde kapsule (vismodegib)



03.12.2014.



Roche d.o.o. je u suradnji s Agencijom za lijekove i medicinske proizvode (HALMED) i Europskom agencijom za
lijekove (EMA) uputio pismo zdravstvenim radnicima o važnim sigurnosnim podacima u vezi teratogenih učinaka
lijeka Erivedge 150 mg tvrde kapsule (vismodegib) kao i o uvođenju Programa sprječavanja trudnoće kod
primjene ovoga lijeka. 



Detaljne informacije i tekst pisma dostupni su u nastavku obavijesti.



[opširnije]



Novosti s CMDh-a – studeni 2014. godine



02.12.2014.



Koordinacijska grupa za postupak međusobnog priznavanja i decentralizirani postupak za humane lijekove
(CMDh) Europske agencije za lijekove (EMA) na sjednici u studenom 2014. godine usvojila je nove preporuke za
lijekove koji sadrže testosteron i za lijekove koji sadrže valproat i povezane djelatne tvari, nastavila je
implementaciju ishoda arbitražnog postupka za lijek Tazocin i druge lijekove povezanih zaštićenih naziva te je
usvojila novu verziju Core PIL-a za hormonsku nadomjesnu terapiju. 



Detaljne informacije dostupne su u nastavku obavijesti.



[opširnije]



Radionica: Pharmacovigilance Workshop: Risk Management; Electronic reporting; XEVMPD
updates



25.11.2014.



U Zagrebu će se 10. i 11. veljače 2015. godine održati radionica pod nazivom Pharmacovigilance Workshop:
Risk Management, Electronic reporting, XEVMPD updates. 



Svi zainteresirani za sudjelovanje mogu se prijaviti putem obrasca prijave koji je, zajedno s programom,
dostupan u nastavku ove obavijesti.



[opširnije]
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PRADAXA® ORDINATIONSVEJLEDNING TIL PRIMÆR FOREBYGGELSE AF VENØS 



TROMBOEMBOLI VED ELEKTIV HOFTE- ELLER KNÆALLOPLASTIK 



 



Ordinationsvejledningen erstatter ikke det senest godkendte produktresumé for Pradaxa®-1. 



Anbefalingerne vedrører udelukkende anvendelsen af Pradaxa® til forebyggelse af venøs 



tromboemboli ved elektiv hofte- eller knæalloplastik.  



For yderligere information om Pradaxa® og/eller vederlagsfri rekvirering af seneste godkendte 



produktresumé kontakt:  



Boehringer Ingelheim Danmark A/S, 



Strødamvej 52, 



2100 København Ø 



Tel: 39 15 88 88, Medicinsk information, 



info.cop@boehringer-ingelheim.com eller 



www.Pradaxa.dk 



Version 9 af dd.  2015 



Denne vejledning indeholder anbefalinger for at minimere risikoen for blødning ved anvendelse 



af Pradaxa® (dabigatranetexilat) herunder: 



 Indikation 



 Kontraindikationer 



 Dosering 



 Særlige patientgrupper 



 Kirurgi og indgreb 



 Koagulationstests og deres tolkning 



 Anbefalinger ved overdosering. 



 Patientsikkerhedskort 



   



Indikation 



Primær forebyggelse af venøs tromboemboli hos voksne patienter efter elektiv total hofte- eller 



knæalloplastik. 



Kontraindikationer 



 Overfølsomhed over for aktivt stof eller ét hjælpestof 



 Svært nedsat nyrefunktion (CrCl < 30 ml/min) 





mailto:info.cop@boehringer-ingelheim.com
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 Aktiv klinisk signifikant blødning 



 Læsion eller tilstand, der betragtes som en betydende risikofaktor for en større blødning. Dette kan 



inkludere aktuel eller nylig gastrointestinal ulceration, maligne neoplasmer med høj risiko for 



blødning, nylig hjerne- eller rygmarvsskade, nylig hjerne-, rygmarvs- eller øjenoperation, nylig 



intrakraniel blødning, øsofagusvaricer eller mistanke herom, arteriovenøse malformationer, 



vaskulære aneurismer eller større intraspinale eller intracerebrale vaskulære abnormaliteter 



