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Introduction
• Despite high efficacy, daily oral antiretroviral therapy can be challenging for some people 

with HIV-1, driving interest in less frequent dosing strategies1,2 

• The combination of ISL, a nucleoside reverse transcriptase translocation inhibitor,3,4 and 
LEN, a capsid inhibitor,5 is being developed as a complete once-weekly oral STR for 
virologically suppressed people with HIV-1

• In the broad population of people with HIV-1 in the Phase 3 ISLEND-1 trial, switching to 
once-weekly oral ISL/LEN demonstrated noninferior efficacy to continuing once-daily oral 
bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF) at Week 48, and ISL/LEN was 
well tolerated6

— None of the 304 participants on ISL/LEN and 1 of the 303 (0.3%) participants on 
B/F/TAF had HIV-1 RNA ≥ 50 copies/mLa (difference: -0.3% [95.002% CI: -1.4%, 
0.8%]). Correspondingly, 284 (93%) and 280 (92%) participants had HIV-1 RNA
< 50 copies/mL (difference: 1.0% [95% CI: -3.2%, 5.2%])
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• Baseline demographic and clinical characteristics were similar between groups (Table 1)
• The study population was diverse, with almost half of participants aged over 50 years, and 

approximately 20% female, 30% Black, and 26% Hispanic or Latine

Conclusions

• In the diverse population enrolled in the Phase 3 ISLEND-1 trial, sex at birth, older age, race, ethnicity, 
geographic region, presence of M184V/I mutation at baseline, and baseline CD4+ T-cell count did not 
impact the efficacy or safety of once-weekly oral islatravir/lenacapavir (ISL/LEN)

• High rates of virologic suppression and a consistent safety profile were observed through Week 48
across all subgroups

• These results support the potential of ISL/LEN to be the first complete, once-weekly, oral single-tablet 
regimen (STR) for a diverse population of people with HIV-1

Plain Language Summary

• In the ongoing ISLEND-1 trial, researchers studied a new treatment for HIV called islatravir/lenacapavir 
(ISL/LEN). Participants took one ISL/LEN tablet once a week. The treatment was as good at controlling
HIV as bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF), a commonly used HIV medicine taken 
once a day

• In this analysis, researchers looked at whether sex, age, race, or ethnicity affected how well ISL/LEN 
worked or how safe it was. They found that ISL/LEN worked just as well regardless of these factors

• The results suggest that once-weekly ISL/LEN may be a suitable treatment for many different people
living with HIV
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Objective
• To present ISLEND-1 Week 48 analyses by subgroups based on baseline demographic 

and clinical characteristics

Table 1. Baseline Demographic and Clinical Characteristics

Methods

Figure 1. Study Design

Eligibility criteria:
• Age ≥ 18 years
• HIV-1 RNA

< 50 copies/mL for 
≥ 6 months on 
B/F/TAF 

• No prior exposure to 
ISL or LEN

• No history of 
virologic failure

• No HBV infectiona

ISL/LEN STR 2/300 mg QWc

(n = 304)

B/F/TAF STR 50/200/25 mg QDd

(n = 303)

N = 607b

1:1

Extension phase
(open-label)

Placebo to match B/F/TAF QD

Placebo to match ISL/LEN QW

D1 W96

Stratification:
• Region

(US vs non-US)
• CD4+ T-cell count

(< 200, 200 to < 350,
350 to < 500, and
≥ 500 cells/μL)

W48

Primary endpoint: 
Proportion of participants with HIV-1 RNA
≥ 50 copies/mL (FDA Snapshot algorithm)

Current analysis at W48: 
Efficacy (HIV-1 RNA < 50 copies/mL) and safety

(incidence of adverse events) by subgroups defined 
according to sex at birth, age, race, ethnicity 

(efficacy only), and geographic region, as well as 
presence of M184V/I mutation at baseline
(by proviral DNA testing; efficacy only) and

baseline CD4+ T-cell count

ISL/LEN QW

aDefined as hepatitis B surface antigen positive or hepatitis B core antibody positive and surface antibody negative. 
bRandomized: N = 609, dosed: N = 607.
cParticipants received two oral tablets (initiation dose), each containing 0.5 mg ISL and 300 mg LEN on D1 and D2, then one 
oral tablet of ISL/LEN 2/300 mg QW from D8, without regard to food, plus matching B/F/TAF placebo.
dParticipants continued B/F/TAF 50/200/25 mg tablet administered orally QD, without regard to food, and received matching 
ISL/LEN placebo (initiation/loading dose and weekly treatment).
B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CD4, cluster of differentiation 4; D, Day;
FDA, US Food and Drug Administration; HBV, hepatitis B virus; ISL, islatravir; LEN, lenacapavir; QD, once daily;
QW, once weekly; STR, single-tablet regimen; W, Week. 

aIn some countries, local regulators did not allow the collection of race or ethnicity information; this subgroup is not shown as
participant numbers were small, which could lead to functional unblinding. bIncludes Asian, American Indian or Alaska Native, 
Native Hawaiian or Pacific Islander, and other. cData were missing for 20 (7%) participants in both groups. 
B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CD4, cluster of differentiation 4; ISL/LEN, islatravir/lenacapavir;
QD, once daily; QW, once weekly.

