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PROTOCOL AMENDMENT SUMMARY OF CHANGES TABLE

DOCUMENT HISTORY

0ooogoon aom
0000000000 03-Jul-2018
0000000000 14-Sep-2017
QOriginal Protocol 17-Jul-2017

Amendment 02 03-JUL-2018
Overall Rationale Amendment 2: The primary reasons for amendment #2 are to:

0 Add the additional interim analysis of data when all subjects have completed the
Week 24 visit, with the intent of expediting the submission of study results to
Health Authorities;

0 Change the objective for assessing the preference for CAB LA + RPV LA every 8
weeks or CAB LA + RPV LA every 4 weeks LA compared to oral antiretroviral
(ARV) and the preference for CAB LA+ RPV LA every 8 weeks compared to
CAB LA + RPV LA every 4 weeks from an exploratory objective to a secondary
objective. A change to the supporting version of the Preference questionnaire
administered to participants at Week 48 (or withdrawal) is also acknowledged;

0 Add revisions and clarifications for the administration of health outcomes
questionnaires;

0 Extend exclusion criterion #28 to also exclude hereditary coagulation and platelet
disorders such as haemophilia or Von Willebrand Disease;

0 Update exclusion criterion #11 to indicate that CD4+ counts <200 cells/[JL are not
exclusionary;

0 Offer clarification that withdrawal assessments will be performed for any
participant who withdraws prematurely from the Maintenance or Extension Phase.
Additional guidance for participants withdrawing at Week 52 or Week 100 has
been added;

0 Offer guidance to monitor medications that are dependent on OAT1 and OAT3
transport upon concomitant exposure with CAB;

0 Specify that 2-hour post-dose ECG should be performed at Day 1 and Week 48
only for participants receiving CAB LA + RPV LA as it is not required to perform
2-hour post-dose ECG for those receiving oral CAB + RPV at Day 1;

0 Exclude language that previously indicated hormonal contraception may be
susceptible to interaction with the study drugs. The lack of a demonstrated
interaction with a representative contraceptive supports use of CAB and RPV
across a broad range of estrogen and progestin or progestin only hormonal
contraceptives;
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[ Add minor clarifications and corrections to typographical errors/formatting to

protocol text.

O00no0Iooon
oo

Qootoooonoiooid

Qoorooroouo

Synopsis Section
1.4.2, and Section
4.2.2, Maintenance
Phase (Day1 up to
Week 100), CAB LA
+ RPV LA Dosing
Regimens in
ATLAS-2M

Clarified for Q8W cohort
transitioning from Oral Standard
of Care (SOC) that CAB LA +
RPV LA is administered at Week
4b, Week 8, & Q8W thereafter.
(Week 8 was added)

Week 8 dosing for this group was
inadvertently omitted in Amendment #1
of the prior protocol within these
sections and is now updated for
consistency with the intended dosing
administration in other sections of the
protocol.

Synopsis Section
1.2, Section 3
Objectives and
Endpoints;

Select secondary efficacy and
safety endpoints have been
updated to include Week 24
endpoints.

Adds the additional analysis of data
through Week 24 with the intent of
expediting the submission of study
results to Health Authorities

Synopsis Section
1.2, Section 3
Objectives and
Endpoints; Section
7.8, Value Evidence
and Outcomes;
Section 7.8.1, Value
Evidence and
Outcomes
Endpoints
(Secondary);
Section 9.3.7,
Health Outcomes
Analyses.

Assessment of the preference for
CAB LA + RPV LA every 8 weeks
or CAB LA + RPV LA every 4
weeks LA compared to oral
antiretroviral (ARV) and the
preference for CAB LA+ RPV LA
every 8 weeks compared to CAB
LA + RPV LA every 4 weeks is
changed from an exploratory
objective to a secondary
objective of ATLAS-2M. The
description of the Preference
questionnaire is updated to
reflect the revised questionnaire.
The Preference questionnaire will
be captured at Week 48 or
Withdrawal if prior to Week 48.

The version of the Preference
questionnaire has been updated and
re-purposed as a secondary objective
for the ATLAS-2M trial.

Section 4.2.4, LTFU
Phase-IM Regimen
Only

Window for initiating HAART
therapy during the LTFU Phase
has been added:

HAART therapy should be
initiated within 4 weeks [0 [
00001 after the last Q4W
injection, or within 8 weeks [0 [
00000 after the last Q8W
injection.

Allowable window for the initiation of
HAART therapy ensures timely start of
HAART during the LTFU Phase to
approximate exposure coverage for
CAB LA + RPV LA.
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Section 5.2, Exclusion criterion #28 has been | Due to recurring intramuscular
Exclusionary Criteria | extended to also exclude injections, participants with coagulation
hereditary coagulation and disorders are excluded.
platelet disorders such as
haemophilia or Von Willebrand
Disease.
HIV Stage 3 disease is excluded with
Exclusion criterion #11 has been | the exceptions of cutaneous Kaposis
updated to indicate that CD4+ sarcoma not requiring systemic
counts <200 cells/OL are not therapy, and CD4+ counts <200
exclusionary. cells/OL are not exclusionary.
Section 5.5, Text has been added to provide I
Withdrawal/Stopping | additional instruction regarding Clarification has been added on when

Criteria; Section
1.4.4, Long-Term
Follow-Up Phase

withdrawal assessments to be
performed for participants
withdrawing from the
Maintenance or Extension Phase

and how to perform withdrawal
assessments relative to the time of
individual participant withdrawal.

Section 5.6 Text has been added to clarify "
- " Study completers will include those
E?JSC'%%% alr(]e(tjion Er;%dﬁgggon of a study subjects who complete Week 100
y P pIEter. protocol procedures and assessments
- - without study treatment at Week 100
5:23%:{ ;Zﬂgnggr;%lilttgg rthe should those subjects not enter into the
randomized Maintenance Phase study Extension Phase.
including Week 100 101010
0000NO00onoooioo0n
1000000 and did not enter the
Extension Phase.
Section 6.1 IP Storage requirements have o
Investigational been updated to indicated that i%i?;g(;nfnzor:ggg Sggnt i?nqg\rgg rf?om
Product and Other | study IP is to be stqred according the text as the storage conditions are
Study Treatment to the product labeling.

subject to updates during the course of
the trial which could lead to
inconsistencies with the approved
protocol. Storage requirements will be
incorporated in product labeling and
supporting trial documentation which
can be referenced separately from the
protocol.




2017N326521_02

CONFIDENTIAL

2019N406358_00

207966
000000iooon: 0000ICmooonooooon O0omoO0noo0mn
0ooo
Section 6.13.2, The following text is added: Additional guidance is offered for
Prohibited monitoring of medications dependent

Medications and
Non-Drug Therapies

0o0oooiooroIomon

CAB is a potent inhibitor of OAT1
and OAT3 transport in vitro,
however, no clinically significant
interaction risk is expected for
most drugs that are substrates of
these transporters. Monitoring
may be required for drugs with a
narrow therapeutic index and
dependent on OAT1 and OAT3
transport (e.g. methotrexate) with
concomitant CAB administration.
Refer to the current Investigatoris
Brochure (Section 4.3.6.1 and
Section 6.4) for additional
information.

on OAT1 and OAT3 transport upon
concomitant exposure with CAB.

Section 7.1, Time
and Events Table
for Q4W and Q8W
arms.

Footnote ¢ updated to: for Weeks
4a and 96: Confirmation of
eligibility to DOOMO0O0 enter the
Maintenance Phase and eligibility
to enter the Extension Phase

Clarification of text

Section 7.1, Time
and Events Table
for Q4W and Q8W
arms.

Footnote h updated to: A 12-lead
ECG will be performed after
resting in a semi-supine position
for at least 5 minutes. ECGs will
be performed pre-dose. For
participants transitioning from
ATLAS, the pre-dose Week 48
ECG can also serve as the
ATLAS-2M Screening ECG. ECG
pre-dose will be performed in
triplicate at Day 1. A 2-hour post-
dose ECG will also be performed
at Days 1 and Week 48 for
participants receiving CAB LA +
RPV LA with an allowable
window of 0 30 minutes.

Additional guidance is provided for any
Screening ECGs overlapping with
ATLAS Week 48 for ATLAS rollover
participants. Language added to
specify that 2-hour post-dose ECG
should be performed at Day 1 and
Week 48 only for participants receiving
CAB LA + RPV LA as it is not required
to perform 2 hour post-dose ECG for
those receiving oral CAB + RPV at Day
1.
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Section 7.1, Time
and Events Table
for Q4W and Q8W
arms.

Footnote r updated to:

One blood sample for CAB and
RPV each to be collected at each
PK timepoint. PK samples are to
be collected pre-dose relative to
IM administration. At Week 4b,
Pre-dose samples are to be
collected after review of PK diary
provided at Day 1 and prior to the
final oral dose of CAB + RPV for
participants randomized from
SOC. PK window allowed for
sample collection is 3 to 10 days
for 1 wk post dose sample (Visits
9 and 41).

Clarification of timing for pre-dose PK
sample collection at Week 4b for
participants randomized from oral
SOC.

Section 7.1, Time
and Events Table
for Q4W and Q8W
arms.

Footnote u updated to: All Patient
Report Questionnaires/Surveys
will be administered via paper
instrument at the beginning of the
visit before any other
assessments are conducted and
prior to administration of the eC-
SSRS. Conduct
questionnaires/surveys upon
Withdrawal only if occurring at or
prior to Week 48.

Clarification that all patient reported
questionnaires are to be administered
together at the beginning of the visit
prior to all other assessments.

Section 7.1, Time
and Events Table
for Q4W and Q8W
arms.

Footnote v updated to:
Clarification that versions of the
HIV-TSQc are to be administered
to all participants transitioning
from ATLAS and new participants
transitioning from oral SOC. For
participants transitioning from
ATLAS, the version of the HIV-
TSQc instrument to be
administered will be based on the
initial randomization arm at
ATLAS Day 1

Distinct versions of the HIVTSQc have
been developed for all participants
including those transitioning from
ATLAS and new participants
transitioning from oral SOC
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Section 7.1, Time
and Events Table
for Q4W and Q8W
arms.

Footnote w updated to:

For patients randomized to oral
SOC at Day 1 in ATLAS or new
patients on SOC, the reasons for
willingness to switch ART will be
assessed at Day 1. For patients
randomized to CAB LA + RPV LA
Q4W in ATLAS, the reasons for
willingness to continue long-
acting ART in ATLAS-2M will be
assessed at Day 1.

Additional clarification on
administration of Reason for Switch
and Reason for Continuation for patient
groups.

Section 7.1, Time
and Events Table
for Q4W and Q8W
arms.

Footnote X updated to:
Preference Questionnaire will be
administered to all participants.

The version of the Preference
questionnaire has been revised under
Protocol Amendment #2 and will be
administered to all study participants.

Section 7.1, Time
and Events Table
for Q4W and Q8W
arms.

Footnote Y has been added: Refer
to Section 5.5 of the protocol for
additional information on
performing withdrawal
assessments. HIV-1 RNA will be
collected as Storage sample only
if withdrawal assessments
coincide with Week 52 or Week
100 (as per Section 5.5.)

Reference to Section 5.5. for
withdrawal assessments has been
added to ensure appropriate sample
collections are performed.

Section 7.1, Time
and Events Table
for Q4W and Q8W
arms and
throughout protocol

Footnote Z and throughout
protocol, Month 1 of the Long-
Term Follow-Up (LTFU) visit has
been removed such that
participants receiving one or more
injections with CAB LA and/or
RPV LA will be assessed with
clinic visits at a withdrawal visit,
and months, 3, 6, 9 and 12 during
the Long-Term Follow-Up Phase

Withdrawal assessments conducted
during withdrawal visit will serve as the
first set of follow-up assessments for
the LTFU Phase, followed by planned
visits at months 3, 6, 9, and 12
following the last CAB LA + RPV LA
injections received.
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Section The following text has been Clarification and to add consistency

7.4.3.1:.Time period
and Frequency for
collecting AE and
SAE information

removed:

EH”l'. gthe E;.elte IStof II |as| B-AES
SAEswill-berecorded:

with other text that all AEs will be
collected from the start of study
treatment until the final follow-up
contact

The following text has been

Section 7.4.10, . Adds clarification that the 2 hour post-
Electrocardiogram &dedﬁ/ldaiiﬁttegzzcle?t?a\é\éezkzdﬁooljr dose ECG is only for those participants
(ECG) . ’ receiving CAB LA RPV LA at Day 1,
post dose ECG will be performed and specifies the allowable window for
0 conduct of the ECG.
]
OI0000I000 LoIOooeo
Section 7.8.3 Section 7.8.3 has been added

Guidance for
administering the
different versions of
HIVTSQc,
Preference and
Reason for Switch
Questionnaires in

including a table to guide
administration of Evidence and
Outcomes instruments

Additional guidance towards Value
Evidence and Outcomes instruments
has been added to assist investigative
staff with administration of different
versions of these patient
questionnaires.

ATLAS-2M

Section 9.2.2.1: Treatment W'th Q8.W will be : Section 9.2.2.1 Primary Comparison of

Primary Comparison declared non-inferior to .Q4W i o, | Interest erroneously referred to a non-

of Interest the tpper e?‘d of & two-sided 95% inferiority declaration of the Q8W
cpnfldence interval for the regimen relative to the Q4W regimen if
difference bet\{\{een thg “Nr? the difference in the proportion of
groups (QBW'T Q4W) in the participants with HIV-RNA 50 c/mL
proportion of participants with . 0
HIV-RNA 050 ¢/mL at Week 48 be?]’veeﬂ thehtw‘.’ o "ez below 5%
(defined by the US FDA snapshot rather than the intended update to 4%.
algorithm) lies below 4%.

Section 9.2.3.1 Section 9.2.3.1 has been added | Adds the additional analysis of data

Week 24 data to describe the additional through Week 24 with the intent of

analyses analyses of early data through expediting the submission of study

Week 24.

results to Health Authorities

10
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Appendix 7:
Contraceptive
Guidance and
Collection of
Pregnancy
Information

Footnote b from Table 14 has
been modified to exclude
language indicating that
hormonal contraception may be
susceptible to interaction with the
study drugs.

Hormonal-contraception-may-be
Suse,ep‘ ble-to-nteraction with the-study
b. Two highly effective methods
of contraception should be
utilized from 30 days prior to the
first dose of study medication,
throughout the study, and for at
least 52 weeks after
discontinuation of CAB LA and
RPV LA.

