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Table 3-1. Participants Excluded from Per Protocol Analysis Set Due to
Premature Discontinuation of Study Drug and/or Missing HIV-1
RNA Assessment in Week 26 Analysis Window

HIV-1 RNA Data on Treatment Available in
Week 26 Analysis Window
Discontinuation from Study Drug prior to or on the .
Upper Bound of Week 26 Analysis Window Yes No
Due to Lack of Efficacy + +
Yes
Due to Other Reasons + -
No + -

+ = Inclusion of Participants in Week 26 PP analysis set; - = Exclusion of Participants in Week 26 PP analysis sef
Omn-Treatment HIV-1 RNA data include all HIV-1 RNA data collested up to the earliest date of (196 days [28 weeks] after the
dose date of complete long acting regimen, date of restarting ART)

The date of study drug premature discontinuation is the last exposure date for participants who
prematurely discontinued study drug.

For the Per Protocol analysis, efficacy data up to the earliest date of (196 days [28 weeks]| after
the dose date of complete long acting regimen, date of restarting ART) will be included.

The Per Protocol Analysis Set is the secondary analysis set for efficacy analysis.
3.1.4. Safety Analysis Set

The Safety Analysis Set is the primary analysis set for safety analyses. Safety analysis sets are
defined for this study:

¢ The Safety Analysis Set includes all participants who were randomized and received at least
1 dose of study drug. This is the primary analysis set for safety analyses for whole study
period. This analysis set will also be used to describe baseline information.

e The Safety Analysis Set for LA Regimen includes all randomized participants who have
recerved at least one dose of the complete long acting study drug regimen (1e, SC LEN + GS-
5423 and GS-2872). This is the primary analysis set for safety analyses for LA regimen
period analysis.

& B Pharmacokinetic (PK) Substudy Analysis Set

The LEN PK Substudy Analysis Set includes all randomized participants who are enrolled n the
optional PK Substudy. have received at least 1 dose of study drug, and have at least 1
nonmissing LEN concentration value reported by the PK laboratory test.
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3.7, Data Handling Conventions and Transformations
3.7.1. Data Handling Conventions and Transformations for Non-PK Data

Only year of birth 1s collected mn this study. The following conventions will be used for the
imputation of date of birth when it is partially missing or not collected:

e If year of birth is collected, 01 July™ will be imputed as the day and month of birth
e [If'year of birth is missing, date of birth will not be imputed.

In general, age collected at Day 1 (in years) will be used for analyses and presented in listings. If
age at Day 1 is not available for a participant, age derived based on date of birth and the Day 1
visit date will be used instead. If a randomized participant was not dosed with any study drug,
the randomization 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 (eg, estimates of creatinine clearance) will
be based on age derved from date of birth and the date of the measurement or event, unless
otherwise specified.

HIV-1 RNA results of “No HIV-1 RNA detected” and “<20 ¢cp/mL HIV-1 RNA Detected” will
be imputed as 19 copies/mL for analysis purposes.

For other non-PK data that are continuous in nature but are less than the lower limit of
quantification (LLOQ) or above the upper limit of quantification (ULOQ) will be imputed as
follows:

e A value that is 1 unit less than the LLOQ will be used to calculate descriptive statistics if the
datum is reported in the form of “< x™ (where x is considered the LLOQ). For example, if the
values are reported as < 50 and < 5.0, values of 49 and 4.9, respectively, will be used to
caloulate summary statistics. An exception to this rule is 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.

+ A value that 1s 1 unit above the ULOQ will be used to calculate descriptive statistics 1f the
datum is reported in the form of “> x (where x is considered the ULOQ). Values with

decimal points will follow the same logic as above.

¢ The limit of quantification will be used to calculate descriptive statistics if the datum is
reported in the form of “< x™ or *> x* (where x is considered the limit of quantification).

3.7.2. Data Handling Conventions and Transformations for PK Data

Natural logarithmic transformation will be used for non-BLQ drug concentrations and analysis of
PK parameters. Concentration values that are below the limit of quantitation (BLQ) will be
presented as “BLQ" in the concentration data listing,
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3.8.1. Definition of Key Dates and Study Day

Study Day 1 is defined as the day when the first dose of any study drug was taken, as recorded
on the Study Drug Administration ¢eCRF (e, oral LEN, SC LEN or infusion drugs [GS-5423,
GS-2872)).

Last Dose Date is defined as the latest dose date of any study drug as recorded on the Study
Drug Admimstration eCRF (ie, oral LEN, SC LEN or infusion drugs (GS-5423, GS-2872) for
participants who prematurely discontinued study drug or completed study drug according to
Study Drug Completion eCRF.

Study Days are calculated relative to Study Day 1 of study drug and derived as follows:
¢ For postdose study days: Assessment Date — First Dose Date + 1

e For days prior to the first dose: Assessment Date — First Dose Date
Baseline Value 1s defined as the last value obtamned on or prior to the first dose of study drug.

