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Sunlenca® (lenacapavir)

Inadequate Adherence to Background
Regimen

This document is in response to your request for information regarding Sunlenca
(lenacapavir [LEN]) efficacy in heavily treatment-experienced (HTE) people with HIV (PWH)
with inadequate adherence to the optimized background regimen (OBR). Currently, there
are no data to address this inquiry. Please see available information below regarding study
participants who developed treatment-emergent resistance and had OBR adherence issues.

Some data may be outside of the US FDA-approved prescribing information. In providing
this data, Gilead Sciences, Inc. is not making any representation as to its clinical relevance
or to the use of any Gilead product(s). For information about the approved conditions of use
of any Gilead drug product, please consult the FDA-approved prescribing information.

The full indication, important safety information, and boxed warnings are available at:
www.qgilead.com/-/media/files/pdfs/medicines/hiv/sunlencal/sunlenca pi.

Clinical Studies: LEN and Inadequate Adherence to
Background Regimen

CAPELLA: LEN in HTE PWH

Study design and demographics

CAPELLA (NCT04150068) is an ongoing, phase 2/3, double-blinded, PBO-controlled clinical
study designed to evaluate LEN as add-on therapy to a failing regimen in HTE PWH with
multidrug resistance. Participants on a failing regimen for 28 weeks who met the inclusion
criteria entered a screening period. Those without a prespecified decline in viral load or
change in HIV-1 RNA during the screening period were randomly assigned to receive either
oral LEN or PBO in addition to their existing failing regimen. After this functional
monotherapy phase, participants entered the open-label maintenance phase with
subcutaneous LEN and a possible change in their failing regimen to OBR. Participants in the
screening period who experienced prespecified improvements in HIV-1 RNA or who were
enrolled after the randomized cohort was fully recruited, were enrolled into the
nonrandomized cohort (Figure 1).2:2
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Figure 1. CAPELLA: Study Designi35
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Abbreviations: ATV=atazanavir; SUBQ=subcutaneous.
aParticipants with <0.5 logio decline in HIV-1 RNA and HIV-1 RNA 2400 c/mL were enrolled in the randomized
cohort; participants were enrolled in the nonrandomized cohort if they had 20.5 logio decline in HIV-1 RNA
and/or had HIV-1 RNA <400 c¢/mL or were enrolled after the randomized cohort was fully recruited.
bOral LEN dosing schedule: Day 1, 600 mg; Day 2, 600 mg; and Day 8, 300 mg.
¢SUBQ LEN dosing schedule: 927 mg (2 x 1.5 mL) on Day 15 and then every 6 months.
Note: ATV, ATV/cobicistat, ATV/ritonavir, efavirenz, etravirine, nevirapine, and tipranavir were not permitted for
use in OBR.

The primary endpoint was the proportion of participants who achieved a 20.5-log1o ¢/mL
reduction in HIV-1 RNA from baseline to the end of the functional monotherapy phase in the
randomized cohort. Secondary endpoints included the percentage of participants in the
randomized cohort with HIV-1 RNA <50 c/mL and <200 c¢/mL at Week 26.2

Baseline characteristics are provided in Table 1.22 Twenty-two percent of all participants
(16/72) did not have changes in their OBR before they entered the open-label maintenance
phase; the ARV classes and agents that comprised the failing regimen and OBR are shown
in Table 2.8

Table 1. CAPELLA Study: Baseline Demographics and Disease Characteristics22

Non-Randomized

Randomized Cohort Cohort

Key Demographics and
Characteristics?

Age, median (range), years 55 (24-71) 54 (27-59) 49 (23-78) 52 (23-78)

Female at birth, n (%) 7 (29) 3 (25) 8 (22) 18 (25)
White 12 (50) 4 (36) 13 (36) 29 (41)

Race or Black 10 (42) 6 (55) 11 (31) 27 (38)

ethnicity,? Asian 2 (8) 1(9 12 (33) 15 (21)

n (%) Data could not be collected 0 1(9) 0 1(D)
Hispanic/Latinx ethnicity 6 (25) 4 (36) 5 (14) 15 (21)
Y RN A, mean = SO, 3.97+0.92 | 4.87+0.39 4.06+1.16 4.17+1.03
0g10 c/mL

Viralloads | HIV RNA median (range), | 4 5 (2.3-5.4) | 4.9 (43-5.3) | 45(13-5.7) | 45(13-5.7)
0g10 c/mL
>100,000 c/mL, n (%) 1(4) 6 (50) 7 (19) 14 (19)
Mean + SD, cells/uL 199+166 85163 2584273 2104224

CD4 count

Median (range), cells/uL 172 (16-827) | 85 (6-237) 195 (3-1296) 150 (3-1296)
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Key Demographics and
Characteristics?

