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Only identified deficiencies are checked (no checks means no deficiencies). 
 

Highlights (HL) 
• General comments  

 HL must be in two-column format, with ½ inch margins on all sides and between 
columns, and in a minimum of 8-point font.   

 HL is limited in length to one-half page. If it is longer than one-half page, a waiver has 
been granted or requested by the applicant in this submission.  

 There is no redundancy of information.  
 If a Boxed Warning is present, it must be limited to 20 lines.  (Boxed Warning lines do 

not count against the one-half page requirement.) 
 A horizontal line must separate the HL and Table of Contents (TOC).  
 All headings must be presented in the center of a horizontal line, in UPPER-CASE 

letters and bold type.   
 Each summarized statement must reference the section(s) or subsection(s) of the Full 

Prescribing Information (FPI) that contains more detailed information. 
 Section headings are presented in the following order: 

• Highlights Limitation Statement (required statement)  
• Drug names, dosage form, route of administration, and controlled substance symbol, if 

applicable (required information)  
• Initial U.S. Approval (required information)  
• Boxed Warning (if applicable) 
• Recent Major Changes (for a supplement) 
• Indications and Usage (required information) 
• Dosage and Administration (required information) 
• Dosage Forms and Strengths (required information) 
• Contraindications (required heading – if no contraindications are known, it must state “None”) 
• Warnings and Precautions (required information) 
• Adverse Reactions (required AR contact reporting statement)  
• Drug Interactions (optional heading) 
• Use in Specific Populations (optional heading) 
• Patient Counseling Information Statement (required statement)  
• Revision Date (required information)  
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• Highlights Limitation Statement  
 Must be placed at the beginning of HL, bolded, and read as follows: “These highlights 

do not include all the information needed to use (insert name of drug product) 
safely and effectively. See full prescribing information for (insert name of drug 
product).”  

• Product Title  
 Must be bolded and note the proprietary and established drug names, followed by the 

dosage form, route of administration (ROA), and, if applicable, controlled substance 
symbol.  

• Initial U.S. Approval  
 The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in which 

the FDA initially approved of the new molecular entity (NME), new biological product, 
or new combination of active ingredients, must be placed immediately beneath the 
product title line. If this is an NME, the year must correspond to the current approval 
action.  

• Boxed Warning  
 All text in the boxed warning is bolded. 
 Summary of the warning must not exceed a length of 20 lines. 
 Requires a heading in UPPER-CASE, bolded letters containing the word 

“WARNING” and other words to identify the subject of the warning 
(e.g.,“WARNING: LIFE-THREATENING ADVERSE REACTIONS”).  

 Must have the verbatim statement “See full prescribing information for complete 
boxed warning.” If the boxed warning in HL is identical to boxed warning in FPI, this 
statement is not necessary. 

• Recent Major Changes (RMC)  
 Applies only to supplements and is limited to substantive changes in five sections: 

Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications, 
and Warnings and Precautions.  

 The heading and, if appropriate, subheading of each section affected by the recent 
change must be listed with the date (MM/YYYY) of supplement approval. For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 2/2010.”   

 For each RMC listed, the corresponding new or modified text in the FPI must be 
marked with a vertical line (“margin mark”) on the left edge.  

 A changed section must be listed for at least one year after the supplement is approved 
and must be removed at the first printing subsequent to one year.    

 Removal of a section or subsection should be noted. For example, “Dosage and 
Administration, Coronary Stenting (2.2) --- removal 2/2010.”    
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• Indications and Usage  
 If a product belongs to an established pharmacologic class, the following statement is 

required in HL: [Drug/Biologic Product) is a (name of class) indicated for 
(indication(s)].” Identify the established pharmacologic class for the drug at:   
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm162549
.htm.  

• Contraindications  
 This section must be included in HL and cannot be omitted. If there are no 

contraindications, state “None.” 
 All contraindications listed in the FPI must also be listed in HL. 
 List known hazards and not theoretical possibilities (i.e., hypersensitivity to the drug or 

any inactive ingredient).  If the contraindication is not theoretical, describe the type and 
nature of the adverse reaction.  

 For drugs with a pregnancy Category X, state “Pregnancy” and reference 
Contraindications section (4) in the FPI.  

• Adverse Reactions  
 Only “adverse reactions” as defined in 21 CFR 201.57(a)(11) are included in HL. Other 

terms, such as “adverse events” or “treatment-emergent adverse events,” should be 
avoided. Note the criteria used to determine their inclusion (e.g., incidence rate greater 
than X%).  

 For drug products other than vaccines, the verbatim bolded statement, “To report 
SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch” must be present. Only include toll-free numbers.  

• Patient Counseling Information Statement  
 Must include the verbatim statement: “See 17 for Patient Counseling Information” or 

if the product has FDA-approved patient labeling: “See 17 for Patient Counseling 
Information and (insert either “FDA-approved patient labeling” or “Medication 
Guide”).  

• Revision Date 
 A placeholder for the revision date, presented as “Revised: MM/YYYY or Month 

Year,” must appear at the end of HL.  The revision date is the month/year of application 
or supplement approval.    
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Contents: Table of Contents (TOC) 
 

 The heading FULL PRESCRIBING INFORMATION: CONTENTS  must appear at 
the beginning in UPPER CASE and bold type. 

