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LIST OF ABBREVIATIONS

adverse event

alkaline phosphatase

alanine aminotransferase
aspartate aminotransferase
below the limit of quantitation
body mass index
complete blood count
clinical study report
Division of AIDS

data monitoring committee
date of birth
electronic case report form
estimated glomerular filtration rate
Full Analysis Set
gestational age
high-level group term
high-level term

identifier

international normalised ratio
lower limit of quantification
lower-level term
limit of detection

limut of quantitation

mean arterial pressure
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system organ class
treatment-emergent adverse event
upper limit of normal

World Health Organization
standard deviation

system organ class
treatment-emergent adverse event
upper limit of normal

World Health Organization
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PHARMACOKINETIC ABBREVIATIONS

AUC area under the concentration versus fime curve

AUCy partial area under the concentration versus time curve from time “x” to time “xx”
Cou maximum observed concentration of drug

Comp concentration at the end of the dosing interval
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1. INTRODUCTION

Thus statistical analysis plan (SAP) describes the statistical analysis methods and data
presentations to be used in tables, figures, and histings (TFLs) n the climcal study report (CSR)
for Study GS-US-611-6464. This SAP is based on the study protocol onginal dated

09 May 2023, study protocol admumstrative amendment 1 dated 22 June 2023, study protocol
amendment 0.1 EU dated 15 November 2023 and the electronic case report form (eCRF). The
SAP will be finalized before database finalization Any changes made after the finalization of the
SAP will be documented in the CSR.

Thus study was termunated early; hence only the analyses outlined 1n this SAP will be performed.

1.1 Study Objectives and Endpoints
Primary Objective(s) Primary Endpoint(s)
¢ To evaluate the plasma pharmacokinetics * PK parameters (AUCq13, o, a0d Cooug) for
(PK) of ODV in pediatric participants with ODV metabolite, GS-441524
COVID-19
¢ To evaluate the safety and tolerability of ODV * Incidence of treatment-emergent adverse
in pediatric participants with COVID-19 events (AEs) by Day 35
e [Incidence of treatment-emergent laboratory
abnormalities by Day 35
Secondary Objective(s) Secondary Endpoint(s)
¢ To assess the impact of ODV on time to ¢ Time to sustained alleviation of targeted
sustained alleviation of targeted COVID-19 COVID-19 symptoms by Day 35
symptoms in pediatric participants with
COVID-19
¢ To evaluate the antiviral activity of ODV on ¢ Change from baseline in SARS-CoV-2 nasal
SARS-CoV-2 nasal swab viral load in swab viral load at Day 5
pediatric participants with COVID-19
¢ To assess the impact of ODV on the * Proportion of participants who require
requirement for supplemental oxygen in supplemental oxygen support (low flow
pediatric participants with COVID 19 oxygen, high flow oxygen noninvasive
ventilation mechanical ventilation, or
membrane oxygenation) by
Day 35
¢ To evaluate palatability and acceptability of o  Assessment of palatability and acceptability
0DV in pediatric participants with COVID-19 scores of each formulation at Day 5
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¢  To provide data on the use of medications
other than remdesivir (RDV) and ODV for
treatment of COVID-19 in pediatric
participants with COVID-19

Proportion of participants with concomitant
use of medications other than RDV and ODV
for treatment of COVID-19 by Day 35

» To assess the impact of ODV on COVID-19-
related hospitalizations or all-cause death in
pediatric participants with COVID-19

1.2. Study Design

Proportion of participants with COVID-19-
related hospitalization or all-cause death by
Day 35

Thus 15 a Phase 2/3, single-arm, multi-cohort, open-label study to evaluate the safety, PK, and
efficacy of ODV 1n pediatric participants with COVID-19 who are at nsk of progression to

severe disease
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At least 52 participants aged 0 days to < 18 years were planned to be enrolled as descnibed 1n
Table 1-1. Participants were enrolled in a staggered manner and recerved treatment with ODV.
Cohorts were opened for enrollment based upon availability of a sutable pediatnc formulation
and availability of preliminary safety and PK data.

Table 1-1. Study Design
Number of
Cohort Description Dose participants
Pediatric participants > 28 days to < 18 years old
1 > 6 years to < 18 years and weight > 40 kg administered orally 12
for 5 days
2 > 6 years to < 18 years and weight > 20 kg to | ODV administered orally 12
<40 kg for 5 days
i > 2 years to < 18 years and weight > 12 kg to TBC 12
<20kg
4 =28 days to < 18 years and weight > 3 kg to TBC 12
<12kg
Term neonatal participants 0 days to < 28 days old
5 > 14 days to < 28 days of age, GA > 37 TBC 24
weeks and weight > 2 5 kg
6 0 days to < 14 days of age, GA = 37 weeks TBC All available
and birth weight > 2.5 kg
Preterm neonates and infants 0 days to < 56 days old
7 0 days to < 56 days of age, GA < 37 weeks TBC All available
and birth weight > 1.5 kg

GA = gestational age; TBC = To be confirmed.

Participants had to have:

e SARS-CoV-2 mnfection confirmed by polymerase chain reaction or an alternative molecular
diagnostic assay

e Imhal onset of COVID-19 signs/symptoms < 5 days before screeming with > 1 sign/symptom

e Presence of > 1 charactenstic or underlying medical condition associated with an increased
nisk of developing severe illness due to COVID-19

Randomzation and treatment codes were not applicable in this study. Blinding of treatment

assignments or data was not applicable 1n ths study.

The study treatment peniod was 5 days with a posttreatment follow-up period of 30 days after the
last dose of study drug.

