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Background

* Despite the approval of several agents for pre-exposure prophylaxis (PrEP), approximately 1.3 million people
acquired HIV in 2024

— Long-acting oral options for HIV-1 PrEP, with longer dosing intervals, are needed

« MK-8527 is a novel, oral, nucleoside reverse transcriptase translocation inhibitor (NRTTI) in clinical
development for HIV-1 prevention, with pharmacokinetic properties supporting once-monthly (QM) dosing, and
is phosphorylated intracellularly to the pharmacologically active triphosphate (TP) form, MK-8527-TP%>

— In adults living with HIV-1 who had not previously taken antiretroviral agents, single doses of MK-8527
as low as 0.5 mg achieved a mean decrease in HIV-1 RNA of 21.0 log,, copies/mL at 7 days after dose
administration*

— A randomized, double-blind, placebo-controlled, Phase 2 study in adults with low likelihood of HIV-1
exposure demonstrated that 6 consecutive doses of MK-8527 (3 mg, 6 mg, and 12 mg QM) were generally
well tolerated, with pharmacokinetics (PK) of MK-8527 and MK-8527-TP being dose proportional and well
correlated, supporting clinical development of MK-8527°

— Two Phase 3 studies of oral MK-8527 QM as PrEP are planned: enroliment has begun for EXPrESSIVE-11,
while enrollment for EXPrESSIVE-10 will start later this year®’

* Preclinical and clinical studies indicate that renal excretion plays a prominent role in NRTTI elimination®-1°

* Renal impairment (RI) may significantly impact the clearance and PK of MK-8527, potentially leading to elevated
plasma drug levels. Dose adjustment strategies could help ensure that plasma MK-8527 concentrations and
MK-8527-TP in peripheral blood mononuclear cells (PBMCs) stay within the therapeutic range

Objective

* To evaluate the PK and safety of MK-8527 and MK-8527-TP in participants with moderate or severe Rl
compared with healthy participants with normal renal function

Study design
* |In this open-label, single-dose, Phase 1 study (protocol MK-8527-008; NCT06295796), participants with normal
renal function, moderate RI, or severe Rl received a single dose of MK-8527 6 mg (Figure 1)

— Normal renal function: estimated glomerular filtration rate (eGFR) 290 mL/min, calculated using the 2021
Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI) equation

— Moderate Rl: eGFR 30-59 mL/min

— Severe Rl: eGFR 15-29 mL/min

* Healthy control participants with normal renal function were matched to the combined mean age (£15 years),
mean body mass index (BMI; £3.5 kg/m?), and sex (x2) of participants with moderate and severe RI
 Eligibility criteria included:
— 18 to 75 years of age
— BMI 218.0 and <40.0 kg/m?

 Exclusion criteria included:

— History of alcohol or drug abuse, cancer, failed renal transplant, or end-stage renal disease requiring dialysis
— Current pregnancy or lactation
— Positive test result for HIV, hepatitis B virus surface antigen, or hepatitis C virus antibodies

Figure 1. Study design for protocol MK-8527-008
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AE, adverse event; CRU, clinical research unit; MK-8527-TP, MK-8527 triphosphate; PBMC, peripheral blood mononuclear cell;
PK, pharmacokinetics.

aAll participants who received the study drug (including participants who terminated the study early) returned to the CRU on
Day 29 (1 day) for follow-up procedures and to determine if any AE had occurred since the last study visit.
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Statistical analysis

* PK sampling was performed before dosing and up to 168 hours after dosing for plasma concentrations
of MK-8527 and before dosing and up to 672 hours after dosing for intracellular concentrations of
MK-8527-TP in PBMCs. Urine was collected before dosing and up to 48 hours after dosing and was assessed
for concentrations of MK-8527

— PK parameters of plasma MK-8527 that were analyzed included area under the concentration versus time
curve from time 0 to infinity after single dosing (AUC,...), area under the concentration versus time curve from
time 0 to the time of the last quantifiable (above lower limit of quantification) sample (AUC,_.s), maximum
observed drug concentration after the administration of a given dose (C,,.,), time to maximum observed
drug concentration (T,.,), apparent terminal half-life (t,,), apparent clearance (CL/F), and apparent volume of
distribution during terminal phase (Vz/F) of plasma MK-8527

— PK parameters of intracellular MK-8527-TP in PBMCs that were analyzed included AUC,_.., AUC_.st; Crax;
drug concentration at 168 hours (C,ss), drug concentration at 672 hours (Cg7,), Thax, @nd ty,

— Safety and tolerability were assessed through adverse event reporting and evaluation of vital signs, 12-lead
electrocardiograms, and laboratory safety tests

Study population

* Six participants were enrolled in each group (healthy control, moderate RI, severe RIl; Table 1); all participants
completed the study

Table 1. Participant demographics and baseline characteristics

Healthy control Moderate RI Severe RI
N=6 N=6 N=6

Characteristic

Age, median (range), years 60.0 (52-68) 65.0 (52-69) 70.0 (60-73)
Female, n (%) 3 (50) 2 (33) 3 (50)
Race, n (%)

Black/African American 3 (90) 4 (67) 5 (83)

White 3 (50) 2 (33) 1(17)
Ethnicity, n (%)

Not Hispanic or Latino/a 5 (83) 6 (100) 6 (100)

Weight, median (range), kg (78.22-31'80.4) (86?5-(1).1%.3) (64.2?1'615.5)

BMI, median (range), kg/m? 30.6 (28.7-33.7) 33.7 (30.5-37.5) 27.8 (25.3-34.3)

eGFR,2 mean (SD), mL/min 100.8 (10.0) 44.3 (8.8) 22.9 (5.1)

BMI, body mass index; eGFR, estimated glomerular filtration rate; RI, renal impairment.

