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Public Health Service
DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug Administration

Dyloject (diclofenac sodium) Injection
NDA 22-396

Dr. Juandria Williams Ph.D. from the Office of Manufacturing and Product Quality in a review memo dated 
17-DEC-2013 has made a recommendation that the application should not be approved due to continued 
GMP issues for the  site that manufactures and tests the drug product. 

An overall withhold recommendation has been made for the NDA on Dec 16th 2013.
  

ONDQA Conclusion: The CMC team recommends a complete response for the NDA until a final 
acceptable recommendation from the Office of Compliance for all manufacturing and testing facilities.  

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

Reference ID: 3425472

(b) (4)
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Public Health Service
DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug Administration

Dyloject (diclofenac sodium) Injection
NDA 22-396

Conclusion: The CMC team recommends approval of the NDA pending a final acceptable recommendation 
from the Office of Compliance for all manufacturing and testing facilities.  

Prasad Peri
Branch Chief,
ONDQA.  

Reference ID: 3416621
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Martin Haber, Ph.D. 
Chemistry Reviewer, DNDPAIII/ONDQA  

APPEARS THIS WAY ON ORIGINAL
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Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22396 ORIG-1 HOSPIRA INC diclofenac sodium injection
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Initial Quality Assessment 
Division of Pre-Marketing Assessment I, Branch II 

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

 
NDA:      22-396 
Applicant:     Javelin Pharmaceuticals 
Stamp Date:     12/3/2009 
PDUFA Date:    10/3/10 Standard 
Trademark:     Dyloject 
Established Name:    diclofenac sodium injection 
Dosage Form and strength:   Sterile solution in vial, 37.5 mg/1 mL  
Route of Administration:   Injection, IV  
Indication:     short term management of pain 
 
PAL: Danae Christodoulou, Ph.D. Branch II/DPA I/ONDQA  
(IQA authored by primary reviewer)
Fileability recommendation: Acceptable for filing
Review team recommendation: Single primary reviewer (Martin Haber, Ph.D) 
Time goals:  
• Initial Quality Assessment in DFS: by 1/21/10 
• Chemistry filing memo in DFS: by 1/21/10
• Filing decision “Day 45”: 1/21/10 (tentative; to be set by Clinical Division) 
• Filing review issues “Day 74”: 2/15/10 (tentative; to be set by Clinical Division) 
• Chemistry Review (DR/IR) letter: by 5/3/2010
• Mid-cycle meeting “Month 5”: 5/3/2010 
• Wrap Up: 8/3/2010 
• Final Chemistry Review “Month 8” in DFS: by 8/3/2010
• PDUFA: 6/3/2010 if Priority Review, 10/3/10 if Standard 
 
CONSULTS/ CMC 
RELATED REVIEWS 

COMMENT 

Biopharm/ClinPharm To be determined by Primary Reviewer 
EA To be assessed by Primary Reviewer 
EES EER sent to Office of Compliance on 12/14/2009 
DMETS Labeling consult request will be sent by clinical division 
Methods Validation Validation may be requested of FDA labs after test methods are finalized.
Microbiology Consult sent, reviewer pending 
Pharm/Tox DS and DP Impurities to be qualified 
 
Summary:
Electronic NDA in CTD format with Quality Overall Summary.  The NDA was filed as a 
505(b)(2) application with Cataflam (diclofenac potassium) from Novartis as the RLD.  
 
Drug Substance 

(b) (4)

(b) (4)



 

 NDA 22-396 Initial Quality Assessment 2

Diclofenac originated around 1973 and is a compendial NSAID available as a generic 
drug in several oral formulations.  Both sodium and potassium salt forms are available.   
 

 
Note: USAN name is the same as INN.   
 

 























 

 NDA 22-396 Initial Quality Assessment 13

DMF TYPE HOLDER ITEM REFERENCED COMMENTS 
III Reviewed previously by 

Microbiology. 
 

CHEMISTRY NDA FILEABILITY CHECKLIST

IS THE CMC SECTION OF APPLICATION FILEABLE?  Yes 

The following parameters are necessary in order to initiate a full review, i.e., complete 
enough to review but may have deficiencies. 
 Parameter Yes No Comment 
1 On its face, is the section organized adequately? X   
2 Is the section indexed and paginated adequately? X   
3 On its face, is the section legible? X   
4 Are ALL of the facilities (including contract 

facilities and test laboratories) identified with 
full street addresses and CFNs? 

X   

5 Is a statement provided that all facilities are 
ready for GMP inspection? 

X   

6 Has an environmental assessment report or 
categorical exclusion been provided? 

X   

7 Does the section contain controls for the drug 
substance? 

X   

8 Does the section contain controls for the drug 
product? 

X   

9 Have stability data and analysis been provided to 
support the requested expiration date? 

X  12 months stability data 
provided.      

10 Has all information requested during the IND 
phase, and at the pre-NDA meetings been 
included? 

X   

11 Have draft container labels been provided? X   
12 Has the draft package insert been provided? X   
13 Has an investigational formulations section been 

provided? 
X   

14 Is there a Methods Validation package? X   
15 Is a separate microbiological section included? X   
     

Preliminary CMC comments for the 74 day letter
 
 

 None. 
 

(b) (4) (b) (4)
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NDA-22396 ORIG-1 JAVELIN

PHARMACEUTICA
LS INC

diclofenac sodium injection
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