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Patients’ reporting of adverse reactions 

Introduction

Pressure to allow patients to report details of adverse reactions directly to the relevant authorities has developed following a number of cases where the response to users’ evidence of harm was slow and inadequate. Calls for allowing this direct reporting reflected the concern that pharmacovigilance systems based on reporting by professionals are failing to protect consumers from continued exposure to unsafe medicines. More broadly, there is dissatisfaction with the sometimes patronising attitude that the authorities have towards the public and with the exclusion of patients’ and consumers’ representatives from debates and decisions about medicines’ policy. Medicines agencies seem uncomfortable with dealing with ‘unscientific’ data from patients, deeming it less ‘useful’ and less easy to handle in comparison with that derived from professionals’ reports.

There has therefore been a dual motivation behind wanting to have direct reporting: firstly, that pharmacovigilance systems will be more effective if patients’ reports are included and, secondly, that allowing patients to report demonstrates a necessary attitudinal change towards showing greater respect to those experiencing illness and taking medicines.

Patients’ reporting has these two key and inter-linked functions: 
1. the collection of signals of the harm users may be suffering, to complement professionals’ reporting and prompt investigations into the safety of particular medicines; 
2. the collection of users’ experiences of taking medicines, forming a rich pool of information, while allowing users to express themselves and to connect to others who have had similar experiences.
But if these functions establish patients’ reporting as indispensable, it is in itself an insufficient solution to problems of pharmacovigilance. Developing patients’ reporting systems will need to go hand-in-hand with other remedies. This point is made clear in an April 2005 report of the UK Parliamentary Health Committee: if the problem is that “[t]he rate of adverse drug effects reported by healthcare professionals is inadequate, and when they are reported they are not always investigated or pursued with sufficient robustness”, the Committee’s recommendations include, but are not limited to, patients’ reporting:

· “the system of patient reporting to the Yellow Card Scheme be put in place country-wide as soon as possible; 

· steps be taken to improve rates of healthcare professional reporting of adverse drug reactions; 

· greater efforts be made to investigate signals of possible problems; and 

· that maximum transparency be combined with concerted efforts to explain the uncertainties of risk”
. 

As a consequence of calls from patients’ and consumers’ groups, a number of schemes have been piloted or initiated since the middle of 2003: those established by the Danish Medicines Agency, the Dutch government LAREB system, the Dutch Institute for the Proper Use of Medicine (DGV, Nederlands instituut voor verantwoord medicijngebruik) and the British Medicines and Healthcare products Regulatory Agency (MHRA)
. 
At the European level, campaigning to include patients’ reporting within the pharmaceuticals legislation passed in April 2004 was not successful, despite the best efforts of the European Consumers Union (Bureau Européen des Unions de Consommateurs, BEUC), who considered patients’ reporting an issue of comparable importance to the proposal to allow companies to provide ‘information’ directly to consumers
. In consequence, the European Medicines Agency (EMEA) is adopting a wait-and-see attitude: its policies will evolve on the basis of feedback from member states with existing systems – meaning those run by government agencies in Denmark, the Netherlands and the UK, as well as a pilot project being conducted in France. The Recommendations and Proposals for Action of the EMEA/CHMP Working Group with Patients’ Organizations is also important in that it positions patients’ organizations in a filter role, receiving information from patients and adapting it into formats which government authorities would find easier to digest:
i. “…In addition, patients may report to a patient organisation, or patient organisations may suspect a possible adverse reaction in a patient via their patient support work. Based on such patient reporting, patients organisations should be allowed to send in summarised reports to the NCAs [national competent authorities]. These reports should be based on direct patient reporting on ADRs to the patient organisations. In order to produce meaningful reports, the patients organisations should have in place a standardised mechanism and appropriate structure for producing meaningful reports to validate reports. In addition, patient organisations should be encouraged to send such reports in parallel to the relevant marketing authorisation holders. 
ii. First experience from patient reporting currently obtained in some Member States should be communicated to the EMEA/CHMP Working Group with Patients Organisations for consideration of further recommendations on patient reporting”
. 

