Gilead Sciences, Inc. is providing this document to you, ( . .
a US Healthcare Professional, in response to your u GILEAD ‘ Medical Information

unsolicited request for medical information.

Sunlenca® (lenacapavir)
Coadministration with ARVs

This document is in response to your request for information regarding Sunlenca®
(lenacapavir [LEN]) and coadministration with other ARVs, including pharmacologic boosters
such as ritonavir and COBI.

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/-/medialfiles/pdfs/medicines/hiv/sunlencal/sunlenca pi.

Summary
Product Labeling

LEN, a human immunodeficiency virus type 1 (HIV-1) capsid inhibitor, in combination with
other antiretroviral(s), is indicated for the treatment of HIV-1 infection in heavily
treatment-experienced adults with multidrug resistant HIV-1 infection whose current
antiretroviral regimen is failing due to resistance, intolerance, or safety considerations.

In a study of LEN in combination with representatives from the major classes of anti-
retroviral agents (INSTIs, NNRTIs, NRTIs, and PIs), no antagonism of antiviral activity was
observed. Concomitant administration of LEN with strong CYP3A inducers is contraindicated
due to decreased LEN plasma concentrations, which may result in the loss of therapeutic
effect and development of resistance to LEN. Concomitant administration of efavirenz,
nevirapine, or tipranavir/ritonavir may result in loss of therapeutic effect and development of
resistance. Concomitant administration with atazanavir/cobicistat, atazanavir/ritonavir,
efavirenz, nevirapine, or tipranavir/ritonavir is not recommended.?

Phase 2/3 Studies

CAPELLA (GS-US-200-4625) is an ongoing, phase 2/3, double-blinded, placebo-controlled
clinical study designed to evaluate LEN as an add-on therapy to a failing regimen in
heavily-treatment experienced people with HIV (PWH) with multidrug resistance.2 CAPELLA
study did not permit the use of ATV, ATV/c, ATV/r, efavirenz, etravirine, nevirapine and
tipranavir in OBR.2

CALIBRATE (GS-US-200-4334) was a phase 2, randomized, open-label, active-controlled
clinical study that evaluated LEN in combination with other ARVs in treatment-naive PWH.4

Phase 1 Studies

A drug interaction study in healthy volunteers evaluated the clinical effects of the
coadministration of LEN with ARVs that are strong CYP3A, P-gp, and UGT1A1 inhibitors,
CYP3A inducers and sensitive P-gp substrates.> Of the ARVs studied, coadministration with
ATV/c or efavirenz is not recommended due to a clinically significant drug interaction.
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Product Labeling?

In a study of LEN in combination with representatives from the major classes of anti-
retroviral agents (INSTIs, NNRTIs, NRTIs, and PIs), no antagonism of antiviral activity was
observed. Concomitant administration of LEN with strong CYP3A inducers is contraindicated
due to decreased LEN plasma concentrations, which may result in the loss of therapeutic
effect and development of resistance to LEN. Table 1 provides a listing of clinically
significant ARV interactions with recommended prevention or management strategies, but is
not all inclusive. The drug interactions described are based on studies conducted with LEN
or are drug interactions that may occur with LEN.

Effect of Other Drugs on LEN

Drugs that are strong or moderate inducers of CYP3A may significantly decrease plasma
concentrations of LEN, which may result in loss of therapeutic effect of LEN and
development of resistance. Concomitant administration of LEN with strong CYP3A inducers
during LEN treatment is contraindicated. Concomitant administration of LEN with moderate
CYP3A inducers during LEN treatment is not recommended. Combined P-gp, UGT1Al, and
strong CYP3A inhibitors may significantly increase plasma concentrations of LEN.
Concomitant administration of LEN with these inhibitors is not recommended (Table 2).

Effect of LEN on Other Drugs

LEN is a moderate inhibitor of CYP3A. Due to the long half-life of LEN following
subcutaneous administration, LEN may increase the exposure of drugs primarily
metabolized by CYP3A initiated within 9 months after the last subcutaneous dose of LEN,
which may increase the potential risk of adverse reactions. See the prescribing information
of the sensitive CYP3A substrate for dosing recommendations with moderate inhibitors of
CYP3A (Table 3).