Last Study Date is the latest clinic visit dates, and/or the laboratory visit dates, whichever is
latest, including the any follow-up visit dates, for participants who prematurely discontinued
study or completed study according to the Study Completion eCRF.

Last Exposure Date 1s defined as follows for participants who prematurely discontinued study
or complete study according to Study Completion eCRF (i.e. participant answered “No™” or
“Yes™ for “Did the participant complete the protocol-planned duration of the study™ on Study
Completion form):

e For participants who receive any injection or infusion, last exposure date is defined as last
study date.

e For participants who do not receive any injection or infusion (i.e. for those who only receive
oral LEN), last exposure date 1s defined as the earliest of the last dose date plus 60 days and
the last study date.

The last exposure date is defined considering the prolonged exposure of LEN, GS-5423, and
(GS-2872 after the last dose date of LEN, GS-5423. and GS-2872 through the end of study.

Last Exposure Date of LA Regimen 1s defined as follows for participants who prematurely
discontinued study drug or complete study drug according to Study Drug Completion eCRF (i.e.
participant answered “No™ or “Yes” for “Did participant complete study drug dosing as specified
per protocol™ on Study Drug Completion form):

o the earliest date of last study day or ART restart day for participants who prematurely
discontinued study or complete study, or
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Table 3-3. Analysis Windows for CD4+ cell count, CD8+ cell count, CD4/CDS
Ratio, Chemistry, Hematology, Urinalysis, Vital Signs, and Weight
Visit ID Nominal Day Lower Limit Upper Limit
Day 1 (Baseline) 1
Week 4 28 2 56
Week 12 84 57 133
Week 26 182 134 224
Week 38 266 22 315
Week 52 364 316 413
Table 3-4. Analysis Windows for ECG
Visit ID Nominal Day Lower Limit Upper Limit
Day 1 (Baseline) 1
Week 26 182 2 273
Week 52 364 274 413

For Pharmacokinetic and Immunogenicity analyses, the nominal visit as recorded on the CRF
will be used when data are summarized by visit. Any data relating to unscheduled visits will not
be assigned to a particular visit or time point and in general will not be included in by-visit
summaries. However, the following exceptions will be made:

e Anunscheduled visit prior to the first dosing of study drug may be included in the calculation
of the baseline value, if applicable.

* For participants who prematurely discontinue from the study, early termination (ET) data
will be assigned to what would have been the next scheduled visit where the respective data
were scheduled to be collected.

3.8.3. Selection of Data in the Event of Multiple Records in an Analysis Visit
Wind ow

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
time-to-event analysis would not require 1 value per analysis window.

If multiple valid, nonmissing measurements exist in an analysis window, records will be chosen
based on the following rules if a single value 1s needed:
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e For baseline, the last nonmissing value on or prior to the first dose date of study drug will be
selected, unless specified differently. If there are multiple records with the same time or no
time recorded on the same day, the baseline value will be the average of the measurements
for continuous data (except for HIV-1 RNA, see below), or the measurement with the lowest
severity (eg, normal will be selected over abnormal for safety ECG findings) for categorical
data.

+ For postbaseline values:

— The record closest to the nominal day for that visit will be selected with the exception of
CD4 cell counts. CD4%, and CDS cell count in which the latest record will be selected
and HIV-1 RNA level (see below).

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

— If there is more than 1 record on the selected day, the average will be taken for
continuous data (except for HIV-1 RNA, see below) and the worse severity will be taken
for categorical data, unless otherwise specified.

e For baseline HIV-1 RNA, the latest (considering both date and time) record(s) on or prior to
the first dose date and time of study drug will be selected.

e For postbaseline HIV-1 RNA. the latest (considering both date and time) record(s) in the
window will be selected.

— If both “HIV RNA COBAS 6800™ and “HIV RNA TAQMAN 2.0" are available with the
same collection time, the results from the “HIV RNA COBAS 6800 will be selected for
analysis purpose.

— If both “HIV COBAS 6800™ and “HIV RNA REPEAT COBAS" (ie, the HIV-1 RNA
result obtained from an additional aliquot of the original sample) are available with the
same collection time, the results from the “HIV RNA REPEAT COBAS” will be selected
for analysis purposes; otherwise, if there are multiple “HIV COBAS 6800" records with
the same collection time. the geometric mean will be taken for analysis purposes.

— If both “HIV RNA TAQMAN 2.0 and "HIV RNA Repeat™ are available with the same
collection time, the results from the “HIV RNA Repeat™ will be selected for analysis
purposes: otherwise, if there are multiple “HIV RNA TAQMAN 2.0" records with the
same collection time, the geometric mean will be taken for analysis purposes.
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If multiple valid nonmissing categorical observations exist in a window, records will be chosen
as follows:

* For baseline, the last available record on or prior to the first dose date of study drug will be
selected. If there are multiple records with the same time or no time recorded on the same
day, the value with the lowest severity will be selected (eg, normal will be selected over
abnormal for safety ECG findings).