Method
This document continues a process started with a seminar organised by Health Action International Europe on 26 May 2005 which brought together representatives of a range of interested groups: regulators / government agencies, consumer groups and professionals’ associations (see annex for list of participants). This document seeks to: 

· offer a critical assessment of existing systems, including by drawing comparisons between those run by government authorities and those run by NGOs; 

· identify ways of sharing good practice and of coordinating the use of data collected in different countries.
Five patients’ reporting systems are described:

Government authority-run systems 

· LAREB, Netherlands (www.lareb.nl)

· Yellowcard system, MHRA, UK (www.yellowcard.gov.uk)

· Danish Medicines Agency, DMA (www.laegemiddelstyrelsen.dk)

Consumer group-run systems

· DGV, Netherlands (www.meldpuntmedicijnen.nl)

· KILEN, Sweden (www.kilen.org)

Netherlands

The DGV-run system has been operating since May 2004. It is an electronic-only reporting system which, uniquely, offers those reporting – who may be users, carers or health professionals – the opportunity to submit information about a range of concerns related to medicines. Information can be provided about practical aspects of the medicine, such as its packaging, about the medicine’s availability and reimbursement issues, about whether the medicine is having its desired effect, as well as whether the user has experienced side-effects. There is a generic form and seven disease-specific forms
, developed in conjunction with patients’ organisations, which differ only in having a number of additional questions to the standard set.
The system is promoted to the public via patients’ and consumers’ organisations, through placing posters and cards in pharmacies and libraries, through commercials on local and regional radio stations and advertisements in local newspapers and the trade press for physicians and pharmacists.

The DGV system was set up in reaction to the perceived shortcomings of the official government pharmacovigilance system (LAREB), which has since 2003 received reports from patients, in addition to its existing professionals’ data capture. The LAREB system is designed to capture information only on side-effects and requires reporters to provide personal information. This last point does enable LAREB to respond to reporters to seek further information, but may put off those who wish to report anonymously.
In theory, the DGV and LAREB systems are linked: data on adverse reactions reported to the DGV are forwarded to LAREB. However, there are problems both of data compatibility and data quality – LAREB sets a higher standard of proof that a reported side-effect is related to a medicine – with the effect that LAREB can only accept approximately 25% of adverse reaction reports originating from the DGV system. The DGV are working on adjustments to the data entry form to enable LAREB to import data on side-effects directly to their database. 
Over 2,400 reports were submitted in the first ten months of the DGV scheme
, working out as an annual rate of around 3,000. The vast majority of reports relate to prescription-only medicines and are submitted by users. Key findings include:
· ‘Desired effect’ - 22% of reports, of which 60% indicate that the medicine is working well;
· Practical aspects – 16% – e.g. problems with opening packaging or administering medicine (which could lead to errors, wasted medication and impaired self-reliance);
· Availability / reimbursement – 13% – essentially complaints that the medication is not covered by the Dutch health insurance;
· Specifically in relation to reports on side-effects, which make up 49% of reports:
· 6% reported severe side effects;
· 30% of reported side effects are not mentioned in patient information leaflet;
· 43% of reports relate to five classes of medicines (anti-depressants, anti-psychotics, migraine medication, anti-epileptics, non-steroidal anti-inflammatory drugs);
· 27% discontinued or changed their medication;
· 7% discontinued their medication without consulting their physician or pharmacist;
· Presumably because the system receives forms only electronically, relatively few reports were submitted from the elderly, though this category uses most medication.
These results have been widely circulated: to the government, health professionals, academics and pharmaceutical companies. Each participating patients’ organisation received a report on the reports submitted by their members and/or about medication that is relevant to their patients.
In the two years of LAREB itself receiving patients reports, 276 and around 450 reports were received. In an article on the first year’s results, LAREB stressed some key findings: “[t]he reports from patients usually contained sufficient medical information and more frequently referred to serious adverse reactions than reports by health professionals. The reports from patients relatively often concerned psychotherapeutic agents, notably antidepressants”
.