CAB and RPV have demonstrated no
impact on the pharmacokinetics of
commonly used combined estrogen
and progestin containing oral
contraceptives. Neither CAB nor RPV
induce or inhibit UGT or CYP enzymes
which are the predominant metabolic
routes of elimination for these products.
The interaction has only been studied
with levonorgestrel/ethinyl estradiol for
CAB and norethindrone/ethinyl
estradiol for RPV. The lack of a
demonstrated interaction with a
representative contraceptive supports
use of CAB and RPV across a broad
range of estrogen and progestin or
progestin only hormonal
contraceptives.

General Updates

Additional minor clarifications and
corrections to typographical
errors/formatting to protocol text
have been added.

Text clarifications and formatting

11
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1. SYNOPSIS

Protocol Title: A Phase IlIb, Randomized, Multicenter, Parallel-group, Non-inferiority,
Open-label Study Evaluating the Efficacy, Safety, and Tolerability of Long-acting
Cabotegravir Plus Long-acting Rilpivirine Administered Every 8 Weeks or Every 4
Weeks in HIV-1-infected Adults who are Virologically Suppressed

Short Title: Study Evaluating the Efficacy, Safety, and Tolerability of Long-acting
Cabotegravir Plus Long-acting Rilpivirine administered every 8 weeks in Virologically
Suppressed HIV-1-infected Adults.

1.1. Rationale

The 207966 (ATLAS-2M) study is being conducted to establish if human
immunodeficiency virus type 1 (HIV-1) infected adult participants with current viral
suppression (HIV-1 RNA 050 ¢/mL) remain suppressed upon administration of a two-
drug intramuscular (IM) long-acting (LA) regimen of cabotegravir (CAB) and rilpivirine
(RPV) administered every 8 weeks (Q8W; every 2 months). This study is designed to
demonstrate the non-inferior antiviral activity of CAB LA 600 mg + RPV LA 900 mg
administered every 8 weeks compared with CAB LA 400 mg + RPV LA 600 mg
administered every 4 weeks (Q4W; monthly) over a 48-week treatment period. ATLAS-
2M will also provide comparative data on antiviral activity, safety, tolerability, and
patient satisfaction through Week 96.

Two groups of participants with demonstrated virologic suppression will be enrolled into
ATLAS-2M including participants who at Screening are 1) receiving oral standard of
care triple antiretroviral therapy (SOC) or 2) receiving a two drug IM regimen of Q4W
CAB LA + RPV LA. The majority of participants in ATLAS-2M will rollover from the
ongoing 201585 (ATLAS) trial and additional participants on SOC will also be included
in order to support a targeted total sample size of approximately 1020 participants.
Participants entering on SOC treatment consisting of a stable antiretroviral (ARV)
regimen containing 2 nucleoside reverse transcriptase inhibitors (NRTIs) plus an
integrase inhibitor (INI), non-nucleoside reverse transcriptase inhibitor (NNRTI), or a
protease inhibitor (PI), will therefore either enter as new study participants or will
rollover from the ongoing ATLAS trial. All participants entering on Q4W CAB LA +
RPV LA will be rolled over from the ATLAS trial.

ATLAS is a Phase III, randomized, multicenter, parallel-group, non-inferiority, open-
label study evaluating the efficacy, safety, and tolerability of switching to CAB LA +
RPV LA from current INI- NNRTI-, or PI-based antiretroviral regimen in HIV-1-infected
adults who are virologically suppressed. ATLAS participants randomized to the SOC,
“current antiretroviral” treatment arm, consisting of 2 nucleoside reverse transcriptase
inhibitors (NRTIs) plus a third agent (INI, NNRTI, or a PI), or the CAB LA + RPV LA
Q4W arm, who successfully complete Week 52 (at minimum) of ATLAS, and remain
virologically suppressed (HIV-1 RNA <50 ¢/mL), will be eligible to enter ATLAS-2M.

Eligible participants entering ATLAS-2M on oral SOC (either from ATLAS or new
participants) will be randomized (1:1) to the CAB LA + RPV LA Q4W or Q8W regimen
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beginning with 4 weeks of oral lead-in with CAB + RPV to confirm tolerability prior to
IM dosing with CAB LA and RPV LA. Eligible participants entering from ATLAS on
the CAB LA+ RPV LA Q4W regimen will be randomized (1:1) to either continue Q4W
injections or transition to Q8W injections in ATLAS-2M (without the oral lead-in).

All participants who successfully complete Week 100 of CAB LA + RPV LA treatment
in the Maintenance Phase will continue to have access to their randomized CAB LA +
RPV LA regimen in the Extension Phase until CAB LA and RPV LA are either locally
approved and commercially available, the participant no longer derives clinical benefit,
the participant meets a protocol-defined reason for discontinuation or until development
of their assigned CAB LA + RPV LA regimen is terminated.

1.2. Objectives and Endpoints

Objectives Endpoints

Primary

To demonstrate the non-inferior antiviral Proportion of participants with plasma
activity of CAB LA + RPV LA every 8 HIV-RNA greater than or equal to 50
weeks (every two months) compared to copies/mL as per Food and Drug

CAB LA + RPV LA every 4 weeks Administration (FDA) Snapshot algorithm
(monthly) over 48 weeks in suppressed at Week 48 (Intent-to-Treat Exposed [ITT-
HIV-1 infected antiretroviral therapy E] population)

(ART)-experienced participants

Secondary

To demonstrate the antiviral and Proportion of participants with plasma

immunologic activity of CAB LA + RPV HIV-1 RNA <50 ¢/mL (¢/mL) at Week 24,
LA every 8 weeks compared to CAB LA + | Week 48 and Week 96 using the FDA
RPV LA every 4 weeks Snapshot algorithm (Intent-to-Treat
Exposed [ITT-E] population)

Proportion of participants with protocol-
defined confirmed virologic failure (CVF)
through Week 24, Week 48 and Week 96

Proportion of participants with HIV-RNA
greater than or equal to 50 ¢/mL as per
FDA Snapshot algorithm at Week 24 and
Week 96

Absolute values and changes from Baseline
in viral load and CD4+ cell counts over
time including Week 48 and Week 96

19



2017N326521_02

CONFIDENTIAL

207966

Objectives

Endpoints

To evaluate the safety and tolerability of
CAB LA + RPV LA every 8 weeks
compared to CAB LA + RPV LA every 4
weeks

Incidence and severity of AEs and
laboratory abnormalities over time
including Week 24, Week 48 and Week 96

Proportion of participants who discontinue
treatment due to AEs over time including
Week 24, Week 48 and Week 96

Change from Baseline in laboratory
parameters over time including Week 48
and Week 96

To assess viral resistance in participants
experiencing protocol-defined confirmed
virologic failure

Incidence of treatment emergent genotypic
and phenotypic resistance to CAB, RPV
through Week 24, Week 48 and Week 96

To characterize CAB and RPV
concentrations and population
pharmacokinetics and identify important
determinants of variability

Plasma PK parameters for CAB LA and
RPV LA (when evaluable, Ciougn,
concentrations post dose [~Cmax], and area
under the curve [AUC])

Demographic parameters including, but not
limited to, age, sex, race, body weight,
body mass index, and relevant laboratory
parameters will be evaluated as potential
predictors of inter- and intra-participant
variability for pharmacokinetic parameters

To assess preference for CAB LA + RPV
LA every 8 weeks or CAB LA + RPV LA
every 4 weeks LA compared to oral
antiretroviral (ARV)

To assess preference for CAB LA+ RPV
LA every 8 weeks compared to CAB LA +
RPV LA every 4 weeks

Preference for CAB LA + RPV LA every 8
weeks and CAB LA + RPV LA every 4
weeks compared to oral ARV and
preference for CAB LA + RPV LA every 8
weeks compared to CAB LA + RPV LA
every 4 weeks will be assessed using a
preference questionnaire at week 48 (or
Withdrawal).

To assess patient reported health-related
quality of life, treatment satisfaction,
injection tolerability, and treatment
acceptance.

Change from Baseline (Day 1) in HRQoL
at Week 24, and Week 48 (or Withdrawal)

Change from baseline (Day 1) in total
“treatment satisfaction” score, and
individual item scores of the HIV
Treatment Satisfaction Status
Questionnaire (HIVTSQs) at Week 24, and
48, (or Withdrawal)
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Objectives Endpoints

Change in treatment satisfaction over time
using the HIV Treatment Satisfaction
Change Questionnaire HIVTSQc at Week
48 (or Withdrawal).

Change from Week 8 in Dimension scores
(“Bother of ISRs”, “Leg movement”,
“Sleep”, and “Injection Acceptance”) and
individual item scores assessing pain
during injection, anxiety before and after
injection, willingness to be injected in the
future and overall satisfaction with mode of
administration over time will be assessed
using the Perception of iNjection
questionnaire (PIN) at Weeks 8, 24, and 48
(or Withdrawal)

Change from Baseline (Day 1) in treatment
acceptance at Week 24 and Week 48 (or
Withdrawal) will be assessed using the
“General acceptance” dimension of the
Chronic Treatment Acceptance (ACCEPT)
questionnaire

1.3. Overall Design

Study 207966 (Antiretroviral Therapy as Long Acting Suppression every 2 Months-
ATLAS-2M) is a Phase III, randomized, open-label, active-controlled, multicenter,
parallel-group, non-inferiority study designed to assess the antiviral activity and safety of
CAB LA + RPV LA administered every 4 weeks compared to CAB LA + RPV LA
administered every 8 weeks in approximately 1020 adult HIV-1 infected participants.

Two groups of patients who fulfill eligibility requirements will be randomized (1:1) to
receive CAB LA + RPV LA Q4W, or CAB LA + RPV LA Q8W regimen for at least 100
weeks:

Group 1: Patients randomized from current ART SOC therapy

Patients randomized from current ART SOC therapy, including those enrolled to the
“current ART” arm of the ATLAS study following completion of the Week 52 visit (at
minimum), will begin oral therapy with CAB 30 mg + RPV 25 mg once daily at Day 1
for 28 days (3 days) to determine individual safety and tolerability prior to receiving
CAB LA + RPV LA Q4W, or CAB LA + RPV LA Q8W. For patients on SOC
transitioning from the ATLAS trial, eligibility for ATLAS-2M can be determined once
the final central lab results from ATLAS are available and safety parameters have been
reviewed.
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Group 2: Patients currently receiving CAB LA + RPV LA Q4W

Patients currently receiving CAB LA + RPV LA Q4W within ATLAS will be
randomized at Day 1 to either continue Q4W administration or transition to Q8W
administration of CAB LA + RPV LA. Eligible patients include those originally
randomized to Q4W in the Maintenance phase of ATLAS and those who transitioned
from SOC to the Q4W regimen within the Extension Phase of ATLAS. The first
injection visit for ATLAS-2M can be performed once the final central lab results from
ATLAS are available and safety parameters have been reviewed, and the ATLAS
Week 52 visit (at minimum) has been completed. Participants will continue to receive
CAB LA + RPV LA Q4W injections as scheduled within the ATLAS trial until their
eligibility for ATLAS-2M can be fully evaluated and the participant is re-randomized
(Q4W or Q8W). If determined to be ineligible for ATLAS-2M, those participants can
elect to continue participation in ATLAS or withdraw from the ATLAS study.

Participants in ATLAS-2M who successfully complete Week 100 (without meeting study
defined withdrawal criteria) will be given the option to continue to receive their
randomized treatment (CAB LA + RPV LA administered Q4W or Q8W) in the Extension
Phase until the randomized study treatment is either locally approved and commercially
available within the local sector (including through local public/government health
sectors), the participant no longer derives clinical benefit, the participant meets a
protocol-defined reason for discontinuation or until development of either CAB LA +
RPV LA Q4W and/or Q8W is terminated. Alternatively, participants can choose to
complete study participation and enter the 52-week Long-Term Follow-Up (LTFU) Phase
of the study.

Any participant who receives at least one dose of CAB LA and/or RPV LA and
discontinues the CAB LA + RPV LA regimen for any reason will enter a 52-week LTFU
Phase. Those participants must remain on suppressive highly active antiretroviral therapy
(HAART) for at least 52 weeks after the last dose of CAB LA and/or RPV LA.

In order to achieve balance across the treatment arms, randomization will be stratified by
prior CAB + RPV Exposure: 0 weeks, 1-24 weeks, >24 weeks. The primary endpoint for
the study is the proportion of participants with HIV-RNA greater than or equal to

50 ¢/mL (Virologic Failure) at Week 48 as per Food and Drug Administration (FDA)
Snapshot algorithm using the Intent-to-Treat Exposed (ITT-E) population. The
proportion of participants with plasma HIV-1 RNA <50 ¢/mL at Week 48 using the FDA
Snapshot algorithm (Missing, Switch or Discontinuation = Failure, ITT-E population) is a
key secondary endpoint comparison.

The sample size of 1020 provides 85% power to demonstrate non-inferiority in the
primary endpoint at Week 48 using a 4% margin, assuming a true 3% failure rate for
Q8W CAB LA + RPV LA and a 2% failure rate for the Q4W CAB LA + RPV LA arm
and a 2.5% one-sided alpha level (using unpooled Z test statistic).
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1.3.1. 207966 (ATLAS-2M) Study Design Schematic

ScreeningPhase ¥Maintenance Phase I Extension Phase
—l\ QAW CAB LA + RPV LA )
ATLAS QAW Arm _,,/ Q8W CAB LA + RPV LA A
CAB LA + RPV LA >
: Q4W or Q8W
ATLAS SOC Arm & 7] ko
additional sOC ._\ + RPY Q4W CAB LA+ RPV LA |
Patients: P1, E
T :'I/ Bral ek Q8W CAB LA+ RPV LA )
a?ﬁ:d n?iun T T 1 T T >
with 2 NRETI
batkbone E ,.ir ;.:Er ﬁ ﬁ ?:Er
= a& E & g

N=1020, randomized 1:1 to each arm and stratified by prior CAB + RPV Exposure

# SOC Patients not transitioning from the ATLAS study must be on uninterrupted current
regimen (either the initial or second cART regimen) for at least 6 months prior to Screening.
Documented evidence of at least two plasma HIV-1 RNA measurements <50 ¢/mL in the 12
months prior to Screening: one within the 6 to 12 month window, and one within 6 months prior
to Screening. No history of virologic failure. No evidence of viral resistance based on the
presence of any resistance-associated major INI, or NNRTI mutation (except K103N) from prior
genotype assay results. No current or prior history of etravirine use.