 The section headings and subheadings (including the title of boxed warning) in the 
TOC must match the headings and subheadings in the FPI. 

 All section headings must be in bold type, and subsection headings must be indented 
and not bolded.  

 When a section or subsection is omitted, the numbering does not change. For example, 
under Use in Specific Populations, if the subsection 8.2 (Labor and Delivery) is 
omitted, it must read: 

8.1 Pregnancy 
8.3 Nursing Mothers (not 8.2) 
8.4 Pediatric Use (not 8.3) 
8.5 Geriatric Use (not 8.4) 

 If a section or subsection is omitted from the FPI and TOC, the heading “Full 
Prescribing Information: Contents” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  

 

Full Prescribing Information (FPI) 
• General Format 

 A horizontal line must separate the TOC and FPI. 
 The heading – FULL PRESCRIBING INFORMATION – must appear at the 

beginning in UPPER CASE and bold type. 
 The section and subsection headings must be named and numbered in accordance with 

21 CFR 201.56(d)(1). 
 

• Boxed Warning 
 Must have a heading, in UPPER CASE, bold type, containing the word “WARNING” 

and other words to identify the subject of the warning.  Use bold type and lower-case 
letters for the text. 

 Must include a brief, concise summary of critical information and cross-reference to 
detailed discussion in other sections (e.g., Contraindications, Warnings and 
Precautions). 
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• Contraindications 
 For Pregnancy Category X drugs, list pregnancy as a contraindication.  

 
• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in 
labeling. Other terms, such as “adverse events” or “treatment-emergent adverse 
events,” should be avoided.  

 For the “Clinical Trials Experience” subsection, the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

“Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly compared to 
rates in the clinical trials of another drug and may not reflect the rates observed in 
clinical practice.” 

 For the “Postmarketing Experience” subsection, the listing of post-approval adverse 
reactions must be separate from the listing of adverse reactions identified in clinical 
trials. Include the following verbatim statement or appropriate modification:  

“The following adverse reactions have been identified during post-approval use of 
(insert drug name).  Because these reactions are reported voluntarily from a 
population of uncertain size, it is not always possible to reliably estimate their 
frequency or establish a causal relationship to drug exposure.” 

• Use in Specific Populations 
 Subsections 8.4 Pediatric Use and 8.5 Geriatric Use (not needed for “peds only” 

indications) are required and cannot be omitted.   

• Patient Counseling Information   
 This section is required and cannot be omitted.  
 Must reference any FDA-approved patient labeling, including the type of patient 

labeling. The statement “See FDA-approved patient labeling … 
  (insert type of patient labeling).” should appear at the beginning of Section 17 for 

prominence. For example: 
• “See FDA-approved patient labeling (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION REPORT SUMMARY 

 
TO: Dr. Nina Ni, CMC Reviewer  

Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: Nina.Ni@fda.hhs.gov  
Phone:  (301)-796-5296 
Fax: (301)-796-9749 
 

FROM: FDA 
 Division of Pharmaceutical Analysis 

James Allgire, Team Leader 
 Suite 1002 

1114 Market Street 
 St. Louis, MO 63101 
 Phone: (314) 539-3813 
 
Through: Benjamin J. Westenberger, Deputy Director  
                 Phone: (314) 539-3869 
 
SUBJECT: Methods Validation Report Summary 
 
 

Application Number: NDA 202-833       
 
 Name of Product: Picato (ingenol mebutate) gel, 0.015% and 0.05% 

Applicant: Leo Pharma A/S 

 Applicant’s Contact Person: U.S. Agent: Cheri Jones, M.S., RAC, FRAPS 

 Address: 481 haven Point Drive, Treasure Island, Florida 33706 
 
 Telephone: 727-940-4535 Fax: cherijonesrac@gmail.com (email)/ 970-232-8150 
              
 
Date Methods Validation Consult Request Form Received by DPA: 7/8/2011      

Date Methods Validation Package Received by DPA: 7/8/2011  

Date Samples Received by DPA:  8/8/2011 

Date Analytical Completed by DPA:  12/13/2011        

 
Laboratory Classification: 1. Methods are acceptable for control and regulatory purposes.   
 2. Methods are acceptable with modifications (as stated in accompanying report).   
 3. Methods are unacceptable for regulatory purposes.   
 
Comments:   
 
  
              Cover memo and summary of analysis are attached 
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Date: November 10, 2011 
 
To: Nina Ni, Ph.D., CMC Reviewer, ONDQA/DNDQAII 
 
Through: B.J.Westenberger, Deputy Director, Division of Pharmaceutical Analysis (HFD-920)   
 
From: Terry W. Moore, Chemist, Division of Pharmaceutical Analysis (HFD-920) 
 
Subject: Method Validation for NDA 202833  
 Ingenol mebutate gel 0.015% 
 LEO Pharma A/S 
 
The following method was evaluated and is acceptable for quality control and regulatory purposes: 
 

• Ingenol Mebutate: Identification, Assay and determination of Organic Impurities by HPLC ( AP_000459) 
 
The following method was evaluated: 
 

• PEP005 (Ingenol Mebutate) Gel: Identification, Assay and Determination of Organic Impurities of Ingenol 
Mebutate by UPLC (AP_000449) 

 
The Identification and Assay are acceptable for quality control and regulatory purposes.  The Organic Impurities portion 
is not acceptable for quality control and regulatory purposes.  The impurity peaks, especially , could not be 
reliably identified and several other peaks need better resolution between each other.   

