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List of Abbreviations 
 

AE Adverse Event 
AK Actinic Keratosis 
ANOVA Analysis of Variance 
CI Confidence Interval 
CMH Cochran-Mantel Haenszel 
IGA Investigator’s Global Assessment 
ITT Intent-to-treat (population) 
LOCF Last Observation Carried Forward 
MedDRA Medical Dictionary for Regulatory Activities 
mITT Modified Intent-To-Treat (population) 
PD Protocol Deviation 
PP Per-protocol (population) 
PV Protocol Violation 
SAE Serious Adverse Event 
SAP Statistical Analysis Plan 
TEAE Treatment-Emergent Adverse Event 
TESAE Treatment-Emergent Serious Adverse Event 
WHO Drug World Health Organization Drug Dictionary 
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Two-sided hypothesis testing will be conducted for all the tests.  Resulting p-values less than 
0.05 will be considered statistically significant unless noted otherwise.  No adjustments of 
p-values for multiple comparisons will be made.  No interim analyses are planned.  SAS 
software will be used for all data analyses and tabulations. 

5.2 Handling of Dropouts or Missing Data 
For the efficacy variables, a last-observation-carried-forward (LOCF) approach for missing 
results will be used in the mITT analysis. For the PP subjects who discontinue due to treatment 
failure, the results observed from their last visit will be carried forward to all the subsequent 
missing visits. 
 
For demographic and baseline characteristics and the safety profile, each variable will be 
analyzed using all available data. Subjects with missing data will be excluded only from the 
analyses for which data are not available. 

5.3 Demographics and Baseline Characteristics 
Baseline variables (e.g., sex, age, ethnic origin) will be evaluated, adjusting for site, to identify 
differences between treatment groups, which were not eliminated by randomization. Any 
significant baseline differences will be reviewed for their potential impact on the efficacy 
findings. 
 
Continuous variables at baseline will be examined by two-way analysis of variance (ANOVA) 
with treatment and site as fixed effects when normal error and homogeneous variance 
assumptions are satisfied, or by the nonparametric rank based ANOVA when they are not, to 
compare treatment group differences. 
 
Categorical variables such as gender, race, etc., will be examined by Cochran-Mantel-
Haenszel test, stratified by site. 
  
Summary tables by treatment group will be presented. For each continuous variable, the 
summary will include the mean, standard deviation, minimum and maximum. For each 
categorical variable, the summary will include frequencies and percentages. 

5.4 Subject Accountability 

A summary of subject disposition will be provided for all subjects. Descriptive summaries of 
subject disposition, reason for discontinuation, and analyses population will be provided by 
treatment group. The data will also be presented in subject data listings.  

5.5 Efficacy Variables and Analyses 
The primary efficacy measure is the proportion of subjects with clinical response of success 
defined as complete clearance (absence) of all clinically visible Actinic Keratosis lesions 
identified at the baseline visit and no new Actinic Keratosis lesions in the treatment area at 
Visit 4/Day 57.  

Equivalent Efficacy 
The compound hypothesis to be tested for clinical equivalence between test and reference is:  

H
0
: p

T
- p

R 
< -0.20 or p

T
- p

R 
> 0.20 versus 
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overall duration of treatment by the time of discontinuation. Descriptive summaries of 
exposure and medication compliance rate will be provided by treatment group for the ITT 
subjects 

Adverse Events 
Adverse events (AEs) will be coded in MedDRA, version 15.1. Treatment-Emergent Adverse 
Event (TEAE) is defined as any AE occurs on or after applying the first dose of study drug. 
Number and percent of subjects reporting TEAEs will be tabulated by treatment group. 
Summaries will be presented by body system and preferred term for the ITT population, and 
further by severity and relationship to study medication. TEAEs reported by 5% or more 
subjects for any treatment group will also be summarized. In the summaries of incidence rates 
(frequencies and percentages),  severity and relationship to study drug, subjects who report 
more than one event that are mapped to the same preferred term will be counted only once 
under the strongest severity and relationship, accordingly Fisher’s exact test will be used to 
compare the proportions of subjects of the two active treatment groups who report any TEAE. 

Treatment-Emergent Serious Adverse Events (TESAEs) will be discussed within the clinical 
study report. TESAEs and TEAEs that led to treatment interruption or discontinuation will be 
presented in data listings. 
 
Concomitant Medications 
Concomitant medications will be coded using the WHO Drug Dictionary, version September 
2014, and will be presented in data listings. 
 
Application Site Reactions 
The severity of application site reactions such as erythema, flaking/scaling, crusting, swelling, 
vesiculation/pustulation, and erosion/ulceration will be summarized by treatment group and visit 
using frequencies and percentages of subjects. 
 
Safety comparisons will be performed only for the ITT population. 

6 Appendices 

6.1 Handling of Missing or Incomplete Dates for Adverse Events and Concomitant Medications 

Adverse Events 
Handling of partial dates is only considered for the start date. An adverse event with a partial 
start date is considered treatment emergent if: 

- only the day is missing and the start month/year is the same or after the month/year of the 
first dose 

- the day and month are missing and the start year is the same or greater than the year of the 
first dose date 

- the start date is completely missing 

Concomitant Medications 
Handling of partial dates is only considered for the stop date. A medication with a partial stop 
date is considered concomitant if: 
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- only the day is missing and the stop month/year is the same or after the month/year of the 
first dose 

- the day and month are missing and the stop year is the same or greater than the year of the 
first dose date 

- the stop date is completely missing or the medication is ongoing 

6.2 Summary of Assessments 

The schedule of visits and procedures to be conducted at each visit are summarized in the 
Schedule of Study Procedures. 

  

Page 11 of 53




	0.05 cover page A
	0.05 SAP_Redacted A



