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PROTOCOL SYNOPSIS

Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404

Study Title: A Phase 2/3, Open-Label Study of the Pharmacokinetics, Safety,
and Antiviral Activity of the Elvitegravir/Cobicistat/Emtricitabine/
Tenofovir Alafenamide (E/C/F/TAF) Single Tablet Regimen (STR)
in HIV-1 Infected Antiretroviral Treatment-Naive Adolescents and
Virologically Suppressed Children

IND Number: 111,007
EudraCT Number: 2013-002780-26
ClinicalTrials.gov NCTO01854775
Number:
Study Centers Approximately 15 centers in North America, Africa, and Thailand
Planned:
Objectives: Cohort 1
The primary objectives of this study are:
Part A:

e To evaluate the steady state pharmacokinetics (PK) for
elvitegravir (EVG) and tenofovir alafenamide (TAF) and
confirm the dose of the elvitegravir/cobicistat/emtricitabine/
tenofovir alafenamide (E/C/F/TAF) single tablet regimen (STR)
in HIV-1 infected, antiretroviral (ARV) treatment-naive
adolescents

Part B:

e To evaluate the safety and tolerability of the E/C/F/TAF STR
through Week 24 in HIV-1 infected, ARV treatment-naive
adolescents

The secondary objectives of this study are:

e To evaluate the safety and tolerability of the E/C/F/TAF STR
through Week 48 in HIV-1 infected, ARV treatment-naive
adolescents

e To evaluate the antiviral activity of the E/C/F/TAF STR through
Week 48 in HIV-1 infected, ARV treatment-naive adolescents
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Cohort 2
The primary objectives of this study are:
Part A:

e To evaluate the PK of EVG and TAF in virologically suppressed
HIV-1 infected children 6 to < 12 years of age weighing > 25 kg
administered E/C/F/TAF STR

Part B:

e To evaluate the safety and tolerability of E/C/F/TAF STR
through Week 24 in virologically suppressed HIV-1 infected
children 6 to < 12 years of age weighing > 25 kg

The secondary objectives of this study are:

e To evaluate the antiviral activity of switching to E/C/F/TAF
STR through Week 48 in virologically suppressed HIV-1
infected children 6 to < 12 years of age weighing > 25 kg

e To evaluate the safety and tolerability of E/C/F/TAF STR
through Week 48 in virologically suppressed HIV-1 infected
children 6 to < 12 years of age, weighing > 25 kg

Cohort 3
The primary objectives of this study are:

e To evaluate the PK of EVG and TAF and confirm the dose of
the STR in virologically suppressed HIV-1 infected children

> 2 years of age weighing > 14 to < 25 kg administered
E/C/F/TAF low dose (LD) (90/90/120/6 mg) STR

e To evaluate the safety and tolerability of E/C/F/TAF LD STR
through Week 24 in virologically suppressed HIV-1 infected
children > 2 years of age and weighing > 14 to <25 kg

The secondary objectives of this study are:

e To evaluate the antiviral activity of switching to E/C/F/TAF LD
STR through Week 48 in virologically suppressed HIV1 infected
children > 2 years of age and weighing > 14 to <25 kg

e To evaluate the safety and tolerability of E/C/F/TAF LD STR
through Week 48 in virologically suppressed HIV-1 infected
children > 2 years of age and weighing > 14 to <25 kg

Page 6 21 February 2020
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All Cohorts

I—

Study Design:

CONFIDENTIAL

Open-label, multicenter, multi-cohort, single-arm study of the
pharmacokinetics, safety, tolerability, and antiviral activity of the
E/C/F/TAF STR in HIV-1 infected ARV treatment-naive
adolescents and virologically suppressed children.

A total of 50 adolescents (12 to < 18 years of age), and upto
75 children (2 to < 12 years of age) of either sex will be enrolled to
receive the E/C/F/TAF STR once daily with food as follows:

Part A

Intensive PK samples will be analyzed once they are available from
18 subjects regardless of age distribution (Cohorts 1 and 2 only).

