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Initial Quality Assessment 
Division of Pre-Marketing Assessment III, Branch VII 

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

 
 
 
OND Division:    Anesthesia, Analgesia and Addiction   
NDA:     201194 
Chemical Classification   3S 
Applicant:    VistaPharm 
Stamp date:    May 4, 2010 
PDUFA Date:    March 4, 2011 
Trademark:    NA 
Established Name:   Oxycodone Oral Solution, USP 
Dosage Form: Oral solution, 5 mg/5ml 
Route of Administration:  Oral 
Indication:    Treatment of moderate to severe pain where the use of 
      an opioid analgesic is appropriate 
 
Initial Quality Assessment:   Julia Pinto, Ph.D. 
 
      YES  NO 
ONDQA Fileability:     √              
Comments for 74-Day Letter:    √                              
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Container Closure: 
The applicant provided the packaging components of the HDPE bottles, cups and closures, and references to 
their corresponding DMFs. Letters of Authorization to the packaging DMFs have been included in the 
NDA. The applicant stated that the proposed container/closure system complies with USP<661> and <671>. 
Testing results according to these USP methods are provided.  Further, the Applicant states that the resin 
materials used for the container closure systems have been verified according to 21 CFR 177.1520 and meet 
all intended use for food contact applications. Therefore, the Applicant is requesting to be exempt from 
leachable/extractable study requirements.   
 
Stability: 
Stability testing of the two fills (5ml and 500 ml) across four batches is performed under standard ICH 
conditions at 25ºC/60% RH, and 40ºC/75% RH. Stability protocols and post-approval stability 
commitment were provided in the NDA. The proposed expiration dating is 18 months for the  5ml unit 
dose cup and 24 months for the 500ml HDPE bottle.  The 500 ml configuration has completed a 6-
month accelerated study and 18 months at room temperature. The 5ml unit dose configuration has 
completed a 6-month accelerated study and a 12 month room temperature study.  Further, data from an 
in-use study of two batches of open bottles is provided.  
 
Labeling 
Labeling information of the container labels and packaging insert should be assessed with respect to 
CMC related information.  
 

C. Critical issues for review and recommendation 
During assessment of the CMC information provided in this NDA, the primary reviewer should consider 
addressing issues identified above and other related ones, summarized here, for their impact on drug 
product quality and performance throughout the shelf-life: 

1. Limits of impurities and related substances in the drug substance as per ICH Q3A(R), in 
consultation with the Toxicology Division and limits of residual solvents for compliance with 
ICH Q3C.  

2. The suitability of the compendial specifications of excipients for drug product 
manufacturability, quality and performance should be assessed, in particular, supplier and 
specifications of raspberry flavor. 

3. Details of the manufacturing process of the drug product, e.g.: in-process controls, hold times 
of the compounded solution and manufacturing conditions 

4. Drug product specifications, e.g., impurity/degradant limits as per ICH Q3B(R),  
limits as a structural alert, and unidentified impurity limits, in consultation with the 
Toxicology Division.  

5. The suitability of the HPLC method for related substances to detect   and unidentified 
impurities.  

6. No photostability testing of the drug product has been reported and should be requested.  
7. The applicant requested a “biowaiver” for “human clinical efficacy and safety trials other 

than the relative bioavailability study performed” as amended on May 28.  
8. Labeling in Structured Product Labeling (SPL) format has not been provided and should be 

requested. 

(b) (4)

(b) (4)
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D. Comments for 74-day Letter:   
 

1. Provide a photostability study for the drug product, as per ICH Q1B.  
2. Provide the packaging and release facility for the drug product. 
3. Provide a retest period for the drug substance used in the manufacture of the drug 

product. 
4. Provide a Letter of Authorization for access to the DMF for raspberry flavoring.  
5. Provide unit dose cup and HDPE bottle samples with associated dosing cup.  
 
 

E. Recommendation for fileability:  The NDA is fileable based on pre-NDA agreements  
and 11 release batches and 4 stability batches with 12 to 18-month long term/6-month 
accelerated stability data for drug product packaged in the two proposed commercial 
presentations. 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 not recommended for a team 
review.  
 
Consults: 
1. Toxicology  
2. Biopharmaceutics, ONDQA (submitted 6/21/10; Angelica Dorantes was notified)  
 
Microbiology consult was not deemed necessary. However, it may be initiated by the 
primary reviewer after evaluation of the firm’s specifications, and supporting data.  

 
 
 
 
 
Julia Pinto, Ph.D.      6/21/2010   

     Primary CMC Reviewer       Date 
 

 Prasad Peri, Ph.D.       6/21/2010   
     Branch II Chief (Acting), 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   

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 Packaging Facility has not been identified 

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









Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-201194 ORIG-1 VISTAPHARM INC OXYCODONE HCL SOLUTION
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