* For postbaseline visits, the most conservative value within the window will be selected (eg.
abnormal will be selected over normal for safety ECG findings).
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4. PARTICIPANT DISPOSITION
4.1. Participant Enrollment and Disposition

A summary of participant enrollment will be provided by treatment group and total for each
country, investigator within a country, and overall. For each column, the denominator for the
percentage calculation will be the total number of participants analyzed for that column.

A summary of participant disposition will be provided by treatment group and total based on all
screened participants. This summary will present the number of participants screened, the
number of participants who did not meet eligibility criteria and were not randomized, the number
of participants who met all eligibility criteria but were not randomized with reasons participants
not randomized, the number of participants randomized but never dosed (if applicable), number
of participants in the Safety Analysis Set and the number of participants in each of the following
categories as applicable:

o Completed study drug

+ Did not complete study drug with reasons for premature discontinuation of study drug
e Completed study

¢ Did not complete the study with reasons for premature discontinuation of study

For summary, participants with study drug premature discontinuation are defined as
participants who answered “No™ to “Did subject complete study drug dosing as specified per
protocol?” and had a discontinuation reason other than “Investigator Discretion” (with comment
of *Due to Clinical hold™) in Study Drug Completion eCRF).

Participants who prematurely discontinued study are defined as participants who answered
*No™ to “Did the subject complete the protocol-planned duration of the study?” in Study
Completion eCRF)

For the status of study drug and study completion and reasons for premature discontinuation, the
number and percentage of participants i each category will be provided. The denominator for
the percentage calculation will be the total number of participants in the Safety Analysis Set
corresponding to that column. In addition, a flowchart will be provided to depict the disposition.

The following by-participant listings will be provided by participant ID number in ascending
order to support the above summary tables:

+ Reasons for premature study drug or study discontinuation
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BASELINE CHARACTERISTICS

th

Shls Demographics and Baseline Characteristics

Participant demographic variables (ie, age, sex at birth, gender identity, sexual orientation, race,
and ethnicity) and baseline characteristics (body weight [in kg], height [in cm], body mass index
[BMI: in kg/m?]) will be summarized by treatment group and overall using descriptive statistics
for continuous variables and using number and percentage of participants for categorical
variables. The summary of demographic data will be provided for the Safety Analysis Set.

A by-participant demographic and baseline characteristic listing, including the informed consent
date, will be provided by participant ID number n ascending order.

532 Other Baseline Characteristics

The following baseline disease characteristics will be summarized by treatment group and
overall using descriptive statistics for participants in the Safety Analysis Set:

¢ HIV-1 RNA categories (copies/mL): (a) < 50, (b) = 50

¢ (D4 cell counts (/ul)

¢ CD4 cell counts categories (/ul): (a) < 30, (b) = 50 to < 200, (¢) = 200 to < 350, (d) = 350 to
< 500, and (e) = 500

¢ (D4 percentage (%)

¢ Mode of infection (HIV risk factors)
o HIV discase status

¢  ¢GFReg (mL/min)

+ Duration of baseline ARV medication

A by-participant listing of other baseline characteristics will be provided by participant [D
number in ascending order.

a3, Medical History

Medical history will be collected at screening. Medical history data will be coded and listed.
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. SAFETY ANALYSES

The primary objective of this study is to evaluate the safety and tolerability of a combination of
the bNAbs GS-5423 and GS-2872 in combination with the HIV capsid inhibitor LEN, and the
primary endpoint of this study is incidence of treatment-emergent SAEs through Week 26. The
second endpoint of this study includes incidence of treatment-emergent AEs through Week 26.

Safety data will be summarized for participants in the Safety Analysis Set for the whole study
period analysis and for participants in the Safety Analysis Set for LA regimen period analysis,
separately. unless otherwise specified. All collected data will be included in data listings.

7.1.1. Adverse Event Dictionary

Clinical and laboratory AEs will be coded using the current version of the Medical Dictionary
for Regulatory Activities (MedDRA). System organ class (SOC), high-level group term (HLGT),
high-level term (HLT), preferred term (PT), and lower-level term (LLT) will be provided in the
AE dataset.

7.1.2. Adverse Event Severity

Adverse events are graded by the investigator as Grade 1, 2, 3. 4, or 5 according to toxicity
criteria specified in the protocol. The severity grade of events for which the investigator did not
record severity will be categorized as “mussmg” for tabular summaries and data histings. The
missing 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 to each study drug is justified by
investigator and recorded on AE ¢CRF, for example, relatedness to Oral LEN is which
investigator selected “Related” on the AE eCRF to the question of “Related to Study Treatment
Oral LEN”. Relatedness will always default to the investigator’s choice, not that of the medical
monitor. Events for which the investigator did not record relationship to study drug will be
considered related to study drug for summary purposes. However, by-participant data listings
will show the relationship as missing.

