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for each packaging configuration.  The following additional information is standard practice to 
obtain post-approval” 
 

Post-Approval Stability Protocol and Stability Commitment  
Hospira commits to place the first three commercial batches on stability and 
tested according to the stability protocol.  Thereafter, at least 1 commercial 
batch of each configuration will placed on stability annually.   
 
• Container Closure Integrity – is demonstrated by sterility testing at 0, 12, 

and 24 month time points for the long term storage conditions. The sterility 
testing is per USP <71>. 

 
• Endotoxin –testing follows USP <85> with a specification of NMT  

EU/mg.  The samples are tested at the 0 and 24 month time points under the 
long term storage conditions. 

 
 
I concur with the conclusions reached by the quality microbiology reviewer that there are no 
outstanding microbiology or sterility issues that preclude approval.    
 

7. Clinical/Statistical-Efficacy 
 
No new clinical studies were submitted for review. 
 

8. Safety 
 
No new clinical studies were submitted for review. 
 

9. Advisory Committee Meeting   
 
This application was not taken to an advisory committee as the drug product is not novel, the 
drug substance is similar to an approved product for the application to rely on prior findings of 
efficacy and safety, and there are no unique or unanswered issues. 
 

10. Pediatrics 
 
No pediatric studies are required as this application does not represent a new drug product, 
new route of administration, new indication or new dosage form. 
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11. Other Relevant Regulatory Issues 
 
The Controlled Substances Staff was consulted and had the following comments: 

There are no preclinical and clinical abuse potential studies in the NDA submission. 
The Sponsor is not seeking any claims or labeling statements regarding abuse 
deterrence or abuse resistance of the formulation.  

 
Hydromorphone is a CII substance under Controlled Substances Act (CSA) and is 
historically associated with high levels of abuse. Therefore, CSS reminds the Sponsor 
to store and handle the product consistently with regulations for Schedule II narcotic 
drugs by storing in a securely locked, substantially constructed cabinet or enclosure 
with limited access to prevent theft or diversion into illegal channels of distribution.   

 
The applicant has submitted this application under the 505(b)(2) regulations referencing the 
Agency’s prior findings of efficacy and safety for Dilaudid (NDA 19-034).  Although a 
product that has been on the market since 1984, there is a late-listed patent for Dilaudid (patent 
number 6589960) that does not expire until November 9, 2020.   Because this patent was 
timely filed, and Hospira was sued by Purdue for patent infringement, this application is under 
a 30-month stay of approval. Therefore, only a TA action can be taken. 
 

12. Labeling 
 
Several proprietary names were proposed last cycle that were rejected.  A new proposed 
proprietary name, was proposed, but found  and so was 
rejected by DMEPA.  The labeling review from DMEPA had the following comments: 
 

Our evaluation found the 2 mg/mL Carpuject container label is similar to the 1 mg/mL 
Carpuject container label. This similarity has lead to a selection error that resulted in an 
overdose. Additionally, the 2 mg/mL Carpuject label for hydromorphone has also been 
confused with the container label for Hospira’s lorazepam 2 mg/mL Carpuject syringe. 
As such, the labels need to be revised prior to approval. We have provided 
recommendations for the container labels to help minimize confusion of these products 
and to revise the labels and labeling to include required information on the labels and 
labeling in Section 5.1. 

 
The comments were submitted to the applicant and adequate changes were made.  
 
Labeling comments from DDMAC were incorporated into the package insert.   
 
The applicant had proposed dosing every  as needed as was present in the package 
insert for Dilaudid.  However, during the review of this application, the Dilaudid package 
insert was amended to dosing every 2 to 3 hours as needed.  As a result, the change was 
incorporated into the package insert for this application.   
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13. Decision/Action/Risk Benefit Assessment 
• Regulatory Action –  Tentative Approval   

 
• Risk Benefit Assessment 
The safety and efficacy of hydromorphone hydrochloride can be expected to be 
comparable to Dilaudid.  The updated package insert and improvements to the 
carton and container labels will provide clearer information for prescribers and 
reduce the risk for medication errors. 
 
• Recommendation for Postmarketing Risk Management Activities 
None. 

 
• Recommendation for other Postmarketing Study Commitments 

 
1. Safety Qualification of  

 
a. Conduct an in vitro genetic toxicology study to detect point mutations 

with the isolated drug substance impurity identified as  
tested up to the limit dose for the assay.  

 
b. Conduct an in vitro genetic toxicology study to detect chromosome 

aberrations with the isolated drug substance impurity identified as 
 tested up to the limit dose for the assay. 

 
c. Conduct a 3-month repeat-dose toxicology study in a single species 

with the isolated drug substance impurity identified as  
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