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Memorandum Department of Health and Human Serviced 
Food and Drug Administration 
Center for Drug Evaluation and Research 

 
Date:     25-JUL-2008 
To:     NDA 22-113 CMC Review #1 
From:    Bogdan Kurtyka, Ph.D. 
Through:    Moo-Jhong Rhee, Ph.D. 

Chief, Branch III ONDQA Division II 
CC:     Shulin Ding, Ph.D. 
Subject: CMC Recommendation for NDA 22-113 due to 

recent notification of unacceptable cGMP 
compliance 

 
 
The PDUFA date of NDA 22-113 is 25-JUL-2008. CMC Review #1 was completed on 01-JUN-
2008 with a recommendation of Approval action pending an “Acceptable” overall compliance 
recommendation. 
  
The Office of Compliance has issued an overall rating of “Withhold” on 24-JUN-2008. The 
report is attached below. 
 
Therefore, from a CMC perspective, this NDA is recommended for “Approvable” until the 
facilities involved are fully in compliance with cGMP requirements to assure identity, strength, 
purity, and quality of the drug product. 



   

 Page 2 of 3 

ESTABLISHMENT EVALUATION REQUEST 
         SUMMARY REPORT 
 

     Application  : NDA  22113/000         Sponsor:   WYETH CONS 
     Org Code     : 560                               NO CITY, , XX 
     Priority     : S 
                                           Brand Name  
     Stamp Date   : 25-SEP-2007            Estab. Name: 
     PDUFA Date   : 25-JUL-2008            Generic Name:       
     IBUPROFEN/PHENYLEPHRINR/CHLORPHENIRAMINE 
     Action Goal  :                         District Goal: 26-MAY-2008 
     Dosage Form:     (TABLET) 
     Strength   :     200MG/10MG/4MG 
     FDA Contacts:     B. KURTYKA       Review Chemist   301-796-1431 
                       S. DING          Team Leader   301-796-1349 
 
 -------------------------------------------------------------------------- 
     Overall Recommendation:       WITHHOLD   on 24-JUL-2008by C. CRUZ  (HFD-
 323) 301-796-3254 
 -------------------------------------------------------------------------- 
     Establishment :  
                      
                      
                      
     DMF No:      
     Responsibilities:
                      
                      
     Profile       :  
     Last Milestone:        OC RECOMMENDATION 
     Milestone Date:        21-APR-08 
     Decision      :        ACCEPTABLE 
     Reason        :        BASED ON PROFILE 
    -------------------  
     Establishment :  
                      
                      
                      
     DMF No:      
     Responsibilities:
                      
                      
     Profile       :  
     Last Milestone:        OC RECOMMENDATION 
     Milestone Date:        24-JUL-08 
     Decision      :        WITHHOLD 
     Reason        :        BASED ON FILE REVIEW 
    ------------------------------------------------------------------------- 
     Establishment :   
                       
                       
                       
     DMF No:       
     Responsibilities: 
                       
                       
     Profile       :   

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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     Last Milestone:        OC RECOMMENDATION 
     Milestone Date:        22-APR-08 
     Decision      :        ACCEPTABLE 
     Reason        :        BASED ON PROFILE 
    ------------------------------------------------------------------------- 
     Establishment :    CFN : 1120199            FEI : 1120199 
                        RICHMOND DIVISION OF WYETH 
                        2248-2300 DARBYTOWN RD 
                        RICHMOND, VA  232315404 
     DMF No:                                       AADA: 
     Responsibilities:      FINISHED DOSAGE LABELER 
                            FINISHED DOSAGE PACKAGER 
                            FINISHED DOSAGE RELEASE TESTER 
     Profile       :        TCM                         OAI Status:    NONE 
     Last Milestone:        OC RECOMMENDATION 
     Milestone Date:        21-APR-08 
     Decision      :        ACCEPTABLE 
     Reason        :        BASED ON PROFILE 
    ------------------------------------------------------------------------- 
     Establishment :    CFN : 1119620            FEI : 1119620 
                        WYETH CONSUMER HEALTHCARE - PRODUCT DEVELOPMENT 
                        1211 SHERWOOD AVE 
                        RICHMOND, VA  232201212 
     DMF No:                                       AADA: 
     Responsibilities:      FINISHED DOSAGE STABILITY TESTER 
     Profile       :        CTL                         OAI Status:    NONE 
     Last Milestone:        OC RECOMMENDATION 
     Milestone Date:        01-JUL-08 
     Decision      :        ACCEPTABLE 
     Reason        :        DISTRICT RECOMMENDATION 
    ------------------------------------------------------------------------- 
     Establishment :    CFN : 2650135            FEI : 3003108339 
                        WYETH PHARMACEUTICALS COMPANY 
                        STATE ROAD #3, KM. 142.1 
                        GUAYAMA, PR  00784 
     DMF No:                                       AADA: 
     Responsibilities:      FINISHED DOSAGE MANUFACTURER 
                            FINISHED DOSAGE PACKAGER 
                            FINISHED DOSAGE RELEASE TESTER 
                            FINISHED DOSAGE STABILITY TESTER 
                             
