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Patient Health Questionnaire depression scale (PHQ-8)
Vital signs
Physical examinations

2.2.2. Efficacy Endpoints

2.2.2.1. Primary Efficacy Endpoint
The primary efficacy endpoint of this study is achievement of an Investigator Global Assessment 
(IGA) score of “clear” or “almost clear” PLUS a 2-grade improvement from baseline at Week 8.

2.2.2.2. Secondary Efficacy Endpoints
The secondary efficacy endpoints of this study include the following:

Achievement of an IGA score of “clear” or “almost clear” PLUS a 2-grade improvement 
from baseline at weeks 2 and 4.
Change from baseline in Overall Assessment of Erythema score at weeks 2, 4, and 8.
Change from baseline in Overall Assessment of Scaling score at weeks 2, 4, and 8.
Achievement of an Overall Assessment of Erythema (0-3 scale) score of 0 or 1 PLUS a 
2-grade improvement from baseline at weeks 2, 4, and 8.
Achievement of an Overall Assessment of Scaling (0-3 scale) score of 0 or 1 PLUS a 2-
grade improvement from baseline at weeks 2, 4, and 8.
Change and percent change in Worst Itch – Numeric Rating Scale (WI-NRS) pruritus 
score at weeks 2, 4, and 8, as compared to baseline.
In subjects with a baseline WI-NRS pruritus score of ≥4, achievement of a ≥4-point 
improvement from baseline in WI-NRS pruritus score at weeks 2, 4, and 8.

2.2.2.3. Exploratory Efficacy Endpoints
The exploratory efficacy endpoints of this study include the following:

Change and percent change in Scalpdex total score from baseline at weeks 2, 4, and 8.
Achievement of an Overall Assessment of Erythema (0-3 scale) score of 0 or 1 at weeks 
2, 4, and 8.
Achievement of an Overall Assessment of Scaling (0-3 scale) score of 0 or 1 at weeks 2, 
4, and 8.
Achievement of an Overall Assessment of Erythema (0-3 scale) score of 0 at weeks 2, 4, 
and 8.
Achievement of an Overall Assessment of Scaling (0-3 scale) score of 0 at weeks 2, 4, 
and 8.
Change and percent change from baseline in Dermatology Life Quality Index (DLQI) at 
weeks 2, 4, and 8.
Change and percent change from baseline in body surface area (BSA) affected at week 8.
A 2-grade improvement in IGA from Baseline.
Incidence of a 2 point reduction from baseline in the WI-NRS (among subjects with WI-
NRS ≥2 at baseline).
Achievement of an IGA score of “clear” or “almost clear” PLUS a 2-grade improvement 
from Baseline at week 9.
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Table 1: Schedule of Events

Study Procedure Screen
Baseline 

Day 0
Wk 2

Day 14
Wk 4

Day 28
Wk 8

Day 56
Wk 9

Day 63
Visit 1 2 3 4 5 6

Visit Window -4 weeks +/- 3 day +/- 5 days +/- 5 days +/-5 days
Informed consent/assent X
Medical history X
Physical examinationa X X X
I/E criteria X X
Randomization X
Hematology, Serum
Chemistries, and Urine 
Analysis

X X X

Vital signs, height, weightb X X X X X X
IGAc, Overall Assessment of 
Erythemac, Overall Assessment
of Scalingc

X X X X X X

WI-NRS, DLQI, Scalpdex X X X X X
BSA X X X
Application Site Reaction
Assessment/Local Tolerabilityd X X X

Pigmentation Assessmente X X X X X X
C-SSRS, PHQ-8 X X X X
Medical Photographyf X X X X
Pregnancy testg X X X X
PK drawsh X X X
IP/vehicle application at the
study sitei X X

Dispense study medication kitj X X X
Dispense/review diary X X X X
Weigh study medication kitk X X X X
Compliance calculationl X X X X
Adverse event assessment X X X X X X
Concomitant medications X X X X X X

a    Limited physical examination: skin, lungs, and heart only
b    Height will be collected at Baseline and Week 8. Weight will be collected at all study visits. Subject to void prior to weight 

being taken. Remove any jackets, outerwear, and shoes. Remove any objects of significant weight (i.e., cell phones, wallet, 
key chains). A 5% weight loss from Baseline should be reported to the medical monitor.

c    IGA will be a 5-point scale ranging from clear (0) to severe (4). IGA should be completed prior to other physician 
assessments. Overall assessment of erythema (0-3 scale) and overall assessment of scaling (0-3 scale) will be completed.

d    Local tolerability Assessments: The Investigator local tolerability assessment of skin irritation (Berger and Bowman 
skin irritation score) should be performed prior to the investigational product application at Baseline, and at Weeks 4 
and 8. Reactions at the site of product application, which may occur post-Baseline, should be differentiated from the 
preexisting inflammation associated with the subject’s seborrheic dermatitis. Subjects will perform the local tolerability 
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Functioning Scale = average of (Q13, Q15, Q18, Q21, Q23) after transforming to 
0 to 100 scale as mentioned above. Q refers to question number.

