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control and regulatory purposes, but that method AP000449 for PEP005 (Ingenol Mebutate) Gel: 
Identification, Assay and Determination of Organic Impurities of Ingenol Mebutate by UPLC was not 
acceptable for the Organic Impurities portion.  Comments were generated and sent to the Applicant.  The 
Applicant submitted response on December 12, 2011 and January 10, 2012.  Based on these responses, 
the revised method AP000449, PEP005 (INGENOL MEBUTATE) GEL was determined to be acceptable 
for quality control and regulatory purposes, as indicated by a memo entered into DARRTS on January 12, 
2012, by Mr. Allgire. 
 
I concur with the determination that the information as provided in the NDA is adequate to 
assure the identity, strength, purity, and quality of the drug product and support the 
recommendation of a drug product shelf life of 24 months for the proposed commercial product 
when it is stored   Excursions are 
permitted from 0–15 °C (32–59 °F). 
 
Secondary review of the CMC reviews was performed by Moo-Jhong Rhee, Ph.D. 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
DATE:   January 23, 2012 
FROM:  Shulin Ding, Ph.D., CMC Lead, DNDQA II/ONDQA 
THROUGH:  Moo-Jhong Rhee, Ph.D., Branch Chief, Branch IV, DNDQA II/ONDQA 
TO:   NDA 202-833 
SUBJECT:  Addendum to CMC Review #1 for NDA 202-833 
 
In CMC Review #1, dated 11-18-11, this NDA was recommended for “Not Approval” 
due to the following issues: 

 
1. The final recommendation from the Office of Compliance was pending. 
2. Label/labeling issues were not satisfactorily resolved.  

 
The issues have been resolved since the filing of CMC Review #1 in DARRTS.  An 
overall “Acceptable” recommendation was issued by the Office of Compliance on Jan. 20, 
2012.  The FDA CDER Establishment Evaluation Request Summary Report is attached 
to this memorandum.  
 
Label/labeling issues were satisfactorily resolved through amendments dated Jan. 12, 
2012 (labels) and Jan. 13, 2013 (package insert).  The final version of carton/container 
labels agreed upon by the applicant and the Agency is attached to this memorandum.  
 
Additionally, there were two amendments (Dec. 22, 2011 and Jan. 10, 2012) submitted to 
the NDA to address issues noted by Division of Pharmaceutical Analysis (St. Louis, MO) 
on the analytical methods during the Method Validation process.  Although the issues 
were deemed not critical enough to hold off the NDA when the CMC Review #1 was 
previously finalized, they were conveyed to the applicant. The applicant responded by 
updating the method procedures with more information and submitted the updated 
procedures through the 12/22/11 and 1/10/12 amendments. Division of Pharmaceutical 
Analysis has reviewed the two amendments and found the updated procedures as revised 
are acceptable for quality control and regulatory purpose (See Method Validation Report 
Reviews dated Dec. 13, 2011 and Jan. 12, 2012).  
 
Therefore, from the ONDQA perspective, the NDA is recommended for approval.   
 
*A typo is noted in the statement of excursion temperatures in CMC Review #1 (pages10 and 153).  It 
should be 0º-15ºC (32º-59ºF) instead of 2-15ºC (59-86ºF). 
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Attachments: 
 
1. EER reports 
2. Carton and container labels 
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Date: January 12, 2012 
 
To: Shulin Ding, Ph.D., CMC Reviewer, ONDQA/DNDQAII 
 
From: James Allgire, Chemist, Division of Pharmaceutical Analysis (HFD-920) 
 
Subject: Addendum to Method Validation for NDA 202833  
 Ingenol mebutate gel 0.015% 
 LEO Pharma A/S 
 
 
The revised method received from Shulin Ding, Ph.D., ONDQA on 1/10/2012 for AP000449, 
PEP005 (INGENOL MEBUTATE) GEL that is dated 10-Jan-2012 is acceptable for quality 
control and regulatory purposes.   
 
The revision included adding the UV spectrum of  and giving a RRT range. 

   DEPARTMENT OF HEALTH & HUMAN SERVICES 
Food and Drug Administration Center for Drug Evaluation and Research

Division of Pharmaceutical Analysis
1114 Market Street, Room 1002

St. Louis, Missouri 63101
Telephone (314) 539-3813

FAX (314) 539-2113
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C. Comments for 74-Day Letter:   
 
• Provide drug product samples with lower viscosity for dosage form evaluation.  The 

viscosity of the samples is preferred to be near the lower limit of the proposed 
viscosity acceptance criterion.  The samples should be accompanied with their 
certificates of analysis. 

 
D. Comments/Recommendation:  

 
The application is acceptable for filing from CMC perspective.  The major CMC review 
issues with this NDA are drug substance manufacturing, drug product manufacturing, and 
method validation. 
 
Drug substance manufacturing sites   Drug product 
manufacturing sites are located in U.S. and Ireland.  GMP inspection requests have been 
requested.  Reviewer’s participation in the inspection is recommended. 
 
The CMC review of this NDA is recommended to be a team-review.  Nina Ni is the 
primary CMC reviewer, and Tapash Ghosh is the BioPharm reviewer. 
 
An Environmental Assessment consult is to be sent. 
 
Master Batch Records for each of the two proposed drug product manufacturing sites 
were not provided in the initial submission but provided in the 4/29/11amendment upon 
the Agency’s request. 

 
 

      Shulin Ding, Ph.D. 
      CMC Lead 
 
      Moo-Jhong Rhee, Ph.D. 
      Chief, Branch IV 
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7. 

Are drug substance 
manufacturing sites identified 
on FDA Form 356h or 
associated continuation sheet?  
For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

x   

8. 

Are drug product 
manufacturing sites are 
identified on FDA Form 356h 
or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

x   
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