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List of Abbreviations and Definitions of Terms

Term Description

%BSA percent body surface area

AD atopic dermatitis

AE adverse event

AESI adverse event of special interest

AhR aryl hydrocarbon receptor

ALT alanine aminotransferase

Anti-HBc anti-hepatitis B core antigen

AST aspartate aminotransferase

AUCq, area under the plasma concentration vs time curve in one dosing interval

BMI body mass index

BP blood pressure

BSA body surface areca

CFR Code of Federal Regulations

CI confidence interval

Cinax maximum plasma concentration

CTCAE Common Terminology Criteria for Adverse Events

Ccv cardiovascular

ECG electrocardiogram

eCRF electronic case report form

ET early termination

FSH follicle-stimulating hormone

|| I

HBC hepatitis C virus

HBsAg hepatitis B surface antigen

Hep hepatitis

HIV human immunodeficiency virus
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Term Description

HR heart rate

ICF informed consent form

ICH International Council for Harmonization

IEC Independent Ethics Committee

IMP investigational medicinal product

IRB Institutional Review Board

v intravenous(ly)

LS least squares

LTS Local Tolerability Scale

MCH mean corpuscular hemoglobin

MCHC mean corpuscular hemoglobin concentration

MCV mean corpuscular volume

PASI Psoriasis Area and Severity Index

PGA Physician Global Assessment

PK pharmacokinetic(s)

PND postnatal day

QTcF QT interval corrected with Fridericia’s formula

RBC red blood cell(s)

SAE serious adverse event

TEAE treatment-emergent adverse event

tmax time of maximum plasma concentration

tin elimination half life

ULN upper limit of normal

uv ultraviolet

WBC white blood cell(s)

WOCBP women of childbearing potential
TMP-SOP-0202-001-03_SAP Template Page 7/33

CONFIDENTIAL

DERMAVANT_DMVT_505_2002_SAP_TEXT_AMENDMENT1



Dermavant Sciences GmbH Statistical Analysis Plan
DMVT-505-2002 06-FEB-2020

1. INTRODUCTION

This document outlines the statistical methods to be implemented during the analyses of data
collected within the scope of Dermavant Sciences GmbH Protocol DMVT-505-2002 [Open-
Label Maximal Use Study to Evaluate the Safety, Tolerability, and Pharmacokinetics of
Tapinarof Cream, 1% in Adults with Extensive Plaque Psoriasis]. The purpose of this plan is to
provide specific guidelines from which the statistical analyses will proceed. Any deviations from
this plan will be documented in the clinical study report (CSR).

2. STUDY DOCUMENTS

The following study documents were used for the preparation of the SAP:
e Protocol version 1.0, dated 26-April-2019
e Annotated electronic case report form (eCRF), version 1.4, dated 22-Jul-2019

3. STUDY OBJECTIVES
3.1 Primary Objectives

e To evaluate the safety and tolerability of tapinarof cream, 1% in adult subjects with
extensive plaque psoriasis
Associated endpoints including:
o Frequency and severity of adverse events (AEs) (local and systemic)
Laboratory and biomarker values
Vital signs
Electrocardiograms (ECGs)
Mean Local Tolerability Scale (LTS) scores by visit

0O O O O

e To evaluate the pharmacokinetics (PK) of tapinarof cream, 1% in adult subjects with
extensive plaque psoriasis
Associated endpoints including:
o Tapinarof and tapinarof sulfate (metabolite) plasma PK parameters on Day 1 and
Day 29, if data permit, including: area under the plasma concentration vs time curve
in one dosing interval (AUCy.;), maximum plasma concentration (Cmax), time of
maximum plasma concentration (tmax) and elimination half-life (ti.2).

3.2 Secondary Objectives

e To exclude clinically relevant effects of tapinarof cream, 1% on QT interval corrected by
Fridericia’s formula (QTcF)
Associated endpoints including:
o Analysis of change from Baseline in QTcF (AQTCcF) at each post-treatment time point
on the sampling day with the higher Cmax (Day 1 or Day 29)
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o Concentration-QTc analysis investigating the relationship between tapinarof plasma
concentration and AQTcF, if data permat

e To assess the efficacy of tapinarof cream, 1% in adult subjects with extensive plaque
psoriasis
Associated endpoints including:
o Mean change from Baseline to Day 29 in Physician Global Assessment (PGA),
Psoriasis Area and Severity Index (PASI), and percent body surface area (%BSA)

3.3 Exploratory Objective

4. STUDY DESIGN AND PLAN

This is a Phase 2a, multicenter, open-label study to evaluate the safety and PK of topical
tapinarof cream in adults with extensive plaque psoriasis. The study will consist of 3 phases:
Screening (up to 34 days), Treatment (29 days), and Follow-up (7 to 10 days).

At Day -1, eligible subjects will be enrolled into the study. During the treatment period
beginning on Day 1 (Baseline), subjects will apply tapinarof cream, 1% to affected areas once a
day for 29 days. Subjects will return to the clinic on Days 2, 15, 29, and 30 for study assessments
and will receive a phone call on Days 8 and 22. Subjects will return to the clinic for a follow-up
visit 7 to 10 days after the Day 29 visit. On clinic visit days, subjects will apply the study drug
under the supervision of site personnel, after assessments have been completed. Full PK profiles
and Holter monitoring will be collected on Day 1 and Day 29 (with corresponding 24-hour time
points collected on Day 2 and Day 30, respectively). Limited PK sampling will be performed on
Day 15. Pre-treatment, time-matched Holter monitoring will be conducted on Day -1 and the
morning of Day 1.

Study drug will be dispensed to subjects during the clinic visits and will be administered at home
between clinic visits as instructed by site personnel. Subjects will be instructed to apply study
drug once daily to all affected areas, including newly appearing plaques and plaques/areas that
improve during the study. Subjects will apply sufficient study drug to cover completely each
lesion with a thin layer of study drug and will record the time of study drug application in a daily
diary provided by the study site. Note that subjects are allowed, but not required, to treat palms,

fingernails, soles, toenails, and scalp plaques with study drug. If a subject chooses to treat
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plaques on palms, fingernails, soles, toenails, and/or scalp, they should do so for the entirety of
the treatment period from Day 1 to Day 29. Subjects will be instructed to apply study drug in the
morning throughout the entirety of their participation in the study. At the phone contacts at

Day 8 and Day 22, subjects should be reminded to complete their daily diary and bring it with
them to the next clinic visit.

Study drug application instructions will be reviewed at all post-baseline clinic visits. On clinic
visit days, subjects will be instructed/reminded on how to apply study drug (except during the
final treatment/end-of-study visits). During the clinic visits, subjects will apply the daily dose of
study drug while on-site under the supervision of site personnel, after other assessments have
been completed.

Subjects who withdraw from the study before Day 30 will complete an Early Termination Visit.
Study duration for subjects who complete this study is approximately 10 weeks in total. Refer to
the study protocol for further details (Section 6 for descriptions of study procedures and
assessments and Section 7 and the Schedule of Assessments [Table 1] for timing of procedures
and assessments).

Treatment Groups and Duration
All subjects will receive tapinarof cream, 1% for 29 days with once daily application.

A subject will be considered to have completed the study when he/she completes all required
procedures/visits for the 29-day treatment phase.

5. DETERMINATION OF SAMPLE SIZE

This study will be conducted to evaluate the safety and PK of tapinarof cream, 1% in adult
subjects with extensive plaque psoriasis. There is no formal statistical hypothesis testing planned
and the sample size is mainly based on feasibility and an estimated number of subjects needed to
address the objectives of the study.

6. GENERAL ANALYSIS CONSIDERATIONS

The statistical analyses will be reported using summary tables, listings, and figures (TLFs). The
International Council for Harmonisation (ICH) numbering convention will be used for all TLFs.

Continuous variables will be summarized with means, standard deviations, medians, minimums,
and maximums. Categorical variables will be summarized by counts and by percentage of
subjects in corresponding categories. Percentages are based on the number of non-missing results
unless otherwise mentioned. Percentages showing a rate relative to the total number of subjects
in this group are given in special tables (e.g., AE tables). Footnotes will specify the percent basis
in those cases.
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Individual subject data obtained from the eCRFs and any derived data will generally be
presented by subject in data listings.

All analyses and tabulations will be performed using SAS® software Version 9.4 or higher.
Tables, listings, and figures will be presented in RTF format.

The process for SAS program validation and quality control (QC) for programs and outputs is
documented in the Synteract working instruction “SAS programming quality control.”
Study-specific QC requirements can be found in Appendix B: SAS Programming QC
Requirements.

Unless otherwise specified, the Baseline value for each variable is the last non-missing value
prior to the initiation of study drug. No imputations will be made for missing values. Summaries
will be based on observed data only. Unscheduled visits will not be summarized but will be
included in the listings.

Conventions for handling partial dates and missing dates for AEs and prior and concomitant
medications are given below. Listings will present the dates in their original format (without any
imputation).

Missing or Incomplete Dates for Adverse Events and Concomitant Medications

Imputation of Start and End Dates of Adverse Events and Concomitant Medications

The following rules will be used where applicable to impute partial or completely missing start
dates or end dates:

e If only the day is missing for a start date, the 1% of the month will be imputed. If the new
estimated date falls before the date of first dose, while the known month and year match
the month and year of the first dose, the date of first dose will be used as the new estimated
date. For AEs, the AE will be considered as a TEAE.

e Ifonly the day is missing for an end date, the last day of the month will be imputed. If the
new estimated date falls after the date of last study visit, the date of last study visit will be
used as the new estimated date.

e If both the day and the month are missing for a start date or end date, no imputation will
be used, and the duration will not be calculated. For an AE, if the year of start is the same
or greater than the year of the first dose date, the AE will be considered as treatment
emergent.

e I[fthe start date or end date is completely missing, duration will not be calculated. However,
an event with completely missing start date will be considered as treatment emergent.

Standard Calculations

Variables requiring calculation will be derived using the following formulas:
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e Days — A duration expressed in days between 1 date (datel) and another later date (date2)
will be calculated using the following formula:

Duration in days = date2 — datel + 1

¢ Body mass index (BMI) — BMI will be calculated using height (cm) and weight (kg) using
the following formula:

BMI (kg/m?) = weight (kg)/[[height (cm)/100]?].
e Change from baseline — Change from baseline will be calculated as:
Change = post-baseline value — baseline value.