 Samtidig behandling med en anden antikoagulans, f.eks. heparin [ufraktioneret (UFH), 



lavmolekylært (enoxaparin, dalteparin, osv.), heparinderivater (fondaparinux osv.)], oral 



antikoagulantia (warfarin, rivaroxaban, apixaban osv.) undtagen under skift fra eller til Pradaxa®, 



eller når UFH gives for at opretholde et åbent centralt kateter 



 Nedsat leverfunktion eller leversygdom, som forventes at påvirke overlevelsen 



 Samtidig behandling med systemisk ketoconazol, ciclosporin, itraconazol og dronedaron 



 Kunstige hjerteklapper, der kræver behandling med antikoagulans 



Dosering 



 Initialt en enkelt kapsel (110 mg) 1-4 timer efter afsluttet operation 



 Efterfølgende 220 mg (én gang dagligt som 2 kapsler á 110 mg) i 10 dage (knæ) eller 28-35 dage 



(hofte) i alt.  



Bemærk: 



Hvis hæmostase i den postoperative fase ikke er sikret, skal første dosis af Pradaxa® udskydes. Hvis 



behandlingen påbegyndes senere end på operationsdagen, skal dosis fra første behandlingsdag være 2 



kapsler én gang dagligt.  



 



Særlige patientgrupper med behov for reduceret daglig dosis:: 



 Patienter på 75 år eller derover 



 Moderat nedsat nyrefunktion (CrCl 30-50 ml/min) 



 Ved samtidig brug af verapamil, amiodaron eller quinidin (vigtig at tage de produkter på samme 



tidspunkt som Pradaxa®). 



Dosis for ovenstående patientgrupper er som følger: 



- Initialt en enkelt kapsel (75 mg) 1-4 timer efter afsluttet operation 



- Herefter 150 mg én gang dagligt i form af 2 kapsler á 75 mg i 10 dage i alt (knæ) eller 28-35 dage i 



alt (hofte) 



- Ved moderat nedsat nyrefunktion (CrCl 30-50 ml/min) og brug af verapamil samtidig med 



Pradaxa®, bør overvejes en yderlig dosisnedsættelse til 75 mg dagligt.  
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Måling af nyrefunktionen - alle patienter: 



 Før opstart af behandling med Pradaxa® bør nyrefunktionen vurderes ved beregning af kreatinin 



clearance (CrCl) ved hjælp af Cockcroft-Gault metoden (se www.pradaxa.dk for beregning) for at 



ekskludere patienter med svært nedsat nyrefunktion (CrCl < 30 ml/min).  



 Under behandling bør nyrefunktionen vurderes i kliniske situationer, hvor der er mistanke om et 



fald i nyrefunktionen (f.eks. hypovolæmi, dehydrering og samtidig behandling med visse typer 



anden medicin).  



Behandlingsskift: 



Fra parenteral antikoagulans til PRADAXA® 



Pradaxa® bør gives 0-2 timer før det klokkeslæt, hvor en dosis af parenteral antikoagulans skulle være 



indgivet, eller ved ophør for kontinuerlig behandling (f.eks. intravenøs ufraktioneret heparin (UFH)). 



Fra Pradaxa® til parenteral antikoagulans 



Anbefalingen er at vente 24 timer efter en Pradaxa®-dosis før man skifter til en parenteral antikoagulans.  



 



Administration: 



Pradaxa® kan tages med eller uden mad. Kapslen skal sluges hel og tages med et glas vand for at lette 



passagen til mavesækken.  



Patienterne bør instrueres i ikke at åbne eller tygge kapslen eller tage indholdet ud, da dette kan øge 



blødningsrisikoen. 



Særlige patientgrupper med potentielt højere risiko for blødning1 



Patienter med øget blødningsrisiko (se tabel 1) bør klinisk nøje overvåges (for tegn på blødning eller 



anæmi). En koagulationstest (se afsnittet koagulationstests og tolkning) kan hjælpe til at afdække om 



patienter i dabigatranbehandling har en øget blødningsrisiko som følge af for høj dabigatraneksponering.  