Cohort 1, Part A: EVG, TAF and COBI exposures will be compared
to historical data from adult HIV-1 infected subjects. TAF data will
also be compared to HIV-negative subjects from 292-0103 study.
FTC and TFV exposures will be compared to historical data in
HIV-infected adults and available data in adolescent subjects.

Cohort 2 Part A and Cohort 3: EVG, TAF, COBI, FTC and TEV
exposures will be compared to historical adult data.

EVG and TAF dose confirmation will be established if the 90% CI
of geometric mean ratios for AUC in adolescents and children

(respectively) versus those in adults are within the equivalency
bounds of 70-143%.

Following completion of the Intensive PK wvisit, subjects will
continue to receive the E/C/F/TAF STR and return for scheduled
study visits through Week 438.

Cohort 1 (Adolescents 12 to < 18 years of age)

e FEighteen to 24 eligible subjects will be initially enrolled to
evaluate the steady state pharmacokinetics, and confirm the dose
of the E/C/F/TAF STR.

e Part A will aim to enroll at least 6 subjects 12 to < 15 years of
age and at least 6 subjects 15 to < 18 years of age.

Page 7 21 February 2020



EVG/COBI/FTC/TAF
Protocol GS-US-292-0106 Final
Gilead Sciences, Inc. Amendment 6

e If at least 6 subjects ages 12 to < 15 years and 6 subjects ages
15 to < 18 have not been enrolled at the time of the Intensive PK
analysis, Part A enrollment will remain open in order to enroll
sufficient subjects to meet the minimum enrollment of the 2 age
subgroups.

e Subjects enrolled in Part A will participate in an Intensive PK
evaluation at Week 4. Samples will be collected at 0 (pre-dose,
< 30 minutes prior to dosing), 5 minutes, 0.25, 0.5, 1, 1.5, 2, 4,
5, 8 and 24 hours post-dose.

Cohort 2 (Children 6 to < 12 years of age and weigh > 25 kg)

e Eighteen to 24 eligible subjects will be initially enrolled to
evaluate the EVG and TAF plasma PK and confirm the dose of
EVG and TAF.

e Subjects enrolled in Part A will participate in an Intensive PK
evaluation at Week 4. Samples will be collected at 0 (pre-dose,
< 30 minutes prior to dosing), 0.25, 0.5, 1, 1.5, 2, 3,4, 5, 8, and
24 hours post-dose.

Cohort 3 (Children > 2 years of age and weighing > 14 to
<25Kkg)

e Approximately 25 eligible subjects will be initially enrolled to
evaluate the EVG and TAF plasma PK and confirm the dose of
EVG and TAF.

e Subjects enrolled in Part A will participate in an Intensive PK
evaluation at Week 2. Samples will be collected at 0 (pre-dose,
< 30 minutes prior to dosing), 0.25, 0.5, 1, 1.5, 2, 3,4, 5, and
8 hours post-dose.

Part B
Cohort 1 (Adolescents 12 to < 18 years of age)

Screening will be initiated into Cohort 1, Part B following
confirmation of EVG and TAF exposure in at least 18 subjects from
Cohort 1, Part A. The additional 26 — 32 subjects will be enrolled in
Cohort 1, Part B to evaluate the safety, tolerability and antiviral
activity of the E/C/F/TAF STR in at least 50 patients, including all
subjects enrolled in Cohort 1 (Parts A and B combined).
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Cohort 2 (Children 6 to <12 years of age and weigh > 25 kg)

Screening will be initiated into Cohort 2, Part B based on exposure

data from at least 18 subjects from Cohort 2, Part A. The additional

26 — 32 subjects will be enrolled in Cohort 2, Part B to evaluate the

safety, tolerability and antiviral activity of the E/C/F/TAF STR in at
least 50 patients, including all subjects enrolled in Cohort 2 (Parts A
and B combined).

Cohort 3 (Children > 2 years of age and weighing > 14 to
<25Kkg)

e No Part B for this cohort. All subjects will be enrolled in Part A
and will complete an Intensive PK evaluation.

