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1. The report and its aim
This publication is a report of a meeting organised by the Irish Medicines Board in conjunction with the Irish Platform for Patients Organisations, Science and Industry (IPPOSI) and the Medical Research Charities Group (MRCG) held on 9 November 2007 in Dublin. 

The title of the meeting – “Medicines for Rare Diseases…An Opportunity for Patients, Science and Industry” – exemplified the attitude of all who took part in it. Rare diseases should not be looked on as a burden but as an opportunity for Ireland: for its industry and its science base, but above all for its present and future patients.

The meeting originated in a request from Ireland’s Health Minister, Mary Harney, who sadly was unable to attend, but who sent her good wishes.

IPPOSI, as its chairman Michael Griffiths explained opening the meeting, is a forum for discussion between patients organisations, scientists and industry, and wherever possible with state agencies. Its discussions are mainly in policy, legislation and regulation around the development of new medicines, products, devices and diagnostics for unmet medical needs. Its aim is to expedite development. It is not a lobbying organisation: the idea is to achieve consensus. 

In that context, this report seeks to highlight the main points that emerged during this lively meeting. The rapporteur, Peter Wrobel, takes full responsibility for this work.

2. Executive summary

Ireland is a paradox. On the face of it, it should be ideally equipped to contribute to the health of people with rare diseases: it has thriving pharmaceuticals and biotech industries, a growing research base, and has been deeply and constructively involved with the operation of the European Union’s Orphan Drug Regulation since it came into force in 2000. And yet Irish patients have limited access to the new treatments – many of them life-saving – that have come onto the market since the regulation appeared.

It was against this background that more than 100 patients, clinicians and doctors, and representatives of industry and the regulators, came together in Dublin on 9 November to see where Ireland stands in the rare disease landscape – and more importantly, to find consensus about what needs to be done.

The meeting divided broadly into two topics: patient aspects, and the development and regulation of medicines for rare diseases. In both areas, there was hope, and concern.

On the one hand, it was clear, as session chair Professor Brendan Buckley from the Irish Medicines Board said in closing the meeting, that the process of orphan drug development has been very successful on both sides of the Atlantic, and that Ireland is catching up. We are now seeing, he said, a flow-through of drugs in Europe, at least in terms of market authorisations. 

But, he added: “We have a fundamental difficulty in Ireland about living up to the spirit and letter of the Regulation. If you look up the list of incentives and who is doing what, member state by member state, embarrassingly you see almost nothing in Ireland. That is something that is unworthy of us. We put in an enormous effort at the level of regulation, but we are absent at the wider level.”

There is much that can be done. Encouragingly, though, there are many positive examples from other countries that Ireland could use to rectify its current deficiencies in research, development, access and care in rare diseases.
A number of compelling messages emerged from this meeting of stakeholders, and are detailed in the two main sections of this report, on Patient Aspects and the Development and Regulation of Rare Diseases Ireland. Briefly summarised, the key ones are these:

1. Ireland needs a national plan for Ireland for orphan medicines, encompassing development, pricing, access and care.
2. This plan should include the creation of one or more Centres of Excellence for rare diseases.
3. In formulating a plan, Ireland should study but not necessarily imitate other European countries. In particular, access to treatments for rare diseases should be determined by societal rather than economic values.
4. With proper incentives and promotion, orphan medicines could be the gateway to the further development of Ireland’s knowledge economy.

5. Patient organisations are central to the process of promoting awareness of and research into rare diseases. They must continue to push for development, and should be supported in their work.

3. Patient Aspects

Rare diseases may be uncommon individually, but taken as a whole, they are all too common. As Michael Griffith, chairman of IPPOSI, said in his keynote contribution, rare diseases affect 3.5 per cent of the population – that is, around 140,000 people in Ireland, of whom perhaps 64,000 may be treatable. 

And as an island, Ireland is also a “genetic isolate”, as Professor Eileen Treacy from the National Centre for Inherited Metabolic Disorders, put it, with a high prevalence of recessive genetic disorders: inherited metabolic disorders, are two to three times as prevalent as in the United Kingdom.