7. ANALYSIS SETS
Safety Analysis Set

All subjects who receive at least 1 application of study drug will be included in the safety
analysis set. Subjects will be analyzed as treated.

PK Analysis Set

All subjects who have at least 1 application of study drug and have at least 1 evaluable PK assay
result will be included in the PK analysis set. A value that is below the limit of quantification is
considered evaluable.

QT/QTc Analysis Set

The QT/QTc analysis set will include all subjects in the safety analysis set with measurements at
Baseline as well as on-treatment with at least 1 post-dose time point with a valid AQTcF value.

PK/QTc¢ Analysis Set

The PK/QTc analysis set will include all subjects who are in both the QT/QTc and PK analysis
sets with at least 1 pair of post-dose PK and QTcF data from the same time point.

8. STUDY POPULATION
8.1 Subject Disposition

Subject disposition information will be summarized using the safety analysis set. The summary
will include: the number of subjects in each analysis set, the number of subjects completing the
study, and the primary reason for discontinuation.
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8.2 Protocol Deviations

Major protocol deviations that could potentially affect the efficacy or safety conclusions of the
study will be identified prior to database lock.

A listing of all protocol deviations including the deviation designation (major or minor) and
deviation category will be presented in a data listing.

8.3 Eligibility
A listing of subjects not fulfilling any eligibility criteria will be created.
8.4 Demographic and Baseline Characteristics

Demographic variables include age, sex, ethnicity, race, height, weight, and body mass index
(BMI). Age will be calculated in years relative to the informed consent date. Baseline
characteristics include physician global assessment (PGA), percent body surface area affected
(%BSA), and psoriasis area and severity index (PASI) score.

Demographic and baseline characteristics as well as medical history will be summarized using
the safety analysis set. In addition, demographic and baseline characteristics as well as medical
history will be listed by subject.

9. EFFICACY ANALYSES

All efficacy analyses will be performed based on the safety analysis set. The secondary study
endpoints include mean change from Baseline at Day 29 in PGA, %BSA, and PASIL
Descriptions of these endpoints can be found in Protocol Appendix 1 and 2.

The PGA, %BSA, and PASI will be summarized using descriptive statistics at Baseline and
Day 29. Change and percent change from Baseline to Day 29 will be summarized descriptively
including 95% confidence intervals and analyzed with a one sample t-test.

The one sample t-test will test the following hypotheses:
Ho: The mean change or percent change from baseline to day 29 in efficacy endpoint is equal
to 0;
Hi: The mean change or percent change from baseline to day 29 in efficacy endpoint is not
equal to 0;

SAS code examples:

proc ttest data=DATAset sides=2 alpha=0.05 h0=0;

var CHG; *PCHG-for Percentage Change*;
run;
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CHG = Change from Baseline to Day 29. PCHG = Percentage change from Baseline to Day 29.

In addition to the above, the percent of subjects with treatment success at Day 29 will be
summarized. Treatment success is defined as at least a 2-grade improvement from Baseline in
PGA as well as a PGA score of clear or almost clear (score of 0 or 1) at Day 29. Percent of
subjects with 1-point improvement and percent of subjects with 2-point improvement from
Baseline at Day 29 will also be summarized.

In addition, Physician Global Assessment (PGA), Percent Body Surface Area (%BSA)
Assessment and Psoriasis Area and Severity Index (PASI) Assessment will be listed by subject.

10. SAFETY ANALYSES

The safety analysis set will be used in the analysis of safety and biomarker data. Data will be
listed by subject and summarized. No formal statistical comparisons will be made for safety data.
Unless otherwise noted, baseline is defined as the last non-missing value recorded prior to the
first dose of study drug.

10.1 Interim Analysis and Data Monitoring

There are no planned interim analyses for this study. The Sponsor may review PK data in an
ongoing basis during the study.

10.2 Extent of Exposure and Measurement of Treatment Compliance

The extent of exposure to study drug will be summarized by the number of applications, number
of missed applications and compliance with study treatment. A subject will be considered
compliant with the dosing regimen if the subject applied 80% to 120% of the total number of
expected doses during the treatment period. The expected number of doses during the treatment
period is 29.

Dosing information will be presented in listings and will include the tube dispense and return
weights as well as dates and time of study drug administration.

10.3 Prior and Concomitant Medications

Prior and concomitant medication verbatim terms in the eCRFs will be mapped to
anatomical/therapeutic/chemical class and preferred names using the WHODrug Global B3
(version 01MAR2019).

e Prior medications are defined as medications with a stop date before the date of the first
dose of study drug.
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e Concomitant medication are medications with a start date on or after the date of first dose
of study drug administration or are medications started before study drug administration
and ended after study drug administration.

Prior and concomitant medications will be summarized by WHO ATC class and preferred name.
These summaries will present the number and percentage of subjects using each medication.
Subjects may have more than 1 medication per ATC class and preferred name. At each level of
subject summarization, a subject is counted once if he/she reported 1 or more medications at that
level. Each summary will be ordered by descending order of incidence of ATC class and
preferred name within each ATC class.

10.4 Adverse Events

Treatment-emergent AEs (TEAESs) are defined as those AEs that occurred on or after the date of
first dosing and those existing AEs that worsened during the study. Verbatim terms in the eCRFs
will be mapped to preferred terms and system organ classes using the Medical Dictionary for
Regulatory Activities (MedDRA) (version 22.0).

For this study, AEs of particular clinical importance will be reported as AESIs in the eCRFS to
include: Contact dermatitis, Folliculitis and Headache which could be found from eCRF pages
AESI Contact Dermatitis, AESI Folliculitis and AESI Headache, respectively. These AEs will
not be summarized separately but rather will be included in the summaries described below.

Each AE summary will be summarized by system organ class and preferred term and ordered by
descending order of incidence of system organ class and preferred term within each system organ
class. Summaries will include the following:

e Overall summary of AEs that contain an overview of each item below.

e Subject incidence of TEAEs and total number of unique TEAEs by MedDRA system
organ class and preferred term.

e Subject incidence of TEAEs by MedDRA system organ class, preferred term, and highest
severity. At each level of subject summarization, a subject is classified according to the
highest severity if the subject reported 1 or more events. Adverse events with missing
severity will be considered severe for this summary.

e Subject incidence of TEAEs by MedDRA system organ class, preferred term, and closest
relationship to study drug (Related/Not Related). At each level of subject summarization,
a subject is classified according to the closest relationship if the subject reported 1 or
more events. Adverse events with a missing relationship will be considered related for
this summary.

e Subject incidence of serious TEAEs by MedDRA system organ class and preferred term.

e Subject incidence of TEAEs leading to discontinuation of study drug by MedDRA
system organ class and preferred term.
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AEs, SAEs, AESIs and AEs of action taken with study treatment as drug discontinued will be
presented in data listings.

10.5 Clinical Laboratory Evaluation

Laboratory assessments (chemistry, hematology and urinalysis) and serologic biomarker tryptase
assessment will be summarized using descriptive statistics at Baseline and at each post-baseline
time point of collection (see Table 1 Schedule of Events in the protocol). Change from Baseline
will also be summarized.

Shift tables for laboratory assessments with low-normal-high at baseline versus low-normal-high
at follow-up for the continuous laboratory assessments will be summarized to include low to
low, low to normal, low to high, normal to low, normal to normal, normal to high, high to low,
high to normal, and high to high at Day 29 and at follow-up (7-10 days after Day 29 or ET).

In addition, laboratory and_ assessments will be listed by subject.

10.6 Vital Signs

Vital signs will be summarized using descriptive statistics at Baseline and at follow-up including
change from Baseline. Additionally, shifts in vital sign assessments will be summarized to
include the shift categories identified under laboratory assessments (Section 11.5) as well as
abnormal change from Baseline and markedly abnormal change from Baseline.

Abnormal Flags will be determined as follows:

e Systolic Blood Pressure: Low= <90 mmHg; Normal= 90-140 mmHg: High= >140
mmHg;

e Diastolic Blood Pressure: Low= <50 mmHg; Normal= 50-90 mmHg; High= >90 mmHg;

e Heart Rate: Low=<50 bpm; Normal=50-100 bpm; High=>100 bpm;

Abnormal change from baseline will be determined as follows:

e Systolic Blood Pressure >=20 mmHg
e Diastolic Blood Pressure >=10 mmHg
e Heart Rate >=10 bpm

Markedly abnormal change from baseline will be determined as follows:
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e Systolic Blood Pressure >=40 mmHg
e Diastolic Blood Pressure >=20 mmHg
e Heart Rate >=30 bpm

A listing of vital signs will also be presented.
10.7 Local Tolerability Scale

Local tolerability scale (LTS) overall score for dryness, erythema, and peeling will be
summarized using descriptive statistics at Baseline and at Days 15 and 29 as will the number and
percent of subjects who apply study drug to the following sensitive areas: face, neck, skin folds,
axilla, inframammary, anal crux, and genitalia. If 5 more subjects treat a sensitive area(s) at any
time during the treatment period, LTS scores will be summarized at Baseline and Days 15 and 29
for that specific area(s).

In addition, LTS scores will be listed by subject overall and by sensitive area as applicable.
10.8 Physical Examination

Nicotine usage assessed at Baseline and pregnancy test results at Screening, Baseline, and
Follow-up will be presented in listings.

10.9 Cardiodynamic Assessments (Continuous Holter Monitoring)

ECG data from Baseline and while on study treatment will be collected using a 12-lead Holter
monitor. ECG data will be summarized in tables, presented graphically in figures and listed in
data listings by- The final --signed SAP including mock TFLs can be found in
Appendix D.

11. PHARMACOKINETIC ANALYSES

Unless otherwise specified below, missing sampling or concentration values should not be
imputed, but left missing in the calculation of derived PK parameters. If the actual sampling time
is missing, but a valid concentration value has been measured, the scheduled protocol time will be
used for the calculation of derived PK parameters. A missing pre-dose value will be set to 0 for
the PK calculations corresponding to an observation at dosing time.

All pharmacokinetic (PK) analyses and generation of the tables, figures, and listings (TFLs) will
be performed using a validated installation of Phoenix WinNonlin® version 8.1

) as part of a 21 CFR Part 11 compliant database system (Pharsight Knowledge Database
“PKS”).