 
The Division of Pharmaceutical Analysis (DPA) has the following comments pertaining to the methods that should be 
addressed. 
 
Ingenol Mebutate: Identification, Assay and Determination of Organic Impurities by HPLC   (AP_000459) 
 

   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) 539-3853

FAX (314) 539-2113
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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 

 

CLINICAL INSPECTION SUMMARY 

DATE:   September 30, 2011 
 
TO:   J. Paul Phillips, Regulatory Project Manager 

 Joanna Ku, M.D., Medical Officer  
   Division of Dermatologic and Dental Drug Products 
 
FROM:    Roy Blay, Ph.D. 
   Good Clinical Practice Assessment Branch  
   Division of Good Clinical Practice Compliance 

Office of Scientific Investigations 
 
THROUGH:    Lauren Iacono-Connors, Ph.D. 

Team Leader (Acting) 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 

 
THROUGH:    Jean Mulinde, M.D. 
   Branch Chief (Acting) 

Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance  
Office of Scientific Investigations 

 
SUBJECT:    Evaluation of Clinical Inspections. 
 
NDA:   202833 
 
APPLICANT:  Leo Pharma A/S 
 
DRUG:   Ingenol mebutate Gel, .015% and 0.05% 
  
NME:   No 
 
THERAPEUTIC  
CLASSIFICATION:  Standard Review 
 
INDICATION:   Treatment of actinic keratoses 
 
CONSULTATION  
REQUEST DATE:  April 19, 2011  
 
DIVISION ACTION  
GOAL DATE:   January 17, 2012 
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PDUFA DATE: January 25, 2012  
 
I. BACKGROUND:  
 
The Applicant submitted this application for the use of Ingenol mebutate Gel, 0.015% and 
0.05% to support an indication for the treatment of actinic keratoses.  The pivotal studies, 
Protocol #s PEP005-025, entitled “A Multi-center, Randomized, Parallel Group, Double-
blind, Vehicle-controlled Study to Evaluate the Efficacy and Safety of PEP005 (ingenol 
mebutate) Gel, 0.015% in Patients with Actinic Keratoses on the Head (Face or Scalp)” and 
PEP005-028, entitled "A Multi-center, Randomized, Parallel-group, Double-blind, Vehicle-
controlled Study to Evaluate the Efficacy and Safety of PEP005 (ingenol mebutate) Gel, 
0.05%, In Patients with Actinic Keratoses on Non-Head Locations" were submitted in 
support of the indication.  
 
The conduct of Protocols PEP005-025 and PEP005-028 were inspected.  Protocol PEP005-
025 was a double-blind, vehicle-controlled study to determine the safety and efficacy of the 
test article in the treatment of actinic keratoses (AK) lesions on the head.  Protocol PEP005-
028 was of similar design; however, it assessed the safety and efficacy of the test article in 
the treatment of AK lesions in non-head locations. 
 
The primary efficacy endpoint for both protocols was the complete clearance rate of AK 
lesions at Day 57 with no clinically visible AK lesions in the selected treatment area.  
 
These two Clinical Investigator (CI) sites were selected because of the large number of 
subjects enrolled and the high treatment effect.  One site represented the study of the head 
with the other representing the study of the rest of the body.  The sponsor, Leo Pharma A/S, 
was also inspected because the drug is a New Molecular Entity (NME). 
   
II. RESULTS (by Site): 
 
Name of CI,  Location Protocol #/ 

# of Subjects/ 
Inspection Dates Final 

Classification 
Site # 06 
Karl G. Heine, M.D. 
Solutions...A Clinical Trial 
Company, LLC 
880 Seven Hills Drive, Suite 150 
Henderson, NV 89052-4380 

PEP005-025/ 
16/ 

27 Jun-8 Jul 2011 VAI. 

Site #62 
Suzanne Bruce, M.D. 
Suzanne Bruce and Associates, PA 
The Center for Skin Research 
1900 St. James Place, Suite 650 
Houston, TX 77056 

PEP005-028/ 
16/ 

15-23 Aug 2011 NAI. Pending final 
classification. 

Leo Pharma (sponsor) 
Industriparken, 2750  
Ballerup, Denmark. 
 

PEP005-025 and 
PEP005-028/ 

11-15 Jul 2011 VAI 
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Key to Classifications 
NAI = No deviation from regulations.  
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations.  Data unreliable.   
Pending = Preliminary classification based on information in 483 or preliminary 

communication with the field; EIR has not been received from the field and 
complete review of EIR is pending. 

