Draft paper on pharmacovigilance

Introduction

While you are having your breakfast, you hear on the radio that a certain medicine against cholesterol or against insomnia or pain has been taken off the market, that there have been some deaths, that the health authorities are aware of but have not yet divulged any information … This is not very reassuring for the patient who takes this medicine, or for the professionals who prescribe or dispense it!

These crises worry patients and generate confusion in doctors and pharmacists. They do not allow anyone to fully understand what the actual risk is, or what should be done to prevent other crises. They are detrimental to everyone involved, from the patient suffering from side effects to the pharmaceutical firm concerned.

Patients often bring to our attention the difficulties linked to adverse side effects of medicine. These effects are too often characterized as “secondary” yet they do grave damage to patients’ quality of life, and seriously compromise their health. Adverse events discourage patients; they impair adherence and even in the longer term they are responsible for abandonment of treatment.

Pharmacovigilance

Pharmacovigilance encompasses surveillance of side effects after short-term and long-term use of medicines. Currently patients could report side effects only via health care professionals. During the first five years of a new drug being put on the market, pharmacovigilance is particularly important, as comparatively little is known about its safety profile until it has been exposed to a much wider range of people than is possible through clinical trials and over the longer term. Additionally, the surveillance of side effects becomes all the more important with the proposed new fast track procedure. 

Throughout Europe, the level of reporting of adverse reactions has been very low (as documented through a variety of studies and sources (e.g., Salutest, April 20018, The Lancet, December 20019, Consumentenbond, June 200210, UK National Audit Office, January 200311,). It has been estimated that only around 10-25 per cent of reactions experienced by patients are reported and has also been documented that these are usually the side effects that are already reasonably well known. 

We could argue that:

· when drugs go on the market, experience of them is very limited. In particular, the adverse events are poorly understood. After marketing authorization new adverse events, new toxicities and new drug interactions are constantly discovered;

· risk assessment has not been so far a priority for the development of medicines, clinical trials focus predominantly on efficacy, instead of comparing benefits and side effects relative to those of existing drugs; 

· post-marketing follow-up of risks has been mainly passive, patients and health professionals have not been not encouraged to report side effects;

· manufacturers and regulatory agencies seems to view information on risks as an umbrella to protect them against law suits, and not as a normal part of education on risk prevention;

· a tradition of secrecy in safety issues means that the bare minimum has been divulged to health professionals and patients;

· the industry barely carries out relevant so called phase IV trials, which would permit the evaluation of side effects and long term toxicity of treatments.  Moreover, certain companies persist in denying or minimizing the adverse events of their drugs. This denial greatly complicates the diagnosis of problems and the effective treatment of patients;

· the level of communication of the EMEA pharmacovigilance working group is inadequate, for example there is no public report of their monthly meeting. Internaly, ongoing discussions on when, how and to whom to communicate risks associated with medicines.

Finally, the drug surveillance system, all though it works reasonably well in some European countries, has its limits: notification of adverse events by doctors is not systematic; the analysis of data is sometimes delayed; surveillance instruments, passive and not proactive, are inadequate. Patients’ organisations are often compelled to plug the gaps. There is little awareness among the public about pharmacovigilance and adverse events.

Transparency of the management of drug safety issues in Europe must be ensured. Optimal risk management cannot be guaranteed unless access to information for patients, health professionals and citizens in general is improved. This will also mean fewer rumours, fewer doubts, less unjustified panic, and fewer lawsuits. 

How to improve pharmacovigilance?

A current regulatory initiative for a database on side effects reported in the European Union for all authorised medicinal products (Eudra-Vigilance) is ongoing. The level of accessibility of this database by health care professionals and more generally by the public is still under discussion. There is also ongoing discussion on pro-active surveillance systems and planning of pharmacovigilance at international level to streamline the recommendations.

Communication

Public information and education campaigns, through the EMEA and national agency websites, health centres and patient organisations, etc., on the importance of side effect reporting should be carried out and it should be a key part of training for health professionals. Also, contacts between local pharmacovigilance and patients organisations to get feedback are to be planned. Internally, the EMEA should define a communication policy and discuss on when and how to communicate in order to improve the correct use of medicines

Improve patient information leaflets

Patient information leaflets need to be designed to convey potential adverse reactions more clearly, so that the relative likelihood of these occurring is included and people know what to do if they do occur.

Introduce a symbol to indicate new medicines and increased surveillance

Patient information leaflets and packs should carry a symbol if a medicine has been on the market for less than five years or is under intensive surveillance for any other reason.

Make reporting from health professionals compulsory across the EU

Proposed measures to make side effect reporting by health professionals mandatory, rather than voluntary, under the current EU pharmaceuticals review should be supported.

Proactive pharmacovigilance

In organising an active follow up of adverse events after marketing, which would involve patients and carers as responsible players, possibly through well conducted prospective surveys for the medicines not yet widely known. The EMEA should also establish direct from consumer reporting, as a pilot project, looking at lessons that can be learned from national schemes, such as in Denmark and the Netherlands, and also from the Food and Drug Administration in the United States. Such a system could be set up through the introduction of a toll free number, a website for feedback or adding a reply form to the patient leaflet.  

Improve transparency

In providing better and more regular information, giving health professionals access to all information on the safety of medicines, so that they can speak frankly with their patients and make informed choices; by designing prioritised information leaflet for patients, to help them understand the most frequent and serious risks and how to avoid them. Therefore, the EMEA pharmacovigilance database should be available to health professionals, consumer and other organisations with a legitimate interest in human health and patients. Patients have the right to be informed about any potential side effect of a medicine on the market. Feedback to healthcare professionals is also important to ensure timely updating and improved circulation of information and will also demonstrate the value of the information that they submit on adverse reactions.  

Carry out additional longer-term research on specific medicines

Clearly define the level of information needed by demanding more thorough assessment of unexpected side effects during the development of medicines. In order to focus on the potential long-term effects of new medicines and to supplement spontaneous reporting from healthcare professionals, EMEA should carry out additional research that follows a selected group of patients using specific medicines. The aim of this research would be to identify potential adverse reactions and any other difficulties with use of the medicine over time. Consideration of issues related to gender differences and interactions with over the counter medicinal products, food and “recreational drugs” should also be better defined.
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