
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

203312Orig1s000 
 

CHEMISTRY REVIEW(S) 
 



CMC FINAL RECOMMENDATION FOR NDA 203312 RESUBMISSION AFTER COMPLETE RESPONSE 

Page 1 

MEMORANDUM 

TO: OFFICE OF NEUROLOGY PRODUCTS 
FROM: CHARLES JEWELL, CMC REVIEWER, BRANCH 1, DIVISION 1, ONDQA 
SUBJECT: REVIEW OF NDA 203312 (RYTARY; IMPAX LABORATORIES; (CARBIDOPA AND 

LEVODOPA) EXTENDED RELEASE CAPSULES; CMC OVERALL APPROVAL 
RECOMMENDATION 

DATE: DECEMBER 23, 2014 
CC: TRACY PETERS, RPM 

DAVE PODSKALNY, CDTL 

 
***Recommendation and Conclusion on Approvability*** 

 
This application is recommended for APPROVAL from the CMC perspective.  Since our preliminary 
recommendation entered on 11/5/2014, the ONDQA Biopharmaceutics reviewer (Sandra Suarez) has submitted her 
approval recommendation (11/6/2014).  The CDER Office of Compliance (Reviewer:  Christina Capacci-Daniel via 
Ebern Dobbin) has entered the OVERALL ACCEPTABLE recommendation covering the cGMP status for all 
manufacturing sites on 12/23/2014. 
 
The following statement regarding the assignment of the expiration dating period for the drug product should be 
communicated to the applicant in the approval letter: 
 
The Agency has assigned an expiration dating period of 30 months for each strength of the Rytary (IPX066; 
carbidopa-levodopa extended-release capsules) drug product in the described packaging configurations.  The 30 
month expiration dating period begins with the  

.  No extension period is granted for hold time of components or bulk capsules. 

 
ONDQA Biopharmaceutics Recommendation Captured from the Review in Panorama 11/6/2014 

 
 

(b) (4)
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CDER Office of Compliance Overall Site Recommendation Captured from Panorama 12/23/2014 
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Review Notes 
Final Establishment Evaluation Report 
 
Reviewer Comments:  As discussed in the above summary, the overall recommendation for this 
application is WITHHOLD, due to the stated deficiencies at the Hayward, California site. 

Reference ID: 3247614
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Applicant Request to Withdraw the Hayward, California Site as a Manufacturing Site 
 
Reviewer Comments:  The amendment to withdraw the Hayward, California site as a manufacturing 
site is acknowledged, but due to ongoing deficiencies and verification that studies to support 
manufacturing are continuing at this site, the overall rating of establishments in this application 
include consideration of findings at this site.  

Reference ID: 3247614
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be asked to acknowledge that shelf life of the drug product is based on the  
. 

 
Additional Issues 
 
Administrative:  A claim for categorical exclusion for environmental assessment is 
included in Module 1.12.14 of the application. 
 
Establishment Evaluation:  An updated list of manufacturing sites and contract testing 
facilities was provided on 1/19/2012 through EES, double checked by M. Heimann and 
C. Jewell for completeness in the context of the application.  Currently in EES, there is 
an OAI alert for the Impax drug product manufacturing site in Hayward, CA. 
 
Comments for the 74-day letter 
 
None have been identified yet. 
 
Review, Comments and Recommendation: 
The NDA is fileable from a CMC perspective.  This application is essentially a follow-up 
combination product, attempting to provide a better formulation of the drug product in 
order to provide more stable plasma levels of levodopa than existing products.  The 
nature of the extended release drug product put emphasis on the need for 
biopharmaceutical reviewer in conjunction with the CMC reviewer.  There are QbD 
elements in the formulation development and in the establishment of proven acceptable 
ranges for drug product intermediates. 
 
Charles Jewell, Ph.D. (CMC Reviewer)   1/11/2012 
 
Martha Heimann, Ph.D. (CMC Lead)   1/11/2012 
 
Ramesh Sood, Ph.D. (Branch Chief)   1/11/2012 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 15 
Version Date: 05132009 

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) 

Y  
DMF numbers listed on form, other manufacturing 

information listed on continuation sheets. 

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) 

Y  
DMF numbers listed on form, other manufacturing 

information listed on continuation sheets. 
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