7.1.4. Serious Adverse Events

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

(GLPS) Department before data finalization.
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Falanke Treatment-Emergent Adverse Events
Peladi s Definition of Treatment-Emergent Adverse Events

Treatment-emergent AEs (TEAEs) are defined as follows:

* Any AEs leading to premature discontinuation of study drug, or
e Any AEs with an onset date on or after the study drug start date and
— (1) prior to the last exposure date of LA Regimen Period for the LA Regimen Period
Analysis

— (11) no later than the last exposure date for the Whole Study Period Analysis.

7.1.5.2. Incomplete Dates

If the onset date of the AE is incomplete and the AE stop date is not prior to the first dose date of
study drug, then the month and year (or year alone if month is not recorded) of onset determine
whether an AE is treatment emergent. The event is considered treatment emergent as follows:

« Participants who receive any injection or infusion drug: the AE onset date is the same as or
after the month and vear (or year) of the first dose date of study drug

« Participants who do not receive any injection or infusion:

— The AE onset is the same as or after the month and year (or vear) of the first dose date of
study drug, and

— The AE onset date is the same as or before the month and year (or year) of the last
exposure date

An AE with completely missing onset and stop dates. or with the onset date missing and a stop
date later than the first dose 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 vear (or yvear alone if month 1s not recorded) as the first dose date of study drug will
be considered treatment emergent.

When calculating the duration of event or time to onset, the following imputation rule will be
used:

Missing start month/day: Jan 1/first day of the month will be used unless this 1s before the start
date of study drug; in this case the study drug start date will be used:

Missing stop month/day: Dec 31/last day of the month will be used, unless this is after the last
study date; in this case the last study date will be used.
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7.1.6. Summaries of Adverse Events and Deaths

Treatment-emergent AEs will be summarized based on the Safety Analysis Set or Safety
Analysis Set for LA regimen, and will be summarized separately for the whole study period
analysis and LA regimen period analysis.

For each period analysis, a brief, high-level summary of the number and percentage of
participants who experienced at least 1 TEAE in the categories described below will be provided
by treatment group and total. All deaths observed in the period will also be included 1n this
summary. The number and percentage of participants who experienced at least 1 TEAE will be
provided and summarized by SOC and PT and by PT only for the following AE categories:

+ TEAEs

+ TEAEs with Grade 3 or higher

¢ TEAEs with Grade 2 or higher

e TE treatment-related AEs

¢ TE treatment-related AEs with Grade 3 or higher

e TE treatment-related AEs with Grade 2 or higher

+ TESAEs

e TE treatment-related SAEs

¢ TEAEs leading to death (by SOC and PT only)

¢ TEAEs leading to premature discontinuation of study drug
¢ TEAEs leading to premature discontinuation of study

Multiple events will be counted only once per participant in each summary. For summaries by
SOC and PT, AEs will be summarized and listed first in alphabetical order of SOC and then by
PT in descending order of total frequency within each SOC. For summarizes by PT only, AEs
will be summarized and listed by PT in descending order of total pooled cohorts frequency. For
summaries by severity grade, the most severe grade will be used for those AEs that occurred
more than once in an individual participant during the period.
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In addition, data listings will be provided for the following:

e All AEs

e All SAEs

e All Deaths

s All AEs with severity of Grade 3 or higher

e All AEs leading to discontinuation of study drug

+ All AEs leading to discontinuation of study

For each listing. whether the event is treatment emergent will be indicated.

7.1.7. Additional Analysis of Adverse Events

7.1.7.1. Study Drug Related Injection Site Reactions and Infusion Related Reactions
Additional analysis of AEs will be performed for injection site reaction (ISR) as defined by high
level term (HLT) of "Injection site reactions”, and infusion related reaction (IRR) as defined per
¢CRF (ie. AE with “Yes™ answer to “Is this part of an infusion-related reaction?” in AE CRF).
respectively. The following summaries will be provided for LA regimen period analysis only.

¢ Number of participants received any injection or infusion

e Number and percentage of participants with study drug related ISRs or IRRs

+ Number and percentage of participants with study drug related ISRs or IRRs by grade

e Number and percentage of participants with study drug related ISRs or IRRs by PT

The denominator for the percentage calculation will be based on the number of participants
received at least one myjection or infusion in Safety Analysis Set .

Duration of the ISR will also be calculated and summarized. Duration of a given ISR event is
defined as the ISR stop date minus the ISR onset date plus 1 day. For ISRs with ongoing stop
date, stop date will be imputed as last study date or database finalization date, whichever 1s the
earliest. Duration of ISR events in days will be summarized by PT and overall using descriptive
statistics. Duration of a given IRR event is defined as the IRR stop date minus the IRR onset
date plus 1 day, and duration of IRR will be listed also.