TOptional Extension Phase to continue randomized CAB LA + RPV LA Q4W or Q8W at Wk 100
¥Participants who withdraw from IM regimen must go into 52 week long term follow up phase if
randomized regimen is not yet locally approved and commercially available.

1.3.2. Number of Participants

The target population to be enrolled is HIV-1 infected virologically suppressed (HIV-1
RNA <50 ¢/mL) patients on stable antiretroviral therapy (ART) including participants
who have completed, at minimum, Week 52 of the ATLAS study.

It is anticipated that approximately 1020 participants will be enrolled into ATLAS-2M.
In addition to participants rolled over from the ATLAS study, additional participants on
SOC treatment will be screened to supplement enrollment such that the study can be
appropriately powered. A 15% screen failure rate, for additional patients randomized
from SOC treatment is anticipated. Participants will be enrolled from multiple countries
which may include those countries actively participating in the ATLAS study including
Australia, Argentina, Canada, France, Germany, Italy, Mexico, Russia, South Africa,
South Korea, Spain, Sweden, and the United States.

Randomization will be stratified by prior CAB + RPV exposure: 0 weeks, 1-24 weeks,
>24 weeks. A goal of this study is to enroll populations who are underrepresented in
clinical studies including approximately 25% women. To provide sufficient data to
determine whether either gender is correlated with treatment response, sites are expected
to take into account gender in their screening strategies.
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1.4. Treatment Groups and Duration

1.4.1. Screening Phase (Up to 35 days)

Informed consent must be obtained prior to any study procedures, including any
Screening assessment.

Participants will be involved in a Screening period of up to 35 days and may be re-
screened once. Participants who are randomized into the trial and subsequently
withdrawn from the study, for any reason, may not be re-screened. Participants may be
randomized as soon as all eligibility requirements have been confirmed at the site.

For participants transitioning from the ATLAS study, eligibility to transition to ATLAS-
2M at Week 52 (at the earliest) will be determined once the final central lab results from
ATLAS, following (at minimum) completion of the ATLAS Week 48 visit are available
and safety parameters have been reviewed. Separate Screening Labs will be utilized to
inform eligibility for ATLAS-2M; however, in some occasions and upon consultation
with the Medical Monitor, individual lab results and safety data from the final visit of the
ATLAS study can be considered towards informing eligibility for the ATLAS-2M study
as long as all other Screening and eligibility criteria are met.

1.4.2. Maintenance Phase (Day 1 up to Week 100)

There are two ways in which study participants may transition to the LA regimen, either
directly from oral SOC or from Q4W dosing from ATLAS.

The Table and Figure below describe the CAB LA + RPV LA dosing regimens in
ATLAS-2M based on the mode of transition.

CAB LA + RPV LA Dosing Regimens in ATLAS-2M

0 1

aoormoo uoomo oo
Q4w CAB LA: RPV LA:
Week 4b: 600 mg (Loading Dose) Week 4b: 900 mg (Loading Dose)
Week 8 & Q4W thereafter: 400 mg Week 8 & Q4W thereafter: 600 mg
Q8W CAB LA: RPV LA:

Week 4b, Week 8, & Q8W thereafter:
600 mg

Week 4b, Week 8, & Q8W thereafter:
900 mg

N A i a

0o0ooind ioodooogmon

Qoo

giomnd

gugig

Q4w

O

AB LA:
Day 1 & Q4W thereafter: 400 mg

RPV LA:
Day 1 & Q4W thereafter: 600 mg
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Q8w CAB LA: RPV LA:
Day 1 & Q8W thereafter: 600 mg Day 1 & Q8W thereafter: 900 mg

All participants entering ATLAS-2M from an oral SOC regimen will receive a 4-week oral lead-in of CAB+RPV prior to
receiving IM injections, except for ATLAS subjects transitioning from Q4W to Q8W injections. These participants
previously established safety and tolerability of CAB + RPV within the ATLAS study.

ATLAS-2M Treatment Schematic
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1.4.2.1. Patients randomized to LA dosing from current ART SOC therapy:

All participants randomized from current ART SOC therapy (including those
transitioning from SOC in ATLAS and new study participants) will begin oral therapy
with CAB 30 mg + RPV 25 mg once daily at Day 1 for 4 weeks to determine individual
safety and tolerability prior to administration of CAB LA + RPV LA. The oral lead-in
period is part of the Maintenance Phase and will therefore be included within the 48 and
96 week analyses.

The final dosing of current daily oral ART regimen should occur the day prior to
randomization to avoid overlap of treatment regimens however, if the participant takes
current ART prior to coming into the clinic, randomization and initiation of oral CAB
and RPV should continue as planned for Day 1. At the Week 4a visit, safety assessments
(including e.g., clinical chemistries) will be performed as per the Time and Events Table
to determine individual safety and tolerability prior to the initial administration of CAB
LA +RPV LA. Dosing of CAB LA + RPV LA Q4W or Q8W will initiate at the Week
4b visit once safety labs from Week 4a are available and have been reviewed.
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Subjects receiving oral SOC treatment and randomized to Q4W injections will receive
loading doses of CAB LA 600 mg + RPV LA 900 mg on Week 4b followed by
maintenance injections of CAB LA 400 mg + RPV LA 600 mg every 4 weeks thereafter.

Subjects receiving oral SOC treatment and randomized to Q8W injections will receive
doses of CAB LA 600 mg + RPV LA 900 mg on Week 4b and Week 8 followed by
identical maintenance dose injections every 8 weeks thereafter.

All injections should be planned as single injections per drug.
1.4.2.1.1. IM injections every 4 weeks (Q4W from SOC):

Week 4b visit only - CAB LA 600 mg + RPV LA 900 mg, each given as 1 X 3 mL IM
injection

Week 8 visit and Q4W thereafter - CAB LA 400 mg IM + RPV LA 600 mg IM every 4
weeks for 100 weeks, each given as 1 X 2 mL IM injection

At Week 4b, participants will return to the clinic, take the last oral dose (CAB 30 mg +
RPV 25 mg), and receive the first CAB LA (600 mg) + RPV LA (900 mg) injections
(within 2 hours of the final oral dose of CAB + RPV). The first injection visit with IM
CAB LA + RPV LA at Week 4b can be performed once central lab results are available
and safety parameters are reviewed from the Week 4a visit.

The second and third IM injections with CAB LA 400 mg and RPV LA 600 mg will be
performed at Week 8 and Week 12. There will be a -7-day dosing window for the second
and third IM injections such that the second injection occurs within the window of Week
7 and Week 8 but no later than Week 8 and the third injection occurs within the window
of Week 11 and Week 12 but no later than Week 12. Subsequent injections with CAB
LA 400 mg and RPV LA 600 mg will occur every 4 weeks (U7 days) thereafter. In
addition, starting after the Week 16 injection, the interval between injection visits will be
limited to a maximum of 5 weeks. The Medical Monitor must be contacted to discuss
individual participant case management if the length of time between injections exceeds
or is projected to exceed 5 weeks.

1.4.2.1.2. IM injections every 8 weeks (Q8W from SOC):

Week 4b visit — CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X 3 mL IM
injection

Week 8 visit- CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X 3 mL IM
injection

Week 16 visit and Q8W thereafter - CAB LA 600 mg + RPV LA 900 mg IM, every 8

weeks for 100 weeks, each given as 1 X 3 mL IM injection

At the Week 4b visit, subjects will return to the clinic, take their last oral dose (CAB
30 mg + RPV 25 mg), and receive the first CAB LA (600 mg) + RPV LA (900 mg)
injections (within 2 hours of the final oral dose of CAB + RPV). The first injection visit
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with IM CAB LA + RPV LA at Week 4b can be performed once central lab results are
available and safety parameters are reviewed from the Week 4a visit.

The second loading injection will be administered at Week 8 (CAB LA 600 mg + RPV
LA 900 mg), with subsequent injections (CAB LA 600 mg + RPV LA 900 mg) occurring
every 8 weeks thereafter. There will be a -7-day dosing window for the second and third
IM injections such that the second injection occurs within the window of Week 7 and
Week 8 but no later than Week 8 and third injection occurs within the window of Week
15 and Week 16 but no later than Week 16. Subsequent injections with CAB LA 600 mg
and RPV LA 900 mg will occur every 8 weeks (U7 days). Starting after the Week 16
injection, the interval between injection visits will be limited to a maximum of 9 weeks.
If the length of time between injections exceeds, or is projected to exceed 9 weeks, the
Medical Monitor must be contacted to discuss individual participant case management.

1.4.2.2. Participants transitioning from ATLAS and currently receiving CAB LA
+ RPV LA Q4W

Subjects receiving Q4W injections within ATLAS and randomized to receive Q4W
injections in ATLAS-2M, will continue receiving maintenance injections Q4W as
scheduled and will not require a loading dose on Day 1.

Subjects receiving Q4W injections within ATLAS and randomized to receive Q8W
injections in ATLAS-2M will receive doses of CAB LA 600 mg + RPV LA 900 mg on
Day 1 one month after their last Q4W maintenance dose in order to align with day of
study randomization. Subjects will not require an intermediate dose at Week 4 and will
receive their next Q8 W maintenance injections at Week 8 and Q8W thereafter.

Participants transitioning from the ATLAS study and on CAB LA + RPV LA Q4W
treatment will be randomized at Day 1 to either continue Q4W administration or
transition to Q8W administration of CAB LA + RPV LA. The first injection visit for the
ATLAS-2M study can be performed once the final central lab results from the ATLAS
study are available and safety parameters have been reviewed. Screening labs
determining eligibility for ATLAS-2M can be collected at Week 48 (at minimum) for
participants originally randomized to the Q4W arm within ATLAS. Screening labs for
participants who recently transitioned from SOC to Q4W injections within the ATLAS
Extension Phase may be obtained at ATLAS Week 56b (after completion of the CAB +
RPV Oral lead-in period) or at a subsequent ATLAS visit after receiving one set or a
short course of Q4W injections. The transition from the final ATLAS to ATLAS-2M
Day 1 dosing must occur 4 weeks (07 days) from the final injections received in ATLAS.

Dosing for participants transitioning from CAB LA + RPV LA Q4W in ATLAS is as
follows:

1.4.2.2.1. IM injections every 4 weeks (Q4W from ATLAS Q4W):

Starting at Day 1, all injections will continue with the maintenance dose of CAB LA
400 mg and RPV LA 600 mg administered every 4 weeks (U7 days). In addition, the
time between injection visits will be limited to a maximum of 5 weeks. The Medical
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Monitor must be contacted if the length of time between injections exceeds or is
projected to exceed 5 weeks.

1.4.2.2.2. IMinjections every 8 weeks (Q8W from ATLAS Q4W):

Participants transitioning from ATLAS and randomized to receive CAB LA + RPV LA
Q8W injections will initiate Q8W dosing at the Day 1 visit as follows:

Day 1- CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X 3 mL IM injection

Week 8 and Q8W thereafter- CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X
3 mL IM injection

The second injection will be administered at Week 8 (CAB LA 600 mg + RPV LA

900 mg, with subsequent injections (CAB LA 600 mg + RPV LA 900 mg) occurring
every 8 weeks thereafter. There will be a -7-day dosing window for the second and third
IM injections such that the second injection occurs within the window of Week 7 and
Week 8 but no later than Week 8 and third injection occurs within the window of Week
15 and Week 16 but no later than Week 16. Subsequent injections with CAB LA 600 mg
and RPV LA 900 mg will occur every 8 weeks (U7 days). Starting after the Week 16
injection, the interval between injection visits will be limited to a maximum of 9 weeks.
If the length of time between injections exceeds, or is projected to exceed 9 weeks, the
Medical Monitor must be contacted to discuss individual participant case management.

The primary study analysis will consist of data collected through the Week 48 visit. A
single repeat of HIV-1 RNA for any participant with a HIV-1 RNA 050 ¢/mL at Week 48
or Week 96 must be performed. The retest should be scheduled as soon as possible (but
no later than 4 weeks from the Week 48 or Week 96 visits, respectively) and will inform
the Week 48 or Week 96 virological endpoint, respectively.

1.4.3. Extension Phase

Participants who successfully complete 96 Weeks of CAB LA + RPV LA treatment in
the Maintenance Phase will continue to have access to their randomized treatment Q4W
or Q8W CAB LA + RPV LA in the Extension Phase until study treatment is either
locally approved and commercially available within the local sector (including through
local public/government health sectors), the participant no longer derives clinical benefit,
the participant meets a protocol-defined reason for discontinuation or until development
of either CAB LA + RPV LA Q4W and/or Q8W is terminated. For participants
randomized to Q4W arm, dosing visits will continue to occur every 4 weeks with CAB
LA 400mg and RPV LA 600 mg. For participants randomized to the Q8W arm, dosing
visits will continue to occur every 8 weeks with CAB LA 600 mg and RPV LA 900 mg.
Safety and efficacy assessments will be conducted as per the Time and Events Schedule.

Participants choosing to not enter the Extension phase can complete their study
participation at the Week 100 visit and enter into the LTFU Phase as required.

Participants who choose to continue on to the Extension Phase will need to be assessed
for eligibility and will continue on their current CAB LA + RPV LA regimen while
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eligibility is being confirmed. A single repeat of HIV-1 RNA for any participant with a
HIV-1 RNA 050 ¢/mL and <400 c¢/mL at Week 96 must be performed. The retest should
be scheduled as soon as possible (but no later than 4 weeks from the Week 96 visit).
Participants with HIV-1 RNA <50 ¢/mL upon retest are eligible to enter the Extension
Phase. Participants with HIV-1 RNA >400 c¢/mL at Week 96 are not eligible to enter the
Extension Phase, will not be allowed a repeat to determine eligibility, and will therefore
be withdrawn from the study treatment. Eligibility to enter the Extension Phase for any
participants with a retest HIV-1 RNA > 50 ¢/mL and <400 c¢/mL will require approval by
the study Medical Monitor.

Participants not eligible to enter the Extension Phase or choosing not to participate in the
Extension Phase will end their study treatment and enter the LTFU until/unless the
Follow-Up Phase is no longer required based on local approval of the assigned CAB LA
+ RPV LA regimen. Sites may be reimbursed for up to a one-month supply of
antiretroviral medication to facilitate transition to non-study ART for participants that do
not qualify for the Extension Phase.

