MEDICINES IN EUROPE FORUM

7 April 2003

NEW PUBLIC ALERT

EUROPEAN DIRECTIVE ON MEDICINES: WE MUST REMAIN VIGILANT!

On 2-3 June 2003 the European Council of Health Ministers will give an opinion on the Directive and Regulation that will form the legal framework for human medicines throughout the European Union in years to come. The wording of these texts will have enormous implications for patients, health professionals, and health insurance systems (social security and mutual insurance).

The Council has examined the amendments to the drafts that were voted by the European Parliament at the first reading on 23 October 2002 (1). It is currently examining the responses of Enterprise Directorate-General of the European Commission to these amendments. The Commission prepared the initial draft texts and is actively seeking to influence the final documents.
The Commission's responses to the proposed amendments to the draft Regulation were drafted rapidly, as they were made public on 10 December 2002 (2). The Medicines in Europe Forum analysed these responses and informed the Council of Ministers of its concerns in a public alert dated 20 February 2003 (3). 
The Commission has taken far longer to release its responses to the proposed amendments to the draft Directive. They have been submitted to the Council of Ministers (4) but had still not been rendered public on 7 April 2003.

We therefore have less than two months to examine the Commission's opinion and to offer our own views; this is very short, given that the Commission is challenging some principles of public health that were endorsed by the European Parliament.
The Commission has reached a favourable opinion on several important measures, such as non acceptance of data from clinical trials conducted in developing countries unless the local population is likely to derive a direct benefit; re-evaluation of marketing authorisation after five years (this is crucial, given the limitations of the initial marketing procedure); unannounced inspection of company premises; validation of patient information leaflets by groups of potential users; the principle that companies must guarantee uninterrupted supplies of their drugs; and advance announcement of marketing withdrawals, etc. 

But the Commission is intending to reject key measures essential to maintain quality of care. As usual, the Commission's main concern seems to be the interests of drug companies.

The Medicines in Europe Forum has therefore decided to issue this second public alert.
* European medicines policy: state the priorities of medicines agencies and provide them with the necessary means

The Commission once again confirms its pro-industry stance by rejecting the first amendment voted by European parlementarians stating that "drugs are not just another consumer product". It considers that this statement is unnecessary and irrelevant to the purposes of the Directive. Yet this recital was simply intended as a baseline, to counter excessive support for purely industrial interests.
Recital 1 (new amendment 1) must be upheld, as a sign that European citizens' best interests are taken into account in the Directive.
The Commission opposes several key amendments concerning the implementation of European medicines policy. It rejects the notion that national medicines authorities be obliged to respect principles of independence and transparency (such as obligatory declaration of conflicts of interest by all high-level administrators and experts), on the grounds that this is a matter for the individual national authorities. However, the Forum considers that the Directive should set the example the key issues of independence and transparency, and that each member state should adopt the underlying principles within their own regulatory framework.
Article 1 point 68a (amendment 129) must be upheld.
As regards relationships between national agencies and the European Medicines Evaluation Agency, one amendment requires that the European Committee for Proprietary Medicinal Products (CPMP) be systematically informed when member states' opinions diverge on marketing authorisation, or market suspension or withdrawal of drugs authorised through the mutual recognition procedure (amendments 64 and 65, article 1 point 24). The Commission rejects this obligation that, in its opinion, would overload the European agency. But the Forum does not see this as a valid argument: all medicines agencies, both national and European, must be provided with the means required to fulfil their tasks if a harmonised European medicines policy is to become a reality.
Article 1 point 24 (amendments 64 and 65) must be upheld.