So the need is great.

In his talk, Griffith focused on two aspects: orphan drug development, and access.

The point of the Orphan Medicines Regulation was to stimulate development of new medicines and facilitate their entry onto the market. “It’s fair to say”, said Griffith, “that we wouldn’t feel that we have really made a huge impact in that regard.” He hoped the meeting might change that.

The potential benefit to the Irish economy of promoting the development of orphan treatments is significant – and all the more so given that it is government policy in Ireland to expand the biotech industry. Orphan medicines represent, said Griffith, an ideal niche target in an area where international competition is fierce: “With expert promotion and perhaps some further tax incentivisation, orphan medicines could be the gateway to further development of the knowledge economy.” 

So far, though, the government has failed to take advantage of the opportunity and expectation inherent in the regulation that governments would give incentives to companies (especially small and medium-sized enterprises) to develop orphan medicinal products – and incentives to make them available to patients.

Eileen Treacy explained not just the need of patients for enzyme replacement therapy for inherited metabolic disorders, but also the economic benefits: treatment can be cheaper than care. Ireland, she said, needed to develop one or more Centres of Excellence in rare diseases, appropriately funded, with specialist staff, and providing access to adults (currently, Irish adults must go for treatment to the Children’s Hospital in Dublin).

Funding is a key issue for orphan medicines in Ireland, given that treatment for many rare diseases will be focused in just one centre. In recent years, said Eileen Treacy, patients started on enzyme replacement therapy had led to an overspend at the Children’s Hospital of €3 million. That’s a lot of money for one hospital, but a small proportion of the total Health Services Executive budget of almost €12 billion.

That, of course, is a political question. And as Professor Tim Cox, from the University of Cambridge, put it: “The job of a public health doctor is not to work within a fixed budget but to argue for more money for the health of your patients. It is the job of the politicians to find the money.”

Access is what counts for patients, and here, said Tim Cox, “The regulation has no teeth and has been a partial success. We give incentives to industry, clearly for profit and to provide employment, which has had huge catalytic effects.” These agents have to go through the same trials and testing as all other drugs, he pointed out. Patients sign up to take part in these trials, which are not without risk, not just for themselves but also for their own family and the wider “family of patients”. For a drug then, after all this, to be drug licensed within a country but not funded for patients is, he said, unethical.

In common with many other speakers throughout the day, he explained that the standard health economic argument of the qaly (quality-adjusted life year) cannot apply to orphan drugs. “We try to get numbers and confidence for a formula,” he said. “But there isn’t a formula for this. It is nothing to do with money and budgets, it’s about arguing what a civilisation is about.”

Just how available are authorised orphan medicines in Ireland? Not as much as they should be, explained Yann Le Cam, from the European Organisation for Rare Diseases, Eurordis. 

For several years now Eurordis has been conducting Europe-wide surveys on the availability of these medicines. Its most recent, fourth, such survey, indicated that fewer than 15 of the 22 drugs authorised at European Union level before 1 January 2006 were available in Ireland in 2007. Not even all the drugs authorised before 2004 are available to patients in Ireland.

And yet the aim of the orphan regulation is to make orphan medicines available to patients and their doctors within 180 days of EU-wide marketing authorisation. That clearly isn’t happening in Ireland.

What to do? Le Cam suggested two approaches. The first, to speed up access, was to pool together expertise at the European level to ease the repetitive and time-consuming work of health technology assessment (which seeks to inform the formulation of safe, effective, health policies that are patient focused and achieve best value). After all, he said, this is already coordinated at European level for assessment of significant benefit, and for all assessment of post-marketing studies.

Le Cam’s second suggestion was to have a national strategy or plan for rare diseases. That will almost certainly become a requirement some time next year when the European Commission publishes its expected Communication on Rare Diseases. “But why wait? Start now. Take advantage of experience in other members states.” France, he pointed out, has a national plan that was recently rated by the French government as the cheapest and most cost-effective public health plan in the country.

