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Codeine Sulfate Oral Solution  
NDA 202245 

 
Summary of the Basis for the Recommended Action 

 from Chemistry, Manufacturing, and Controls 
 

Applicant:   Roxane Labs, Inc. 
   1809 Wilson Rd.,  
   Columbus, OH 43228. 
    
Indication:    For management of moderate to severe pain where the use of an   
   opioid analgesic is appropriate. 
 
Presentations:  The oral solution formulated as 30 mg/5mL and packaged in 500 mL PET 
 amber colored bottles, packed in a carton with five oral syringes (5 
 mL) and one measuring cup (5 mL).     
 
EER Status:  Acceptable as of Jan 24, 2011. 
 
Consults:  EA – Granted    

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

   Pharmacology/Toxicology – Acceptable.   
  Biopharmaceutics – Acceptable, with PMC    
  Quality Microbiology – Acceptable 
 
Original Submission: 27-Sep-20010 
 
Post-Approval CMC Commitments:  
The applicant has committed  
• To develop a validated method for quantitative monitoring of the drug product color and 

update the drug product specifications with data-based acceptance criteria by July 8, 2011. 
 

• To collect adequate systematic release and stability data for the drug product, according to 
the updated specifications, and submit in a prior-approval supplement by September 30, 
2012. The submission will include analysis of release and stability data for color, pH, content 
of ascorbic acid, and the content of codeine sulfate.  Additionally, the applicant committed to 
providing a statistical evaluation of the observed changes for each of these attributes and 
proposes data-reflecting acceptance criteria for drug product color, pH and the content of 
ascorbic acid. They will also revise, as needed, drug product specifications and stability 
protocol with detailed references to the validated analytical methods 

 
Drug Substance:  The drug substance codeine sulfate trihydrate is a derivative of codeine 
alkaloid, which belongs to the Morphinan-6α-ol group of opioids occurring naturally in the 
opium poppy plant.  It is manufactured by  

  The manufacturing and controls are supported by two 
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Initial Quality Assessment 
Division III, Branch VIII 

Office of New Drug Quality Assessment 
Division of Anesthesia, Analgesia and Addiction Products   

 
 
OND Division:    Anesthesia, Analgesia and Addiction   
NDA:     202245 
Chemical Classification:  3S 
Applicant:    Roxane Laboratories, Inc. 
Stamp date:    September 27, 2010 
PDUFA Date:    July 27, 2011 
Trademark:    NA 
Established Name:   Codeine sulfate  
Dosage Form: Oral solution, 30 mg/ml 
Route of Administration:  Oral 
Indication:    Treatment of mild to moderately severe pain 
Pharmaceutical Assessment Lead:  Danae D. Christodoulou, Ph.D. 
      YES  NO 
ONDQA Fileability:     √              
Comments for 74-Day Letter:    √                              
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Potential Impurities and degradation products: 

Reference ID: 2935725
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Drug Substance Specifications: 
Drug substance specifications are shown below, in Table 1, as summarized from the  
document, submitted in the NDA. Methods Validation is provided for the non-compendial method for 
determination of assay, impurities/degradants. This method and its validation should be assessed as per 
ICH Q2B. The proposed limits for impurities/degradants should be assessed as per ICH Q3A(R2) in 
consultation with the Toxicology Division.  be 
assessed for compliance with ICH Q3C; the applicant uses the USP<467> method, but stated that the 
limits are well below ICHQ3C guidelines, Option 1.  

-------------Start Applicant Material------------- 
Table 1. Drug Substance Specifications 

Reference ID: 2935725
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Batch analysis: 
Batch analysis results are included for batches 10036564 15800909000683) and 10037089 

15800909000817). These two batches were used for manufacture of the NDA drug 
product batches, as follows: 
Drug substance batch 10036564: drug product batches 4000060 and 4000093 
Drug substance batch 10037089: drug product batch 4000092  
Reference standard:  
No Certificates of Analysis for the working reference standards have been included; SOP of Boeringer 
Ingelheim for handling reference standards has been included in this section. The applicant should be 
asked to identify reference standards used for their analytical methods in the NDA. 
 
Drug product 
The drug product formulation contains sorbitol, glycerin, , colorants and a 
flavorant. No novel excipients are used in the formulation, but the colorants and flavorant are non-
compendial. The drug product solution is packaged in 500 ml PET amber bottles with  CR closures. 

-------------Start Applicant Material------------- 
 
Table 2. Quantitative composition of codeine sulfate oral solution. 

Reference ID: 2935725
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Recommendation for Team Review:  The NDA is not recommended for a team 
review.  
 
Consults: 
1. Toxicology (to be determined and initiated by the primary reviewer.)  
2. Biopharmaceutics, ONDQA (Angelica Dorantes was notified; However, Clinical 
Pharmacology will perform review of the relative bioavailability study.) 
3. Microbiology (to be determined and initiated by the primary reviewer.)   
 
Microbiology consult was not deemed necessary. However, it may be initiated by the 
primary reviewer after evaluation of the firm’s specifications, antimicrobial 
effectiveness testing and supporting data.  

 
 
 
 
 
 Danae D. Christodoulou, Ph.D.    11/10/2010   

     CMC Lead        Date 
 

 Prasad Peri, Ph.D.         
     Branch VIII Chief, ONDQA      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   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. 
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