The schedule of study procedures 1s presented in Appendix 1.
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1.3. Sample Size and Power
The total sample size was planned to be at least 52 participants.

A mummum of 12 evaluable participants from each cohort (Cohorts 1-4) provides > 90% power
to reject the null hypothesis that there 1s at least a 30% difference n GS-441524 AUCq.1; and
Crnax, respectively, between pediatric and adult participants, using 2 one-sided tests with each
performed at an alpha level of 0.05. This power analysis assumes that the expected geometnic
mean ratio between the pediatric participants versus the adult group 1s 1, the equivalency
boundary 1s 70% to 143%, and the interparticipant standard deviation (SD) of AUCy.;; and C,,,
are 0.19 heng/mL and 0.18 ng/mL respectively (natural log scale, prelhnunary results from Study
GS-US-611-6248).

The sample size calculation was performed using SAS® Software Version 9 4.

Ths study was ternmunated early; hence the number of participants onginally planned to be
enrolled as outlined above was not achieved.
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2. TYPE OF PLANNED ANALYSIS

2.1. Interim Analyses
As the study has been termunated early, intennm analyses are no longer required.
2.1.1. Daose Selection Analysis

As the study has been terminated early, dose selection analyses for additional cohorts are no
longer required.

2.1.2. Data Monitoring Committee Analyses

As the study has been terminated early, data monitoring committee (DMC) analyses are no
longer required.

2.2. Final Analysis

The final analysis will be performed after all participants enrolled at the tume of study
termunation have completed the study, outstanding data queries have been resolved or
adjudicated as unresolvable, and the data have been cleaned and finalized.

23. Changes from Protocol-Specified Analyses

Thus study was termunated early; hence only the analyses outlined in the subsequent sections will
be performed.
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3. GENERAL CONSIDERATIONS FOR DATA ANALYSES

Due to the low number of participant in the study at the tume of early ternunation, no tables or
figures will be provided for thus study.

By-participant listings will be presented for all participants in the All Enrolled Analysis Set and
sorted by cohort, participant identitifier (ID) number in ascending order, visit date, and tume
(1f applicable), unless otherwise specified. Data collected on log forms, such as AEs, will be
presented in chronological order within the participant. The cohort to which participants were
enrolled will be used n the listings. Age, sex at barth, race, and ethmcity will be included in the
listings, as space pernuts.

31 Analysis Sets

Analysis sets define the participants to be included in an analysis. Analysis sets and their
defimtions are provided in this section. The analysis set will be 1dentified and included as a
subtitle of each TFL.

1L All Enrolled Analysis Set

All Enrolled Analysis Set includes all participants who recerved a study participant ID number in
the study after screeming.

3.1.2. Full Analysis Set

The Full Analysis Set (FAS) includes all enrolled participants who took at least 1 dose of study
drug. Thus 1s the primary analysis set for efficacy analyses.

3.1.3. Safety Analysis Set

The Safety Analysis Set includes all participants who took at least 1 dose of study drug. This is
the pnmary analysis set for safety analyses.

3.14. Pharmacokinetic Analysis Set

The PK Analysis Set will include all enrolled participants who took at least 1 dose of study drug
and have at least 1 nonmissing concentration value reported by the PK laboratory for
GS-441524. Thus 1s the primary analysis set for all PK analyses. Within the PK Analysis Set,
those participants with PK exposure data successfully denived from the population PK (PopPK)
modeling will be included in the analyses related to PK exposure.

3.15. Virology Analysis Set
The Virology Analysis Set will include all enrolled participants who took at least 1 dose of study

drug and have a baseline SARS-CoV-2 viral load > lower it of quantification (LLOQ). Refer
to Section 3.7 for the definition of LLOQ.
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3.2. Participant Grouping

For analyses, participants will be grouped according to the cohort to which participants were
enrolled.

3.3. Strata and Covariates

Thus study 1s not randonuzed. It therefore did not use a stratified randonuzation schedule when
enrolling participants. No covanates will be included 1n efficacy and safety analyses.

34. Examination of Participant Subgroups
There are no prespecified participant subgroupings for efficacy and safety analyses.
3.5. Multiple Comparisons

Adjustments for multiplicity will not be made, because no formal statistical testing will be
performed 1n this study.
3.6. Missing Data and Outliers

3.6.1. Missing Data

In general, missing data will not be imputed unless methods for handling nussing data are
specified. Exceptions are presented in this document.

For mussing last dosing date of study drug, imputation rules are described in Section 4.2. The
handling of nussing or incomplete dates for AE onset 1s described in Section 7.1.5.2, and for
prior and concomutant medications in Section 7.3.

3.6.2. Outliers

Outliers of non-PK data will be identified dunng the data management and data analysis process,
but no sensitivity analyses will be conducted. All data will be included 1n the data analysis.