Pradaxa® bør, som alle antikoagulantia, anvendes med forsigtighed til patienter med en øget risiko for 



blødning. Blødning kan forekomme uden specifikt fokus Pradaxa. Et uforklarligt fald i hæmoglobin og/eller 



hæmatokrit eller blodtryk bør føre til udredning for en evt. blødningskilde. Ved klinisk relevant blødning 



skal behandlingen pauseres. 



Tabel 1: Faktorer, der kan øge blødningsrisikoen (jf. med afsnittet: Dosering, Særlige patientgrupper) 



Farmakodynamiske og -kinetiske faktorer Alder ≥ 75 år 



Faktorer, der øger dabigatranplasmaniveau Betydende: 
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- Moderat nedsat nyrefunktion (kreatinin 



clearance 30-50 ml/min) 



- Samtidig administration af P-glykoprotein 



inhibitorer 



Mindre betydende: 



- Lav legemsvægt (< 50 kg) 



Farmakodynamiske interaktioner - ASA 



- NSAID 



- Clopidogrel 



- SSRI eller SNRI 



- Andre lægemidler, der kan påvirke 



hæmostasen 



Sygdomme/procedurer med speciel blødningsrisiko - Medfødte eller erhvervede 



koagulationsforstyrrelser 



- Trombocytopeni eller funktionelle 



trombocyt-aggregation defekter 



- Øsofagitis, gastritis eller gastroøsofageal 



refluks 



- Nylig biopsi eller alvorligt traume 



- Bakteriel endocarditis 



 



Kirurgi og indgreb 



Patienter i behandling med Pradaxa®, som skal opereres eller igennem en invasiv procedure, har en øget 



risiko for blødning. Overvej derfor en eventuel pausering i dosering af Pradaxa®.   



Hos patienter med nedsat eller akut påvirket nyrefunktion kan udskillelsen af dabigatran være forlænget. 



Dette bør tages i betragtning forud for alle procedurer.   
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Præoperativ fase/pauseringsregler 



Tabel 2: Opsummering af pauseringsreglerne før invasive eller kirurgiske procedurer.  



Nyrefunktion  



(CrCl i ml/min) 



Estimeret halveringstid  



(timer) 



Stop Pradaxa® før elektiv kirurgi 



  Høj blødningsrisiko eller 



større kirurgisk indgreb 



Standard risiko 



≥80 ~ 13 2 dage før 24 timer før 



≥50 - <80 ~ 15 2-3 dage før  1-2 dage før 



≥30 - <50 ~ 18 4 dage før 2-3 dage før (>48 timer) 



 



Ved akut intervention bør Pradaxa®-behandling pauseres. Hvis muligt bør operation/indgreb udsættes i 



mindst 12 timer efter sidste dosis. Hvis operationen ikke kan udsættes, kan blødningsrisikoen være øget. 



Denne risiko skal tages i betragtning ved vurderingen af, hvor hurtigt operationen skal iværksættes.  



Spinal anæstesi / epidural anæstesi / lumbalpunktur 



 



Procedurer, som f.eks. spinal anæstesi kan kræve en helt upåvirket hæmostatisk funktion. 



Der kan være en øget risiko for spinalt eller epiduralt hæmatom i tilfælde af traumatisk eller gentagen 



punktur og ved langvarig brug af epidural katetre. Efter fjernelse af et kateter, skal der gå mindst 2 timer før 



administration af den første dosis Pradaxa®. Disse patienter kræver hyppig observation for neurologiske 



tegn og symptomer på spinalt eller epiduralt hæmatom. 



 



Koagulationstests og tolkning 



Det er ikke nødvendigt med rutinemæssig monitorering af antikoagulation ved behandling med Pradaxa®3,4. 



Ved formodet overdosis eller hos patienter, som indlægges, anbefales det at vurdere 



antikoagulationsstatus.  



Der er fundet en klar korrelation mellem dabigatrankoncentrationen i plasma og graden af 



antikoagulerende effekt1,2. Trombintid (TT), Ecarin-koagulationstid (ECT) og aktiveret partiel 



tromboplastintid (aPTT) kan give information om status på antikoagulation, men testene er ikke 



standardiseret og resultaterne tolkes med forsigtighed.  



 aPTT 



aPTT testen giver en tilnærmet angivelse af den antikoagulerende effekt opnået med dabigatran. 