 
1. Site # 06 
 Karl G. Heine, M.D. 
 Solutions...A Clinical Trial Company, LLC 
 880 Seven Hills Drive, Suite 150 
 Henderson, NV 89052-4380 
 

a. What was inspected: At this site, 23 subjects were screened and 16 completed the 
study.  The records of eight enrolled subjects were reviewed.  The records reviewed 
included, but were not limited to, randomization, ECGs, vital signs, number, location 
and photographic documentation of skin lesions, concomitant medications, medical 
histories, and test article storage conditions and accountability. 

 
b. General observations/commentary: A Form FDA 483 was issued at the conclusion 

of the inspection.  Observations included, but were not necessarily limited to, the 
following: 

   
• Subject 001 met an exclusion criterion by taking methotrexate at the screening 

visit but remained in the study.  
• Subjects 001, 004, 006, 010, 012, 014, 017, and 023 had their Fitzpatrick skin 

type determined by the study coordinator rather than the clinical investigator, a 
violation of the protocol 

• Subjects 001, 014, 017, and  023 did not have screening photographs delineating 
the treatment area, a protocol violation 

• Subjects 001, 004, 010, 012 and 014 had baseline photographs that did not include 
photographs where the treatment areas were marked and labeled, a protocol 
violation.   

• Subjects 004, 006, 012, and 014 had study transparencies that did not map and 
label at least three anatomical landmarks in the vicinity of the selected treatment 
area.  Transparencies for these four subjects noted only two anatomical landmarks 
each, a protocol violation.   

• Subjects 001, 004, 006, 010, 012, 014, 017, and 023 had study transparencies in 
which none of the selected lesions were numerically designated, a protocol 
violation.  

• Subject 010 was randomized to the study and received study medication prior to 
an evaluation of the subject’s AST and LDH levels, a protocol violation.  

• Subject 001 was taking methotrexate and using Clobex 0.05% shampoo, Clobex, 
0.05% spray, Nizoral 2% shampoo, and 2% Nizoral lotion, but these concomitant 
medications were not listed in the CRFs as required by protocol.   

• Subject 004 was treated with Altabax ointment but this concomitant medication 
was not listed in the CRF as required by protocol.   
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• Subject 004 was treated with lidocaine HCl 1% during the study but this 
concomitant medication was not listed in the CRF as required by protocol. 

• Subject 001 had Charcot-Marie-Tooth polyneuropathy; however, this medical 
condition was not reported in the CRF as required by protocol. 

 
OSI Reviewer’s Comment: 
The review division medical officer, after extensive discussion regarding missing 
photographs/transparencies, advised that they would still consider endpoint data  
usable because the primary efficacy endpoint was based on an objective count of the 
complete clearance of lesions; because the determination of clearance of such lesions 
could be easily made; because existing clinical notes described the location of the 
treatment area and the presence/absence of lesions; and because the drop-out rate was 
less than 4% whereas one might expect a greater drop-out in the vehicle arm if the 
study were blinded. Other deviations noted above appear to be isolated in nature and 
unlikely to significantly impact primary safety or efficacy analyses, or to compromise 
the rights, safety, or welfare of study subjects.   

 
Additional notable inspectional observations:   
During the inspection, based on site staff comments, it was revealed that staff 
believed that they knew which treatment subjects were taking based on occurrence of 
local site reactions (i.e. that subject’s receiving active drug developed reactions).   
Both Dr. Heine and his study coordinator confirmed this observation in discussion 
with FDA’s investigator.   

 
c. Assessment of data integrity:   

Though OSI cannot determine the extent of unblinding at this or other sites, the 
review division may wish to query the sponsor regarding the extent to which sites 
believed they were able to ascertain treatment arm based on local skin reactions and if 
broadly present consider the impact of such functional unblinding may have had on 
safety and efficacy analyses.   
 
The review division may also wish to consider excluding data from Subject 001 who 
took an excluded medication (methotrexate) from per protocol analyses.  Except as 
noted above, the study appears to have been conducted adequately, and the data 
appear acceptable in support of the respective indication. 

   
2. Site #62 
 Suzanne Bruce, M.D. 
 Suzanne Bruce and Associates, PA 
 The Center for Skin Research 
 1900 St. James Place, Suite 650 
 Houston, TX 77056 

 
a.  What was inspected: At this site, 16 subjects were enrolled in the study.  The records 

of all 16 enrolled subjects were reviewed.  Records reviewed included, but were not 
limited to, all informed consent documents,  screening logs, medical/dermatologic 
histories, inclusion/exclusion criteria, subject diaries, source documents, laboratory 
results, photographs, Case Report Forms (CRFs), visit schedules, adverse events, 
concomitant medications, drug accountability, and sponsor correspondence 
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b. General observations/commentary: A Form FDA 483 was not issued at the 
conclusion of the inspection.  Review of the records noted above revealed no 
significant discrepancies or regulatory violations. 

 
c. Assessment of data integrity: The study appears to have been conducted adequately, 

and the data appear acceptable in support of the respective indication. 
 