By-participant listings for ISRs or IRRs will be provided.
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T Lo Tt Study Drug Related Injection Site Induration and Nodules

Percentage of ongoing and resolved study drug related “Injection Site Induration™ (one of
preferred terms of ISR) will be summarized at both participant-level and event-level.

For the participant-level summary, if a participant had more than one injection site indurations,
the participant will be counted in the “Ongoing™ category unless all study drug related injection
site induration events have been resolved.

For the event-level summary, duration of the resolved events will be summarized using
descriptive statistics.

Study drug related “Injection Site Nodules™ (another preferred term of ISR) will be summarized
in the same manner as defined for study drug related injection site induration.

A by-participant listing for study drug related injection site induration and nodules and the
corresponding duration will be provided.

7.2, Laboratory Evaluations

Summaries of laboratory data will be provided for the whole study period and LA regimen
period analysis, respectively. Laboratory data collected during the study will be analyzed and
summarized using both quantitative and qualitative methods.

For whole study period analysis, summaries of laboratory data will be provided for the Safety
Analysis Set and will include data collected up to the last exposure date for participants who
have permanently discontinued study, or all available data at the time of the database snapshot
for participants who were ongoing on study at the time of an interim analysis.

For LA regimen analysis. summaries of laboratory data will be provided for the Safety Analysis
Set for LA regimen and will mnclude data collected up to the last exposure date of LA regimen
for participants who have permanently discontinued study drug, or all available data at the time
of the database snapshot for participants who were ongoing on study drug at the time of an
interim analysis.

Calcium Corrected for Albumin

Calcium corrected for albumin will be calculated and summarized for the study. The following
formula will be used when both serum calcium and albumin results for a given blood drawn are
available and serum albumin value is < 4.0 g/dL.

Calcium corrected for albumin (mg/dL) = serum calcium (mg/dL) + 0.8 = (4.0 — albumin (g/dL))

Toxicity grading for calcium will be applied based on the corrected values.
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Tl I Treatment-Emergent Laboratory Abnormalities

For whole study period analysis, treatment-emergent laboratory abnormalities are defined as
values that increase at least 1 toxicity grade from baseline at any postbaseline visit, up to last
exposure date for participants who permanently discontinued study. or the last available date in
the database snapshot for participants who were still on study at the time of an interim analysis.

For LA regimen period analysis, treatment-emergent laboratory abnormalities are defined as
values that increase at least 1 toxicity grade from baseline at any postbaseline visit, up to last
exposure date of LA regimen for participants who permanently discontinued study drug, or the
last available date in the database snapshot for participants who were still on treatment at the
time of an interim analysis.

If the relevant baseline laboratory value is missing, any abnormality of at least Grade 1 observed
at any postbaseline visit will be considered treatment emergent.

P22 Summaries of Laboratory Abnormalities

Laboratory data that are categorical will be summarized using the number and percentage of
participants in the study with the given response at baseline and each scheduled postbaseline
visit.

The following summaries (number and percentage of participants) for treatment-emergent
laboratory abnormalities will be provided by lab test and treatment group: participants will be
categorized according to the most severe postbaseline abnormality grade for a given lab test:

¢ Graded laboratory abnormalities
e Grade 3 or 4 laboratory abnormalities

For all summaries of laboratory abnormalities, the denominator is the number of participants
with nonmissing postbaseline values.

A by-participant listing of treatment-emergent laboratory abnormalities and treatment-emergent
Grade 3 or 4 laboratory abnormalities, respectively, will be provided by participant 1D 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 severity grades and abnormal
flags displayed.
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If the start or stop date of non-ARV medications is incomplete. the month and year (or vear
alone, if month is not recorded) of the start or stop date will be used to determine whether the
non-ARVs are concomitant or not. The medication 1s concomitant if the month and vear of the
start or stop (or year of the start or stop, if month is not recorded) of the medication does not
meet either of the following criteria:

The month and vear of stop of the medication 1s before the first dose date of study drug

If the start and stop date of non-ARV medications are complete, the start date 1s not after last
exposure date and the stop date is not before first dose date. or the non-ARV medications are
marked as ongoing and start date is on or before last exposure date, the non-ARV medications
are concomitant.

Summaries of non-ARV concomitant medications will be based on the Safety Analysis Set. No
formal statistical testing is planned. A by-participant listing for all non-ARV concomitant
medications including prior medication will be listed and sorted by participant ID number and
administration date in chronological order.

gL Electrocardiogram Results
The investigators™ assessment of ECG results are collected.

A shift table of the investigators™ assessment of ECG results at each scheduled postbaseline visit
compared with baseline values will be presented by treatment group using the following
categories: normal; abnormal, not clinically significant; abnormal, clinically significant: or
missing. The number and percentage of participants in each cross-classification group of the shaft
table will be presented. Participants with a missing value at baseline or postbaseline will not be
included i the denominator for percentage calculation. No mferential statistics will be provided.

A by-participant listing for ECG assessment results will be provided by participant ID number
and visits in chronological order.

