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Why is it necessary to allow enough time for medicines agencies to evaluate new medicines ?

	The marketing application submitted by the manufacturer for a medicine includes data on the pharmaceutical quality of the medicine, and on efficacy and safety.

The firm requesting a marketing authorisation carefully selects these data. Obviously, the firm wants to show this product in its best light. Very often, the clinical trials have been designed merely to show that the medicine is just as effective as the existing treatments, as the current regulation does not demand that a new medicine be superior to available options.

The pressure on experts from regulators is very important considering the financial stakes. The experts who examine the data should therefore have critical appraisal skills in order to detect possible biases the firm could have introduced, and to come to an independent decision. Theoretically, they should be able to examine data not provided by the company, or at least data available in the scientific literature, in the agencies of other countries, in independent evaluation organisations and pharmacovigilance bodies.

The recent celecoxib (CELEBREX°) affair is a case in point. In order to present this product as having fewer serious effects on the gastrointestinal system than its competitors and to obtain a corresponding modification of the marketing authorisation, the company managed to publish in a well-known journal (JAMA) a paper overstating the results of a trial. A rigorous investigation of all trial results carried out by the American Drug Agency (FDA) showed that the version published had distorted the trial protocol, misconstrued the results by focusing on the most favourable period of the trial and omitting the final results. Eventually the modification to the marketing authorisation was not granted but this decision took time and expertise.

Such in-depth literature search and comparative appraisal of all data is far from being achieved in the present time limit of 210 days allowed for the decision to grant marketing authorisation. Experts actually have at best two months within this time limit, and the agencies do not usually provide them with any other data than what has been selected by manufacturers.

Once evaluation of data has been carried out, the experts hand in their reports, which form the basis of the opinion given by the Committee responsible for recommending the use of the medicine. Limitations to usage, contraindications for some categories of patients (the elderly, people with liver, kidney or heart problems) are some of the difficult issues this Committee has to deal with. They show that time and thoroughness are vital elements in the decision making process, above all with this scarcity of data.

Insufficient time allotted to experts leads to risky decisions being taken. For medicines to be rationally and safely used, marketing authorisations should be granted only after all the available data have been reviewed. Only in exceptional circumstances where patients suffer life-threatening and intractable conditions should the authorisation process be accelerated.

This is why Medicines in Europe Forum made amendments to the proposed Directive and Regulation, that aim to reinforce the evaluation process leading to marketing authorisations and to allow experts the necessary time to carry out independent and trustworthy evaluations.
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Why is it necessary to regularly re-evaluate the benefits and risks of medicines ?

	When a medicine is marketed for the first time, its effects have been studied on a hundred or at best several thousand patients, but sometimes only a few dozen or so. Studies to determine the optimum dose are carried out on even fewer patients. Efficacy has usually been tested on adults of average age, well selected and without any particular risk. Trials have been carried out according to a very strict protocol, in conditions very different to those encountered in the daily life of patients. Information on side effects is patchy, owing to the small number of those treated and the short time of use. Interactions with other medicines have only been studied in a few dozen subjects.

Following marketing approval, tens or hundreds of thousands of patients will use the medicine, maybe more. The patients are going to take the medicine in different conditions than those used during the development: along with other medicines, foods, alcohol, and perhaps with more or less regularity. The elderly and people at risk due to associated illnesses may show unexpected side effects. Some patients may take higher doses; drug abuse can occur. Others may take a dose too small or irregularly because they do not feel the intended effect or because the medicine is difficult to take. For others, smaller doses may prove sufficient. Side effects whether mild or serious may appear. 

In the mean time, other medicines could prove to be more effective, or equally effective but safer, more convenient, or starting to act more quickly. Information on the epidemiology of the targeted illness may challenge the use of the medicine in some situations. Publication of reports can prompt a re-appraisal of the benefit and risk that can tilt the balance in favour of or away from use of the medicine.

For example, since the 1960’s, spironolactone had been mainly used as a diuretic for short-term symptomatic treatment. In 1999, a trial showed a substantial reduction in mortality of people with cardiac failure, which led to extend the use of spironolactone in favour of selected patients.

Conversely, it turned out that cisapride, a symptomatic treatment for nausea and gastro-oesophageal reflux, could cause fatal cardiac arrhythmia while omeprazole was more effective.