3.7. Data Handling Conventions and Transformations

The following conventions will be used for the imputation of date of birth when 1t 1s partially
mussing or not collected:

e If only month and year of barth 1s collected, then “15” wall be imputed as the day of birth
e If only year of barth 1s collected, then “01 July” will be imputed as the day and month of birth
e If year of birth 1s missing, then date of barth will not be imputed.
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In general, age collected at Day 1 will be used for analyses and presented in histings. If age at
Day 1 1s not available for a participant, then age derived based on date of birth and the Day 1
visit date will be used mnstead. If an enrolled participant was not dosed with any study drug, the
enrollment date will be used instead of the Day 1 visit date. For screen failures, the date the first
informed consent was signed will be used for the age derivation. Age required for longitudinal
and temporal calculations and analyses (for eg, estumates of creatimine clearance, age at date of
AE) will be based on age denved from date of barth and the date of the measurement or event,

Non-PK data that are continuous 1n nature but are less than the LLOQ or above the upper it of
quantitation (LOQ) will be imputed as follows:

e A value that 1s 1 umt less than the LLOQ at the same precision level of the ongmally
reported value will be used to calculate descniptive statistics if the datum 1s reported in the
form of “< x™ (where x 1s considered the LLOQ). For eg, if the values are reported as
< 50 and < 5.0, values of 49 and 4.9, respectively, will be used to calculate summary
statistics. An exception to this rule 1s any value reported as < 1 or < 0.1, etc. For values
reported as < 1 or < 0.1, a value of 0.9 or 0.09, respectively, will be used to calculate

summary statistics.

e A value that 1s 1 unit above the upper LOQ will be used to calculate descriptive statistics 1f
the datum 1s reported in the form of “> x” (where x 1s considered the upper LOQ). Values
with decimal points will follow the same logic as above.

e The lower or upper LOQ will be used to calculate descriptive statistics if the datum 1s
reported in the form of “< x™ or “> x (where x 1s considered the lower or upper LOQ,
respectively).

SARS-CoV-2 viral load results that are below LLOQ but have a positive signal will be reported

as “< 2228 cp/mL SARS-CoV-2 detected” and those that are below the lower linut of detection

(LOD) and negative will be reported as “No SARS-CoV-2 detected”. The data will be imputed
as follows:

e A value of 1114 copies/mL (half of the LOQ 2228 copies/mL) will be used to calculate
descniptive statistics if the datum 1s reported as “< 2228cp/mL SARS-CoV-2 detected™.

e A value of 746.5 copies/mL (half of the LOD 1493 copies/mL) will be used to calculate
descniptive statistics if the datum 1s reported as “No SARS-CoV-2 detected”.

Base 10 loganthm transformation will be used for analyzing SARS-CoV-2 viral load.

Sparse PK concentration values that are below the linut of quantitation (BLQ) will be presented
as “BLQ" in the data listing.
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38. Analysis Visit Windows

38.1. Definition of Study Day

Study day will be calculated from the first dosing date of study drug and derived as follows:
e For postdose study days: Assessment Date — First Dosing Date + 1

e For days prior to the first dose: Assessment Date — First Dosing Date
Therefore, Study Day 1 is the day of first dose of study drug administration.

Last Dose Date 1s defined as the maximum, nonnussing, nonzero dose end date of treatment
recorded on the Study Drug Admimstration eCRF with “Check box if study drug was
permanently withdrawn” checked for participants who prematurely discontinued or completed
study drug according to the Study Drug Completion eCRF. Refer to Section 4.2 for nussing date
umputation, if necessary.

Last Study Date 1s the latest of the study drug start dates and end dates, the in-person or virtual
visit dates, the vital sign collection dates, the participant and/or caregiver COVID-19 symptom
assessment questionnaire dates, the laboratory collection dates, and the death date (1f applicable,
for participants who died duning the study, the death date will be the Last Study Date. For

participants who died after completing the study or after prematurely discontinung the study, the
death date will not be considered for the Last Study Date).

Baseline value 1s defined as the last value obtamned on or prior to the first dose of study drug
admimstration date unless otherwise specified (see Section 3.8.3).

3.8.2. Analysis Visit Windows

Participant visits mught not occur on protocol-specified days. Therefore, for the purpose of
analysis, observations will be assigned to analysis windows.

The analysis windows for chenustry laboratory tests, hematology laboratory tests, and vital signs
are provided 1n Table 3-1.
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Table 3-1.  Amnalysis Visit Windows for Chemistry Laboratory Tests, Hematology
Laboratory Tests, and Vital Signs

Visit Window Study Day
Viisit Study Day Lower Limit Upper Limit
Baseline 1 (none) 1
Day 3 3 2 4
Day 5 5 5 20
Day 35 35 21 >35

Hematology laboratory tests include complete blood count (CBC) with differential
Chemistry laboratory tests include albumin, alanine aminotransferase (ALT), alkaline phosphatase (ALP), aspartate

aminotransferase (AST), total bilirubin, blood urea nitrogen, creatinine, estimated glomerular filtration rate (¢GFR) using bedside
Schwartz formula, ionized calcium, carbon dioxide, chlonde, total serum protein,
Vitals signs include heart rate, temperature, blood pressure (mean arterial pressure [MAP] if available, systolic and diastolic),

respiratory rate, and oxygen sahuration.

The analysis windows for coagulation laboratory tests are provided i Table 3-2.

Table 3-2. Analysis Visit Windows for Coagulation Laboratory Tests
Visit Window Study Day
Visit Study Day Lower Limit Upper Limit
Baseline 1 (none) 1
Day 5 5 2 >5

Coagulation laboratory tests include prothrombin time (PT), activated partial thromboplastin time (aPTT) with calculated
international normalised ratio (INR)

The analysis windows for uninalysis laboratory tests are provided in Table 3-3.

Table 3-3.  Analysis Visit Windows for Urinalysis Laboratory Tests

Visit Window Study Day
Visit Study Day Lower Limit Upper Limit
Baseline 1 (none) 1

Urinalysis laboratory tests include bilirubin, glucose, erythrocytes, and leukocytes.

