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OrphaNews Europe: 21 November 2005

Interview with Marlene E Haffner, MD, MPH, director of the Office of Orphan Products Development (OOPD) at the U.S. Food and Drug Administration (FDA)
* * * * *

OrphaNews Europe: Looking back over the last 22 years since the US Orphan Drug Act came into effect, what are the main learning points that you have taken on board from this experience?

MH: I guess the first thing that has been learned from the US Orphan Drug Act is that – IT WORKS!  I have no idea what success the initial crafters of the programme envisioned, but to have 272 products serving 14 million in the US is a fantastic achievement.  And as further testament to the success of the programme in the US, it has been adopted or imitated in Japan, Australia, the EU and beyond.  But beyond the fact that the programme works, some of the other lessons learned include:

- Most orphan diseases are serious/life threatening diseases. Most are chronic. They are not treated within a week - 10 days worth of drugs and are forever better. This means that if a drug is given chronically, the sponsor has a greater chance to make a profit in time. 

- Many (about 50%) of orphan diseases occur in children - our most vulnerable population.  

- A large percentage of rare diseases are of genetic origin, "personalised" pharmacogenetic drug development will find fertile ground in the study and treatment of rare diseases. 

OrphaNews Europe: What are the obstacles that still lie in the path from orphan 

designation to getting orphan drugs to the patients that need them and 

what needs to be done to overcome these obstacles?

MH: Obstacles do indeed exist. I guess most importantly, we need further research on the natural history of many orphan diseases and on the cause of the disease in order to even find a product to get to the designation stage.

For diseases that occur infrequently and which are heterogeneous, it is difficult to show efficacy. Here, research into  disease causation will provide assistance.

Despite the assistance provided by the ODA, it is still expensive to develop a new product. Many new companies may be under capitalised and be surprised or overwhelmed at the costs involved.  They may not understand that developing a drug for a rare disease is NOT a short cut to product development. People with rare diseases deserve products that are known to be safe and effective. They are not second-class citizens. 

Having said that, more work needs to be done looking into new paradigms of drug development and clinical trial methodology. Clinical endpoints for rare diseases - the direct measures of how a patient feels, functions or survives that are used for the evaluation of drug approval and marketing - may take a long time, often years, to achieve; a long time for both patients and for the sponsoring company. Yet for many rare diseases, surrogate endpoints - physical signs or measures which can substitute for a longer-term clinical endpoint - have not yet been validated..

OrphaNews Europe: Looking across the Atlantic, and taking into account the FDA's longer experience,  what do you see as the main problems that need resolving in the field of orphan drugs development and regulation in Europe?

The Orphan Drug Regulation in Europe is new. Much has been accomplished. The EU has issued many guidelines which are extremely useful. I think that experience will provide

the greatest assistance to the orphan programme in Europe. 

OrphaNews Europe: What can be gained from closer transatlantic cooperation in the 

regulatory field? Is it possible to get over the territoriality inherent in the regulatory process?

MH: The more we work together, the better our understanding of each other's way of thinking will be. When we understand each other better, we will be able to work through some of the barriers that exist for better harmonisation. Whether we will ever overcome all our differences, I do not know. But I do know that when we have a like purpose - "to serve the needs of patients with rare diseases" - that is a beginning to solving any differences that exist. 

OrphaNews Europe: During the EPPOSI meeting you described yourself as a "pragmatic regulator". Can you give some examples of how you put this philosophy into practice?

MH: I like to acknowledge when issues exist and find ways to work through them when it is the right thing to do. Miracles do not happen. Success is the product of hard work by all concerned. I cannot worry about "what if..."  But I can work through the issues in a particular drug's development here and now. 

OrphaNews Europe: Is it possible to overcome regulatory conservatism with common 

sense at a time when suppression of risk and the precautionary principle seem to have the upper hand?

MH: Regulators are hired and paid to be conservative to protect the public health. Regulators are also charged with weighing risk versus benefit viz a vis any drug. Most orphan diseases are serious and life threatening. Consequently risk versus benefit will be evaluated quite differently for these diseases than they might be for the next beta-blocker anti-hypertensive drug.  It is my fond hope and desire that we will all work together – and we will - to jointly agree on the best methodology to serve our patients.
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