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Dr. Kelly Kitchens, the Biopharmaceutics reviewer has concluded that based on the composition of 
the current product, high solubility of the drug substance, and solutions of similar osmolarity when 
the powder or tablet formulations are dissolved, a biowaiver for in-vivo BA/BE is granted and 
approval of this NDA is recommended.

5. Clinical Microbiology 

Not Applicable

6. Clinical

The indication, target population, route of administration, and strength of the proposed powder
formulation are the same as for the approved KUVAN Tablets.  Because the two formulations were 
judged bioequivalent by the Clinical Parmacology and Biopharmaceutics no clinical studies were 
required for this application. Dr Lara Dimick, the clinical reviewer, agrees with the recommendation 
of the Clinical Parmacology and Biopharmaceutics reviewers, recommending that this application
be approved from the clinical perspective.

7. Advisory Committee Meeting --

Not Applicable

8. Pediatrics.

Kuvan was granted Orphan Drug Designation on January 29, 2004 (Orphan Designation #03-1815), 
and in accordance with Section 505B(g) of Food, Drug and Cosmetic Act and Title 21 CFR 314.55(d) 
is exempt from the requirement of providing data to assess the safety and effectiveness for a new 
dosage form in all relevant pediatric populations.

9. Other Relevant Regulatory Issues 

 Kuvan® (sapropterin dihydrochloride) Tablets was approved in December 2007
 The drug was granted Orphan Drug Status in January, 2004

10. Labeling 

Only minor revisions to the label have been recommended by Lisa V. Khosla, reviewer for the 
Division of Medication Errors Prevention Analysis (DMEPA). Our recommendations have been 
transmitted to BioMarin. 

11. Recommendations/Risk Benefit Assessment 

Biomarin has marketed KUVAN® tablets in the US since December, 2007. Administration 
instructions call for dissolution of the tablet in water or apple juice prior to administration.  The 
currently proposed powder product, which also requires dissolution in water or apple juice prior to 
administration, is designed as an alternative to the tablet product to improve the taste of the 
administered solution

Reference ID: 3409617



Cross Discipline Team Leader Review

Page 4 of 4 4

There are no unresolved issues or deficiencies that need to be conveyed to the sponsor. No PMRs, 
PMCs, or pediatric studies need to be requested. 

Based on recommendations from all disciplines involved in the review of this application, this NDA 
should be approved, pending 1) an “Acceptable” recommendation for the sites involved in the 
manufacture of this product and 2) completion of labeling negotiations with the sponsor.  (No major 
labeling issues have been identified at the present time.)   
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