Blood samples for the analysis of tapinarof and its metabolite, tapinarof sulfate, will be collected
pre-dose and post dose on Day 1 and Day 2 (Visits 3 and 4) as well as Day 29 and Day 30 (Visits

TMP-SOP-0202-001-03_SAP Template Page 17/33
CONFIDENTIAL
DERMAVANT_DMVT_505_2002_SAP_TEXT_AMENDMENT1



Dermavant Sciences GmbH Statistical Analysis Plan
DMVT-505-2002 06-FEB-2020

6and 7)at1,2,3,4,5,8, 12, and 24 hours after dosing. On Day 15 (Visit 5), samples will be
collected pre-dose and at 2- and 4-hours post dose (=10 mins). Samples collected outside the pre-
determined intervals will be flagged and footnoted.

PK data from the PK population will be presented in listings. Plasma concentrations will be
summarized using descriptive statistics. The number of plasma samples that were BQL will be
summarized by subject and overall.

PK parameter estimates for tapinarof and its metabolite tapinarof sulfate on Day 1 and Day 29
will be calculated using non-compartmental analysis (NCA) of the plasma concentration versus
time data utilizing actual sample collection time. NCA will be conducted using validated PK data
analysis software (Phoenix WinNonlin version 8.1). AUC values will be estimated using the
linear up-log down method. A minimum number of 3 data points are required for determination
of AUC. The apparent first-order terminal elimination rate constant (A;) will be calculated as the
negative of the slope from linear regression of the semi-log concentration-time curve during the
terminal phase. The apparent first-order terminal elimination half-life, t12, will be calculated as
0.693/ A.. A minimum of three descending concentration-time points, excluding the Cmax, above
the lower limit of quantification (LLOQ) will be used in the estimation of the terminal phase rate
constant (A,), for the determination of the terminal half-life (t12). PK parameter estimates are
listed in Table 1, other parameters can be added, if data permits.

PK parameters Cmax and AUCy.; will also be normalized to %BSA treated by dividing each
parameter by cm? of body surface area of disease. For this calculation, 1% BSA is equal to
185 cm?.

Imputation of BQL data should be addressed as follows:

e Ifa BQL value occurs in a profile before the first measurable concentration, it will be
assigned a value of zero concentration. Therefore, a subject with BQL values for the entire
dosing interval will have a Cmax of zero.

e Ifa BQL value occurs after a measurable concentration in a profile and is followed by a
value above the lower limit of quantitation (LLOQ), then BQL should be treated as
‘missing’.

e [fa BQL value occurs at the end of the collection interval (after the last quantifiable
concentration) it will generally be treated as ‘missing’

e If two BQL values occur in succession after Cmax, the profile will be deemed to have
terminated at the first BLQ value and any subsequent concentrations will be omitted from
pharmacokinetic calculations and individual plots, which are to reflect data that were used in
the NCA, but will be maintained in concentration-time tables and plots of mean data

BQL values will be treated as zero for summary statistics tables or mean figures.

On a case by case basis, it may be necessary to exclude individual PK concentration values for
the calculation of derived PK parameters because they are erroneous, abnormal or appear
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implausible to the pharmacokineticist in charge of the analysis. Any excluded data will be
flagged in the individual data listings. The reason for exclusion will also be documented. If the
exclusion has a meaningful impact on the overall interpretation of the results, then it will be
discussed.
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Table 1: PK Parameters and Definitions

Parameter Description of Parameter
C The maximum observed concentration of tapinarof and its metabolite tapinarof
max sulfate measured after dosing
Tinax Time at which the Cmax is observed.

The area under the tapinarof and its metabolite tapinarof sulfate concentration

AUCo- versus time curve from time zero to the end of the dosing period

Apparent first-order terminal elimination half-life of tapinarof and its metabolite

t £
1z tapinarof sulfate

Individual PK parameter estimates from non-compartmental analysis, sorted by Day, will be listed
for all individuals and will include tapinarof and its metabolite tapinarof sulfate.

PK parameters for tapinarof and its metabolite tapinarof sulfate will be summarized separately and
will include the count, mean, geometric mean, standard deviation, CV%, median, min, max and
geometric CV% range.

Individual Day 1 and Day 29 time-concentration graphs for tapinarof and its metabolite tapinarof
sulfate will be provided for each subject in both linear and semi-log scales. Actual sampling times
will be used for individual plots. Overlaid individual concentration-time plots by Day for tapinarof
and its metabolite tapinarof sulfate will be provided in linear and semi-log scale. Mean
concentration-time graphs by Day for tapinarof and its metabolite tapinarof sulfate will be
provided in both linear and semi-log scales.

12. CHANGES TO PROTOCOL-SPECIFIED ANALYSES

Note the following modifications and/or clarifications to the methodology specified in the
protocol:

e The following efficacy summaries were added to Section 10 to include the primary
endpoint of treatment success used in Phase 3 psoriasis studies as well as a summary of
the percent of subjects with 1-grade and 2-grade improvement from Baseline at Day 29.

o The percent of subjects with treatment success at Day 29 will be summarized.
Treatment success is defined as at least a 2-grade improvement from Baseline in
PGA as well as a PGA score of clear or almost clear (score of 0 or 1) at Day 29.
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o Dosing compliance will be determined for each subject and summarized
descriptively. A subject will be considered compliant with the dosing regimen if
the subject applied 80% to 120% of the total number of expected doses during the
treatment period. The expected number of doses during the treatment period is 29.

e Drug-related AEs will be summarized overall and by maximum severity.
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13. REFERENCES

Not applicable
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14. APPENDICES

Appendix A: Presentation of Data and Programming Specifications

General

Specialized text styles, such as bold, italics, borders, shading, superscripted, and
subscripted text will not be used in tables, figures, and data listings unless they add
significant value to the table, figure, or data listing.

Only standard keyboard characters are to be used in tables and data listings.

Special characters, such as nonprintable control characters, printer-specific, or font-
specific characters, will not be used on a table, figure, or data listing.

Hexadecimal character representations are allowed (e.g., u, o, B).

All footnotes will be left justified and at the bottom of a page. Footnotes must be used
sparingly and must add value to the table, figure, or data listing.

Formal organization of tabulations may be changed during programming, if appropriate,
e.g., tables for the different variables may be combined into a single table, or tables with
more than 1 variable may be split into several tables.

Means and medians will be presented to 1 more decimal place than the raw data.
Standard deviations will be presented to 2 more decimal places than the raw data.
Minimums and maximums will be reported with the same number of decimal places as
the raw data.

Percentages will be presented to the tenths place.

For frequency counts of categorical variables, categories whose counts are zero will be
displayed for the sake of completeness. For example, if none of the subjects discontinue
due to “lost to follow-up,” this reason will be included in the table with a count of 0.
Categories with zero counts will not have zero percentages displayed.

Lower and upper confidence interval values must be presented to 1 decimal place more
than the raw/derived data (i.e., to the same number of decimal places as the mean).
Percentiles (e.g., 25%, 75%) must be presented to 1 decimal place more than the
raw/derived data.

For all inferential analyses, P values will be rounded to 4 decimal places (or at the
highest level of precision) with a leading zero (0.0001). P values less than 0.0001 will be
presented as “<0.0001.”

The last footnotes will be

- “Source: xxx”, where xxx indicates the source table number(s) if applicable (in case aggregated

results like mean or median are plotted) or the source listing(s) (in case individual responses are
plotted) and/or source dataset(s) (e.g., ADaM).

-  “PROGRAM SOURCE: ...\\xx.sas, DATA CUT OFF DATE: DDMMMYYYY, RUN DATE:
DDMMYY hh:mm”.

where extract date is the date stamp of the data snapshot used.
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Figures

Legends will be used for all figures with more than 1 variable or item displayed.
Treatment group sizes (n=xx) will be included, as appropriate.

Figures will be in black and white but can be in color to add value to the clarity and
readability of a figure. Lines must be wide enough to see the line after being copied.

The last footnotes will be

- “Source: xxx”, where xxx indicates the source listing number(s) and/or source dataset(s) (e.g., ADaM).

- “PROGRAM SOURCE: ..\\xx.sas, DATA CUT OFF DATE: DDMMMYYYY, RUN DATE:
DDMMYY hh:mm”.

where extract date is the date stamp of the data snapshot used.

Listings

Formal organization of the listing may be changed during programming, if appropriate,
e.g., additional variables may be included, change in the column order, or the listing may
be split into multiple parts due to space constraints.

If not otherwise specified, all data listings will be sorted by sequence/treatment, center,
subject number, visit, and date/time, as appropriate.

All date values will be presented in a SAS date (e.g., 29AUG2001) format.

All observed time values will be presented using a 24-hour clock HH:MM:SS format
(e.g., 01:35:45 or 11:26). Seconds will only be reported if they were measured as part of
the study.

The last footnote will be
- “PROGRAM SOURCE: ...\\xx.sas, DATA CUT OFF DATE: DDMMMYYYY, RUN DATE:
DDMMYY hh:mm”.

where extract date is the date stamp of the data snapshot used.
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Appendix B: SAS Programming QC Requirements

Derived datasets are independently reprogrammed by a second programmer. The separate
datasets produced by the 2 programmers must match 100%. Detailed specifications for the
derived datasets are documented in the study Analysis Dataset Specifications provided to the
client at study conclusion.

Tables are independently reprogrammed by a second programmer for numeric results.
Listings are checked for consistency against corresponding tables, figures, and derived datasets.

Figures are checked for consistency against corresponding tables and listings, or independently
reprogrammed if there are no corresponding tables or listings.

The entire set of TLFs is checked for completeness and consistency prior to its delivery to the
client by the lead biostatistician and a senior level, or above, reviewer.