Dog har aPTT testen begrænset følsomhed og er ikke anvendelig til præcis kvantificering af den 
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antikoagulerende virkning, især ved høje plasmakoncentrationer af dabigatran. Høje aPTT værdier 



skal tolkes med forsigtighed.  



 INR 



Protrombintiden (INR) er ikke brugbar for Pradaxapatienter, da der er set falske positive INR 



forhøjelser. 



 Måling af dabigatranplasmakoncentrationer 



Der findes flere kvantitative tests til måling af dabigatranplasmakoncentrationer baseret på 



fortyndet trombintid (dTT)5-7. Et måleresultat1 af dabigatranplasmakoncentration på  >67 ng/ml før 



næste indtag ved en fortyndet TT (dTT), kan indikere en øget blødningsrisiko1. En normal dTT-



måling indikerer ingen relevant antikoagulerende virkning af dabigatran. 



 



I Danmark anvendes den dabigatran-kalibrerede Hemoclot®-trombinhæmmertest5. som kvantitativ test til 



måling af dabigatranplasmakoncentrationen. 



. 



Tabel 3 viser koagulationstest-grænseværdier lige inden næste dosis (dvs. trough værdi = dal værdi), der 



kan være forbundet med en øget blødningsrisiko. Bemærk: Der kan forekomme falske forhøjede værdier i 



de første 2-3 dage efter operation2,3. 



Test (trough værdi = dal værdi)  



dTT [ng/ml] > 67 ng/ml; (cirka > 40 sekunder4) 



ECT [x gange øvre normalgrænse] Ingen data* 



aPTT [x gange øvre normalgrænse] > 1,3 



INR Bør ikke udføres 



*ECT testen blev ikke anvendt ved doseringen 1 x 220 mg Pradaxa® daglig ved indikationen forebyggelse af 



VTE efter knæ eller hofteoperation. 



Tidspunkt: Koagulationstests afhænger af tidspunktet for blodprøvetagningen i forhold til 



doseringstidspunktet. En blodprøve taget to timer efter sidste Pradaxa®-dosis vil resultere i højere værdier 



end en blodprøve taget 20-28 timer efter sidste dosis (dal-værdi).  



 



Anbefalinger ved overdosering  



Pradaxa®-doser over det anbefalede, udsætter patienten for en forhøjet blødningsrisiko. I tilfælde af en 



formodet overdosis kan koagulationstests bidrage til at bestemme blødningsrisikoen. Overdreven 



blodfortyndende virkning kan nødvendiggøre en pausering af behandlingen med Pradaxa®. Der er ingen 



specifik antidot mod dabigatran.  



I tilfælde af alvorlig blødning skal behandlingen pauseres, og årsagen til blødningen skal udredes. Da 



dabigatran hovedsageligt udskilles via nyrerne, skal tilstrækkelig diurese opretholdes. Passende 



understøttende behandling såsom kirurgisk hæmostase og erstatning af blodtab bør foretages på 











Pradaxa Ordinationsvejledning for VTE, version 9 – Pradaxa var/ EMEA/H/C/829/IB/75 
 



ordinerende læges skøn1,2. Da der er en lav proteinbinding, kan dabigatran fjernes ved dialyse, men der 



foreligger begrænset klinisk erfaring fra de kliniske forsøg, der kan demonstrere nytten heraf. 



Der er nogen eksperimentel evidens, der understøtter, at nedennævnte præparater kan revertere 



dabigatrans antikoagulerende virkning. Der er dog kun meget få kliniske data om anvendeligheden, 



herunder om den potentielle risiko for rebound tromboemboli.  



Anvendelsen af frisk fuldblod eller frisk frossent plasma kan overvejes. Anvendelse af aktiveret 



protrombinkomplexkoncentrater (f.eks. FEIBA®), rekombinant Faktor VIIa (NovoSeven®) og koncentrater af 



koagulationsfaktorer II, IX og X (f.eks. Octaplex®) til revertering af den blodfortyndende virkning af 



dabigatran kan overvejes. Under administration af ovenstående, kan tolkning af koagulationstest være 



upålidelige. Administrationen af trombocytkoncentrater bør overvejes i tilfælde, hvor der forefindes 



trombocytopeni, eller hvor der er anvendt langtidsvirkende trombocythæmmere.  