The analysis windows for SARS-CoV-2 nudturbinate nasal swab and microbiology laboratory
tests are provided 1n Table 3-4.
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Table 3-4.  Analysis Visit Windows for SARS-CoV-2 Midturbinate Nasal Swab and
Microbiology Laboratory Tests

Visit Window Study Day

Visit

Study Day

Lower Limit

Upper Limit

Baseline

1

(none)

1

Day 3

3

2

4

Day 5

5

5

6

Day 8

7

11

Day 14

14

12

25

Day 35

35

26

235

Microbiology laboratory tests include Influenza A Virus, Influenza B Virus, Respiratory Syncytial Virus (RSV), and

SARS-CoV-1.

3.8.3.

Selection of Data in the Event of Multiple Records in an Analysis Visit

Window

Depending on the statistical analysis method, single values may be required for each analysis
window. For example, change from baseline by visit usually requires a single value, whereas a
tume-to-event analysis would not require 1 value per analysis window.

If multiple vahid, nonmissing measurements exist i an analysis window, records will be chosen

based on the following rules if a single value 1s needed:

e For baseline data, the last nonmissing value on or prior to the first dose of study drug
admimstration date will be selected, unless specified differently. If there are multiple records
on the same day, the baseline value will be selected as follows:

— For continuous data:
*= For SARS-CoV-2 viral load data, the geometric mean (copies/mL) will be taken.
= For other continuous data, the average of the measurements will be taken.

— For categonical data:

= For SARS-CoV-2 infection status, the highest seventy (ie, a positive PCR result) will
be selected.

= For other categoncal data, the lowest seventy will be selected.
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e For postbaseline values:

— The record closest to the nomunal day for that visit will be selected with the exception of
SARS-CoV-2 viral load data in which the latest record will be selected.

— If there are 2 records that are equidistant from the nomunal day, the later record will be
selected.

— If there 1s more than 1 record on the selected day, values will be selected as follows:

= For SARS-CoV-2 viral load, if there are multiple records with the same tume or no
tume recorded on the same day, the geometric mean value (copies/mL) will be taken.

= For red blood cell (RBC) Morphology result, if there 1s more than 1 record on the
selected day, all results will be selected.

= For other parameters, if there 1s more than 1 record on the selected day, the average

will be taken for continuous data and the worst sevenity will be taken for categoncal
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4. PARTICIPANT DISPOSITION

4.1. Participant Enrollment and Disposition

By-participant histings sorted by participant ID number (in ascending order) will be provided for
the following:

¢ Enrollment

e Participant disposition, including cohort, date of enrollment, first dose date, last dose date,
end of study date, study drug discontinuation, study discontmnuation, and reasons for study
drug or study discontinuation

4.2. Extent of Study Drug Exposure and Adherence

Total duration of exposure to study drug will be defined as last dosing date nunus first dosing
date plus 1, regardless of any temporary mterruptions in study drug admimstration, and will be

expressed 1n days. If the last study drug dosing date 1s massing, the last dosing date 1s imputed as
the earhest date from the following:

e Day 5 if the participant took 2 tablets on Day 1

e Day 6 if the participant took 1 tablet on Day 1

e Last study visit date

Study day for the imputed last dosing date will not exceed Study Day 6.

A by-participant listing of study drug administration will be provided separately by participant
ID number (in ascending order).

4.3. Protocol Deviations

Participants who did not meet the eligibility critena for study entry but enrolled 1n the study, will
be summanzed regardless of whether they were exempted by the sponsor or not. A
by-participant histing will be provided for those participants who did not meet at

least 1 ehgibility (inclusion or exclusion) criterion. The histing will present the eligibility
criterion (or cnitena 1f more than 1 deviation) that participants did not meet and related
comments, 1f collected.

Protocol deviations occurning after participants entered the study are documented during routine
momitoring. A by-participant listing will be provided for those participants with protocol
dewviations, included a column specifying whether the protocol deviation 1s important.

44. Assessment of Disaster or Public Health Emergency Impact

The study 1s 1n participants with COVID-19 thus no additional assessment of COVID-19 umpact
will be included.
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S. BASELINE CHARACTERISTICS

5.1. Demographics and Baseline Characteristics

Demographics and baseline charactenstics mnclude:

* Age [in years]

e Age group (< 28 days; 28 days to < 2 years; 2 to < 12 years; 12 to < 18 years)
e Sex at birth (Male; Female)

e Race (American Indian or Alaska Native; Asian; Black; Native Hawanan or Pacific Islander;
White; Not Permutted; Other)

e Ethmcity (Hispamc or Latino, Not Hispanic or Latino; Not Pernutted)
» Baseline body weight [in kg]

¢ Baseline body mass index (BMI) [in kg/m?]

e BMI-for-age Z-scores

e BMI-for-age percentile category (< 5th Percentile; 5th to < 85th Percentile; 85th to
< 95% Percentile; > 95th Percentile)

— Details on BMI-for-age percentiles are available in Appendix 2.
A by-participant demographic listing, including the informed consent date, will be provided by
participant ID number (in ascending order). Note: If information on Apgar score for participants
< 24 hours, head circumference (in cm) for participants < 28 days, birth weight (in kg) for
participants < 56 days of age and/or gestational age (in weeks) for participants < 1 year has been
collected this information will be listed.
5.2 Other Baseline Characteristics
Other baseline charactenistics include:
e Duration of COVID-19 symptoms prior to first dosing date (days)

— Defined as: First Dosing Date — Onset Date of First/Earliest COVID-19 Symptom
e Duration from first positive SARS-CoV-2 diagnostic test to first dosing date (days)

— Defined as: First Dosing Date — Date of COVID-19 Diagnosis
e Rusk factors linked to medical history:
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¢ Total number of nsk factors
¢ Baseline COVID-19 vaccination status: (a) Yes: (b) No

e Baseline respiratory viral comfections: (a) None: (b) Yes subdivided mto: (1) Influenza A:
(11) Influenza B; (i11) RSV

o Baseline SARS-CoV-2 viral load (as a continuous vanable, and a ecategorical vanable:
(a) < 6 logio copies/mL: (b) = 6 logio copies/mlL)

¢ Baseline eGFR using the bedside Schwartz formula (mL/min/1.73 m?)