TMP-SOP-0202-001-03_SAP Template Page 25/33
CONFIDENTIAL
DERMAVANT_DMVT_505_2002_SAP_TEXT_AMENDMENT1



LLINIWNANINY LXTL VS 2002 S0S LAWA LNYAYWEIA

TVILNIAIINOD
£€/92 abed ajeidwo | dvS €0-100-2020-dOS-dINL
(398 sisATeuy £395eS) douerdwo) 3niq ApmyS pue 2unsodxy Jo JudxXy '€l
duerdwo) pue ‘uoneurioyuy Iso( d.1nsodxy Jo Judaxy IRR4l
VILVA ALAAVS 134
(39S sisAjeuy A395eS)
aurpaseqg woly d3uey)) JUdIdJ pue d3uey)) Surpn[ouy sonsnels Arewuns - ([SYd) Xopu[ AJI9AS pue AT SISELIOSJ €Tyl
(39S sisAjeuy A395eS)
aurpeseqg woly d3uey)) JUAIIdJ pue d3uey)) Surpnou] sonsnelS Arewwuns - (VSg%) 81y 998JInS Apog Judd1dd raadl
(39S sisAjeuy A3958S)
aurjeseqg woJ a3uey)) JuddIdd pue d3uey)) IUIpnou] sonsnels Arewung — (YHd) JUdWSSISSY [8qO[D) UBIIISAYJ Tl
(39S sisAJeuy Aj0jes) NSIA AQ YD Jo Arewrung - (VD) JUSWSSISSY [2qO[D) UBIOISAYJ I'TTPI
ejep Ldedyyy (47
(39S sisAJeuy £)19JeS) SUONBIIPIIA JUBIIWOJUO)) TSIVl
(39S sisA[euy Ajojes) SUONEOIPIIA JOLIJ I'ST¥I
(0og sisATeuy K19jeg) A103STH [BIIPIN aa!
(39S sisATeuy A19JeS) SonsLIddRIRY)) duI[dseq Iyl
(39S s1sATeuy £3195eS) sonsidjoetey)) dryderdowaq Il
(39S sisAJeuy A)dJes) uonisodsi(y 100lqng I'T¢1
VILVd DIHdVIDONHA I'vl
LXAL AHL NI AAdNTONI LON LN9 OL ATIAAATA SHAVID ANV ‘STANDIA ‘SATAV.L 14
OPLL dIqe L | _qunN dqe] HII

SONLLSI'T ANV STINDIA ‘SATAV.L
"S9[qe) [BIDARS ojul JI[ds 9q Aew J[qRLIBA | URL} dIOW UM SI[qR) IO ‘d[qe) J[TUIS ©
OJUI PAUIqUIOD 9 ABW SI[QRLIBA JUIILIP o) 10J s9[qe} 30 ‘drerrdoidde J1 ‘Surmwerdord Suump pa3ueyd o9q Aew Suone[nge) JOo UONBZIUBSIO [BULIO ]

‘dV'S 9U) Ul papustIe oq 0} paau Jou op Xapur pauueld s1y} Woij safueyd JOUT "PIoq
ur a1e suondiiosap pue sioquinu urpeay HO[ oY, ‘seurepins ¢ HOI 03 Suipioooe pajo[dwios s z'9] pue 4 suonoag 10j [esodoid Surmorjoy oy,

SSUnSIT pue ‘saangIy ‘sd[qe L, Jo Is1T :D xipuaddy

020T-d4d4-90 ¢00¢-S0S-LAINA
ue[d SISA[euy [eo1snels "HquID) S90ULI0S JuBABULIO]




LINIWANIWY  LXTL dYS 20027608 LANG LNYAYNETA

TVILNIAIINOD
£e/.2 obed sjeidwa JvS €0-100-2020-dOS-dW.L
(39S SISATRUY AJRJBS) B[[IXY — PRjBal] SBAIY QAINSUIS ‘SJUIWISSISSY 9[BOS AJ[IqRI[O ] [BO0] VTS eVl
(1S SISA[BUY A1QJES) SP[O] UIS — PAJBAI] SBAIY 2ANISUIS ‘SIUWSSASS Y [BIS AJI[IQRIJ[O ], [BI0] CTTSEP]
(315G sisAeuy A13JeS) yIaN - PAIeal] Sealy SANISUSS ‘SJUSWISSASSY J[eI§ AJ[IQRI[O ] [BO0T] TTTSEYI
(39S SISAJBUY AJ9JBS) 908, - PAJBAI ] SBAIY QAIISUSS ‘SJUSWISSASS Y [BIS AJI[IQRIS[O ], [BOO] e ey
(39S sisATeuy A19JeS) SUI[aad “BWAYIAIT “SSAUAI(] [[BI2AQ — SIUAWISSASS Y J[BIS AJN[IqRI[O] [BI07] 1'CS €Fl]
(39S sisAJeuy AJojeS) auljaseq wolj PIYS - SUsIS [BIIA JO AlBwwng IS €I
(39S SISAJeUY AlaJeS) dulaseq Wo.J asuel)) - SUBIS [BIIA JO AJewng B 5
[V eyl
! 29jey) 5l W] —oul ! il (AR
(39S SISATRUY A)JQJeS) SISA[RULI() - dUIaseq WOJJ A3UBL)) “SINSAY AJ0JeIOqeT [BdIul]) JO Alewung KR AR
(39S SISA[RUY AJ9JeS) ANSIWAY)) — dUI[aseg WOIf PYIYS *SINSY AlojeIoqeT [edrul[) JO ARWUWING R AR dl
(19§ SISA[BUY AJRJBS) ANSIWAY)) - duI[aseq WO d5UBY)) “S)NSAY AIOJRIOQRT [BIIUI[D) JO ATBWIWINS R ARA
(19S SISA[RUY AJQJES) ASO[OJRWIDH — JUI[aSeY WOLJ 1JIYS “SINSY AlOJRIOqRT [BIIUl[D JO ARWWNg IV VI
(198 SISAJRUY A)J9JBS) ASO[OJBWIAH - QUI[ISBE WO} dSURL)) “SINSAY AIOJRIOQRT [BIIUI[)) JO ATBWWINS I'TH€¥1
eJE(] 1Y) PUE AI0JRIOQE] SEPINEP]
(39S sIsAJeuy AlojeS) sni(] ApmiS 0} diySuolnje[ay 1S9S0[) pue “WId ],
paLIR)ald ‘SSe|D) UBTIO WRISAS Aq Sni(q ApniS JO UOHBNUIUOISI(] 0} TUIPBT SJUIAT 9SIPAPY JUQSIoWH-JUURBAI | TEEPI
(128 SISARUY A12JeS) W], PALIJAIJ PUR SSB[D) UBSIO WRAISAS AQ SJUIAT ISIIAPY JUTIWH-JUIUNLAI] SNOLIAS €<l
SIUIAT] SIIAPY JUBIYJIUSIS pUL SNOLIAS 1Y) Pl
(198 sisAjeuy
K195eS) AJLIDAS WNWIXBIA PUB ‘WD PALIdJald ‘SSB[) URSI() WRISAS AQ SIUIAT ASIQAPY PIIR[IY-Iudueal], CTTErI
(198 SIsAjeuy A)JQJes) ULID | PaLIdfald pue SSB[) URSI() WISAS AQ SJUSAT SIOAPY PAIB[Y-IUdWIedl | CTTEYI
(198 SISA[eUY A)9JeS) SJUSAH ASISAPY PAIR[Y-JUAUNBAI] JO ATRWWNS [[BIOAQ 1'CTEvI
(3G sIsA[euy Ajajes) sni(]
ApniS 03 diysuoIje[ay 1S9S0[D) PUB ‘UL | PalIdfald “SSB[D) UBTI() WRISAS AQ SJUIAT SIAPY JUITIOWH-JUd el | abral gl
(198G SISA[RUY
K197eS) ANIGAQS WINWIXEIA] PUR ‘WIS | PALISJRI{ ‘SSB[) UBSI() WISAS AQ SJUSAT 9SISAPY JUQTIdW-JUSWIIRAL ], €I TErI
(198 SISA[BUY AJoJBS) ULID | PALIdJald PUB SSB[D) UBSI() WRISAS AQ SJUIAT ISIDAPY JUIBISWH-JUS WL | TITETI
(39S SISA[RUY AJQJBS) SJUAT 2SIIAPY JUBIWH-JUUNLAL ] JO ATRWWNS [[BIAQ I T
SJUIAT 3SIAAPY Jo sepdsiq fR R d |
IPLL dIqe ], | JoquinN Jd[qe] HOI

0202-d44-90 2002-S0S-LANd
ue|q SISA[eUY [Ed1SHIRIS *HqUID) Sa0Ua]9g JUBABULIA(]




LINIWANIWY  LXTL dYS 20027608 LANG LNYAYNETA
TVILNIQIINOD

ge/ge sbed sjeldws | dVS €0-100-2020-dOS-dIL

(39S sisAleuy Nd)

Ke( Aq aiejIns joreurde] 10 (pajea) BaIe 20BJINS Apoq AQ) s1ewnsy Iajowered Sd PAZI[BULION SI1SHeIS Aruungs LS EvI

(1S sIsA[euy Y J) A AqQ 21eJ[ng joreuide | 10J sajewnsy Jjaueled S JO sonsnei§ Alewung 'Y S EPI
(198 sIsATeuy

Sid) Aeq Aq joreurde] 10J (pajear) gare 2defINS Apoq Aq) sdjewnisy Idjoweied dd PIZI[BULION SO1SNRIS Aewwng CH S P

(308 sIsA[euY Yd) Ae(] Aq Joreuide | JoJ sajewnsy JajouwrIed Y JO SONsne)§ Alewung PE S eyl

(39S sisAjeuy dd) (TOH) uonednueng) Jo HUIT Sy} MO[ag SUONBIIUIIUO)) (M §103lqNS JO JUDISJ puB JoqUINN VS eV

(198 SISAJRUY ) W] pue AR AQ SUOHRIUIIUO)) 3JRJ[NG Joreuide] JO SONSHLIS Alewwng TS Evl

(198 SISAJeUY M) SWI ] pue Ae(] AQ SUOIRNUAdIU0)) Joreurde] Jo sonsnel§ Aleurung 'S Pl

sl ey el

< woJf s9[qe L HOI> SreseEvl

(39S sisATeuy A19JeS) BI[BIUSL) - PRI SBAIY SAIISUIS ‘SJUSUWISSISS Y AJIQRIS[O ] [B007] P A A o

(1S SISA[RUY A19JBS) XNID) [BUY — PIJBAL] SBAIY JAIISUIS ‘SIUIUWISSISS Y J[BIS AN[IQRIJ[O ], [BD07] 9'ZTS EPI

(329 sisAjeuy A)1ajeS) AIBWWRWERIU] - PAILAI] SBATY JANISUAS ‘SJUIWSSASSY 3OS AN[IQRIS[O ] [BO0] CTTCCPI

IPLLIIQE]L | J2quinN I[qe ] HOI

0202-d44-90 2002-S0S-LANd
ue|q SISA[eUY [Ed1SHIRIS *HqUID) Sa0Ua]9g JUBABULIA(]




