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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Jane Chang
5/21/2009 03:09:08 PM
CHEMIST

Shulin Ding
5/21/2009 03:12:45 PM
CHEMIST
On behalf of Dr. Moo-Jhong Rhee.



MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:   June 23, 2008 
 
TO:    NDA 22-259 Addendum to CMC Review #1 
 
FROM:   Shulin Ding, Ph.D., Pharmaceutical Assessment Lead   
    (ONDQA Division of Pre-Marketing Assessment II)  
 
THROUGH:   Moo-Jhong Rhee, Ph.D., Chief, Branch III 
    (ONDQA Division of Pre-Marketing Assessment II)  
 
SUBJECT: Addendum to Addendum to CMC Review #1: Corrections of 

Error and Typo  
 

 
 
Addendum to CMC Review #1 was filed in DFS on June 18, 2008.  The addendum contains an 
inadvertent error and a typo in the first sentence of Background section.  The error is the NDA 
number.  It should be NDA 22-259 rather than NDA 22-032.  Additionally, the acronym, 
PDUFA, was spelled wrong. 
 
The correct sentence should read “The PDUFA goal date of NDA 22-259 is June, 20, 2008.” 
 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Shulin Ding
6/23/2008 10:52:01 AM
CHEMIST

Moo-Jhong Rhee
6/23/2008 01:37:45 PM
CHEMIST
Chief, Branch III



MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:   June 18, 2008 
 
TO:    NDA 22-259 CMC Review #1 
 
FROM:   Shulin Ding, Ph.D., Pharmaceutical Assessment Lead   
    (ONDQA Division of Pre-Marketing Assessment II)  
 
THROUGH:   Moo-Jhong Rhee, Ph.D., Chief, Branch III 
    (ONDQA Division of Pre-Marketing Assessment II)  
 
SUBJECT: Change in CMC Recommendation for NDA 22-259 due to 

Recent Notification of unacceptable cGMP Compliance 
 

 
 
Background 
 
The PUDUFA goal date of NDA 22-032 is June 20, 2008.  CMC Review #1 was closed on 
March 31, 2008 with a recommendation of Approval pending an acceptable Overall Complaince 
Recommendation and label/labeling.   
 
Additionally, an issue on peanut oil is also noted in CMC Review #1 (pp. 8, 46, 58, and 63 of 
109).  Specifically, the issue is with the validity of the proposed assay method on peanut oil 
proteins.  Despite a request of information (IR letterdated Jan. 14, 2008), an adequate response 
has not been received.  
 
Reviewer’s Evaluation  
 
Concerning cGMP Compliance:   The Overall Compliance Recommendation (attachment) from 
the Office of Compliance regarding facility cGMP status was issued on June 10, 2008, and the 
recommendation is “Withhold” for this NDA.  The overall recommendation of “withhold” 
indicates the lack of cGMP compliance in the manufacture of the proposed product.  Without an 
acceptable cGMP compliance, the identity, strength, purity, and quality of the product can not be 
assured. 
Concerning label/labeling deficiencies:   The deficiencies were conveyed to the applicant in the 
IR letter dated Jan. 31, 2008.  An acceptable revised label/labeling has not been received as of 
the date of this memorandum.  Since CMC recommendation for this NDA is changed to 
“approvable” (see below Recommendation and Conclusion on Approvability), any future 
submissions on label/labeling under this NDA will be reviewed in the next cycle of review. 



Concerning peanut oil issue:   The current Agency’s position on the peanut oil issue is that the 
Agency may approve the NDA if the peanut oil supplier has a tract record that demonstrates that 
their peanut oil  does not cause significant allergic reaction 
to the patients (Meeting dated June 6, 2008 with Dr. Janet Woodcock, and Dr. Woodcock’s draft 
letter dated June 6, 2008).  Since the current supplier of the peanut oil to this NDA is deemed to 
have such tract record for producing acceptable peanut oil  

this NDA may be approved per CMC perspective 
once cGMP issue is resolved.  During the second review cycle appropriate post approval 
commitment will be discussed with the applicant based on the Agency’s policy per Dr. 
Woodcock’s letter to the applicant.  

 
 
Recommendation and Conclusion on Approvability  
 
This NDA has not assured identity, strength, purity, and quality due to lack of the cGMP 
compliance.  Therefore, “Approvable” action is recommended per CMC perspective. 