¢ Baselme ALT (U/L)

A by-participant hsting of other baseline charactenstics will be provided by participant ID
number (m ascending order).

5. Medical History

Medical history will be collected at screening for general conditions (1e, conditions not specific
to the disease bemg studied). Medical listory will be coded using the current Medical Dictionary
for Regulatorv Activities (MedDFRA) dictionary.

General medical lustory data will be collected at screening and hsted only.
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6. EFFICACY ANALYSES
6.1. Primary Efficacy Endpoint

There 1s no prunary efficacy endpomt i this study.
6.2. Secondary Efficacy Endpoints

By-participant histings sorted by participant ID mmnber (in ascending order) will be provided for
the following:

e COVID-19 symptoms assessed by the participant and/or caregiver COVID-19 symptom
assessment questionnaire data

¢ SARS-CoV-2 nasal swab viral load
¢ Oxygen supplementation

¢ Hospitahzation
6.4. Changes From Protocol-Specified Efficacy Analyses

The defimtion of the Virology Analysis Set was modified so that participants with a baseline
SARS-CoV-2 viral load < LLOQ will not be included in the Virology Analysis Set.

Thl?\ '\'II[]}-’ Was 'EII]I.iIIH.ti.‘d can I"'_. IlL']IL‘{." I]'I'L'!' l}lUll‘ll;.‘i.'l]'hpl,‘l.‘iﬁt.‘l] L‘Ili-li.‘:ll.,‘}' }IIl:II}'\L‘H “r'i:“ not hL‘
provided. Only by-participant lListings will be presented.
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7. SAFETY ANALYSES

7.1. Adverse Events and Deaths
7.1.1. Adverse Event Dictionary

Clinical and laboratory AEs will be coded using the current version of MedDRA. System organ
class, hugh-level group term (HLGT), lugh-level term (HLT), preferred term, and lowest-level
term (LLT) will be provided in the AE dataset.

7.1.2. Adverse Event Severity

The severity of AEs will be graded using the Division of AIDS (DAIDS) Table for Grading the
Seventy of Adult and Pediatric Adverse Events, Version 2.1 dated July 2017. For each episode,
the lughest grade attained should be reported as defined in the grading scale. The DAIDS scale 1s
available at the following location:

https://rsc. maid mih gov/sites/default/files/dardsgradingcorrectedv2 1. pdf

Adverse events are graded by the investigator as Grade 1, 2, 3, 4, or 5 (fatal) according to
toxicity critenia specified in the protocol. The severnity grade of events for which the mnvestigator
did not record seventy will be categonized as “mussing” for tabular summanes and data listings.
The nussing category will be listed last in summary presentation.

7.1.3. Relationship of Adverse Events to Study Drug

Related AEs are those for which the investigator selected “Related” on the AE eCRF to the
question of “Related to Study Treatment " Relatedness will always default to the investigator’s
choice, not that of the medical momitor. Events for which the imnvestigator did not record

relationship to study drug will be considered related to study drug for summary purposes.
However, by-participant data histings will show the relationship as nussing.

7.14. Serious Adverse Events

Serious adverse events (SAEs) will be identified and captured as SAEs if the AEs met the
defimtions of SAEs that were specified in the study protocol. SAEs captured and stored in the
climcal database will be reconciled with the SAE database from the Gilead Global Patient Safety
Department before data finalization.

7.1.5. Treatment-Emergent Adverse Events

7.151. Defimtion of Treatment-Emergent Adverse Events

Treatment-emergent adverse events (TEAEs) are defined as 1 or both of the following:
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e Any AEs with an onset date on or after the study drug start date and no later than 30 days
after permanent discontinuation of study drug

e Any AEs leading to premature discontinuation of study drug.

7.152. Incomplete Dates

If the onset date of the AE 1s incomplete and the AE stop date 1s not prior to the first dosing date

of study drug, then the month and year (or year alone 1f month 1s not recorded) of onset

determune whether an AE 1s treatment emergent. The event 1s considered treatment emergent 1f
both of the following 2 critena are met:

e The AE onset 1s the same as or after the month and year (or year) of the first dosing date of
study drug, and

e The AE onset date 1s the same as or before the month and year (or year) of the date
corresponding to 30 days after the date of the last dose of study drug

An AE with completely missing onset and stop dates, or with the onset date missing and a stop
date later than the first dosing date of study drug, will be considered to be treatment emergent. In
addition, an AE with the onset date missing and incomplete stop date with the same or later
month and year (or year alone if month 1s not recorded) as the first dosing date of study drug wall
be considered treatment emergent.

7.1.6. Summaries of Adverse Events and Deaths

7.16.1. Summanies of AE incidence in Combined Sevenity Grade Subsets
By-participant listings will be provided for the following:

e All AEs, indicating whether the event 1s treatment emergent

e All Deaths

7.2. Laboratory Evaluations

Laboratory data collected during the study will be analyzed using both quantitative and
qualitative methods. The analysis will be based on values reported in conventional units. When
values are below the LOQ, they will be listed as such, and the closest imputed value will be used
for the purpose of calculating summary statistics as specified i Section 3.7.