LLINIWNANINY LXTL VS 2002 S0S LAWA LNYAYWEIA
TVILNIAIINOD

¢e/6g obed ojejdwa | dVS €0-100-2020-dOS-dI.L
uonenjeAq (VSe) eoIy 29ejIng Apog 1'79°T91
PIALI_(T - (VD) JUAWISSISSY [2qO[D) URIIISAT ] 19791
(VDd) JUdWISSassY [eqO[D) URIOISAT] 1'1'9°T91
eje( Adedyyy 9791
douerdwo)) Surso( pue ‘Arei(J 309[qng ‘Joseurde | uonensuIwpy dur)-uf €679
uonda[[0)/uonesuadsi(q JIAT TSTIl
SUSIA ApMS 1'$'T91
B)([ Uoe.NUIUO0)) Sni( Jo/pue uerdwo) ST91
SUOIIBIIPATA JUBIIWIOIUO)) PUe IOLIJ S 79l
9S(] UNOOIN vy T91
A10)STH AJTUIE ] pUE SISLLIOS] €Y' Tl
A10)STH [eOIPIIN TYTol
somydersowaq I'v' 79l
e)e(q diydeasowdq V791

d1qedrdde 10N
sisA[euy A5ed537 9y} woaj papnpPxy spafqng €791
BLID)LI)) UOISN[OXH/UOISN[ou] TTT9l1
SUOTIBIAQ(] [090)0IJ 1’2791
SUOLIBIAI(] [090)014 TU91
uonrsodsi(y 109lqng 1791
$393[qng panunuodsiq I'T91
SONILSI'T VLVA LOArdNS 791
dPLL SupsIy JdquinN
Sunsry HOI
S3USI'T BJB( JO ISI'T :T9] UODIIS
020C-dd4-90 C00C-S0S-LAINA

ue[d SISA[euy [eo1snels

"HQUID) S9OUIOS JUBABULIO(]




LINFWANIWY LXTL dYS 2002 606 LAWG LNYAYWSEIA

IVILNIQIINOD

ge/og abed sjedwa] dvS £0-100-2020-dOS-dWL
BUI99d puB BUWAIAIY ‘SSQUAI(] - SIUAUISSASSY 9[BOS AN[IGRIR[O ], [BO0] €679l
§)59 |, Adueusal] 7679l
SUsIS [B)IA 1'6°T91
eje( 1210 6'T91
S$1S2 ] SUIUIIS JMISOUSRI(] ¢TIl
P'8T 9l
ISAJEULI[] =5 ! €879l
Anstay) — S)Nsay A10j8I0qe] T8 T9I
ABSO[0JRWAH — SINSAY AIojRIOoqe] 1'%°7°91
1IqnG AQ SHUIWAINSBIA] AJ0)RIOQRT [BNPIAIPU] JO SUN)SIT] 8791
UONBNURUOISI(] ApNIS 0} SUIPBT SJUSAT SSISAPY 9°L79]
QUOBPRIH - SIUSAH ISIDAPY 1SAIdU] [R10adS S L9l
SIINOI[0 ] - SUQAT 9SIdAPY 1SIaU] [e10adg VL T91
SIIBULId(] 10BIUO)) - SJUDAT JASIIAPY 1SAIdU] [B103dS LT
1ea(] 0} SUIPLATT SJUAAT] SSIdAPY LT
(T JO T Ued) SIUdAH dSIAAPY CILT9]
(T JO 1 1BJ) SIUOAT 9SIDAPY 1'1°L'T91
SSUI)SI] SJUIAT ISIIAPY L7791
PaALId(] - uoneneAq (ISVd) Xopu[ AJLIDAS PUB BAIY SISBLIOS] 7€979]
(T Jo 7 1ed) uonenjeaq (JSVd) Xopuj AJLIDASS pUB BAI1Y SISBLIOS] C1'E9TIl
(T Jo 1 1ed) uonenjeaq (JSVd) XopuJ AJLIDASS PUB BAIY SISBLIOS] I'1€9°T91
PIALIR( - (VSH%) BRIV 20BLINS APOY U219 CT9T9I

APLL, SUNSI] JdqunyN
sunsi| HOI
0Z0Z-d44-90 200Z-C0S-LANd

ue| SISA[UY [eonsnels

"HQUIS) S20USI0S JUBABULIS(]



LINFWANIWY LXTL dYS 2002 606 LAWG LNYAYWSEIA

IVILNIQIINOD
gg/Lg abed ajeldwa] dvS £0-100-2020-dOS-diNL
Jjeyns Joseurde [ Jo (pajeal] aIy adeJINS Apog AQ) SABWIST JQWRIRJ M PIZI[BULION [BNPIAIPU] 716791
Jjejng joreurde] jo sajewnsy Idjowered Y [BnpIAIpU] (176791
Joqeurde ] Jo (pajeal] Baly adefIng Apog AQ) SjeWnSH JRPWeIed Sd PIZI[BULION [BNPIAIPU] 01°6T9I
Joreurde] jo sajewnsy Jaouweied M [enpIAlpu] 6679l
121qng yaed jo (1O g) uonesyruend) Jo W Ayl Moo sejdwes ewse[d JO JoqunN 86791
(1O€) uonedRUENY JO JIWIT Y} MO[ag jej[ng Joreurde | pue joreurde] jO SUOHBIUDUOD) L'6T91
djejng joteurde | pue joteuide [ Jo Suonenuaduo)) pue sauil | surjdwes [enpiarpuy 9'6'C91
< wo 3 sSunsi> Y6 TII
< woJj sounsiT> t'v'6'TII
PTY6TIl
< woyy sSuNSI'E> | -['TH6'TII
dN-mo[[0.] pue Turudd DDd peyT-ZI P69l
u—a_r_L uﬂﬁmﬂ.— ._an_.:: Z
sunsr| HOI
020C-9444-90 200Z-S0S-LANd

ue| SISA[UY [eonsnels

"HquWiL) sadualog§ JUBABULID(]



LINIWANIWY  LXTL dYS 20027608 LANG LNYAYNETA

IVILNIQIINOD
ee/ze obed sjeldwa ] dvS €£0-100-2020-dOS-diNL
(E
SIsAjeuy Y 4) (9[eos 3o[1wag) sa[ijo.d awi | -uonenuaduo)) aejng joreurde | pue joreuide | [enpIAipu] €TTHI
(39S sISARUY Md) (9[BIS JB3UIT) S[1JOI] dWI | ~UOBNUIdU0)) )e)[NS Joreuide] pue joreurde ] [enpIAIpu] Tl
(39S sIsATeuY Md)
(a1e9s 3o[TWRS) ¢7 AB(] UO AW ], [RUIWON] "SA UOIIRIIUAdUO)) 2JefIng Joteurde [, pue joreurde] ((SF) UBSN ey A
(19§ sisAfeuy Md)
(91e9s Fo[IwAS) [ AB(] UO W[ [BUIWON "SA UOIRIUIU0)) dejns Joreurde | pue joreurde | ((QSF) UBIN 02T ¥l
(32g sisAeuy Md)
(oreos So[1weS) SwWI ] [BUIWON “SA UOIBIIUOUO0D) Y3nod] djejns joseurde | pue joseuide] (QSF) uBaN 61T ¥l
(39S SIsATeuY Md)
(3[e9s 1RAUIT) 6T AB(] UO dWI ] [RUIWION 'SA UOIRIUOUO)) 3jeJ[ng Joseuide ] pue joreurde] ((ISF) UBIN _1'T¥I
(39S sisAfeuy Md)
(oS JeaUIT) [ AB(] UO WI ] [BUTWON 'SA UOIRNUIIUO)) djejng joreurde ] pue joreurde] (QSF) UBdN LITYI
(195 siIsA[euy
SId) (9[B9s Jeaul ) QW] [BUIWON 'SA UOIBIUIU0)) dJeJns Joseulde ] pue joreuide] (QSF) U 91T Yl
CI'evyl
< woJj saIn31 > —1'T¥]
S.Un31y TPl
A 2an31yg Jquiny
2an31y HOI
SAANSDI JO JSI'] s UOI)IAS
020C-9444-90 200Z-S0S-LANd

ue| SISA[UY [eonsnels

"HquWiL) sadualog§ JUBABULID(]



Dermavant Sciences GmbH. Statistical Analysis Plan
DMVT-505-2002 06-FEB-2020

Appendix D: Statistical Analysis Plan for ECG Data

TMP-SOP-0202-001-03_SAP Template Page 33/33
CONFIDENTIAL
DERMAVANT DMVT_505 2002 SAP_TEXT AMENDMENT1



Statistical Analysis Plan

Open-Label Maximal Use Study to Evaluate the Safety, Tolerability, and
Pharmacokinetics of Tapinarof Cream, 1% in Adults with Extensive
Plaque Psoriasis

Protocol: DMVT-505-2002

Sponsor: Dermavant Sciences GmbH

Version: Final 1.0

Authors:

Date: 06 November 2019

Statistical Analysis Plan for Dermavant Sciences GmbH Study DMV T-505-2002 Page 1 of 18

Version Final 1.0 CONFIDENTIAL



Revision History

Version Issue Date Author(s)

Draft 0.1 | 14 August 2019 e
Draft 0.2 | 27 August 2019 e
Draft 0.3 | 25 September 2019 | |GG
Final 1.0 | 06 November 2019 | ||

Description
Initial version for review.
Revised version.
Revised version.

Final Version.