ARVs without Clinically Significant Interactions with LEN

Based on drug interaction studies conducted with LEN, no clinically significant drug
interactions have been observed with: darunavir/cobicistat, cobicistat or tenofovir
alafenamide.

Table 1. ARV Drug Interactions with LEN

Antiretroviral Agents | Effect on Concentration? Clinical Comment
atazanavir/cobicistat 1 LEN Concomitant administration with
atazanavir/ritonavir (atazanavir/cobicistat, atazanavir/cobicistat or atazanavir/ritonavir is

atazanavir/ritonavir) not recommended.
efavirenz ® |LEN (efavirenz, Concomitant administration of efavirenz,
nevirapine nevirapine, nevirapine, or tipranavir/ritonavir may result in
tipranavir/ritonavir tipranavir/ritonavir loss of therapeutic effect and development of
resistance and is not recommended.

a1 =Increase, | = Decrease.
b Drug-drug interaction study was conducted.
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Table 2. Effect of Other ARVS on LEN®P

Mean Ratio of LEN Pharmacokinetic

Coadministered Drug Coao?r%?r?igtfered Parameters (90% ClI);
Drug (mg) No effect = 1.00

gmg Crnax AUC
Cobicistat (fed) 150 2.10 2.28
(Inhibitor of CYP3A [strong] and P-gp) once daily (1.62, 2.72) (1.75, 2.96)
Darunavir / cobicistat (fed)
(Inhibitor of CYP3A [strong] and 800%5.(') 1 72'33 1 1'93 >
inhibitor and inducer of P-gp) once dally (1.79, 2.95) (1.50, 2.52)
Atazanavir / cobicistat (fed)
(Inhibitor of CYP3A [strong] and 300/35.? 4 9%'65? 73 3 1‘;'2,\_1} 57
UGT1A1 and P-gp) once daily (4.99, 8.73) (3.19, 5.57)
Efavirenz (fasted)

600 0.64 0.44
gg)ducer of CYP3A [moderate] and P- once daily (0.45, 0.92) (0.32, 0.59)

a Single dose of LEN 300 mg administered orally.

b All interaction studies conducted in subjects without HIV-1.

Table 3. Effect of LEN on Other ARVs?

Mean Ratio of LEN Pharmacokinetic

S Dose of
Coadministered Drug S Parameters (90% ClI);
Coadmln(lsqtge)red Drug No effect = 1.00
> Cox | _AUC

Tenofovir alafenamide (fed) 1.24 1.32
(substrate of P-gp) 25 single dose (0.98, 1.58) (1.09, 1.59)
Tenofovir ¢ 1.23 1.47
(substrate of P-gp) (1.05, 1.44) (1.27,1.71)

a All interaction studies conducted in subjects without HIV-1.
b Following 600 mg twice daily for 2 days, single 600 mg doses of LEN were administered with each
coadministered drug, resulting in LEN exposures similar to or higher than those at the recommended dosage

regimen.

¢ Tenofovir alafenamide is converted to tenofovir in vivo.
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Phase 2/3 Studies

CAPELLA

Study Design and Coadministered ARVs

CAPELLA (GS-US-200-4625) 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. According to the change in the HIV-1 RNA level between the
screening and cohort-selection visits, participants were enrolled in either the randomized or
non-randomized cohort. Participants in the randomized cohort were assigned to receive oral
LEN or PBO in a 2:1 ratio for 14 days, in addition to continuing their failing regimen. The
non-randomized cohort started LEN (2-week oral initiation then SUBQ) with an OBR (Figure
1). Both cohorts are part of the maintenance phase evaluating the safety and efficacy of
SUBQ LEN administered every six months in combination with an OBR.25Z An overview of
ARV drug classes/agents including IBA and fostemsavir used concomitantly with LEN in this
study are provided in Table 4.8

Figure 1. CAPELLA: Study Design2&.
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Note: ATV, ATV/COBI, ATV/ritonavir, efavirenz, etravirine, nevirapine, and tipranavir were not permitted
for use in OBR.

aparticipants with <0.5 logio decline in HIV-1 RNA and HIV-1 RNA =400 c/mL were enrolled in the
randomized cohort; participants were enrolled in the non-randomized cohort if they had =0.5 log1o
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.

