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Background
	• Given the longer life expectancy and high prevalence of age-related comorbidities in people living with 
HIV-1, there is an unmet need for effective and tolerable two-drug regimens that minimize the risk of drug-
disease and drug-drug interactions and limit lifetime exposure to antiretroviral medication1 

	• The combination of doravirine (DOR) and islatravir (ISL) has the potential to be a simplified once-daily 
(QD) treatment option for HIV-1

	– DOR is a non-nucleoside reverse transcriptase inhibitor (NNRTI) with activity against common NNRTI-
resistance-associated variants and a favorable safety profile2 

	– ISL is an investigational nucleoside reverse transcriptase translocation inhibitor (NRTTI) with multiple 
mechanisms of action and potent in vitro antiviral activity (including against common resistance-
associated variants) and a high barrier to the emergence of resistance3,4 

	– DOR and ISL have complementary resistance profiles; variants encoding the most common DOR 
resistance-associated mutations observed in DOR/3TC/TDF Phase 3 studies are hypersusceptible 
to ISL3

	• MK-8591A-051 is an open-label, randomized clinical study of switching to DOR/ISL (100/0.25 mg) QD 
from any 2- or 3-drug oral antiretroviral therapy (ART) in virologically suppressed adults with HIV-15

	– In the primary analysis at Week 48, the efficacy of DOR/ISL was noninferior to continued baseline ART 
(bART): HIV-1 RNA ≥50 copies/mL in 1.4% vs 4.9% of participants (difference -3.6, 95% CI -7.8 to -0.8) 

	– DOR/ISL was generally well tolerated through Week 48 with a safety profile similar to continued bART

	• Here we present the Week 96 efficacy and safety results from this ongoing study

Methods

Study design

	• MK-8591A-051 (NCT05631093) is a randomized, active-controlled, open-label, Phase 3 non-inferiority 
study in virologically suppressed adults with HIV-1 (Figure 1) 

	– Participants were assigned (2:1) to switch to DOR/ISL (100/0.25 mg) QD (Group 1) or to continue their 
bART regimen (Group 2) for up to 48 weeks; randomization was stratified by bART regimen 
(PI-, InSTI-, or NNRTI-based)

	– After Week 48, both groups receive DOR/ISL (100/0.25 mg) QD through Week 144 

	• At Week 96, efficacy was assessed by the proportion of participants with HIV-1 RNA ≥50 copies/mL, 
<50 copies/mL, and <200 copies/mL (FDA snapshot approach) in the modified Full Analysis Set (all 
participants who received ≥1 dose of DOR/ISL); no formal hypothesis testing was performed

	• Resistance analysis was performed for participants with confirmed HIV-1 RNA ≥200 copies/mL and for 
those with HIV-1 RNA ≥200 copies/mL at discontinuation

Figure 1. MK-8591A-051: a Phase 3, randomized, open-label switch study
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Population

• Adults with HIV-1 RNA
<50 copies/mL for
≥3 months on stable,
oral 2- or 3-drug ART

• CD4+ T-cell count
≥50 cells/mm3 and total
lymphocyte count
≥650 cells/mm3

• No history of treatment
failure on any regimen 

• No known resistance
to DORa

• No active HBV infectionb    

aV106A/M, V108I, Y188L, H221Y, 
P225H, F227C/L, M230I/L, L234I, 
P236L or aY318F.
bNegative surface antigen and
DNA tests.

