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PEDIATRIC PAGE 
(Complete for all filed original applications and efficacy supplements) 

 
NDA/BLA # :              22-259                    Supplement Type (e.g. SE5):                       Supplement Number: ___000____                 
   
 
Stamp Date:      August 20, 2007                           PDUFA Goal Date: _June 20, 2008________                 
 
HFD -540           Trade and generic names/dosage form: _4% 5-Fluorouracil Cream_______                                                           
        
 
Applicant:     Hill Dermaceuticals, Inc.                                                                    Therapeutic Class: _Keratolytics ____           
                      
  
Does this application provide for new active ingredient(s), new indication(s), new dosage form, new dosing regimen, or new 
route of administration? * 

X     Yes.  Please proceed to the next question.    
 No.  PREA does not apply.  Skip to signature block. 

 
* SE5, SE6, and SE7 submissions may also trigger PREA.  If there are questions, please contact the Rosemary Addy or Grace Carmouze. 
   
Indication(s) previously approved (please complete this section for supplements only):________N/A__________                             
                                                                                                  
Each indication covered by current application under review must have pediatric studies: Completed, Deferred, and/or Waived. 
 
Number of indications for this application(s): 1

 
Indication #1: Actinic Keratosis  
 
Is this an orphan indication?  

 
 Yes.  PREA does not apply.  Skip to signature block. 

    
X No.  Please proceed to the next question. 

 
Is there a full waiver for this indication (check one)?  

 
X    Yes: Please proceed to Section A.  
 

 No:   Please check all that apply: Partial Waiver   Deferred   Completed 
           

NOTE: More than one may apply        
 
Please proceed to Section B, Section C, and/or Section D and complete as necessary. 

 

Section A: Fully Waived Studies 
 
Reason(s) for full waiver: 

 
 Products in this class for this indication have been studied/labeled for pediatric population 

X    Disease/condition does not exist in children 
 Too few children with disease to study 
 There are safety concerns 
 Other:  

 
If studies are fully waived, then pediatric information is complete for this indication.  If there is another indication, please see 
Attachment A.  Otherwise, this Pediatric Page is complete and should be entered into DFS.  
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Section B: Partially Waived Studies 

 
Age/weight range being partially waived (fill in applicable criteria below): 
 
Min  kg   mo.  yr.  Tanner Stage  
Max  kg _  mo.  yr.  Tanner Stage  
Reason(s) for partial waiver: 
 

 Products in this class for this indication have been studied/labeled for pediatric population 
 Disease/condition does not exist in children 
 Too few children with disease to study 
 There are safety concerns 
 Adult studies ready for approval 
 Formulation needed 
 Other:  

 
If studies are deferred, proceed to Section C.  If studies are completed, proceed to Section D.  Otherwise, this Pediatric Page is 
complete and should be entered into DFS. 

 
Section C: Deferred Studies 

 
Age/weight range being deferred (fill in applicable criteria below): 
 
Min  kg   mo.  yr.  Tanner Stage  
Max  kg _  mo.  yr.  Tanner Stage  
 
Reason(s) for deferral: 
 

 Products in this class for this indication have been studied/labeled for pediatric population 
 Disease/condition does not exist in children 
 Too few children with disease to study 
 There are safety concerns 
 Adult studies ready for approval 
 Formulation needed 

Other:  
 
Date studies are due (mm/dd/yy):  
 

If studies are completed, proceed to Section D.  Otherwise, this Pediatric Page is complete and should be entered into DFS.  
 

Section D: Completed Studies 
 
Age/weight range of completed studies (fill in applicable criteria below): 
 
Min  kg   mo.  yr.  Tanner Stage  
Max  kg   mo.  yr.  Tanner Stage  
 
Comments: 
 
 

If there are additional indications, please proceed to Attachment A.  Otherwise, this Pediatric Page is complete and should be entered 
into DFS. 
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This page was completed by: 
 
{See appended electronic signature page} 
___________________________________ 
Catherine Carr, M.S. 
Regulatory Project Manager 
 
 
FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH 
STAFF at 301-796-0700 
 
(Revised: 10/10/2006) 
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Version: 03/05/2015

MEMORANDUM OF TELECONFERENCE

Teleconference Date: March 11, 2015

Application Number: NDA 022259 
Product Name: fluorouracil cream, 4%
Sponsor Name: Hill Dermaceuticals, Inc.

Subject: Long Term Study 

FDA Participants
Kendall A. Marcus, MD, Director, DDDP
David Kettl, MD, Acting Deputy Director, DDDP 
Denise Cook, MD, Acting Team Leader, DDDP
Milena Lolic, MD, Clinical Reviewer, DDDP
Mohamed Alosh, PhD, Biostatistics Team Leader, DB III
Kathleen Fritsch, PhD, Biostatistics Reviewer, DB III
Jane Chang, PhD, Product Quality Reviewer, DNDQA II, Branch IV
Barbara Gould, MBAHCM, Chief, Project Management Staff, DDDP
Strother D. Dixon, Senior Regulatory Health Project Manager, DDDP

Sponsor Participants
Cynthia Freeman, Quality Control Manager
Nicole Motley, Microbiologist
Rosario (Nini) Ramirez, Quality Assurance Manager
Jerry Roth, President 

1.0 BACKGROUND:
The sponsor attempted to submit datasets for the study report HD-FUP4LTS-050 on May 5, 
2008 (SDN 18) but was unsuccessful.  The sponsor was notified via fax on May 5, 2008 that the 
xpt and pdf files were submitted as shortcuts and are not the actual files.

2.0 DISCUSSION: 
During the meeting the sponsor was informed that the Division would need the files for study 
report HD-FUP4LTS-050 and all supporting materials related to the study.  The Division 
clarified the documentation that needed to be submitted as well as the type of files.

3.0 ACTION ITEMS:
The sponsor agreed to submit the files requested by the Division.  

Reference ID: 3820918
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Version: 03/05/2015

MEMORANDUM OF TELECONFERENCE

Teleconference Date: April 27, 2015

Application Number: NDA 022259 
Product Name: fluorouracil cream, 4%
Sponsor Name: Hill Dermaceuticals, Inc.

Subject: Review Extension – Major Amendment 

FDA Participants
David Kettl, MD, Acting Deputy Director, DDDP 
Denise Cook, MD, Acting Team Leader, DDDP
Amy Woitach, DO, Clinical Reviewer, DDDP
Barbara Gould, MBAHCM, Chief, Project Management Staff, DDDP
Strother D. Dixon, Senior Regulatory Health Project Manager, DDDP

Sponsor Participants
Linda Payne, Regulatory Affairs
Rosario Ramirez, MD., QA Manager
Cynthia Freeman, QC Manager
Nicole Motley, Microbiologist
Jerry Roth, President

1.0 BACKGROUND:
The sponsor was sent a Review Extension – Major Amendment Letter for NDA 022259.  The 
sponsor requested a teleconference with the Division to discuss.

2.0 DISCUSSION: 
The Division clarified that the submission containing the files for study report HD-FUP4LTS-
050 constituted a major amendment therefore the clock was extended three months.  

3.0 ACTION ITEMS:
None.  

Reference ID: 3820923
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Version: 03/05/2015

MEMORANDUM OF TELECONFERENCE

Teleconference Date: June 9, 2015

Application Number: NDA 022259 
Product Name: fluorouracil cream, 4%
Sponsor Name: Hill Dermaceuticals, Inc.

Subject: Microbiology Information Request – Follow-up

FDA Participants
David Kettl, MD, Clinical Team Leader, DDDP
Amy Woitach, DO, MS, Clinical Reviewer, DDDP
LCDR Jessica Cole, PhD, Acting Microbiology Quality Assessment Lead, 
CDER/OPQ/OPF/DMA Branch 3
Strother D. Dixon, Senior Regulatory Health Project Manager, DDDP

Sponsor Participants
Jerry Roth, President
Rosario Ramirez, MD, Senior Quality Assurance Manager
Joy Trepanier, Quality Assurance Manager
Cynthia Freeman, Quality Control Manager
Nicole Motley, Microbiologist
Linda Payne, Regulatory Affairs

1.0 DISCUSSION: 
The sponsor was informed that the current proposal to establish minimum preservative levels 
post-approval is unacceptable. As requested in the March 5, 2015 Information Request, the 
minimum preservative content must be established and supported by data prior to approval of the 
NDA.  

The sponsor was also asked to provide an update on the status of the Burkholderia cepacia 
complex test development and confirm that the July 1, 2015 completion date is still applicable.  