* Drug evaluation: towards trustworthy drugs
The Commission rejects the amendment that stipulates that marketing applications should include data from at least one clinical trial comparing the new drug with another drug used in the same indication. According to the Commission, there is no need to compare drug efficacy at this stage: any such comparison should only be made when decisions on pricing and refunding are made. Once again, Enterprise Directorate-General is clearly acting in favour of the drugs industry, seeking to facilitate their regulatory obligations. The Forum asks how individual member states could possibly conduct the comparative clinical trials of all newly authorised drugs in order to determine their added therapeutic value. Social security and mutual insurance systems need comparative data, and so do health professionals and patients: they all seek to use the safest and most effective drugs available.
Amendment 29, article 1 point 6 must be upheld.
On another amendment, the Commission states peremptorily that the aim of determining risk-benefit ratios is not to compare one drug with another (amendment 126, article 1 point 66). Further, it opposes any comparative assessment on the grounds that current texts do not require such evaluation. But the objective of all new Directives is to reorient European policy in a given area. Member states increasingly need comparative data on which to base treatment choices. European parliamentarians underlined this by adding the word "comparative" to amendment 86 article 1 point 21, which relates to the five-year re-evaluation. And this latter amendment has not been challenged by the Commission.
Amendment 126, article 1 point 66 must be upheld. 
The Commission also rejects the notion that long-term clinical trials be obligatory for drugs designed for long-term use. Amendment 176, article 1 point 6b offers greater guarantees for patients with chronic health problems.
Amendment 176, article 1 point 6b must be upheld.
The Forum once again draws health ministers' attention to a point, mentioned in both the Directive and the Regulation, that conditions the quality of drug evaluation: namely the time that CPMP experts are allowed to analyse all relevant scientific data (and not only those provided by the company concerned). The Forum demands that rapporteurs be explicitly given a 90-day period in which to do their job properly, for both European centralised and national procedures. In its responses to the amended Regulation, the Commission stated that this issue was a simple "detail" that could be dealt with through internal procedures.

In its discussion of the draft Directive, the Commission pretends not to understand the amendment (which may be somewhat clumsily worded), and states that it initially proposed a period of 120 days. But this 120-day period covers the time required to prepare the final assessment report and the final version of the summary of product characteristics (a sort of "drug identity card"). It therefore includes the time taken by the rapporteur to analyse the scientific data; deliberations by the CPMP; preparation of questions posed to the company; the company's responses and their analysis; and preparation of administrative documents, etc.; which means the time allotted for scientific data analysis, the key phase, is not protected. 
Amendment 49, article 1 point 15 must be upheld (but possibly better worded) so that rapporteurs’ scientific mission can be done thoroughly. 

* Pharmacovigilance: participation of patients and health professionals will improve the system

The Commission sought to limit patients' participation in adverse effects monitoring in its draft Regulation. This time it rejects the idea that the packaging of new drugs should bear words encouraging patients to report adverse events during the first five years that the product is on the market. Their argument is that adverse effects must always be notified, whatever the drug. This is indeed the case, but too few patients currently report adverse events; it is highly desirable that they participate in the pharmacovigilance of new drugs, which, by definition, are the least well known.
Amendment 81, article 1 point 40 must be upheld as formulated by the European Parliament.
The Commission considers that the need to take into account pharmacovigilance data collated outside the European Union, and those contained in the World Health Organisation database, is beyond the scope of the Directive. The Forum fails to understand how, with the increasing globalisation of the pharmaceuticals market, one can afford to ignore international data on adverse effects.
Recital 15 (amendment 172) of the Directive simply states this principle and must be upheld; otherwise, Europe will find itself on the margins of international scientific knowledge. 

The Forum is also worried by the Commission's systematic attempts to deprive patients and health professionals of ready access to pharmacovigilance data. (See the paragraph below on transparency and access to documents.)
* Information for patients: distribute reliable information through medicines agencies rather than pretend to control industry advertising

Ambiguous proposals made by the Commission, aiming to favour disguised direct-to-consumer advertising of prescription drugs in Europe, were rejected en bloc by the European Parliament. Parliamentarians realised the dangers of permitting such advertising, which would be as uncontrollable as current advertising to health care professionals. They voted a number of amendments aiming to favour public access to reliable information held by medicines agencies.

