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Review Information 

 
 
1. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 

FORMULA, MOLECULAR WEIGHT: 
 
Miltefosine: choline hydroxide, hexadecyl hydrogen phosphate, inner salt (USAN) 
2-(Hexadecoxy-oxido-phosphoryl)oxyethyl-trimethyl-azanium 
 

 
 
C21H46NO4P 
MW = 407.6 
 
 
2. INDICATION:  Treatment of visceral, cutaneous, and mucosal leishmaniasis 
 
 
3. ROUTE OF ADMINISTRATION: Oral 
 
 
4. STRENGTH/POTENCY: 50 mg 
 
 
5. Rx/OTC DISPENSED:     Rx         OTC 
 
 
6. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):  

   
Is this a SPOTS product?  Yes     No       Not evaluated at time of IQA. 
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7. RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 
 
DMF 

# TYPE HOLDER ITEM REFERENCED LOA DATE COMMENTS

IV August 31, 2012  
III August 24, 2012  
III September 10, 2012  

IV Included in DMF   
 

 

b. Consults Recommended by CMC and Biopharmaceutics 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics    
Clin Pharm    
EES   Submitted (May 3, 2013) 
Pharm/Tox   To be submitted 
Methods Validation   To be submitted 
EA   Categorical exclusion claim 
New Drug Micro   TBD (if needed) 
CDRH    
Other ( )    
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME DATE APPLICATION 

 NUMBER DESCRIPTION 

IND  105430 Submitted March 8, 2010 
 
d. Previous Communications with the Applicant to note (if any): 
 

DOCUMENT 
NAME Document DATE APPLICATION 

 NUMBER DESCRIPTION 

STP letter 04/09/2010 105430 CMC comments included 
Advice letter 6/28/201o 105430 Comments sent (meeting denied) 
Pre-NDA meeting 01/11/2012 105430 Preliminary responses 
Pre-NDA meeting 02/09/2012 105430 Meeting minutes 
RTF Letter 11/26/2012 NDA 204684  

 
 

Reference ID: 3325719
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6. 

For a naturally-derived API only, 
are the facilities responsible for 
critical intermediate or crude API 
manufacturing, or performing 
upstream steps, specified in the 
application?  If not, has a 
justification been provided for 
this omission?  This question is 
not applicable for synthesized 
API. 

  N/A 

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) 

   

Reference ID: 3325719
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REVIEW AND APPROVAL 
 
See appended electronic signature page} 
Dorota Matecka, Ph.D. 
CMC Lead 
Division of Pre-Marketing Assessment II, Branch V 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page} 
Mark Seggel, Ph.D. 
Biopharmaceutics Reviewer  
Office of New Drug Quality Assessment 
 
{See appended electronic signature page} 
Tapash Ghosh, Ph.D. 
Biopharmaceutics Team Lead  
Office of New Drug Quality Assessment 
 
{See appended electronic signature page} 
Rapti Madurawe, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment II, Branch V 
Office of New Drug Quality Assessment 
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Review Information 

 
 
1. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 

FORMULA, MOLECULAR WEIGHT: 
 
Miltefosine: choline hydroxide, hexadecyl hydrogen phosphate, inner salt (USAN) 
2-(Hexadecoxy-oxido-phosphoryl)oxyethyl-trimethyl-azanium 
 

 
 
C21H46NO4P 
MW = 407.6 
 
 
2. INDICATION:  Treatment of visceral, cutaneous, and mucosal leishmaniasis 
 
 
3. ROUTE OF ADMINISTRATION: Oral 
 
 
4. STRENGTH/POTENCY: 50 mg 
 
 
5. Rx/OTC DISPENSED:     Rx         OTC 
 
 
6. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):  

   
Is this a SPOTS product?  Yes     No       Not evaluated at time of IQA. 
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7. RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 
 
DMF 

# TYPE HOLDER ITEM REFERENCED LOA DATE COMMENTS

IV August 31, 2012  
III August 24, 2012  
III September 10, 2012  

IV Included in DMF   
 

 

b. Consults Recommended by CMC and Biopharmaceutics 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics    
Clin Pharm    
EES   Submitted (October 12, 2012) 
Pharm/Tox   To be submitted 
Methods Validation   To be submitted 
EA   Categorical exclusion claim 
New Drug Micro   TBD (if needed) 
CDRH    
Other ( )    
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME DATE APPLICATION 

 NUMBER DESCRIPTION 

IND  105430 Submitted March 8, 2010 
 
d. Previous Communications with the Applicant to note (if any): 
 

DOCUMENT 
NAME Document DATE APPLICATION 

 NUMBER DESCRIPTION 

STP letter 04/09/2010 105430 CMC comments included 
Advice letter 6/28/201o 105430 Comments sent (meeting denied) 
Pre-NDA meeting 01/11/2012 105430 Preliminary responses 
Pre-NDA meeting 02/09/2012 105430 Meeting minutes 

 
 
 

Reference ID: 3221486

(b) (4) (b) (4)
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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) 

   

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory 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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REVIEW AND APPROVAL 
 
See appended electronic signature page} 
Dorota Matecka, Ph.D. 
CMC Lead 
Division of Pre-Marketing Assessment II, Branch V 
Office of New Drug Quality Assessment 
 
 
{See appended electronic signature page} 
Rapti Madurawe, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment II, Branch V 
Office of New Drug Quality Assessment 
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