2.0 ACTION ITEMS:
The sponsor agreed to submit the information as requested.  

Reference ID: 3820924
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  September 2, 2015

TO:  File

FROM:  Strother D. Dixon

SUBJECT:  505 (b)(2) Cleared for Action

APPLICATION/DRUG:  NDA 022259 Tolak (fluorouracil) cream, 4%

NDA 022259 Tolak (fluorouracil) cream, 4% was discussed at the July 20, 2015 505(b)(2) 
clearance meeting.  The application was cleared for action from a 505(b)(2) perspective.  The 
sponsor established a clinical bridge in the clinical efficacy/Phase III study entitled “A 
Randomized Evaluator Blinded, Vehicle-Controlled Multi-Center Study of the Safety and 
Efficacy of 4% Tradename (fluorouracil) Cream Versus its Vehicle Cream Versus Efudex® 
Cream in the Treatment of Actinic Keratosis.”

Reference ID: 3814848
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NDA 022259, NDA 019452/S-019 
NDA 019452/S-020, NDA 19452/S-024 
Page 2 

 

Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

If you have any questions, call Barbara Gould, Chief, Project Staff Management, at (301) 796-
4224. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
 

Reference ID: 3015456
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 022259
INFORMATION REQUEST

Hill Dermaceuticals, Inc.
Attention: Linda Payne
Regulatory Affairs
2650 South Mellonville Ave.
Sanford, FL 32773

Dear Ms. Payne:

Please refer to your New Drug Application (NDA) dated December 17, 2014, received
December 18, 2014, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for fluorouracil cream, 4%.

We are reviewing the microbiology section of your submission and have the following 
comments and information requests.  We request a prompt written response by July 22, 2015 in 
order to continue our evaluation of your NDA.

1. Submit a revised stability specification with acceptance criteria of NLT % 
methylparabens, % propylparabens, and % BHT.

2. Submit a revised release specification that includes the absence of Burkholderia cepacia 
complex (BCC).  Alternately, it is acceptable to test all purified water used in 
manufacturing for the absence of BCC and include this test as part of the critical in-
process manufacturing controls.

Reference ID: 3794893
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If you have any questions, please contact Strother D. Dixon, Regulatory Project Manager, at 
(301) 796-1015.

Sincerely,

{See appended electronic signature page}

Kendall A. Marcus, MD
Director
Division of Dermatology and Dental Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research

Reference ID: 3794893
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If you have any questions, please contact Strother D. Dixon, Senior Regulatory Project Manager, 
at (301) 796-1015.

Sincerely,

{See appended electronic signature page}

Kendall A. Marcus, MD
Director 
Division of Dermatology and Dental Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research

Reference ID: 3792817
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If you have any questions, please contact Strother D. Dixon, Senior Regulatory Project Manager, 
at (301) 796-1015.

Sincerely,

{See appended electronic signature page}

David Kettl, MD
Clinical Team Leader
Division of Dermatology and Dental Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research

Reference ID: 3776826
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 022259

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Hill Dermaceuticals, Inc.
2650 South Mellonville Avenue
Sanford, FL 32773

ATTENTION: Linda Payne
Regulatory Affairs

Dear Ms. Payne:

Please refer to your New Drug Application (NDA) dated December 17, 2014, and received 
December 18, 2014, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic 
Act for Fluorouracil Cream, 4%.

We also refer to your February 24, 2015, correspondence, received February 25, 2015, requesting
review of your proposed proprietary name, Tolak.

We have completed our review of the proposed proprietary name, Tolak and have concluded that 
it is conditionally acceptable. 

If any of the proposed product characteristics as stated in your February 24, 2015, submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)

Reference ID: 3762813
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Janet Anderson, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-0675. For any other information 
regarding this application, contact Strother Dixon, Regulatory Project Manager in the Office of
New Drugs at (301) 796-1015.

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Deputy Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk 
Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research

Reference ID: 3762813
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 022259
REVIEW EXTENSION –
MAJOR AMENDMENT

Hill Dermaceuticals, Inc.
Attention: Linda Payne
Regulatory Affairs
2650 South Mellonville Ave.
Sanford, FL 32773

Dear Ms. Payne:

Please refer to your New Drug Application (NDA) dated December 17, 2014, received 
December 18, 2014, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act (FDCA) for fluorouracil cream, 4%.

On March 24, 2015, we received your March 23, 2015, major amendment to this application. 
Therefore, we are extending the goal date by three months to provide time for a full review of the 
submission.  The extended user fee goal date is September 18, 2015.

In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2013 THROUGH 2017.” 
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by August 25, 
2015.

If you have any questions, call Strother D. Dixon, Senior Regulatory Project Manager, at (301)
796-1015.

Sincerely,

{See appended electronic signature page}

Kendall A. Marcus, MD
Director
Division of Dermatology and Dental Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research

Reference ID: 3735562
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 022259
DISCIPLINE REVIEW LETTER

Hill Dermaceuticals, Inc.
Attention: Linda Payne
Regulatory Affairs
2650 South Mellonville Avenue
Sanford, FL 32773

Dear Ms. Payne:

Please refer to your New Drug Application (NDA) dated August 20, 2007, received August 17, 
2007, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
fluorouracil cream, 4%.

We also refer to your amendments dated May 5, 2008 and December 17, 2014.

Our review of the Clinical section of your submission is complete, and we have identified the 
following deficiencies:

1. You originally submitted the study report for Study HD-FUP4LTS-050 on May 5, 2008.  
However, to support our review of your application we need all supporting materials 
related to Study 050.  These materials include the complete study report, protocol, and 
electronic datasets and any additional supportive material. 

Your submission should include the following:

a. Electronic datasets in SAS transport (.xpt) form.  Submit both analysis datasets 
and the raw datasets (information as collected on the CRF). In the May 5, 2008 
submission the .xpt and .pdf files were submitted as shortcuts rather than the 
actual files, and thus the needed files were not received.

b. An adequate electronic (pdf) copy (preferred) or two paper copies of all study 
report documentation (study report, protocol, protocol addenda (if any), statistical 
analysis plan, interim analysis report, annotated CRF, and any additional 
supportive material).  The Agency does not archive multiple copies of paper 
submissions, and multiple copies (or a complete electronic copy) are needed for 
the multiple reviewers. 

2. The electronic datasets should include the following information and accompanying 
documentation:

Reference ID: 3714698
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a. The analysis datasets should include all variables necessary to conduct all 
efficacy, safety, and sensitivity analyses in the protocol.

b. Include sufficient documentation (define.pdf file) to adequately describe the 
variables in the datasets, particularly definitions of derived variables.  

3. The safety report for Study HD-FUP4LTS-050 should include:

a. Subject narratives for all deaths, all serious adverse events (AEs), and AEs 
resulting in discontinuation from the trials conducted with your product. Case 
narratives should include past medical history, concomitant medications, 
fluorouracil cream, 4% exposure data, detailed event description, outcome, and 
discussion on causality.

b. Case report forms (CRFs) for all serious AEs, all severe AEs, and for all subjects 
who discontinued from the studies for safety reason. A study's CRFs should be 
placed in a CRF folder with a file tag of "case-report-forms”. CRFs that are not 
submitted should be readily available upon request.

c. Adverse reaction tables, adverse event tables, and line listings for all safety data.

d. Submit any safety updates since your May 5, 2008 submission.

e. Should you submit an electronic version of the complete study report, within 
report provide cross-reference (electronic links) for:

i. all deaths

ii. all serious AEs

iii. all severe AEs

iv. all subjects who discontinued due to safety reason

We are providing these comments to you before completing our review of your entire application
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application.  In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle.  

Reference ID: 3714698
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If you have any questions, call Strother D. Dixon, Senior Regulatory Project Manager, at (301) 
796-1015.

Sincerely,

{See appended electronic signature page}

Denise Cook, MD
Acting Team Leader
Division of Dermatology and Dental Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research

Reference ID: 3714698
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 022259
INFORMATION REQUEST

Hill Dermaceuticals, Inc.
Attention: Linda Payne
Regulatory Affairs
2650 South Mellonville Avenue
Sanford, FL 32773

Dear Ms. Payne:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for fluorouracil cream, 4%.

We are reviewing the Labeling section of your submission and have the following comments and 
information request.  We request a prompt written response by February 19, 2015 in order to 
continue our evaluation of your NDA.

Labeling

1. We recommend that your proposed prescribing information conform to the FDA 
published Content and Format of Labeling for Human Prescription Drug and Biological 
Products; Requirements for Pregnancy  Labeling, referred to as  the 
“Pregnancy Labeling Rule” (PLLR or final rule).