1.4.4. Long-Term Follow-Up Phase

Any participant who receives at least one dose of CAB LA and/or RPV LA and
discontinues the CAB LA + RPV LA regimen for any reason must remain on suppressive
HAART for at least 52 weeks after the last dose of CAB LA and/or RPV LA in order to
prevent selective pressure on HIV and the potential for selection of resistant mutants.
Investigators must discuss the choice of the follow-up HAART regimen with the
Medical Monitor prior to initiating the new regimen with the participant. HAART
therapy should be initiated within 4 weeks after the last Q4W injection, or within 8
weeks after the last Q8W injection. The LTFU will begin the day of the last CAB LA
and/or RPV LA dose and continue for 52 weeks, or until the assigned CAB LA + RPV
LA regimen is locally approved and commercially available. Upon discontinuation from
the Maintenance or Extension Phase, hese participants will complete Withdrawal
assessments (see Section 5.5 ) and will then enter into the LTFU as per the Time and
Events Schedule (Section 7.1 ).

Participants will be assessed with clinic visits at months 3, 6, 9, and 12 during the
Follow-Up Phase. Female participants of child bearing potential must continue to use
adequate contraception methods (see Study Procedures Manual for list of accepted forms
of contraception) for the entire year of follow up.

In order to assure that participants have access to HAART during the LTFU, GSK may
supply HAART regionally or reimbursement will be provided as needed during this
phase. The LTFU Phase may be modified or terminated at any time during the study for
various reasons, €.g., better understanding of risks of development of resistance as CAB
and RPV exposures decline, regulatory approval and commercial availability, end of
study timings, etc.

This phase is considered study participation and participants will be followed on study
during this time. Additional withdrawal assessments are not required for participants
who do not complete the LTFU Phase.
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1.4.5. Dose Modifications:

No dose reductions, modifications, or changes in the frequency of any components of
each regimen will be allowed during the study beyond what is allowed within the
protocol or directly approved by the study Medical Monitor. Protocol waivers or
exemptions are not allowed. Therefore, adherence to the study design requirements is
essential and required for study conduct.

In exceptional circumstances, and in consultation with the Medical Monitor, Investigators
may provide oral CAB and/or RPV as a short-term “bridging” strategy for participants
who have begun CAB LA + RPV LA. Should a participant need “oral bridging”, sites
must contact the Medical Monitor for guidance on treatment strategies prior to a missed
CAB LA + RPV LA dose. Should a participant not notify the site in advance, the
Medical Monitor must be contacted for further treatment guidance.

Supplementary study conduct information not mandated to be present in this protocol is
provided in the accompanying Study Procedures Manual (SPM), which is available on
the online Study Web Portal. The SPM will provide the site personnel with
administrative and detailed technical information.

2. INTRODUCTION

Current HIV treatment guidelines recommend first-line antiretroviral (ARV) regimens
consisting of two nucleoside/nucleotide analogue reverse transcriptase inhibitors (NRTIs)
as a “backbone” combined with a third agent from the non-nucleoside reverse
transcriptase inhibitor (NNRTI), protease inhibitor (ritonavir-boosted) (PI/RTV), or
integrase strand transfer inhibitor (INSTI) classes [BHIVA, 2016; DHHS, 2016; EACS,
2017; IAS USA, 2016]. While these regimens are highly efficacious and generally well
tolerated, there is growing concern about long-term toxicities, and great interest from
patients and clinicians in unique regimens that might avoid such toxicities, and to provide
effective long-term antiretroviral therapy ART with the most streamlined and convenient
regimens possible.

The current paradigm in the treatment of Human Immunodeficiency Virus (HIV)
involves life-long therapy with multiple antiretrovirals. This dependency on medical
therapy requires additional improvements on the durability, safety and tolerability, and
convenience of all antiretroviral classes. Fixed-dose combinations (FDCs) have greatly
advanced HIV treatment by allowing simplification of dosing and reducing pill burden.
However, adherence to therapy is essential to achieve viral suppression and prevent
emergence of resistance mutations. Among regimens of comparable efficacy, physicians
and HIV-1-infected patients who receive ART rate total pill burden, dosing frequency,
and safety concerns among the greatest obstacles to achieving adherence. Drug resistant
virus eventually emerges in most patients who struggle with consistent adherence.
Different HIV treatment modalities are being developed to help improve adherence and
patient outcomes, and prevent resistance and transmission of the virus.

There is also an increasing desire to develop nucleoside reverse transcriptase inhibitor
(NRTTI)-sparing regimens for long-term treatment of HIV infection as an approach to
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avoid known NRTI-associated adverse drug reactions and long-term toxicities. In
addition, while there are no currently approved two-drug regimens to maintain
suppression, simplifying treatment has long been a goal to increase treatment compliance
and improve the quality of life for patients with HIV.

Cabotegravir (CAB) is a potent integrase inhibitor that possesses attributes that allow
formulation and delivery as a long-acting (LA) parenteral product. Rilpivirine (RPV)is a
diarylpyrimidine derivative and a potent non-nucleoside reverse transcriptase inhibitor
(NNRTTI) with in vitro activity against wild type HIV-1 and select NNRTI-resistant
mutants. RPV is a globally marketed product available as oral 25 mg tablets [Edurant
Product Information, 2015], and is also formulated as a LA product. Intramuscular
administration of a two-drug combination therapy with CAB LA plus RPV LA may offer
a better tolerability and resistance profile, as well as improved adherence and treatment
satisfaction in virologically suppressed patients.

21. Study Rationale

The overall objective of the CAB LA + RPV LA clinical development program is to
develop a highly effective, well tolerated two drug long-acting injectable regimen which
has the potential to offer improved treatment convenience, compliance and improved
quality of life for individuals with HIV compared to current standard of care. Week 96
efficacy data from study 200056 (LATTE-2) demonstrated that 94% of patients on the
CAB LA + RPV LA Q8W dosing arm and 87% of patients on the Q4W dosing arm
maintained virologic suppression (HIV-1 RNA <50 ¢/mL), with both regimens being
well tolerated. LATTE-2 results justify further evaluation of CAB LA + RPV LA dosing
regimens. Study 201585 (ATLAS) is an ongoing Phase III study conducted to establish
if human immunodeficiency virus type 1 (HIV-1) infected adult participants with current
viral suppression on a regimen with 2 nucleoside reverse transcriptase inhibitors (NRTIs)
plus a third agent, remain suppressed upon switching to CAB LA + RPV LA Q4W. The
current study, 207966 (ATLAS-2M) is designed to demonstrate the non-inferior antiviral
activity of CAB LA 600 mg + RPV LA 900 mg every 8 weeks (Q8W, every 2 months)
compared to CAB LA 400 mg + RPV LA 600 mg administered every 4 weeks (Q4W,
monthly) for 48 weeks. This study will also provide important long-term comparative
antiviral activity, safety, tolerability of these regimens through Week 96 of the
Maintenance Phase of the study. Additionally, eligible participants (HIV-1 RNA

<50 c¢/mL at Week 96) will be given an option to continue their randomized CAB LA +
RPV LA regimen (Q4W or Q8W) in the Extension Phase of the study.

2.2, Background

It is estimated that 36.7 million people are currently living with HIV/Acquired
Immunodeficiency Syndrome (AIDS) and that the worldwide epidemic continues to grow
at a rate of two million new infections and cause 1.1 million deaths per year [UNAIDS,
2016]. Chronic HIV infection in adults continues to be characterized by increased
development of resistant virus, increasing transmission of resistant virus and issues
associated with long term toxicity of ART. The current paradigm in the treatment of HIV
involves life-long therapy with multiple antiretrovirals. This dependency on medical
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therapy requires a need for continuous improvement on the durability, tolerability and
convenience of all antiretroviral classes.

A study by the Antiretroviral Therapy Cohort Collaboration [ART-CC, 2013] found that
of more than 21,000 patients in a European and North American cohort on their first
combination antiretroviral therapy (cCART) regimen (either PI or NNRTI-based), 51%
modified or interrupted their first cART regimen during a median of 28 months of
follow-up with one third of interruptions occurring within the first 6 months of starting
therapy. Forty percent of all treatment interruptions were due to the secondary side
effects or toxicities of cART, 17% were due to the desire for simplification of the
regimen and 14% were due to patient choice. These observations have led to numerous
“switch” ART studies, designed to understand the efficacy, safety, and tolerability of
switching patients from one regimen to another.

Previous studies have evaluated switches to ritonavir-boosted PI monotherapy in
virologically suppressed patients [Bierman, 2009 and Arribas, 2012]. These studies
suggest that simplifying from a three drug dual class regimen to a single boosted protease
inhibitor may be a safe and effective option for the majority of participants studied, who
have effectively maintained viral suppression. In the OLE study, virologically
suppressed (HIV-1 RNA <50 ¢/mL) HIV-1 infected participants receiving a lopinavir-
ritonavir (LPV/r) + lamivudine (3TC) or emtricitabine (FTC) based NRTI regimen
simplified to a dual regimen of LPV/r + 3TC or FTC. In a modified Intent-to-Treat (m-
ITT) analysis, dual therapy with LPV/r + 3TC demonstrated non-inferiority efficacy and
comparable safety to LPV/r + 2 NRTIs [Arribas, 2015].

The 200056 study (GlaxoSmithKline Document Number 2013N168152 05, Study
[LATTE-2]) is an ongoing Phase 2b study designed to assess the induction of virologic
suppression with CAB 30 mg daily + two NRTIs, followed by a maintenance period
where subjects are randomized (1:2:2) to continue on oral CAB 30 mg + two NRTIs or
switch to an IM injection of CAB LA + RPV LA administered Q4W or Q8W. A total of
309 participants were enrolled and treated.

During the Induction Phase there was a rapid and sustained decline in HIV-1 RNA, with
91% of participants (282/309) achieving HIV-1 RNA <50 ¢/mL through 20 weeks of
therapy. There was a single participant (with known compliance issues) with confirmed
virologic failure during the Induction period. Virologic testing revealed no treatment
emergent phenotypic or genotypic resistance in this participant.

The primary endpoint for 200056 was the Week 32 proportion of participants with HIV-1
RNA <50 ¢/mL (Snapshot, Intent-to-Treat Maintenance Exposed population [ITT-ME]).
Following virologic suppression on three drug oral therapy in the Induction Phase, 286
participants qualified to enter randomization at the Day 1 visit, and were subsequently
randomized 2:2:1 onto once every 4 weeks intramuscular (IM) injections with CAB LA +
RPV LA every 4 weeks (Q4W), once every 8 weeks (Q8W) IM injections with CAB LA
+ RPV LA or continuation of oral CAB + NRTIs, respectively. Through 32 weeks of
two-drug maintenance therapy, 95% (Q8W) and 94% (Q4 W) of participants on injectable
dosing were virologic successes, compared to 91% of participants continuing three drug
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oral CAB + NRTIs, meeting pre-specified criteria for comparability between the dosing
arms.

Week 48 was a secondary endpoint for 200056, and permitted the evaluation of the two-
drug long-acting combinations’ ability to maintain the virologic suppression
demonstrated at Week 32. At Week 48, 92% (Q8W) and 91% (Q4W) of participants
receiving injectable dosing had a sustained virologic response (HIV-1 RNA <50 ¢/mL)
compared to 89% of participants continuing oral CAB + 2 NRTIs. Week 96 efficacy data
from study 200056 (LATTE-2) demonstrated that 94% of patients on the CAB LA +
RPV LA Q8W dosing arm and 87% of patients on the Q4W dosing arm maintained
virologic suppression (HIV-1 RNA <50 ¢/mL), with both regimens being well tolerated.

At Week 48, 10 subjects met virologic nonresponse criteria (Q8W, n=8; Q4W, n=1; oral
CAB +2 NRTIs, n=1). For the Q8W IM arm, 4 subjects with virologic nonresponse at
Week 48 (HIV-1 RNA >50 ¢/mL) were re-suppressed with HIV-1 RNA <50 ¢/mL at
Week 96 without a change in therapy. Of 5 Q8W subjects with virologic nonresponse at
Week 96, two had HIV-1 RNA 050 ¢/mL at Week 96 (one of which had HIV-1 050 ¢/mL
at Week 48), one discontinued due to protocol-defined virologic failure at Week 4, one
withdrew consent due to intolerability of injections at Week 8, and one withdrew due to
investigator discretion at Week 48 while not suppressed (and subsequently confirmed as a
protocol-defined virologic failure). One of the two subjects with HIV-1 RNA >50 ¢/mL
at Week 96 remained on the study and had HIV-1 levels <50 ¢/mL at the next scheduled
visit. Through 96 weeks, no subjects in the Q4W arm failed for virologic reasons. The
Q4W subject with virologic nonresponse at Week 48 (HIV-1 RNA, 59 ¢/mL) remained
on the study beyond Week 48 and had subsequent viral re-suppression with HIV-1

<50 ¢/mL at Week 96. CAB LA + RPV LA was well tolerated through Week 96 for both
the Q8W and Q4W dosing regimens, as demonstrated by a low discontinuation rate due
to AEs, including injection site reaction (ISR) related AEs in either dosing arm, with no
significant dose-dependent trends in safety parameters. Through Week 96, the proportion
of AEs leading to withdrawal during the study Maintenance Period was low across all
arms (Q8W IM: n=2, 2%; Q4W IM: n=8, 7%; Oral CAB; n=1, 2%), with only one
additional AE leading to withdrawal since the Week 48 analysis.

Long-acting two class therapy consisting of CAB LA + RPV LA as an IM regimen has
the benefit of being a NRTI-sparing regimen for long-term treatment of HIV infection
which will avoid known NRTI-associated adverse drug reactions and long-term
toxicities. Additionally, a two-drug combination therapy with CAB LA plus RPV LA
may offer a better tolerability and resistance profile, as well as improved adherence and
treatment satisfaction in virologically suppressed participants improving the quality of
life for patients with living with HIV.

The primary objective of ATLAS-2M is to demonstrate the non-inferior antiviral activity
of CAB LA 600 mg + RPV LA 900 mg every 8 weeks (Q8W, every 2 months) compared
to CAB LA 400 mg + RPV LA 600 mg administered every 4 weeks (Q4W, monthly) for
48 weeks. ATLAS-2M will also evaluate long-term antiviral and immunologic effects,
safety and tolerability, and viral resistance of the Q8W and Q4W regimens for a
minimum of 100 weeks. In addition, ATLAS-2M will assess patient reported health-
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related quality of life, treatment satisfaction, injection tolerability, and treatment
acceptance of the Q8W and Q4 W regimens.