 

(b) (4)

(b) (4)



18-JUN-2008                                FDA CDER EES                               Page 1 of 2 
 
                              ESTABLISHMENT EVALUATION REQUEST 
 
                                                 SUMMARY REPORT 
 
Application  : NDA  22259/000         Sponsor:   HILL DERMAC 
                                                                             2650 SOUTH MELLONVILLE AVE 
                                                                             SANFORD, FL  327739311 
Org Code: 540                                
Priority : 5S                                 
Stamp Date: 20-AUG-2007               Brand Name :     4% 5-FLUOROURACIL 
PDUFA Date   : 20-JUN-2008           Estab. Name: 
Action Goal  :                                     Generic Name:    4% 5-FLUOROURACIL 
District Goal: 21-APR-2008               Dosage Form:     (CREAM) 
                                                            Strength   :     4% 
 
FDA Contacts:     L. CHASEY            Project Manager (HFC-60)          301-827-8675 
                             J. CHANG               Review Chemist                    301-796-1973 
                             S. DING                   Team Leader                       301-796-1349 
 
   ------------------------------------------------------------------------------------------- 
 
     Overall Recommendation:       WITHHOLD   on 10-JUN-2008by C. CRUZ  (HFD-323) 301-796-3254 
 
   ------------------------------------------------------------------------------------------- 
 
     Establishment :    CFN :             FEI :  
 
                      
                      
                      
       
DMF No:                                       AADA: 
 
Responsibilities:      DRUG SUBSTANCE RELEASE TESTER 
Profile:        CTL                         OAI Status:      NONE 
Last Milestone:    OC RECOMMENDATION 
Milestone Date:    22-OCT-07 
Decision:              ACCEPTABLE 
Reason:                 BASED ON PROFILE 
 
    ----------------------------------------------------------------------------------------- 
 
     Establishment :    CFN :                    FEI :  
 
                      
                      
                      
 
DMF No:                                       AADA: 
 
Responsibilities:      DRUG SUBSTANCE MANUFACTURER 
                                 DRUG SUBSTANCE RELEASE TESTER 
                                 DRUG SUBSTANCE STABILITY TESTER 

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

(b) (4)

(b) (4)

(b) (4)



18-JUN-2008                                FDA CDER EES                               Page 2 of 2 
 
                              ESTABLISHMENT EVALUATION REQUEST 
 
                                                 SUMMARY REPORT 
 
 
Profile:        CSN                         OAI Status:    NONE 
Last Milestone:        OC RECOMMENDATION 
Milestone Date:        22-OCT-07 
Decision:                 ACCEPTABLE 
Reason:                    BASED ON PROFILE 
 
    ----------------------------------------------------------------------------------------- 
 
     Establishment :    CFN : 1036365            FEI : 1036365 
 
                        HILL DERMACEUTICALS INC 
                          2650 S MELLONVILLE AVE 
                            SANFORD, FL  327739311 
 
DMF No:                                       AADA: 
 
Responsibilities:      DRUG SUBSTANCE RELEASE TESTER 
                                 FINISHED DOSAGE LABELER 
                                 FINISHED DOSAGE MANUFACTURER 
                                 FINISHED DOSAGE PACKAGER 
                                 FINISHED DOSAGE RELEASE TESTER 
                                 FINISHED DOSAGE STABILITY TESTER 
Profile:        OIN                         OAI Status:    POTENTIAL OAI 
Last Milestone:        OC RECOMMENDATION 
Milestone Date:        10-JUN-08 
Decision:                  WITHHOLD 
Reason:                    DISTRICT RECOMMENDATION 
      
    ----------------------------------------------------------------------------------------- 
 
     Establishment :    CFN :             FEI :  
 
                      
                      
                      
 
DMF No:                                       AADA: 
 
Responsibilities:      DRUG SUBSTANCE RELEASE TESTER 
                                      FINISHED DOSAGE RELEASE TESTER 
Profile       :        CTL                         OAI Status:    NONE 
Last Milestone:        OC RECOMMENDATION 
Milestone Date:        22-OCT-07 
Decision:                  ACCEPTABLE 
Reason:                     BASED ON PROFILE 
 
    ----------------------------------------------------------------------------------------- 

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

(b) (4)
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CHEMIST
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