Randomized Cohort

Non-Randomized

Cohort

<50 cells/pL 3(12) 4 (33) 9 (25) 16 (22)
Distribution, | 50 to <200 cells/pL 13 (54) 7 (58) 10 (28) 30 (42)
n (%) 200 to <500 cells/uL 7 (29) 1(8) 12 (33) 20 (28)

=500 cells/pL 1(4) 0 5 (14) 6 (8)
Prior ARV regimens, median (range), n 9 (2-24) 9 (3-22) 13 (3-25) 11 (2-25)
Known NRTI 23 (96) 12 (100) 36 (100) 71 (99)
resistance | NNRTI 22 (92) 12 (100) 36 (100) 70 (97)
to 22 drugs | PI 20 (83) 8 (67) 30 (83) 58 (81)
in class, INSTI 20 (83) 7 (58) 23 (64) 50 (69)
n (%) All four major classes 14 (58) 3(25) 16 (44) 33 (46)
Resistance | MVC 19/24 (79) 8/11 (73) 14/26 (54) 41/61 (67)
to entry IBA 8/23 (35) 3/10 (30) 6/25 (24) 17/58 (29)
inhibitors, FTR 5/23 (22) 5/10 (50) 7/21 (33) 17/54 (31)
n/N (%) T20 2/23 (9) 3/10 (30) 0/25 (0) 5/58 (9)

apercentages may not equal 100 due to rounding.

bRace was reported by the participants. Collection of race or ethnicity data was prohibited by local regulators for
1 participant in the PBO group and was excluded from the denominator of the percentage calculation.

¢Two participants in the non-randomized cohort had HIV-1 RNA >400 c¢/mL at screening but <50 c/mL at
enroliment.

Table 2. CAPELLA Study: Composition of Failing Regimens and OBR?

Failing Regimen (N=72) OBR (N=72)
NRTI 82 85
INSTI 68 65
PI 63 63
NNRTI 31 33
Drug class/agent, % IBA 19 >4
MVC 14 14
FTR 6 11
T20 6 7
Number of fully active ARV agents, 0/1/22, % 42/36/22 17/38/46
0SS,2 median 1 2

Abbreviation: OSS=overall susceptibility score.

a0SSs were calculated with a proprietary algorithm (Monogram Biosciences Inc.), and investigators provided
data for scoring from historical resistance reports. An OSS of 1 indicated full susceptibility, 0.5 indicated partial
susceptibility, and 0 indicated no susceptibility. The OSS of the OBR was the sum of the individual scores.

Baseline resistance analyses?

The study enrolled participants who had resistance to 22 ARVs in =3 of the four main ARV
classes (NRTIs, NNRTIs, PIs, and INSTIs). Baseline resistance in these participants was
assessed using genotypic and phenotypic assays (Monogram Biosciences) at screening or
historical data provided by the investigators. Baseline HIV-1 capsid genotypic and
phenotypic analyses were also performed. Table 3 summarizes the proportion of
participants who had RAMs according to ARV class and the mean number of RAMs per
ARV class. Table 4 summarizes the rates of baseline resistance to ARV classes according
to study cohort and in the overall study population. At baseline, no RAMs associated with
LEN resistance (eg, L561, M661, Q67H, K70N, K74D/S, and T107N) were found in the

62 participants for whom these data were available.
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Table 3. CAPELLA Study: RAMs per ARV Class at Baseline?