2.3. Benefit/Risk Assessment

Summaries of findings from both clinical and non-clinical studies conducted with oral
and CAB LA or RPV LA can be found in the Investigator’s Brochures (GlaxoSmithKline
Document Number RH2009/00003/06, 2016; RPV 1B, 2017).

The following section outlines the risk assessment and mitigation strategy for this
protocol:

2.3.1. Risk Assessment
Oral CAB and CAB LA (GSK1265744/GSK1265744 LA)

Since CAB is in clinical development and exposure in humans with or without HIV
infection is limited, the clinical safety profile in humans has yet to be fully elucidated.
The following risks have primarily been identified during routine preclinical testing
and/or from the clinical trial experience to date and are considered of potential relevance
to clinical usage in the context of this protocol. Additional information about the clinical
experience to date and possible risks associated with treatment using CAB can be found
in the Summary of Data and Guidance for the Investigator section of the IB.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Drug Induced Liver
Injury (DILI)

A small proportion of participants in the CAB
program to date (total exposure approximately
1644 to 01 April 2017) have developed
transaminitis (elevated liver transaminases
characterised by predominant alanine
aminotransferase (ALT) elevation). In most
participants, transient transaminitis was explained
by acute hepatitis C infection (majority) and other
systemic infections. In a small number of
participants, there was not an alternative
explanation, suggesting a mild form of drug
induced liver injury (DILI) without hepatic
dysfunction, which resolved upon withdrawal of
treatment with CAB.

All four participants with suspected DILI
identified in Phase 2 HIV treatment studies, were
receiving oral CAB.

Exclusion criteria as described in Section 5.2
will prohibit participants with significant liver
impairment based on screening liver chemistry
including transaminases (ALT and Aspartate
aminotransferase [AST]) as well on prior
medical history. Participants with a history of
chronic liver disease with ongoing inflammation
and/or fibrosis will have additional confirmatory
assessments to confirm suitability for entry into
the study.

A 4-week oral lead- in Phase is being
implemented in this study, where all participants
will receive oral CAB prior to the administration
of IM CAB to assess individual safety and
tolerability

Liver transaminases (ALT and AST) will be
monitored throughout this study (refer to Time &
Events Table) and the liver chemistry stopping
criteria will be adopted as described in Section
5.5.1.1 of this protocol. Participants will be
withdrawn from CAB treatment where no
compelling alternative cause is identified and
DILI is suspected.

35




2017N326521_02

CONFIDENTIAL

2019N406358_00
207966

Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

0 Participants who develop ALT >3 times the
upper limit of normal (ULN) while on study
must consult with Medical Monitor prior to
initiation or continuation of CAB LA + RPV LA.

Injection Site Reactions
(ISRs)

Clinical, experience to date has demonstrated ISRs
occur in the majority of exposed participants
treated with CAB LA but are generally mild
(Grade 1) or moderate (Grade 2) and include
events of pain, tenderness, erythema, or nodule
formation of several days duration (median
duration for individual events <1 week).

ISRs may occur more than once in an individual
participant receiving multiple injections. Although
some Grade 3 ISRs were reported, overall ISRs
have been well tolerated and have not to date been
associated with an excess of participants’
withdrawal.

None of the ISRs reported to date have been
serious.

0 Administration advice will be given to minimize
risk of poor administration technique giving rise
to injection site reactions. Advice on care,
monitoring, natural course, and treatment of
ISRs is given in study documentation

0 Advice will be given to participants on care of
injection site on day/days immediately post
administration, use of analgesia, compresses
where appropriate.

0 Participants will be closely monitored for ISRs
particularly for signs of pain, tenderness,
infections, erythema, swelling, induration, or
nodules (granulomas or cysts) throughout the
study.

0 Complications of ISRs such as infections
(abscess, cellulitis) and collections of fluid
requiring drainage will be monitored
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Significant ISRs may be photographed and
referred to a dermatologist for specialist advice.

Hypersensitivity
Reactions (HSR)

Hypersensitivity reactions have been reported as
uncommon occurrences with integrase inhibitors,
including the closely related compound
dolutegravir, and were characterized by rash,
constitutional findings, and sometimes, organ
dysfunction, including liver injury.

While there have been no clinical cases of
hypersensitivity to CAB to date, there is a
theoretical risk of systemic or severe
hypersensitivity reactions with or without hepatic
symptoms associated with use of IM CAB. The
long exposures anticipated after IM CAB injection
may complicate the management of a drug
hypersensitivity reaction, were it to occur.

The risk of developing a hypersensitivity
reaction post administration of IM CAB will be
minimized by the use of a 4-week oral lead-in of
oral CAB to determine individual safety and
tolerability prior to the introduction of IM CAB.

Clinical assessments, laboratory tests (including
liver transaminases) and vital signs will be
performed throughout this study (refer to Time
& Events Table, Section 7.1). Results from these
assessments may aid early detection of HSR.

Oral CAB will be withdrawn immediately for
cases with suspected HSR during the oral CAB
lead-in phase and would not proceed to the
injection phase. Participants in the injection
phase would not receive further injections.
During oral and IM CAB treatment, any HSR
reactions that occur would be managed
supportively.

Effects in late stage
pregnancy seen in non-
clinical studies

Non clinical data from rat pre- and postnatal (PPN)
studies have indicated reduced survival and
viability rates amongst rat pups during the first 4
days of life at the maximum tested dose of 1000
mg/kg/day (maternal exposure). NOAEL was

As a routine precaution, pregnant women are
excluded from participation in this study at this
time and females of reproductive potential (FRP)
are required to adopt highly reliable means of
contraception during participation and
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

established at the mid dose 5 mg/kg/day, the
maternal exposure at this dose calculated using
systemic exposure from non-pregnant rats is >20
fold predicted Cmax and AUC exposures for
anticipated clinical CAB LA exposures for HIV
treatment

The clinical significance in humans of these
findings is unknown.

throughout the long term follow up phase of this
study following exposure to CAB LA.

0 FRP are also required to undergo regular
pregnancy testing throughout study conduct to
enable early discontinuation of CAB LA once
pregnancy is identified.

Development of
Resistance following
discontinuation of CAB
LA

Residual concentrations of CAB would remain in
the systemic circulation of participants who stop
CAB LA treatment for prolonged periods (more
than 1 year, in some subjects, GlaxoSmithKline
Document Number 2016N269422 00) after last
injection (e.g., for tolerability issues or treatment
failure). Participants discontinuing CAB LA
regimen may be at risk for developing HIV-1
resistance to CAB many weeks after discontinuing
injectable therapy.

0 After participants stop CAB LA, Oral HAART
regimens will be prescribed within 4 weeks after
the last Q4W dose or within 8 weeks after the
last Q8W dose, and following consultation with
the medical monitor. This would be anticipated
to result in continued suppression or rapid
resuppression of HIV-1 RNA thus minimizing
the risk of emergent resistance

0 The participants in this study who discontinue
IM CAB for any reason will be monitored for a
minimum of 52 weeks from the time of the last
IM CAB injection.
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Mitigation Strategy

Drug-Drug Interactions
(DDIs)

For a complete listing of permitted and prohibited
concurrent medications for CAB and CAB LA,
refer to Section 6.13

CAB and CAB LA should not be co-administered
with the following medicinal products, as
significant decreases in CAB plasma
concentrations may occur (due to UGT enzyme

induction), which may result in loss of therapeutic
effect of CAB.

- the anticonvulsants carbamazepine,
oxcarbazepine, phenobarbital, phenytoin

- the antimycobacterials rifampicin, rifapentine,
rifabutin

- St John’s wort (Hypericum perforatum)

Oral CAB administration only: Antacid products
containing divalent cations (e.g., aluminum,
calcium, and magnesium) must be taken at least 2
hours before or at least 4 hours after CAB.

Participants discontinuing a LA regimen may be at
risk for developing DDIs many weeks after
discontinuing injectable therapy.

0 All participants will be informed of prohibited
medications throughout the study and updates
provided as needed via the informed consent.
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Summary of Data/Rationale for Risk

Mitigation Strategy

Inadvertent As with any intramuscular injection, it is possible [ Training will be provided to all sites on proper
Intravenous Injection that CAB LA can be inadvertently administered injection technique.
(Accidental intravenously instead of intramuscularly possibly
Maladministration) resulting in higher than expected concentrations of 0 Should IM maladministration be suspected at
CAB shortly after injection and lower any time (e.g. suspected under or overdose or
concentrations thereafter. This could be due to inadvertent IV dosing), a post dose
administrator error, improper injection technique electrocardiogram (ECG), vital signs, or any
and / or improper needle length used based on other supportive testing may be obtained at the
body type. discretion of the investigator, and the medical
monitor will be notified.
The clinical consequences of overdoge with CAB 0 Laboratory samples for safety parameters and
LA are currently unknown. HIV-1 viral HIV-1 RNA will be closely monitored in all
suppression may not be effective following participants. Additionally, 2 hour post dose PK
accidental maladministration. samples will be obtained at a few early
timepoints for determination of CAB
concentration and possible pharmacokinetic
correlation with safety parameters such as ECG
changes and virologic response. Additionally,
an unscheduled PK sample may be drawn
approximately 2 hours post dosing for future
evaluation of CAB concentrations.
ORAL RPV

For safety and risk mitigation for oral RPV refer to the RPV local prescribing information [Edurant Product Information, 2015].
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Information about the clinical experience to date and possible risks associated with treatment using RPV LA can be found in the Summary
of Data and Guidance for the Investigator section of the IB. Beyond what has already been identified with oral RPV, no new systemic
adverse reactions to RPV LA (same active moiety) have been observed. The following risks are considered to be of specific clinical
relevance in the context of IM use.

Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Injection Site Reactions

Clinical, experience to date has demonstrated ISRs
occur in the majority of exposed participants
treated with RPV LA but are generally mild
(Grade 1) or moderate (Grade 2) and include
events of pain, tenderness, erythema, or nodule
formation of several days duration (median
duration for individual events <1 week). ISRs
may occur more than once in an individual
participant receiving multiple injections. Although
some Grade 3 ISRs were reported, overall ISRs
have been well tolerated and have not to date been
associated with an excess of participants’
withdrawal due to ISRs.

None of the ISRs was serious and no clinical
significant complications were reported

0 Administration advice to minimize risk of poor
administration technique giving rise to injection
site reactions. Advice on care, monitoring,
natural course, and treatment of ISRs given in
study documentation.

0 Advice to participants on care of injection site on
day/days immediately post administration, use of
analgesia, compresses where appropriate.

0 Participants will be closely monitored for ISRs
particularly for signs of pain, tenderness,
infections, erythema, swelling, induration, or
nodules (granulomas or cysts) throughout the
study.

0 Complications of ISRs such as infections
(abscess, cellulitis) and collections of fluid
requiring drainage will be monitored

0 Significant ISRs may be photographed and
referred to a dermatologist for specialist advice.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Rash

Some observations of rash with oral RPV have
been reported in clinical studies executed to date
(the majority are Grade 1 or 2).

Severe skin and hypersensitivity reactions have
been reported during the postmarketing
experience, including cases of Drug Reaction with
Eosinophilia and Systemic Symptoms (DRESS),
with oral RPV containing regimens. While some
skin reactions were accompanied by constitutional
symptoms such as fever, other skin reactions were
associated with organ dysfunctions, including
elevations in hepatic serum biochemistries.

In this study, RPV LA administration will be
preceded by an oral RPV lead in to evaluate
safety and tolerability in individual participants.

Participants with a Grade 1 or 2 rash will be
allowed to continue treatment or to be
rechallenged, depending on the clinical judgment
of the investigator.

All participants experiencing a Grade 3 or 4 rash
should discontinue their ARV medication (study
medication and background regimen) and be
withdrawn from the study.

All rash events should be assessed with special
attention to systemic symptoms, laboratory
abnormalities, or mucosal involvement. Close
clinical follow-up, including follow-up of
laboratory abnormalities, and appropriate
medical intervention, including referral to
dermatologist as appropriate, should be instituted
for these events; daily follow-up is
recommended for 5 days from the onset of the
event to monitor for progression of the event.
See Section 7.4.5.13 for additional guidance on
management of rash events.
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Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Development of
Resistance

Residual concentrations of RPV LA can remain in
the systemic circulation of participants who
stopped treatment (e.g., for tolerability issues or
treatment failure) for prolonged periods (months to
more than a year, in some subjects, McGowan,
2016).

Participants discontinuing a LA regimen may be at
risk for developing resistance to RPV many weeks
after discontinuing injectable therapy.

0 After participants stop RPV LA, Oral HAART
regimens will be prescribed within 4 weeks after
the last Q4W dose or within 8 weeks after the
last Q8W dose, and following consultation with
the medical monitor. This would be anticipated
to result in rapid resuppression of HIV-1 RNA
thus minimizing the risk of emergent resistance

J  The Sponsor will continue to monitor
participants in this study who discontinue a LA
regimen for any reason for a minimum of 52
weeks from the time of the last LA
administration.

Drug-Drug Interactions
(DDIs)

For a complete listing of permitted and prohibited
concurrent medications for RPV and RPV LA,
refer to Section 6.13

RPV LA should not be co-administered with the
following medicinal products, as significant
decreases in RPV plasma concentrations may
occur (due to CYP3A enzyme induction), which
may result in loss of therapeutic effect of RPV LA.

- the anticonvulsants carbamazepine,
oxcarbazepine, phenobarbital, phenytoin

0 All participants will be informed of prohibited
medications throughout the study and updates
provided as needed via informed consent.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

- the antimycobacterials rifampicin, rifapentine,
rifabutin

- the glucocorticoid systemic dexamethasone,
except as a single dose treatment

- St John’s wort (Hypericum perforatum).

Of note, evidence to date indicates that clinically
relevant DDIs with RPV LA and other
antiretrovirals are unlikely to occur.

Oral RPV administration only:

- Antacid products containing divalent cations
(e.g., aluminum, calcium, and magnesium)
must be taken at least 2 hours before or at least
4 hours after RPV.

- H2-antagonists must be taken at least 12 hours
before or at least 4 hours after taking RPV.

