                     HEALTH CARE EVALUATION IN REGULATION
The growing regulatory requirement for comparative studies against existing “gold standard” treatment is being attacked by the EFPIA , particularly in the light of the growing interest of the Commission in developing an EU-wide strategy on healthcare value which will address cost of treatment and effectiveness.
The EFPIA is insistent that quality, safety and efficacy should be the only concerns of the regulatory authorities as required under Directive 65/65/EEC and Directive 75/ 319/EEC. It asserts that there is no legal basis for any other criterion and that comparative clinical studies are unreliable. The specific arguments in the paper include the following:

· Defects in the scientific validity of current risk/benefit ratio evaluation assessments include:

- subjectivity and bias in the choice of control; 

- national product differences leading to regulatory difficulties in the choice of control; 

- study design limitations which can prejudice the validity of superiority, equivalence and non- inferiority trials; 

- difficulties in defining clinical plans including choice of comparators, dual points and doses

· Legal problems in developing a distinct new criterion above and beyond quality, safety and efficacy. In particular, it points out that none of the legislation justifies testing for relative benefits. The creeping demand by regulatory authorities of such criterion in ICH E10 or comparative studies and the Notes to Applicants is without legal basis.

The EFPIA argues that these developments are incompatible with the aim of legal certainty in that they contradict applicants’ expectations and the principle of proportionality in that they go beyond what is necessary to achieve legitimate Community objectives and cause applicants to incur costs disproportionate to the limited knowledge afforded by such tests. EFPIA further suggest that the criterion offends the principle of equality viz a viz products already on the market. Finally, it notes that labelling rules preclude reference to comparator trial outcomes.

As to the impact on public health, EFPIA argue that the defects in the methodology of active control studies could lead to erroneous dosage and labelling information. It also claims that the requirement could delay the introduction of new therapies, discourage innovation, lead to an increment in human testing and also fails to acknowledge patient diversity.

Comment
This has been a longstanding thorn in the industry's side. The EFPIA initiative is to be welcomed as an attempt to halt the increase in these tests but it may be difficult to turn the clock back on what has become an increasingly standard practice. As well as lobbying, one company may also challenge a Commission decision based on a CPMP opinion in order to allow the Court of First Instance and then the European Court of Justice to adjudicate on this issue. The changes to the Helsinki Convention whereby trials need to be against a comparator rather than placebo will obviously not be helpful.

WORLD WIDE WEB
Development in this area relating both to pharmaceutical industry and general healthcare sites continue thick and fast at UK, EU and international levels.

· PMCPA - a PMCPA appeal board working party was formed following the case concerning the Janssen- Cilag Risperdal banner on the BMJ web page. The working party recommended that:

- advertisements in electronic journals must include prescribing information; 

- abbreviated advertisements on healthcare web sites are forbidden; 

- the banner must provide a clear, direct link to prescribing information; 

- non-proprietary names and active ingredients must accompany banner product references; 

- if the banner is under 10% of the screen size it may have three links, two if over 10%;

- there is no need specifically to state on a site intended for health care professionals that the advertisement is intended for health professionals; 

· EU - Following meetings by two Pharmaceutical Committee workshops a questionnaire was issued to interested parties in order to obtain views on legal and regulatory issues. In particular the ban in Directive 92/28/EEC on advertising medicinal products to the public, in the light of the publication of EPARs and SPCs, is perceived to be out of date with the real world being some way ahead of the legislation. It was considered that there was nothing inherently wrong with communication about prescription medicines on the Internet but it did involve some serious difficulties in relation to developing an appropriate mechanism for electronic prescribing. 

Other outstanding questions include whether there needs to be harmonisation in the supply status of medicinal products, the permitted extent of information on medicinal products from pharmaceutical companies and developments in electronic prescribing and using IT developments generally. 

· US - The US Department of Justice have prosecuted a number of defendants operating the Norfolk Men’s Clinic for selling prescription drugs over the internet including Viagra, Xenical, Celebrex, Propecia and Claritin D without a valid prescription and collecting fees for non-existent medical consultations. They were also charged with mail fraud through repackaging prescription drugs and shipping them to customers labelled other than as a medical product. There have also been prosecutions of on-line pharmacies for dispensing on the basis of false prescriptions and the companies falsely claiming to have a pharmacy on the premises. 