2Baseline eGFR (calculated using the 2021 Chronic Kidney Disease Epidemiology Collaboration equation) results were obtained twice (272 hours apart)
during participant screening, and mean values were used to determine renal function. Values represent deindexed eGFR using the body surface area for
each participant.

PK analysis of MK-8527

* Participants with moderate or severe Rl had 1.79-fold or 2.24-fold higher plasma MK-8527 AUCO_.,, respectively,
compared with healthy control participants (Table 2; Figure 2)

* Plasma MK-8527 C, ., was generally similar between participants with moderate Rl or severe Rl and healthy
control participants

 Participants with moderate or severe Rl had 2.00-fold or 2.35-fold higher, respectively, intracellular MK-8527-TP
AUC,..and 2.16-fold or 1.79-fold higher intracellular MK-8527-TP C,,.., respectively, compared with healthy
control participants

* Participants with moderate or severe Rl had longer t,, for plasma MK-8527 and PBMC MK-8527-TP and
decreased CL/F and Vz/F for plasma MK-8527 compared with healthy control participants (Table 2; Figure 3)

* Following the administration of a single oral dose of MK-8527 6 mg, the amount of unchanged MK-8527
recovered in urine was lower in both moderate and severe Rl groups compared with healthy control participants,
and appeared to decrease with increasing severity of R

Table 2. Summary of PK parameter values of plasma MK-8527 and PBMC MK-8527-TP in participants with
moderate Rl or severe Rl compared with matched healthy controls

Geometric mean (% GCV)

Healthy control Moderate RI
n==6 n==6

GMR (90% ClI)

Parameter

Plasma MK-8527

C..os NM 112 (25.7) 161 (48.9) 917 (22.1) 143 (0.96-214)  0.82 (0.64-1.05)
T._.2h 0.75 (0.52, 1.53) 075 (0.50, 1.00)  0.99 (0.25, 6.00) NA NA
AUC,..., nM-h 918 (22.2) 1640 (30.0) 2060 (24.0) 179 (1.36-2.35)  2.24 (1.77-2.85)
AUC,.... "Mh 769 (21.4) 1160 (24.6) 1430 (201) 151 (119-1.92)  1.86 (1.50-2.31)
t, h 84.2 (14.1) 118 (32.5) 113 (38.0) NA NA

CLJF, Lih 21.2 (22.2) 11.8 (30.0) 9.45 (24.0) NA NA

Vz/F, L 2570 (29.7) 2020 (27.0) 1540 (36.5) NA NA
PBMC MK-8527-TP

C,.... PMOI/A05 cells 177 (28.4) 3.82 (78 4) 318 (147) 2416 (1.20-3.86)  1.79 (1.41-2.28)
Tmax,® (11.9223,'(2)2.92) (23.5233,'?57.07) (23.02(?,'%13.53) NA NA
AUC,_.., h-pmol/10° cells 235 (35.9) 468 (27.5) 552 (5.9) 200 (1.422.81)  2.35 (1.76-3.14)
AUC,.... hpmol/10Scells 217 (37.2) 493 (51.6) 588 (37.6)  2.26 (1.44-3.56) 2.71 (1.85-3.95)
t, h 170 (44.1) 212 (24.6) 251 (36.2) NA NA

AUC,.., area under the concentration-time curve from time 0 to infinity; AUC,_.«, area under the concentration-time curve from time 0 to last sampling time after dose;

CL/F, apparent clearance; C,.,, maximum concentration; GCV, geometric coefficient of variation; GMR, geometric mean ratio; NA, not available; PBMC, peripheral blood

mononuclear cell; PK, pharmacokinetics; RI, renal impairment; T, time to C,..; ti», apparent terminal half-life; Vz/F, apparent volume of distribution during terminal phase.
Tmax IS presented as median (range).

Figure 2. Mean plasma MK-8527 concentration over time

(A) and individual AUC,...and geometric mean (95% CI). (B) in participants with moderate and severe Rl and

matched healthy controls.
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AUC,._.., area under the concentration-time curve from time 0 to infinity; R, renal impairment.
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Figure 3. Mean PBMC MK-8527-TP concentration over time

(A) and individual AUC,...and geometric mean (95% CI). (B) in participants with moderate

and severe Rl and matched healthy controls.
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AUCO..,, area under the concentration-time curve from time 0 to infinity; PBMC, peripheral blood mononuclear cell; Rl, renal impairment;

TP, triphosphate.

Safety
* No adverse events were reported in this study

* There were no significant findings concerning vital signs, laboratory safety tests, and electrocardiogram

results after MK-8527 treatment

Conclusions

control participants with normal renal function

* Consistent with renal excretion being a primary pathway for MK-8527 elimination, plasma
MK-8527 exposure was higher in participants with moderate or severe Rl than in healthy

* Exposure of intracellular MK-8527-TP was higher in participants with moderate or severe
RI than in healthy control participants with normal renal function

* A single dose of MK-8527 was well tolerated in participants with moderate or severe R
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