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Key Findings

Subcutaneous (SC) lenacapavir (LEN)-related
injection site reactions (ISRs) were largely Grade 1/2,
and few participants discontinued study treatment
due to ISRs

Resolution of swelling, erythema, and pain mostly
occurred within days, and resolution of nodules and
indurations occurred over weeks to months

— Nodules/indurations were foreign body reactions
upon biopsy, manifesting as chronic
granulomatous inflammation

Conclusions

In people with HIV-1 (PWH) receiving SC LEN in the
CAPELLA and CALIBRATE studies, ISRs were
predominantly mild to moderate, and no Grade 4
ISRs occurred

ISRs rarely led to study drug discontinuation, with
only one discontinuation occurring after the first year
of follow-up

Swelling, erythema, and pain typically resolved within
days. Nodules and indurations resolved over weeks
to months, likely due to the slow dissolution of the
LEN depot into systemic circulation

Background

* LEN is a first-in-class, long-acting HIV-1 capsid inhibitor administered every 6 months (Q6M)
by SC injection following initiation dosing!-5

» LEN was approved for the treatment of multidrug-resistant HIV-1 in heavily
treatment-experienced PWH, in combination with other antiretrovirals (ARVs), in the EU, US,
and other countries, based on the results of the ongoing Phase 2/3 CAPELLA study
(NCT04150068)%8

» The efficacy and safety of LEN, in combination with other ARVSs, is also being investigated in
treatment-naive PWH in the ongoing Phase 2 CALIBRATE study (NCT04143594)°

* ISRs may occur following LEN SC administration due to depot formation?

Study Objective

* To characterize SC LEN-related ISRs in CAPELLA and CALIBRATE

» CAPELLA and CALIBRATE study designs are shown in Figure 1

* In both studies, SC LEN 927 mg was administered Q6M as two 1.5 mL injections into
the abdomen

* Analysis of ISRs included all participants in CAPELLA and CALIBRATE who received 21 dose
of SC LEN

* We summarized ISRs occurring after each of the first three SC LEN injections to ensure
sufficient duration of post-injection follow-up

Figure 1. CAPELLA and CALIBRATE study designs
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*Participants were treated for at least 54 weeks. A protocol amendment allowed participants successfully completing the Week 52 visit to continue receiving LEN SC Q6M plus OBR; TParticipants
were assigned to Cohort 1 or 2 according to pre-randomization repeat HIV-1 RNA screening: participants with a decline of 20.5 log copies/mL (vs screening) or with <400 copies/mL entered
Cohort 1. *Participants received LEN oral loading prior to initiating LEN SC (Days 1 and 2: 600 mg; Day 8, 300 mg). $Participants received oral LEN 600 mg on Days 1 and 2, then QD LEN 50 mg
from Day 3. TAt Week 80, participants in TG4 complete the study, and participants in TGs 1-3 may continue beyond Week 80. “TG1 and TG2 only.
BIC/B, bictegravir; F, emtricitabine; LEN, lenacapavir, PWH, people with HIV; Q6M, every six months; QD, daily; R, randomized; SC, subcutaneous; TAF, tenofovir alafenamide; TG, treatment
group; W, week

References: 1. Link JO, et al. Nature. 2020;584:614-618. 2. Lenacapavir Prescribing Information. Available at: https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/215973s000Ibl.pdf (Accessed October 2023); 3. Lenacapavir Summary of
Product Characteristics. Available at: https://www.ema.europa.eu/en/documents/product-information/sunlenca-epar-product-information_en.pdf (Accessed October 2023). 4. Lenacapavir. UK Electronic Medicines Compendium. Available at:
https://www.medicines.org.uk/emc/product/14102/smpc (Accessed October 2023). 5. Lenacapavir. Government of Australia website. Available at: https://www.tga.gov.au/resources/auspmd/sunlenca (Accessed October 2023). 6. Lenacapavir.
Government of Canada Website. Available at: https://health-products.canada.ca/dpd-bdpp/info?lang=eng&code=102149 (Accessed October 2023). 7. Segal-Maurer S, et al. N Engl J Med. 2022;386:1793-1803. 8. Ogbuagu O, et al. Lancet HIV.

2023;10:e497—e505. 9. Gupta SK, et al. Lancet HIV. 2023;10:e15-23. 10. Kumar P, et al. AIDS. 2022; Poster EPB184.

Acknowledgments: We extend our thanks to the CAPELLA and CALIBRATE study participants, their families, and the participating study investigators and staff. Medical writing support was provided by Jessica Woods of Ashfield MedComms

(Macclesfield, UK), an Inizio company, and funded by Gilead Sciences, Inc.

Disclosures: AC funding, advisory board, speaker panel, and preparation of educational materials from: Gilead Sciences, Inc., ViiV Healthcare, MSD, and Janssen-Cilag. JLBA honoraria, consulting fees, speakers' fees and/or funds for research
from: Theratechnologies, MSD, Janssen-Cilag, Gilead Sciences, Inc., and ViiV Healthcare. J-MM Gilead Sciences (board member, grant/research support), ViiV (board member), and Merck (board member, expert testimony). AA grant/research
support from: Gilead Sciences, Inc., AstraZeneca, and ViiV Healthcare; honoraria from Gilead Sciences, Inc., AstraZeneca, ViiV Healthcare, GlaxoSmithKline, Pfizer, MSD, Moderna, Mylan, and Janssen-Cilag. FC acts as PI in company-sponsored
institutional clinical trials without any personal gain. YY none. SR-B none. KS none. ED Gilead Sciences, Inc. (advisor/consultant), and Theratechnologies (advisor/consultant, honoraria). GS, HW, HD-S, and MSR employees and shareholders of
Gilead Sciences, Inc. OO Gilead Sciences, Inc. (advisor/consultant, honoraria), ViiV (advisor/consultant), Janssen (advisor/consultant).