3. Leo Pharma (sponsor) 
 Industriparken, 2750  
 Ballerup, Denmark. 
 

a.  What was inspected:  Review included, but was not limited to, the following 
parameters: sponsor organization and oversight, selection and monitoring of clinical 
investigators, site monitoring practices, data collection and handling, test article 
accountability, primary efficacy endpoints, adverse event evaluation and reporting, 
delegation of responsibilities, and contractual agreements.  The inspector also 
compared selected subject CRFs with the firm’s data listings. 

 
b. General observations/commentary: A Form FDA 483 was issued at the conclusion 

of the inspection.  The observations included the sponsor’s failure to ensure proper 
monitoring of the study and to ensure that the study was conducted in accordance 
with the protocol and/or investigational plan. The Standard Operating procedure 
(SOP) for conducting monitoring visits stated that source documentation was to be 
checked for 100% of enrolled subjects and for 100% of the data entered into the Case 
Report Forms (CRFs); however, for Interim Monitoring Visits (IMVs) 1-4 at Dr. 
Bruce’s site, not all available CRFs and accompanying source documents were 
reviewed.  Per the same SOP, follow-up correspondence to the monitoring visit was 
to be sent to the clinical investigator within two weeks of conclusion of the visit.  For 
IMVs 1 and 2 at Dr. Bruce’s site, these letters were issued more than two weeks after 
the conclusion of the visits.  The sponsor responded satisfactorily to the observations 
listed on the Form FDA 483 in a letter dated August 1, 2011. 

 
 c. Assessment of data integrity: The observations noted above appear to be isolated in 

nature and are unlikely to affect primary safety or efficacy analyses in any significant 
manner.  The rights, safety, or welfare of subjects does not appear to have been 
compromised.  With the exception of issues noted above, the studies appear to have 
been conducted adequately, and the data submitted by the sponsor may be used in 
support of the respective indication. 

 
III.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
 
 The clinical investigator sites of Drs. Heine and Bruce were inspected in support of this 

NDA.  Regulatory violations were noted at Dr. Heine’s site though not at Dr. Bruce’s 
site.  Dr. Heine noted that he believed study unblinding occurred because of the test 
article’s propensity to induce local site reactions.  The review division may wish to query 
the sponsor regarding the extent to which such unblinding may have occurred and 
resulted in biased interpretation of the study results.  Dr. Heine’s site did not perform all 
protocol-required photography, nor were appropriate transparencies generated marking 

Reference ID: 3023415



Page 6- NDA 202833, Ingenol mebutate Gel, Clinical Inspection Summary 
 

the number and site of lesions to be treated.  These deviations were discussed at length 
with the reviewing medical officer who determined that the lack of completion of some 
photographs and transparencies did not render the data unusable for the reasons cited 
above.  Other deficiencies noted at Dr. Heine’s site appear to have been isolated in nature 
and unlikely to affect the primary safety or efficacy analyses or to affect the rights safety, 
or welfare of subjects.  Overall, other than the issues noted above, the studies conducted 
at these clinical sites appear to have been conducted adequately, and the data generated 
appear acceptable in support of the respective indication. 

  
 A sponsor inspection of Leo Pharma A/S was also conducted.  Regulatory violations 

included inadequate monitoring at Dr. Bruce’s site because of a lack of review of 100% 
of data entered into the CRFs as required in the firm’s SOPs and a delay in the issuance 
of follow up correspondence after monitoring visits.  These observations, however, 
appear isolated in nature and are unlikely to affect the safety and/or efficacy analyses.  
Otherwise, the studies appear to have been conducted adequately (other than the issue of 
potential study unblinding as addressed above), and the data generated appear acceptable 
in support of the respective indication. 

  
 Note: The observations noted above for Dr. Bruce are based on the preliminary 

communications provided by the FDA field investigator.  An inspection summary 
addendum will be generated if conclusions change significantly upon receipt and 
complete review of the EIR. 

 
 

{See appended electronic signature page} 
 
Roy Blay, Ph.D. 

      Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 

      Office of Scientific Investigations  
       
       
 
CONCURRENCE:    {See appended electronic signature page} 
 

Lauren Iacono-Connors, Ph.D. 
Team Leader (Acting) 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 

      Office of Scientific Investigations 
 
 
CONCURRENCE:    {See appended electronic signature page} 

 
Jean Mulinde, M.D. 
Branch Chief (Acting) 
Good Clinical Practice Assessment Branch  
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
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If no, explain:  
 
• Electronic Submission comments   
 

List comments: Application in order 
  

  Not Applicable 
 

CLINICAL 
 
 
 
Comments: No review issues, but some information 
requests for the 74-day letter. 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical study site(s) inspections(s) needed? 
   

If no, explain:  
 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:       

 
 
If no, for an original NME or BLA application, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason: There are multiple other 
drugs for AK (i.e. not first in class) 
and the application does not raise 
significant safety or efficacy 
concerns. 
 
 

• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 
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Comments:       

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments: No review issues, but some information 
requests for the 74-day letter. 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments: No review issues, but some information 
requests for the 74-day letter. 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments: CMC sent consult (5/13/11) for EA review 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 
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1. INTRODUCTION 
This review evaluates the proposed labels and labeling for (Ingenol Mebutate) 
Gel (NDA 202833) for areas of vulnerabilities that could lead to medication errors. The 
proposed proprietary name is evaluated under separate review (OSE # 2011-1192). 

2. METHODS AND MATERIALS 
Using Failure Mode and Effects Analysis (FMEA)1, the Division of Medication Error 
Prevention and Analysis (DMEPA) evaluates the container labels, carton labeling and 
insert labeling. This review focuses on labels and labeling submitted as part of the            
March 31, 2011 original NDA submission. See Appendix A-B for images of the proposed 
container labels and carton labeling. 