Scalpdex Total Score = calculated as mean of all the 23 scalpdex questions using 
the transformed scale of 0 to 100. Q19 will be reverse scored i.e., 1=100; 2=75; 
3=50; 4=25; 5=0 while calculating the mean. Q refers to question number.

Change from baseline = value at current time point – value at baseline. 

TEAE = any AE with an onset date/time after the first application of IP.

C-SSRS Suicidal Ideation = A “yes” answer at any time during treatment to any one of 
the five suicidal ideation questions (Categories 1-5: Wish to be Dead, Non-specific Active 
Suicidal Thoughts, Active Suicidal Ideation with Any Methods (Not Plan) without Intent 
to Act, Active Suicidal Ideation with Some Intent to Act, without Specific Plan Active 
Suicidal Ideation with Specific Plan and Intent).

C-SSRS Suicidal Behavior = A “yes” answer at any time during treatment to any one of 
the five suicidal behavior questions (Categories 6-10: Preparatory Acts or Behavior, 
Aborted Attempt, Interrupted Attempt, Actual Attempt (non-fatal), Completed Suicide).

6.1.8. Data Adjustments/Handling/Conventions

All collected data will be presented in CDISC datasets. Data not subject to analysis according to 
this plan will not appear in any tables or graphs but will be included only in the CDISC datasets.

All P values will be displayed in four decimals and rounded using standard scientific notation (eg, 
0.XXXX). If a P value less than 0.0001 occurs it will be shown in tables as <0.0001; similarly, if 
a P value greater than 0.9999 occurs it will be shown in tables as >0.9999.

Adverse events will be coded using the MedDRA version 23.0 thesaurus.

A treatment-related AE is any AE with a relationship to the study drug of possibly, probably, 
likely, or missing.

For partial AE and medication start dates:

If the year is unknown, then do not impute the date but assign a missing value.

If the year is known, but the month or month and day is unknown, then:
o If the year matches the year of first dose date and the end date (if present) is after 

first dose date, then impute as the month and day of the first dose date.
o Otherwise, assign 01 January.

If the year and month are known, but the day is unknown, then:
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o If the month and year match the month and year of the first dose date, then impute 
as the day of the first dose date.

o Otherwise, assign 01.

For partial AE and medication end dates:

If the year is unknown, then do not impute the date but assign as missing value.

If the year is known, but the month or month and day is unknown, then:
o If the year matches the year of the last date of the study (date of last contact if 

subject lost to follow-up; date of completion or early termination otherwise), then 
impute as the month and day of the last date of the study.

o Otherwise, assign 31 December.

If the year and month are known, but the day is unknown, then:
o If the month and year match the month and year of the last date of the study, then 

impute as the day of the last date of the study.
o Otherwise, assign the last day of the month.

6.2. Special Handling for COVID-19 Disruptions

In some cases, study visits will have to be delayed/not performed as a result of COVID-19 
disruptions (e.g., sites were closed or subjects were under stay-at-home orders). Where possible, 
study sites may collect post-baseline data from subjects remotely by telemedicine; this will be 
clearly documented in the source. If possible, sites should adhere to the protocol visit window for 
remote data collection.
Investigator assessments and subject questionnaires normally completed directly in the tablet 
during on-site visits should be completed on the appropriate paper source documents. The 
following assessments/questionnaires are approved to be collected via telemedicine/remotely:

WI-NRS
DLQI
Scalpdex
C-SSRS 
PHQ-8
Subject Local Tolerability

The following assessments cannot be completed via telemedicine/remotely:

IGA
BSA
Investigator Local Tolerability
Overall Assessment of Erythema
Overall Assessment of Scaling
Pigmentation Assessment
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Subject Weight
Study visits and procedures must be followed per protocol whenever possible. Any specific 
changes in study conduct that deviate from the protocol should be communicated to the 
institutional review board and Sponsor. All protocol deviations which occurred as a result of 
COVID-19 disruptions (e.g., visits out of window, missed assessments, etc.) will be 
differentiated from other protocol deviations. 
Subjects who were affected by COVID-19 disruptions by either missing their Week 8 visit or 
being discontinued before having a Week 8 visit due to COVID-19 related disruptions will be 
excluded from the mITT population, as described in Section Error! Reference source not 
found..