NRTI NNRTI Pl INSTI
Participants with RAMs, % 99 94 83 67
RAMs per ARV class, mean number per participant 3.8 2.4 4.1 1.3

Table 4. CAPELLA Study: Baseline Resistance to NRTI, NNRTI, Pl, and INSTI Classes by
Cohort and in the Overall Population&2

Resistance? to ARV Class (Yes/No

Participants, n (%)

Randomized Non-Randomized
NRTIP NNRTI Cohort Cohort
(n=36) (n=36)
4 v v v 17 (47) 16 (44) 33 (46)
4 v v - 9 (25) 13 (36) 22 (31)
v v - v 8 (22) 5 (14) 13 (18)
v — v v 2 (6) 0 2 (3)
- v v v 0 1(3) 1(1)
- v - v 0 1 (3)° 1(1)

aResistance to 22 ARVs in the class. To be eligible for the study, participants had to have resistance to
22 ARVs from 23 of the four classes noted above.

bFor this study, M184V/I alone was not sufficient to fulfill the NRTI resistance criteria.

¢This participant had three-class resistance in the presence of NRTI mutation M184V/I only, which was not
sufficient to fulfill the NRTI resistance criteria in this study.

Post-baseline resistance analyses&8-10
An analysis of all participants with inadequate adherence to OBR was not conducted.

Post-baseline resistance analyses were conducted in participants with suboptimal virologic
response (HIV RNA =250 c¢/mL and <1-logio decrease in HIV RNA from LEN initiation;
assessed at Week 4), virologic rebound (after suppression, HIV RNA =50 c/mL or >1-logio
increase from nadir), or viremia at their last visit.

Through Week 52, 11 participants from the randomized cohort were included in the
post-baseline resistance analysis population. Of these 11 participants, 4 developed CAI
resistance (LEN, n=1; PBO, n=3; Table 5). All 4 participants were receiving functional LEN
monotherapy due to either a lack of active agents in the OBR or inadequate adherence to
the OBR (Table 6).

Through Week 52, 10 participants from the non-randomized cohort were included in the
post-baseline resistance analysis population. Of these 10 participants, 5 developed CAI
resistance (Table 6). All 5 participants were at high risk of emergent LEN resistance due to
either a lack of fully active drugs in the OBR or inadequate adherence to the OBR (Table 6).

All 9 participants with emergent LEN resistance remained on LEN, and 4 of these
participants were resuppressed at a later visit (OBR was changed in 2 participants).

Table 5. CAPELLA Study: Emergent LEN Resistance Through Week 52¢

Randomized Non-Randomized
Cohort Cohort
(n=36) (n=36)
Participants who met criteria for resistance testing, n (%) 11 (31) 11 (31)
Participants with available data, n (%) 11 (31) 10 (28)
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Randomized Non-Randomized

Cohort Cohort

(n=36) (n=36)

Emergent CAl resistance,? n (%) 4(11) 5 (14)
M661, n 4 2
A105S/T, n 3 1
N74D, n 3 0
K70H/N/R/S, n 1 3
Q67H/K/N, n 1 3
T107A/CIN, n 1 3

aDeveloped during the maintenance period.

Table 6 describes the 5 participants in the analysis with OBR adherence issues.
Additionally, there were participants in the post-baseline resistance analysis population who
developed resistance due to not having fully active ARVs in OBR.

Table 6. CAPELLA Study: Participants With CAl Resistance and OBR Adherence Issues
(Week 52 Interim Analysis)&&10

First Visit LEN Number of

With CAI Susceptibility:  Fully Active
Resistance Fold Change Agents in
(CAI RAMS) from WT OBR

Pt.

Cohort Comments

¢ Functional LEN monotherapy?

e Incoming ARVs: DRV/c (fully
active), FTC (not active), and
TAF (partially active)

Week 26 e OBR: DRV/c, DTG twice dalily,

1 (M661) 138 3 R and RPV

e An adherence issue was noted
with OBR. DTG levels were
<LLOQ, and DRV levels were
inconsistent

¢ Functional LEN monotherapy?

e Incoming ARVs: DRV/r, DTG,
and 3TC (not active)

e OBR: DRV/r twice daily, DTG
twice daily, and TDF

Week 4 e An adherence issue was noted
2 (M66M/I, Not determined 2 R with OBR. DRV/r and DTG were
K70K/S) both fully active, but drug levels
were <LLOQ. TDF was patrtially
active

e Pt achieved HIV RNA <50 ¢/mL
between Weeks 24 and 32, and
this was maintained through
Week 56
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First Visit LEN Number of