3. RESULTS 
The following section describes the results of our label and labeling review. 

3.1 LABELS AND LABELING 
Our evaluation finds the proposed label and labeling noted the following deficiencies:       

• The labels and labeling for the two proposed strengths appear similar  
• Prominence of the company name and distributor information on the container 

label 
• Absence of route of administration on the container labels 
• Decreased readability of the carton labeling 
• The graphic on the bottom right side of the top panel is very distracting  

We provide labeling recommendations in section 4 to address these deficiencies. 

4. CONCLUSION AND RECOMMENDATIONS 
Our evaluation of the proposed labels and labeling identified areas of needed 
improvement in order to minimize the potential for medication errors. We provide 
recommendations in Section 4.1 Comments to the Applicant for the container labels and 
carton labeling. We request the recommendations in Section 4.1 be communicated to the 
Applicant prior to approval. 

Please copy the Division of Medication Error Prevention and Analysis on any 
communication to the Applicant with regard to this review. If you have further questions 
or need clarifications on this review, please contact the OSE Regulatory Project Manager, 
Janet Anderson at 301-796-0675. 
 
4.1    COMMENTS TO THE APPLICANT: 

A. Proposed Container Label (0.015% and 0.05%) 
1. The proposed labels for the two strengths utilize similar colors (aqua green and 

blue) on the principal display panel making it difficult to differentiate between the 
different strengths. To avoid section errors, revise the labels to ensure that the color 
selected to highlight each strength presentation is unique and different from each 
other. 
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2. Increase the prominence of the strength and relocate it to appear after the 
established name as shown below: 

TRADEMARKTM  
(Ingenol Mebutate) Gel 
0.05% 

3. Revise the proprietary name presentation so that it is presented in title case and not 
in capital letters 

4. Remove the RX Only statement from the box to decrease its prominence. 

5. Revise the proprietary name presentation so that the symbol ‘TM’ is superscripted 
as follows: TRADEMARKTM 

6. The company name and distributor information is more prominent than the 
established name. Decrease the size of the company name and distributor 
information. 

7. Add a statement “For Topical Use on Face and Scalp Only” on the principal display 
panel the 0.015% container label. 

8. Add a statement “For Topical Use on Trunk and Extremities Only” on the principal 
display panel the 0.05% container label. 

B. Proposed Carton Labeling (0.015% and 0.05%) 
1. See comment A1, A2, A3, A4, A5 

2. The graphic on the bottom right side of the top panel is very distracting and makes 
the labeling for both strengths appear similar. Delete this graphic. 

3. We note the established name is ½ the size of the proprietary name, but it lacks 
prominence commensurate with the proprietary name. Increase the prominence of 
the established name taking into account all pertinent factors, including typography, 
layout, contrast, and other printing features in accordance with 21 CFR 
201.10(g)(2). 

4. Revise the  statement as follows “For Topical Use on Face 
and Scalp Only” for the 0.015% carton labeling and “For Topical Use on Trunk and 
Extremities Only” for the 0.05% carton labeling. This statement should be more 
prominent than the . 

5. Relocate the  statement to appear after the route and revise as 
follows:  2 Unit Dose Tubes each containing 0.47 gm. Present this information in 
unbolded text. 

6. Delete the  statements that appear above the company logo.  

7. Decrease the size of the company logo and relocate it to the side panel. 

8. The information on the back panel of the carton labeling is difficult to read, increase 
the font size and the contrast to increase the readability. 
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9. Revise the dosage statement on the back panel to read as follows: 

For the 0.015 %  
Dosage: Apply one tube per day to the treatment area on the face and scalp. See 
insert for complete information. 
For the 0.05 %  
Dosage: Apply one tube per day to the treatment area on the trunk and extremities. 
See insert for complete information. 
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REGULATORY PROJECT MANAGER 
 PLR FORMAT LABELING REVIEW  

 
 

Application: NDA 202833 
 
Name of Drug: (ingenol mebutate) Gel, 0.015% and 0.05% 
 
Applicant: Leo Pharma 
 

Labeling Reviewed 
 
Submission Date: 03/25/2011 
  
Receipt Date: 03/25/2011 
   

 
Background and Summary Description 

 
This New Drug Application (NDA) provides information in support of the use of a New 
Molecular Entity (NME), ingenol mebutate, to be used for the topical treatment of actinic 
keratosis on the face and scalp (0.015%) and on the trunk and extremities (0.05%).  The sponsor 
has included proposed labeling in the PLR format. 
 

Review 
 
The submitted labeling was reviewed in accordance with 21 CFR 201.56 and 201.57 and 
relevant labeling guidance. Labeling issues are identified on the following pages of the Selected 
Requirements for Prescribing Information (SRPI) with an “X.” 
 
The labeling issues are also described below: 
 

1. The required highlights limitation statement (i.e. “These highlights do not 
include…”) is duplicated at the beginning of the Highlights section.  One of the 
occurrences should be deleted.   

2. The required adverse reactions reporting statement (i.e. “To report SUSPECTED 
ADVERSE REACTIONS…”) is duplicated at the end of the Highlights section.  One 
of the occurrences should be deleted. 