7.6. Other Safety Measures
A data listing will be provided for participants experiencing pregnancy during the study.
Bads Changes from Protocol-Specified Safety Analyses

No change from protocol-specified safety analyses is planned.
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e Mean (+ SD) concentration data versus time (on linear and semilogarithmic scales). If more
than one-third of the values at a timepomt are BLQ then the mean and SD will not be
presented at that timepoint and remaining points connected. If lower error bar (mean-SD) is
< () at a timepoint then it will not be presented at that timepoint.

¢ Median (Q1, Q3) concentration data versus time (on linear and semilogarithmic scales). If
more than one-half of the values at a timepoint are BLQ) then the median and quartile values
will not be presented at that imepoint and remaining points connected. If lower error bar
(Q1)is BLQ at a timepoint then it will be presented as LLOGQ at that timepoint.

83.1.2. PK Concentration Data Based on PK Analysis Sets

For analyses based on PK Analysis Sets, PK concentration for all analytes will be summarized
for the primary cohort, the pilot cohort, and for pooled cohorts.

The following tables will be provided for each analyte (LEN, GS-5423. and GS-2872) using the
associated PK Analysis Set:

¢ [ndividual participant concentration data and summary statistics

The following figures will be provided for each analyte (LEN. GS-5423, and GS-2872) using the
associate PK Analysis Set:

e Mean (+ SD) concentration data versus time (on linear and semilogarithmic scales). If more
than one-third of the values at a timepoint are BLQ then the mean and SD will not be
presented at that timepoint and remaining points connected. If lower error bar (mean-SD) is
< () at a timepoint then it will not be presented at that timepoint.

¢ Median (Q1, Q3) concentration data versus time (on linear and semilogarithmic scales). If
more than one-half of the values at a timepoint are BLQ then the median and quartile values
will not be presented at that timepoint and remaning points connected. If lower error bar
(Q1)is BLQ at a timepoint then it will be presented as LLOQ at that timepoint.

+ Individual participant concentration data versus time (on linear and semilogarithmic scales).
Values of BLQ will be displayved as (0 on the linear scale and missing on the semi-logarithmic
scale.

In addition, the following listings will be provided for all analytes:

e Plasma PK sampling details for LEN by participant. including procedures. differences in
scheduled and actual draw times, and sample age.

e Serum PK sampling details for GS-5423 and GS-2872 by participant, including procedures,
differences in scheduled and actual draw times, and sample age.
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9. IMMUNOGENICITY ANALYSIS

Immunogenicity to GS-5423 and GS-2872 will be evaluated based upon the incidence of anti—
(GS-5423 antibody, anti—GS-2872 antibody, as well as both anti—G8-5423 and anti-GS-2872
antibody formation, respectively.

9.1. Definitions

Participants Evaluable for ADA Prevalence includes all participants who have at least one
reportable ADA result at baseline or post-baseline.

Participants Evaluable for ADA Incidence includes all participants who have at least one
reportable ADA result at post-baseline.

ADA Prevalence refer to the proportion of participants who have at least one positive ADA
sample (baseline or post-baseline) among all participants evaluable for ADA prevalence.

ADA Incidence refer to the proportion of participants who have Treatment-Emergent ADA
among all participants evaluable for ADA incidence.

Treatment-Emergent ADA: includes either Treatment-Boosted or Treatment-Induced ADAs,
with details been presented in the follows:

— Treatment-Boosted ADA is defined as positive baseline ADA sample and at least one
positive post-baseline ADA sample and the (max titer of the post-baseline ADA / titer of
baseline ADA) = 4. If baseline titer < 10 (10 is the minimum reportable titer value), it
will be considered boosted if max titer of the post-baseline = 10. The proportion of
participants who have Treatment-Boosted ADA is calculated based on the total number
of participants evaluable for ADA incidence as the denominator.

— Treatment-Induced ADA is defined as negative or missing baseline ADA sample and at
least one positive post-baseline ADA sample. The proportion of participants who have
Treatment-Induced ADA 1s calculated based on the total number of participants evaluable
for ADA incidence as the denominator.

Persistent ADA is defined as (a) Treatment-Induced ADA detected at two or more sampling
time pomts during the study, where the first and last ADA-positive sample (irrespective of any
negative samples in between) are separated by a period of 16 weeks or longer; or (b) Treatment-
Induced ADA detected at the last sampling time point of the study. The proportion of
participants who have persistent ADA is based on the total number of participants evaluable for
ADA incidence as the denominator.

Transient ADA is defined as Treatment-Induced ADA that does not meet the definition of
persistent ADA. The proportion of participants who have transient ADA is based on the total
number of participants evaluable for ADA incidence as the denominator.
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e Time to ADA onset (median, Q1. Q3, minimum, maximum) in ADA+ participants
The following figures will be provided for each analyte, anti-GS-5423 and anti-GS-2872:

¢ Individual concentration vs. time profiles grouped by treatment, with ADA+ participants
highlighted in red

¢ Individual ADA titer values over time grouped by treatment (ADA-+ participants only)

— ADA titer values less than the minimum reportable titer value and titer values for ADA-
negative samples will be imputed to 0.