United Kingdom
After a very limited pilot study in 2003, which produced fewer than 40 reports in one year, and in the wake of a 2004 review of the existing, professionals’ reporting-based system, the British Yellow Card scheme was extended to allow for direct patients reporting in January 2005. The MHRA had come under particular criticism for its slowness to respond to information from patients harmed by SSRI anti-depressants
.
Allowing for patients to complete an electronic form is “one of a number of patient reporting pilot projects [and part of] a process of designing systems to enable patients to report through the Yellow Card Scheme”
. Patients preferring to complete a paper form can either ask for one to be sent to them, or pick one up at some, but not all, GPs’ surgeries. Some patients’ groups do point their members and website visitors in the direction of the Yellow Card website, but promotion of the system can still be characterised as limited and ad hoc. Personal and contact details are needed – as for LAREB this is so that the respondent can be contacted for more information. Data is not forwarded to the respondent’s GP without their permission.

There are no results yet of the number and type of reports submitted by users. It is possible to access Drug Analysis Prints, data of reported adverse reactions for several hundred drugs, but these do not currently incorporate patients’ reports.  
Denmark

The Danish Medicines Agency set up a patients’ reporting system in July 2003, in part as a response to pressure organised by the Danish Consumers Council after its own research into the anti-obesity drug Letigen had shown a greater level of adverse reactions than reporting from professionals alone was indicating. As in the United Kingdom, efforts to promote to consumers the possibility to report are limited; a leaflet produced by the Agency is not widely available. Again like the United Kingdom, the form which patients can complete is an adaptation of that already used by professionals and employs medical terminology not immediately clear to a lay reporter.
The results from the first year of reporting by patients indicated a total of 149 reports, relating to 113 medical products and 405 adverse reactions. Consumer reports amounted to 7% of all reports submitted, a figure which has stayed steady in the second year of the system being in place. One-third of adverse reactions reported by consumers are not currently described on the relevant Summary of Product Characteristics (SPCs). It is not possible to search on the Medicines Agency site for results of adverse reactions for particular drugs, but this information is provided in response to written requests.
Data from users is treated in the same way as that of professionals: it is forwarded to the Market Authorisation Holder, to the World Health Organisation (Uppsala Monitoring Centre) and to the EMEA, in the case of the last only when ‘classified as serious’. The Agency feels that the experience of allowing patient reporting “has shown that they require more time and resources compared with reports from healthcare professionals. The main obstacles appear to be less precise descriptions of the medical history. Furthermore it is often difficult to classify the ADRs, because it is more complicated to find appropriate diagnoses in the international coding system”
. 

Sweden

KILEN has been receiving reports from patients since 1978. Although a range of promotional techniques are used (e.g. brochures, posters, press and radio adverts), limited resources mean that many patients remain unaware of the possibility of reporting. The authorities have long been hostile to the scheme, believing it to have the effect of scaring patients and leading them to stop taking their medicine.
The great wealth of data collected by KILEN demonstrates that patients report different things in different ways and sometimes in far greater volume than do professionals. For example, between 1984-1988, KILEN received 420 reports about Lorazepam, while in the period 1980-1988 professionals’ reports totalled 18. A comparison of 327 consumer reports and 437 physician reports for Setraline (Zoloft) showed that there are many side-effects reported in great number by consumers, but not at all by physicians (withdrawal reactions, electric shock feelings, dependence, suicidal ideation, apathy / lack of initiative).
KILEN is the only system where feedback is provided to those submitting reports.
Analysis

What conclusions can be drawn from the experiences of these five patients’ reporting systems? Certainly, patients report information that professionals do not and indicate adverse reactions not listed on SPCs. This alone justifies the assertion that “consumer reports and physician reports complement each other. Both systems are necessary for a better safety monitoring system”
. 
There are a number of gaps and complexities to the data being captured. Patient reporting schemes cannot be said to offer representative data of a population’s experience of taking medicines. The key category of the elderly is essentially excluded by schemes which only allow for electronic reporting. There is little connection with information provided by users to manufacturers, who have no obligation to report on data received from users unless it is felt to constitute “other important safety information”. Media coverage skews results towards certain high-profile medicines
. On the other hand, media coverage also shows that a little bit of publicity can go a long way to raising awareness of the possibility for patients to report. 
Closer analysis reveals differences in terms of how consumers’ groups position themselves in relation to the relevant government authorities and in terms of the whether the goal of patients’ reporting is collecting signals or collecting experiences. 
The relationship between consumers’ groups and government authorities

