
Background
	• Despite the approval of several agents for pre-exposure prophylaxis (PrEP), 
approximately 1.3 million (1.0-1.7 million) people acquired HIV in 20231

	• The efficacy of emtricitabine/tenofovir disoproxil fumarate (FTC/TDF) and 
emtricitabine/tenofovir alafenamide (FTC/TAF) for PrEP is strongly correlated with 
adherence to daily oral therapy,2 which can be a challenge for some people who could 
benefit from PrEP3 

	– Long-acting oral options for HIV-1 PrEP, with less frequent dosing, are needed

	• Once-monthly (QM) oral PrEP was the preferred modality among respondents in a 
recent online survey4 

	• MK-8527 is a novel, oral, nucleoside reverse transcriptase translocation inhibitor with 
pharmacokinetic properties supporting QM dosing5 

	• We studied the safety, tolerability, and pharmacokinetics of MK-8527 oral QM in  
adults with low likelihood of HIV-1 exposure in a randomized, double-blind,  
placebo-controlled phase 2 clinical study (MK-8527-007, NCT06045507)

MK-8527-007 study design
	• Participants were randomized (2:2:2:1) to receive oral monthly doses of MK-8527  
(3, 6, or 12 mg) or placebo for up to 6 consecutive months (1 dose every 4 weeks) 
from day 1 to week 20

	• Randomization was stratified by sex (female, male) and region (Africa, non-Africa)
	• The study was conducted in Israel, South Africa, and the United States 

Figure 1. Phase 2 randomized double-blind, dose-ranging study
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Assessments

Safety & Tolerability
	• Review of adverse events and laboratory tests were performed at each study visit 
through 8 weeks after last dose 

	• Study intervention was discontinued for on-treatment decreases (confirmed at  
2 consecutive visits) in total lymphocyte count and/or CD4 count, specified as  
<1.0 x 109/L and <500 cells/mm3, respectively, with a ≥30% decline from baseline

	• HIV testing was performed at screening, day 1, and every 4 weeks thereafter

Pharmacokinetics
	• MK-8527 in plasma measured in all participants: days 1 and 2, week 20 (or last dose) 
and follow-up day 1

	• MK-8527-triphosphate (MK-8527-TP), the intracellular active metabolite, was measured 
in peripheral blood mononuclear cells (PBMCs) from ~20 participants/MK-8527 group 
at each study visit 

	• Pharmacokinetic exposures for MK-8527 and MK-8527-TP were based on analysis of 
the sparse data collected in the study

Results

Table 1. Baseline characteristics

MK-8527  
3 mg 

N=101

MK-8527 
6 mg 

N=101

MK-8527 
12 mg 
N=99

Placebo
N=49

Sex at birth, n (%)

Male 43 (42.6) 42 (41.6) 41 (41.4) 20 (40.8) 

Female 58 (57.4) 59 (58.4) 58 (58.6) 29 (59.2) 

Age (years), median (IQR) 27.0 (23, 33) 28.0 (24, 34) 28.0 (23, 34) 28.0 (24, 34)

Race, n (%)

White 49 (48.5) 54 (53.5) 51 (51.5) 26 (53.1) 

Black 44 (43.6) 40 (39.6) 40 (40.4) 21 (42.9) 

Asian 3 (3.0) 2 (2.0) 3 (3.0) 0 (0.0) 

Other 5 (5.0) 5 (5.0) 5 (5.1) 2 (4.1) 

Ethnicity, n (%)

Hispanic/Latino 18 (17.8) 13 (12.9) 14 (14.1) 11 (22.4) 

Country, n (%)

United States 42 (41.6) 48 (47.5) 45 (45.5) 21 (42.9) 

South Africa 35 (34.7) 34 (33.7) 34 (34.3) 16 (32.7) 

Israel 24 (23.8) 19 (18.8) 20 (20.2) 12 (24.5) 

Table 2. Incidence of AEs was similar across MK-8527 and placebo groups

Number (%) of 
participants

MK-8527  
3 mg 

N=101

MK-8527 
6 mg 

N=101

MK-8527 
12 mg 
N=99

Placebo
N=49

With one or more AE 62 (61.4) 69 (68.3) 66 (66.7) 31 (63.3)

With drug-relateda AE 15 (14.9) 16 (15.8) 20 (20.2) 9 (18.4)

With grade 3-4 AE 5 (5.0) 2 (2.0) 4 (4.0) 4 (8.2)

With SAE 2 (2.0) 0 (0.0) 1 (1.0) 1 (2.0)

With drug-related SAE 1 (1.0) 0 (0.0) 0 (0.0) 1 (2.0)

Discontinued due to an AE 0 (0.0) 2 (2.0) 1 (1.0) 2 (4.1)

Discontinued due to 
a drug-related AE 0 (0.0) 1 (1.0) 1 (1.0) 0 (0.0)

a�Relationship to study drug was determined by the investigator.  
One participant in the 12-mg group died of a gunshot wound (not related to study drug). 

AE, adverse event; SAE, serious adverse event.