Statistical Analysis Plan for Dermavant Sciences GmbH Study DMVT-505-2002

Version Final 1.0

Page 2 of 18
CONFIDENTIAL



Table of Contents

I ADDTEVIALIONS ...ttt ettt et e s a et e bt e s ae e et e e sat e e bt e eat e e bt e shbe e bt e enbeenbeenaeeenne 4
2 TEEOAUCTION ...ttt ettt et h et s h e b et e atesb e et e eh e e sb e et e e bt e bt et e eate bt enteeateees 5
N 1 16 A A B 1) ¥ s WO OSSO PRRPO 5
4 Cardiodynamic ECG ASSESSIMENT .......cccuieruiieitieriieeiiesiieeieesieeeteestteeseesseeesseeseessseeseessseenseessseenseessseenne 5
4.1 Cardiodynamic ECG ObBJECHIVES. ......uieiiuiiiiiieeeieeeeieeeeieeesteeesiteeetveeestaeessaeesseeessseeessseeessseesssseeans 6
4.1.1  Primary ODJECTIVE ....ueiiiiiiiiiieeiiieeeite et e eite e et eestee e st e e ssaeeessaeessseeessseesnsaeesnseeesssesessseeensseeens 6
4.1.2  SecoNdary ODJECTIVE ..eccviiieiiiiiiiieeiiee et e eite e et e e sieeesaeeessaeeeseaeeesbeeesseesssaeesnseeessseeessseesnsseeans 6

4.2 Cardiodynamic ECG ENdPOINtS .......c.cccoiieiiiiriiiiiieiieeiiesiie et esite et site et steeseesnaeesaesnseeseeennes 6
4.2.1 Primary ENAPOING .....cccooeiiiiiiiiiieiie ettt ettt et ettt e st e et e s ebe e s e snbeeseeense e 6
4.2.2  Secondary ENAPOINtS........ccccuiiiiiiiiiiiieiie ettt ettt ettt steesteeseaeeaeesnbeesaeeaseenne 6

5 StatiStICAl MENOMAS ... .eiiiiieeee et ettt ettt et e b e sate e saee e 7
5.1 General MethOdOIOZY ......ccviiieiieiiie ettt ettt e et e e e e et e e s te e e enbaeessbeeensseeennseeennns 7
5.2 ANALYSIS SOES..cutiiiitiieiiieeeiieeette et ee ettt e et e e e taeeeteeeatae e e bae e e b aeeabaeetaaeetaaeeteeeesaeeenraeennaeeeanreeennns 7
5.3 BASCIINE. c..eoutiiieitetee ettt h ettt a e et she et et saeeae e 8
54 QT Correction MEthOAS........cocviiiiiiiiiiiie ettt et e e e e re e e sbeeesareeeeareeennns 8

0 ANALYSIS.ccutiiiiiieiie ettt ettt e et e ta e bt e ate e bt e ate e beeanteebteehbeenbeeenbeeabeeenteenbeeenseenseeenseenne 8
6.1 By-Time Point Analysis (Primary ANalysis)........cccceecieeriiiieiiiieeiiie e eree e e e 8
(Y O 1< o) (721 BN s F-1 7S USSR 9
6.3 Concentration-QTc Analysis (Potential Exploratory Analysis) ......ccccceeeevieeiieeniieeniieeeiee e 11
6.3.1 Investigation Of HYSEIESIS ....ccuieriieriieiiieiie ettt ettt ettt ste et e s e eseeseaeesbeesnneenseens 12
6.3.2 Appropriateness of @ Linear Model............cocieiiiiiiiiiiiiieeeeeee e 12

6.4 Method Bias Sensitivity ANALYSIS.......cccieiieriiiiriieeiieiiiesieeite e erieesteeiee e seeesreebeessaeenseesaneenne 12
6.5 Determination 0f SAMPIE SIZE......c..eeeiiiieiiieeiiiecie ettt e et e et eeebaeesbeeesabeeesnseeensseeens 13

T REIETEIICES ...ttt ettt et h e et e s at e e bt e s hb e e bt e s ab e e bt e sabeebeesabeenbeeenbeebeens 13
8 Tables, Figures, and LISTINES ......c.ceeiiiiiiiieeiiie ettt see et e esteeesaeeeaaeesaaeesssaeesnseeessseeensseesnsseas 13
Bl TADIES ..ottt ettt b et e h e bttt e a e e bt et eaeenaes 14
8.2 FIGUIES .eeneiieiieeiie ettt ettt ettt e et s e et e te e et e e ateeab e e st e eabe e steeabe e st e enbeenseeenbeeneeenbeenseeenteenbeennnas 14
TG T 5 1 51 1Y SRS 16

L AN o] o (o) 2 | SR 17
Appendix A: Expert Precision QT ANalYSiS......cccuiiiiiieiiiieeiiieeiee ettt e e aee e e e saaee e 18
Statistical Analysis Plan for Dermavant Sciences GmbH Study DMV T-505-2002 Page 3 of 18

Version Final 1.0 CONFIDENTIAL



1 Abbreviations

Abbreviation Term/Description

BA Bland-Altman

bpm Beats per minute

CI Confidence interval

Conx Maximum plasma concentration

A Change-from-baseline

ECG Electrocardiogram

EPQT Expert Precision QT analysis technique (formerly High Precision QT)
HR Heart rate

LOESS Locally weighted scatter plot smoothing
LS Least squares

ms Millisecond

PK Pharmacokinetic(s)

PR PR interval of the ECG

Q-Q Quantile-quantile

QRS QRS interval of the ECG

QT QT interval of the ECG

QTc Corrected QT interval

QTcF Corrected QT interval using Fridericia’s formula
RR RR interval of the ECG

SAP Statistical analysis plan

SD Standard deviation

SE Standard error

TQT Thorough QT
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2 Introduction

This statistical analysis plan (SAP) was developed after review of the protocol DMVT-505-2002
(Version 1.0 dated 26 April 2019) for the study “Open-Label Maximal Use Study to Evaluate the Safety,
Tolerability, and Pharmacokinetics of Tapinarof Cream, 1% in Adults with Extensive Plaque Psoriasis”
and th contract/proposal. This document defines the populations to be analyzed and provides full
details of the statistical analyses, data displays, and algorithms to be used for data derivations to aid in
the production of the statistical output and the statistical section of the cardiac safety report in regard to
electrocardiogram (ECG) and concentration-QTc analyses. Relevant subject characteristics as well as
the electrocardiographic parameters that will be evaluated are described along with the specific
statistical methods.

3 Study Design

This is a Phase 2a, multicenter, open-label study to evaluate the safety and pharmacokinetics (PK) of
topical tapinarof cream in adults with extensive plaque psoriasis. The study will consist of 3 phases:
screening (up to 34 days), treatment (29 days), and follow-up (7-10 days).

At Day —1, eligible subjects will be enrolled into the study. During the treatment period beginning on
Day 1 (baseline), subjects will apply tapinarof cream, 1% to affected areas once a day for 29 days.
Subjects will return to the clinic on Days 2, 15, 29, and 30 for study assessments and will receive a
phone call on Days 8 and 22. Subjects will return to the clinic for a follow-up visit 7-10 days after the
Day 29 visit. On clinic visit days, subjects will apply the study drug under the supervision of site
personnel, after assessments have been completed. Full PK profiles and Holter monitoring will be
collected on Day 1 and Day 29 (with corresponding 24-hour time points collected on Day 2 and Day 30,
respectively). Limited PK sampling will be performed on Day 15. Pre-treatment, time-matched Holter
monitoring will be conducted on Day —1 and the morning of Day 1.

Subjects who withdraw from the study before Day 30 will complete an early termination visit. Study
duration for subjects who complete this study is approximately 10 weeks in total.

4 Cardiodynamic ECG Assessment
Continuous Holter recordings will be performed on Days —1, 1, 2, 29, and 30.

On Day —1, a Holter monitor will be attached for approximately 13 hours to collect pre-treatment, time-
matched ECG data. Digital 12-lead ECGs will be extracted from the continuous recording at time points
corresponding to time points on Day 1 and Day 29.

On Day 1 and Day 29, a Holter monitor will be attached 1 hour prior to dosing and for 12 hours post-
dose. Digital 12-lead ECGs will be extracted at the same time points as PK samples, i.e., pre-dose and at
1,2,3,4,5, 8, and 12 hours post-dose.
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On Day 2 and Day 30, a Holter monitor will be attached for 1 hour prior to the 24-hour post-dose PK
time point to allow for extraction of 12-lead ECGs corresponding to the 24-hour post-dose PK time
point.

Subjects will rest in a supine or semi-recumbent position for at least 10 minutes before and 5 minutes
after each time point for ECG extraction. All ECG extractions will be performed immediately before the
PK sample is drawn, when applicable.

All Holter/ECG data will be collected using M12R continuous 12-lead digital recorders and the M12A
Enterprise Holter System Client (Global Instrumentation, LL.C, Manlius, New York, USA). The
equipment will be supplied and supported by

ECG intervals will be measured by the core laboratory in a blinded manner using the Expert Precision

QT technique (EPQT) (see Appendix A for more details). The ECG database will be locked before any
statistical analysis is undertaken.

4.1 Cardiodynamic ECG Objectives
For the purpose of this analysis plan, objectives related to ECG assessment are described.

4.1.1 Primary Objective

The secondary objective of the study and the primary ECG objective is to exclude clinically relevant
effects of tapinarof cream, 1% on the QTc interval using the Fridericia method (QTcF) in adult subjects
with extensive plaque psoriasis.

4.1.2 Secondary Objective

ECG objective 1s to

4.2 Cardiodynamic ECG Endpoints

4.2.1 Primary Endpoint

The secondary endpoints of the study and primary ECG endpoints are change-from-baseline QTcF
(AQTCcF) at each post-treatment time point on the sampling day with the higher Cmax (Day 1 or Day 29)
and, 1f data permit, concentration-QTc analysis investigating the relationship between tapinarof plasma
concentration and AQTcF.

4.2.2 Secondary Endpoints
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- I
.
5 Statistical Methods

5.1 General Methodology

All statistical analyses will be performed using the statistical software SAS for Windows Version 9.4 or
higher (SAS Institute, Inc., Cary, NC). In all calculations, zero will be substituted for concentrations
below the quantification limit of the assay. Data collected from all enrolled subjects will be presented in
data listings. Both absolute values and change-from-baseline values for each subject will be given where
applicable. All continuous data will be listed with the same precision as will be presented in the
database. Data listings will be sorted by subject ID and time point. Missing values will be represented by
an empty cell and no imputation will be made.