The following listings will be provided:

* Listing of ADA results, titer and corresponding PK concentrations by participant ID and
visit, as well as participant-level ADA status, ADA type (persistent or transient). and time to
ADA onset for all participants in the immunogenicity analysis set

+ Same listing above mn participants with any positive ADA result.

In addition, summary of immunogenicity results over the entire study period for ADA against
both GS-5423 and GS-2872 will be included.
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Appendix 1. Study Procedures Table

Follow-up Visits
Treatment Visits Window Window
(+ 3 Days) (+ 6 Days)
Post-ET
30-, 90-,
and 180-
Study Procedure Screening® | Day 1 Day 2 Day § Wk 4 WKS | Wk12 | WK16 | WK20 | Wk24 | WKk26 | WK38 | Wk 32 ET Day FL®
Written Informed Consent X
Medical History .
Review Conoomitant X X X X X X X X X X X X X X X
Medications
Review AEs X X b4 .4 X X X X X X X X X X X
Cornplletel Physical X X Y
Examination
Focu-;;(l Il’hy.\n'cal i % ¥ ¥ % %
Examination
Height X
Weight X X ¥ ¥ X X X X X
Vital Signs* X X ¥ ¥ X X X X X
Proviral DNA Phenotype X
Bulk Viral Outgrowth
Phenotype and Proviral DNA ¥
Genotype
Chemistry X X X ¥ X X X X X
Hematology X X X X X X X X X
Coagulation X
Thyroid Function . X X X X X X
CD4+, CD8+ Cell Count, . . ; .. .. ..
CDA/CDE Ratio X X X X X X X X X
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Follow-up Visits

Treatment Visits Window Window
(= 3 Days) (6 Days)
Post-ET
30, 90-,
and 180-
Study Procedure Screening® | Day 1 Day2 | Day§ Wk 4 WkS | Wki12 | Wki16 | Wk20 | Wk24 | Wk26 | Wk38 | Wk 52 ET Day FL*
Serum Pregnancy Test X X X X X X X
FSH* X
Urinalysis X X X X X X X X X
Uring Pregnancy Test X
HBV & HCV Serology X
HIV-1 RNA X X X b b b X X X ¥ X X X
HIV-1 Genotype/Phenotype®
HIV Reservoir Assay
¢GFR X X X X X X X
ECG X X X X
ICIEIIEJCJEOEmmnILer X ¥ X X X
E}f,‘f)rl"oﬂg;f‘%fj;:m“plﬁ for X x | x| x| x| x| x| x| x| x| x X
Immunogemicity Assessment X e ¥ % % %
Serum Sample
‘I:‘[;Kﬁgogtr:jrssel:lﬁnglh asma X X X X X
;egzlgh?;;mples (GS-5423 X X X
Plasma PK Sample for LEN= X X X
iingl;zl’sh;;’;annm‘e {G8-3423 ¥ X X X % % X % X
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The dose date of complete long acting regimen refers to the date of dosing with complete long
acting drugs (GS-5423, GS-2872, and SC LEN) (ie, Day 1).

Participants with study drug premature discontinuation are defined as participants who were
answered “No™ to “Did subject complete study drug dosing as specified per protocol?” and had a
discontinuation reason other than “Investigator Discretion™ (with comment of “Due to Clinical
hold™) in Study Drug Completion eCRF).

The date of study drug premature discontinuation 1s the last exposure date of LA regimen for
participants who prematurely discontinued study drug.

CONFIDENTIAL Page 66 26 Feb 2024



Lenacapavir + GS-5423 + GS-2872
G5-US-536-5816
Statistical Analysis Plan — Final Analysis Version 1.0

Appendix 3. Adverse Events of COVID-19 and Suspected COVID-19 Infection

An adverse event record will be flagged as adverse events for COVID-19 and Suspected
COVID-19 infection if its MedDRA PT is included in the pre-specified PT list, which includes
all PTs from the narrow search of the following COVID-19 SMQs under MedDRA v26.1
provided by Gilead GLPS (search name: COVID-19 (SMQ) — Narrow) and reviewed by Gilead
medical monitors.

SMQ Source

AEs for COVID-19 and Suspected COVID-19 infection COVID-19 (SMQ) (Narrow Scope)
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6) Screen failure participants are the participants who were screened and answered “No™ for
any inclusion criteria or “Yes” for any exclusion criteria regardless of which version of
protocol the participant was consent to, or participants who have missing answer to any
inclusion or exclusion criteria.

7) Baseline ARV medication is defined as:
Using the ARV raw dataset, include all prior ARVs (where ARV.CMSCAT = “Prior
ARV™), taken on or up to 2 day prior to first dose date (or randomization date if not
treated), i.e. End date of ARV = first dose date - 2.