2. The HIGHLIGHTS (HL) section is greater than one-half page.

3. Add the numerical identifier that corresponds to the section or subsection being 
referenced at the end of the fifth bullet in the DOSAGE AND ADMINISTRATION 
section of the HL.

4. At the beginning of the HL, the title should be: “HIGHLIGHTS OF PRESCRIBING 
INFORMATION.” Remove the “THE”.

5. In the HL Limitation Statement, the name of the drug product should appear in UPPER 
CASE. 

6. Remove the section header “RECENT MAJOR CHANGES” from the HL.

7. In the Adverse Reactions section of the HL, add a “1” to the manufacturer’s phone 
number and remove the underline from the FDA Medwatch website address.

8. Add “and FDA-approved patient labeling” to the Patient Counseling Information 
Statement section.

9. Change the revision date to MM/YYYY or 06/2015 until the application is approved.

Reference ID: 3698228
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022259 ACKNOWLEDGE INCOMPLETE RESPONSE 
 
Hill Pharmaceuticals, Inc. 
Attention:  Rosario G. Ramirez, MD 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
 
 
Dear Dr. Ramirez: 
 
We acknowledge receipt on June 22, 2011 of your June 21, 2011 submission to your new drug 
application (NDA) for Tolak (fluorouracil) Cream, 4% for the treatment of actinic keratoses of 
the face, scalp, and ears. 
 
We do not consider this a complete response to our action letter.  Therefore, the review clock 
will not start until we receive a complete response.  The following deficiencies from our action 
letter still need to be addressed: 
 
1. Stability data from three new primary batches of Tolak Cream should be submitted for 

review.  The data should cover minimum time periods of 12 months for the long-term and 6 
months for the accelerated conditions at the time of resubmission.  The stability study should 
follow the drug product stability protocol provided in the March 4, 2008 amendment. 

 
2. The hold time for the bulk drug product prior to filling operation should be determined and 

justified.  In-process samples taken  should be tested 
per Tolak Cream In-process Product Specification Form (provided in the February 12, 2008 
amendment) . 

 
If you have any questions, call Paul Phillips, Regulatory Project Manager, at (301) 796-3935. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 

       Susan J. Walker, M.D., F.A.A.D. 
       Director 
       Division of Dermatology and Dental Products 
       Office of Drug Evaluation III 
       Center for Drug Evaluation and Research 

Reference ID: 2996892
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 022259
ACKNOWLEDGE –

CLASS 2 RESUBMISSION

Hill Dermaceuticals, Inc.
Attention: Linda Payne
Regulatory Affairs
2650 South Mellonville Avenue
Sanford, FL 32773

Dear Ms. Payne:

We acknowledge receipt on December 18, 2014, of your December 17, 2014, resubmission to 
your new drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, 
and Cosmetic Act for Tolak (fluorouracil) cream, 4%.

We consider this a complete, class 2 response to our June 22, 2009 action letter.  Therefore, the 
user fee goal date is June 18, 2015.

If you have any questions, call me at (301) 796-1015.

Sincerely,

{See appended electronic signature page}

Strother D. Dixon
Senior Regulatory Project Manager
Division of Dermatology and Dental Products
Office of Drug Evaluation III
Center for Drug Evaluation and Research

Reference ID: 3692572
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

  Food and Drug Administration 
Rockville, MD  20857 

 

NDA 22-259 
 
 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
 
 
Dear Dr. Ramirez: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act for Tolak (5-fluorouracil) Cream, 4%. 
 
We also refer to your submissions, dated June 16, 2008 and July 21, 2008, containing letters regarding your request 
to withdraw your CMC major amendment, dated May 23, 2008, as clarified in your July 21, 2008 submission.   
 
We acknowledge receipt of your submission and would like to inform you that your PDUFA goal date has been 
changed back to June 20, 2008.   
 
If you have any questions, call Catherine Carr, Project Manager, at 301-796-2311. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bronwyn Collier, B.S.N.  
Acting Supervisor, Project Management Staff 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation III 

 

FACSIMILE TRANSMITTAL SHEET 

 

DATE:  July 30, 2008   

To:  Rosario Ramirez, MD   From: Catherine Carr, Project Manager 

Company:  Hill Dermaceuticals, Inc.   Division of Dermatologic & Dental 
Products 

Fax number:  407-302-7196   Fax number: (301) 796-9894 or 9895 

Phone number: 1-800-344-5707   Phone number: (301) 796-2311 

Subject:    NDA 22-259/CMC request for information   

Total no. of pages including cover: 3 

Comments:  Please find attached the CMC Reviewer’s information request.   
 
Thank you. 
 

 

Document to be mailed:    YES  √ NO

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, 
you are hereby notified that any review, disclosure, dissemination, copying, or other action based 
on the content of this communication is not authorized and strictly prohibited.  If you have 
received this document in error, please notify me immediately by telephone at (301) 796-2311.  
Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 

 
 
NDA 22-259 
 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
USA 
 
Dear Dr. Ramirez: 
 
Please refer to your new drug application (NDA) dated August 17, 2007, received August 20, 
2007, pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 5-
Fluorouracil Cream, 4%. 
 
We also refer to the meeting between representatives of your firm and the FDA on June 17, 
2008.  The purpose of the meeting was to discuss the Agency’s correspondence to you, dated 
June 16, 2008, regarding a 3-month review clock extension on your NDA application. 
 
The official minutes of that meeting are enclosed.  You are responsible for notifying us of any 
significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Catherine Carr, Regulatory Project Manager, at (301) 796-2311. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Bronwyn Collier, RN 
Acting Chief, Project Management Staff 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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MEMORANDUM OF MEETING MINUTES 
 
 
MEETING DATE:   June 17, 2008 
TIME:    9:30 am 
LOCATION:   Teleconference 
APPLICATION:   NDA 22-259 
DRUG NAME:  5-Fluorouracil Cream, 4% (Tolak) 
 
MEETING CHAIR:  Bronwyn Collier, RN 
 
MEETING RECORDER: Catherine Carr, M.S. 
 
FDA ATTENDEES: (Title and Office/Division) 
 

Bronwyn Collier, RN/Acting Chief Project Management Staff, DDDP 
Maria Walsh, RN/Project Officer, Office of Drug Evaluation III 
Catherine Carr, M.S./Regulatory Health Project Manger, DDDP 
 
EXTERNAL CONSTITUENT ATTENDEES: 
 

Jerry Roth, President, Hill Dermaceuticals 
Rosario Ramirez, M.D., Director of Medical and Regulatory Affairs, Hill Dermaceuticals 
 
BACKGROUND:   
 

Due to the submission of a CMC major amendment, dated May 23, 2008, the Agency extended 
the review clock by 3 months for the NDA application.  The Agency faxed a letter to the sponsor 
on June 16, 2008, which indicated that the user fee goal date was being extended to September 
19, 2008.  The original user fee goal date was June 20, 2008. 
 
The sponsor notified the Agency via email that a correspondence was being submitted to the 
NDA which requested the rescission of the amendment dated May 23, 2008.  The sponsor also 
indicated via email that they will agree to the Agency’s labeling revisions for the package insert 
and the patient package insert, which were emailed to them on May 30, 2008.   
 
MEETING OBJECTIVES: 
 

The objective of this teleconference was to discuss the Agency’s correspondence dated June 16, 
2008, regarding a clock extension on the review of NDA 22-259 and the possibility of rescinding 
the May 23rd amendment.   
 
DISCUSSION POINTS: 
 
The Agency acknowledged the receipt of the sponsor’s email correspondence, dated June 16, 
2008.  This email contained courtesy copies of correspondence submitted to the NDA regarding 
the request to rescind the amendments dated May 2, 2008 and May 23, 2008.  The Agency 
indicated that sponsor has the right to withdraw the amendments if they chose.  However, it was 
pointed out that the decision to extend the review clock was due to the May 23rd amendment 
only.  The Agency clarified that the May 2nd amendment was not considered a major amendment 
and had no bearing on the clock extension. 
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The Agency reminded the sponsor that if they would like to rescind the amendments, a 
correspondence should be submitted to that effect.  In addition, the sponsor was informed that if 
they would like to accept the Agency’s May 30th labeling revisions, a correspondence would 
need to be submitted to the NDA stating their agreement.   
 