Poster: eP.A.104

Copies of this poster obtained
through QR (Quick Response)
and/or text key codes are for
personal use only and may not
be reproduced without written
permission of the authors.

» Overall, 175 participants received 21 dose of SC LEN
— All 72 participants enrolled in CAPELLA received =1 dose of SC LEN
— In CALIBRATE, 103/105 participants randomized to receive SC LEN received 21 dose
of SC LEN
— Median (interquartile range [IQR]) SC LEN injections received: CAPELLA, 10 (8-10);
CALIBRATE, 6 (6-8)

» Median (IQR) duration of exposure was 125 (111-140) and 88 (83-107) weeks in CAPELLA
and CALIBRATE, respectively

« After the 15, 27d, and 3@ SC LEN injections, respectively, ISRs occurred in 63%, 46%, and
55% of CAPELLA participants and 42%, 52%, and 43% of CALIBRATE patrticipants

» Figure 2 shows the frequency and severity of the most common ISRs
— ISRs were predominantly Grade 1/2; no Grade 4 ISRs occurred

* Five participants discontinued study treatment due to ISRs (Figure 3), with only one ISR
leading to discontinuation after the first year of follow-up

MethOdS Figure 2: Incidence and severity of most common SC LEN-related ISRs
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Percentage denominators are the number of participants who received an injection at that visit. Percentages may not total 100% due to rounding
ISR, injection site reaction; LEN, lenacapavir, SC, subcutaneous

Figure 3: Discontinuations due to SC LEN-related ISRs
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» Swelling, erythema, and pain typically resolved within days (Table 1) (median duration for both
studies combined: 10, 5, and 3 days, respectively). Nodules and indurations took longer to
resolve (Table 1), with a median duration of 252 and 202 days, respectively
(245 and 194 days for resolved events) for both studies combined

» Dermatology evaluation and/or skin biopsy were performed for six participants with nodules or
indurations lasting 26 months (Table 2)

— Chronic granulomatous inflammation consistent with foreign body reaction to drug depot
was observed, consistent with pre-clinical findings?®
— Nodules and indurations were palpable, but not visible to participants or clinicians (Figure 4)

Table 1: Duration of most common SC LEN-related ISRs

CAPELLA (N=72) CALIBRATE (N=103)

Median (IQR) duration, days

Swelling 8 (4-15) 11 (6-15)
Erythema 5 (3-8) 5 (2-11)
Pain 3(1-4) 2 (1-6)
Nodule 252 (113-524) 250 (100-369)
Induration 183 (63-498) 215 (144-415)

IQR, interquartile range; ISR, injection site reaction; LEN, lenacapavir, SC, subcutaneous

Table 2: Summary of biopsy and dermatology evaluations

ISR Summary of biopsy/dermatology evaluation report

CAPELLA

Nodule 15 * Granulomatous foreign body reaction in adipose panicle and fatty tissue necrosis,
(Grade 1) compatible with foreign body panniculitis

Nodule . . .

(Grade 2) 204 Area palpable; no erythema or swelling (no biopsy performed)

Nodule Abdominal injection scars present; 4 SC indurations found, 2 on each side of abdomen

(Grade 1) 1, 211

CALIBRATE

(no biopsy performed)

Swelling » Focal dermal fibrosis, possibly representing edge of old rupture cyst or folliculitis

561 * Focal areas of granulomatous inflammation surrounding small collections of

(Grade 1) . . . . i .
amorphous material, consistent with a granulomatous reaction to injected medication
SC periumbilical nodules apparent upon deep palpation; no tenderness upon

Nodule 380 palpation; no overlying skin changes

(Grade 1) Biopsy: minimal chronic inflammation; no granulomatous inflammation of foreign body
reaction; no evidence of panniculitis

Mo 463 » Fibrosis and giant cell reaction, compatible with ISR

(Grade 1) '

Biopsy/dermatology evaluation findings summarized for 6 participants who met the ISR criteria for dermatological assessment.
ISR, injection site reaction; SC, subcutaneous

Figure 4: Images of nodules and indurations

A. Induration occurring after 1st SC LEN dose: C. Induration occurring after 1st SC LEN dose*
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*The participant had a non-tender indurated area ~2 x 2 cm at both abdominal sites of SC injections, with no erythema or warmth, after the Week 62 visit. The induration decreased in size but did
not resolve completely. fin addition to nodules, the participant had an AE of injection site pain resolving after 8 days from the same injection. ¥In addition to induration, the participant had injection
site AEs of moderate pain and mild erythema on Day 1; pain and erythema resolved after Day 2, and induration resolved after a week.

AE, adverse event; LEN, lenacapavir; SC, subcutaneous
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