	• One serious adverse event (SAE) (spontaneous abortion at ~6 weeks’ gestation) was 
considered related to MK-8527 (3 mg)

	• 2 participants discontinued MK-8527 due to drug-related AE: grade 1 CD4/lymphocyte 
count decreased (6 mg); grade 2 hypoesthesia (12 mg)

	• No HIV-1 seroconversions were observed during the study

Table 3. Drug-relateda AEs were similar across MK-8527 and placebo groups

Number (%) of 
participants

MK-8527  
3 mg 

N=101

MK-8527 
6 mg 

N=101

MK-8527 
12 mg 
N=99

Placebo
N=49

With drug-relateda AE 15 (14.9) 16 (15.8) 20 (20.2) 9 (18.4)

With grade 3-4  
drug-relateda AE 1 (1.0) 0 (0.0) 1 (1.0) 1 (2.0)

Most common drug-relateda AEs (>2% in any MK-8527 group)

Headache 4 (4.0) 5 (5.0) 2 (2.0) 1 (2.0)

Nausea 3 (3.0) 4 (4.0) 2 (2.0) 1 (2.0)

CD4 lymphocytes 
decreased 2 (2.0) 1 (1.0) 3 (3.0) 1 (2.0)

Lymphocyte count 
decreased 0 (0.0) 1 (1.0) 4 (4.0) 1 (2.0)

Fatigue 0 (0.0) 3 (3.0) 2 (2.0) 1 (2.0)
aRelationship to study drug was determined by the investigator.

	• Most drug-related AEs were Division of AIDS (DAIDS) toxicity grade 1 or 2 and were 
reported as resolved during the study

	• 2 participants had confirmed CD4 and/or lymphocyte count declines that met protocol-
specified discontinuation criteria, which resolved within 11 weeks

	– MK-8527 6 mg: lymphocyte nadir 0.80×109/L (36.5% ↓), CD4 nadir 313 cells/mm3 
(grade 1; 51.4% ↓)

	– MK-8527 12 mg: lymphocyte nadir 0.61×109/L (grade 1; 54.1% ↓)

Figure 2. No meaningful change in total lymphocyte count for MK-8527 doses 
up to 12 mg oral QM
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Figure 3. No meaningful change in CD4 count for MK-8527 doses up to  
12 mg oral QM
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Figure 4. MK-8527 plasma concentration vs time profiles (semi-log scale)
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	• Pharmacokinetic parameters for MK-8527 are dose-proportional
	• No apparent accumulation of MK-8527 in plasma with monthly dosing

Table 4. MK-8527 Pharmacokinetic parameters

Dose, mg Parameter

First Dose (Day 1) Last Dose (Week 20)

n GM (GCV%) n GM (GCV%)

12
AUC0-last 97 0.861 (34.1) 95 0.836 (55.0)

Cmax 97 0.113 (64.5) 95 0.108 (72.5)

6
AUC0-last 96 0.397 (36.1) 92 0.404 (37.3)

Cmax 96 0.0490 (75.6) 92 0.0538 (73.5)

3
AUC0-last 95 0.132 (84.8) 78 0.129 (81.5)

Cmax 95 0.0289 (69.0) 78 0.0320 (67.5)

AUC, area under the curve (hr*µmol/L). Cmax, maximum concentration in plasma (µmol/L); GM, geometric mean. 
GCV%, geometric coefficient of variation.
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Figure 5. MK-8527-TP PBMC concentration vs time profiles (semi-log scale)
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	• Pharmacokinetic parameters for MK-8527-TP are dose-proportional
	• Minimal accumulation of MK-8527-TP in PBMCs with monthly dosing

Table 5. MK-8527-TP Pharmacokinetic parameters

Dose, mg Parameter

First Dose (Day 1) Last Dose (Week 20)

n GM (GCV%) n GM (GCV%)

12
AUC0-last 22 204 (71.3) 19 287 (55.9)

Cmax 22 1.48 (79.7) 19 1.23 (63.9)

6
AUC0-last 26 108 (56.3) 23 128 (178.6)

Cmax 26 0.707 (89.7) 23 0.782 (72.2)

3
AUC0-last 21 52.9 (67.7) 20 20.7 (255.5)

Cmax 21 0.394 (89.4) 20 0.325 (78.7)

AUC, area under the curve (hr*pmol/106 cells). Cmax, maximum concentration in PBMC (pmol/106 cells). 
GM, geometric mean. GCV%, geometric coefficient of variation.
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Conclusions
•	 In this large, randomized, double-blind, placebo-controlled, Phase 2 study in adults 

with low likelihood of HIV-1 exposure: 
	– 6 consecutive monthly doses of MK-8527 (3 mg, 6 mg, and 12 mg) were  
generally well tolerated and demonstrated a safety profile similar to placebo 

	– Pharmacokinetics of MK-8527 and MK-8527-TP were dose-proportional and  
well-correlated

•	 These results support the continued clinical development of MK-8527 oral QM 
for PrEP

•	 Phase 3 studies of MK-8527 oral QM, EXPrESSIVE-10 and EXPrESSIVE-11, are 
currently enrolling participants

https://bit.ly/4ae5WjT
https://bit.ly/43SGlrY

Copies of this poster obtained through 
Quick Response (QR) Code are for 
personal use only and may not be 
reproduced without permission from the 
Congress or the author of this poster.

To download a plain 
language summary

To download this 
poster

Presented at South Atlantic Association of Obstetricians and Gynecologists (SAAOG) Annual Meeting; White Sulphur Springs, WV, USA; January 24-26, 2026.