3. Capitalize “Full Prescribing Information” in the asterisk statement at the end of the 
Contents. 

4. Remove the subsection 17.4 (FDA approved patient labeling) from section 17 
(Patient Counseling Information) in the Contents.  The patient labeling is appended to 
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label as separate document, and is not a subsection of section 17 (see labeling 
comment #8 below). 

5. Add an “s” to the title of section 1 “INDICATIONS AND USAGE” where it appears 
in both the Contents and the Full Prescribing Information (FPI). 

6. Under section 6 (Adverse Reactions) of the FPI, revise the standard disclaimer 
statement to read verbatim as follows: 

“Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly compared 
to rates in the clinical trials of another drug and may not reflect the rates observed 
in clinical practice.” 

7. Under section 17 (Patient Counseling Information) on the line immediately following 
the section header, revise the reference to patient approved labeling to read as 
follows: 

 “See FDA-approved patient labeling (Patient Information)" 
8. Remove the subsection number 17.4 from the header for patient labeling (currently 

under section 17) and start patient labeling on a new page.  This information is not 
included as a subsection to section 17, but rather is a stand alone piece of labeling 
that is appended to the package insert. 

 

Recommendations 
 
All labeling issues identified on the following pages with an “X” and described above will be 
conveyed to the applicant in the 74-day letter. The applicant will be asked to resubmit labeling 
that addresses all the identified labeling issues by June 21, 2011. The resubmitted labeling will 
be used for further labeling discussions. 
 
 
        
J. Paul Phillips, MS       05/10/2011 
Regulatory Project Manager      Date 
 
Barbara J. Gould, M.B.A.H.C.M.     05/25/2011 
Chief, Project Management Staff     Date 
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Selected Requirements for Prescribing Information (SRPI) 
 

This document is meant to be used as a checklist in order to identify critical issues during 
labeling development and review. For additional information concerning the content and 
format of the prescribing information, see regulatory requirements (21 CFR 201.56 and 
201.57) and labeling guidances.  When used in reviewing the PI, only identified 
deficiencies should be checked. 
 
Highlights (HL) 

• General comments  
 HL must be in two-column format, with ½ inch margins on all sides and between 

columns, and in a minimum of 8-point font.   
 HL is limited in length to one-half page. If it is longer than one-half page, a waiver 

has been granted or requested by the applicant in this submission.  
 There is no redundancy of information.  
 If a Boxed Warning is present, it must be limited to 20 lines.  (Boxed Warning 

lines do not count against the one-half page requirement.) 
 A horizontal line must separate the HL and Table of Contents (TOC).  
 All headings must be presented in the center of a horizontal line, in UPPER-CASE 

letters and bold type.   
 Each summarized statement must reference the section(s) or subsection(s) of the 

Full Prescribing Information (FPI) that contains more detailed information. 
 Section headings are presented in the following order: 

• Highlights Limitation Statement (required statement)  
• Drug names, dosage form, route of administration, and 

controlled substance symbol, if applicable (required 
information)  

• Initial U.S. Approval (required information)  
• Boxed Warning (if applicable) 
• Recent Major Changes (for a supplement) 
• Indications and Usage (required information) 
• Dosage and Administration (required information) 
• Dosage Forms and Strengths (required information) 
• Contraindications (required heading – if no 

contraindications are known, it must state “None”) 
• Warnings and Precautions (required information) 
• Adverse Reactions (required AR contact reporting 

statement)  
• Drug Interactions (optional heading) 
• Use in Specific Populations (optional heading) 
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• Patient Counseling Information Statement (required 
statement)  

• Revision Date (required information)  
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• Highlights Limitation Statement  
 Must be placed at the beginning of HL, bolded, and read as follows: “These 

highlights do not include all the information needed to use (insert name of 
drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”  

• Product Title  
 Must be bolded and note the proprietary and established drug names, followed by 

the dosage form, route of administration (ROA), and, if applicable, controlled 
substance symbol.  

• Initial U.S. Approval  
 The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in 

which the FDA initially approved of the new molecular entity (NME), new 
biological product, or new combination of active ingredients, must be placed 
immediately beneath the product title line. If this is an NME, the year must 
correspond to the current approval action.  

• Boxed Warning  
 All text in the boxed warning is bolded. 
 Summary of the warning must not exceed a length of 20 lines. 
 Requires a heading in UPPER-CASE, bolded letters containing the word 

“WARNING” and other words to identify the subject of the warning 
(e.g.,“WARNING: LIFE-THREATENING ADVERSE REACTIONS”).  

 Must have the verbatim statement “See full prescribing information for complete 
boxed warning.” If the boxed warning in HL is identical to boxed warning in FPI, 
this statement is not necessary. 

• Recent Major Changes (RMC)  
 Applies only to supplements and is limited to substantive changes in five sections: 

Boxed Warning, Indications and Usage, Dosage and Administration, 
Contraindications, and Warnings and Precautions.  

 The heading and, if appropriate, subheading of each section affected by the recent 
change must be listed with the date (MM/YYYY) of supplement approval. For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 2/2010.”   

