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Reference ID: 3046897



NDA 200403 
Hydromorphone Hydrochloride Injection 

 
(1, 2, and 4 mg/mL) 

 
Summary of the Basis for the Recommended Action 

 from Chemistry, Manufacturing, and Controls 
 

Applicant:   Hospira Inc. 
   275 N. Field Dr., Dept. 0389, Bldg. H2-2,  
   Lake Forest, IL 60045 
    
Indication:    Hydromorphone hydrochloride (schedule II) is indicated for the   
   management of pain in patients where an opioid analgesic is appropriate.   
   The NDA is filed in reference to the FDA approved hydromorphone  
   hydrochloride injection Dilaudid®. 
 
Dosage Regimen The proposed treatment regimen is shown below: 
• The usual starting dose is 1-2 mg subcutaneously or intramuscularly every  as 
necessary for pain control. 
• The dose should be adjusted according to the severity of pain, as well as the patient’s 
underlying disease, age, and size. 
 
Presentations:  The injections are available in four types of presentations: single use vials 2 

mg/mL, single use ampules (1, 2, and 4 mg/mL),  Carpuject™ prefilled 
syringes (1, 2, and 4 mg/mL), and iSecure™ prefilled syringes (1, and 2 
mg/mL).  See pictures of the presentations at the end of this review.   

 
EER Status: The Office of Compliance has issued an overall acceptable status as of 25-May-

2010.   
 
Consults:  EA – Granted    

Methods Validation – Revalidation by Agency will not be requested since the 
methods listed are standard.   

   Pharmacology/Toxicology – Acceptable.  See PMR for    
  Biopharmaceutics – Acceptable    
  Quality Microbiology – Acceptable.   
 
Original Submission:  30-Apr-2010  
 
Post-Approval CMC requirement: The DMF Holder/applicant will be asked to revisit the acceptance 
criterion (NMT for the specified  when its identity is confirmed unambiguously.   
 
Drug Substances:  Hydromorphone hydrochloride is  

  It is a hydrogenated ketone of morphine, is an opioid analgesic.  The chemical 
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The hydromorphone hydrochloride injection drug product specifications include description, 

 color, identification, volume, assay, pH, related substances, sterility, bacterial endotoxins, 
and particulate matter. Compliance of container closure integrity was supported by dye 
immersion testing .  Sufficient drug product stability studies were 
conducted on eight batches, one from each of the packaging configuration tabulated on the 
previous page except configurations 2 and 6 that were acceptably bracketed, at both long term 
(25oC/60% RH) and accelerated conditions (40oC/75% RH) to support the 24 months shelf life 
for the products.  The stability studies also showed that the drug product is photo labile and a 
corresponding light protection statement is included on the label. 
 
Extractables and leachables studies indicate that the drug product analytical methods do not 
detect any leachables in the drug product when samples of drug products were tested at the 18 
month time point.    
 
The proposed drug product is manufactured, packaged and tested by Hospira Worldwide Inc. 
in McPherson, KS.  The manufacturing scale used for the registration batches was  or 
greater of the proposed commercial scale for the various packaging configuration.   
 
Conclusion: The drug product is acceptable.     
 
Outstanding issues: None 
 
Additional Items: 
 
Drug Master Files are acceptable or the pertinent information has been adequately provided in 
the application. 
 
Method validation will not be requested since all methods are standard.   
 
Overall Conclusion:  
 
From a CMC perspective, the application is recommended for approval.   
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Initial Quality Assessment 
Office of New Drug Quality Assessment 

Division III, Branch VIII 
Division of Anesthesia, Analgesia and Addiction Products   

 
 
OND Division:    Anesthesia, Analgesia and Addiction   
NDA:     200403 
Chemical Classification  3S 
Applicant:    Hospira 
Stamp date:    April 30, 2010  
PDUFA Date:    February 30, 2010 
Trademark:    NA 
Established Name: Hydromorphone HCl, USP Injection, USP 
Dosage Form:    Injection, 1 mg/ml; 2 mg/ml; 4 mg/ml  
Route of Administration:  Parenteral (IV, IM SC) 
Indication: Treatment of acute pain 
CMC Lead:     Danae D. Christodoulou, Ph.D. 
      YES  NO 
ONDQA Fileability:     √              
Comments for 74-Day Letter:    √                                      
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4.  Provide the structure and CAS numbers for the drug substance impurities  
  

   
 
E. Recommendation for fileability: The NDA is fileable based on sufficient number 

of primary stability batches, and 9- month real time stability data at 25°C/40% RH 
based on a biowaiver request to the approved product Dilaudid®. The NDA is suitable 
for evaluation and assessment based on FDA and ICH guidelines for submitting CMC 
information for New Drug Applications. 

 
Recommendation for Team Review: The NDA is recommended for team 
review with a biopharmaceutics reviewer for evaluation of the biowaiver assessment. 
The drug substance is not an NME, the formulation does not include novel excipients 
and the manufacturing process for the drug product does not present complexity, e.g., 
novel delivery or device issues, nor significant development.  
 
Consults:  
1. Microbiology (requested; assigned reviewer: Denise Miller) 
2. Biopharmaceutics, ONDQA (requested; reviewer: Angelica Dorantes)  
3. Toxicology (to be determined and initiated by the primary reviewer)  
 
 
 
 
 
 

 Danae D Christodoulou, Ph.D.    6/29/2010   
 CMC Lead        Date 
 
 
Prasad Peri, Ph.D.      7/1/2010   
Acting Branch VIII Chief, ONDQA   Date 
     

(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) 

X  , DMF  

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  Clarifications and communications with OC. 

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 Clarifications and communications with OC. 

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











Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-200403 ORIG-1 HOSPIRA INC Hydromorphone Hydrochloride

Injection 1,2,4 mg/mL
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