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Carton/Container Labels 
The applicant has removed the word “synthetic” from the drug product container and carton labels, as requested. 
Acceptable. 
 
Recommendation and Conclusion on Approvability 
NDA 204-485 for Vasostrict™ (vasopressin injection, USP), 20 units /ml, is recommended for 
APPROVAL from a Chemistry, Manufacturing and Controls standpoint. The drug substance DMF 

 remains adequate. Based on the drug product stability data, the 12-month expiration dating period 
is recommended for drug product stored in the proposed container/closure system at the recommended 
storage condition, between 15°C and 25°C (59°F and 77°F)”. The overall Acceptable OC 
recommendation for drug substance and drug product facilities is issued on 04-Apr-2014. 
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       Initial Quality Assessment  
Branch I 

 
 

         OND Division:              Division of Cardiovascular and Renal Products 
                   NDA:      204485 

                  Applicant:       JHP Pharmaceuticals, LLC                       
                           Letter Date:              Sep 25, 2012      
                           Stamp Date:              Sep 26, 2012 
                        PDUFA Date:              July 26, 2013            
                           Tradename:              Pitressin  
                Established Name:              Vasopressin Injection 
                        Dosage Form:              Sterile solution (injection), 1 mL/ vial (20 pressor units)  
     Route of Administration:               IV infusion 
                              Indication:              Treatment of vasodilatory shock, including post-  
                                                               cardiotomy shock and septic shock  
                                                                
                                                                                                                         
                            Assessed by:    Kasturi Srinivasachar 
                ONDQA Fileability:            Yes 
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• The Applicant was told in the pre-NDA meeting to perform a one-time bioassay as part 
of characterization of the product and to correlate it to the HPLC method for assay.  Have 
they done this?  Is it necessary to perform a bioassay for this short peptide?  Note that in 
the older USP monograph there was a requirement for a bioidentity test in the drug    
substance which has now been replaced by mass spectral analysis. 

• Has the antimicrobial preservative effectiveness of chlorobutanol been satisfactorily 
demonstrated over the intended shelf-life of the product? 

• Regarding the specification: 
o The Identification test is by HPLC retention time only which is generally not 

considered specific 
o The release and shelf-life criteria for a number of attributes like pH, assay, 

impurities and chlorobutanol content are different.  Is this acceptable? 
o The shelf-life limits for impurities are very high –two individual impurities are 

NMT  and the total is NMT %.  Is this justified? They were informed in the 
pre-NDA meeting that this was problematic and were advised to consider 
measures such as storage under refrigeration, short shelf-life etc.  Additionally, 
has the safety of these degradation products been established at these levels by 
historical use? 

o Is it clear what is meant by Individual Specified NMT %? 
o Is the assay shelf-life criterion of 80%-105% acceptable? 
o Is the assay method based on the USP monograph? 
o Is the bacterial endotoxin limit proposed acceptable based on the proposed dose 

for vasodilatory shock?  
• Has the suitability/compatibility of the container closure system for this product been 

adequately established? 
• Regarding Stability 

o All batch sizes for the registration and supportive studies have been reported as 
“variable”.  Can it be assumed that the primary batches are at least pilot scale i.e. 
manufactured by a procedure fully representative of and simulating that to be 
applied to a full production scale? 

o The data available for the primary batches are minimal – 3 months for 2 batches 
and 2 months for the third batch under long term, accelerated and intermediate 
conditions.  Is the Applicant proposing to provide additional data during the 
review period? What expiration dating period can be granted for this product 
given the paucity of data and the high levels of degradation upon storage?  How 
useful are the supportive data from marketed batches manufactured with an 
overage? 

o The post approval commitment to monitor stability under only long term 
conditions for the first 3 commercial batches is inadequate. 
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Labeling 
• Neither the container labels nor the package insert state that the vials are multidose even 

though that seems to be the Applicant’s intention as mentioned in the pre-NDA meeting 
minutes. 

• For a multidose injection, the maximum length of time the vial can be used after the first 
withdrawal should be stated in the labeling. 

 
 
 
 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. 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 submission has no QbD elements and much of the drug 
product information pertains to sterility assurance which will be reviewed by the microbiologist.  
 
 
Kasturi Srinivasachar                                                                     Nov. 5, 2012 
CMC Lead                                                                                              Date 
 
Ramesh Sood                                                                                 Nov. 5, 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   

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

X  

Request additional drug product stability data and 
in-use study to assign a maximum time period for 
the multidose vials after initial withdrawal of 
drug. 
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