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PROC GLM DATA=inf_pp; 
CLASS trt site; 
MODEL pchg_inf = trt site; 
ESTIMATE 'ratio=c' intercept (1-c) trt 1 -c; 

RUN; 

Where the ESTIMATE statement is run targeting at two-sided p=0.10 to locate the c value 
(our Test/RLD) for the 90% CI.  

Superiority 
For the percent change from baseline in the inflammatory lesion counts, each active treatment 
will be evaluated to determine if it has superior efficacy to that of the Vehicle at Visit 4/Week 
12 (Day 84) via an ANOVA model containing terms for treatment and site. The compound 
hypothesis to be tested for superiority of test and reference over Vehicle is:  

H
0
: μ

T 
≤ μ

V 
or μ

R 
≤ μ

V 
versus 

H
A
: μ

T 
> μ

V 
and μ

R 
> μ

V
 

Where μ
T
, μ

R 
and μ

V 
are the mean percent change from baseline to Visit 4/Week 12 (Day 84) in 

inflammatory lesions counts for the test, the reference and the vehicle treatments, respectively. 
The null hypothesis is rejected when both p-values from the ANOVA are less than 0.05 (two-
sided test). Rejection of the null hypothesis supports the conclusion of superiority of test and 
reference products over the vehicle product for the primary efficacy variable. 

A skewness test (SAS® PROC UNIVARIATE) will be performed using the residuals from the 
ANOVA of the primary efficacy variable. If the skewness statistic is greater than 2 or less than 
-2, the analysis will be performed on the ranked mean percent change from baseline to Visit 
4/Week 12 (Day 84) in inflammatory lesion counts. 

Superiority analyses in the mITT population will be considered definitive and those in the PP 
will be considered supportive. 

Analysis for superiority will be performed based on the following SAS code (SAS Institute 
v.9.1.3): 

The key procedure used to compare mean values of an active treatment arm to vehicle: 

PROC GLM DATA=inf_pp; 
CLASS trt site; 
MODEL pchg_inf = trt site /ss3; 

RUN; 

5.5.2  Secondary Endpoints 

The secondary efficacy endpoint is the proportion of subjects with clinical success defined as a 
score of clear or almost clear (score of 0 or 1) on the Investigator Global Assessment (IGA) at 
Visit 4/Week 12 (Day 84).   



Equivalent Efficacy 

The compound hypothesis to be tested for clinical equivalence between test and reference is:  
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Where p
T 

and p
R
 are the proportions of subjects with clinical success at Visit 4/Week 12 (Day 

84) for the test and reference products, respectively. The test product will be considered to be 
therapeutically equivalent to the reference product if the 90% CI on the difference in their 
proportions of subjects with clinical success, calculated by Wald’s method with Yates’ 
continuity correction, is contained within the limits -0.20 to +0.20. Rejection of the null 
hypothesis supports the conclusion of therapeutic equivalence between the test and reference 
products for the secondary efficacy variable.  

The result of the analysis in the PP population will be considered definitive and that in the mITT 
population as supportive. 

Analysis for therapeutic equivalence will be performed based on the following SAS code 
(SAS Institute v.9.1.3): 

P-value is chosen from Continuity Adj. Chi-Square test. 

The SAS code for 90% confidence interval (trt=1 for Test, trt=2 for Reference): 
proc freq data=XX ; 

where trt in (1,2); 
tables trt* success / alpha=0.10 riskdiff; 
output out=CIDIFF (keep= l_rdif2 u_rdif2 ) riskdiff; 

run; 

For the final 90% continuity-corrected CI, the lower limit = (l_rdif2 - yates) and the upper 
limit = (u_rdif2 + yates), where yates, the Yates' continuity-correction factor, is derived as 
(1/n1+1/n2)/2, n1=number of subjects in Test arm and n2=number of subjects in Reference 
arm. 

Superiority 

The hypotheses to be tested for superiority of the test and reference products over Vehicle are:  
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Where p
T
, p

R 
and p

V 
are the proportions of subjects with clinical success at Visit 4/Week 12 

(Day 84) for the test, reference and Vehicle products, respectively. The tests will be conducted 
independently for the test product vs. vehicle and the reference product vs. vehicle using 
two-sided, α = 0.05, continuity-corrected Z-tests. Superiority will be established if the 





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. The difference between Test and 
Reference treatments with regard to the severity and frequency of their dermatological adverse 
events will be statistically evaluated. Chi-Square or 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. TEAEs, TESAEs and TEAEs that led to treatment interruption or discontinuation 
will be presented in data listings. 

Concomitant Medications, Laboratory Values, and Vitals Signs 
Concomitant medications will be coded using the WHO Drug Dictionary, version September 
2015, and will be presented in data listings. All vital signs data will be displayed in listings. 

Erythema Severity and Application Site Reaction Assessments 
Frequency and distribution of erythema severity assessment and application site reactions of 
dryness, scaling/peeling, pruritus, burning/stinging, pain and will be summarized and 
compared descriptively by visit. 

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: 

- 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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