 



PRADAXA® PATIENTKORT og rådgivning 



Patientsikkerhedskort er indlagt i Pradaxa® pakningen. Patienten skal instrueres i altid at bære 



patientsikkerhedskortet på sig og at fremvise det ved konsultation med lægen. Patienten bør rådgives om 



vigtigheden af at indtage sin medicin korrekt, tegn på blødning og hvornår der bør søges lægehjælp. 
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1. Introduction 


1.1 Background 
As one of the key stakeholder groups for WP6 Risk Communications, it was planned to consult 


with patients and consumers on risk communication areas of interest identified within WP6. The 


areas were outlined in an ‘aide memoire’ document to facilitate discussion amongst members of 


patient and consumer organisations. The document was then sent to the European Patients’ 


Academy on Therapeutic Innovation (EUPATI), patient advocacy programme students, and dis-


seminated via BEUC (The European Consumer Organisation), EURORDIS (The European Organ-


isation for Rare Diseases) and EUPATI National Platforms (ENPs). An electronic version was also 


made available within SurveyMonkey. 


1.1 Respondents 
Eleven patient/consumer organisations responded, representing seven countries (Belgium (BE) – 


3, Spain (ES) – 2, Portugal (PT) – 2, Ireland (IE) – 1,  Italy (IT) – 1,  Lithuania (LT) – 1, Macedonia 


(MK) – 1). 


Patient Organisations (POs): 


 HTAP Belgique – Association of Patients with Pulmonary Arterial Hypertension (60 members) 


– Belgium 


 European Haemophilia Consortium (9000 members) – Belgian respondent 


 Portuguese League Against Rheumatic Disease (total number of members unknown) – 9 on 


panel reviewing the topics of interest, Portugal 


 Action Psoriasis (total number of members unknown) – Spain 


 Vasculitis Ireland (250 members) – Ireland 


 POLA – Lithuanian Cancer Patient Coalition (5000 members) – Lithuania 


Consumer Organisations: 


 Deco proteste, Portugal 


 Altroconsumo, Italy 


 Testachats, Belgium 


 Organisation of Consumers and Users, Spain 


 Consumer Organisation of Macedonia, Macedonia 
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2 Response summary 


Whose information about medicines are patients & consumers most likely to rely 
on? 


Doctors were considered by all groups to be the most reliable sources of information about med-


icines followed by pharmacists and other healthcare professionals (HCPs). POs and fellow pa-


tients also featured as a trustworthy source. National Competent Authorities (NCAs) were only 


mentioned by 3 organisations as a source of medicines information, and only after HCPs and 


other sources. In a 2007 Portuguese survey (n = 4832) referred to by one of the respondents, 


NCAs were not mentioned at all by the public as a source of information on medicines. Media/so-


cial media sources were mentioned by some. One group highlighted that the HCPs will always 


be the primary source and that, while information may be sought from other sources, this would 


only be to clarify what information the HCP had already provided. One group indicated that pa-


tients would be happy to get information from Marketing Authorisation Holders (MAHs), but may 


not trust it. A 2008 study conducted by a Belgian consumer organisation noted that, although 


patients indicated they would only use reputable websites to access information on medicines, 


in a follow-up exercise the patients were found to select one of the first three websites suggested 


by the search engine and to believe the information provided. 


What are the preferred channels to access information about medicines? 


The primary preference according to all groups was face-to-face discussion with their HCP. The 


hardcopy version of the Patient Leaflet (PL) was frequently mentioned, along with online re-


sources such as POs/NCA websites and social media patient community discussion forums. 


Patient Leaflets – do patients read them and where do they access them? 


The answers to this question were varied, some of the consumer organisations had survey data 


suggesting up to 80% of patients read the PL, and more if the medicine was available ‘over-the-


counter’. Another group estimated that one third of patients read the PL. It was mentioned that 


those who do read it probably only do so at the time of first using the medicine. Some groups 


commented that they would like patients to have input on the content of PLs, as they felt these 


could be improved. Most mentioned accessing the PL that was provided with the medicine, alt-


hough one group mentioned accessing PLs on the European Medicines Agency (EMA) website 


also. 
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What sources of information are used to weigh up the benefits and risks of a 
medicine and how it is decided as to whether these sources are credible? 