For government authorities, the goal of consumer reporting is to generate data to add to that of professionals and hence to increase the likelihood of signals of potential harm being picked up. LAREB believes this will work and is useful; the MHRA and the DMA seem to think that it is a lot of effort for little extra benefit. They allowed patients to report directly under pressure from politicians after various drug crises
.  In consequence, the British and Danish systems are essentially appendages to, and adaptations of, professionals’ reporting systems and are less ‘user-friendly’ than those specifically designed to receive patients’ reports
. 

The lack of enthusiasm of the MHRA and the DMA risks a vicious circle – patient reporting schemes are ill-suited to their audience, generate few reports and this lack of reports then appears to justify a lack of investment. The Danish Consumers Council is perturbed that it fought to get a system in place which few consumers use and fears that the 7-8% patients reporting rate will be used to question the value of patients’ reporting.

LAREB differs in being a medicines authority which itself chose to invest in patients’ reporting and which has redirected resources from other work to enable this to happen. The essentially cooperative relationship between LAREB and the DGV reflects LAREB’s genuine commitment to patients’ reporting. As a result, the DGV plays the filter role between users and governments that the EMEA has identified as its preferred way of dealing with patients’ reporting.
Sweden and Denmark offer different models of the relationship between, and roles of, consumer groups and government authorities. Relations between KILEN and the authorities have often been frosty, though there are recent signs of increased openness on the part of the government. However, KILEN anyway feels that a certain distance should be maintained: “[i]n countries with existing professional systems, the consumer reporting system should be on an arms’ length from the regulatory body – it should be a separate system”
. In contrast, the Danish Consumers Council believes that receiving and responding to patients’ reports is a government responsibility and is not inclined to follow the example of KILEN and the DGV and set up its own system.
Each different model suggests a different focus for the consumer group concerned:

Netherlands – two systems; government and consumer group cooperate and the data each gathers is synthesised. Though there are issues to resolve about data compatibility, the onus on the DGV is to capture more data, since it can be reasonably assumed that the government authority will listen.
Sweden – two systems; government and consumer group maintain a distance. The onus on KILEN is in the use of its data, to make sure it is listened to.

Denmark – one system; the role of the Danish Consumers Council is that of a watchdog, to monitor the promotion and delivery of the government system, “to make it more accepted that patients’ reports are valid and included in adverse reaction databases”
.
Collecting signals or collecting experiences?
Being predominantly concerned with signals, government authorities see much of the content of patients’ reports as imperfect and too expressive, despite their best efforts to limit responses to simple tick box / yes-no answers. Supposedly superfluous ‘noise’ is ignored and the information provided by the respondent reduced to a few clear-cut ‘facts’. LAREB does not include in its compilations of reports details given as ‘free text’, since this is not considered to offer information of use to regulators or practitioners. The DGV concurs that the aim is “to find information of use to the rest of society. If validated data is collected then this can be analysed from different points of view, resulting in new perspectives and hypotheses”
. The collection and sharing of experiences to assist the individual is not seen as the DGV’s primary role, rather they encourage patients’ organisations to facilitate this exchange.
In contrast, KILEN and Social Audit see the collection of experiences as at least as important, if not more so, than the generation of signals: “[t]he main usefulness of data may be in providing texture rather than intelligence… The real significance of ‘patient reporting’ perhaps should be measured not in terms of ‘signals’, but of messages – unique and sophisticated messages about the true nature and meaning of drug injury, how it relates to drug ‘efficacy’, and its impact on people’s lives, employment and relationships”