Results
	• On Day 1, 366 participants switched to DOR/ISL (Group 1) and 185 continued their bART regimen (Group 2)

	• The study population was diverse (Table 1): 39.7% female at birth, 45.4% Black, and 14.5% Hispanic or Latino/a

	• bART was InSTI-based in 64.2% of participants, NNRTI-based in 30.3%, and PI-based in 5.4%

	• At Week 48, 177 participants (95.7%) in Group 2 switched from bART to DOR/ISL, for a total of 543 receiving DOR/ISL

Table 1. Baseline characteristics were balanced across treatment groups

Baseline Characteristic
Total Population

N=551
DOR/ISL (100/0.25 mg) 

N=366
Baseline ART 

N=185

Age (years), median (IQR) 51.0 (41.0 − 59.0) 51.0 (41.0 − 59.0) 51.0 (42.0 − 59.0)

Female sex at birth, n (%) 219 (39.7) 	 152 (41.5) 67 (36.2)

Race, n (%): Black or African American 250 (45.4) 166 (45.4) 84 (45.4)

White 215 (39.0) 141 (38.5) 74 (40.0)

Asian 28 (5.1) 18 (4.9) 10 (5.4)

Ethnicity, n (%): Hispanic or Latine 80 (14.5) 54 (14.8) 26 (14.1)

Years since HIV-1 diagnosis, median (IQR) 13.3 (7.2 − 20.4) 13.3 (7.7 − 21.2) 13.3 (6.8 − 19.1)

Years on current ART, median (IQR) 3.8 (2.0 − 6.3) 3.7 (2.0 − 6.3) 3.8 (2.1 − 6.3)

Baseline ART, n (%): PI-based 30 (5.4) 22 (6.0) 8 (4.3)

InSTI-based 354 (64.2) 233 (63.7) 121 (65.4)

NNRTI-based 167 (30.3) 111 (30.3) 56 (30.3)

CD4+ T-cell count (cells/mm3), median (IQR) 706 (545 − 921) 697 (525 − 922) 725 (566 − 918)

CD4+ T-cell count ≥350 cells/mm3, n (%) 505 (91.7) 332 (90.7) 173 (93.5)

Efficacy (Figure 2)
	• In Group 1 DOR/ISL, virologic suppression (HIV-1 RNA <50 copies/mL) was maintained in 92.6% of participants at Week 96 

	• 7 participants (1.9%) in Group 1 had HIV-1 RNA ≥50 copies/mL at Week 96:

	– As previously reported, 5 had HIV-1 RNA ≥50 copies/mL at Week 48 and discontinued; no treatment-emergent resistance-associated 
substitutions to either DOR or ISL were detected

	– 2 had HIV-1 RNA ≥50 copies/mL after Week 48 (neither met criteria for resistance testing)

•	1 withdrew at Week 84 with last on-treatment HIV-1 RNA ≥50 copies/mL; DOR and ISL levels were in expected ranges

•	1 had HIV-1 RNA ≥50 and <200 copies/mL at Week 96 and remains in the study; DOR and ISL levels were intermittently below 
expected ranges

	• In Group 2 DOR/ISL, virologic suppression was maintained in 96.6% of participants at Week 96 (48 weeks on DOR/ISL), similar to 
Group 1 at Week 48 (95.6%)

	• 2 participants (1.1%) in Group 2 DOR/ISL had HIV-1 RNA ≥50 copies/mL at Week 96:

	– 1 had HIV-1 RNA ≥200 copies/mL at Week 108 and discontinued due to lack of efficacy; DOR and ISL levels were in expected 
ranges at time of viremia (no resistance results available due to assay failure)

	– 1 resuppressed on DOR/ISL with HIV-1 RNA <50 copies/mL at Week 108 and remains in the study

Figure 2. Virologic outcomes at Week 48 and Week 96 (FDA snapshot approach)
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Safety
	• During the first 48 weeks of DOR/ISL, mean percent changes in total lymphocyte count and CD4+ T-cell count were comparable 
between treatment groups (Figure 3)

	• At Week 96, Group 1 had a mean increase of 3.6% in total lymphocyte count and 4.5% in CD4+ T-cell count 
	• No participants met discontinuation criteria for decrease in total lymphocyte count or CD4+ T-cell count