Totally ignoring parliamentary opinion, which has been publicly endorsed by several ministers, the Commission has simply reinstated its initial proposals. It opposes amendments intended to prevent the drift towards direct-to-consumer advertising of prescription drugs and amendments designed to develop patient information independently of pharmaceutical companies. 
The Commission thus opposes the recommendation that drug packaging and patient leaflets provide better, clearer information. For example, the adjunction of information in braille on drug boxes is considered "disproportionate" by the Commission; organisations for the visually disabled will certainly be pleased. Likewise, inclusion of the international non proprietary name on "recall" advertisements aimed at health professionals and the public is not considered crucial by the Commission. Those who recall the "secret remedies" of the early 20th century will find this somewhat puzzling.
The Forum demands that amendments 74 and 78 article 1 points 37 and 38a, and amendments 106, 107 and 191 article 1 points 55b and 57 be upheld. 
* Transparency of the activities of medicines agency, and access to documents: secrecy is no longer acceptable 

As in its draft Regulation, the Commission opposes all harmonisation of public access to official documents, under a variety of pretexts. 
For example, it rejects three amendments that call for information to be provided on medicines agency websites, considering that nothing obliges agencies to use this medium. Yet all national agencies, and those of candidate member states too, already have operational websites that would simply require more input. 
Amendments 75, 76 and 103, article 1 points 37 and 54, must be upheld.
The Commission considers that the protocols of clinical trials on which marketing authorisation is based do not need to be reproduced in the summary of product characteristics (SPC). This is nevertheless the case in the United States and elsewhere.
Amendment 189-article 1 point 9 would allow health professionals to have a better idea of what they can expect from a given drug and how best to use it. This amendment must be upheld.
The Commission systematically rejects all amendments requiring that all documents relating to a given drug be available from a single readily accessible registry, under the pretext that the information already exists elsewhere, or that the legislation of some member states does not refer to this type of registry. 

The use of registries, which is already obligatory by virtue of regulations on European documents (which apply to all European decisions taken through centralised procedures; see the Forum's appeal to health ministers on the Regulation), would nevertheless provide the public with comprehensive information. Such registries should be rationally organised and contain all available information on a given drug, including clinical trials, pharmacovigilance data, and marketing authorisation documents. A Directive underlining the value of registries would contribute to inducing positive changes in national legislation and national administrative practices.
Rejection of amendments 51 and 52, article 1 point 18, and amendments 116, 123 and 124 article 1 points 62 and 64 would perpetuate administrative secrecy. European citizens would find it hard to understand if these amendments were not upheld.
* Data protection: ambiguous texts will lead to conflicts
The Commission rejects amendment 40 article 1 point 7, and recommends a maximal data protection period of 10 years for all drugs, plus a year for each new indication. It opposes amendments that seek a compromise between countries that protect data for 6 years and those that protect them for 10 years (amendments 34 and 202 article 1 point 7). However, any lengthening of the data protection period would hinder the development of the generics market and have a negative impact on member states' health spending. 
The viewpoints of all member states must be taken into account, and an acceptable compromise on the data protection period must be found.
We welcome the Commission's proposal to withdraw the poorly defined term "biosimilar", which it used in the Directive in an attempt to overprotect biotech drugs. But the Commission has not yet eliminated ambiguity: it recommends that clinical and preclinical trials be required for drug generics that do not meet “some conditions” defining generics. 
An article as vague as article 10 (3a) has no place in a Directive, which must be perfectly clear if it is to be strictly applied in all member states. Article 10 (3a) must be rejected. 
* Developing countries must not be considered "off-limits" to European texts 
The Commission opposes an amendment aimed at allowing patented drugs to be exported to a country having delivered the compulsory licence, by a manufacturer who is not the patent holder. However, this amendment (196, article 1 point 7) is simply intended to show that Europe is resolutely committed, in keeping with the Doha Declaration, to ensuring access to medicines in the poorest countries.
Rejecting this amendment out of hand would be irresponsible. Amendment 196 article 1 point 7 must be upheld.

* In short 
In its responses to the new draft Directive, as in its responses to the Regulation, the European Commission accepts certain compromises but continues to favour the interests of the pharmaceutical industry rather than European public health. This is probably due to the review of the pharmaceutical legislation being handled by the Commission's Enterprise Directorate-General. 

Like European parliamentarians in October 2002, health ministers in June 2003 must take into consideration non-industrial interests: those of patients and European citizens.
Any medicines policy must be designed first and foremost to ensure that patients benefit from the safest and most effective medical treatments. Overuse of inadequately assessed drugs by uninformed patients would inevitably degrade European public health and the health-care system as a whole. 

The Medicines in Europe Forum is confident that European health ministers, hand in hand with the European Parliament, will provide Europe with a legislative framework offering strict guarantees to citizens of the expanded Union. 
The Medicines in Europe Forum
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