. 
One implication is to recast the definition of adverse reaction, to not limit it to the concept of the ‘seriousness’ of an event, but to add a sense of the impact of medicines on individuals’ lives
.  The role of patients’ reporting becomes that of situating the consumer at the centre of decisions about medicines’ policy by weight of their position as those most affected by those decisions. For Social Audit, “[p]ost-marketing surveillance systems have been revealed as inadequate, and even the best patient adverse reaction systems seem unlikely to change that. They may be seen as stepping stones to the future development of regulatory systems driven by democratic standards and human values”
.
Conclusions
The functions of collecting signals and collecting experiences are in no way exclusive. The mere fact of making regulators confront people’s experiences – to see the consequences of their decisions in authorising medicines – can prompt regulatory reviews and changes. Users can derive comfort from seeing themselves as adding to signals.
It is neither necessary nor useful to claim that either collecting signals or collecting experiences is more valuable. Both are important. Neither is it possible to identify an ideal model of patient reporting. Each system is ‘work in progress’. The goal is not to plot a path towards any ideal, but to facilitate exchange of good practice and of data, quantitative and qualitative. 
There are reasons to doubt the extent of the commitment of some national and European authorities to patients’ reporting. Governments may see patients’ reporting as a necessary political gesture, but little more than that. The EMEA’s language is non-committal, dealing with future possibilities and delegating responsibility to patients’ groups. But at the same time, this is a live issue. The systems are new and lessons derived from their use still being interpreted. The opportunity exists to shape how patients’ reporting continues to develop with the aim of making these systems meaningful. A culture of acceptance needs to be built among regulators about the value of patients’ reporting – and also among consumers about the possibility of reporting and having their experiences listened to. Progress in the field of patients’ reporting will in turn be a sign that regulators are properly focusing on health, not commercial imperatives, on realistic assessments of drug benefits versus harms, not faster access for drugs to the market, and on consumers as the centre of all regulatory decisions. 
Recommendations 
1. Promoting patients’ reporting to consumers

· Those running patients’ reporting systems should provide an assessment of which techniques to promote their systems have been most effective, with particular attention to mechanisms for encouraging reporting by the elderly;
2. Connecting to pharmaceutical company adverse reaction data
· The Danish Consumers Council should provide updates on the working group between the DMA, patients’ organisations and industry of which it is a member; others should circulate the outcomes of any engagement with industry;
3. Data analysis and compatibility

· Certain core quantitative data should be pooled across different countries and future systems designed with such compatibility in mind;
· Patients’ organisations should be encouraged to take on responsibility for analysing qualitative data and should invest in systems for responding to those making reports. Europe-wide patients’ organisations should facilitate exchange among their national member organisations.
4. Communicating with countries with no system of consumer reporting 

· HAI Europe will coordinate outreach to groups in countries not covered in this report with a request to indicate:

· what existing or planned systems of patient reporting there are in their country;
· the extent of enthusiasm and capacity that they have for being involved in work on patients’ reporting.
5. Communicating with national and European authorities
· Partner organisations should be encouraged to use this document to lobby their governments, demonstrating the value of patients’ reporting systems and pressing for such a system to be developed and tested in their country;
· In countries where there are no interested or engaged consumers’ / patients’ groups, HAI Europe will take on the task of engaging with key government authorities.
· The EMEA should arrange a meeting with all stakeholders about patients’ reporting;
· Communication with national and European authorities should stress the principle of public access to pharmacovigilance data, whether from patients or from professionals.
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� ‘The Influence of the Pharmaceutical Industry’, House of Commons Health Committee, Fourth Report of Session 2004-5, paragraph 370


� Exceptionally, the Swedish Consumers Institute for Medicines and Health (KILEN, Konsumentinstitutet lakemedel och halsa) has been receiving reports from patients for more than twenty years. KILEN organised a major conference on the issue in 2000, which resulted in the adoption of a consensus document, Consumer Reports On Medicines - Policy and Practice; see www.kilen.org/indexe.htm


� “BEUC strongly supports the amendment to establish a system through which patients would be able to report adverse side effects directly, not only to their doctor or pharmacist, but also to the competent health or medicines authority….The actual experience of patients is the first and essential step to a more effective monitoring system that facilitates swift action where necessary and better information sharing. Direct reporting of side effects would allow patients and doctors to make better choices." More power to the patients, BEUC press statement, 15 December 2003. The comparison with direct-to-consumer advertising was made by BEUC’s then Health and Environment Officer, Charlotte de Roo, in a meeting with HAI in August 2004.


