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Background 

ÅThe Orphan Drug Act, defines a rare disease as a disease or 
condition affecting less than 200,000 people in the US 

ÅThere are more than 7000 rare diseases affecting 25 million 
Americans and their families and most are ultra-rare and 
serious or life threatening 

Å95% of the rare diseases are without treatment despite the 
success of the Orphan Drug Act 

ÅThe science is available to treat many of these diseases, 
however the difficult development and regulatory process 
leaves most without treatment 

ÅAction is needed to do more with the science we already 
have available 
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The drug approval rate is flat despite rising designations:       
²Ƙȅ ŀǊŜƴΩǘ ƳƻǊŜ ǇǊƻŘǳŎǘǎ ōŜƛƴƎ ŀǇǇǊƻǾŜŘΚ 
About 2 ultra-rare disease drugs are approved each year 
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At the current rate of approval, it will take 150 years 
to treat 50% of ultra rare disorders in the database 
Is this what we want to happen? 
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Clinical trial requirements and costs   
have risen dramatically becoming an 
even larger barrier for ultra-rare diseases 
Enzyme replacement studies for rare lysosomal storage disorders 

 

Product 
 

Approval 

year 

Development 

time (yrs) 

Estimated cost 

of filing trials 

($ millions) 

Ceredase (alglucerase) 1991 3.1 $4 

Cerezyme (imiglucerase) 1994 2.6 $28 

Fabrazyme (agalsidase beta) 2003 5.1 $71 

Aldurazyme (laronidase) 2003 5.6 $49 

Naglazyme (galsulfase) 2005 5.1 $32 

Myozyme (alglucosidase alfa) 2006 3.4 $32 

Elaprase (idursulfase) 2006 5.6 $62 

N-acetylgalactosamine 6-

sulfatase (GALNS) 

2013 

(Est.) 
å5.0+ (Est.) >$100M 

Estimated cost of filing trials for Enzyme Repl. Therapy 



Accelerated Approval Process 
Designed to advance treatment development  
Å FDA developed the Accelerated Approval Pathway in response to 

the AIDS crisis in 1992 

Å Congress created the Fast Track process in FDAMA in 1997 to 
formalize the Accelerated Approval Pathway to speed up the 
development of products intended to treat serious or life-
threatening diseases with unmet medical needs   

Å Allows the use of surrogate endpoints or biomarkers to 
demonstrate the efficacy of a drug in a clinical trial instead of a 
clinical endpoint  

Å FDA currently requires prior clinical data about a biomarker to use 
as a surrogate end point in a clinical trial 

Å Ultra-rare diseases do not have clinical data on biomarkers when 
they have never been treated before 
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Accelerated Approval:  
Not accessible for ultra rare diseases  

ÅDifficult to collect required clinical data 
needed to qualify biomarkers in small patient 
populations when none exists 
ÅWe need practical criteria for using accelerated 

approval 
ïRecognize and emphasize the strong science 
ïCannot require clinical data that does not exist 
ïMake the right risk-benefit assessment for serious 

rare diseases without treatment 
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Accelerated Approval has been very 
successful in Cancer and HIV but rarely used 
in ultra rare diseases despite better science 
U.S. Approvals via Accelerated Regulations 
¦ǎŀƎŜ ƻŦ ǘƘŜ {ǳōǇŀǊǘ I ƻǊ 9 ŀǇǇǊƻǾŀƭǎΥ сп b5!Ωǎ ŀƴŘ ф .[!Ωǎ ǎƛƴŎŜ мффнϝ 

Taken from the FDA.gov website table on accelerated approvals 

Therapeutic Area 
Number of 
Accelerated 
Approvals 

Surrogate endpoint Other 

Cancer 26 Tumor size or progression 
free survival 

Most pivotal studies 
without a control group 

HIV 29 CD4 or viral load 
Combination therapies also 

approved 

Other 17 Variety 
PAH, hormones, iron, 

Crohns, MS, antibiotics 

Genetic 1 Renal pathology Fabrazyme 

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/

DrugandBiologicApprovalReports/ucm121597.htm 
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Accelerated Approval accessibility could be improved 

 ÅFor very low prevalence Rare Diseases with FastTrack 
Status, allow for: 
ïPredictable criteria for acceptance of biomarker as 

primary endpoints 
ïReasonable set of required yet rigorous scientific data 
ïGreater emphasis on biology and preclinical data and no 

requirement for clinical qualifying data when none exists 
ÅDramatic benefit on investment in rare disease drug 

development demonstrated in Orphanet publication 
ïFound that three times more diseases could be treated 

for same $1 billion invested: 36 new drugs vs 11 drugs 
ïMean 62% decrease in cost to develop a treatment 
ï http://www.ojrd.com/content/6/1/49  

http://www.ojrd.com/content/6/1/49
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Accelerated Approval had a    
dramatic effect on HIV and AIDS 
25 new drugs and 4 combinations approved in a 16 year period 

        1990    1992     1994     1996      1998     2000       2004        2008 

New Accelerated Approval 

Regulations put into Effect 
29 drugs in a 16 year period 

All accelerated approvals 

Small change in regulation: 

Large effect in innovation 
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Å Give ultra-rare diseases better access to 
Accelerated Approval pathway by allowing 
practical criteria to qualify biomarkers  for 
άFastTrack ¦ƭǘǊŀ hǊǇƘŀƴǎέ 

Å FDA cannot require prior clinical data when it 
does not exist: ultra-rare diseases rarely have it 

PDUFA must be reauthorized in 2012  

This is a critical opportunity for patients with 

rare diseases to get treatments  

 

ULTRA Act 
Legislative proposal to improve drug 

development for ultra rare diseases  
 



ULTRA ACT 
Saves Ultra-rare Patient Lives 
and Creates New Jobs 
ÅNew drugs developed by US companies 

ÅHigh-paid, U.S.-based biotechnology jobs 

ÅEstimated that each new rare disease product will 
likely create 300-600 direct new jobs in 
biotechnology and about five times that many in 
the greater economy 

ÅFor HIV, in 16 years, 29 new drugs were approved 

ïDevised by multiple startup and established companies 

ïChanged HIV infection away from being a death sentence 

ïGenerated approximately 78,500 new jobs 
12 