The Agency reminded the sponsor that the original user fee goal date is June 20, 2008.  
However, due to the fact that some issues are still unresolved, it is unlikely that this due date will 
be met.  The Agency indicated that they are still waiting for the Office of Compliance to provide 
information regarding the outcome of their review of the sponsor’s responses to the Form 483s 
received due to the establishment inspections.  The sponsor indicated that their responses were 
submitted to the Florida district compliance office for review.  However, no information has 
been received by the sponsor from the compliance office to date.        
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

  Food and Drug Administration 
Rockville, MD  20857 

 

NDA 22-259 
 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
 
 
Dear Dr. Ramirez: 
 
Please refer to your August 17, 2007 new drug application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Tolak (5-Fluorouracil) Cream, 4%. 
 
On May 27, 2008, we received your May 23, 2008 major amendment to this application.  The receipt date is within 
3 months of the user fee goal date.  Therefore, we are extending the goal date by three months to provide time for a 
full review of the submission.  The extended user fee goal date is September 19, 2008.  
 
If you have any questions, call Catherine Carr, Project Manager, at 301-796-2110. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bronwyn Collier  
Acting Chief, Project Management Staff 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation III 

 

FACSIMILE TRANSMITTAL SHEET 

 

DATE:  March 20, 2008   

To:  Rosario Ramirez, MD   From: Catherine Carr, Project Manager 

Company:  Hill Dermaceuticals, Inc.   Division of Dermatologic & Dental 
Products 

Fax number:  407-302-7196   Fax number: (301) 796-9894 or 9895 

Phone number: 1-800-344-5707   Phone number: (301) 796-2311 

Subject:    NDA 22-259/Statistics Information Request   

Total no. of pages including cover: 3 

Comments:  Please find attached the Statistics Reviewer’s request for information.   
 
Thank you. 
 

 

Document to be mailed:    YES  √ NO

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, 
you are hereby notified that any review, disclosure, dissemination, copying, or other action based 
on the content of this communication is not authorized and strictly prohibited.  If you have 
received this document in error, please notify me immediately by telephone at (301) 796-2311.  
Thank you. 
 

 

 

  



 

FDA Facsimile Memorandum 
 
Date:   March 20, 2008 

To:  Rosario Ramirez, MD 

From:  Catherine Carr, Project Manager 

Subject:     NDA 22-259 
 
Dear Dr. Ramirez,  
 
Reference is made to your NDA 22-259 for 4% 5-Fluorouracil Cream.  The Statistics 
Reviewer would like to request the following information to aid in the review of your 
application. 
 
For Study HD-FUP3B-048, please submit case report forms for Subjects 4-263, 12-98, and 
15-765. 
 
The study report notes that these subjects were 'randomized correctly but the subjects forgot 
to start their medication so the subjects were re-randomized at Visit 2 (which became a 
replacement Baseline visit and Visit 2 was re-scheduled).'   
 
For these subjects, also provide: 
• the original treatment assignment and the re-randomized treatment assignment 
• what information was captured at the original baseline visit and what information was 

captured at the 'new' baseline visit and how this information is presented in the database 
(e.g. did these subjects have 7 visits rather than 6? 

• any additional information about these subjects regarding the treatment assignment and 
drug use 

 
Please let me know if you have any questions regarding this request.  Thank you. 
 
Catherine Carr, MSc 
Regulatory Health Project Manager 
Food and Drug Administration, CDER, DDDP 
White Oak, Bldg 22, Room 5175 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Tele: (301) 796-2311   Fax: (301) 796-9894/9895 
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Public Health Service DEPARTMENT OF HEALTH & HUMAN SERVICES 

  Food and Drug Administration 
Rockville, MD  20857 

 

 

NDA 22-259 INFORMATION REQUEST LETTER 
 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
 
 
Dear Dr. Ramirez: 
 
Please refer to your August 17, 2007 new drug application (NDA) pursuant to section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act for 5-Fluorouracil Cream 4%.   
 
We also refer to our letter dated January 14, 2008, to our facsimile dated January 23, 2008, and to our 
January 24 and February 1, 2008 teleconferences in which we communicated to you our information 
requests regarding the Chemistry, Manufacturing, and Controls section of your submission. 
 
Our information requests have not been adequately addressed in your February 12, 2008 amendment.  We 
have repeated our information requests below and we request a full written response by March 5, 2008 in 
order to continue our evaluation of your NDA. This information must be provided before we can approve 
this application.    
 
1. Drug product release and stability specification:  

o Acceptance criteria for homogeneity assay were not provided 
o Viscosity testing was not performed and an acceptance criterion was not established. 
 

A. Revise the proposed drug product specification listed in Table 22P, “Hill Laboratories, Inc. 
Finished Product Specification Form” (Section 3.2.P.5.1), and “Hill Laboratories, Inc. Stability 
Specification Form” (Section 3.2.P.8.2): 

1) Establish acceptance criteria for homogeneity assay, i.e. analysis of top, middle, and 
bottom of each tube for total of 3 tubes.  Each assay result should be within 90.0-110.0% 
of the label claim and the RSD of all nine assays should be NMT %. 

 
2) Add viscosity testing to the drug product release and stability specification and commit to 

the following: 
a) Provide viscosity data from the first six batches manufactured to be submitted 

as soon as available.  Add the viscosity test to your stability protocol and 
provide the viscosity stability data from the three registration batches and the 
three validation batches. 

 
 The viscosity data from stability study of the three registration batches and the 

three validation batches produced postapproval can be used to justify the 
proposed acceptance criterion. 

 
b) Establish an acceptance criterion within one year after approval 

 

(b) 
(4)





 

6. Your drug product stability data for the three registration batches do not support the proposed shelf 
life of  months. The data from accelerated conditions for 6 months showed that there was a 
significant change in assay ( %). Only 12 months long-tern stability data were submitted for the 
three registration batches and there are no data from intermediate condition. Per ICH Q1E, a 15-
month shelf life for the drug product can be granted.  

 
 Revise the shelf life of the drug product to 15 months. 
 
In addition, please submit the bioanalytical report, No TNJS07023, entitled "Quantitative determination 
of 5-FU in human plasma (EDTA) samples by LC/MS/MS for protocol HD-FU1206SA" at your earliest 
convenience.   
 
If you have any questions, call Catherine Carr, Project Manager, at 301-796-2311. 
 

Sincerely, 
 
 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 

 

(b) 
(4)

(b) 
(4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

  Food and Drug Administration 
Rockville, MD  20857 

 

NDA 22-259 
 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
 
 
 
Dear Dr. Ramirez: 
 
Please refer to your new drug application (NDA) pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act for 5-Fluorouracil Cream 4%.   
 
We also refer also to the February 25, 2008 telephone conversation between you and Catherine Carr of this division 
regarding submission of a safety update.  
 
Under 21 CFR 314.50(d)(5)(vi)(b), we request that you update your NDA by submitting all safety information you 
now have regarding your new drug. The safety update should include data from all non-clinical and clinical studies 
of the drug under consideration regardless of indication, dosage form, or dose level. 
 
1. Describe in detail any significant changes or findings in the safety profile. 
 
2. When assembling the sections describing discontinuations due to adverse events, serious adverse events, and 

common adverse events, incorporate new safety data as follows: 
 

• Present new safety data from the studies for the proposed indication using the same format as the original 
NDA submission.    

• Present tabulations of the new safety data combined with the original NDA data.  
• Include tables that compare frequencies of adverse events in the original NDA with the retabulated 

frequencies described in the bullet above. 
• For indications other than the proposed indication, provide separate tables for the frequencies of adverse 

events occurring in clinical trials. 
 
3. Present a retabulation of the reasons for premature study discontinuation by incorporating the dropouts from the 

newly completed studies.  Describe any new trends or patterns identified.  
 
4. Provide case report forms and narrative summaries for each patient who died during a clinical study or who did 

not complete a study because of an adverse event. In addition, provide narrative summaries for serious adverse 
events. 

 
5.  Describe any information that suggests a substantial change in the incidence of common, but less serious, 

adverse events between the new data and the original NDA data. 
 
6. Provide a summary of worldwide experience on the safety of this drug.  Include an updated estimate of use for 

drug marketed in other countries. 
 



NDA 22-259 
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7. Provide English translations of current approved foreign labeling not previously submitted. 
 
Please submit this information as soon as possible.   
 
