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Conclusions (1)

• 40 years of haemophilia treatment is a success story 
and its success can not be denied or turned back

• There is a need for cheaper and new technology

• Existing outcome measures (RCT’s, Cochrane, QALY’s) • Existing outcome measures (RCT’s, Cochrane, QALY’s) 
can not be used automatically for orphan drug outcome
measurement

• Therefore you need much more long-term outcome
studies and personal life stories and the identification
of real-life impact



Conclusions (2)

• EBM/QALY no longer takes into account 
the clinical expertise of the medical 
professional and the needs/wishes patient

• Patient groups are willing to co-operate to 
develop new or alternative methods of 
outcome measurement & they can be 
consulted (use this mechanism!)



Conclusions (3)

• For Haemophilia policy makers, work 
together with other rare disease policy 
makers & use consultation mechanisms

• The ‘interaction model’ success story in 
orphan drug development, could also be 
an important driver in restructuring the 
pharmaceutical industry in this period of 
financial turmoil



What’s HTA ?

• Different definitions and approaches

• Classical HTA 
the QALY-conceptthe QALY-concept
the focus on assessment, less on appraisal

• Early or innovative HTA
the value of a new development, a drug



Starting point for patients

Unmet medical needs for 
serious and life-threatening diseases

are the driving force are the driving force 

for patient groups to be involved 
in the medical research process !





The question !

• Would it be worth – from an 
early or innovative HTA point of 
view – to develop a therapy for 
the boys on the picture for the boys on the picture for 
whom there is no therapy 
available yet and who have a 
short life-expectancy because 
of this lack of therapy?



The answer !

• Would most probably be: yes

If this would lead to:

• a normal life-expectancy
• a possibility to go to school, to work, • a possibility to go to school, to work, 
• be a tax payer, 
• start a family, to have children, to have 

grandchildren, independent living
• less impact on the need for informal care
• a career-perspective for parents
• and – of course - society would want to pay for it





Haemophilia

• Average age (anno 2007: normal life-expectancy)

1972 22 (normal: 37)
2001 32 (normal: 38)

• Average age of men with haemophilia • Average age of men with haemophilia 
at the start of inability to work

1972 32
2001 49

Ref: Plug, I et al; Blood 2004 Dec 1; 104 (12): 3494 - 3500



It’s a good story to tell

• Average age (anno 2007: normal life-expectancy)

1972 22 (normal: 37)
2001 32 (normal: 38)

• Average age of men with haemophilia • Average age of men with haemophilia 
at the start of inability to work

1972 32
2001 49

Ref.: Plug. I.; Blood 2004 Dec 1; 104 (12): 3494-3500



The history of haemophilia

* Older than HTA
* Progress
* Drawbacks (HIV,

HCV, vCJD)HCV, vCJD)
* Societal gains:
* Blood safety
* HIV/HCV testing
* New technology (rDNA)



Need for new technology

• ‘The international haemophilia community
should take the initiative to control
compliance and cost control of products’.

• ‘To promote research in areas that could• ‘To promote research in areas that could
limit/end the consequences of the disease, 
like gene therapy and transgenic animals’

• Ref: Smit C, Pharmaceutical Policy and 
Law, Volume 7,  2005,2006: 95-106



Another success story

The US Orphan 
Drug Act (1983)
> 1.800 designations
> 325 OD Approvals,> 325 OD Approvals,
Among them rDNA IX 
Two biotech companies:
Genzyme & Amgen



EU success story

EU Orphan Drug Act (1999)
> 50 new products
Eurordis (18 fte)

Problems: Availability, reimbursement, 

Price, Assessment, Risk (zero-risk)



How to measure this progress ?

In terms of Cochrane reviews
In terms of RCT’s
In terms of levels of evidence (a,b,c,d)

It’s hardly possible, unethical to studyIt’s hardly possible, unethical to study

‘Outcome of standard care is poor’
‘Results of enhanced episodic therapy were
inferior to those of alternate-day prophylaxis’
(Ref: Manco-Johnson et al, NEJM 357;6 2007)



Outcome & Reimbursement (CvZ)

Value   Cost      Effectiveness    Reimbursement

Less n.r. n.r. no

Equal = yes yesEqual = yes yes

Equal > no no

More > story + yes, but

More > story - no



Temporary admission, 
the Dutch model in hospitals

• Policy rules : provisional funding for three years, additional 
evidence required on (cost-)effectiveness

• CVZ appraises the available evidence; Dutch Healthc are 
Authority (NZa) decides; products are listed on the  policy rules. 
Reappraisal after three years: listing continued?

• Policy rule for expensive (innovative) medicines in all hospita ls • Policy rule for expensive (innovative) medicines in all hospita ls 
(mainly oncolytic drugs and antibodies; from 2002):  
reimbursement 80% 

• Policy rule for orphan drugs in university hospitals (mostly 
enzyme replacement products; from 2006): reimbursem ent 
100% 

• Research programme for collecting more data on (cos t-) 
effectiveness



Eight year programme with a total budget of 24 mill ion Euro

Aim:

To investigate the effectiveness of expensive drugs  and of 
expensive orphan medicinal products and development  of HTA 

Research programme Expensive and 
Orphan Medicines (2007-2014)

expensive orphan medicinal products and development  of HTA 
methodology to help the Dutch Health Care Insurance  Board in 
its advice on reimbursement

Subsidies:

Call for research applications of products that are  temporarily 
admitted for three years to the lists of the policy  rules of the 
expensive or orphan medicinal products  

50% funding by the programme and 50% by the applyin g 
academic partners



Problems with QALY’s (1)

• If few people use specific care or drug, 
this will lead to a higher price

• If more people use specific care or • If more people use specific care or 
drug, this will lead to a lower price

• QALY-instrument less effective to take 
into account the frequency of a disease



Problems with QALY’s (2)

• Some costs & benefits are overlooked 
• Long-term informal care from parents
• Loss of career-perspective 

from one of the parentsfrom one of the parents
• Long-term loss of labour-productivity
• Long-term loss of tax payments
• People with diseases have less to 

spend





Ethics and QALY’s

• What to offer a patient, when society 
finds a treatment too expensive

• Refusal of treatment is a death-penalty

• Requires hospitalization:  100.000  Euro



What is often overlooked

• People in the EU value good health care
(Sweden/MPS, Nice Citizen Council 2004)

• EU wants to stimulate development of 
orphan drugs, MS have cost problemsorphan drugs, MS have cost problems
(driving a car: accelerate and brake)

• Health as an investment in society:
employment, knowledge economy, etc.



The Orphan Drug success story

• Orphan Drug Act �  ‘Interaction Model’

Science     �      IndustryScience     �      Industry
�                          �

Doctor     �       Patient



Financial crisis & research (1)

EU should facilitate research, not hinder !
Furthermore:
Use the crisis, for restructuring industry
Automobile industry, (Opel) solar energyAutomobile industry, (Opel) solar energy
Pharmaceutical industry, drying pipeline
Invest in small, smart biotech companies
Partnerships in rare diseases (academia,
industry and patients) very successful !



Financial crisis & research (2)

EU research (academia & industry) has a
stock of potential knowledge/new products 
EU/MS should silver this, and not shelve it
1. Knowledge could lead to new products,1. Knowledge could lead to new products,

industrial activity and employment
2.   Try to persuade toptalent to work in EU
3.   Invest in quality of the labour force (use the  

‘crisis money’ to educate personal & 
support of innovative companies instead of 
large dismissals
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