
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

204308Orig1s000 
 

 

CHEMISTRY REVIEW(S) 
 



       Initial Quality Assessment  
Branch I 

 
 

         OND Division:              Division of Cardiovascular and Renal Products 
                   NDA:      204-308 

                  Applicant:       Silvergate Pharmaceuticals                          
                           Letter Date:              Aug 10, 2012      
                           Stamp Date:              Aug 10, 2012 
                        PDUFA Date:                Jun 10, 2013            
                           Tradename:                
                Established Name:               Enalapril maleate 
                        Dosage Form:               Powder for oral solution, 1mg/mL after reconstitution 
     Route of Administration:               Oral 
                              Indication:              Treatment of hypertension in pediatric patients      
                                                                of age 
                                                                                                                         
                            Assessed by:    Kasturi Srinivasachar 
                ONDQA Fileability:            Yes 
 
 
                                                                                              
 
                                                                                                                                                    

 
                     
 
                                                      
 
 
 
 
 
 
 
 
 
 
 

Reference ID: 3177147

(b) (4)

(b) (4)







 
 
Critical Review Issues 
Drug Substance 

• Any quality information submitted to DMF  since the last review should be 
evaluated. 

• The specifications in the NDA conform to USP but are not in the ICH Q3A format for 
impurities.   Is this acceptable?  Similarly, shouldn’t the specific  

 be listed? 
 
 
Drug Product 

 

Reference ID: 3177147

(b) (4)

(b) (4)

(b) (4)



 
Labeling 

• The package insert does not mention how individual doses should be measured for oral 
administration nor is there a measuring device, e.g. oral syringe, in the product kit. Is a 
specific device needed for this pediatric formulation or can this be left to the dispensing 
pharmacist’s discretion? 

• The following statement in the How Supplied section of the PI is misleading and should 
be changed or deleted—“  

”. 
• The ingredients in Ora-Sweet SF should also be listed in the Description section of the PI. 

 
 
 Comments and Recommendations 
The application is fileable -- see attached Filing Check List.  Facilities have been entered into 
EES; the reviewer should confirm the completeness and accuracy of the entries.  Methods 
Validation by DPA is not deemed necessary based on a preliminary review since the 7 criteria in 
IQP 5105 are not met; however, the reviewer may choose to initiate MV if the in-depth review 
reveals concerns with any of the analytical methods.  A categorical exclusion from 
environmental assessment has been requested.  A single CMC reviewer is recommended since 
this is a very simple formulation and the submission has no QbD elements. 
 
Kasturi Srinivasachar                                                                     Aug. 20, 2012 
Pharmaceutical Assessment Lead                                                          Date 
 
Ramesh Sood                                                                                 Aug. 20, 2012 
Branch Chief                                                                                           Date 
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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. 

  NA 

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) 

X   

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) 

X   
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37. 
Are there any potential review 
issues to be forwarded to the 
Applicant for the 74-day letter? 

X  
Request in-use study with primary stability 
batches at 12 month time point subject to further 
evaluation by reviewer 
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