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Results and Discussion

Conclusions Introduction

* A combination treatment consisting of ISL, a nucleoside reverse transcriptase translocation Disposition and Baseline Characteristics Figure 2. Arithmetic Mean (SD) Plasma Concentration-Time
* The pharmacokinetic (PK) aqd safety _results from this relgtlve bioavailability inhibitor, fancll_lll_\I/El;l,tan iﬂlV-1t4%apS|d inhibitor, has the potential to provide a complete, QW oral . Overall, 93 participants were Toble 1. B e oh it Profiles of (A) ISL and (B) LEN After a Single Dose of ISL and LEN
and food-effect characterization of an islatravir/lenacapavir (ISL/LEN) 2/300 mg regimen for Hiv-1 treatmen enrolled, with 31 per cohort apbie 1. baseline Lharacteristics Sinale-Agent Co-Administration Under Easted Conditions. and
fixed-d binati FDC) tablet t ti d clinical d | ti * In an ongoing Phase 2 study (NCT05052996) of virologically suppressed people with HIV-1, ’ ISL+LEN  ISL/LEN FDC  ISL/LEN FDC g g ?
xed-dose combination ) tablet support continued clinical development in 0 ici itchi inistrati i Baseline characteristics were  |Characteristi fasted fasted fed ISL/LEN FDC Under Fasted or Fed Conditions?
Phase 3 trials of an ISL/LEN once-weekly (QW) oral FDC dosing regimen, t9a4bl/; ;frsgf_'tr:f;?r?enés _S;'(\)/::)C;g]g tgp?e\/:sgsr;aaq[rs\llrgztkra;g;n of single-agent ISL capsules and LEN Baseline characteristi aracteristic fasted fasted el
without regard to food, for the treatment of HIV-1 infection ntal v 'C su ! - A) ISL Concentrations
J | | - Here, we evaluated the relative bioavailability of ISL/LEN FDC vs ISL and LEN single-agent (Table 1) Median age (range), years S5(20554) | 38(18-55) |S7(19554) )
. ISIT a_n_d LEN exposures (a_rea under the tlm_e-concentratlon curve extrgpqlated co-administration, and the effect of food on ISL/LEN FDC PK in a Phase 1 study, to inform — The overall median age was Female sex at birth, n (%) 18 (58.1) 15 (48.4) 18 (58.1) E o 1L + LEN Fasted _
to infinity [AUC, ;] ?nd maximum Concgn.tratlo_n [Chrax]) Were generally similar for development of the FDC for Phase 3 studies 35 years, and 55% of Race, n (%) 2 ‘= ISL/LEN FDC Fasted "
ISL/LEN FDC vs single-agent co-administration, except for the slightly lower - Two ongoing Phase 3 studies, ISLEND-1 (NCT06630286)2 and ISLEND-2 (NCT06630299)?, participants were female American Indian or Alaska Native 0 2 (6.5) 1(3.2) § = ISLLENFDC Fed
. : : . . : . . . . . . E
ISL C,, .« for the FDC, which is not considered clinically meaningful are evaluating an ISL/LEN 2/300 mg FDC tablet in adults with HIV-1 who are virologically . All enrolled participants completed Asian 0 0 1(3.2) £
- ISL exposures were similar, while LEN exposures were higher with fed versus S;’pp(;es;’e? on either bictegravir/emtricitabine/tenofovir alatenamide or another study drug dosing, and 91 Black or African American 3(9.7) 6(19.4) 2 (6.5) -
fasted administration of the ISL/LEN FDC. The increase in LEN exposure in S andare-oredrs regimen participants (97.8%) completed White 28(90.3) | 22(71.0) | 27(87.1) = F
the fed state is not considered clinically relevant and is in alignment with the _ the study Other 0 1(3.2) 0 §
previously observed food effect for LEN as a single agent’ — Two participants (2.2%) Hispanic or Latine ethnicity, n (%) 3(9.7) 4 (12.9) 2 (6.5) ; -
 |ISL and LEN had a favorable safety profile and were generally well tolerated » In this Phase 1, open-label, parallel-design study, participants without HIV-1 received single oral pgetmh?tutrﬁlylgiilcfgﬂ”:gg study |Mean BMI (SD), kg/m? AV AS0 82 ATOES) é“
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. The efficacy and safety of the ISL/LEN FDC is currently being evaluated in doses of smgle-ag'e.nt ISL 2 mg (2 x 1 mg capsules) and LEN 300 mg (1x tablet) simultaneously é;roup)' 1= lost o follow-up Mean weight (SD), kg 77.3 (11.8) 77.7 (13.3) 77.9 (12.6) :
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the ongoing Phase 3 trials ISLEND-1 (NCTO6630286)2 and ISLEND-2 un.der fasted COﬂdItIO.nS (n=31) or an ISL/LEN FDC 2/300 mg tablet under fasted (n=31) or fed and n=1 withdrawal of consent BMI, body mass index; FDC, fixed-dose combination; ISL, islatravir; LEN, Lenacapavir; SD, standard deviation. = 0.01 : : : : : : : : : :
(NCT06630299)3 (high-fat; ~50% calories from fat) conditions (n=31) (Figure 1) H 1 y 3 s T T M A )
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for HIV along with another medicine called lenacapavir igure 1. study Design — The lower C_,, did not lead to an overall decrease in exposure, as the AUC, ; between the two g
. Sometimes, when medicines are given together, they can affect how well each otucy g adminsiration cohorts was similar, indicating slower absorption for the FDC S
medicine gets into a person’s blood, which can change how much medicine is ISL 2 mg (capsules) l — This finding is not unexpected, as the apparent slower rate of absorption for ISL from the FDC is § o
available to do its job ?t:tig't)?’f‘;‘;gg  ISLPK Samping likely due to a relatively slower initial release from the FDC tablet, considering the formulation and E
. L : : . ize diff bet the ISL I d the FDC tablet
— Taking a medication with food instead of taking it on an empty stomach - vvvvv Phone Siz€ difierence between the 1ot capstie and the abie ,g
can affect how much medication is able to get into the blood and do its job cal Table 2. PK Parameter Estimates and Comparisons @
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.« These results show that islatravir and lenacapavir can be given as a combined logarithmic transformation of PK parameters for each analyte with two-sided 90% Cl — 279 (239-300) . 308 (246345 : : Safety
tablet with or without food + Safety was monitored by physical examinations, clinical laboratory tests, and adverse 2 - o
event reporting PK parameters are prosented as mean (% cosfficiont of variation) ex0ept s, and  which are presented as median (inerquartie range). =30 due to early « ISL and LEN were generally well tolerated when administered individually or as an FDC
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