Number of Subjects Cohort 1

Planned: 50 subjects

Part A: Eighteen to 24 subjects representing 2 age subgroups
(at least 6 subjects must be 12 to <15 years of age and at least
6 subjects must be 15 to < 18 years of age)

Part B: Twenty-six to 32 subjects between 12 to < 18 years of age
(dependent upon enrollment in Part A)

Cohort 2
50 subjects

Part A: Eighteen to 24 subjects between 6 to < 12 years of age
weighing > 25 kg

Part B: Twenty-six to 32 subjects must be 6 to < 12 years of age
and weigh > 25 kg (dependent upon enrollment in Part A)
Cohort 3

Approximately 25 subjects > 2 years of age and weighing > 14 to
<25kg

Target Population: ~ Cohort 1

Antiretroviral treatment-naive, HIV-1 infected adolescents (12 to
< 18 years of age) of either sex with plasma HIV-1 RNA levels
> 1,000 copies/mL

Cohort 2

Virologically suppressed, HIV-1 infected children (6 to < 12 years
of age and screening weight > 25 kg) of either sex with plasma
HIV-1 RNA levels < 50 copies/mL for > 6 consecutive months prior
to screening on a stable antiretroviral regimen, with no documented
history of resistance to any component of E/C/F/TAF STR.
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Duration of
Treatment:

Diagnosis and Main
Eligibility Criteria:

CONFIDENTIAL

Cohort 3

Virologically suppressed, HIV-1 infected children (> 2 years of age
and screening weight of > 14 to < 25 kg) of either sex with plasma
HIV-1 RNA levels < 50 copies/mL for > 6 consecutive months prior
to screening on a stable antiretroviral regimen, with no documented
history of resistance to any component of E/C/F/TAF STR.

48 weeks

HIV-1 infected subjects who meet the following criteria:

Cohort 1

e Age at Baseline: 12 to < 18 years old
o Weight at Screening: > 35 kg (77 lbs)

e Plasma HIV-1 RNA > 1,000 copies/mL at Screening
(Roche COBAS TaqMan v2.0)

Screening genotype report shows sensitivity to EVG, FTC and
TFV (Monogram Biosciences, Inc.)

Subjects with HIV subtype AE who meet all inclusion/exclusion
criteria and who have a non-reportable integrase genotype result
may proceed with study enrollment. (For Thailand only)

No prior use of any approved or experimental anti-HIV-1 drug
for any length of time (other than that given for prevention of
mother-to-child transmission)

Cohort 2
e Age at Baseline: 6 to < 12 years old
o Weight at Screening: > 25 kg (55 lbs)
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e Plasma HIV-1 RNA: <50 copies/mL (or undetectable HIV-1
RNA level according to the local assay being used if the limit of
detection is > 50 copies/mL) for > 6 months prior to screening
on a stable antiretroviral regimen, without prior history of
resistance to any component of E/C/F/TAF STR

e Unconfirmed HIV-1 RNA > 50 copies/mL after previously
reaching virologic suppression (transient detectable viremia, or
“blip”’) and prior to screening is acceptable

e Currently receiving an antiretroviral regimen that has been stable
for at least 6 months or has been newly initiated within 6 months
for reasons other than virologic failure.

Cohort 3
e Age at Baseline: > 2 years old
e Weight at Screening: > 14 kg (31 Ibs) to < 25 kg (55 Ibs)

e Plasma HIV-1 RNA: <50 copies/mL (or undetectable HIV-1
RNA level according to the local assay being used if the limit of
detection is > 50 copies/mL) for > 6 months prior to screening
on a stable antiretroviral regimen, without documented history
of resistance to any component of E/C/F/TAF STR

Unconfirmed HIV-1 RNA > 50 copies/mL after previously
reaching virologic suppression (transient detectable viremia,
or “blip”) and prior to screening is acceptable

e Currently receiving an antiretroviral regimen that has been stable
for at least 6 months or has been newly initiated within 6 months
for reasons other than virologic failure.

Study Procedures/ All Subjects (All Cohorts unless specified):
Frequency:

At the Screening, Baseline/Day 1, and all subsequent study visits
laboratory analyses (hematology, chemistry and urinalysis), HIV-1
RNA, vital signs, and complete or symptom-directed physical
examinations and estimated GFR using the Schwartz formula will
be performed.