7. Study Patients/Subjects and Demographics

7.1. Disposition of Subjects and Withdrawals

Disposition will include tabulations of the number of subjects randomized into each treatment 
group, the number of subjects who received treatment, subjects completing the study, tabulated 
reasons for discontinuation from the study overall and due to COVID-19 disruption, and number 
of subjects in each analysis population. Disposition will be summarized for all subjects who were 
entered into database by treatment group and overall.

7.2. Protocol Deviations

The number of subjects with major protocol deviations and/or eligibility deviations will be 
summarized in categories by treatment group and overall for subjects in Safety population.

7.3. Demographics and Other Baseline Characteristics

Summary statistics for age, gender (including child-bearing potential), race, ethnicity, height, 
weight, baseline disease characteristics (IGA, Overall Assessment of Erythema, Overall 
Assessment of Scaling, Scalpdex, WI-NRS), percent BSA, and BMI will be presented by 
treatment group and overall.   
A summary of treatment history, including history of response, intolerance, or contraindication 
to topical corticosteroids and/or topical antifungals will be provided.
For the continuous variables, the number of non-missing values and the mean, standard 
deviation, minimum, median and maximum will be tabulated. 
For ordinal variables such as the IGA, and WI-NRS, summary statistics including the mean, 
median, and range of the ordinal variable will be presented as well as frequency counts of each 
level of the ordinal variable.  
For the categorical variables, the counts and proportions of each value will be tabulated.   
These analyses will be conducted for the mITT and Safety populations.
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7.4. Exposure and Compliance

The number of IP applications by each subject based on diary data will be summarized using 
descriptive statistics appropriate for continuous variables. 

The amount of IP used by each subject based on can weight will be summarized descriptively by 
treatment group using continuous methods.  

A subject will be considered compliant with the dosing regimen if the subject applies at least 
80% of the expected applications during the IP application period and does not miss more than 3
consecutive doses.

Investigational product application compliance will be calculated based on number of 
applications divided by the expected number of IP applications. Compliance will be summarized 
descriptively by treatment group using the following categories:
> 100%
≥ 80% - ≤100%
< 80%

8. Efficacy Analysis

8.1. Primary Efficacy Analysis

The IGA is an ordinal scale with five severity grades which is reported only in integers. 

Table 3 illustrates the description of each severity grade. 

Table 3: IGA

Score Description
0 Completely clear: No erythema, no scaling (hypo-hyperpigmentation can be 

present)
1 Almost clear: Residual slight erythema and/or trace amounts of scaling
2 Mild: Pink to red color and/or slight scaling
3 Moderate: Distinct redness and/or clearly visible scaling
4 Severe: Severe erythema (intense, fiery red) and/or severe scaling (coarse, thick 

scales with flaking onto clothes or skin)
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imputed. Only observed data will be included in the summaries showing descriptive statistics. 
The primary efficacy analysis will be based on mITT population and these analyses will be 
repeated for the ITT population.  
If subjects were unable to attend the week 8 visit due to COVID-19 related issues they will be 
excluded from the primary analyses for efficacy, which is handled by the mITT population. 

8.2. Secondary Efficacy Analysis

All secondary efficacy analyses will be performed using the mITT and ITT populations.

8.2.1. IGA

Achievement of an IGA score of “clear” or “almost clear” PLUS a 2-grade improvement 
from Baseline at weeks 2 and 4 will be analyzed similar to the primary efficacy endpoint 
using CMH test stratified by site , and baseline IGA with the exception that missing data 
will not be imputed. In addition, the number and percentage of subjects in each category will 
be summarized by treatment and visit. Additionally, both 90% and 95% Wilson CIs for 
proportion of successes in each treatment group will be presented.

8.2.2. Overall Assessment of Erythema 

The assessment is performed at Screening, Baseline, and Weeks 2, 4, 8, and 9. The score is 
reported in ordinal scale with severity grades ranging from 0-3. 