¢Subcutaneous LEN dosing schedule: 927 mg (2x 1.5 mL) on Day 15 and then every 6 months.
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Table 4. CAPELLA: Drug Classes/Agents, Number of Fully Active ARV Agents, and OSS
in Failing Regimens and OBR&

Failing Regimen
(n=72)
Drug class/agent
NRTI, % 82 85
INSTI, % 68 65
Pl, % 63 63
NNRTI, % 31 33
IBA, % 19 24
Maraviroc, % 14 14
Fostemsavir, % 6 11
T20, % 6 7
Number of fully active ARV agents, 0/1/22, % 42/36/22 17/38/46
0OSS,? median 1 2

a 0SS 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 total sum of the individual scores.

CALIBRATE

Study Design and Coadministered ARVs

CALIBRATE (GS-US-200-4334) was a randomized, open-label, active-controlled phase 2
study that evaluated the safety and efficacy of LEN in combination with other ARVs
compared with BIC/FTC/TAF in ARV-naive PWH. Participants received LEN subcutaneously
or orally, in combination with other oral ARV agents, or BIC/FTC/TAF (Figure 2).2

Figure 2. CALIBRATE: Study Design?
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@ The LEN SC dosing schedule includes an oral lead-in phase (Day 1: 600 mg; Day 2: 600 mg, Day 8: 300 mg),
followed by LEN 927 mg SC (2 x 1.5 mL) on Day 15 and every 6 months (26 weeks) thereafter.

b Participants needed to have HIV-1 RNA <50 ¢/mL at Weeks 16 and 22 to initiate treatment with a two-agent
regimen at Week 28. Those with HIV-1 RNA =50 ¢/mL will discontinue the study at Week 28.

¢The LEN PO dosing schedule consists of the following: 600 mg on Day 1, 600 mg on Day 2, 50 mg on Day 3
and onwards.

Note: FTC/TAF (200/25 mg), TAF (25 mg), BIC (75 mg), and BIC/FTC/TAF (50/200/25 mg) are administered as
oral daily doses. Please note, BIC 75 mg is not commercially available.
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Phase 1 Studies

Drug Interactions Between PO LEN and Probe Drugs=2
Study Design

A study was conducted in healthy volunteers to evaluate the clinical effects of strong P-gp,
CYP3A, and UGT1AL1 inhibitors and inducers as well as increased gastric pH on LEN
exposure. The clinical effects of LEN coadministration upon sensitive P-gp, BCRP, organic
anion-transporting polypeptide, and CYP3A substrates were also evaluated.

Effect of ARVs that are Strong P-gp, CYP3A, and UGT1ALl Inhibitors
on LEN Exposure

With only CYP3A inhibition (VORI), a 30% increase in LEN AUC was observed. When P-gp
was also inhibited (COBI, DRV/c) a larger increase in LEN exposure was observed

(Table 5). This illustrated the role of P-gp in limiting the oral absorption of LEN. P-gp and
UGT1ALl were found to play a more substantial role than CYP3A in the pharmacokinetics of
LEN. CYP3A/P-gp/UGT1A1 inhibition (ATV/c) resulted in the largest increase in LEN AUC
(Table 5). This supported glucuronidation as the primary elimination pathway for LEN.

The increases observed in LEN exposure when coadministered with DRV/c, COBI, and
VORI were not considered to be clinically relevant based on current safety data and
indicated that dose modifications are not required when LEN is coadministered with strong
CYP3A and/or P-gp inhibitors. In the absence of additional data, coadministration of LEN
and strong UGT1A1 inhibitors is not recommended.

Effect of LEN on Sensitive P-gp Substrates

A small increase in TAF exposures (AUC=1.5x increase) support the administration of LEN
with P-gp substrates (Table 5).

Table 5. Effect of ARVs on LEN AUC (Lutz et al)3=

Concomitant Drug Change in LEN AUC \

Potential for other ARVs to affect LEN

L DRV/c +2.1-fold increase
Strong CYP3A4/P-gp inhibitors COBI +130%
Strong CYP3A4/P-gp/ o
UGT1AL inhibitors ATVic +300%
Moderate CYP3A4 inducers Efavirenz -56%
Strong CYP3A4 inducers* Rifampin -85%
Potential for LEN to affect other ARVs
Sensitive P-gp substrates | TAF -

*ARVs that are strong CYP3A4 inducers should not be coadministered with LEN.