8) For last dose date calculation:

— For participants who receive mjection or infusion, the last dose date 1s defined as the
latest nonmissing end date of the study drug used.

— For participants who do not receive injection or infusion, the last dose date is defined as
the last dose date of oral LEN.

— If the date of last dose is incomplete or missing (eg. due to lost to follow-up), the latest

nonmissing study drug start dates the clinic visit dates, and the laboratory visit dates
excluding the dates of any follow-up visits will be used to impute the last dose date.
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Appendix 6. Table Shells for Participant Grouping
Table Appendix-2. Participant Grouping for Enrollment, Eligibility, Disposition, Demographics, and Baseline
Characteristics
Primary Cohort Pilot Cohort Pooled Cohorits
SC LEN + G5-3423 | SC LEN + G5-5423 Total SC LEN +G5-5423 SC LEN + Total Total
+GS-2872 10 + GS-2872 30 +G5-2872 10 (G5-5423 +
mg'ke mg'kg mg'kg G5-2872 30 mgkg
Table Appendix-3. Participant Grouping for Efficacy Analyses
Primary Cohort Pilot Cohort
SC LEN + G3-5423 + SC LEN + G53-5423 + Total SCLEN + GS-5423 + SCLEN + GS-3423 + Total
GS-2872 10 mg'kg GS-2872 30 mg/kg GS-2872 10 mg/kg GS-2872 30 mg'kg
Table Appendix-4. Participant Grouping for Safety Analyses
Primary Cohort Filot Cohort Pooled Cohorts
SC LEN + G5-5423 | SCLEN + GS5-5423 Total SC LEN +(G8-5423 SCLEN + Total Total
+GS-2872 10 +G8-287230 +GS-2872 10 GS-5423 +
mg/kg mgkg mg/kg G8-2872 30 mgkg

Table Appendix-5. Participant Grouping for PK Substudy Analyses of LEN

Pooled Cohort Total
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Table Appendix-6. Participant Grouping for PK Analyses of GS-5423 and LEN
Primary Cohort Filot Cohort Pooled Cohorts

SC LEN + SC LEN+ Total SCLEN + SCLEN + Total SCLEN + SCLEN + Total

GS-5423 + (G35-5423 + G38-5423 + G3S-5423 + (G35-5423 + GS-5423 +

GS-2872 10 GS-2872 30 GS-2872 10 GS-2872 30 GS-2872 10 GS-2872 30

mg/ke mg/kg mg/kg mg/kg mg/kg mg/kg
Table Appendix-7. Participant Grouping for PK Analyses of GS-2872

Primary Cohort Pilot Cohort Pooled Cohorts
SC LEN + SCLEN+GS-5423 + | SCLEN+GS-5423
SCLEN+ GS-5423 + G5-5423 + SCLEN+GS-5423+ | SCLEN + GS-5423 + GS-2872 10 mg'kg +G5-287230 mgkg
GS-2872 10 mg/kg (GS-287230 (GS-2872 10 mg/kg GS-2872 30 mg'kg
mgkg

Table Appendix-8. Participant Grouping for Imnmunogenicity Analyses of Anti-GS-5423

Primary Cohort Pilot Cohort Pooled Cohorts
SCLEN + SC LEN + Total SCLEN + SCLEN + Total SCLEN + SCLEN+ Total
(35-5423 + G35-5423 + G3-5423 + (35-5423 + (G5-5423 + (GS-5423 +
GS-2872 10 (GS-2872 30 (GS8-2872 10 (GS-2872 30 GS-2872 10 GS-2872 30
mg'kg mg/'kg mp'kg mg'kg mg'kg mg'kg
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Table Appendix-9. Participant Grouping for Immunogenicity Analyses of Anti—GS-2872
Primary Cohort Filot Cohort Pooled Cohorts
SC LEN + SC LEN+ Total SCLEN + SCLEN + Total SCLEN + SCLEN + Total
GS-5423 + (G35-5423 + G38-5423 + G3S-5423 + (G35-5423 + GS-5423 +
GS-2872 10 GS-2872 30 GS-2872 10 GS-2872 30 GS-2872 10 GS-2872 30
mg/ke mg/kg mg/kg mg/kg mg/kg mg/kg
Table Appendix-10. Participant Grouping for Immunogenicity Analyses of Both Anti-GS-5423 and Anti—GS-2872
Primary Cohort Pilot Cohort Pooled Cohorts
SC LEN + SCLEN+ Total SCLEN + SCLEN + Total SCLEN + SCLEN + Total
G5-5423 + G5-5423 + (G5-5423 + GS-5423 + G5-5423 + GS-5423 +
G5-2872 10 (G5-2872 30 GS-2872 10 (G5-2872 30 GS-2872 10 (35-2872 30
mg'ke mg/kg mg'kg mg/kg mg'kg mg'kg
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