A by-participant histing for laboratory test results will be provided by participant ID number and
visit m chronological order for hematology, serum chemustry, and coagulation separately. Values
falling outside of the relevant reference range and/or having a sevenity grade of 1 or hugher wall
be flagged in the data listings, as appropnate.
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7.2.1. Graded Laboratory Values

The DAIDS Table for Grading the Seventy of Adult and Pediatric Adverse Event, Version 2.1
(July 2017) will be used to assign toxicity grades (0 to 4) to laboratory results for analysis. Grade
0 includes all values that do not meet the critena for an abnormality of at least Grade 1.

721.1. Treatment-Emergent Laboratory Abnormalities

Treatment-emergent laboratory abnormalities are defined as values that increase at least
1 toxacity grade from baseline at any postbaseline tume pomt, up to and including the date of last

dose of study drug plus 30 days participants who permanently discontinued study drug, or the
last available date in the database snapshot for participants who were still on treatment at the

tume of an interim analysis. If the relevant baseline laboratory value 1s nussing, any abnormality
of at least Grade 1 observed within the tume frame specified above will be considered treatment
emergent.

72.12. Summanes of Laboratory Abnormalities

A by-participant hsting of treatment-emergent laboratory abnormalities will be provided by
participant ID number and visit in chronological order. This listing will include all test results
that were collected throughout the study for the lab test of interest, with all applicable seventy
grades and abnormal flags displayed.

For INR and aPTT, protocol specified toxicity grading scale depends on the upper liut of
normal range (ULN). While the ULN of INR and aPTT depends on whether the participant 1s
taking anticoagulant medication or not (1e, Not taking oral anticoagulant: 0.8 — 1.2; Taking oral
anticoagulant: 2.0 — 3.0), this information 1s not collected by the reference laboratory. As a
result, INR and aPTT will be graded by assuming participant 1s not taking an oral anticoagulant,
whach 1s a conservative approach that may lead to over-reporting of abnormalities for INR. and
aPTT.

7.2.2. Liver-related Laboratory Evaluations

Liver-related abnormalities after imtial study drug dosing will be examined using the participants
who were reported to have the following laboratory test values for postbaseline measurements:

e AST: (a) > 3 times of the upper limit of reference range (ULN); (b) > 5 x ULN;
(c)>10x ULN; (d) > 20 x ULN

e ALT: (a) >3 xULN; (b) > 5x ULN; (c) > 10 x ULN; (d) > 20 x ULN

e ASTor ALT: (a) >3 x ULN: (b) > 5 x ULN: (¢) > 10 x ULN; (d) > 20 x ULN

e Total bilirubin > 2 x ULN

e ALP>15xULN

e ASTor ALT > 3 x ULN and total bilirubin- (a) > 1.5 x ULN; (b) > 2 x ULN

A histing of participants who met at least 1 of the above critenia wall be provided.
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7.3. Body Weight and Vital Signs

A by-participant hsting of vital signs will be provided by participant ID number and visit 1n
chronological order. Body weight, height, and BMI will be included in the vital signs histing, 1f
space permuts. If not, they will be provided separately.

74. Prior and Concomitant Medications

Medications collected at screening and during the study will be coded using the current version
of the Gilead-modified World Health Orgamization (WHO) Drug dictionary.

Prior medications are defined as any medications with a start date prior to the first dosing date of
study drug, regardless of when the stop date 1s. If a partial start date 1s entered, the medication
will be considered prior unless the month and year (if day 1s nussing) or year (1f day and month
are mussing) of the start date are after the first dosing date. Medications with a completely
mussing start date will be considered as pnor medications.

Concomutant medications are defined as medications taken while a participant took study drug.
All prior and conconutant medications (other than per-protocol study drugs) will be provided 1n a
by-participant histing sorted by participant ID number and adnumstration date i chronological
order. This histing will include Anatomical Therapeutic Chemucal (ATC) drug class Level 2.

7.5. Tanner Stage Assessment

Tanner Stage results at Day 1 and dunng the study, 1f available, will be listed.

7.6. Palatability and Acceptability Assessment

Palatability and acceptability assessments will be listed.

7.7. Other Safety Measures

A by-participant isting of participant pregnancies during the study will be provided by
participant ID number (in ascending order).

7.8. Changes From Protocol-Specified Safety Analyses

Ths study was ternunated early; hence the protocol-specified safety analyses will not be
provided. Only by-participant histings will be presented.
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8. PHARMACOKINETIC (PK) ANALYSES
8.1. PK Sample Collection

A single PK blood sample was planned to be collected at the following times and visats:

e Cohorts | and 2:

Days 3: 1 sample hr.-h\.'een_

e widose

Day i:_ postdose for hospitalized participants only

As many of the above specified PK samples should have been obtained from each participant as
was feasible.

8.2. PK Analyses Related to Sparse PK Sampling

The following hstings will be provided:

¢ PK sampling details by participant, including procedures, differences in scheduled and actual
draw times, and sample age from the PK samples as well as concentration data.