If you have any questions, call Catherine Carr, Project Manager, at 301-796-2311. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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MEMORANDUM OF MEETING MINUTES 
 
 
MEETING DATE:   January 24, 2008 
TIME:    3 PM 
LOCATION:   Teleconference 
APPLICATION:   NDA 22-259 
DRUG NAME:  Fluorouracil Cream, 4% 
SPONSOR:    Hill Dermaceuticals 
 
MEETING CHAIR:  Jane Chang, Ph.D., Quality Reviewer, ONDQA 
 
MEETING RECORDER: Catherine Carr, M.S./Regulatory Health Project Manger, DDDP 
 
FDA ATTENDEES: (Title and Office/Division) 
 
Shulin Ding, Ph.D./Pharmaceutical Assessment Lead, ONDQA, DPA-II 
Jane Chang, Ph.D./Quality Reviewer, ONDQA, DPA-II 
David Kettl, M.D./Clinical Reviewer, DDDP 
Catherine Carr, M.S./Regulatory Health Project Manger, DDDP 
 
EXTERNAL CONSTITUENT ATTENDEES:   
 
Nancy Puglia, Chemical Engineer Plant Manager, Hill Dermaceuticals 
Sarah Reinartz, Laboratory Chemist, Quality Assurance/Quality Control, Hill Dermaceuticals  
Rosario Ramirez, M.D., Director of Medical and Regulatory Affairs, Hill Dermaceuticals  
Jerry Roth, President, Hill Dermaceuticals 
 
MEETING OBJECTIVES: 
 
The purpose of this meeting was to allow an opportunity for dialogue between the Agency and 
the applicant for the amendment dated January 9, 2008.  The topics for discussion were faxed to 
the applicant on January 23, 2008.  
 
DISCUSSION POINTS: 
 
The Agency asked for a clarification regarding the number of suppliers for the starting material, 

 because a new supplier was mentioned in the January 9, 2008 
amendment.  The applicant confirmed the addition of the second supplier and stated that the 
original supplier, remained. The applicant agreed to provide supplier 
information for the starting material used in the manufacture of each drug substance 
clinical/toxicology/stability lot.  
 
The applicant agreed to provide analytical method numbers for the following methods used in 
the release of  related substances, assay, and residual solvents. 
 
Regarding drug substance related substances testing, the applicant stated that an in-house 
validated HPLC method had been routinely used.  However, this method had not been 
demonstrated to be capable of detecting the specified impurities listed in the current Ph. Eur.  

Page 1 

(b) (4)

(b) (4)

(b) (4)



The drug substance supplier had been testing related substances using the TLC method per EP 
monograph effective at the time of testing.  
 
The Agency reiterated the necessity to have a clearly stated drug substance regulatory 
specification in the NDA, and to include related substances in the regulatory specification.  FDA 
recommended that the drug substance regulatory specification be revised by minimally adding 
related substances per Ph. Eur. to the requirements outlined in the USP monograph, but was 
willing to review the applicant’s revised proposal for drug substance regulatory specification.  
The proposal must clearly indicate methods, acceptance criteria, and testing lab(s). 
 
The applicant clarified the meaning of  

respectively. 
 
The Agency noted that there were inconsistencies, e.g. retest period of the drug substance and 
postapproval stability protocol, in the January 9th amendment.  The applicant indicated that they 
would resolve/clarify the inconsistencies in their response to the Agency’s request for 
information. 
 
The Agency requested the applicant to provide a complete response by February 13th.  However, 
if a complete response is not achievable, the applicant should provide a partial response by Feb. 
13, with a timeline for a response to the remaining outstanding items.  FDA expects to receive 
the revised drug substance regulatory specification including related substances in the Feb. 13 
amendment.  
 
ACTION ITEMS: 
 
The applicant will provide a response to the information requests, dated January 14, 2008 and 
January 23, 2008, by February 13, 2008.  The response is either a complete response or a partial 
response with committed response timelines for remaining outstanding items.   
 
ATTACHMENTS/HANDOUTS: 
 
None. 
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(b) (4)
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation III 

 

FACSIMILE TRANSMITTAL SHEET 

 

DATE:  February 15, 2008   

To:  Rosario Ramirez, MD   From: Catherine Carr, Project Manager 

Company:  Hill Dermaceuticals, Inc.   Division of Dermatologic & Dental 
Products 

Fax number:  407-302-7196   Fax number: (301) 796-9894 or 9895 

Phone number: 1-800-344-5707   Phone number: (301) 796-2311 

Subject:    NDA 22-259/Clinical Information Request   

Total no. of pages including cover: 3 

Comments:  Please find attached the Clinical Reviewer’s request for information.   
 
Thank you. 
 

 

Document to be mailed:    YES  √ NO

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, 
you are hereby notified that any review, disclosure, dissemination, copying, or other action based 
on the content of this communication is not authorized and strictly prohibited.  If you have 
received this document in error, please notify me immediately by telephone at (301) 796-2311.  
Thank you. 
 

 

 

  



 

FDA Facsimile Memorandum 
 
Date:   February 15, 2008 

To:  Rosario Ramirez, MD 

From:  Catherine Carr, Project Manager 

Subject:     NDA 22-259 
 
Dear Dr. Ramirez,  
 
Reference is made to your NDA 22-259 for 4% 5-Fluorouracil Cream.  The Clinical 
Reviewer would like to request the following information to aid in the review of your 
application. 
 
Please submit the full CRF for subject 18-1-162, the 66 year old male in study 048 that had 
the alleged "anaphylactoid reaction" to your product.  He is referred to in the proposed 
labeling, but the event was not characterized as serious.   
 
Please let me know if you have any questions regarding this request.  Thank you. 
 
Catherine Carr, MSc 
Regulatory Health Project Manager 
Food and Drug Administration, CDER, DDDP 
White Oak, Bldg 22, Room 5175 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Tele: (301) 796-2311   Fax: (301) 796-9894/9895 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation III 

 

FACSIMILE TRANSMITTAL SHEET 

 

DATE:  January 31, 2008   

To:  Rosario Ramirez, MD   From: Catherine Carr, Project Manager 

Company:  Hill Dermaceuticals, Inc.   Division of Dermatologic & Dental 
Products 

Fax number:  407-302-7196   Fax number: (301) 796-9894 or 9895 

Phone number: 1-800-344-5707   Phone number: (301) 796-2311 

Subject:    NDA 22-259/CMC Comments   

Total no. of pages including cover: 3 

Comments:  Please find attached the CMC Reviewer’s comments regarding labeling.   
 
Thank you. 
 

 

Document to be mailed:    YES  √ NO

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, 
you are hereby notified that any review, disclosure, dissemination, copying, or other action based 
on the content of this communication is not authorized and strictly prohibited.  If you have 
received this document in error, please notify me immediately by telephone at (301) 796-2311.  
Thank you. 
 

 

 

  



 

FDA Facsimile Memorandum 
 
Date:   January 31, 2008 

To:  Rosario Ramirez, MD 

From:  Catherine Carr, Project Manager 

Subject:     NDA 22-259 
 
Dear Dr. Ramirez,  
 
Reference is made to your NDA 22-259 for 4% 5-Fluorouracil Cream.  The CMC Reviewer has 
the following comments regarding the labeling submitted in your application.   
 
1. Revise the package insert: 

a) Revise established name to “fluorouracil”. Strength is not part of the established name. 
For example, the trade name and established name can be provided as the following: 

“TRADENAME (fluorouracil) Cream”  

or  

“TRADENAME Cream  

(fluorouracil cream)” 

Strength should be provided after the trade name and established name. 

b) In Section 11-DESCRIPTION, provide trade name, established name, route of 
administration, and pharmacological/therapeutic class.  

c) In Section 16-HOW SUPPLIED/STORAGE AND HANDLING, provide NDC number. 

2. Revise labeling for immediate container and carton: 

a) See comment from 1a). 

b) Add Lot number, expiration date, “Rx only” statement, and bar code for the immediate 
container labeling. “Rx only” statement should be prominently displayed. 

c) Add “Rx only” statement for the carton label. It should be prominently displayed on the 
main panel. 

d) Increase the font size for established name so that it is at least one half of the trade name. 

Please let me know if you have any questions.  Thank you. 
 
Catherine Carr, MSc 
Regulatory Health Project Manager 
Food and Drug Administration, CDER, DDDP 
White Oak, Bldg 22, Room 5175 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Tele: (301) 796-2311   Fax: (301) 796-9894/9895 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation III 

 

FACSIMILE TRANSMITTAL SHEET 

 

DATE:  January 23, 2008   

To:  Rosario Ramirez, MD   From: Catherine Carr, Project Manager 

Company:  Hill Dermaceuticals, Inc.   Division of Dermatologic & Dental 
Products 

Fax number:  407-302-7196   Fax number: (301) 796-9894 or 9895 

Phone number: 1-800-344-5707   Phone number: (301) 796-2311 

Subject:    NDA 22-259/CMC Information Request   

Total no. of pages including cover: 4 

Comments:  Please find attached the CMC Reviewer’s request for information.   
 
Thank you. 
 

