
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

205029Orig1s000 
 

CHEMISTRY REVIEW(S) 
 



















---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SHASTRI P BHAMIDIPATI
07/11/2014

OLEN M STEPHENS
07/14/2014

Reference ID: 3541427



















---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SHASTRI P BHAMIDIPATI
10/03/2013

RAMESH K SOOD
10/03/2013

Reference ID: 3383944



















---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SHASTRI P BHAMIDIPATI
08/21/2013

RAMESH K SOOD
08/21/2013

Reference ID: 3360751









PRODUCT QUALITY - BIOPHARMACEUTICS
FILING REVIEW 

File name: NDA 205029 Product Quality - Biopharmaceutics Filing Review.doc Page 4 

product meets the USP requirements for epinephrine injection.  The proposed drug product and 
the drug products used in the published studies were all diluted  before 
administration. The differences between the drug product formulations used in the published PK 
studies and the proposed drug product formulation are minor and are not expected to change 
the bioavailability of the drug after dilution and I.V. infusion.  The evaluation and acceptability of 
the human PK data from the literature will be determined by the Clinical Pharmacology 
Reviewer from OCP.  The Applicant has stated that dosing of the proposed drug product will be 
based on blood pressure measurements.

RECOMMENDATION:
From the ONDQA-Biopharmaceutics perspective, NDA 205029 is fileable.  However, this NDA 
does not require further assessment by the ONDQA-Biopharmaceutics team. 

{See appended electronic signature page}
Elsbeth Chikhale, Ph.D.   
Biopharmaceutics Reviewer        Date 
Office of New Drug Quality Assessment 

{See appended electronic signature page}
Angelica Dorantes, Ph.D.   
Biopharmaceutics Team Leader    Date 
Office of New Drug Quality Assessment 
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       Initial Quality Assessment
Branch I 

OND Division:              Division of Cardiovascular and Renal Products 
              NDA:      205029 

                  Applicant:       Belcher Pharmaceuticals
                           Letter Date:              Dec 4, 2012      

Stamp Date:              Dec 4, 2012 
PDUFA Date:               Oct 4, 2013            

                           Tradename:               
                Established Name:              Epinephrine Injection 

Dosage Form:              Sterile solution (injection), 1 mg/mL (1:1000) 
Route of Administration:              IV infusion 

                              Indication:              Increasing systemic arterial blood pressure in acute  
    hypotensive states associated with septic shock                                          

                            Assessed by:    Kasturi Srinivasachar 
ONDQA Fileability:            Yes, pending receipt of complete establishment    

                                                               information 

Reference ID: 3234505

(b) (4)

(b) (4)







Comments and Recommendations 
The application is fileable -- see attached Filing Check List for pending information.  Facilities 
will be entered into EES as soon as the Applicant amends the NDA with a complete list of 
facilities for both drug substance and drug product; the reviewer should confirm the 
completeness and accuracy of the entries. A microbiology reviewer has been assigned.  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 
the drug substance information is in a DMF which has been previously reviewed and much of the 
drug product information pertains to sterility assurance which will be reviewed by the 
microbiologist.  

Kasturi Srinivasachar                                                  Dec. 19, 2012
CMC Lead                                                                                              Date 

Ramesh Sood                                                                                 Dec. 19, 2012
Branch Chief                                                                                           Date 
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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) 

 X Requested 

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   

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) 

 X Requested 
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