8.3 Changes From Protocol-Specified PK Analyses

This study was terminated early; hence the protocol-specified PK analyses will not be provided.
Only by-participant listings will be presented.
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10. SOFTWARE

SAS® Software Version 9.4. SAS Institute Inc., Cary, NC, USA.
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11. SAP REVISION
Revision Date
(DD MMM YYYY) Section Summary of Revision Reason for Revision
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Appendix 1. Schedule of Assessments

Screening | Bateline EOS' D

(D -1p D1+ D3 D§ D8 Dl4 | D21 D23 L
- = - - wld wld | =2d wld wsd
In person In In pertonor
In perzon or remote® | perion remote Virtual' In person

Participant and/or parent or legal puardian consent/xssent
Medical hastory*

Document SARS-CoV-2 mifecthion

Complete physical exammation”

Symptom-directsd phynical exammation'

Body weaght

Height length'

Last recorded Apgar score if < 24 hours of age

Barth weaght of < 56 days of ape

Gestational age if < | years of age

Vital signs®

Tanper stage assessment if > 6 years of age
Hematology, chemstry

Unmnalyas

Routine coagulation test (PT/aPTT with calculated INR)

Neonatal bilirebin panel for all neonates < 14 days, and any neonate presenting with
Jaamndhcs

Urnne pregoancy test®
Midtwrbinate nasal swald
Feview 1nclonon’exchrnon crntena

Particrpant and/or caregrver symptom assessment
PE sample*
Stady drug dispensation
Study drug admunistration!
Stady drag return®
Concomutant medications
Hosmtalization detauls®
Orxypen supplementation requirement®
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Sereeming | Baseline EOS'D
D-1p Dl D3 D& Ds§ Dl4 | D21 D25 i
- - - - wld wld | =2d wld wld
In perton In Inpertonor
Adverss events
Acceptabihity‘palatabulity assessment

aFTT = activated parthal thromboplastin tume; CO\E-]?-W&MHIDDM = day; EOS = end of study; Ig = mmunoglobubn: INR = international normalized ratio; MAP = mean arterial
ptﬂm FT = prothrombin time; PE = pharmacolanetic(s); RT-qPCR = reverse tramenphon-quantitative polymerase cham maction; SARS-CoV-2 = severe acute

[- "L -

e W

resprratory syndrome coronavirus 2
Soeening window 13 within 48 hours of the baselne vist. Baseline visit may occur on the same day as screemng. If the Day | and Screening visits ocour withun the same calendar day, do not
repeat assetsments common to Screemng and Day 1 vauts.
An in-person visit will oocur erther at 2 medical facaility or a3 2 remote visit at bome by 2 bealth care professional (where peroutted)
Virtual vist 15 defined a3 an mterachion with a health care professional using telephone or online based mteraction (eg, telehealth. webcast, videoconferencing)
Medical hastory will melude the date of first COVID-19 symptoms, overall COVID-19 symptoms, all COVID-19 vaccmatons pnor to screening, demographacs, basehine charactenstics,
allerpres, and all other medical kustory
A complete phyucal examunation includes source documentation of peneral appearance and the following body systems: head, neck. and thyroud; eves, ears, pose, throat, mouth, and tongue;
chest (excluding breasts); respuratory; cardiovascular; lymph nodes, abdomen; sk, haar, nals; musculoskeletal; and neurolopical Uropenstal and reproductive examimation should only be
completed if chmcally mdicated A phymical eammation will only be conducted dunng an m-person vast by a quabfied bealth care professional
Record length and head cocumference if < 28 days at envollment
Vitals ugns melude beart rate, temperature, blood pressure (MAP of available, systolic and diastolic), respuratory rate, and cxypen saturation. Vital signs wall be collected at in-person visits
only.

For female partcipants of childbeanng potential anly

The nasal swab sample will be wsed for SARS-CoV-2 RT-qPCR, potential mfechous viral titer assessment, potential rexistance testing. and viral comfechon.
Participant and/or caregrver symptom assessment will be completed on stipulated days via 2 questonnaire Section 6.3.7)

Refer to Protocol Section 6.3.5 for PK samples collecton tmepomts. PE samples wall be collected for Coborts | and 2.

Study drug admimsstration time will be recorded by mvestgational site personnel or by caregrver via a diary. Participant to wathhold their dose pnior to amiving to the site on
Diay 5, as the dose will be admansstered at the ste

Study drug bottle should be returned by the participant on Day 5, of the participant has already completed both doses of study drug. If the participant has the Last dose of study drug remaimng
by the conclusion of the Day 5 in-person visst, the parhicipant may return the stady drug bottle if an in-person vist s conducted on any subsequent viuts (inclading EoS viat). Alternatrvely,
the participant may couner the study drug bottle to the site

To be collected for hospitalized participants. Information to be collected: bospitalization date, reason for bospitabization, discharge date, and discharpe outcome.

To be collected for hospitalized participants. Refer to Protocol Section 6.3 4 for information collechion on oxypen supplementation or oxygenaton

All parhicipants presenting with multisystem mflammatory syndrome 1o chuldren (MIS-C; https-//emerpency cde povhan2020han00432 asp) should be monstored and treated a3 climcally
mdicated

To be collected for hospetalization parhicipants.
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Appendix 2. Programming Specifications

1) If “Age at Day 1” on the Demographics eCRF 1s not available, age [in years] will be
calculated as follows:

a) Only year 1s provided for the date of birth (DOB). Use July 1 for the month and day.

1) AGE [n years] 1s calculated from the number of days between the DOB and Study
Day 1,

1) Use the SAS INTCK function to determune the number of “1st-of-month days™ (for
eg, January 1st, February 1st, March 1st) between DOB and Day 1 (inclusive),

11) Divide the result in (1) by 12,
AGE = the mteger of the result i ().
Age for laboratory test reference range will be based on the age at the sample collection date.
2) All screened participants refer to all participants who are screened (1e, with nonmussing
screening date) and have a screeming number. For summanes the same participant 1s counted
only once.
3) Screen failure participants are the participants who either:
— were screened and answered “No” for any inclusion critena or “Yes™ for any exclusion
critena regardless of which version of protocol the participant was consented
— met all inclusion and exclusion cnteria but were not enrolled.

