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Conclusions

+ The pharmacokinetic (PK) and safety results from this relative bioavailability
and food-effect characterization of an islatravir/lenacapavir (ISL/LEN) 2/300 mg
fixed-dose combination (FDC) tablet support continued clinical development in
Phase 3 trials of an ISL/LEN once-weekly (QW) oral FDC dosing regimen,
without regard to food, for the treatment of HIV-1 infection

+ ISL and LEN exposures (area under the time-concentration curve extrapolated
to infinity [AUC;,J and maximum concentration [C,,,,]) were generally similar for
ISL/LEN FDC vs single-agent co-administration, except for the slightly lower
ISL C,s for the FDC, which is not considered clinically meaningful

+ ISL exposures were similar, while LEN exposures were higher with fed versus
fasted administration of the ISL/LEN FDC. The increase in LEN exposure in
the fed state is not considered clinically relevant and is in alignment with the
previously observed food effect for LEN as a single agent!

+ ISL and LEN had a favorable safety profile and were generally well tolerated

The efficacy and safety of the ISL/LEN FDC is currently being evaluated in

the ongoing Phase 3 trials ISLEND-1 (NCT06630286)? and ISLEND-2

(NCT06630299)°

Plain Language Summary

Islatravir is a medicine being studied as one part of a multi-medicine treatment

for HIV along with another medicine called lenacapavir

+ Sometimes, when medicines are given together, they can affect how well each
medicine gets into a person’s blood, which can change how much medicine is
available to do its job
— Taking a medication with food instead of taking it on an empty stomach

can affect how much medication is able to get into the blood and do its job

+ Wedid a study to see if islatravir and lenacapavir taken as two different pills

would get the same amount of medicine into the blood as if they were taken

combined into one tablet

— The study also looked at whether taking the combined tablet with food
would change the amount of medicine in the blood versus taking the tablet
on an empty stomach

This study found that people taking islatravir and lenacapavir in a combined

tablet had similar levels of medicine as the people who took each medicine as

two separate pills

— It did not matter if the tablet was taken with food or on an empty stomach

— lIslatravir and lenacapavir did not cause severe side effects in either
situation as well

+ These results show that islatravir and lenacapavir can be given as a combined

tablet with or without food

Introduction

A combination treatment consisting of ISL, a r
inhibitor, and LEN, an HIV-1 capsid inhibitor, has the potential to provide a complete, QW oral

reverse

regimen for HIV-1 treatment?®

In an ongoing Phase 2 study (NCT05052996) of d people with HIV-1,
94% of participants switching to QW co-administration of single- agem ISL capsules and LEN
tablets maintained virologic suppression at Week 487

Here, we evaluated the relative bioavailability of ISL/LEN FDC vs ISL and LEN single-agent
co-administration, and the effect of food on ISL/LEN FDC PK in a Phase 1 study, to inform
development of the FDC for Phase 3 studies

Two ongoing Phase 3 studies, ISLEND-1 (NCT06630286)2 and ISLEND-2 (NCT06630299)3,
are evaluating an ISL/LEN 2/300 mg FDC tablet in adults with HIV-1 who are virologically

on either icitabine/tenofovir alafenamide or another
s'andard of-care regimen
« In this Phase 1, open-label, parallel-design study, without HIV-1 received single oral

doses of single-agent ISL 2 mg (2 x 1 mg capsules) and LEN 300 mg (1x tablet) simultaneously
under fasted conditions (n=31) or an ISL/LEN FDC 2/300 mg tablet under fasted (n=31) or fed
(high-fat; ~50% calories from fat) conditions (n=31) (Figure 1)
Participants were aged 18-55 years, with body mass index 219.0-<30.0 kg/m? at screening,
and with no clinically significant abnormalities from laboratory evaluations or 12-lead
electrocardiogram evaluations as assessed by the investigator
— Participants refrained from use of prescription and over-the-counter medicines during

the study

Figure 1. Study Design
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+ Plasma PK samples were analyzed using validated liquid chromatography coupled with tandem
mass spectrometry methods

+ PK parameters were determined by standard non-compartmental analysis; geometric
least-squares mean ratios were calculated for test vs reference treatment
— An analysis of variance model with cohort as a fixed effect was fitted to the natural

logarithmic transformation of PK parameters for each analyte with two-sided 90% CI

