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THEMATIC REVIEW
Situation update, 31 December 2002: some successes, much work remaining
The drafts of the Directive and Regulation on medicinal products, prepared by the European Commission (Enterprise Directorate), were submitted in 2002 to the European Parliament and the Council of Health Ministers. Here we examine the state of play, now that the Commission has published its new draft proposals taking into account the amendments made by the Parliament and Council.

The initial drafts of the Directive and Regulation on medicinal products, prepared by the European Commission, were extensively amended by the European Parliament in its vote of 23 October 2002 (1,2). Most of the adopted amendments oppposed items that favoured drug companies' vested interests over public health concerns.

The European Council of Health Ministers, involved in the co-decision procedure, started by examining the draft Regulation, at its meeting of 2 December 2002. The Council only managed to reach a consensus on a few points (including the important principle of five-year marketing authorisation re-evaluation), and decided to pursue its work at the next meeting on 2-3 June 2003 under Greek presidency. In the meantime discussions continue within the Council working group on pharmaceuticals (3).
After Parliament's amendments and the Council's initial reflections, the Commission published a modified draft Regulation on 10 December 2002 (4). Publication of a modified draft Directive is due for mid-January 2003.
Overall, the Commission rejected a large number of amendments voted by Parliament, including important measures supported by the Medecines in Europe Forum, of which la revue Prescrire is an active member. We have examined the new draft Regulation in order to help identify what will be again at stake in the European Council and during the second reading by the European Parliament.
1-Transparency of the European Medicines Evaluation Agency (EMEA)
We applaud:
the Commission accepted the following points: 

-information on refusals to grant marketing authorisation, and on negative opinions issued by the licensing committee, should be made public (amendments 36 and 75, articles 11-2bis and 33-2bis);
-documents describing scientific conflicts between the European Medicines Evaluation Agency (EMEA) and other EU or national scientific committees should be made public (amendments 98 and 99, articles 53-3 and 4);
-the medicinal products database, which is open to the public and for which EMEA will be responsible, should be extended to cover all drugs marketed in the EU, whatever the licensing procedure (amendment 95, article 51-2);
-each year, all members of EMEA committees and advisory boards should list their conflicts of interest, and this list should be made public (amendment 110, articles 56-2-1, 1bis and 2);
-the European Court of Auditors should prepare a yearly report on EMEA activities (amendment 125, article 60-9);
-companies should be required to inform EMEA, at least two months in advance, of their intention to withdraw a product from the EU market, either temporarily or permanently (amendment 141, article 21bis); 
-EMEA should inform national medicines agencies whenever a marketing application is withdrawn by a drug company, and give the reasons for this withdrawal (the company is required to inform EMEA of its reasons) (amendment 153, article 10b);
-national agencies have a duty to keep health professionals informed, notably through their professional organisations (amendment 50, article 18-4bis);
-financial penalties imposed on drug companies for failure to respect certain legal obligations should be made public, along with the name of the company concerned (amendment 135, article 74-3).
We regret:

-the Commission does not accept the principle that the medicinal products database should permit comparisons to be made among drugs of the same therapeutic category (amendment 91, article 51-1-2-j); 
-most of the amendments concerning EMEA transparency referred to European Regulation 1049/2001 on access to documents and specially created public registers (mainly amendments 38, 43, 51, 53, 79, 81, 87, 109 and 131). The Commission accepted the principle of public access, but considered that:

· some documents were already accessible (e.g. licensing committee assessment reports) and that new legal obligations were unnecessary;

· that access to other documents will be provided for in a separate proposal;
· that it is unnecessary to group together other documents (e.g. clinical trial reports) in registers, as these documents will already be accessible through a separate database (this would mean that clinical trial data would be separated from marketing approval data);
· that different levels of access are required, depending on the origin of requests: drug companies, health professionals, or members of the public (the case of adverse effects). 
2-Functioning of the agency.
We applaud:

-the Commission accepted that the time allocated for administrative procedures relating to marketing authorisation be shortened, which might result (see drug evaluation section below) in more time being available for the scientific assessment (amendments 30, 32 and 33, articles 9-3, 10-1-1 and 10-2-2bis);
-the Commission accepted that representatives of patients, physicians and health insurance organisations come on the EMEA management board (amendments 116 and 117, articles 58-1 and 2);
We regret:

the Commission rejected the principle of patient representation on the EMEA Advisory Board (amendment 119, article 59-1);
-the Commission rejected the part of amendment 91 (article 51-1-2-j) concerning the independent financing of the medicinal products database, considering that "it cannot be excluded that pharmaceutical firms do not contribute financially to the development of this data base";
-the Commission rejected an amendment aimed at ensuring public funding of the Agency's core tasks (amendment 152, recital 17b). The Commission considered that "the fees [paid by companies] should serve to pay for the services carried out for industry: the Community contribution should serve to finance the tasks of a public nature required of the Agency by the legislators (…)". This last argument sums up the logic of the Enterprise Directorate, i.e. that marketing authorisation is a service rendered to drug companies and not a task performed in the public interest;
-the Commission accepted the principle that rapporteurs for marketing applications submitted to the Agency should seek the opinion of patient organisations; however, whereas EU parliamentarians wanted to make this obligatory, the Commission proposed it should be optional (amendment 105, article 55-1-1);
-the European Parliament also recommended that presidents of EMEA scientific committees be required to participate in meetings of the EMEA management board (amendment 118, article 58-3). In contrast, the Commission made such participation optional;
-the Commission accepted that the EU marketing authorisation committee (CPMP) should comprise only one representative of each Member State (currently two), who would be appointed from a list of five persons proposed by the Member State (amendment 102, article 54-1-2). However, this means that the CPMP may end up being composed solely of administrative representatives of national medicines agencies, while a system with two representatives from each Member State would allow there to be one administrator and one scientist working together. 
3-Drug evaluation.
We applaud:
-the Commission accepted that special conditions be created for small and medium-sized drug companies, especially regarding fees, in order to facilitate their access to the centralised marketing authorisation procedure (amendments 1, 13 and 129, recitals 8 and 20, and article 61-1bis);

-the Commission accepted the principle that clinical trials conducted outside the European Union, for drugs authorised by the EU, be verified to ensure they respect good clinical practices and ethical standards equivalent to those applied within the EU (amendment 4, new recital 12bis); 
-the Commission accepted that all marketing authorisations be re-evaluated after five years, rather than being granted permanently as initially proposed (amendments 163 and 165, recital 29, article 13-1).
We deeply regret:

-the Commission did not accept the amendment recommending that marketing applications include a comparison with existing drugs used in the same indication(s), considering that comparative efficacy cannot be considered a criterion for authorisation. It is unacceptable that the Commission should reject such an important point out of hand. The amendment in question (amendment 25, article 6-1-2), which had already been watered down before the Parliamentary vote, simply stipulates that applications may be accompanied (no obligation) in the expert report, by a comparison between the new drug and drugs previously authorised for the same indications;
-the Commission rejected amendments allowing at least 90 days for the scientific assessment of marketing applications in the standard procedure, with the possibility that this period be prolonged in special cases (amendments 175 and 45, articles 6-3-1bis, 1ter and 1quarter, 13-6-2bis and 2ter). The Commission considered this as simple ‘details’ of the scientific committees' internal rules of procedure. In our opinion, however, this is one important way of helping to guarantee the quality of the scientific assessment. 
-the Commission stated that it accepted, in principle, amendments referring to relative efficacy (of a new drug relative to available therapeutic options) (amendments 4 and 100, recital 11, article 53bis). It even went so far as to recall that the European Council of Ministers had underlined (on 29 June 2000) the importance of identifying drugs with added therapeutic value.
But according to the Commission, this assessment should not be conducted within the marketing authorisation framework; in other words, in the Commission's opinion, the only valid criteria for licensing a new drug are its quality, safety and efficacy. The Commission simply recommended a vague survey of the methods used by Member States to estimate the benefit offered by new drugs (even though these methods have been known for many years), without stating what purpose this survey might serve. 
It should be recalled that those EU parliamentarians who recommended that the added therapeutic value of new drugs be assessed during the application process (and also at the five-year re-assessment) did not make this a criterion for marketing approval but simply suggested that the licensing commission's report, and possibly the summary of product characteristics, should include this information;
-the Commission also rejected an amendment stipulating that the marketing authorisation committee's opinion be justified, indication by indication, arguing that this was already the case. This may be so, but we would prefer it to be made obligatory.
4-Pharmacovigilance.
We applaud:
-the Commission rejected the amendment obliging drug companies to contribute to the funding of the Agency's pharmacovigilance activities (amendment 67, new article 25ter), which will bolster the Agency's independence in this very sensitive area;