 

Document to be mailed:    YES  √ NO

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, 
you are hereby notified that any review, disclosure, dissemination, copying, or other action based 
on the content of this communication is not authorized and strictly prohibited.  If you have 
received this document in error, please notify me immediately by telephone at (301) 796-2311.  
Thank you. 
 

 

 

  





 

Please let me know if you have any questions.  Thank you. 
 
Catherine Carr, MSc 
Regulatory Health Project Manager 
Food and Drug Administration, CDER, DDDP 
White Oak, Bldg 22, Room 5175 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Tele: (301) 796-2311   Fax: (301) 796-9894/9895 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation III 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  January 14, 2008   

To:  Rosario Ramirez, MD   From: Catherine Carr, Project Manager 

Company:  Hill Dermaceuticals, Inc.   Division of Dermatologic & Dental 
Products 

Fax number:  407-302-7196   Fax number: (301) 796-9894 or 9895 

Phone number: 1-800-344-5707   Phone number: (301) 796-2311 

Subject:    NDA 22-259/CMC Information Request   

Total no. of pages including cover: 5 

Comments:  Please find attached the CMC Reviewer’s request for information.   
 
Thank you. 
 

 

Document to be mailed:    YES  √ NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW. 
If you are not the addressee, or a person authorized to deliver this document to the addressee, 
you are hereby notified that any review, disclosure, dissemination, copying, or other action based 
on the content of this communication is not authorized and strictly prohibited.  If you have 
received this document in error, please notify me immediately by telephone at (301) 796-2311.  
Thank you. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation III 

 

FACSIMILE TRANSMITTAL SHEET 

 

DATE:  December 19, 2007   

To:  Rosario Ramirez, MD   From: Catherine Carr, Project Manager 

Company:  Hill Dermaceuticals, Inc.   Division of Dermatologic & Dental 
Products 

Fax number:  407-302-7196   Fax number: (301) 796-9894 or 9895 

Phone number: 1-800-344-5707   Phone number: (301) 796-2311 

Subject:    NDA 22-259 Tradename   

Total no. of pages including cover: 3 

Comments:  Please find attached the comments regarding your proposed tradename for  
NDA 22-259 for 4% 5-Fluorouracil (5-FU) Cream.  
 
Thank you. 
 

 

Document to be mailed:    YES  √ NO

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, 
you are hereby notified that any review, disclosure, dissemination, copying, or other action based 
on the content of this communication is not authorized and strictly prohibited.  If you have 
received this document in error, please notify me immediately by telephone at (301) 796-2311.  
Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 

 
 
NDA 22-259 
 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
USA 
 
Dear Dr. Ramirez: 
 
Please refer to your new drug application (NDA) dated August 17, 2007, received August 20, 
2007, pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 5-
Fluorouracil Cream, 4%. 
 
We also refer to the meeting between representatives of your firm and the FDA on October 18, 
2007.  The purpose of the meeting was to gain clarification regarding the readiness of your 
manufacturing site for pre-approval cGMP inspection. 
 
The official minutes of that meeting are enclosed.  You are responsible for notifying us of any 
significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Catherine Carr, Regulatory Project Manager, at (301) 796-2311. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Stanka Kukich, M.D. 
Deputy Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
 
Enclosure
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MEMORANDUM OF MEETING MINUTES 
 
 
MEETING DATE:   October 18, 2007 
TIME:    11:30 am 
LOCATION:   Teleconference 
APPLICATION:   NDA 22-259 
DRUG NAME:  5-Fluorouracil Cream, 4% 
 
MEETING CHAIR:  Stanka Kukich, M.D. 
 
MEETING RECORDER: Catherine Carr, M.S. 
 
FDA ATTENDEES: (Title and Office/Division) 
 

Stanka Kukich, M.D./Deputy Director, Division of Dermatology and Dental Products (DDDP) 
Markham C. Luke, M.D., Ph.D./Lead Medical Officer, Dermatology, DDDP  
David Kettl, M.D./Medical Officer, DDDP 
Susmita Samanta, M.D./Acting Chief Project Management Staff, DDDP 
Catherine Carr, M.S./Regulatory Health Project Manger, DDDP 
Elaine Morefield, Ph.D./Director, Division of Pre-Marketing Assessment II (DPA-II), Office of 

New Drug Quality Assessment 
Shulin Ding, Ph.D./Pharmaceutical Assessment Lead, Division of Pre-Marketing Assessment II 

(DPA-II), Office of New Drug Quality Assessment 
 
EXTERNAL CONSTITUENT ATTENDEES: 
 

Jerry Roth, President, Hill Dermaceuticals 
Rosario Ramirez, M.D., Director of Medical and Regulatory Affairs, Hill Dermaceuticals 
Elaine Cox, Production Manager, Hill Dermaceuticals 
Nancy Puglia, Chemical Engineer Plant Manager, Hill Dermaceuticals 
Gregory Wulff, Quality Assurance/Quality Control, Hill Dermaceuticals 
Ingrid Warner, Quality Assurance/Quality Control, Hill Dermaceuticals 
 
BACKGROUND:   
 

In response to the Agency’s request for clarification regarding whether the manufacturing site for 
5-Fluorouracil Cream was ready for pre-approval cGMP inspection, the sponsor provided an 
email communication, dated October 15, 2007, indicating that Hill proposed the date for FDA 
site inspection for the week of May 5, 2008.  The sponsor subsequently proposed this date in a 
fax submission, dated October 17, 2007.   
 
Due to the fact that the PDUFA goal date for this application is June 20, 2008, the Agency 
requested a teleconference with the applicant to gain clarification on the timeframe in which the 
manufacturing site for 5-Fluorouracil Cream would be ready for pre-approval cGMP inspection. 
 
MEETING OBJECTIVES: 
 

The objective of this teleconference was to gain clarification on the readiness of the sponsor’s 
manufacturing site for pre-approval cGMP inspection.   
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DISCUSSION POINTS: 
 
The Agency inquired about the readiness of the manufacturing site for 5-Fluorouracil Cream for 
pre-approval cGMP inspection.  The Agency reminded the sponsor that the expectation is that 
the manufacturing site is ready for inspection upon submission of the NDA. The sponsor was 
informed that it could be a filing issue if the site is not ready to accommodate inspectors.  The 
sponsor was also reminded that the inspection would be a product-specific inspection. 
 
The sponsor indicated that they are in the process of building a new manufacturing line that 
would be solely dedicated to the manufacturing of this product.  While the new line is currently 
under construction, the sponsor indicated that they have another identical manufacturing line at 
the same site that is ready for a product-specific inspection.  The sponsor mentioned that they 
have had some concerns about cleaning of equipment, but stated that is now no longer a concern. 
 
The Agency requested the sponsor to submit a correspondence to the NDA stating that the 
existing facility is ready for a pre-approval cGMP inspection.  The sponsor agreed.   
 
ACTION ITEMS: 
 

1. Sponsor will submit a correspondence documenting that the manufacturing site is ready for 
inspection.   
 
ATTACHMENTS: 
 

1. The facsimile transmission record, dated October 17, 2007, indicating Hill Dermaceuticals’ 
proposed date for site inspection as the week of May 5, 2008. 
 
2. The sponsor faxed a correspondence, dated October 18, 2007, documenting the readiness of 
the manufacturing site for a product-specific inspection by the FDA for NDA 22-259.  
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 

 
 

FILING COMMUNICATION 
NDA 22-259  
 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
USA 
 
 
Dear Dr. Ramirez: 
 
Please refer to your new drug application (NDA) dated August 17, 2007, received August 20, 2007, 
pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 5-Fluorouracil Cream, 
4%. 
 
We also refer to your submissions dated September 10, 2007, October 11, 2007, October 15, 2007, and 
October 18, 2007. 
 
We have completed our filing review and have determined that your application is sufficiently complete 
to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this application is 
considered filed 60 days after the date we received your application.  The review classification for this 
application is standard.  Therefore, the user fee goal date is June 20, 2008. 
 
During our filing review of your application, we identified the following potential review issues: 
 
1. The NDA should clearly identify which sections are intended to fulfill the elements of a 505(b)(2) 

application and articulate how, in your opinion, the elements of a 505(b)(2) application have been 
fulfilled.  This issue was previously communicated in the pre-NDA meeting minutes, dated April 20, 
2007. 

2. Submit the name of your Reference Listed Drug (RLD) formally to your NDA.  There is currently no 
RLD listed on the Form 356h submitted with your NDA. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  Our 
filing review is only a preliminary evaluation of the application and is not indicative of deficiencies that 
may be identified during our review.  Issues may be added, deleted, expanded upon, or modified as we 
review the application.   
 