Analysis of change and percent change from baseline in Overall Assessment of Erythema 
at Weeks 2, 4, and 8 will be performed using descriptive summaries (mean, median, inter 
quartile range) by treatment group and study visit. The treatment groups will be 
compared using an exact Wilcoxon rank-sum test as continuous variable. In addition, the 
number and percentage of subjects in each category will be summarized by treatment and
study visit. 
Achievement of an Overall Assessment of Erythema (0-3 scale) score of 0 or 1 PLUS a 
2-grade improvement from Baseline at Weeks 2, 4, and 8 will be analyzed using CMH
tests stratified by site, and baseline IGA similar to the primary analysis above, with the
exception that missing data will not be imputed. Additionally, both 90% and 95% Wilson 
CIs for proportion of successes in each treatment group will be presented.

Table 4 illustrates description of erythema grades. 

Table 4: Erythema Grades

Score Description
0 None: No evidence of erythema
1 Mild: Barely perceptible erythema which is faint or patchy
2 Moderate: Distinct erythema,
3 Severe: Intense (fiery red) erythema
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proportion of successes in each treatment group will be presented.

8.3. Exploratory Efficacy Analysis

Exploratory efficacy analysis will be performed for subjects belonging to mITT and ITT 
populations.
The exploratory endpoints include:

Change and percent change in Scalpdex total score from baseline at Weeks 2, 4, and 8
Achievement of an Overall Assessment of Erythema (0-3 scale) score of 0 or 1 at
Weeks 2, 4, and 8
Achievement of an Overall Assessment of Scaling (0-3 scale) score of 0 or 1 at 
Weeks 2, 4, and 8
Achievement of an Overall Assessment of Erythema (0-3 scale) score of 0 at Weeks 
2, 4, and 8
Achievement of an Overall Assessment of Scaling (0-3 scale) score of 0 at Weeks 
2, 4, and 8
Change and percent change from baseline in DLQI at Weeks 2, 4, and 8
Change and percent change from baseline in BSA affected at Week 8
A 2-grade improvement in IGA from Baseline.
Incidence of a 2 point reduction from baseline in the WI-NRS (among subjects with WI-
NRS ≥ 2 at baseline
Achievement of an IGA score of “clear” or “almost clear” PLUS a 2-grade improvement 
from Baseline at week 9.
Change from baseline in Overall Assessment of Erythema score at week 9.
Change from baseline in Overall Assessment of Scaling score at week 9.
Achievement of an Overall Assessment of Erythema (0-3 scale) score of 0 or 1 PLUS a 
2-grade improvement from baseline at week 9.
Achievement of an Overall Assessment of Scaling (0-3 scale) score of 0 or 1 PLUS a 2-
grade improvement from Baseline at week 9.

Scalpdex questionnaire consists of 23 questions which are categorized into emotions, symptoms 
and functioning scales. The scale scores and total score are calculated as described in the Section
6.1.7. Change and percent change from baseline for Scalpdex scale scores along with total score 
are summarized descriptively. In addition, number and percentages for each Scalpdex question is 
summarized by study visit and treatment group. 
Change and percent change from baseline for DLQI, and BSA will be summarized descriptively. 
In addition change from baseline values for Scalpdex scale scores and total score, DLQI, and 
BSA will be analyzed using an analysis of covariance with the factors treatment, study site 
(grouped as specified in Section 6.1.6), baseline IGA, and baseline value of the respective scale 
as independent variables. Statistical comparisons between the treatment groups will be obtained 
using contrasts. The LS Means, standard errors, 90% CIs, 95% CIs, and P values for change 
from baseline and testing difference in treatments will be presented.
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9.5. PHQ-8

Data for PHQ-8 will be classified using each subject’s total score at a time point into a category 
based on the following scoring system: 

None – Minimal depression (0 to 4)

Mild depression (5 to 9)

Moderate depression (10 to 14)

Moderately severe depression (15 to 19)

Severe depression (20 to 24)
Shift tables showing the category of severity at each visit by treatment group will be presented.

9.6. C-SSRS

The C-SSRS is a questionnaire that prospectively assesses Suicidal Ideation and Suicidal 
Behavior. At the Screening study visit, “Baseline/Screening” version of the C-SSRS will be 
used. This version assesses Suicidal Ideation and Suicidal Behavior during the subject’s lifetime 
and during the past 6 months. For the Screening visit, “lifetime” experience of the subject with 
Suicidal Ideation and Suicidal Behavior will be summarized. From Baseline visit, the “Since 
Last Visit” version will be used.
Suicidality data collected on the C-SSRS will be listed for all subjects. Tables will include results 
from the Suicidal Ideation and Suicidal Behavior sections of the C-SSRS. Frequencies and 
percentages of subjects with a response of “Yes” at any point on the Suicidal Ideation and 
Suicidal Behavior items will be summarized by study visit and treatment group. 

