
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

205065Orig1s000 
 

 

CHEMISTRY REVIEW(S) 
 





  

Conclusion and Recommendation:
The labels and labeling for the drug product are now adequate.  Additionally, the 
Office of Compliance has issued an overall “ACCEPTABLE” recommendation for 
all facilities involved.  

From the ONDQA perspective, this Application is now recommended for 
APPROVAL.
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APPENDIX 1: Email from Applicant discussing the label

From: Elizabeth Moyle [mailto:EMoyle@bmrn.com] 
Sent: Thursday, November 07, 2013 12:15 AM
To: Manisha Deshmukh; Benjamin, Jessica
Subject: RE: NDA 205065 - container label comment
Importance: High

Dear Jessica, 
Thank you very much for providing feedback on the container label for the Kuvan Powder for Oral 
Solution dosage form.

Regarding the request to revise the equivalency statement to read *100 mg sapropterin dihydrochloride 
equivalent to 76.8 mg of sapropterin, BioMarin has evaluated this change and requests the original 
proposed text remain as is since the presentation of the equivalency statement is directly associated with the 
total strength statement and because of limited space due to the small container size.

The current container label primary display panel presentation has the following statement, * Equivalent to 
76.8 mg of sapropterin, which is located directly below the total strength 100 mg (see below and attached 
for ease of reference). Since the equivalency statement is located next to the total strength, the additional 
text does not seem necessary. Additionally, the primary container printable space is too small to 
adequately accommodate the additional text. To accommodate the additional text, significant modifications 
may be needed to the container text. Considering these points BioMarin proposes to keep the wording of 
the equivalency statement as is. 

Please let me know if you have any questions or would like to discuss this further.

Kind regards, 
Elizabeth A. Moyle 
Director, Regulatory Affairs - Global Labeling

BioMarin Pharmaceutical Inc. 
105 Digital Drive 
Novato, CA 94949 
Tel: (415) 506-3225 
Cell
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Initial Quality Assessment 
Branch IV 

Division of New Drug Quality Assessment II 

 

 
OND Division: Division of Gastroenterology and Inborn Error Products 

NDA: 205065 
Applicant: BioMarin Pharmaceutical Inc. 

Stamp Date: 02/08/2013 
Review Date: 03/18/2013 

PDUFA Date: 12/08/2013 
Filing Meeting: 03/19/2013 

Proposed Trademark: KUVAN 
Established Name: Sapropterin dihydrochloride 

Dosage Form: powder for oral solution 
Route of Administration: Oral 

Indication: hyperphenylalaninemia (HPA) 
 

CMC LEAD: Marie Kowblansky, PhD 
 

  YES         NO 
ONDQA Fileability:       

Comments for 74-Day Letter                    

A. Summary 
 

Kuvan® (sapropterin dihydrochloride) Powder for Oral Solution is indicated for reduction of 
blood phenylanaline levels in patients with hyperphenylalaninemia.  The product will be packaged 
in single dose packets containing 100mg of sapropterin dihydrochloride (equivalent to 76.8 mg 
sapropterin base). Biomarin currently markets KUVAN® as a tablet formulation, with 
administration instructions calling for dissolving the tablet in 4 to 8 oz. (120-240 mL) of water or 
apple juice.  According to the applicant, this new powder formulation is designed to improve the 
taste and appearance of sapropterin dihydrochloride. This is being filed as a 505(b)(1) application 
with some cross referencing to the Kuvan Tablet NDA (22-181).  Since this is a new dosage form 
of a currently approved drug substance, this is classified as a Type 3 application. 

 
No clinical studies were conducted for this NDA and the company has requested a biowaiver for 
conducting BA/BE studies.  The sponsor’s justification for the biowaiver is being reviewed by Dr. 
Kelley Kitchens, the ONDQA Biopharm. reviewer. 
  
 
Drug Substance 
 
Sapropterin dihydrochloride,          

         
All information regarding the drug substance is referenced to BioMarin’s approved NDA 22-181. 
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sufficient stability studies have been conducted to establish stability of the product in all 
recommended dissolution media over the required time frame. 
 
--It is interesting that the release specification requires testing for   Since this is 
an excipient  it should be interesting to determine why this testing is required 
 

D. Comments for 74-day letter 
 

You have submitted only three months of stability data, which is insufficient for expiration dating 
your product.  We will accept additional stability data while the product is under review using the 
submission schedule you propose in the submission: stability results through nine months of 
storage under long-term conditions and six months of storage under accelerated 
conditions can be submitted during the first 3-months of application review.   
 

D. Recommendation – From the CMC perspective this application is fileable 
 
 Marie Kowblansky, PhD    4/9/2013  
 CMC Lead     Date 
 

Moo-Jhong Rhee, PhD      
 Branch Chief  
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7. 

Are drug substance 
manufacturing sites identified 
on FDA Form 356h or 
associated continuation sheet?  
For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

√   

8. 

Are drug product 
manufacturing sites are 
identified on FDA Form 356h 
or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

√   
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FILING REVIEW  
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Potential review issues to be forwarded to the Applicant for the 74-day letter: 
 

1. Please submit the complete dissolution data for Kuvan (sapropterin dihydrochloride) Powder for 
oral solution, which include the individual data, mean, % CV, dates of dissolution testing, and 
dissolution profiles. 

2. Please submit the dissolution method validation report for the Kuvan powder drug product.  
 

 
RECOMMENDATION:  
 
From the ONDQA-Biopharmaceutics perspective, NDA 205065 is fileable. The ONDQA 
Biopharmaceutics team will further assess this NDA to determine if the biowaiver may be granted. 
 
 
 
{See appended electronic signature page}  
Kelly M. Kitchens, Ph.D.  03/14/13 
Biopharmaceutics Reviewer        Date 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page}  
Tapash Ghosh, Ph.D.  03/14/13 
Acting Biopharmaceutics Team Leader    Date 
Office of New Drug Quality Assessment 
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