· International - A recently formed group called the International Health Care Coalition (IHC) has published the International e-Health Code of Ethics with a view to unifying the control and quality of health care information on the net. With more than 15,000 sites offering health care information, products and services there is a clear need for such a control. There already exists the Health on the Net Code and Health Internet Ethics (Hi-Ethics) backed by a number of larger sites including Planet Rx and Healtheon. IHC argue that integration of these codes will be necessary to avoid public confusion. The IHC Code covers: 

- Candour

- Honesty

- Quality

- Informal Consent

- Privacy

- Professionalism

- Responsible partnering

- Accountability

UK Developments 

· Emergency Contraception - The MCA put out to consultation MLX 263 under s129(6) of the Medicines Act 1968 its proposal to reclassify levonorgestrel 0.75mg for emergency contraception from prescription only to pharmacy. 

The suggested change follows a request from the marketing authorisation holder Schering AG and would be achieved by means of an amendment to the Medicines Prescription Only Medicines (Human Use) Order 1997. The matter had been referred to the CSM who considered that it maybe supplied as a pharmacy medicine for woman aged over 16. It was recommended that the changes be supported by additional guidance developed a working party of the Royal Society of General Practitioners. 

· Medical Data - Over the Summer, following negotiations with IMS, the owner of Source Informatics Ltd, the UK Department of Health dropped its appeal to the House of Lords against a ruling relating to the sale of anonymised prescription data. The issue in the case related to a 1997 Department of Health circular suggesting that such data was confidential and that its disclosure by pharmacists was a breach of confidentiality. The Court of Appeal decided that a pharmacist should not regard such disclosure as a breach of patient confidentiality. Source are understood not to intend to seek similar information from doctors but reserve the right to consider that approach at a later date. 

· Licence Renewal - The Government, through MLX 261, embarked upon a consultation process to end the requirement upon holders of manufacturing and wholesale dealer licences to renew every 5 years. It is noted that this is not required under EU legislation and that the Government possesses sufficient controls to render renewal unnecessary. 

MEDICAL DEVICES
Simmons & Simmons is grateful to Quintiles for their contributions to this section

MEDICAL DEVICE DIRECTIVE REVIEW

Commission Review of the MDD - The European Commission has started its formal review of the Medical Devices Directive (93/42/EEC), by sending a questionnaire to Member States. 

Article 11 (4) MDD requires the Commission to carry out a formal review every 5 years. This was delayed due to the process of adopting the IVDMDD. Member States are being asked to comment specifically on the operation of: the vigilance procedures; procedures for devices intended for clinical investigations and procedures for consultation of competent bodies relating to medicinal products. Industry and Notified Bodies are also being asked for their comments. 

IMPLEMENTATION OF THE BIOTECHNOLOGY DIRECTIVE

Various member states, in particular Holland, have been resisting full implementation of the EC biotechnology patenting Directive despite the requirement that it be implemented by 31 July this year. 

In August the European Court of Justice (Court) rejected the Dutch government’s attempt to have the Directive suspended as a matter of urgency.

The Dutch objections to the Court included the following:

· The Directive made it possible to patent living organisms contrary to the basic national ethical position; 

· A challenge to the legal basis upon which the Directive was adopted alleging that it violated the principle of subsidiarity; 

· The Directive violated the EC principle of legal certainty in that it created uncertainties in the protection of biotechnological inventions as well as creating difficulties for Member States in meeting their obligations under the Biodiversity Treaty; 

· At an ethical level, the Dutch claimed that patenting isolated parts of the human body without donor consent could be allowed, which would be detrimental to human dignity. 

Justifying the request for an urgent suspension, the Dutch claimed that if patents were granted under the Directive, and if it were later annulled, the legality of the patents could be in doubt and this could cause material damage to the patentee. 

The Council and the Parliament rejected the Dutch claims as hypothetical, particularly in relation to the rationale for an urgent suspension. They also refuted the issue of human dignity as the Directive expressly excluded certain processes relating to humans. 

The Court affirmed that an urgent suspension would only be granted if the appellant could show that serious and IAC parable damage to their interests would otherwise result. It said that the ethical objections did not necessarily justify the request for suspension and that suspension of the Directive could also cause uncertainty, particularly in those countries which have already implemented its provisions. The Court also regarded the claims of material damage as merely hypothetical. 

Comment

The case is understood to be proceeding to a full hearing. The Italian government is also involved in the proceedings. The German and French governments have raised further concerns as to the compatability of the Directive with national laws, particularly Article 5 on patenting genetic materials which excludes from patentability the “simple discovery of one of (its) elements, including the sequence or partial sequence of a gene”. The Commission has sought to affirm that such an invention is only patentable if it involves the isolation of a particular gene by means of a technical process without human intervention. Any such invention would need to demonstrate the necessary. Member States have been obliged to implement the provisions of the Directive from August which are in any event applicable even if not formally implemented. 

Comment

The Directive has already been implemented by the TPO, Denmark and the UK. The effects and implications of the Directive will therefore soon become evident. 

