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U.S. Food and Drug Administration 
To Whom It Mav Concern: 

Miiano, March 31th, 2003 

Recommendation For The Approval Of Ankihemophilic Factor (Humat-& 
ALPHANATE@ For The Treatment Of Patients With qon Willebrand Disease (VWDl 

I understand that, in the USA, Alphanate’ is still under consideration for licensing in VWD 
patients. I would like to draw to your attention the folio 

1 
ing areas where, in my considered 

opinion, the development of this product represents an important advance in the treatment 
of this disease. 
Firstly, ALPHANATE@ is a “high purity” factor con entrate made by a process that 
incorporates two specific and complementary virus i activation steps (solvent-detergent 
treatment and terminal dry heat-treatment). The u e 

v 

of such “dual virus inactivated 
products” is recommended (CPMP/BWP/269/95 refe ence) as they may offer a greater 
margin of safety compared to older products mad by processes including only one 
specific virus inactivation step. As an additional ben fit, the higher purity of Alphanate@ 
allows a smaller injection volume which is more comfo able for patients. 
Secondly, ALPHANATE@ has been licensed for VWD in a number of European countries 
and has been used successfully for a number of years 
Thirdly, ALPHANATE@ is the only factor concentrate therapy for VWD patients for which 
clinical efficacy and safety has been investigated by eans of a large, prospective clinical 
study (reference Mannuccl et al Blood 2000). This allows dosing recommendations for 
Alphanate@ to be made on the basis of sound pharm cokinetic principles. Other available 
factor concentrate therapies are supported only by analyses of clinical use. 
Finally, as a physician routinely treating patients with 
of alternative products such as ALPHANATE@ as thi 

support the licensing 
therapeutic choice 

and an assurance of continued product supply to this 

Sincerely yours, 

P.M. Mannucci 
Professor and Chairman of Medicine 
University of Milan 
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