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PRODUCT QUALITY - BIOPHARMACEUTICS  
FILING REVIEW  

File name: NDA 204592 Product Quality - Biopharmaceutics Filing Review.doc Page 6 
 

RECOMMENDATION:  
From the ONDQA-Biopharmaceutics perspective, NDA 204592 for Zorvolex Capsules 
(diclofenac) is fileable.  
 
 
 
 
{See appended electronic signature page}  
Banu S. Zolnik, PhD  02/22/13 
Biopharmaceutics Reviewer        Date 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page}  
Sandra Suarez Sharp, Ph.D.  02/22/13 
Secondary Signature    Date 
Office of New Drug Quality Assessment 
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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:     204592 
Chemical Classification   3S 
Applicant:    Iroko Pharmaceuticals, LLC 
Stamp date:    December 20, 2012 
PDUFA Date:    October 20, 2013 
Trademark:    NA 
Established Name:   ZorvolexTM Capsules 
Dosage Form: 18mg and 35 mg Capsules 
Route of Administration:  Oral 
Indication:    Management of mild to moderate acute pain 
 
Initial Quality Assessment:   Julia Pinto, Ph.D. 
 
      YES  NO 
ONDQA Fileability:     √              
Comments for 74-Day Letter:                         √                    
 
 

Reference ID: 3266124







 9

Container Closure: 
 
Zorvolex Capsules 18 mg and 35 mg will be stored in 100 cc round HDPE bottles  

. Both strengths will be available  in 90-count bottles and 30-count bottles. 
 
Physician samples of Zorvolex Capsules 18 mg and 35 mg will be packaged as blisters packaged in clear 

 film with push through paperback foil. Both strengths will be provided as  blister packs. 
Respective DMF’s are referenced.  
 
Stability: 
 
Data for three batches of each strength of drug product (total of 6 batches)  stored in 30-count, 90-count 
and 3-count blister packages,  under long term, intermediate and accelerated conditions is provide. 
Further a regression analysis of an additional 12 months of data is also provided. An expiry of 24 
months is requested.  
 
 

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. 

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), impurity limits 
as a structural alert, and unidentified impurity limits, in consultation with the Toxicology 
Division.  

5. The suitability of the analytical  methods for related substances and degradation products.   
 
 

D. Recommendation for fileability:  The NDA is fileable based on 14 clinical batches and 6 primary 
stability batches with 12 month long term/intermediate and /6-month accelerated stability data 
for drug product packaged in the three proposed 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.  
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Julia Pinto, Ph.D.      Feburary 12, 2013 
  

    Pharmaceutical Assessment Lead(acting)   Date 
 

 Prasad Peri, Ph.D.       February 12, 2013 
  

     Branch 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   

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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