It is neither scientifically nor ethically acceptable to allow emerging information about medicines to fall by the wayside. To let a medicine on the market without regularly re-assessing the balance between its benefits and side effects as compared with other available treatments, can be detrimental to some patients.

Medicines in Europe Forum demands a regular, thorough and well-conducted re-evaluation of medicines, as well as corresponding updates on information for health professionals and patients. It would not be responsible and ethical to grant marketing authorisations indefinitely.
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WHY SHOULD ACCESS TO INDEPENDENT INFORMATION ON THE RISKS OF MEDICINES BE GUARANTEED ?

	While you are having your breakfast, you hear on the radio that a certain medicine (name not given) 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.

To avoid these crises should be a primary objective. Why isn't it the case?

Among the identifiable causes, we note that:

Risk assessment is not 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 is mainly passive, patients and health professionals are not encouraged to report side effects;

Manufacturers and regulatory agencies 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 is divulged to health professionals and patients, that their strong involvement is not really welcome, on the pretext that they lack abilities or are going to be disturbed;

The stock market repercussions of communication of risk are taken into account sometimes before the general interest.

Improvement could be achieved:

By demanding more thorough assessment of unexpected side effects during the development of medicines;

By organising an active follow up of side effects after marketing, which would involve patients and carers as responsible players, possibly through well conducted prospective surveys for the medicines not yet widely known;

By 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.

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. 

This is the meaning of Medicines in Europe Forum's amendments to the proposed European Directive and Regulation.
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Why use the INN (International Nonprorietary Name) rather than the brand name of a medicine ?


The INN or International Nonproprietary Name refers to the active ingredient of a pharmaceutical preparation. This name is common throughout the world, whereas the brand name (or commercial name) is often different in order to be more acceptable and widely sold in such and such a cultural context.

To create a universal language, to avoid mistakes and to make life easier for those patients who travel, the World Health Organisation (WHO) set up the system of INN in the 1950’s.
The use of the INN by the doctor, pharmacist and patient allows each one of them to fully understand the contents of the medication that is prescribed, dispensed and used. This clarification means that the patient is less likely to take a double dose (or more) by mistake, for example, by taking the same substance under two different brand names, either as self medication, or through a prescription from another doctor. Indeed, severe overdoses have been reported, for example with medicines for hypertension such as diltiazem or verapamil. For those patients allergic to a particular medicine, the use of the INN helps them to avoid taking this medicine under a different brand name (without knowing) and therefore avoids the risk of a serious problem. Amoxicillin, a penicillin-based antibiotic, is commonly available under several brand names that are a cause for confusion.

By using the INN you can make savings when you organise your medicine cabinet. Not only can you compare the prices of medicines with their generic equivalents, but also avoid buying several medicines that contain the same substance.

For those curious enough, the INN is full of information. It contains a prefix and/or a suffix indicating the therapeutic family of the substance. Thus, people can better understand the kind of medicine used, what it is used for, when and why to take it or why not to take it.

For Medicines in Europe Forum, the INN is a common language, clear and independent of commercial branding. The European legislation should make it compulsory for the packaging and all documents relating to medicines, including advertising aimed at health professionals, to mention INNs in a legible manner. This is why Medicine in Europe Forum has made several amendments on this subject, to be included in the proposed European Directive and Regulation for medicines.
	Why can the centralised procedure for marketing authorisations be extended without negative consequence for national medicines agencies ?

	
The European granting of marketing authorisations by a sole centralised procedure would allow for a better harmonisation of evaluation, greater transparency of decisions (conforming to the EU Regulation 1049/2001) and therefore greater confidence of the public in medicines thus licensed by the European Agency for the Evaluation of Medicines (EMEA). A unique and transparent European agency, provided it is well staffed and efficient, would challenge the American FDA and strengthen the image of medicines approved in Europe.

True, the non-harmonised and opaque procedure so called “by mutual recognition” cannot be removed rapidly, but a progressive removal over 5 years can be planned. It will necessitate an increase in public funds for the European agency but will not put the small and medium pharmaceutical companies in danger nor the national medicines agencies. 