Doctors and other HCPs were given as the most usual source of information to allow a patient to 


weigh up the benefits and risks of a medicine. Fellow patients were also considered useful to 


discuss the benefits and risks with. Websites such as the Mayo clinic, the European public as-


sessment report (EPAR), academic literature and the PL were mentioned by some. 


Are patients and consumers in general aware of their national regulatory agency 
and have they used the website? 


The respondents all acknowledged that, while those on the discussion panel were aware of the 


NCA, they felt most patients are not, and that patients do not use the NCA websites unless in-


volved with a PO or EUPATI, etc. One group mentioned a recent public awareness campaign 


launched by the Portuguese National Authority of Medicines and Health Products  (INFARMED) 


that was seen to be useful. A Spanish consumer organisation highlighted that they linked to 


Agencia Española de Medicamentos y Productos Sanitarios (AEMPS) information on their web-


site to raise awareness of NCAs. Some commented that, while they were aware of the NCA web-


site, they found it difficult to locate citizen-specific information. 


Does your organisation think the relationship between patients and regulatory 
agencies should be strengthened and, if so, how? 


All felt strongly that it would be beneficial for patients/consumers and regulators to strengthen 


existing relationships. The ENPs were highlighted as being useful to develop links with POs. A 


number of groups would like better representation of patients and consumers on NCA commit-


tees, with more opportunity to contribute formally and weight given to the patient opinion. The 


EMA Working Group (WG) was flagged as a positive model. Patient and consumer education 


events to highlight the work of the NCA, and how medicines are authorised and monitored would 


be very useful. One group felt that NCAs should be careful about their engagement with patient 


and consumer organisations and first ensure their independence from the pharmaceutical indus-


try. The lack of financial reward for patients was flagged as problematic by another group. 


Do patients and consumers know that they can report side effects of medicines 
directly to their national regulatory agency and how to do it? 


If not, what is the best way to communicate this? 


All groups considered that this is not well known and, where patients are aware they can report, 


they do not know how to do it. A few groups considered the low number of patient reports re-


ceived by NCAs to be evidence of this and highlighted that 7 – 9% of reports received in PT in 


2015 were from patients. 
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Many of the groups felt that HCPs should inform patients about how to report, and remind pa-


tients to do so each time a medicine is prescribed and dispensed. Other suggestions included: 


 Including adverse drug reaction (ADR) reporting instructions in the PL; it was not clear if pa-


tients and consumers were unaware that reporting information is already included or if they 


meant more detailed information should be provided. 


 NCAs/POs presenting on this topic at patient conferences. 


 Adding ADR reporting details to the outer carton of a medicine. 


 Using media campaigns to highlight not only how patients can report, but also why it is im-


portant that they do so, i.e. to flag that there is a different type of information provided by 


patients compared to HCPs, but that it is all useful. 


 Providing leaflets and posters to be displayed in locations such as doctors’ offices and phar-


macies. 


 Uploading videos showing how to fill out the ADR report forms on the NCA and PO websites. 


 Increasing the prominence of the ADR reporting section on the NCA website. 


 Utilising POs in raising awareness amongst patients. 


 Simplifying the ADR reporting process, a number of respondents commented that too much 


information is required and it is off-putting for patients. 


Do patients and consumers recognise the black triangle symbol and know what 
it means? 


In general, the groups felt that only the more informed patients were aware of the additional 


monitoring scheme and considered that more work was needed to enhance recognition and un-


derstanding of the symbol amongst patients. Some appeared to think the symbol appeared on 


the outer carton of the medicine. 
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What are patients’ and consumers’ views on the timing and availability of 
communications of information on safety reviews and the types of reviews most 
important to them? 


How do they want new safety information from such a review to be 
communicated? 


Most commented that they wished to be informed from the start of the review for transparency 


reasons and in case they may be able to contribute something to the review. One group com-


mented that enhanced transparency increases trust. One outlier response commented that in-


formation about safety reviews should only be provided at the end when there is certainty as to 


whether the safety issue is valid. Another group highlighted that, if possible, only patients to 


whom the safety review was relevant should be informed with particular targeting by regulatory 


authorities of POs in the medical area concerned to facilitate syndication of information. All types 


of safety reviews were considered important; some highlighted that telling patients about short-


ages of medicines was particularly important. 