Figure 3. Mean percent change in total lymphocyte and CD4+ T-cell counts from start of DOR/ISL
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	• AE rates during the first 48 weeks on DOR/ISL were similar in Group 1 (Week 0-48) and Group 2 (Week 48-96) (Table 2)
	• In Group 1, fewer participants reported drug-related AEs during Week 48-96 (1.7%) compared to Week 0-48 (12.3%)
	• The most common drug-related AEs were diarrhea (3.3%) and weight increase (2.2%) in Group 1 DOR/ISL and weight increase (1.7%) 
and abnormal dreams (1.7%) in Group 2 DOR/ISL 

	• One drug-related serious AE occurred on DOR/ISL (Group 1, Week 54): toxicity to various agents (previously reported 
multiple-drug overdose)

	• One death occurred on DOR/ISL (Group 1, Week 62): myocardial infarction, considered not drug-related

Table 2. Summary of adverse events (AE) through Week 96

n (%) of participants

Group 1: DOR/ISL Group 2: bART
Week 0-48 

N=185

Group 2: DOR/ISL
Week 48-96

 N=177
Week 0-96

N=366
Week 0-48

N=366
Week 48-96

N=353

One or more AEs 328 (89.6) 296 (80.9) 270 (76.5) 155 (83.8) 141 (79.7)

Drug-relateda AEs 50 (13.7) 45 (12.3) 6 (1.7) 9 (4.9) 20 (11.3)

Grade 3-4 AEs 54 (14.8) 40 (10.9) 24 (6.8) 18 (9.7) 11 (6.2)

Serious AEs 34 (9.3) 24 (6.6) 16 (4.5) 9 (4.9) 9 (5.1)

Drug-related serious AEs 1 (0.3) 0 (0.0) 1 (0.3) 1 (0.5) 0 (0.0)

Deaths 1 (0.3) 0 (0.0) 1 (0.3) 1 (0.5) 0 (0.0)

Discontinued due to AE 4 (1.1) 2 (0.5) 2 (0.6) 4 (2.2) 1 (0.6)

Due to drug-related AE 2 (0.5) 1 (0.3) 1 (0.3) 2 (1.1) 0 (0.0)

Due to serious drug-related AE 1 (0.3) 0 (0.0) 1 (0.3) 1 (0.5) 0 (0.0)
aRelationship to study drug was determined by the investigator.

	• No cases of clinical HBV reactivation occurred; 3 participants (who were HBcAb+ at screening) had transient low-level HBV 
viremia (DNA <450 IU/mL) that resolved on DOR/ISL (Table 3); all were asymptomatic with no surface antigenemia or elevated 
transaminases

	• One participant in Group 2 DOR/ISL had a new HBV infection (HBV DNA ~20 million IU/mL) with DAIDS Grade 1-2 elevations in ALT 
and AST (and normal bilirubin); DOR/ISL was stopped and BIC/FTC/TAF started

Table 3. Hepatitis B Virus (HBV) events through Week 96 by serology at screening

HBV Serology 

Group 1: DOR/ISL Group 2: bART 
Week 0-48 

N=185

Group 2: DOR/ISL  
Week 48-96

N=177
Week 0-48

N=366
Week 48-96

N=353

HBcAb positive, HBsAb positive at 
screening, n (%)

95 (25.9) 92 (26.1) 47 (25.4) 45 (25.4)

HBV DNA detected, m/n (%)a 1/95 (1.1) 0 (0.0) 0 (0.0) 0 (0.0)

HBcAb positive, HBsAb negative at 
screening, n (%)

11 (3.0) 11 (3.1) 7 (3.8) 6 (3.4)

HBV DNA detected, m/n (%)a 0 (0.0) 0 (0.0) 0 (0.0) 2/6 (33.3)

HBcAb negative at screening, n (%) 260 (71.0) 260 (71.0) 131 (70.8) 131 (70.8)

New HBV infection, m/n (%)b 0 (0.0) 0 (0.0) 0 (0.0) 1/131 (0.8)
aConfirmed HBV DNA >10 IU/mL with positive baseline HBcAb. bConfirmed HBV DNA >10 IU/mL with negative baseline HBcAb.
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Conclusions

	• Switching to DOR/ISL (100/0.25 mg) maintained high rates of virologic suppression (HIV-1 RNA 
<50 copies/mL) through 96 weeks of treatment