Indeed, all marketing applications do not require the same evaluation work. Applications for generics do not require new evaluation on humans, but at the most bio-equivalence studies. Applications for herbal medicines do not involve further clinical evaluation if the plant features on a list of plants authorised for traditional use and offering safety guarantees. The same goes for homeopathic medicines. And the requirements are also simplified for new presentations/formulations of medicines existing already.

As a result, drug companies could pay smaller fees for a centralised authorisation depending on regulatory work, so as not to cause prejudice to small and medium size companies. 

The national agencies currently involved in the mutual recognition procedure would keep on working for exclusively national licensing. They could devote more of their means to the setting up of active pharmacovigilance, to a more systematic monitoring of numerous infractions to regulations on pharmaceutical advertising, to more frequent inspections of pharmaceutical facilities and supervision of clinical trials underway in the country. Finally, a number of executives could be offered positions with the European Agency.

If the Bayer product cerivastatin had been granted marketing approval by a truly transparent centralised procedure done at the European agency, and if national agencies had been in a position to better monitor emerging side effects and control strictly the media hype that led rapidly to a massive uptake of this poorly known statin, then a serious crisis might have been avoided. 

Medicines in Europe Forum is for a rigorous and transparent centralised evaluation of all medicines released on the EU market, together with improved surveillance of drug utilisation at the member state level. Much work needs to be done within the European agency as well as in national agencies if that parallel objective is to be achieved. That is why Medicines in Europe Forum has put down a series of amendments on this subject to the proposed European Directive and Regulation for medicines.



	Why can’t pharmaceutical firms convey any other information than promotional stuff ?

	To answer to health problems or prevent them, everyone needs information about their body, their physiology, the origin of illnesses, medicines etc.

To take care of one’s health it is not always best to resort to taking medicine. Prevention, hygiene, surgery, physiotherapy, psychotherapy or other non-drug options are sometimes the best bet. And when taking a medicine is the answer, one must be able to choose the best preparation adapted to the condition, which means the most effective and convenient, the least risky, and the cheapest.

To choose this best option, comparative information is needed, including all the available data, without the information being hidden or distorted. Only an independent source can provide such information. Pharmaceutical companies or health product manufacturers cannot be requested to provide, in the end, anything other than information favourable to their products.

One example, among others:

The majority of diabetics don’t need insulin but need first to lose weight and in the event of failure, and only then, oral hypoglycaemic medicines. Among these medicines, only a few have been shown to reduce morbidity and mortality in clinical trials. Only those medicines should be used.

Yet many pharmaceutical companies continue to sell hypoglycaemic drugs that are not as well evaluated as others. The trend for pharmaceutical companies is to try to sell as much of their product as possible and therefore to downplay the limitations of the medicine and to exaggerate qualities.
Not surprisingly the pharmaceutical industry seeks to maximise profits in the shortest time. Promotion of medicines is a key element in the process. But let’s not ask them to provide rigorous comparative information: that is not their objective.

That is why Medicines in Europe Forum requires in its proposed amendments, that drug advertising not be confused with the legitimate and rigorous information for patients and health professionals provided by independent sources. 



	WHY IS REAL THERAPEUTIC INNOVATION SO RARE ?



	Contrary to what advertisements by pharmaceutical companies would have us believe, “innovation” does not always mean therapeutic advance, far from it! According to the National Institute for Health Care Management, for example, the figures provided by the US Food and Drug Administration reveal that only 15% of new medicines are truly innovative. Most new products are mere copies or almost copies of those that already exist and don’t really fulfil the needs of patients. 

Why is real innovation so rare?

In the pharmaceutical sector as in other industrial sectors, the search for maximum short-term profit and the satisfaction of shareholders have become the main objectives over the last twenty years. According to “The Economist” of 13 July 2002, mentioning the American stockbrokers Lehman Brothers, many medicines are not developed, not because they are not of therapeutic importance, but because their projected annual sales would be less than 1 billion dollars. This being the threshold above which medicines are considered blockbusters.

To achieve a two-digit (more than 10%) increase in profits, which is demanded today by investors, the pharmaceutical firms do all they can to prolong data protection, shorten the time to registration and lift the ban on advertising of prescription drugs. When a firm has put a real and profitable innovation on the market, many firms then look for a drug of the same “family” to have their share of the niche. These drugs, the “me-toos”, generally do not provide further benefit and inflate the figure of the 85% of drugs which are not innovations.