- RPV should not be co-administered with
proton pump inhibitors, such as esomeprazole,
lansoprazole, omeprazole, pantoprazole,
rabeprazole;
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Participants discontinuing a LA regimen may be at
risk for developing DDIs many weeks after
discontinuing injectable therapy.

Inadvertent
Intravenous Injection
(Accidental
Maladministration)

As with any intramuscular injection, it is possible
that RPV LA can be inadvertently administered
intravenously instead of intramuscularly possibly
resulting in higher than expected concentrations of
RPV shortly after injection and lower
concentrations thereafter. This could be due to
administrator error, improper injection technique
and / or improper needle length used based on
body type.

In addition, HIV-1 viral suppression may not be
effective following accidental intravenous
maladministration.

0 Training will be provided to all sites on proper
injection technique.

0  Should IM maladministration be suspected at
any time (e.g., suspected under or overdose or
inadvertent IV dosing), post dose ECG
monitoring and vital signs or any other
supportive testing may be obtained at the
discretion of the investigator, and the medical
monitor notified

[ Laboratory samples for safety parameters and
HIV-1 RNA will be closely monitored in all
participants. Additionally, 2-hour post dose PK
samples will be obtained at a few early
timepoints for determination of RPV
concentration and possible pharmacokinetic
correlation with safety parameters such as ECG
changes and virologic response. Additionally, an
unscheduled PK sample may be drawn
approximately 2 hours post dosing for future
evaluation of RPV concentrations.
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Summary of Data/Rationale for Risk

Mitigation Strategy

Other Study Related Risks

Venipuncture Participants will be required to have blood samples 0 Trained personnel will perform venipuncture
taken. Risk of bruising, and rarely, infection

Risks of ECG pad Participants will be required to have ECG tracings 0 ECGs will be conducted by appropriately trained

removal recorded periodically throughout the study personnel and effort made to minimize contact

Some discomfort and rash may occur where the
ECG pads are removed.

time for application of the pads.

Risk of Treatment Failure

This study employs a novel 2 drug LA ART
maintenance regimen for the treatment of HIV-1
infection that remains experimental. Both IM
CAB and RPV have demonstrated antiviral
activity in large clinical studies and the two drug
combination has demonstrated sustained antiviral
activity in studies, LAI116482 and 200056,
however the efficacy of Q8W v Q4W dosing
remains under evaluation.

Doses of the CAB LA and RPV LA have been
selected to achieve exposures that are expected to
maintain virologic efficacy on the basis of
available data with the oral and LA formulations.

0 Viral loads and CD4+ cell counts will be closely
monitored throughout the study (maintenance
and extension phases), allowing for early
detection of failing treatment. Where confirmed
virological failure occurs, participants would be
discontinued from study drugs and transferred to
an oral HAART regimen.

0 Plasma samples will be collected throughout the
Maintenance Phase for determination of CAB
and RPV concentration and possible
pharmacokinetic correlation with virologic
response.
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Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Due to administration error, it is possible that a
participant could receive an inadequate dose of
CAB LA or RPV LA. Sub-therapeutic
concentrations of either CAB LA or RPV LA
could lead to virologic failure and possibly the
development of viral resistance.
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2311, Other Clinically Relevant Information

Additional details concerning safety observations from clinical studies and for which a
causal association has not been established or which are of minimal clinical significance
may be found in the Investigator’s Brochures (GlaxoSmithKline Document Number
RH2009/00003/06 [CAB IB], RPV 1B, 2017).

Adverse Events of Special Interest:

Seizure

Three cases of seizures have occurred in the cabotegravir programme cumulatively
through 15 May 2016. Two of the cases occurred in HIV uninfected subjects with a prior
history of seizure and one case involved a subject in study 200056 with circumstantial
and anecdotal evidence of illicit drug use. Overall, there is not convincing evidence that
cabotegravir exposure may be causally associated with seizure or with reduction of
seizure threshold, due to the low frequency of reports, the confounders present in the
cases received to date and lack of any pre-clinical signal or identified plausible
mechanism. However, seizure and seizure-like events are considered as AEs of special
interest for close monitoring in future studies. Subjects with an unstable or poorly
controlled seizure disorder will be excluded from study participation. All cases of prior
seizure history should be discussed with the Medical Monitor prior to enrolment.

2.3.2. Benefit Assessment

The antiviral activity against HIV-1 of CAB has been well established through Phase 2a
and Phase 2b studies. RPV is an established antiviral agent against HIV-1 in treatment

naive patients, with long term durability (>96 weeks in Phase 3 and >240 weeks in Phase
1Ib).

Participants receiving CAB LA + RPV LA are anticipated to benefit from maintenance of
virological suppression using LA agents. Participants randomized to receive CAB LA+
RPV LA Q4W or Q8W weekly dosing will not need to take concomitant daily oral
therapy. Adherence in these participants is expected to be improved and will be directly
observed during IM injections. Efficacy of this two-drug regimen, as IM agents, has been
demonstrated through Week 96 of the ongoing 200056 study. The reduction in ART, and
the discontinuation of NRTIs, may offer long term safety and tolerability benefits in these
participants.

2.3.3. Overall Benefit:Risk Conclusion

Taking into account the measures taken to minimize risk to participants participating in
this study, the potential risks identified in association with CAB LA and RPV LA Q4W
and Q8W regimens, and the study as a whole are justified by the anticipated benefits that
may be afforded to treatment-experienced patients with HIV-1 infection.
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3. OBJECTIVES AND ENDPOINTS
Objectives Endpoints
Primary

To demonstrate the non-inferior antiviral
activity of CAB LA + RPV LA every 8
weeks (every two months) compared to
CAB LA + RPV LA every 4 weeks
(monthly) over 48 weeks in suppressed
HIV-1 infected antiretroviral therapy
(ART)-experienced participants

Proportion of participants with plasma
HIV-RNA greater than or equal to

50 copies/mL as per Food and Drug
Administration (FDA) Snapshot algorithm
at Week 48 (Intent-to-Treat Exposed [ITT-
E] population)

Secondary

To demonstrate the antiviral and
immunologic activity of CAB LA + RPV
LA every 8 weeks compared to CAB LA +
RPV LA every 4 weeks

Proportion of participants with plasma
HIV-1 RNA <50 ¢/mL (¢/mL) at Week 24,
Week 48 and Week 96 using the FDA
Snapshot algorithm (Intent-to-Treat
Exposed [ITT-E] population)

Proportion of participants with protocol-
defined confirmed virologic failure (CVF)
through Week 24, Week 48 and Week 96

Proportion of participants with HIV-RNA
greater than or equal to 50 ¢/mL as per
FDA Snapshot algorithm at Week 24, and
Week 96

Absolute values and changes from Baseline
in viral load and CD4+ cell counts over
time including Week 48 and Week 96

To evaluate the safety and tolerability of
CAB LA + RPV LA every 8 weeks
compared to CAB LA + RPV LA every 4
weeks

Incidence and severity of AEs and
laboratory abnormalities over time
including Week 24, Week 48 and Week 96

Proportion of participants who discontinue
treatment due to AEs over time including
Week 24, Week 48 and Week 96

Change from Baseline in laboratory
parameters over time including Week 48
and Week 96
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Objectives

Endpoints

To assess viral resistance in participants
experiencing protocol-defined confirmed
virologic failure

Incidence of treatment emergent genotypic
and phenotypic resistance to CAB, RPV
through Week 24, Week 48 and Week 96

To characterize CAB and RPV
concentrations and population
pharmacokinetics and identify important
determinants of variability

Plasma PK parameters for CAB LA and
RPV LA (when evaluable, Ciough,
concentrations post dose [~Cmax], and area
under the curve [AUC])

Demographic parameters including, but not
limited to, age, sex, race, body weight,
body mass index, and relevant laboratory
parameters will be evaluated as potential
predictors of inter- and intra-participant
variability for pharmacokinetic parameters

To assess preference for CAB LA + RPV
LA every 8 weeks or CAB LA + RPV LA
every 4 weeks LA compared to oral
antiretroviral (ARV)

To assess preference for CAB LA+ RPV
LA every 8 weeks compared to CAB LA +
RPV LA every 4 weeks

Preference for CAB LA + RPV LA every 8
weeks or CAB LA + RPV LA every 4
weeks compared to oral ARV and
preference for CAB LA + RPV LA every 8
weeks compared to CAB LA + RPV LA
every 4 weeks will be assessed using a
preference questionnaire at week 48 (or
Withdrawal).

To assess patient reported health-related
quality of life, treatment satisfaction,
injection tolerability, and treatment
acceptance.

Change from Baseline (Day 1) in HRQoL
at Week 24, and Week 48 (or Withdrawal)

Change from baseline (Day 1) in total
“treatment satisfaction” score, and
individual item scores of the HIV
Treatment Satisfaction Status
Questionnaire (HIVTSQs) at Week 24, and
48, (or Withdrawal)

Change in treatment satisfaction over time
using the HIV Treatment Satisfaction
Change Questionnaire HIVTSQc at Week
48 (or Withdrawal).

Change from Week 8 in Dimension scores
(“Bother of ISRs”, “Leg movement”,
“Sleep”, and “Injection Acceptance”) and
individual item scores assessing pain
during injection, anxiety before and after
injection, willingness to be injected in the
future and overall satisfaction with mode of
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Objectives

Endpoints

administration over time will be assessed
using the Perception of iNjection
questionnaire (PIN) at Weeks 8, 24, and 48
(or Withdrawal)

Change from Baseline (Day 1) in treatment
acceptance at Week 24 and Week 48 (or
Withdrawal) will be assessed using the
“General acceptance” dimension of the
Chronic Treatment Acceptance (ACCEPT)
questionnaire

Exploratory

To evaluate the antiviral and immunologic
effects, safety and tolerability, and viral
resistance of CAB LA + RPV LA for all
participants in the Extension Phase.

Proportion of participants with plasma
HIV-1 RNA <50 ¢/mL over time

Proportion of participants with confirmed
virologic failure over time

Incidence of treatment emergent genotypic
and phenotypic resistance to CAB and
RPV in over time

Incidence and severity of AEs and
laboratory abnormalities over time

Proportion of participants who discontinue
treatment due to AEs over time

Absolute values and changes in laboratory
parameters over time

Incidence of disease progression (HIV-
associated conditions, acquired
immunodeficiency syndrome [AIDS] and
death)

To explore the effect of patient
characteristics on virologic and
immunologic responses to CAB LA+ RPV
LA every 8 weeks compared to CAB LA +
RPV LA every 4 weeks

Proportion of participants by patient
subgroup(s) (e.g., by age, gender, BMI,
race, HIV-1 subtype, Baseline CD4+, type
of oral treatment [NNRTI, PI, or INSTI],
duration prior CAB LA and RPV LA
exposure [0 weeks, 1-24 weeks, > 24
weeks]) with HIV-RNA greater than or
equal to 50 ¢/mL, and with protocol-
defined confirmed virologic failure over
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Objectives

Endpoints

time including Week 48 and Week 96
using the Snapshot algorithm for the ITT-E
population

Change from Baseline in CD4+ cell counts
by subgroups at Week 48 and Week 96

To explore relationship(s) between plasma
concentrations of CAB and RPV and
pharmacodynamic endpoints.

Relationship between plasma CAB and
RPV concentrations and virologic,
immunologic responses, and/or occurrence
of adverse events [AEs] over time.

To assess reason for switching using a
single question.

To assess reason for continuation using a
single question

For patients randomized from oral SOC,
the reasons for willingness to switch ART
at baseline (Day 1) will be assessed

For patients randomized from CAB LA +
RPV LA every 4 weeks in ATLAS, the
reasons for willingness to continue long-
acting ART at baseline (Day 1) will be
assessed

4. STUDY DESIGN

4.1. Overall Design

Study 207966 (Antiretroviral Therapy as Long Acting Suppression every 2 Months-
ATLAS-2M) is a Phase III, randomized, open-label, active-controlled, multicenter,
parallel-group, non-inferiority study designed to assess the antiviral activity and safety of
CAB LA + RPV LA administered every 4 weeks compared CAB LA + RPV LA
administered every 8 weeks in approximately 1020adult HIV-1 infected patients.

Two groups of patients who fulfill eligibility requirements will be randomized (1:1) at
Day 1 to receive CAB LA + RPV LA Q4W, or CAB LA + RPV LA Q8W regimen for at

least 100 weeks:

Group 1: Patients randomized from current ART Standard of Care (SOC) therapy

Patients randomized from current ART SOC therapy, including those enrolled to the
“current ART” arm of the ATLAS study following completion of the Week 52 visit (at
minimum), will begin oral therapy with CAB 30 mg + RPV 25 mg once daily at Day 1
for 28 days (3 days) to determine individual safety and tolerability prior to receiving
CAB LA + RPV LA Q4W, or CAB LA + RPV LA Q8W. For patients on SOC
transitioning from the ATLAS trial, eligibility for ATLAS-2M can be determined once
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the final central lab results from ATLAS are available and safety parameters have been
reviewed.

Group 2: Patients currently receiving CAB LA + RPV LA Q4W

At Day 1, patients entering ATLAS-2M from ATLAS and currently receiving CAB LA +
RPV LA Q4W (including both those who were originally randomized to Q4W in the
Maintenance phase of ATLAS and those who transitioned from SOC to the Q4W
regimen within the Extension Phase of ATLAS) will be randomized 1:1 to either
continue Q4W administration or transition to Q8W administration of CAB LA + RPV
LA. The first injection visit for ATLAS-2M can be performed once the final central lab
results from ATLAS are available and safety parameters have been reviewed, and the
ATLAS Week 52 visit (at minimum) has been completed. Participants will continue to
receive CAB LA + RPV LA Q4W injections as scheduled within the ATLAS trial until
their eligibility for ATLAS-2M can be fully evaluated and the participant is re-
randomized (Q4W or Q8W). If determined to be ineligible for ATLAS-2M, those
participants can elect to continue participation in ATLAS or withdraw from the ATLAS
study.

Participants in ATLAS-2M who successfully complete Week 100 (without meeting study
defined withdrawal criteria) will be given the option to continue to receive their
randomized treatment (CAB LA + RPV LA administered Q4W or Q8W) in the Extension
Phase until the randomized study treatment is either locally approved and commercially
available within the local sector (including through local public/government health
sectors), the participant no longer derives clinical benefit, the participant meets a
protocol-defined reason for discontinuation or until development of either CAB LA +
RPV LA Q4W and/or Q8W is terminated. Alternatively, participants can choose to
complete study participation and enter the 52-week LTFU Phase of the study.