Continuous data will be summarized using descriptive statistics including number of subjects (n), mean,
median, standard deviation (SD), standard error (SE), 90% confidence interval (CI), minimum, and
maximum by treatment and time point. Mean and median values will be rounded to the nearest tenth, or
to the first non-zero decimal. SD, SE, and CI will be rounded to the nearest hundredth, or to 1 digit more
than the nearest non-zero digit. For the concentration-QTc analysis, 3 significant digits will be kept for
the effect estimates. P values will be reported with 4 digits and P values less than 0.0001 will be
reported as < 0.0001. Categorical data will be summarized 2 ways, by subject and by time point. Subject
data will be summarized using the count of distinct subjects that fall into the category and the percentage
of the total number of subjects. Time point data will be summarized using the count of time points at
which the assessments fall into the category and the percentage of the total number of time points at
which assessments are performed. Percentages will be rounded up or down to the nearest tenths decimal
place. Counts (either number of subjects or number of time points) for each treatment group will be used
as the denominator in the calculation of percentages unless otherwise specified.

5.2 Analysis Sets

The analysis set for cardiodynamic ECG assessment are defined as follows (Table 1).

Table1  Analysis sets for cardiodynamic ECG assessment

Analysis Set Definition

Safety Analysis Set All subjects enrolled in the study who receive at least 1 dose of study drug
(tapinarof). Subjects will be analyzed as treated.

PK Analysis Set All subjects who have at least 1 application of study drug and have at least
1 evaluable PK assay result. A value that is below the limit of
quantification is considered evaluable.

QT/QTc Analysis Set All subjects in the Safety analysis set with measurements at baseline as
well as on-treatment with at least 1 post-dose time point with a valid
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Analysis Set Definition

AQTCcF value. The QT/QTc analaysis set will be used for the by-time point
and categorical analyses of the cardiodynamic ECG parameters.

PK/QTc Analysis Set All subjects who are in both the PK and QT/QTc analysis sets with at least
1 pair of post-dose PK and QTcF data from the same time point. The
PK/QTc analysis set will be used for the concentration-QTc analysis.

5.3 Baseline

Time-matched baseline will be derived from measurements on Day —1 and the morming (pre-dose) of
Day 1 for all continuous ECG parameters. For T-wave and U-wave, baseline includes any findings
observed in any replicates from the time point that constitute time-matched baseline derived from
Day —1 measurements.

5.4 QT Correction Methods

The QT and RR value for each beat will be used for HR correction. Replicate ECGs will be extracted in
up to 10 replicates from each nominal time point prespecified in the protocol. The median value from
each extracted replicate from evaluable beats will be calculated, and then the mean of all available
medians (minimum 3 medians) from a nominal time point will be used as the subject’s reportable value
at that time point.

The Fridericia's correction QTcF is defined as QTcF = QT/RR'?.

6 Analysis

The Study Day to be used for all analyses (including by-time point analysis, categorical analysis,
concentration-QTc¢ analysis, and method bias sensitivity analysis) in this SAP will be either Day 1 or
Day 29, depending on which day the highest mean Cyuax 1s observed. Based on the PK of tapinarof, it is
expected that the highest mean Cpmax 1s observed on Day 1 and in such case, the analysis will be
performed with data from all subjects on Day 1.

If tapinarof Cmax 1s observed on the Day not chosen for the analysis, as described above, in a substantial
proportion of subjects, , a sensitivity analysis may be performed using the concentration-QTc model
from data on both days. The geometric mean Cmax values for tapinarof on Day 1 and Day 29 will be
determined, respectively, and the population point estimate and its 2-sided 90% CI for the predicted
AQTCcF interval at the geometric mean Cpax Will be obtained.

6.1 By-Time Point Analysis (Primary Analysis)

The QT/QTCc analysis set on the selected Study Day, as described above, will be used for the by-time
point analysis of cardiodynamic ECG parameters. The analysis for QTcF will be based on a linear
mixed-effects model with AQTcF as the dependent variable; time (i.e., post-baseline time point on the
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Study Day: categorical), treatment (tapinarof), and time-by-treatment interaction as fixed effects. An
unstructured covariance matrix will be specified for the repeated measures at post-baseline time points
within subjects. If the model with an unstructured covariance matrix fails to converge, other covariance
matrices such as compound symmetry and autoregressive will be considered. From this analysis, the
least squares (LS) mean and 2-sided 90% CI for AQTcF will be calculated at each post-baseline time
point on the Study Day. If the upper bound of the 2-sided 90% CI lies below 10 ms for all post-baseline
time points, tapinarof will be concluded not to have a clinically relevant effect on QT interval
prolongation.

For HR, PR, and QRS intervals, the analysis will be based on the AHR, APR, and AQRS, respectively.
The same (by-time point analysis) model will be used as described for QTcF. The LS mean, standard
error, and 2-sided 90% CI from the statistical modeling for change-from-baseline values will be listed in
the tables and graphically displayed.

The SAS code for the by-time point analysis for QTcF is as follows.

6.2 Categorical Analysis

The QT/QTc analysis set on the Study Day will be used for the categorical analysis of cardiodynamic
ECG parameters. Results for categorical outliers, T-wave morphology, and U-wave presence will be

summarized in frequency tables with counts and percentages for both number of subjects and number of
time points on the Study Day.

A subject or time point will be determined as an outlier if the following criteria (which are assessed
separately) are met for the ECG intervals (Table 2).

Table2  Criteria for determining a subject or time point outlier

ECG Categorical outlier criteria
interval
QTcF Treatment-emergent value of > 450 and < 480 ms when not present at baseline (new onset)

Treatment-emergent value of > 480 and < 500 ms when not present at baseline (new onset)

Treatment-emergent value of > 500 ms when not present at baseline (new onset)

Increase of QTcF from baseline of > 30 and < 60 ms

Increase of QTcF from baseline > 60 ms
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ECG Categorical outlier criteria

interval

PR Increase of PR from baseline > 25% resulting in PR > 200 ms

QRS Increase of QRS from baseline > 25% * resulting in QRS > 120 ms

HR Decrease of HR from baseline >25% resulting in HR < 50 bpm
Increase of HR from baseline >25% resulting in HR > 100 bpm

* In Section 10.4.3.3 of the protocol, it states a QRS increase from baseline >5%. This is an error in the protocol
and it should be 25%.

All outliers will be summarized for each treatment group on the basis of incidence rates. If the subject
experiences more than 1 episode of that event, then a subject will be counted only once for a particular
outlier event. The total number of time points will be based on the number of observed time points
across all subjects within a treatment group.

For T-wave morphology and U-wave presence, treatment-emergent changes will be assessed, 1.e.,
changes not present at baseline. For each category of T-wave morphology and of U-waves, the category
will be deemed as present when observed in any replicates at the time point. For baseline, the category
will be deemed as present when observed in any replicates from all time points that constitute baseline.

The T-wave morphology and U-wave presence categories are described as follows (Table 3).

Table3  T-wave morphology and U-wave presence categories (assessed manually)

Category Description

Normal T-wave (+) Any positive T-wave not meeting any criterion below.

Flat T-wave T-amplitude < 1 mm (either positive or negative), including flat isoelectric line.
Notched T-wave (+) Presence of notch(es) of at least 0.05 mV amplitude on ascending or descending

arm of the positive T-wave.

Biphasic T-wave that contains a second component with an opposite phase that is at least
0.1 mV deep (both positive/negative and negative/positive and polyphasic
T-waves included).

' Normal T-wave ) T-amplitude that is negative, without biphasic T-wave or notches.

' Notched T-wave (-) Presence of notch(es) of at least 0.05 mV amplitude on descending or ascending
arm of the negative T-wave.

U-waves Presence of abnormal U-waves.
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The number and percentage of subjects in each treatment group having changes from baseline that
represent the appearance of the morphological abnormality will be summarized. The total number of
time points having a particular change category will be summarized in terms of number and percentage
based on the number of observed time points across all subjects within a treatment group.

6.3 Concentration-QTc Analysis (Potential Exploratory Analysis)

A concentration-QTc analysis for tapinarof will be performed if a sufficient number of PK samples are
above the lower limit of quantification to provide a PK profile, as defined in Section 13.1.2 of the SAP,
for at least 50% of subjects.

The PK/QTc analysis set on the Study Day will be used in the potential exploratory concentration-QTc
analysis. In this analysis, the relationship between tapinarof plasma concentrations and AQTcF will be
investigated using a linear mixed-effects modeling approach with AQTcF as the dependent variable,
time-matched tapinarof plasma concentration as the explanatory variable, a fixed intercept, and a
random intercept and slope per subject, when applicable (Garnett et al).! The relationship between
plasma concentrations of tapinarof sulfate (metabolite) and AQTcF will be investigatedif a sufficient
number of PK samples are above the lower limit of quantification to provide a PK profile for tapinarof
sulfate, as defined in Section 13.1.2 of the SAP, for at least 50% of subjects.

The geometric mean Cpax values for tapinarof on the Study Day will be determined. The population
point estimate and its 2-sided 90% CI for the AQTcF interval at the geometric mean Cmax Will be
obtained.

The plot of the observed median-quantile tapinarof plasma concentrations and associated mean AQTcF
(90% CI), together with the mean (90% CI) predicted AQTcF (as described by Tornee et al%), will be
used to evaluate the adequacy of the model fit to the assumption of linearity and the impact on
quantifying the concentration-QTec relationship. For evaluation of the HR-corrected QT interval, a
scatter plot and quantile plot of QTcF and RR intervals by treatment with a regression line and a linear
mixed-effects line (90% CI), respectively, also will be produced. Additional exploratory analyses (via
graphical displays and/or model fitting) will include accounting for a delayed effect (hysteresis,
Section 6.3.1) and the justification for the choice of pharmacodynamic model (linear versus nonlinear,
Section 6.3.2).

The SAS code for the concentration-QTc analysis is as follows.

—
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6.3.1 Investigation of Hysteresis

Hysteresis will be assessed by graphical methods based on the LS mean of AQTcF for each post-
baseline time point and the mean tapinarof plasma concentrations at the same time points. In addition,
hysteresis plots will be given for LS mean AQTcF and the mean concentrations. If a QT effect (AQTcF)
> 10 ms cannot be excluded in the by-time point analysis and if a delay between peak plasma levels and
peak QT effect (AQTcF) in the plot (AQTCcF versus tapinarof plasma concentration) of more than 1 hour
is present, other concentration-QTc models such as a model with an effect compartment may be
explored. With the provision stated above, hysteresis will be assumed if the curve of hysteresis plot
shows a counterclockwise loop.