Contrary to what would seem common sense, no pharmaceutical legislation and no medicines agency in the world requests that a new medicine be more effective or safer than those that already exist. Therefore "new drugs" are granted a licence without evidence of any therapeutic advance.

Innovation corresponding to real needs must be much more encouraged, which entails that the pharmaceutical policy should not be hostage to business priorities. The European legislation must ensure that innovation satisfies public health needs and is assessed through independent and well-conducted comparative methods. 

This is why Medicines in Europe Forum has put down a series of amendments to the proposed European Directive and Regulation for new medicines to be compared with existing options.




	Why must there be a European regulatory framework to guarantee “compassionate use” of medicines in terminally ill patients ?

	We call “terminal illness” the situation where patients suffer from serious illness for which there is no possibility of treatment. This could mean that the medicines available to a seriously ill patient are not effective, that the patient cannot follow a course of treatment because of serious adverse effects or patients who have an illness, for which no treatment is available.

For these people whose life is threatened in the short term by a lack of treatment, the only hope is to have access, as soon as possible, to new medicines being developed or close to being authorised whenever they are sufficiently promising. This is justification for resorting to compassionate use.  

The early use of these medicines is not without risk: undesirable effects are not completely known and their frequency is poorly evaluated. But for terminally ill patients, more so than for others, it is the balance between potential benefits and the risks of the treatment that must be taken into account, not just the isolated risks.

In France, the medical products agency has shown that compassionate use of new anti HIV drugs, (delivered through Temporary Authorised Use or ATU) has saved lives before being granted marketing authorisation.

But the European regulatory framework on this subject is at the moment insufficient: the compassionate use of some medicines to combat situations of terminal illness is often restrictive and tardy. Let us take for example the T-20, a medicine developed by the firm Roche representing some hope for those terminally ill with AIDS. In spite of the great need, Roche chose to allow compassionate use at a very late date and then limited its use to only 450 patients throughout the world, when thousands more still need the medicine as a matter of urgency. Those patients unable to enter into the clinical trials are still waiting for this medicine even though no medical reason has been given to justify the restriction of access to T-20.

At the moment, compassionate use programmes depend solely on the good will of pharmaceutical companies. Health authorities have not taken the necessary steps to get drug companies to facilitate access of medicines that could be the answer to public health emergencies.

The proposed mechanism for compassionate access, as described in Article 73 of the European Regulation, does not provide for constraint or incentive towards the firms. Therefore it will not allow a better response to the needs of the patients who do not have access to medicines, until these firms find it to their own interest.

That is why Medicines in Europe Forum has proposed an amendment to the proposed Regulation aiming to strengthen the framework of compassionate use through incentive, constraints and recommendations that will allow exceptional access to new medicines sufficiently early and commensurate to the needs of those patients who are terminally ill.


	Why should the length of data protection for medicines not be extended ?

	The industrialised countries have gradually implemented a patent system with exclusive rights of exploitation so as to encourage private research, and allow the inventor to secure a return on investments. These exclusive rights giving in practice an almost total freedom of pricing, the length of actual protection is a key element in the balance between industrial interest and that of the public.

Under pressure from pharmaceutical firms, other types of exclusive marketing rights have been introduced, such as Supplementary Protection Certificates, and data protection that prevents the use of data in the simplified marketing applications for generics.
In some countries outside the EU an exemption called “Bolar” provision allows a marketing application to be filed before the end of the patent period so that the marketing of the generic can begin immediately after the expiry of the patent. 

The proposed Directive provides for a new harmonised 10-year period of data exclusivity, with an additional 1 year when the manufacturer provides a new clinical use. Yet half the member states only apply data exclusivity for 6 years.

This proposal would therefore delay access to lower priced generics for half the member states where the exclusivity period would go from 6 to 10 years or even 11.

Exclusivity offered in Europe by Supplementary Protection Certificates is already one of the longest in the world, up to 15 years as opposed to 14 years in the USA. Lengthening data protection in Europe is bad drafting. It will be costly to patients and insurance systems. According to the manufacturers of generic medicines, the cost to bear by the public for 1-year extension of data exclusivity will be up to 543 million Euro for the UK, 495 million Euro for Germany and 274 million Euro for France.
The Commission is planning that the patent duration being lengthened by 6-12 months whenever a manufacturer carried out a clinical trial in children. 