The preferred source of new safety information was their HCP or an alert from the NCA or PO. 


NCA press releases, social media updates and general media updates were provided as possible 


means by which to communicate new safety information, but most agreed it depended on the 


nature and seriousness of the information. 


What are their views on how best to present quantification of risks for a 
medicine? (Sample graphs were provided within the document.) 


The answers to this question varied, and some commented that their discussion panel filling out 


the document also couldn’t agree. Some preferred the frequency text currently used, whereas 


others considered graphical presentation more helpful. Some commented that both should be 


provided in patient materials. There was no strong preference for any of the graph type examples 


provided, with almost all being chosen as the easiest to interpret by at least one respondent. Pie 


charts, risk ladders and statistical maps were other options mentioned as worth exploring. One 


group wondered whether a traffic light system could be used, whilst another suggested the fre-


quencies be compared to real life risks, such as of a car accident. 


Are patients and consumers familiar with the concept of educational materials 
as a way to help manage risks with a medicine? Do they know that these are 
reviewed by the national regulatory agency? 


For the most part, the groups who responded were not aware of educational materials or that 


NCAs have a role in their development/approval. Some commented that they did not want in-


dustry materials, but would prefer to receive these from POs or NCAs, or ideally to have the 


information explained to them by a HCP. 
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What types of tools are useful for patients and consumers as part of 
educational materials about a particular risk, in what format would patients like 
to receive these materials, and who would they like to receive the materials 
from? (Examples of educational materials were provided, these included a patient 
card, checklist and patient brochure.) 


Most groups commented that they were unaware of these materials, but felt those provided with 


the aide memoire seemed useful. The checklist format, in particular, received positive feedback 


as it was felt it would encourage more discussion with HCPs. One group commented that they 


would prefer if there was one resource addressing both the disease and all of the issues associ-


ated with the available medicines, rather than separate materials for each medicine. One group 


who were aware of educational materials commented that they can sometimes be even longer 


than the PL, which is not useful. A number of groups felt the materials should form part of the 


packaging, for ease of access, while others wanted to receive a hardcopy from the HCP so that 


it could be discussed there and then, with an electronic version also available. A Quick Response 


(QR) code on the packaging was considered useful by one group, who commented that the ma-


terials needed to be made available in a number of formats and presentations, as there was no 


one option which would suit all patients. 


All groups would prefer to receive educational materials from their HCP, with responses varying 


in terms of the patient accessing these themselves or receiving them from a PO. When respond-


ents ordered in terms of preference whom they would like to receive the educational materials 


from, they either listed pharmaceutical companies last or deleted them from the list. One group 


commented that when information was being developed by MAHs, the PO should have the op-


portunity to review and adapt. 


Any other comments? 


The following comments were amongst those included in this section: 


 NCA communications addressed to patients need to allow for differing age and education 


levels. They should be short, clear and focused, and include videos. 


 POs should play a greater role in raising awareness of a safety issue with a medicine. 


 Patients should not receive information from pharmaceutical companies. 


 It should be flagged to patients that they need only report the ADR information that is appli-


cable to them, i.e. make it clear that only a few sections on the ADR form are mandatory to 


complete. 


 It needs to be communicated that there are uncertainties with medicines, i.e. not just known 


benefits and risks. 
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3. Discussion 


Some of the organisations who provided a response represent large patient/consumer groups, 


whilst others are much smaller and relate to rare diseases. Two of the consumer organisations 


mentioned data from surveys (which they had previously carried out) to support their views on 


some of the questions (4832 people replied to one of these surveys). While the answers provided 


by the different organisations are broadly similar, the number of those contributing to these re-


sponse documents is unknown, and the number of organisations that responded is too low to 


allow recommendations to be made. In addition, the patients who engage with these organisa-


tions are likely to be more familiar with risk communication tools by virtue of their member-


ship/participation in these patient/consumer groups and, thus, may not be representative of the 


general patient population. The responses do provide useful information that allows some con-


clusions to be made; however, other areas could be further explored in the WP6 workshop, when 


there will be patients, HCPs and NCA representatives present. The responses may also provide 


some suggestions for further study in the area of risk communication with patients and consum-


ers. 