Any participant who receives at least one dose of CAB LA and/or RPV LA and
discontinues the CAB LA + RPV LA regimen for any reason will enter a 52-week LTFU
Phase. Those participants must remain on suppressive highly active antiretroviral therapy
(HAART) for at least 52 weeks after the last dose of CAB LA and/or RPV LA.

In order to achieve balance across the treatment arms, randomization will be stratified by
prior CAB + RPV Exposure: 0 weeks, 1-24 weeks, >24 weeks. The primary endpoint for
the study is the proportion of participants with HIV-RNA greater than or equal to

50 ¢/mL (Virologic Failure) at Week 48 as per Food and Drug Administration (FDA)
Snapshot algorithm using the Intent-to-Treat Exposed (ITT-E) population. The
proportion of participants with plasma HIV-1 RNA <50 c¢/mL at Week 48 using the FDA
Snapshot algorithm (Missing, Switch or Discontinuation = Failure, ITT-E population) is a
key secondary endpoint comparison.

The sample size of 1020 provides 85% power to demonstrate non-inferiority in the
primary endpoint at Week 48 using a 4% margin, assuming a true 3% failure rate for
Q8W CAB LA + RPV LA and a 2% failure rate for the Q4W CAB LA + RPV LA arm
and a 2.5% one-sided alpha level.
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Figure 1 207966 (ATLAS-2M) Study Design Schematic
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N=1020, randomized 1:1 to each arm and stratified by prior CAB + RPV Exposure

# SOC Patients not transitioning from the ATLAS study must be on uninterrupted current regimen
(either the initial or second cART regimen) for at least 6 months prior to Screening. Documented
evidence of at least two plasma HIV-1 RNA measurements <50 ¢/mL in the 12 months prior to
Screening: one within the 6 to 12 month window, and one within 6 months prior to Screening. No
history of virologic failure. No evidence of viral resistance based on the presence of any
resistance-associated major INI, or NNRTI mutation (except K103N) from prior genotype assay
results. No current or prior history of etravirine use.

1Optional Extension Phase to continue randomized CAB LA + RPV LA Q4W or Q8W at Wk 100
¥Participants who withdraw from IM regimen must go into 52 week long term follow up phase if
randomized regimen is not yet locally approved and commercially available.

4.2. Treatment Groups and Duration
4.2.1. Screening Phase (Up to 35 days)

Informed consent must be obtained prior to any study procedures, including any
Screening assessment.

Participants will be involved in a Screening period of up to 35 days and may be re-
screened once. Participants who are randomized into the trial and subsequently
withdrawn from the study, for any reason, may not be re-screened. Participants may be
randomized as soon as all eligibility requirements have been confirmed at the site.

For participants transitioning from the ATLAS study, eligibility to transition to ATLAS-
2M at Week 52 (at the earliest) will be determined once the final central lab results from
ATLAS, following (at minimum) completion of the ATLAS Week 48 visit are available
and safety parameters have been reviewed. Separate Screening Labs will be utilized to
inform eligibility for ATLAS-2M; however, in some occasions and upon consultation
with the Medical Monitor, individual lab results and safety data from the final visit of the
ATLAS study can be considered towards informing eligibility for the ATLAS-2M study
as long as all other Screening and eligibility criteria are met.
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4.2.2. Maintenance Phase (Day 1 up to Week 100)

There are two ways in which study participants may transition to the LA regimen, either
directly from oral SOC or from Q4W dosing from ATLAS.

Table 1 and Figure 2 describe the CAB LA + RPV LA dosing regimens in ATLAS-2M
based on the mode of transition.

2019N406358_00

Table 1

CAB LA + RPV LA Dosing Regimens in ATLAS-2M

OO0IO00oiNino0gmoaogmo didigngiuoonionrooinnggon

0o0Iooo 0oomo 0oomo
Q4w CAB LA: RPV LA:
Week 4b: 600 mg (Loading Dose) Week 4b: 900 mg (Loading Dose)
Week 8 & Q4W thereafter: 400 mg Week 8 & Q4W thereafter: 600 mg
Q8W CAB LA: RPV LA:
Week 4b, Week 8, & Q8W thereafter: Week 4b, Week 8, & Q8W thereafter:
600 mg 900 mg
1 A
000Iaoo 0o0mo 000mo
Q4w CAB LA: RPV LA:
Day 1 & Q4W thereafter: 400 mg Day 1 & Q4W thereafter: 600 mg
Q8W CAB LA: RPV LA:
Day 1 & Q8W thereafter: 600 mg Day 1 & Q8W thereafter: 900 mg

All participants entering ATLAS-2M from an oral SOC regimen will receive a 4-week oral lead-in of CAB+RPV prior to
receiving IM injections, except for ATLAS subjects transitioning from Q4W to Q8W injections. These participants
previously established safety and tolerability of CAB + RPV within the ATLAS study.
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Figure 2 ATLAS-2M Treatment Schematic
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4.2.21. Patients randomized to LA dosing from current ART SOC therapy:

All participants randomized from current ART SOC therapy (including those
transitioning from SOC in ATLAS and new study participants) will begin oral therapy
with CAB 30 mg + RPV 25 mg once daily at Day 1 for 4 weeks to determine individual
safety and tolerability prior to administration of CAB LA + RPV LA. The oral lead-in
period is part of the Maintenance Phase and will therefore be included within the 48 and
96 week analyses.

The final dosing of current daily oral ART regimen should occur the day prior to
randomization to avoid overlap of treatment regimens however, if the participant takes
current ART prior to coming into the clinic, randomization and initiation of oral CAB
and RPV should continue as planned for Day 1. At the Week 4a visit, safety assessments
(including e.g., clinical chemistries) will be performed as per the Time and Events Table
to determine individual safety and tolerability prior to the initial administration of CAB
LA + RPV LA. Dosing of CAB LA + RPV LA Q4W or Q8W will initiate at the Week
4b visit once safety labs from Week 4a are available and have been reviewed.

Subjects receiving oral SOC treatment and randomized to Q4W injections will receive
loading doses of CAB LA 600 mg + RPV LA 900 mg on Week 4b followed by
maintenance injections of CAB LA 400 mg + RPV LA 600 mg every 4 weeks thereafter.

Subjects receiving oral SOC treatment and randomized to Q8W injections will receive
doses of CAB LA 600 mg + RPV LA 900 mg on Week 4b and Week 8 followed by
identical maintenance dose injections every 8 weeks thereafter.
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All injections should be planned as single injections per drug.
4.2.2.1.1. IMinjections every 4 weeks (Q4W from SOC):

Week 4b visit only - CAB LA 600 mg + RPV LA 900 mg, each given as 1 X 3 mL IM
injection

Week 8 visit and Q4W thereafter - CAB LA 400 mg IM + RPV LA 600 mg IM every
4 weeks for 100 weeks, each given as 1 X 2 mL IM injection

At Week 4b, participants will return to the clinic, take the last oral dose (CAB 30 mg +
RPV 25 mg), and receive the first CAB LA (600 mg) + RPV LA (900 mg) injections
(within 2 hours of the final oral dose of CAB + RPV). The first injections with IM CAB
LA + RPV LA at Week 4b can be performed once central lab results are available and
safety parameters are reviewed from the Week 4a visit.

The second and third IM injections with CAB LA 400 mg and RPV LA 600 mg will be
performed at Week 8 and Week 12. There will be a -7-day dosing window for the second
and third IM injections such that the second injection occurs within the window of

Week 7 and Week 8 but no later than Week 8 and the third injection occurs within the
window of Week 11 and Week 12 but no later than Week 12. Subsequent injections with
CAB LA 400 mg and RPV LA 600 mg will occur every 4 weeks (U7 days) thereafter. In
addition, starting after the Week 16 injection, the interval between injection visits will be
limited to a maximum of 5 weeks. The Medical Monitor must be contacted to discuss
individual participant case management if the length of time between injections exceeds
or is projected to exceed 5 weeks.

4.2.2.1.2. IMinjections every 8 weeks (Q8W from SOC):

Week 4b visit — CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X 3 mL IM
injection

Week 8 visit- CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X 3 mL IM
injection

Week 16 visit and Q8W thereafter - CAB LA 600 mg + RPV LA 900 mg IM, every 8
weeks for 100 weeks, each given as 1 X 3 mL IM injection

At the Week 4b visit, subjects will return to the clinic, take their last oral dose (CAB

30 mg + RPV 25 mg), and receive the first CAB LA (600 mg) + RPV LA (900 mg)
injections (within 2 hours of the final oral dose of CAB + RPV). The first injections with
IM CAB LA + RPV LA at Week 4b can be performed once central lab results are
available and safety parameters are reviewed from the Week 4a visit.

The second loading injection will be administered at Week 8 (CAB LA 600 mg + RPV
LA 900 mg, with subsequent injections (CAB LA 600 mg + RPV LA 900 mg) occurring
every 8 weeks thereafter. There will be a -7-day dosing window for the second and third
IM injections such that the second injection occurs within the window of Week 7 and
Week 8 but no later than Week 8 and third injection occurs within the window of Week

57



2017N326521_02 CONFIDENTIAL 2019N406358_00
207966

15 and Week 16 but no later than Week 16. Subsequent injections with CAB LA 600 mg
and RPV LA 900 mg will occur every 8 weeks (U7 days). Starting after the Week 16
injection, the interval between injection visits will be limited to a maximum of 9 weeks.
If the length of time between injections exceeds, or is projected to exceed 9 weeks, the
Medical Monitor must be contacted to discuss individual participant case management.

4.2.2.2. Participants transitioning from ATLAS and currently receiving CAB LA
+ RPV LA Q4W

Subjects receiving Q4W injections within ATLAS and randomized to receive Q4W
injections in Study 207966 will continue receiving maintenance injections Q4W as
scheduled and will not require a loading dose on Day 1.

Subjects receiving Q4W injections within ATLAS and randomized to receive Q8W
injections in Study 207966 will receive doses of CAB LA 600 mg + RPV LA 900 mg on
Day 1, one month after their last Q4W maintenance dose, in order to align with Day 1 of
study randomization. Subjects will not require an intermediate dose at Week 4 and will
receive their next Q8W maintenance injections at Week 8 and Q8W thereafter.

Participants transitioning from the ATLAS study and on CAB LA + RPV LA Q4W
treatment will be randomized at Day 1 to either continue Q4W administration or
transition to Q8W administration of CAB LA + RPV LA. The first injection visit for the
ATLAS-2M study can be performed once the final central lab results from the ATLAS
study are available and safety parameters have been reviewed. Screening labs
determining eligibility for ATLAS-2M can be collected at Week 48 (at minimum) for
participants originally randomized to the Q4W arm within ATLAS. Screening labs for
participants who transitioned from SOC to Q4W injections within the ATLAS Extension
Phase may be obtained at ATLAS Week 56b (following the CAB + RPV Oral lead-in
period) or at subsequent ATLAS visits after receiving one set or a short course of Q4W
injections. The transition from the final ATLAS to ATLAS-2M Day 1 dosing must occur
4 weeks (07 days) from the final injections received in ATLAS

Dosing for participants transitioning from CAB LA + RPV LA Q4W in ATLAS is as
follows:

4.2.2.2.1. IMinjections every 4 weeks (Q4W from ATLAS Q4W):

Starting at Day 1, all injections will continue with maintenance doses of CAB LA 400 mg
and RPV LA 600 mg administered every 4 weeks (U7 days). In addition, the time
between injection visits will be limited to a maximum of 5 weeks. The Medical Monitor
must be contacted if the length of time between injections exceeds or is projected to
exceed 5 weeks.

4.2.2.2.2. 1M injections every 8 weeks (Q8W from ATLAS Q4W):

Participants transitioning from ATLAS and randomized to receive CAB LA + RPV LA
Q8W injections will initiate Q8W dosing at the Day 1 visit as follows:

Day 1- CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X 3 mL IM injection
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Week 8 and Q8W thereafter- CAB LA 600 mg + RPV LA 900 mg IM, each given as 1 X
3 mL IM injection

The second loading injection will be administered at Week 8 (CAB LA 600 mg + RPV
LA 900 mg), with subsequent injections (CAB LA 600 mg + RPV LA 900 mg) occurring
every 8 weeks thereafter. There will be a -7-day dosing window for the second and third
IM injections such that the second injection occurs within the window of Week 7 and
Week 8 but no later than Week 8 and third injection occurs within the window of

Week 15 and Week 16 but no later than Week 16. Subsequent injections with CAB LA
600 mg and RPV LA 900 mg will occur every 8 weeks (U7 days). Starting after the
Week 16 injections, the interval between injection visits will be limited to a maximum of
9 weeks. If the length of time between injections exceeds, or is projected to exceed 9
weeks, the Medical Monitor must be contacted to discuss individual participant case
management.

The primary study analysis will consist of data collected through the Week 48 visit. A
single repeat of HIV-1 RNA for any participant with a HIV-1 RNA 050 ¢/mL at Week 48
or Week 96 must be performed. The retest should be scheduled as soon as possible (but
no later than 4 weeks from the Week 48 or Week 96 visits, respectively) and will inform
the Week 48 or Week 96 virological endpoint, respectively.

4.2.3. Extension Phase

Participants who successfully complete 96 Weeks of CAB LA + RPV LA treatment in
the Maintenance Phase will continue to have access to their randomized treatment Q4W
or Q8W CAB LA + RPV LA in the Extension Phase until study treatment is either
locally approved and commercially available within the local sector (including through
local public/government health sectors), the participant no longer derives clinical benefit,
the participant meets a protocol-defined reason for discontinuation or until development
of either CAB LA + RPV LA Q4W and/or Q8W is terminated. For participants
randomized to Q4W arm, dosing visits will continue to occur every 4 weeks with CAB
LA 400 mg and RPV LA 600 mg. For participants randomized to the Q8W arm, dosing
visits will continue to occur every 8 weeks with CAB LA 600 mg and RPV LA 900 mg.
Safety and efficacy assessments will be conducted as per the Time and Events Schedule.

Participants choosing to not enter the Extension phase can complete their study
participation at the Week 100 visit and enter into the LTFU Phase as required.