6.3.2 Appropriateness of a Linear Model

To assess the appropriateness of a linear model, normal Q-Q plots for the standardized residuals and the
random effects, and plots of standardized residuals versus concentration and versus fitted values will be
produced. The scatter plot of standardized residuals versus concentration by LOESS fitting (i.e., locally
weighted scatter plot smoothing as described by Cleveland®) will also be produced with an optimal
smoothing parameter selected by the Akaike information criterion with a correction.* In addition, a
scatter plot of observed concentration and AQTcF with a LOESS smooth line with 90% CI and linear
regression line will be provided to check the assumption of linear concentration-QTc relationship. If
there is an indication that a linear model is inappropriate, additional models will be fitted, specifically an
Emaxmodel. The concentration-QTc analysis will then be repeated for the model found to best
accommodate the nonlinearity detected.

6.4 Method Bias Sensitivity Analysis

The purpose of the Method Bias Sensitivity analysis is to ensure that the ECG measurement technique
used by the central ECG laboratory, Expert Precision QT (EPQT), did not introduce bias at a level that
would significantly affect the results.

The QT/QTc analysis set on the Study Day will be used for the Method Bias Sensitivity analysis. In this
analysis the fully automated measurements from the iCOMPAS software will be compared to the results
of the EPQT measurement technique, as described by Ferber et al.’ In Bland-Altman (BA) plots, QTcF
values from fully automated iCOMPAS measurements from the 5-minute time window will be
subtracted from the QTcF values using EPQT at the same time point for each subject; obtained
differences were displayed as a function of the mean of the two.® The relationship between the means
and differences of the 2 methods will be investigated by robust regression using an M estimator, which
reduces the impact of individual outlier values.” From the model, the fitted slope (hereafter called the
BA slope) and associated 2-sided 95% Cls will be given to show the linear trends between the 2
variables. The BA slope indicates whether the observed difference between methods varies with the
magnitude of the absolute QTcF value. A negative BA slope would indicate that the central ECG
laboratory method (in this case, EPQT) measures relatively shorter QTcF intervals at prolonged levels
than does the fully automated reference method (iICOMPANS), i.e., EPQT introduces a negative bias and
may underestimate the QTcF prolongation.
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The unit of BA slope is given as ms per QTcF range of 100 ms; a value of, for example, -10 ms per
QTcF range of 100 ms is hereafter given as -0.10 ms. A bias exceeding -0.10 would indicate that EPQT
has introduced a bias severe enough to negatively impact the result, potentially leading to false negative
predictions using concentration-QTc analysis.

6.5 Determination of Sample Size

This study will be conducted to evaluate the safety and PK of tapinarof cream, 1% in adult subjects with
extensive plaque psoriasis. Approximately 20 subjects aged 18 to 75 years will be enrolled in the study.
There is no formal statistical hypothesis planned and the sample size is mainly based on feasibility and
an estimated number of subjects needed to address the objectives of the study.
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8 Tables, Figures, and Listings

All tables 14.1.8-14.1.9, figures 14.2.4-14.2.13, and listings 16.2.3 will be provided separately for
concentration-QTc analysis (1), and sensitivity analysis (2), when applicable, by using serial number 1-2
(such as Table 14.1.8.1 for concentration-QTc analysis, and Table 14.1.8.2 for sensitivity analysis, and
SO on).
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8.1 Tables

Number Title

14.1.1 Baseline values of ECG parameters
with descriptive statistics

14.1.2 Absolute values of QTcF with
descriptive statistics

14.1.3.1- Change-from-baseline QTcF, HR,

14134 PR, and QRS (AQTcF, AHR, APR,
and AQRS) at each time point

14.14 QTcF outliers per absolute category

14.1.5 QTCcF outliers per change-from-
baseline category

14.16 Categorical analyses for HR, PR, and

QRS

14.1.7 T-wave morphology and U-wave
presence across treatment groups:
treatment-emergent changes

14.1.8 Concentration-QTc analysis of
tapinarof and associated AQTcF
prolongation

14.1.9 Predicted AQTcF interval at
geometric mean peak tapinarof
concentration

14.1.10 Summary of Bland-Altman plot

parameters in the comparison
between iCOMPAS and EPQT QTcF

8.2 Figures

Number Title

Statistical Analysis Plan for Dermavant Sciences GmbH Study DMVT-505-2002
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| Comments

Number of subjects (n), mean, SD, 90% CI, median,
minimum, and maximum from descriptive analysis
will be given by treatment for each ECG parameter.

n, mean, SD, SE. 90% CI, median, minimum, and
maximum from descriptive statistics will be given by
treatment and post-baseline time point.

n, LS mean, SE, and 90% CI from the statistical
modeling will be given by treatment and time point

 (Section 6.1).

Number (%) of subjects and time points with QTcF >
450 and < 480 ms, > 480 and < 500 ms, or > 500 ms
by treatment (Section 6.2).

Number (%) of subjects and time points with AQTcF
> 30 and < 60 ms, or > 60 ms by treatment

(Section 6.2).

Number (%) of subjects and time points with APR >
25% and PR > 200 ms at post-baseline; AQRS > 25%
and QRS > 120 ms at post-baseline; HR decrease
from baseline > 25% and HR < 50 bpm at post-
baseline; and HR increase from baseline > 25% and

' HR > 100 bpm at post-baseline (Section 6.2).

Number (%) of subjects and time points falling into
each of the T-wave categories: Normal (+), Flat,
Notched (+), Biphasic, Normal (-), Notched (-) as

defined in Section 6.2.

Fixed-effect estimations and corresponding P values
will be given (Section 6.3).

Section 6.3.

Section 6.4.

Comments
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14.2.1

14.2.2.1-
14.2.2.4

14.2.3.1

14.2.3.2

14.2.4

14.2.5

14.2.6

14.2.7.1

14.2.7.2

14.2.8

14.2.9

14.2.10

14.2.11

14.2.12

14.2.13

14.2.14
14.2.15
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Absolute QTcF across time points

Change-from-baseline QTcF, HR,
PR, and QRS (AQTcF, AHR, APR,
and AQRS) across time point

Scatter plot of QTcF versus RR by
treatment

QTcF-RR quantile plot by treatment

Mean tapinarof plasma
concentrations over time

Joint plot of tapinarof plasma
concentrations and AQTcF over time

Hysteresis plot of tapinarof plasma
concentration and AQTcF connected
in temporal order by dose

Scatter plot of observed tapinarof
plasma concentrations and AQTcF
(with LOESS and simple regression)

Scatter plot of observed tapinarof
plasma concentrations and AQTcF
(with linear mixed-effects regression)

Model-predicted AQTcF (mean and
90% CI) and observed AQTcF (mean
and 90% CI) across deciles of
tapinarof plasma concentrations

Predicted AQTCcF interval at
geometric mean peak tapinarof
concentrations

Scatter plot of standardized residuals
versus fitted values

Scatter plot of standardized residuals
versus concentrations with LOESS

Normal Q-Q plot of standardized
residuals

Normal Q-Q plots of the estimated
random effects

Bland-Altman plot by treatment

Bland-Altman plot: all treatments

Mean and 90% CI from descriptive analysis will be
given by treatment.

LS mean and 90% CI from the statistical modeling
will be shown by treatment (Section 6.1).

Scatter plots of QTcF and RR intervals by treatment
with regression lines will be given (Section 6.3).

QTcF-RR quantile plots (with quantiles) with linear
mixed-effects line and 90% CI will be given
(Section 6.3).

Section 6.3.

Section 6.3.1.

Section 6.3.1.

Scatter plot of AQTcF versus concentration with
LOESS line and 90% CI and simple regression line
(Section 6.3.2).

Scatter plot of AQTcF versus concentration with
linear mixed-effects regression line and 90% CI
(Section 6.3).

Section 6.3.

Section 6.3.

Section 6.3.2.
Section 6.3.2.
Section 6.3.2.
Section 6.3.2.

Method Bias Sensitivity analysis (Section 6.4).
Method Bias Sensitivity analysis (Section 6.4).
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8.3 Listings

Number Title Comments

16.2.1.1- QTcF. HR. PR, and QRS intervals — Section 6.1.

16.2.14 absolute and change-from-baseline
values

16.2.2 T-wave morphology and U-wave Section 6.2.
presence

16.2.3 AQTCcF and time-matched tapinarof | Data for concentration-QTc analysis (Section 6.3).
concentrations for each subject
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9 Approvals
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Appendix A: Expert Precision QT Analysis

Expert Precision QT analysis (formerly High Precision QT analysis) will be performed on all analyzable
(non-artifact) beats in the 10 ECG replicates (1 replicate consists of one 14 second ECG). Statistical
quality control procedures will be used to review and assess all beats and identify “high” and “low”
confidence beats using several criteria including:

e QT or QTc values exceeding or below certain thresholds (biologically unlikely)
e RR values exceeding or below certain thresholds (biologically unlikely)
e Rapid changes in QT, QTc, or RR from beat to beat

Placement of fiducials and measurements of all primary ECG parameters (QT, QTc, RR) in all recorded
beats of all replicates will be performed using the iICOMPAS software. All beats that are deemed “high
confidence” will not be reviewed by an ECG analyst. All low confidence beats will be reviewed
manually by an- ECG analyst and adjudicated using pass-fail criteria. The beats found acceptable by
manual review will be included in the analysis. The beats confirmed to meet fail criteria will not be
included in the analysis.

For the purpose of measuring PR and QRS intervals and to assess T-wave morphology and presence of
U-waves, the TQT Plus algorithm will select the 3 ECG replicates with the highest quality score from
the ECG extraction window. These 3 ECGs will be analyzed using a semi-automated process to
determine these parameters. If 3 consecutive usable beats cannot be identified in at least 2 of the 3
replicates, then all beats in all replicates will be reviewed for that time point using a manual analysis.

If manual analysis is required, then all beats in a minimum of 3 replicates will be reviewed using the
1ICOMPAS software. The - ECG analyst will review all usable beats in Lead II (or an alternate lead)
for each replicate and will review and/or adjust the fiducial placements (onset of P, onset of Q, offset of
S, and offset of T-wave that were electronically marked) of each waveform and also document the
T-wave morphology and the presence of U-waves for each beat. A replicate will only be reported if it
has 3 approved, usable beats.

Statistical Analysis Plan for Dermavant Sciences GmbH Study DMV T-505-2002 Page 18 of 18
Version Final 1.0 CONFIDENTIAL