-the Commission accepted the principle of market withdrawal as soon as a drug presents “a negative risk-benefit balance under normal conditions of use”, rather than an "unacceptable level of risk" as initially proposed (amendment 14, recital 24);
-the Commission accepted that the Agency's missions be explicitly extended to cover the verification of pharmacovigilance obligations (amendment 90, article 51-1-g);
-the Commission accepted the principle of adverse drug reaction notification by patients, but only to health professionals and health authorities, and not to drug companies (amendment 54, article 20-3).
Cause for concern:

-the Commission accepted the principle that companies must not communicate information on pharmacovigilance matters to the public without the European Agency's consent (amendment 61, article 22-3bis). This amendment is aimed at ensuring consistency between the information offered by drug companies and national medicines agencies, but could further delay access to crucial information when the agencies concerned are secretive (as is usually the case). It can only be accepted if transparency is guaranteed, and with a reasonable time limit for making such information available. 
We regret:

-the Commission refused that patient information leaflets should bear words to the effect "newly authorised drug; please report side effects" for the first five years on the market (amendment 42, article 13-3bis), under the pretext that patients cannot notify side effects directly to companies, but only to health professionals and authorities (see above);
-the Commission refused that the medicinal products database should contain pharmacovigilance information (amendment 157, article 51-2), under the pretext that a specific pharmacovigilance database is planned. This would explain why pharmacovigilance is "forgotten" in amendment 95 (allegedly accepted by the Commission, see below). Once again we see that the Commission sticks to a complicated system that is difficult for the public to access and understand;
-the European Parliament recommended the Agency set up a system dedicated to active pharmacovigilance data collection during the first two years that new drugs are on the market, but the Commission transformed this obligation into a simple "possibility" (amendment 64, article 24-3bis); 
-the Commission has written that it accepts amendment 95 (on the European medicinal products database), but forgot to mention "pharmacovigilance data" in the list of what this database will contain, even though this is mentioned by the amendment adopted by Parliament. 

5-Compassionate use.
Rather positive aspects:
-the Commission accepted that companies should provide patients with no therapeutic alternative with drugs that have not yet been authorised, within the framework of compassionate use, until the drug effectively becomes available (and not just until the date marketing authorisation is granted) (amendment 134, article 73-7bis); 

-the Commission rejected an amendment arguing that compassionate use be financed by the companies (amendment 133, article 736) and considered that public funding could not be ruled out. We would like to see this point clarified in order to offer such patients real guarantees.
6-Data protection.
We regret:
-the Commission rejected an amendment recommending that individual Member States need not be bound by the 10-year data protection period (some currently protect data for only 6 years) (amendment 46, article 138).

7-Developing countries.
Pathetic:
-the Commission rejected all amendments calling for active solidarity with poor countries, including exportation restricted to drugs with proven efficacy, safety and quality; research incentives for diseases affecting the poorest countries; co-operation on pharmaceuticals, etc. (amendments 7, 8, 26 and 94). The Commission considered that such proposals were outside the scope of the draft Regulation. 

8-Pricing.
Cause for concern:
-the Commission accepted to apply the rule whereby drug pricing negotiations between companies and national authorities should not exceed 180 days (amendments 15 and 47, considering 30bis, article 13bis). 

Conclusion: a few concessions, much manoeuvring. The Commission dismissed some crucial recommendations of the European Parliament. 
In its new draft Regulation, the European Commission makes short shrift of the amendments adopted by the European Parliament after many months of debate and reflection. At the second reading in autumn 2003, we trust that European parliamentarians will continue to place public health above industry's interests.
Health professionals and patients throughout the European union must remain fully committed and remind the European Commission that, even when industrial competitiveness is at stake, drugs are not just another consumer product.
©La revue Prescrire
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