Page 6 of 8

Intended for U.S. Healthcare Professionals only
Last Updated: 11 Feb 2025



Gilead Sciences, Inc. is providing this document to you, a US Healthcare Professional, in response to your unsolicited
request for medical information.

References

1. Enclosed, Gilead Sciences Inc. SUNLENCA® (lenacapauvir) tablets, for oral use. SUNLENCA®
(lenacapavir) injection, for subcutaneous use. U.S. Prescribing Information. Foster City, CA.

2. ClinicalTrials.gov. Study to Evaluate the Safety and Efficacy of Lenacapavir in Combination With
an Optimized Background Regimen in Heavily Treatment Experienced Participants Living With
HIV-1 Infection With Multidrug Resistance (CAPELLA). ClinicalTrials.gov Identifier:
NCT04150068. Available at: https://clinicaltrials.gov/ct2/show/NCT04150068. Accessed: 21
January 2025. Last Updated: 23 July 2024.

3. Gilead Sciences Inc. Data on File.

4. ClinicalTrials.gov. Study to Evaluate the Safety and Efficacy of Lenacapavir in Combination With
Other Antiretroviral Agents in People Living With HIV (CALIBRATE). ClinicalTrials.gov Identifier:
NCT04143594. Available at: https://clinicaltrials.gov/ct2/show/NCT04143594. Accessed: 21
January 2025. Last Updated: 02 October 2024.

5. Lutz J. CLINICAL EVALUATION OF DRUG INTERACTIONS WITH ORAL LENACAPAVIR AND
PROBE DRUGS [Presentation]. Paper presented at: Conference on Retroviruses and
Opportunistic Infections (CROI); March 6-10, 2021; Virtual.

6. Ogbuagu O, Segal-Maurer S, Ratanasuwan W, et al. Efficacy and safety of the novel capsid
inhibitor lenacapavir to treat multidrug-resistant HIV: week 52 results of a phase 2/3 trial. Lancet
HIV. 2023;10(8):e497-e505.

7. Segal-Maurer S, DelJesus E, Stellbrink HJ, et al. Capsid Inhibition with Lenacapavir in Multidrug -
Resistant HIV-1 Infection. N Engl J Med. 2022;386(19):1793-1803.

8. Stellbrink H, DeJesus E, Segal-Maurer S, et al. Subgroup Efficacy Analyses of Long-Acting
Subcutaneous Lenacapavir in Heavily Treatment-Experienced People With HIV in the Phase 2/3
CAPELLA Study [Poster]. Paper presented at: 18th European AIDS Conference (EACS);
October 27-30, 2021; London, UK.

9. Gupta SK, Berhe M, Crofoot G, et al. Lenacapavir administered every 26 weeks or daily in
combination with oral daily antiretroviral therapy for initial treatment of HIV: a randomised, open-
label, active-controlled, phase 2 trial [main article + supplementary]. Lancet HIV.
2023;10(1):e15-e23.

Abbreviations

ARV=antiretroviral
ATV=atazanavir
ATV/c=atazanavir boosted
by cobicistat
ATV/r=atazanavir boosted
by ritonavir

AUC=area under the curve
BIC=bictegravir
COBI=cobicistat
DRV=darunavir
DRV/c=darunavir boosted
by cobicistat
FTC=emtricitabine

IBA=ibalizumab
INSTI=integrase strand
transfer inhibitor
LEN=lenacapavir
NNRTI=non-nucleoside
reverse transcriptase
inhibitor

NRTI=nucleoside reverse
transcriptase inhibitor
OBR=o0ptimized background
regimen

OSS=overall susceptibility
scores
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P-gp=P-glycoprotein
Pl=protease inhibitor
PWH=people with HIV
PO=by mouth
SC=subcutaneous
T20=enfuvirtide
TAF=tenofovir alafenamide
UGT1Al=uridine
diphosphate
glucuronosyltransferase
1A1
VORI=voriconazole
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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/-/medialfiles/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
“B https://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@aqgilead.com.
SUNLENCA, GILEAD, and the GILEAD logo are registered trademarks of Gilead Sciences,

Inc., or its related companies.
© 2025 Gilead Sciences, Inc.
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