At Screening, HIV-1 protease, reverse transcriptase and integrase
genotype will be analyzed (for Cohort 1 only).

HBYV and HCV serologies will be analyzed and supine ECG will be
performed.

Blood samples will be collected for full flow cytometry panel testing
at Screening, Baseline and Weeks 2 - 48.
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Adverse events and concomitant medications will be assessed at
each visit.

Subjects will return for study visits at Weeks 1 (Day 7), 2, 4, 8, 12,
16, and then every 8 weeks through Week 48.

Subjects enrolled in Part A will participate in an Intensive PK

Evaluation at Week 2 (Cohort 3, all subjects) or Week 4 (Cohorts 1
and 2). Subject diary cards will be provided to all Part A subjects to
record administration of study drugs prior to the Intensive PK visit.

For subjects in Cohort 1 and 2, a trough PK sample (20 to 24 hours
post-dose) will be collected at Weeks 1, 2, and 24. For Cohort 1, a
trough PK sample will also be collected at Week 48. For subjects in
Cohort 3, a trough sample will be collected at Weeks 4 and 24.

For subjects in Cohort 1, a timed random PK sample will be
collected between 0.25 to 4 hours post-dose at Week 4 (Cohort 1
Part B subjects only) and at Week 12 (all Cohort 1). For subjects in
Cohort 2, a timed random PK sample will be collected between 0.25
to 4 hours post-dose at Week 12 and a random single PK sample
will be collected at Week 8 and Week 16. For subjects in Cohort 3, a
timed single PK sample will be collected between 0.25 to 4 hours
post-dose at Weeks 8, 12, and 16.

Fasting glucose and lipid panel (total cholesterol, HDL, direct LDL,
and triglycerides) will be collected at Baseline, Week 24, and
Week 48.

The following serum bone safety parameters will be collected at
Screening (Cohort 3), Baseline (Cohorts 1 and 2), Week 8 (Cohort 1
only), and Weeks 12, 24, and 48:

e Cobhorts 1 and 2: bicarbonate, N-telopeptide, C-telopeptide
(CTX), osteocalcin, and procollagen type 1 N-terminal
propeptide (P1NP).

e For all cohorts: bone specific alkaline phosphatase, parathyroid
hormone (PTH), 250H Vitamin D, and 1,250H Vitamin D.

The following urine bone safety parameters will be collected at
Baseline, Weeks 8, 12, 24, and 48:

e (Cohorts 1 and 2: bicarbonate and N-telopeptide.

Urine will be collected for renal safety parameters at Screening
(Cohort 3), Baseline (Cohorts 1 and 2), Weeks 8, 12, 24, and 48.

e For all cohorts: urine chemistry, retinol binding protein, and
beta-2-microglobulin.
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Tanner stage will be assessed for subjects > 6 years of age at
Baseline, Weeks 24 and 48 or until subjects reach Tanner Stage 5.
after which point Tanner assessments will no longer be performed.

For all cohorts, dual energy x-ray absorptiometry (DXA) scans of
the lumbar spine and total body will be performed at Baseline,
Weeks 24 and 48 to measure spine bone mineral density (BMD) and
total body BMD.

Resistance testing will be performed using the RT/PR PhenoSense
GT assay, the IN GeneSeq assay, and the IN PhenoSense assay
(Monogram Biosciences, Inc.) in subjects who experience
suboptimal virologic response or virologic rebound, if HIV-1 RNA
1s = 400 copies/mL.

Palatability and Acceptability assessment will be performed at
Baseline and Week 4 for Cohort 2 subjects, and Baseline, Week 4,
Week 24, and Week 48 for Cohort 3 subjects. For Cohort 1 subjects
currently on study, it will be performed at their next scheduled visit.

Subjects who are permanently discontinued from the study before
Week 48 and subjects who do not wish to continue on the study
after completing Week 48 will be required to return to the clinic

30 days after the completion of study drug for a 30-Day Follow-Up
Visit.