There are other examples of good strategic approaches, such as the Centres of Reference in the United Kingdom. In particular, The Netherlands have developed a Steering Committee on Orphan Drugs, and two Dutch speakers were at the meeting to explain the Dutch approach.

First Wim Goettsch from the Dutch healthcare insurance board CVZ explained how reimbursement and health technology assessment worked in that country. His conclusions from the Dutch experience: that the results of health economic evaluations of orphan drugs must be used with great care; that outcomes research, after drugs are introduced, should focus on optimising treatments; that patient registries are vital; and that the number of patients in one country with a given rare disease are so small that international cooperation is essential.

Goettsch was followed by Sonja van Weely, from the Dutch Steering Committee on Orphan Drugs, WGM. Its mission is simple: to encourage the development of orphan drugs and improve the situation of patients with rare diseases, especially by improving the transfer of information about rare diseases.

This approach seems to have yielded dividends. At the national level, the WGM has created public awareness of rare diseases. It has created and boosted “interfaces”, including informal networks, between scientists, industry, patient groups, clinicians and the regulators. It has encouraged research, resulting in a targeted national funding programme for rare diseases, and in the process become a kind of “orphan developer”. And it constantly fuels debate throughout society about access to and reimbursement of orphan drugs.

An example for Ireland to follow? In the discussion that followed, many clearly thought so, and the following emerged as key proposals for action.

Recommendations:

· A national plan for Ireland for orphan medicines, encompassing development, pricing, access and care.
· Funding for one or more Centres of Excellence

· Support for rare disease patient organisations

· More talking between stakeholders

· International cooperation to gather evidence of efficiency

· A united European approach towards reimbursement, or at least towards ex-factory pricing

· …and finally, “a modest investment of courage to speak to our political masters at the highest level”

4. Case study: Living with Fabry disease

Colin O’Reilly is an engineer, with a PhD in civil engineering. He is 28 years old. And he reckons he will live out a normal lifespan. Yet he has Fabry disease, which normally kills by the age of 40. The difference with him is that he is being treated with the orphan drug Fabrazyme, made by Genzyme, which makes up for an enzyme deficiency caused by a rare genetic mutation.

Without this – admittedly expensive – treatment, Colin would go through successive bouts of kidney and cardiac failure and stroke until one of them killed him. It killed three of his uncles, one at the age of 26.

The disease is not just lethal, it is painful and debilitating as well. “When people ask me what it’s like, the day-to-day symptoms are secondary: pains in hands and feet, inability to sweat, skin lesions, mainly on my back, stomach problems, deposits in the eyes that can lead to cataracts.”

Colin had never heard of the disease until he was 20. But his mother, who had seen her brothers affected, knew when he was very young. “From the age of four my mother knew from my pain that I was affected, especially when I had flu. The only way I could relieve the pain was to wrap iced water towel around my hands and feet.”

His heart complaints started when he was 14, and he has had one kidney transplant. But now that he is receiving Fabrazyme, and despite some problems with adverse reactions, he feels fine, and able to do anything. “My attitude is that I will reach normal life expectancy. Without the treatment I will reach 40. It’s quite cut and dried – there’s no need to go into more detail about the benefits of treatment.”

Colin has been involved in setting up a patients’ support network, the IMD Action Group. He wants everyone affected by rare diseases to have easy access to information. “I was doing research at the time and knew how to find journals and read them. Most people don’t have access to that.”

There’s plenty of information – good and bad – out on the Internet. But, Colin pointed out, there is no Irish information source of Fabry. He wants that deficiency rectified.

He wants, too, more resources in the health system for matters like genetic council and data collection. “The staff are just not there. If you want to progress [from data collection] to putting together proposals for research, that takes time out of daily doctor’s duties – and it just doesn’t happen.” He adds: “Currently the Centre of Excellence is in a children’s hospital, and I am waiting for a bed. It would be nice if there were a National Adult Centre of Excellence.
Above all, Colin wants proper recognition of diseases such as Fabry at the national, not just at the European Union level.