Medicines in Europe Forum believes that the strengthening of patent protection over the past 12 years, together with the proposed prolongation of data exclusivity would jeopardise health budgets and mutual health insurance systems.

That is why Medicines in Europe Forum has put down a series of amendments to the proposed Directive and Regulation for medicines.




	Why is it important to have access to documents of the European Medicines Evaluation Agency (EMEA) ?

	A medicine is nothing without the minimum scientific and regulatory information allowing one to get to know the clinical usage and dosage, as well as contraindications. To obtain marketing authorisation for a medicine, pharmaceutical firms must provide data allowing for the benefits and limitations of the medicine to be defined. The medicines agencies therefore have at their disposal, lots of information, some of which is vital for health professionals and patients, to use the medicine to its best effect. A minimum of transparency of the functioning of agencies is also necessary so that the public and health professionals can understand and assess the rationale behind their decisions.

In practice, most of the medicines agencies in Europe, including the EMEA tend to be secretive rather than transparent.

Currently, only medicines authorised via the centralised procedure, a minority of medicines licensed in Europe, are described in evaluation reports that are made available to the public after being supervised and expurgated. Unfortunately, the quality of these reports is mediocre and varies widely, which means it is difficult to make good use of the information.

The EMEA gives hardly any access to data on the side effects that are reported to the agency. In addition, no (or very little) information is made available for medicines that are approved through the mutual recognition procedure, also called decentralised.

The information on medicines published in Europe is therefore the very small tip of the documentary iceberg. Without access to this “iceberg”, health professionals and users lack crucial information on the benefits or disadvantages of the medicine compared to others. They are also deprived of a great deal of scientific work carried out by the experts.

In such a very sensitive domain, transparency in the working of institutions is the only way to gain the confidence of health professionals and patients with a view to involving them in the correct use of medicines. Secrecy brings with it suspicion and distrust. It hinders the participation to public health actions.

Now the Charter of Fundamental Rights of the EU citizen, together with Regulation 1049/2001 of December 2001 on public access to documents of the Commission and its agencies, provide for the setting up of registers of “public documents”.

Medicines in Europe Forum believe transparency is a prerequisite for a responsible and ambitious European medicines policy. The EU regulation must stress the need for access to complete, clear and correct information, to study protocols and results, not only from the European medicines agency but also from pharmaceutical firms.

This is why Medicines in Europe Forum has put down a series of amendments to the European Directive and Regulation for medicines. 




	Why is it necessary to switch the European Medicines Evaluation Agency (EMEA) to the Directorate General of the European Commission responsible for health and consumer protection ?

	The European Medicines Evaluation Agency (EMEA) was created by a European Regulation in 1993, and has been in force since 1995. The EMEA’s role is to co-ordinate scientific resources provided by Member States, with a view to the evaluation and surveillance of medicines. It comprises consultative bodies, mainly the Committee for Proprietary Medicinal Products (CPMP) and working groups made up of experts. The European Commission grants centralised marketing authorisations for the European market taking into account the opinions of the CPMP.

Perhaps because the European Commission did not include the Health and Consumer Protection Directorate-General (SANCO) in 1993, the EMEA became attached to what is known today as the Enterprise Directorate-General. This attachment seems now illogical and risky: is responsible for maintaining and boosting industrial enterprises, not monitoring health and consumer protection, which is the role carried out by SANCO. From the Enterprise Directorate-General's point of view, the role of the EMEA is to favour easy and rapid marketing of new medicines, so as not to hinder medicines development and competitiveness of EU pharmaceutical firms. This vision relegates public health concerns to a position of secondary importance.

A member of the CPMP publicly deplored the attachment of the EMEA to the Enterprise Directorate-General, noting, “If the concerns for public health were paramount, the approval of new medicines by the EMEA would depend on their benefit to patients and would only be approved for precise clinical uses and after thorough evaluation”. Other CPMP experts joined him in demanding that the EMEA be attached to the Health and Consumer Protection Directorate-General.

Medicines are not like other industrial products. The EMEA should not be attached to the Enterprise Directorate-General since there is a directorate for public health within the Health and Consumer Protection Directorate-General.
That is why Medicine in Europe Forum has put down a series of amendments to the proposed European Directive and Regulation on medicines.
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