9.7. Physical Examination

The number and percentage of subjects with normal and abnormal findings in the physical 
examination will be displayed at each study visit and treatment group.

9.8. Concomitant Medication

Prior and concomitant medications will be summarized descriptively by treatment group, ATC 
level 4, and preferred term using counts and percentages.

Prior medications will be presented separately from concomitant medications. Medications that 
started before the first application of IP will be considered prior medications whether or not they 
were stopped prior to the first application of study drug. Any medications continuing or starting 
after the first application of study drug will be considered to be concomitant. If a medication 
starts before the first application of study drug and continues after the first application of study 
drug it will be considered both prior and concomitant.

Medications will be coded using WHODrug Global B3, version September 2019.



Statistical Analysis Plan, 
Sponsor Arcutis Biotherapeutics, Inc.
Protocol Number ARQ-154-203
PCN Number ARCU210100

AD-ST-33.05  Effective date: 22-Jan-2018
Version Final 1.0    |    08-Sep-2020    |    AD-PR-109.01  Effective date: 26-Jun-2017 Page 29 of 161

10. Changes from Planned Analysis

Based on protocol amendment, the significance level has been changed from 0.05 to 0.10. 
However, protocol Section 6.3.1 indicates alpha = 0.05 but section 6.1 indicates significance 
level to be 0.10. The alpha level of 0.10 is the intended level, and this SAP uses 0.10 as 
significance level as documented throughout. The PRU4 and PRU2 populations have been added 
to facilitate WI-NRS analysis. These populations are not included in the protocol. Additional 
exploratory endpoints have been added in the SAP which are not specified in the protocol. They 
are:

Incidence of a 2 point reduction from baseline in the WI-NRS (among subjects with WI-
NRS ≥ 2 at baseline
Achievement of an IGA score of “clear” or “almost clear” PLUS a 2-grade improvement 
from Baseline at week 9
Change from baseline in Overall Assessment of Erythema score at week 9
Change from baseline in Overall Assessment of Scaling score at week 9
Achievement of an Overall Assessment of Erythema (0-3 scale) score of 0 or 1 PLUS a 
2-grade improvement from baseline at week 9
Achievement of an Overall Assessment of Scaling (0-3 scale) score of 0 or 1 PLUS a 2-
grade improvement from Baseline at week 9. 
In addition, percentage change from baseline summaries have been added for Scalpdex, 
DLQI, BSA and WI-NRS.

Based on the sponsor’s request the following changes have been made:

95% CIs have been added in the efficacy table summaries along with 90% CIs as the 
alpha level is 0.1.
If a subject is unable to attend the week 8 visit due to COVID-19, they will be excluded 
from the primary analyses for efficacy. To facilitate this, mITT population has been 
added to replace the ITT population.
The ITT population will be used as a sensitivity analysis of the primary, secondary, and 
exploratory efficacy analysis along with disposition.
ANCOVA analysis has been added for change in baseline scores of Erythema, Scaling 
and WI-NRS.
A new BMI shift table has been added.
Shift from baseline in Weight and BMI tables are repeated based on the 
intentional/nonintentional or missing weight loss question captured in the CRF.
For efficacy analysis purposes, data collected from ERT will be used for BSA 
summarization.
Per Protocol population and associated analyses have been removed as they were 
considered to be uninformative.
ANCOVA analysis have been added for change from baseline scores for WI-NRS and 
BSA.
Wilcoxon rank sum test has been added to summarize the continuous data associated with 
Overall Assessment of Erythema and Scaling.
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An interim analysis was planned to make a decision on further expansion of the clinical 
development program for seborrheic dermatitis. The sponsor considered the interim analysis as
no longer needed for decision making and therefore no interim analysis was conducted. The 
interim analysis was not meant to change enrollment or conduct of this trial.

11. Other Planned Analysis

11.1. Pharmacokinetic Analysis

All PK collection information from the eCRF will be presented in a listing.
Concentration data and pk parameters will be summarized by timepoint (concentrations data) and 
treatment group using summary statistics. In addition, PK concentration and parameter listings 
will be presented as well.
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13. Tables, Listings, and Figures

All TLFs will have a header showing the sponsor company name and protocol and a footer 
showing the version of SAS, the file name and path, and the source of the data (e.g., listing 
number).

13.1. Planned Table Descriptions

The following are planned summary tables for protocol number ARQ-154-203. The table 
numbers and page numbers are place holders only and will be determined when the tables are 
produced.


















