	– 48 weeks of DOR/ISL: 95.6% in Group 1 (Week 0-48) and 96.6% in Group 2 (Week 48-96)

	– 96 weeks of DOR/ISL: 92.6% in Group 1 (Week 0-96)

	• No treatment-emergent resistance to DOR or ISL was observed through Week 96

	• Switching to DOR/ISL had no adverse effects on total lymphocyte or CD4+ T-cell counts through Week 96

	• DOR/ISL maintained a favorable safety and tolerability profile over 96 weeks

	• No clinically relevant changes were observed in LDL-cholesterol, non-HDL-cholesterol, or insulin resistance (Table 4) 
	• Creatinine-based eGFR showed statistically significant increase in the first 48 weeks after switch to DOR/ISL, which was not observed 
in cystatin-C-based eGFR

Table 4. Mean change in fasting lipids, insulin resistance, and renal function through Week 96

Laboratory parameter

Group 1: DOR/ISL Group 2: bART 
Week 0-48 

N=185

Group 2: DOR/ISL
Week 48-96

 N=177
Week 0-48

N=366
Week 48-96

N=353

n Mean change* n Mean change* n Mean change* n Mean change*

Fasting LDL-C, mg/dL 247 2.8 (0.2, 5.5) 226 -1.0 (-3.5, 1.5) 129 -0.2 (-3.8, 3.3) 121 2.1 (-1.6, 5.7)

Fasting non-HDL-C, mg/dL 247 3.5 (0.5, 6.4) 226 0.4 (-2.2, 3.1) 129 2.2 (-4.1, 8.5) 121 -0.4 (-6.4, 5.6)

Insulin resistance (HOMA-IR) 261 -0.3 (-1.5, 1.0) 253 0.3 (0.0, 0.7) 123 0.1 (-0.3, 0.4) 130 0.1 (-0.1, 0.3)

eGFR from creatinine, 
mL/min/1.73m2 333 6.8 (5.3, 8.3) 340 -1.7 (-3.1, -0.3) 177 -2.0 (-3.9, -0.0) 172 7.1 (5.1, 9.1) 

eGFR from cystatin C, 
mL/min/1.73m2 336 -0.1 (-1.1, 0.9) 339 -2.4 (-3.4, -1.5) 175 -2.4 (-3.7, -1.1) 169 -1.9 (-3.4, -0.4)

*With 95% confidence internal (CI) based on the t-distribution.
Participants taking lipid-lowering agents were excluded from the LDL-C and non-HDL-C analyses.
HOMA-IR=homeostatic model assessment-insulin resistance; participants taking diabetes medication were excluded from this analysis.

	• In Group 1, weight gain was minimal from Week 48 to Week 96 (mean change -0.01 kg; Figure 4)
	• In Group 2, mean weight change during the first 48 weeks after switching to DOR/ISL (Week 48-96; 0.89 kg) was similar to Group 1 
(Week 0-48; 0.94 kg)

	• Weight change was greater in participants who switched from weight-suppressive bART containing efavirenz (EFV) and/or tenofovir 
disoproxil fumarate (TDF)

	– Weight gain after removal of EFV or TDF in Group 2 (mean 2.45 kg) was commensurate with Group 1 Week 0-48 (mean 2.48 kg)
	– Participants who switched from a regimen that did not contain EFV or TDF had minimal weight change at Week 48 and Week 96

Figure 4. Mean change in weight at Week 48 and Week 96
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Plain language summary
In this open-label clinical study, switching from any oral HIV treatment regimen to once-daily DOR/ISL (100/0.25 mg) maintained viral 
suppression for 96 weeks in more than 92% of the study participants, with no evidence of viral resistance to either DOR or ISL in any 
participant. DOR/ISL showed a favorable safety and tolerability profile with very few treatment-related side effects reported after week 48, 
and no negative effects on total lymphocyte or CD4+ T-cell counts observed through week 96. 
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