+ Safety was monitored by physical examinations, clinical laboratory tests, and adverse

event reporting

R

esults and Discussion

Disposition and Baseline Characteristics

+ Overall, 93 participants were

Table 1. Baseline Characteristics

enrolled, with 31 per cohort
i X ISL+LEN  ISULENFDC |ISLILENFDC
— Baseline characteristics were  |Charact fasted faste fed
similar across cohorts (n=31) 1) (n=31)
(Table 1) Median age (range), years 35(20-54) | 33(18-55) | 37(19-54)
— The overall median age was Female sex at birth, n (%) 18 (58.1) 15 (48.4) 18 (58.1)
35 years, and 55% of Race, n (%)
participants were female American Indian or Alaska Native 0 2(6.5) 1(32)
All enrolled participants completed | Asian 0 0 @)
study drug dosing, and 91 Black or African American 3(9.7) 6(19.4) 2(65)
participants (97.8%) completed White 28(90.3) 22(71.0) 27 (87.1)
the study Other 0 1(3.2) 0
— Two participants (2.2%) Hispanic or Latine ethnicity,n (%) | 3(9.7) 4(129) 2(65)
prematurely discontinued study |Mean BMI (SD), kg/m?* 26.0 (2.7) 26.4(3.2) 26.5(2.5)
(both in the ISL/LEN FDC Mean weight (SD), kg 773(118) | 77.7(133) | 77.9(126)
group); n=1lost to follow-up g Lo, . v LN

blained w ugn o

Figure 2. Arithmetic Mean (SD) Plasma Concentration-Time
Profiles of (A) ISL and (B) LEN After a Single Dose of ISL and LEN
Single-Agent Co-Administration Under Fasted Conditions, and
ISL/LEN FDC Under Fasted or Fed Conditions?®
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FDC vs Single-Agent Co-Administration
+ AUC;were generally similar, with ISL % geometric least squares mean (GLSM) ratios (90% Cl) of

107

(97.8; 116) and LEN %GLSM ratios (90% Cl) of 90.2 (72.1; 113) for ISL/LEN FDC vs single-agent

co-administration under fasted conditions (Table 2; Figure 2)
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re was a lower ISL mean C,, for the FDC (11.0 ng/mL) than with co-administration (16.5 ng/mL)
The lower C,,,, did not lead to an overall decrease in exposure, as the AUC,; between the two
cohorts was similar, indicating slower absorption for the FDC

This finding is not unexpected, as the apparent slower rate of absorption for ISL from the FDC is
likely due to a relatively slower initial release from the FDC tablet, considering the formulation and
size difference between the ISL capsule and the FDC tablet
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ISL exposures (AUC,;and C,,,,) were similar with fed versus fasted administration of a
single dose of ISL/LEN 2/300 mg FDC (Figure 2A, Table 2)

LEN exposures were higher (27% and 43% higher AUC;x and Cy,,,, respectively) with
fed versus fasted administration of a single dose of ISL/LEN 2/300 mg FDC

— The observed higher LEN exposure under the fed state is not considered clinically
relevanl and is in alignment with previously observed food effect for LEN
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%GLSM ratio (90% C)
ISL and LEN Relative
» ISLILEN FDC, ISLILEN FDC, bicavailabili
B co-administration, fasted fed (SULEN FDCvs |  Foodeffect e 28 o shown i it The LLOIO:
fasted (n=31) (n=31) L (ISLLEN FDC
(n=31) an fed vs fasted)
co-administration,
fasted) Food Effect
C NG/ML 16.5 (22.0) 1.0 (35.0) 1.7 (37.7) 64.4 (56.7-73.1) | 106 (90.6-123) .
AUC,,, heng/mL 726 (22.3) 767 (1747 820 (17.0) 107 (97.8-116) | 107 (99.4-115)
IsL .
T N 0.750 (0.500-0.750) | 1.03(0.750-2.00) | 2.00 (2.00-4.00) - B
o h 954 (87.5-103) | 101(944-110) | 103(94.7-114) - B (Figure 2B, Table 2)
v NG/ML 18.1(61.3) 19.4 (64.9) 286 (75.1) 103 (80.6-132) | 143 (108-189)
AUC,,, heng/mL 6290 (50.4) 6020 (66.1)° 7740 (69.0) 902 (72.1-13) | 127 (97.7-164)
LEN
Tow 4.00(4.00-24.0) | 4.00(4.00-4.00) | 4.00(4.00-6.00) - B
ty h 279 (239-306) 317 (246-371) 304 (246-345) - s Safety

« ISL and LEN were generally well tolerated when administered individually or as an FDC
in the fed or fasted state

combination; i, hours; ISL, iskatravi; LEN, T B2 10 Gy 17 i,
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