We also request that you submit the following information: 
 
1. Mock-up container and carton labels bearing the proposed trade name. These labels should be 

presented in the sizes and colors proposed for marketing.  
2. Establishment information for drug product packaging and stability testing site(s).  
3. Updated drug product stability results. 



NDA 22-259 
Page 2 
 
 
4. Representative drug product samples (6 units)  

of the formulation 
5. DMF references with letters of authorization for drug product contain/closure system (tubes, tube 

liner, caps, etc.).  Alternatively, provide the following information in the NDA: 
• Description and composition for tubes, tube liner, and caps 
• Description and composition for the fabrication materials of tubes, tube liner and caps 
• Description and composition for colorants used in the container/closure system  
• Name and address of the supplier/manufacturer for each packaging component 
• Supplier’s/manufacturer’s certificate of analysis for each packaging component 

6. In addition, a statement of Good Clinical Practice (that all clinical studies were conducted under the 
supervision of an IRB and with adequate informed consent procedures) is required. 

 
If you have not already done so, you must submit the content of labeling [21 CFR 314.50(l)(1)(i)] in 
structured product labeling (SPL) format as described at http://www.fda.gov/oc/datacouncil/spl.html.  The 
content of labeling must be in the Prescribing Information (physician labeling rule) format. 
 
Please respond only to the above requests for additional information. While we anticipate that any 
response submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
All applications for new active ingredients, new dosage forms, new indications, new routes of 
administration, and new dosing regimens are required to contain an assessment of the safety and 
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.  We note 
that you have not fulfilled the requirements.  We acknowledge receipt of your request for a waiver of 
pediatric studies for this application for pediatric patients.   
 
If you have any questions, call Catherine Carr, Regulatory Project Manager, at (301) 796-2311. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Susan Walker, M.D.  
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
 
 

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

  Food and Drug Administration 
Rockville, MD  20857 

 

 

NDA 22-259 INFORMATION REQUEST LETTER 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 

    Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
 
 
Dear Dr. Ramirez: 
 
Please refer to your August 17, 2007 new drug application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for 5-Fluorouracil Cream, 4%. 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission and have the following 
comments and information requests.  We request a prompt written response in order to continue our evaluation of 
your NDA. 
 
1) Please provide the following information regarding : 

 
2) Provide the test method (e.g. HPLC) and the identity of the impurities being monitored for the  

manufacture of the drug substance described in Section 3.2.S.2.2, page 4 (Table S1). 
 
3) Provide the ranges for the amounts of raw materials for the manufacture of the drug substance at the  

scale.  The ranges were stated to be critical. 
 
4) Revise fluorouracil regulatory specification.  

a) The proposed drug substance specification should include all tests for Fluorouracil USP and the following 
tests: 
i) Related substances by HPLC for specified, each unknown, and total impurities.  The specified 

impurities should include . 
ii) Free  content. 

b) Procedure and validation of the HPLC method should be provided.  The validation should include 
evaluation of the drug substance under forced degradation conditions to demonstrate that the method is 
stability indicating. 

c) The proposed acceptance criteria for specified impurities and each unknown impurity should comply with 
the ICH Q3A qualification and identification thresholds, respectively, unless data, e.g. toxicology lots or 
clinical lots, are provided to justify the proposed limits. 

 
5) Clarify which drug substance release test(s) will be performed by  

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 

 

6) Clarify whether compendial methods are used by  for release of the drug substance. 
Method number, procedure, and validation data should be provided if non-compendial methods are used. 

 
7) Provide the sources of reference standards for the specified impurities for the drug substance and the drug 

product, including the reference standards for  
.  If USP reference standards are used, please indicate so.  If USP reference standards are not 

available, please indicate the suppliers and batch numbers. 
 
8) Provide a certification indicating that  used for packaging and shipping of the drug substance 

comply with the U.S. Indirect Food Additive Regulations. 
 
9) Revise the drug substance postapproval stability protocol to include the following tests: 

a) Loss on drying to be continued in all future stability studies. 
b) Related substances by HPLC, including specified impurities, each unknown, and total impurities. 

 
10) Commit to placing at least one new batch of the commercial lot of the drug substance  if available, on 

stability studies.  
 
11) Revise the drug substance retest date to months.  This recommendation is based on the following 

observations: 
a)  
b) Insufficient information on related substances.  The stability data provided were based on limit tests, i.e. 

TLC methods. 
 
12) Provide the following stability data for Lots 20126/0103B005, 20126/0103B006, and 20126/0103B007 (these 

tests were included in Table S33, but the data was not provided): 
a) Clarity of solution. 
b) Color of solution. 
c) pH. 
d) Related substances, including total unknown and total impurities. 
e)  content. 

 
If you have any questions, call Linda Mullins Athey, Regulatory Health Project Manager for Quality, at 301-796-2096. 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Moo-Jhong Rhee, Ph.D.  
Chief, Branch III 
Pre-Marketing Assessment Division II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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  Food and Drug Administration 
Rockville, MD  20857 

 

 

NDA 22-259 INFORMATION REQUEST LETTER 
 
Hill Dermaceuticals, Inc  
Attention:  Rosario G. Ramirez, M.D. 
Director, Medical/Regulatory 
2650 So. Mellonville Ave. 
Sanford, FL  32773 
USA 
 
 
Dear Dr. Ramirez: 
 
Please refer to your August 17, 2007 new drug application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for 5-Fluorouracil Cream, 4%. 
 
We are reviewing the Clinical and Chemistry, Manufacturing and Controls (CMC) sections of your submission and 
have the following information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA. 
 
Please provide the following information: 
 
1. Mock-up container and carton labels bearing the proposed trade name. These labels should be presented in the 

sizes and colors proposed for marketing.  
2. Establishment information for drug product packaging and stability testing site(s).  
3. Updated drug product stability results. 
4. Representative drug product samples (6 units)  

 of the formulation 
5. DMF references with letters of authorization for drug product contain/closure system (tubes, tube liner, caps, 

etc.).  Alternatively, provide the following information in the NDA: 
• Description and composition for tubes, tube liner, and caps 
• Description and composition for the fabrication materials of tubes, tube liner and caps 
• Description and composition for colorants used in the container/closure system  
• Name and address of the supplier/manufacturer for each packaging component 
• Supplier’s/manufacturer’s certificate of analysis for each packaging component 

6.   In addition, a statement of Good Clinical Practice (that all clinical studies were conducted under the supervision 
of an IRB and with adequate informed consent procedures) is required. 

 
If you have any questions, call Catherine Carr, Project Manager, at 301-796-2311. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susmita Samanta, M.D.  
Acting Chief, Project Management Staff 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
 

(b) (4)
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IND 69,841  
 
Hill Dermaceuticals, Inc 
Attention: Jerry Roth, President/Owner 
2650 South Mellonville Avenue 
Sanford, FL 32773-9311 
 
Dear Mr. Roth: 
 
Please refer to your IND file for 4 % TRADENAME 5-fluorouracil, (5-FU) cream for the topical  
treatment of multiple actinic keratoses of the ears, face and scalp. 
 
We also refer to the meeting between representatives of your firm and the FDA on November 21, 2005.  The 
purpose of the meeting was to discuss your proposed Phase 3 drug development program. 
 
The official minutes of that meeting are enclosed.  You are responsible for notifying us of any significant 
differences in understanding regarding the meeting outcomes. 
 
If you have any questions, please contact Frank H. Cross, Jr., M.A., MT (ASCP), CDR, Senior Regulatory 
Management Officer, at (301) 827-2020. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Stanka Kukich, M.D. 
Acting Division Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
 
Enclosure 
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Agency: 
 
The need for nonclinical dermal irritation and ocular irritation studies for the 4% fluorouracil cream are waived 
since it has been well established that topical treatment with 5-FU is a dermal irritant and would also be an 
ocular irritant. It has been established that Efudex cream has the potential to elicit a hypersensitivity reaction.  
Therefore, the need to conduct a nonclinical hypersensitivity test for the 4% fluorouracil cream is waived.  It is 
recommended that appropriate warning information be included in the ” for the 4% 
fluorouracil cream and in the label for the 4% fluorouracil cream if approved. 
 
Question 10: “As written in the minutes of the Pre-IND Teleconference of August 16, 2004, the Division 
stated that a nonclinical photoirritation study is waived for the 4% TRADENAME Cream, since Hill has 
agreed to incorporate a warning statement in the Investigator Brochure similar to that contained in the Efudex 
label.” 
 