4) Participants in the All Enrolled Analysis Set are defined as participants enrolled into the
study. IXRSRAND 1s the source to determine whether the participant 1s enrolled (e,
participant with nonmussing ENRDTN 1n the IXRSRAND dataset), and confirmed by
information recorded on the ENROLL eCRF (1e, ENROLLYN = “Yes” in ENROLL dataset).

5) Enrolled treatment (1e, TRTO1P in ADSL) is denved from IXRSRAND, while actual
treatment recerved (1e, TRTO1A in ADSL) 1s assigned as the enrolled treatment 1f a

participant took at least 1 dose of study drug. TRTO1A 1s assigned as blank 1f the participant

was never dosed.

6) Body mass index (BMI) will be calculated only at baseline as follows:

— BMI = (weight [kg]) / (height [meters]’)
Baseline height and weight will be used for this calculation if available.
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7) BMI-for-age percentile:

a) Participants < 24 months: BMI-for-age percentile will be computed using WHO SAS
package: www.who.int'toolkits/child-growth-standards/software

b) Participants > 2 years to < 20 years will be computed based on CDC:
www.cdc. gov/needphp/dnpao/growthcharts/resources/sas htm

8) Rusk factors defined in the inclusion criteria:

— Information on following nsk factors 1s collected on the Medical History eCRF:

9) TEAE
Events with Missing Onset Day and/or Month
An event is considered TE if all of the following 3 criteria are met:
a) The month and vear (or vear) of onset date is the same as or after the month and year (o1

year) of the first dose of study drug admmmstration, and

b) The month and year (or year) of the onset date 1s the same as or before the month and
vear (or year) of the 30th day afier the date of the last dose of study drug admimstration,
and

¢) End date is as follows:
1) The l[wnlulmlt:h:_i end date 1s on or after the first dose date, or

11) The month and vear (or vear) of end date 1s the same as or after the month and yea
(or vear) of the first dose of study drug, or

11) End date 1s completely missing
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Events with Completely Missing Onset Date

An AE with a completely mussing onset date 1s defined as TEAE if end date meets any of the 3
critena specified above.
10)  The precision in reporting numerical values should be as follows:

a) Raw measurements will be reported the same as the data captured electromcally or on the
eCRF for all but hematology and chemistry values.

b) SD and SE will be reported to one more sigmificant decimal place than the raw
measurement.

¢) Mean, median, mummum, Q1, Q3, and maximum will be reported to the same number of
decimal places of the raw measurements.

Exceptions may be considered, for eg, 1f more than 4 significant digits are provided for the
measurement.

Precision for denved parameters as follows:

Parameters Decimal Places
BMI 2
PK concentration 2

11)  Incomplete death dates will be imputed as the maximum of the study drug start dates,
study drug end dates, chimic or virtual visit dates (LSTSVDT), laboratory visit dates

(LSTLBDT), COVID-19 symptom assessment questionnaire dates plus 1.
12)  Graded Laboratory Abnormalities Summary
The following labels will be used for laboratory abnormalities listings:
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Lab Test Label Used in Lab Test Label Used in
Category Hbtox Listing t-Ibtox Table
Hemoglobin Hemoglobin (Decreased)
Lymphocytes Lymphocytes (Decreased)
Hematology Neutrophils Neutrophils (Decreased)
Platelets Platelets (Decreased)
WBC WBC (Decreased)
Albumin Albumin (Decreased)
Alkaline Phosphatase Alkaline Phosphatase (Increased)
ALT ALT (Increased)
AST AST (Increased)
—— - I
Corrected Calcium Corrected Calcium (Hypercalcemia)
Corrected Calcium Corrected Calcium (Hypocalcemia)
Creatine Kinase (CK) Creatine Kinase (Increased)
Creatinine Creatinine (Increased)
Creataine Clearance O Gilead Calculaed (Decreased)
Chemistry Lipase Lipase (Increased)
Magnesium Magnesium (Hypomagnesemia)
Phosphate Phosphate (Hypophosphatemia)
Serum Glucose Serum Glucose (Hyperglycemia)
Serum Glucose Serum Glucose (Hypoglycemia)
Serum Potassium Serum Potassium (Hyperkalemia)
Serum Potassium Serum Potassium (Hypokalemia)
Serum Sodium Serum Sodium (Hypernatremia)
Serum Sodium Serum Sodium (Hyponatremia)
Total Bilirubin Total Bilirubin (Hyperbilirubinemia)
Uric Acid Uric Acid (Hyperuricemia)
Activated partial Activated Partial Thromboplastin Time
thromboplastin time (aPTT) (Increased)
Coagulation | Proteombinlatl, Prothombin atl Normalized Ratio (Increased)
Prothrombin Time Not Applicable
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Refer to item 13 below for more information on ghucose.
13)  Glucose

Fasting 1s not required per protocol for collecting glucose sample. Mixed fasting glucose and
nonfasting glucose results are presented in the dataset. Fasting glucose or nonfasting Glucose 1s
graded per DAIDS grading scale. The treatment-emergent glucose abnormality will be
determuned per Section 7.2.1 without regard to fasting status (hyperglycemia or hypoglycemua).
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