From the responses it is clear that HCPs remain the most trusted source of information about 


medicines. POs are also a valued source, although this will depend on the disease area and 


country. As reflected in the HCP study, patients may be unsure about the independence of infor-


mation provided by MAHs. NCAs did not feature strongly as a trusted source of information about 


medicines, with awareness of NCAs and their websites considered to be low. Considering the 


level of trust in their HCP, it is not all that surprising that face-to-face discussion between patients 


and their HCP is the preferred channel for accessing information about medicines. However, 


most of the groups highlighted the need to consider a range of options when making safety 


information available. 


While most organisations who responded did not have direct experience with educational mate-


rials, most provided positive comments, particularly regarding the checklist format. Again, it was 


widely considered that it would be helpful to make these types of materials available in a range 


of formats, including hardcopy and electronic versions, along with consideration of social media, 


apps, QR codes and use of videos. It was also highlighted that it may be helpful if patients could 


provide input into the development of such materials. Concern regarding the independence of 


information provided by MAHs was evident from the responses, which may be relevant for how 


patients view educational materials. 
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The majority of the groups considered knowledge of direct patient ADR reporting to be low 


amongst patients; it was commented that making patients aware of the importance of their re-


ports may improve this, in addition to letting them know how to report. Awareness of the addi-


tional monitoring scheme was also poor, with most respondents themselves not being aware of 


the meaning of the symbol or where it appears (i.e. on the leaflet rather than the outer carton). An 


awareness campaign was mentioned in this regard, in order to inform the patients/consumers 


and to promote the NCAs’ websites. These observations are noted and will be passed to the 


Work Package 4 Lead involved in the direct patient reporting topic. No consensus view emerged 


on the best presentational method for the quantification of the risks of a medicine, and it would 


appear that further research into this area is needed. 


The importance of transparency to patients was highlighted by the groups, with the majority 


agreeing that communication about a safety review should take place at the beginning; this was 


also considered to enhance trust. A number of the groups also suggested that safety information 


should be directed to those for whom it is most relevant, where possible. 


The interest of the consumer organisations that responded and aided in dissemination of the aide 


memoire is noted, along with initiatives mentioned by some, such as providing links on their 


website to the NCA website (ES) and inclusion of reporting information in their newsletters (PT). 


It may be useful for NCAs to develop links with these types of organisations where they exist in 


their country. 
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4. Conclusions 


4.1 Educational materials 
In addition to providing HCPs and patients with information about risks with a medicine, educa-


tional materials should function as tools to encourage discussion of safety information between 


the patient and the HCP, since it is HCPs that are the most trusted source of medicines infor-


mation and face-to-face discussion is the most preferred channel for accessing information. The 


content should be clear and concise.  


4.2 Safety review communications/transparency 
Transparency is important to patients and consumers, communication about a safety review at 


the very beginning was considered essential for transparency reasons and to enhance trust. 


Wanting real time safety information reflects the need for risk communication to be sustainable 


and, thus, the need to exploit digital media for safety messages that are likely to evolve over time. 


Given that the groups suggested that safety information should be directed to those for whom it 


is most relevant, where possible, it may be helpful for NCAs to develop links with EUPATI national 


platforms and POs where available, so that they can optimise the dissemination of safety infor-


mation to the relevant audience. Publication of educational materials on NCA websites would 


enhance transparency, allow immediate access to the most up-to-date version of the materials 


and may help to raise awareness of the NCA amongst patients. In addition, it would demonstrate 


that these materials are reviewed by NCAs (in many European Union countries), which may help 


allay concern regarding the independence of information provided by pharmaceutical compa-


nies. It is noted that some countries have already adopted this practice. 


4.3 Awareness of the regulatory system 
Measures are needed to enhance awareness of the regulatory system and how it works amongst 


patients and consumers. Links with patient and consumer organisations could be developed to 


help to raise awareness of the role of the NCA and ADR reporting information via these strong 


existing networks. More patient-accessible information could be produced with the input of these 


organisations, e.g. infographics to explain what happens when an ADR report is received, etc. 
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