 For each RMC listed, the corresponding new or modified text in the FPI must be 
marked with a vertical line (“margin mark”) on the left edge. 

 A changed section must be listed for at least one year after the supplement is 
approved and must be removed at the first printing subsequent to one year.    

 Removal of a section or subsection should be noted. For example, “Dosage and 
Administration, Coronary Stenting (2.2) --- removal 2/2010.”    
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• Indications and Usage  
 If a product belongs to an established pharmacologic class, the following statement 

is required in HL: [Drug/Biologic Product) is a (name of class) indicated for 
(indication(s)].” Identify the established pharmacologic class for the drug at:   
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm16
2549.htm.  

• Contraindications  
 This section must be included in HL and cannot be omitted. If there are no 

contraindications, state “None.” 
 All contraindications listed in the FPI must also be listed in HL. 
 List known hazards and not theoretical possibilities (i.e., hypersensitivity to the 

drug or any inactive ingredient).  If the contraindication is not theoretical, describe 
the type and nature of the adverse reaction.  

 For drugs with a pregnancy Category X, state “Pregnancy” and reference 
Contraindications section (4) in the FPI.  

• Adverse Reactions  
 Only “adverse reactions” as defined in 21 CFR 201.57(a)(11) are included in HL. 

Other terms, such as “adverse events” or “treatment-emergent adverse events,” 
should be avoided. Note the criteria used to determine their inclusion (e.g., 
incidence rate greater than X%).  

 For drug products other than vaccines, the verbatim bolded statement, “To report 
SUSPECTED ADVERSE REACTIONS, contact (insert name of 
manufacturer) at (insert manufacturer’s phone number) or FDA at 1-800-
FDA-1088 or www.fda.gov/medwatch” must be present. Only include toll-free 
numbers. 

• Patient Counseling Information Statement  
 Must include the verbatim statement: “See 17 for Patient Counseling 

Information” or if the product has FDA-approved patient labeling: “See 17 for 
Patient Counseling Information and (insert either “FDA-approved patient 
labeling” or “Medication Guide”).  

• Revision Date 
 A placeholder for the revision date, presented as “Revised: MM/YYYY or Month 

Year,” must appear at the end of HL.  The revision date is the month/year of 
application or supplement approval.    

 
Contents: Table of Contents (TOC) 
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 The heading FULL PRESCRIBING INFORMATION: CONTENTS must 
appear at the beginning in UPPER CASE and bold type. 

 The section headings and subheadings (including the title of boxed warning) in the 
TOC must match the headings and subheadings in the FPI. 

 All section headings must be in bold type, and subsection headings must be 
indented and not bolded.  

 When a section or subsection is omitted, the numbering does not change. For 
example, under Use in Specific Populations, if the subsection 8.2 (Labor and 
Delivery) is omitted, it must read: 

8.1 Pregnancy 
8.3 Nursing Mothers (not 8.2) 
8.4 Pediatric Use (not 8.3) 
8.5 Geriatric Use (not 8.4) 

 If a section or subsection is omitted from the FPI and TOC, the heading “Full 
Prescribing Information: Contents” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections 
omitted from the Full Prescribing Information are not listed.”  

 
Full Prescribing Information (FPI) 

• General Format 
 A horizontal line must separate the TOC and FPI. 
 The heading – FULL PRESCRIBING INFORMATION – must appear at the 

beginning in UPPER CASE and bold type. 
 The section and subsection headings must be named and numbered in accordance 

with 21 CFR 201.56(d)(1). 
 

• Boxed Warning 
 Must have a heading, in UPPER CASE, bold type, containing the word 

“WARNING” and other words to identify the subject of the warning.  Use bold 
type and lower-case letters for the text. 

 Must include a brief, concise summary of critical information and cross-reference 
to detailed discussion in other sections (e.g., Contraindications, Warnings and 
Precautions). 

• Contraindications 
 For Pregnancy Category X drugs, list pregnancy as a contraindication.  

 
• Adverse Reactions  
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 Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in 
labeling. Other terms, such as “adverse events” or “treatment-emergent adverse 
events,” should be avoided.  

 For the “Clinical Trials Experience” subsection, the following verbatim statement 
or appropriate modification should precede the presentation of adverse reactions: 

“Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly compared 
to rates in the clinical trials of another drug and may not reflect the rates 
observed in clinical practice.” 

 For the “Postmarketing Experience” subsection, the listing of post-approval 
adverse reactions must be separate from the listing of adverse reactions identified 
in clinical trials. Include the following verbatim statement or appropriate 
modification:  

“The following adverse reactions have been identified during post-approval 
use of (insert drug name).  Because these reactions are reported voluntarily 
from a population of uncertain size, it is not always possible to reliably 
estimate their frequency or establish a causal relationship to drug exposure.” 

• Use in Specific Populations 
 Subsections 8.4 Pediatric Use and 8.5 Geriatric Use are required and cannot be 

omitted.   

• Patient Counseling Information 
 This section is required and cannot be omitted.  
 Must reference any FDA-approved patient labeling, including the type of patient 

labeling. The statement “See FDA-approved patient labeling (insert type of patient 
labeling).” should appear at the beginning of Section 17 for prominence. For 
example: 

• “See FDA-approved patient labeling (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 
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