Test Product, Dose,

Cohorts 1 and 2:

:I:ld M‘:"de 01: . Elvitegravir 150 mg/cobicistat 150 mg/emtricitabine 200 mg/
SERINE s tenofovir alafenamide 10 mg STR administered orally once daily

with food
Cohort 3:
Elvitegravir 90 mg/cobicistat 90 mg/emtricitabine 120 mg/ tenofovir
alafenamide 6 mg STR low dose tablet administered orally
once daily with food

Reference Therapy, None

Dose, and Mode of

Administration:
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Criteria for
Evaluation:

Safety:

Efficacy:

PK:

Adverse events, clinical laboratory tests, Tanner stage assessment
(subjects > 6 years of age), selected bone biomarkers, renal safety,
and BMD to evaluate the safety and tolerability of the treatment
regimen.

Cohort 1
The efficacy endpoints are:
e The percentage of subjects with plasma HIV-1 RNA

< 50 copies/mL at Weeks 24 and 48 as defined by the FDA
snapshot analysis

e The percentage of subjects with plasma HIV-1 RNA
<400 copies/mL at Weeks 24 and 48 as defined by the FDA

snapshot analysis

e The change from baseline in plasma logio HIV-1 RNA
(copies/mL) and in CD4+ cell count (cells/pL) and percentage at
Weeks 24 and 48

Cohorts 2 and 3

e The percentage of subjects with plasma HIV-1 RNA
< 50 copies/mL and < 400 copies/mL at Weeks 24 and 48 by the

FDA snapshot analysis

e The change from baseline in CD4+ cell count (cells/pL) and
percentage at Weeks 24 and 48

The following plasma pharmacokinetic parameters will be
calculated for EVG, COBL FTC, TAF and TFV, as applicable:
AUCtw, AUChast, Chay, Cmax, Ciast, Tmax, Tiast, Az, CL/F, V/F, and Ty,
(where possible)

Statistical Methods:

CONFIDENTIAL

PK Analyses

PK parameters (AUCtau, Ctau, and Cpax) of EVG and PK parameters
(AUC and Cmax) of TAF will be summarized and compared to
historical adult data. Plasma concentration and parameter data of
EVG, COBL FTC, TAF, and TFV will be summarized using
descriptive statistics.
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An analysis of variance (ANOVA) using a mixed-effects model for
appropriate parallel group design will be fitted to natural-logarithm
transformed AUC for TAF and AUCau for EVG to evaluate whether
the exposures of these two analytes achieved in adolescent

(Cohort 1) or children (Cohorts 2 and 3) are similar to the exposure
achieved in adult subjects. An appropriate adult comparator
database will be identified and integrated as historical control data.
For each cohort, two one-sided tests with each performed at an alpha
level of 0.05 and a boundary of 70% to 143% will be used for
exposure equivalence assessment.

Efficacy Analyses

The percentage of subjects who achieve HIV-1 RNA < 50 copies/mL
and <400 copies/mL at Weeks 24 and 48 as defined by the FDA
snapshot analysis algorithm will be summarized by cohort. The 95%
confidence intervals will also be presented.

The change from baseline in logio HIV-1 RNA (Cohort 1 only) and
CD4+ cell count and percentage at Weeks 24 and 48 will be
summarized by cohort using descriptive statistics.

Sample Size and Power
Cohorts 1 and 2

A minimum of 18 Part A subjects from each cohort compared to 51
HIV-infected adult subjects in GS-US-292-0102 and HIV-negative
adult subjects in GS-US-292-0103 combined, will provide 92%
power to conclude exposure equivalence of TAF AUCastin
adolescent subjects and children, respectively vs in adult subjects,
assuming the expected geometric mean ratio is 1, equivalency
boundary is 70% to 143%, two one-sided tests are each performed at
an alpha level of 0.05, and the standard deviation of AUClast is

0.37 ngehr/mL (natural log scale).

A minimum of 18 Part A subjects from each cohort will also provide
> 99% power to target a 95% confidence interval within 60% and
140% of the g