With CAl Susceptibility:  Fully Active

Pt. Cohort Comments

Resistance Fold Change Agents in

(CAl RAMS) from WT OBR

e Functional LEN monotherapy?
e Incoming ARVs: DRV/c (fully
active), FTC (partially active),
and TAF (partially active)
e OBR: DRV/r twice daily, DTG
twice daily through Week 24;
265 2 NR after Week 24 DOR/3TC/TDF
was added
¢ An adherence issue was noted
with OBR. DTG and DRYV levels
were <LLOQ
e Pt did not achieve HIV RNA
<50 c/mL through Week 56
e Functional LEN monotherapy?
e Incoming ARVs: DRV/r twice
daily (partially active) and DTG
twice daily (fully active)
Week 4 e OBR: DRV/r twice daily, DTG
4 (Q67H, 15 3 NR twice daily through Week 24;
K70R) after Week 24 DOR/3TC/TDF
was added
e An adherence issue was noted
with OBR: DTG and DRYV levels
were <LLOQ
Week 52 e Pt was gt high risk of emergent
5 (Q67H) Not reported Not reported NR LEN resistance due to
inadequate adherence to OBR
Abbreviations: 3TC=lamivudine; DOR=doravirine; DRV=darunavir; DRV/c=darunavir/cobicistat;
DRV/r=darunavir/ritonavir, DTG=dolutegravir, FTC=emtricitabine; LLOQ=lower level of quantification;
NR=non-randomized; Pt=participant; R=randomized; RPV=rilpivirine; TAF=tenofovir alafenamide;
TDF=tenofovir disoproxil fumarate.
aDeveloped during the maintenance period.

Week 10
(K70H,
A105A/S/T,
T107TIN)
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ARV=antiretroviral IBA=ibalizumab OBR=optimized background
BlC=bictegravir INSTI=integrase strand regimen

c/mL=copies per mL transfer inhibitor PBO=placebo

CAl=capsid protein inhibitor LEN=lenacapavir Pl=protease inhibitor
CD4=clusters of MVC=maraviroc PWH=people with HIV
differentiation 4 NNRTI=non-nucleos(t)ide RAM-=resistance-associated
FTR=fostemsavir reverse transcriptase mutation

HTE=heavily inhibitor T20=enfuvirtide
trea’[ment_experienced NRTI:nucIeos(t)ide reverse

transcriptase inhibitor
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Product Label

For the full indication, important safety information, and boxed warning(s), please refer to
the Sunlenca US Prescribing Information available at:
www.qgilead.com/-/media/files/pdfs/medicines/hiv/sunlenca/sunlenca_pi.

Follow Up

For any additional questions, please contact Gilead Medical Information at:
753 1-866-MEDI-GSI (1-866-633-4474) or Y8 www.askgileadmedical.com

Adverse Event Reporting

Please report all adverse events to:

Gilead Global Patient Safety 1-800-445-3235, option 3 or
“8 www.qgilead.com/utility/contact/report-an-adverse-event

FDA MedWatch Program by 1-800-FDA-1088 or XXMedWatch, FDA, 5600 Fishers Ln,
Rockville, MD 20852 or ¥ www.accessdata.fda.gov/scripts/medwatch

Data Privacy

The Medical Information service at Gilead Sciences may collect, store, and use your
personal information to provide a response to your medical request. We may share your
information with other Gilead Sciences colleagues to ensure that your request is addressed
appropriately. If you report an adverse event or concern about the quality of a Gilead or Kite
product, we will need to use the information you have given us in order to meet our
regulatory requirements in relation to the safety of our medicines.

It may be necessary for us to share your information with Gilead’s affiliates, business
partners, service providers, and regulatory authorities located in countries besides your
own. Gilead Sciences has implemented measures to protect the personal information you
provide. Please see the Gilead Privacy Statement (www.gilead.com/privacy-statements) for
more information about how Gilead handles your personal information and your rights. If you
have any further questions about the use of your personal information, please contact
privacy@aqilead.com.

SUNLENCA, GILEAD, and the GILEAD logo are registered trademarks of Gilead Sciences,
Inc., or its related companies.
© 2024 Gilead Sciences, Inc.
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