� Final Recommendations in the Area of Pharmacovigilance, EMEA/CHMP Working Group with Patients Organisations, 17 March 2005 


� These are for headache / migraine, chronic bowel disorders, depression, epilepsy, schizophrenia, rheumatic diseases, asthma / COPD  and for concerns relating to vaccines


� The results (in Dutch, with English summary) can be accessed at: http://www.meldpuntmedicijnen.nl/mm/mm/pages/frontpageread/bgidfjca?id=0x6d6d3a33373840636f6d2e7669616465736b2e776562736974652e50616765


� Meldingen van bijwerkingen rechtstreeks door patiënten: gunstige ervaringen van het eerste jaar, Ned Tijdschr Geneeskd 2005 5 maart; 149(10),  A.C.van Grootheest, J.L.M.Passier en E.P.van Puijenbroek


� The timing of the launch of the patients’ reporting system in the UK – 17 January, two weeks before the responsible minister, Lord Warner, gave evidence to the Parliamentary Health Committee inquiry – suggests that being seen to be listening to patients may be a more important factor in setting up the system than any shift in attitudes and priorities.


� see: http://www.yellowcard.gov.uk/patientinfo.html#report


� One year with ADR consumer reports, Danish Medicines Agency, 17 October 2004 (English version 17 December 2004)


� Lena Westin, KILEN, in presentation to HAI Europe seminar, 26 May 2005


� “The relatively large number of consumer reports on isotretinoin - used against severe acne - is connected with the fact that risk of severe psychiatric ADRs related to Roaccutan® was in great focus in the spring of 2003. The Danish Consumer Council encouraged patients to report ADRs associated with isotretinoin. The media also covered this campaign The reporting frequency on SSRIs (e.g. Cipramil® - used against depression) and Vioxx® - used against arthritis - could be related to media coverage”; One year with ADR consumer reports, Danish Medicines Agency, 17 October 2004 (English version 17 December 2004).


� Nevertheless, Denmark is the only country where the right for patients to report is enshrined in law, as per the Act on Patient Safety in the Danish Health Care System, 10 June 2003; English text at: http://www.patientsikkerhed.dk/admin/media/pdf/133907d0940e4d5f751852ec8f6b1795.pdf


� In the United Kingdom, nurses are given an hour’s training on how to complete a Yellow Card, yet consumers are expected to fill it in by themselves with little in the way of an explanatory guide.


� Lena Westin, KILEN, in presentation to HAI Europe seminar, 26 May 2005


� Margrethe Nielsen, Danish Consumers Council, in presentation to HAI Europe seminar, 26 May 2005


� Martine van Eijk, DGV, in discussion at HAI Europe seminar, 26 May 2005


� Charles Medawar, Social Audit, in presentation to HAI Europe seminar, 26 May 2005


� An important example here is that of the Directory of Personal Experiences of Health and Illness (� HYPERLINK "http://www.dipex.org" ��www.dipex.org�), which collates testimonies of individuals’ experiences, as well as offering the opportunity for people to communicate through an online forum.


� An example might be the loss of libido associated with some anti-depressants. This does not accord with the WHO definition of a serious adverse event – “any untoward medical occurrence that at any dose results in death; requires inpatient hospitalisation or prolongation of existing hospitalisation; results in persistent or significant disability/incapacity; or is life-threatening” – but can be devastating for the individual concerned; see http://www.who-umc.org/index2.html


� Charles Medawar, Social Audit, in presentation to HAI Europe seminar, 26 May 2005
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