Participants who choose to continue on to the Extension Phase will need to be assessed
for eligibility and will continue on their current CAB LA + RPV LA regimen while
eligibility is being confirmed. A single repeat of HIV-1 RNA for any participant with a
HIV-1 RNA 050 ¢/mL and < 400 ¢/mL at Week 96 must be performed. The retest should
be scheduled as soon as possible (but no later than 4 weeks from the Week 96 visit).
Participants with HIV-1 RNA <50 c¢/mL upon retest are eligible to enter the Extension
Phase. Participants with HIV-1 RNA >400 ¢/mL at Week 96 are not eligible to enter the
Extension Phase, will not be allowed a repeat to determine eligibility, and will therefore
be withdrawn from the study. Eligibility to enter the Extension Phase for any participants
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with a retest HIV-1 RNA >50 ¢/mL and <400 ¢/mL will require approval by the study
Medical Monitor.

Participants not eligible to enter the Extension Phase or choosing not to participate in the
Extension Phase will end their study treatment and enter the LTFU Phase until/unless the
Follow-Up Phase is no longer required based on local approval of the assigned CAB LA
+ RPV LA regimen. Sites may be reimbursed for up to a one-month supply of
antiretroviral medication to facilitate transition to non-study ART for participants that do
not qualify for the Extension Phase.

4.2.4. LTFU Phase — IM Regimen Only

Any participant who receives at least one dose of CAB LA and/or RPV LA and
discontinues the CAB LA + RPV LA regimen for any reason must remain on suppressive
HAART for at least 52 weeks after the last dose of CAB LA and/or RPV LA in order to
prevent selective pressure on HIV and the potential for selection of resistant mutants.
Investigators must discuss the choice of the follow-up HAART regimen with the
Medical Monitor prior to initiating the new regimen with the participant. HAART
therapy should be initiated within 4 weeks (U 7 days) after the last Q4W injection, or
within 8 weeks (U 7 days) after the last Q8W injection. The LTFU will begin the day
of the last CAB LA and/or RPV LA dose and continue for 52 weeks, or until the assigned
CAB LA + RPV LA regimen is locally approved and commercially available. These
participants will complete Withdrawal assessments and will then enter into the LTFU as
per the Time and Events Schedule. In addition, for participants who withdraw during the
LTFU, the final visit will be considered the study withdrawal visit.

Participants will be assessed with clinic visits at months 3, 6, 9, and 12 during the LTFU
Phase. Female participants of child bearing potential must continue to use adequate
contraception methods (see Study Procedures Manual for list of accepted forms of
contraception) for the entire year of follow up.

In order to assure that participants have access to HAART during the LTFU, GSK may
supply HAART regionally or reimbursement will be provided as needed during this
phase. The LTFU Phase may be shortened or terminated at any time during the study for
various reasons, e.g., better understanding of risks of development of resistance as CAB
and RPV exposures decline, regulatory approval and commercial availability, end of
study timings, etc.

This phase is considered study participation and participants will be followed on study
during this time. A withdrawal visit is not required for participants who do not complete
the LTFU Phase. The participants’ last on study visit will be considered as their
withdrawal visit.

4.25. Dose Modifications:

No dose reductions, modifications, or changes in the frequency of any components of
each regimen will be allowed during the study beyond what is allowed within the
protocol or directly approved by the study Medical Monitor. Protocol waivers or
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exemptions are not allowed. Therefore, adherence to the study design requirements is
essential and required for study conduct.

In exceptional circumstances, and in consultation with the Medical Monitor, Investigators
may provide oral CAB and/or RPV as a short-term “bridging” strategy for participants
who have begun CAB LA + RPV LA (see Section 6.8.1 for additional details). Should a
participant need “oral bridging”, sites must contact the Medical Monitor for guidance on
treatment strategies prior to a missed CAB LA + RPV LA dose. Should a participant not
notify the site in advance, the Medical Monitor must be contacted for further treatment
guidance.

Supplementary study conduct information not mandated to be present in this protocol is
provided in the accompanying Study Procedures Manual (SPM), which is available on
the online Study Web Portal. The SPM will provide the site personnel with
administrative and detailed technical information.

4.2.6. Independent Data Monitoring Committee

An Independent Data Monitoring Committee (IDMC) will be instituted to ensure external
objective medical and/or statistical review of efficacy and safety in order to protect the
ethical interests and well-being of subjects and to protect the scientific validity of this
study.

The IDMC will evaluate accumulating efficacy, tolerability, safety and PK of CAB LA +
RPV LA Q8W at predetermined times during the study. An interim futility analysis will
be performed for the IDMC to evaluate the efficacy of CAB LA + RPV LA Q8W prior to
the final analysis. Full details of the methods, timing, decision criteria, and operating
characteristics will be pre-specified in the IDMC Charter.

The interim futility analysis will be performed with the intent of having approximately
50% of participants reaching Week 24 and providing sufficient lead time to allow the
IDMC to review the data prior to any participants reaching the Week 52 visit. A futility
rule based on Bayesian posterior predictive probability approach will be applied to assess
the probability that the CAB LA + RPV LA Q8W injectable regimen demonstrates non-
inferiority to the CAB LA + RPV LA Q4W regimen, given the partial data set. The
sponsor will remain blinded to this analysis.

In addition, the IDMC may also monitor the incidence of participants meeting Confirmed
Virologic Failure (CVF) criteria through Week 48 to ensure that participants are not
being sub-optimally treated in the CAB LA + RPV LA Q8W arm.

Full details of the analyses, estimated timing, and the decision criteria that will be used to
determine regimen performance will be pre-specified in the IDMC Charter.

4.3. Type and Number of Participants
The target population to be enrolled is HIV-1 infected virologically suppressed (HIV-1

RNA <50 ¢/mL) patients on stable antiretroviral therapy (ART) including participants
who have completed at minimum, Week 52, of the 201585 (ATLAS) study.

61



2017N326521_02 CONFIDENTIAL 2019N406358_00
207966

It is anticipated that approximately 1020 participants will be enrolled into ATLAS-2M.
In addition to participants rolled over from the ATLAS study, additional participants on
SOC treatment will be screened to supplement enrollment such that the study can be
appropriately powered (See Section 9.1). A 15% screen failure rate, for additional
patients randomized from SOC treatment is anticipated. Participants will be enrolled
from multiple countries which may include those countries actively participating in the
ATLAS study including Argentina, Canada, France, Germany, Italy, Mexico, Russia,
South Africa, South Korea, Spain, Sweden, and the United States.

Randomization will be stratified by prior CAB + RPV Exposure: 0 weeks, 1-24 weeks,
>24 weeks. A goal of this study is to enroll populations who are underrepresented in
clinical studies, including approximately 25% women. To provide sufficient data to
determine whether either gender is correlated with treatment response, sites are expected
to take into account gender in their screening strategies.

4.4. Scientific Rationale for Study Design

The design of this study (1:1 randomized, open-label, active-controlled, multicenter,
parallel group, non-inferiority study) is well established for confirming the non-
inferiority of an investigational agent compared with an active comparator and is
generally accepted by regulatory authorities as rigorous proof of antiviral activity. The
primary endpoint, proportion of participants defined as virologic failures by the FDA
Snapshot algorithm is recommended in the FDA’s 2015 guidance document (FDA, 2015)
for assessing efficacy in Switch Trials. The key secondary endpoints, proportion with
plasma HIV-1 RNA <50 ¢/mL at Week 48 and Week 96, is also a well-established
surrogate endpoint for prognosis of HIV-1 infection and disease progression. The
Extension Phase will allow for a collection of longer term efficacy, safety and tolerability
data for CAB LA + RPV LA Q4W and Q8W regimens.

Various approaches to simplify a patient's antiretroviral therapy (ART) regimen, after
achieving viral suppression, have been studied. Previous studies have evaluated switches
to ritonavir-boosted PI monotherapy therapy in virologically suppressed patients
[Bierman, 2009 and Arribas, 2012]. While the data from these studies have shown both
long-term non-inferiority and inferiority to continual Highly Active Antiretroviral
Therapy (HAART), they suggest that simplifying from a three drug dual class regimen to
a single boosted protease inhibitor may be a safe and effective option for the majority of
participants studied who have effectively maintained viral suppression.

The 200056 (LATTE-2) (GlaxoSmithKline Document Number 2013N168152 05)
clinical trial evaluated a different simplification approach and served as proof of concept
for ATLAS-2M. In 200056, HIV-1 RNA suppression was induced with a three drug
antiretroviral regimen consisting of CAB + ABC/3TC FDC, and then participants
switched to a two-drug two-class regimen consisting of CAB LA + RPV LA for the
maintenance of HIV-1 RNA suppression. Results demonstrate that through 96 weeks on
two-drug maintenance therapy, 94% (Q8W IM arm) and 87% (Q4W IM) of subjects
maintained virologic suppression (HIV-1 RNA <50 ¢/mL) compared to 84% of subjects
continuing oral CAB + 2 NRTIs. CAB LA + RPV LA was well tolerated through

Week 96 for both the Q8W and Q4W dosing regimens, as demonstrated by a low
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discontinuation rate due to AEs, including injection site reaction (ISR) related AEs in
either dosing arm, with no significant dose-dependent trends in safety parameters. On the
basis of 200056 Week 48, and Week 96 data, Q4W and Q8W IM dosing are being
progressed into Phase 3 for further clinical development, respectively. The CAB LA +
RPV LA Q4W regimen is currently under evaluation in the ongoing Phase III ATLAS
study.

The open-label design best suits the objectives of this study. A double-dummy design
could not be undertaken given the logistical challenges of blinding each regimen.
Because 2 injections of each investigational product are administered at every visit, a
double-dummy design would require all subjects to chronically receive 4 injections per
Q4W visit (2 active and 2 placebo), which could be intolerable for patients. In addition,
the volume of CAB LA and RPV LA injections will differ significantly between Q8W
and Q4W IM injections (3 mL vs 2 mL each), it would not be logistically feasible to
blind site staff nor patients from the study treatments being administered.

Participants randomized to receive CAB LA + RPV LA Q8W IM administration will be
required to participate in clinic visits approximately every 8 weeks while participants
randomized to receive Q4W IM administration will be required approximately monthly
clinical visits. Importantly, secondary objectives of this study are to understand the
acceptability, tolerability, and patient reported preferences to these novel injectable
regimens. An unblinded study design supports collection of participant preference data
in a way that would not be possible if a double-blind, double-dummy design were
implemented. If the Q8W arm were required to receive blinded placebo injections every
month, the value of comparing safety, tolerability, and convenience of Q€W compared to
Q4W administrations would be limited and include overly burdensome visit requirements
for those randomized to Q8W administration. Additionally, the perceived value for
participants to transition from the ATLAS study to ATLAS-2M for potential
randomization to the Q8W regimen would also be limited and may result in loss of
patients with prior Q4W experience, thereby limiting the ability to compare experience of
Q4W and Q8W regimens within individual patients.

Due to the complexities, lack of feasibility and limitations of blinding CAB LA and RPV
LA injections for Q8W compared to Q4W administration, this Phase 3b study is planned
as open label.

To maintain the integrity of the trial, data aggregated by actual treatment group will not
be made available to members of the Study Team in advance of the first planned sponsor
analysis when all subjects have completed Week 24 (see Section 9.2.3.1) and will not be
shared with Investigators until the primary analysis at Week 48. In addition, central
randomization will be used to ensure that selection bias is avoided (see Section 6.2).
Lastly, ascertainment bias affecting the primary efficacy analysis is unlikely since the
primary endpoint is inherently objective, being primarily determined by HIV-1 RNA
laboratory assessment. The open label design should therefore have no impact on the
analysis of study endpoints.
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4.5, Dose Justification
4.5.1. Oral Lead-In Phase

Participants entering the study from oral SOC will receive oral CAB 30 mg + RPV 25 mg
once daily during the 4-week oral lead-in phase to confirm tolerability prior to receiving
CAB LA + RPV LA injectable treatment. Data from study LAI116181
[GlaxoSmithKline Document Number 2011N130484 00] have demonstrated that there is
no clinically relevant drug-drug interaction following repeat oral administration of CAB
with RPV. Oral RPV 25 mg once daily, the approved oral dose of RPV, has been
administered in combination with oral CAB to HIV-infected participants in Phase 2b
studies LAI116482 [(LATTE); GlaxoSmithKline Document Number 2014N216014 00]
(CAB 10, 30, or 60 mg once daily) and 200056 [LATTE-2] (CAB 30 mg, oral lead-in
phase). The CAB 30mg oral dose was selected based on observed safety and efficacy
from the LATTE-2 study for use during the oral lead phase of Phase 3 studies 201585
[ATLAS] and 201584 [FLAIR] which are evaluating Q4W dosing of CAB LA + RPV
LA. The present study will also use CAB 30 mg once daily with RPV 25 mg once daily
during the oral lead-in phase.

CAB demonstrated good short-term safety/tolerability and antiviral activity as
monotherapy following oral administration of 5 mg and 30 mg once daily. LAI116482
(LATTE) is an ongoing Phase IIb, dose-ranging study (randomized 1:1:1: to CAB 10 mg,
30 mg, or 60 mg) evaluating the long-term efficacy and safety of a two-drug, two-class,
once daily combination of CAB + RPV in HIV-infected, treatment-naive adult
participants. Following a 24-week phase of induction of virologic suppression using
CAB + 2 NRTIs, the regimen was simplified to oral CAB + RPV once daily at Week 24
and continued for an additional 72-weeks (total comparative study duration of 96 weeks;
Margolis, 2015). The results of this study also informed the Phase IIb study 200056
(LATTE-2) with intramuscular CAB LA and RPV LA.

Comparable efficacy, safety, and tolerability were observed across all three CAB doses at
the early dose selection and confirmation visits at Week 16 and 24 in LATTE. The
proportion of participants who achieved the primary endpoint of HIV-1 RNA <50 ¢/mL
(Missing, Switch, Discontinuation=Failure [MSDF] algorithm) at Week 48 (24 weeks on
Maintenance) remained consistently high across the CAB dose arms (=80%) with a low
rate of confirmed virologic failure (Table 2). Across all dose arms, CAB achieved
similar efficacy at Week 24 of Induction when co-administered with 2 NRTIs and at
Week 96 when co-administered with RPV 25 mg once daily (72 weeks on Maintenance).
Rates of virologic suppression through Week 96 (Maintenance) on the two drug regimen
remained similar to that attained through Week 24 (Inductio