     Profile       :        TCM                         OAI Status:    NONE 
     Last Milestone:        OC RECOMMENDATION 
     Milestone Date:        21-APR-08 
     Decision      :        ACCEPTABLE 
     Reason        :        BASED ON PROFILE 
    ------------------------------------------------------------------------- 
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method.  It appears that light stress was not included in the forced degradation study*.  
Neither were single ingredient formulations included.  The applicant performed 
forced degradation only on a placebo (unknown formulation) and on the proposed 
drug product, and relied solely on peak purity assessment (by photodiode array) to 
determine whether there was a significant interference with the peaks of interest.  
There is no information regarding the sensitivity of this photodiode array approach, 
and how much degradation occurred upon stress.   
 
Method A7300 is a replacement for A7277.  This method is intended for commercial 
batches, and was not used in the formal stability studies.  An equivalence study has 
been conducted to demonstrate that A7300 and A7277 produce equivalent results.  
The validation of Method A7300 mirrors that of A7277.  Therefore, the same issues 
exist concerning specificity. 
 
Since the method validation reports do not provide experimental details, a request 
should be made for the method validation protocols, especially regarding the forced 
degradation study and peak purity test.  Specificity data need to be carefully reviewed 
to determine if Methods A7277 and A7300 are capable of supporting stability studies 
for the intended assays on active ingredients, degradants, and propyl gallate. 
 
*It is necessary to demonstrate that the method is stability-indicating for light stressed samples since 
phenylephrine and chlorpheniramine are light sensitive, and a photostability study is included in the 
drug product stability section. 
 

• Identity test for drug product 
The proposed identity test is HPLC retention time, which is considered to be non-
specific.  The applicant should be requested to add a more specific identity test such 
as UV/Vis scan for each active ingredient. 

C. Comments for 74-Day Letter 
 

Request the applicant to provide the following information to facilitate the review: 
 
• Update drug product stability data for the to-be-marketed formulation. 
• Provide the method validation protocols for Methods A7277 and A7300.  The 

protocols should include experimental details for the forced degradation study and 
the method used to assess peak purity. 

 
D. Recommendation:  
 
This NDA is fileable from the CMC and quality perspective.  
 
The major review issues of this NDA include bio-waiver, drug product stability, and 
method validation.  Manufacturing/testing facilities are located in U.S., Puerto Rico, and 

.  GMP inspection requests have been submitted. 
 
      Shulin Ding 
      Pharmaceutical Assessment Lead 
 
      Moo-Jhong Rhee 
      Chief, Branch III 

(b) (4)



Filing Checklists 
 
A. Administrative Checklists; 
  
YES NO  Comments 
x  On its face, is the section organized adequately?  
x  Is the section indexed and paginated adequately?  
x  On its face, is the section legible?   
x  Are ALL of the facilities (including contract facilities and test 

laboratories) identified with full street addresses and CFNs? 
 

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

 
 

 
B. Technical Checklists; 
 

1. Drug Substances:   
 

  Does the section contain synthetic scheme with in-process 
parameters? 

Not applicable 

  Does the section contain structural elucidation data? Not applicable 
x  Does the section contain specifications?  
x  Does the section contain information on impurities?  
  Does the section contain validation data for analytical methods? Not applicable 
x  Does the section contain container and closure information?  
  Does the section contain stability data? Not applicable 

 
      2.    Drug Product 
 
x  Does the section contain manufacturing process with in-process 

controls? 
 

x  Does the section contain quality controls of excipients?  
x  Does the section contain information on composition?  
x  Does the section contain specifications?  
x  Does the section contain information on degradation products?   
x  Does the section contain validation data for analytical methods?  
x  Does the section contain information on container and closure 

systems? 
 

x  Does the section contain stability data with a proposed 
expiration date? 

 

x  Does the section contain information on labels of container and 
cartons? 

 

x  Does the section contain tradename and established name?  
 

C. Review Issues 
 
x  Has all information requested during the IND phases, and at the 

pre-NDA meetings been included? 
 

 x Is a team review recommended?  
x  Are DMFs adequately referenced?  
 

(b) (4)
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