Agency: 
 
It is important to note that a rather large shoulder absorbance is noted in the 290 – 320 nm range according to 
the UV-VIS spectrum provided for the 4% 5-FU cream in the briefing package.  Normally, this would trigger 
the need for nonclinical photoirritation and clinical phototoxicity and photoallergenicity studies.  Refer to 
clinical comments for a discussion of the need for clinical phototoxicity and photoallergenicity studies. 
 
The need for a nonclinical photoirritation study is waived for the 4% 5-FU cream since the sponsor is willing to 
incorporate a warning statement in the “ ” similar to the one contained in the Efudex 
label; “Exposure to ultraviolet rays should be minimized during and immediately following treatment with 
Efudex because the intensity of the reaction may be increased.”  It is recommended that a similar warning be 
incorporated in the label for the 4% 5-FU cream if approved.  
 
Additional Agency Comments: 
 
1. Treatment of actinic keratosis could be considered a chronic indication due to the recurrence rate 

associated with actinic keratosis.  The need for a dermal carcinogenicity study to support marketing of 
the 4% 5-FU cream will be dependent on the actual clinical use of the 4% 5-FU cream for the treatment 
of actinic keratosis, which will be evaluated in the proposed long-term follow up clinical study. 

 
2. If the sponsor is able to generate an adequate clinical bridge to Efudex cream, then the Agency’s 

findings of safety for the listed drug product can be used to support the 4% 5-FU cream product.  
However, if an adequate clinical bridge to Efudex cream is not established, then the sponsor can not 
rely on the Agency’s findings of safety for the listed drug product and must provide complete 
nonclinical toxicology information (i.e., general toxicology, genetic toxicology, reproductive and 
developmental toxicology and carcinogenicity) either from studies conducted by the sponsor, or for 
which the sponsor has the right of reference or from other publicly available information such as 
published studies. 

 
Clinical Pharmacology and Biopharmaceutics: 
 
Question 8: “Does the Division concur that the proposed pharmacokinetic study proposed in Section 4.5 
provides adequate evaluation of the dosage form?” 
 
 

(b) (4)

(b) (4)
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Agency: 
 
It is unclear from the material submitted in the meeting package whether or not the amount to be used in the 
trial would represent the "maximal" anticipated use in both the Phase 3 trials and in the eventual label.  In 
addition, it is unclear whether or not the use would involve "lesional" or "area" application.  We are also 
concerned that the number of subject per treatment arm is insufficient either to allow for the characterization of 
the in vivo bioavailability or to allow for the collection of meaningful clinical safety data on the proposed 
product.  As this study will be the only anticipated in vivo pk characterization, the Agency recommends 
enrolling at least 30 subjects per treatment arm in this study.   
 
These issues relating to both use and study size need to be addressed in the eventual full protocol as the outline 
submitted here is of insufficient detail to address these and other issues.  We encourage the submission of a full 
protocol for review and comment prior to study initiation with sufficient lead time to permit a substantive 
review. 
 
Clinical: 
 
Question 1:  Do the protocols presented for the Phase 3 pivotal studies meet the Agency’s requirement for 
demonstration of comparative efficacy and safety with the reference listed drug (Efudex) for TRADENAME 
Cream, and demonstration of superiority of 4% TRADENAME Cream over its vehicle, as written in the 
minutes of the Pre-IND Teleconference of August 16, 2004, Item 4.c? 
 
Question 2:  Are the two proposed Phase 3 studies adequately designed to support approval of a 505(b) (2) 
NDA? 
 
Agency (combined response to Questions 1 and 2): 
 
1. Studies may provide some information regarding the comparative safety and efficacy of the sponsor’s 

product and vehicle and Efudex.  However, adequacy of blinding is in question for both studies given 
that: 

 
a. In HD-FU-048 (bridging study) regimens are once daily for the sponsor’s product and vehicle 

and twice daily for Efudex.  Also, the appearance of the products may compromise blind (i.e. 
the appearance of Efudex relative to the sponsor’s product and the sponsor’s vehicle).  For 
purposes of blinding, it is again recommended that an arm be added to mimic the vehicle of the 
reference listed drug.  Please also refer to Biostatistics comments, below.  Please comment 
regarding what measures you are taking to preserve blinding with regard to the known increased 
local erythema and irritation that will be seen with application of the active (e.g. separate 
assessor, timing of evaluation, etc.). 

 
    The sponsor proposed to add a second vehicle arm to mimic that of Efudex. 
 

b. In HD-FU-049 (safety and efficacy study), duration of treatment will be four weeks in two arms 
and two weeks in the third arm.  The sponsor is requested to provide the regulatory intent of the 
two-week arm.  If this arm is intended to support labeling for a two-week treatment duration, the 
sponsor should define the population who would be candidates for the two-week course and two 
studies that evaluated the two-week treatment duration would be needed.   

 
     The sponsor indicated that they will eliminate the two-week arm. 
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Question 6: “Cumulative irritancy study is waived, since Hill agrees to label its product as an irritant, as 
written in the minutes of the Pre-IND Teleconference of August 16, 2004.” 
 
 
Question 7: “Since the final to-be-marketed formulation exhibits no absorption in the UVB, UVA, or visible 
light spectra (280-700 nm), photoallergenicity and phototoallergenicity, and phototoxicity studies will be 
waived, as written in the minutes of the Pre-IND Teleconference of August 16, 2004.” 
 
Agency: 
 
It is agreed that the cumulative irritancy study may be waived.  However, the sponsor will need to conduct 
contact sensitization (at least 200 evaluable subjects), photoallergenicity (at least 50 evaluable subjects) and 
photoxicity (at least 30 evaluable subjects) studies.   
 
Biostatistics: 
 
Question 11:  Does the Division have any comments on the proposed studies? 
 
Agency: 
 
1. When both subjects and investigators are blind to treatment, this preserves the integrity of the trial. The 

sponsor’s proposed method of blinding for HFD-FU-048 was to not have investigators involved in 
collecting or dispensing of study medication, and subjects were informed not to discuss treatment 
frequencies with the investigators. While such a strategy may preserve blinding, the sponsor might 
consider the following treatment arms which results in both subject and investigator blind to treatment.  

 
• Efudex twice per day 
• 4% FU once per day plus FU vehicle once per day 
• FU vehicle twice per day. 

 
2. It is unclear the objective of including a third treatment arm with dosing duration of 2 weeks in HD-FU-

049. For efficacy claims of two weeks treatment duration, replication of study findings in two separate 
studies is needed. Consequently, with the sponsor's proposed clinical development plans there is no 
replication of the comparison of 4% TRADENAME applied once daily for 2 weeks to vehicle. 

 
3. The sponsor plans to test for overall treatment effect and if this is significant then they will test for 

individual treatment durations in HFD-FU-049. It should be noted that testing for overall treatment 
effect would not establish efficacy for any of the individual doses. Efficacy claims should be established 
for individual doses. 

 
4. Imputation of missing data using LOCF is acceptable. However, the protocol should also list an alternate 

imputation technique as a sensitivity analysis to ensure that efficacy claims are not driven by the method 
of imputation. 

 

(b) (4)
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5. In testing for treatment by center interaction, the sponsor stated that they will test for ‘poolability’ of 
centers. It should be noted that the goal of testing for treatment by center interaction is to determine if 
results of some centers might be extreme in comparison with other centers. 

 
6. As efficacy results might vary by treatment area (face/ears and scalp) and disease severity, to ensure 

balance with respect to these factors, stratification is important (see clinical comments). It should be 
noted, however, that a design with many strata might be impractical for study enrollment and/or analysis. 
The sponsor should propose a stratification approach with a limited number of strata (such as pooling 
treatment areas and baseline severities with similar efficacy).  

 
 
Regulatory Project Management: 
 
1. For applications submitted after February 2, 1999, the applicant is required either to certify to the 

absence of certain financial interests of clinical investigators or disclose those financial interests.  For 
additional information, please refer to 21CFR 54 and 21CFR 314.50(k). 

 
2. All applications for new active ingredients, new dosage forms, new indications, new routes of 

administration, and new dosing regimens are required to contain an assessment of the safety and 
effectiveness of the product in pediatric patients unless this requirement is waived or deferred. 

 
3. The sponsor is encouraged to submit its revised protocols for the topical treatment actinic keratosis as 

Special Protocols to its original IND through the 45-day Special Protocol Assessment (SPA) 
mechanism for Agency review and comment, prior to study initiation. 

 
4. The sponsor should request a pre-NDA meeting at the appropriate time. 
 
 
The teleconference ended amicably. 
 
Signature, minutes preparer: ________________________ 
 
Concurrence Chair (or designated signatory): ________________________ 
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