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List of Abbreviations  
AE Adverse Event 

ANOVA Analysis of Variance 

CI Confidence Interval 

CMH Cochran–Mantel–Haenszel Test 

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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Statistical Analysis Plan  

1 Purpose of Statistical Analysis Plan 
The purpose of the statistical analysis plan is to describe in detail all the data, statistical 
methods, and summary tables required to implement the statistical analysis of Clinical Study 
Protocol PRG-NY-17-008  

 

2 Study Objectives 
To compare the safety and efficacy profiles of Perrigo UK FINCO’s Limited Partnership 
Adapalene and Benzoyl Peroxide Topical Gel, 0.3%/2.5% to Galderma Laboratories Epiduo® 
Forte (Adapalene and Benzoyl Peroxide) Gel, 0.3%/2.5%, in order to prove bioequivalence 
between them and to demonstrate the superior efficacy of the two active formulations over that 
of the vehicle in the treatment of Acne Vulgaris. 

3 Study Design and Sample Size 

3.1 Study Design 
For the purpose of exploring the above objectives, the study will be conducted as a double-
blind, randomized, parallel-group, vehicle-controlled, multicenter trial.   
Each subject will be randomly assigned to one of the following treatment groups  

  

(1) Test: Adapalene and Benzoyl Peroxide Topical Gel, 0.3%/2.5%, Perrigo UK FINCO 
Limited Partnership,  

(2) Reference: Epiduo® Forte (Adapalene and Benzoyl Peroxide) Gel, 0.3%/2.5%, 
manufactured by Galderma Laboratories, L.P. 

(3) Vehicle of test product, . 
 

Subjects will be admitted into the study only after written informed consent has been obtained 
and all of the inclusion and none of the exclusion criteria have been met. Male and female 
subjects 12 years to 40 years of age, inclusive, with acne vulgaris  will 
be eligible for enrollment. Randomization will be performed according to a computer 
generated randomization scheme where the treatment group designation has been assigned to 
the subject number.  The treatment designation will remain blinded until after the final 
database is locked.  An independent third party will generate and hold the randomization code 
throughout the study. Randomized subjects will apply  the study 
medication onto each area of the face (forehead, chin, right cheek, left cheek and nose)  

 avoiding contact with the eyes, lips, inside your nose/nostrils, angles of the nose, 
broken skin areas and mucous membranes at approximately the same time once daily for 12 
weeks.   
Subjects will come to the study site for clinical evaluations Visit 1/Day 1 (Baseline), Visit 
2/Interim/Week 4 (Day 28 ±4 days), Visit 3/Interim/Week 8 (Day 56 ±4 days), and Visit 
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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 summarized descriptively by treatment 
group and 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 variable 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 non-parametric rank based ANOVA when they are not, to 
compare treatment group differences. The summary tables will include the mean, standard 
deviation, minimum and maximum. For each categorical variable, the summary will include 
frequencies and percentages and be examined by Cochran-Mantel-Haenszel test and stratified 
by site. 

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 

5.5.1 Primary Endpoint 

The two primary efficacy endpoints are the mean percent change from baseline to Visit 
4/Week 12/Day 84 in the inflammatory (papules and pustules) lesion counts AND the mean 
percent change from baseline to Visit 4/Week 12/Day 84 in the non-inflammatory (open and 
closed) lesion counts. 

Equivalent Efficacy 

For the mean percent change from baseline in the inflammatory lesion counts, the Test 
treatment will be considered to be therapeutically equivalent to the Reference treatment if the 
90% confidence interval on the Test-to-Reference ratio of means, calculated by Fieller’s 
Method, falls within the interval 0.80 to 1.25. The compound hypothesis to be tested for 
therapeutic equivalence between test and reference is:  

H
0
: μ

T
/μ

R 
≤ 0.80 or μ

T
/μ

R 
≥ 1.25 versus 

H
A
: 0.80 < μ

T
/μ

R 
< 1.25.  

Where μ
T 

and μ
R
 are the mean percent change from baseline to Visit 4/Week 12/Day 84 in 

inflammatory lesions counts for the test treatment and the reference treatments, respectively. 
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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: 

- 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. 
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