5. Development and Regulation of Medicines for Rare Diseases

The scene for discussion on development and regulation was set by Professor Brendan Buckley, Chair of the Irish Medicines Board’s Advisory Committee for Human Medicines. It’s an area, he said, that might superficially look technical and humdrum. “Regulators are seen as people who are often a barrier and a difficulty,” he said. “But this is not how regulators view themselves. Regulators would see their role as to ensure the availability of safe, effective, quality medicinal products. Regulators I know feel very keenly the responsibility to make treatments available.”

“Patients have a major role in stimulating this process, particularly the charities,” he said, citing Fighting Blindness as an organisation that insists research move towards products.

In the absence of specific Irish initiatives to develop orphan medicines, it was left to Melanie Carr from EMEA, the European Medicines Evaluation Agency, to talk about the extensive range of initiatives at the European level. The initiatives she described were not specifically for orphan medicines, but for children’s medicines, and to help small and medium-sized enterprises develop treatments.

All companies developing children’s medicines benefit from free scientific advice from EMEA, whose Paediatric Committee has also drawn up an inventory of needs in this area to give a focus to development. Among the incentives that attracted attention at the meeting is funding at the European Union level for studies into off-patent medicinal products.

Small and medium-sized enterprises now have an office dedicated to helping them at the EMEA, and a raft of measures including administrative and procedural assistance, fee exemptions and deferrals, conditional fee exemption, translation of product information (with 21 Community languages, a huge burden), and the provision of training and workshops. 

The unspoken question here, of course, is what initiatives and support for development Ireland can and should be giving. That question is all the more piquant given the extensive and constructive involvement of Ireland in the European-level regulation of orphan medicines. From the Irish Medicines Board, both David Lyons and Patrick Salmon detailed Irish involvement in the EMEA’s Committee on Orphan Medicinal Products – and in the EMEA itself, and explained how the system works.

Tan Nguyen, from the Office of Orphan Products Development of the US Food and Drug Administration (FDA), followed them. The system in the United States is broadly similar to that in Europe. The difference is that they have been doing it for a lot longer: Congress passed the Orphan Drug Act in 1983. His conclusion: incentives work.

Of particular interest to the Irish audience was his description of the Orphan Products Development Grant Program, which has $14.1 million a year to spend – or, more precisely, the fact that this competitively awarded programme is open to all-comers: domestic, foreign, public or private, non-profit or for-profit. Already, the programme is supporting a clinical investigator in The Netherlands.

The other eye-opener – and it was clearly a surprise to everyone – was the revelation that the FDA and the EMEA had agreed a common US–EU application form for orphan drug designation, to be adopted in late November. This common form, said Tan Nguyen, would reduce the burden to sponsor companies of preparing separate designation requests on each side of the Atlantic and encourage transatlantic orphan drug development, among other benefits.

Summing up, the discussion that followed, Brendan Buckley called for a fresh look at taxation incentives, particularly for small and medium-sized enterprises. But it will require incentives that deliver money early, rather than when products have already been developed. “Just as we incentivised by tax breaks to private investors in other areas, perhaps we could look at how to get serious money for this process, for start-ups, which would incentivise private investors to move money out of bricks and mortar into the future of this country. If we don’t do that we will remain as we are, waiting for rich crumbs to emerge from the rich man’s table. That is distasteful and unworthy of our national ambitions.”

And he warned against imitating, for example, the National Institute for Clinical Excellence in the United Kingdom, a system where, he said, “we know the price of everything and the value of nothing”. Instead, he recommended looking to the system in The Netherlands, where the societal values override the economics. “The value of humanity and a sophisticated society is expressed in what we do for people who need it, not how much it costs,” he said. 

Recommendations:

· Ireland needs to take a fresh look at incentives for companies, particularly small and medium-sized enterprises.
· In considering reimbursement and access for drugs for rare diseases, Ireland must apply societal values above those of economics.

· It is vital that patient organisations continue to push for more drug development.

· …and finally, Ireland must translate its support for the orphan regulation system in Europe into support for research, development, access and care in Ireland itself.