Participants With HIV-1 RNA < 50 copies/mL at 
Week 48 (FDA Snapshot Algorithm), n/N (%)

ISL/LEN QW
n = 304

B/F/TAF QD
n = 303

Difference, % 
(95% CI)

Overalla 284/304 (93.4) 280/303 (92.4) 1.0 (-3.2, 5.2)
Subgroup analysesb

Sex assigned at birth
Male 222/237 (93.7) 229/245 (93.5) 0.2 (-4.4, 4.8)
Female 62/67 (92.5) 51/58 (87.9) 4.6 (-6.3, 17.0)

Age
< 50 years 139/153 (90.8) 144/160 (90.0) 0.8 (-6.1, 7.7)
≥ 50 years 145/151 (96.0) 136/143 (95.1) 0.9 (-4.2, 6.4)
< 65 years 238/252 (94.4) 241/263 (91.6) 2.8 (-1.7, 7.5)
≥ 65 yearsc 46/52 (88.5) 39/40 (97.5) -9.0 (-21.2, 3.5)

Raced

Black 81/89 (91.0) 91/100 (91.0) 0.0 (-9.0, 8.8)
White 138/148 (93.2) 117/128 (91.4) 1.8 (-4.8, 8.9)
Othere 50/52 (96.2) 57/58 (98.3) -2.1 (-11.7, 5.9)

Ethnicityd

Hispanic or Latine 71/73 (97.3) 80/87 (92.0) 5.3 (-2.5, 13.5)
Not Hispanic or Latine 202/220 (91.8) 188/202 (93.1) -1.3 (-6.5, 4.0)

Geographic region
US 168/182 (92.3) 168/183 (91.8) 0.5 (-5.3, 6.4)
Non-US 116/122 (95.1) 112/120 (93.3) 1.7 (-4.8, 8.4)

Favors 
B/F/TAF QD

Favors 
ISL/LEN QW

-30 -20 -10 0 10 20
Difference, % (95% CI),
ISL/LEN Minus B/F/TAF

Figure 2. HIV-1 RNA < 50 copies/mL at Week 48 by Baseline 
Demographics

aBetween-group differences (ISL/LEN minus B/F/TAF) in percentages of participants and two-sided 95% CIs were 
constructed based on stratum-adjusted Mantel-Haenszel proportion and adjusted by geographic region. A total of 20 and 22 
participants had missing data in the Week 48 window in the ISL/LEN QW and B/F/TAF QD groups, respectively (n = 6 and 4, 
respectively, had discontinued study drug due to an adverse event; n = 13 and 15, respectively, had discontinued study drug 
due to “Other reasons”; and n = 1 and 3, respectively, had missing data during this window but were on study drug). “Other 
reasons” for discontinuing the trial regimen could include withdrawal by the investigator, withdrawal by the participant, loss to 
follow-up, nonadherence to the trial regimen, and pregnancy. bBetween-group differences (ISL/LEN minus B/F/TAF) in 
percentages of participants and 95% CIs were calculated based on an unconditional exact method using two inverted one-
sided tests. cLower point estimate for virologic suppression in this subgroup is driven by missing data for six ISL/LEN 
participants. dIn some countries, local regulators did not allow collection of race or ethnicity information; this subgroup is not 
shown as participant numbers were small, which could lead to functional unblinding. eIncludes Asian, American Indian or 
Alaska Native, Native Hawaiian or Pacific Islander, and other.
B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; FDA, US Food and Drug Administration;
ISL/LEN, islatravir/lenacapavir; QD, once daily; QW, once weekly.

Table 2. Adverse Events – Overall Incidence at Week 48 by Treatment 
Group and Subgroup

All Adverse Events, n/N (%)
ISL/LEN QW

n = 304
B/F/TAF QD

n = 303
All participants 241/304 (79) 238/303 (79)

Sex assigned at birth
Male 190/237 (80) 190/245 (78)

Female 51/67 (76) 48/58 (83)

Age

< 50 years 121/153 (79) 130/160 (81)

≥ 50 years 120/151 (79) 108/143 (76)

< 65 years 197/252 (78) 205/263 (78)

≥ 65 years 44/52 (85) 33/40 (83)

Racea

Black 68/89 (76) 77/100 (77)

White 119/148 (80) 105/128 (82)

Otherb 42/52 (81) 42/58 (72)

Geographic region
US 143/182 (79) 141/183 (77)

Non-US 98/122 (80) 97/120 (81)

Baseline CD4+
T-cell count

< 500 cells/µL 47/63 (75) 43/63 (68)

≥ 500 cells/µL 194/241 (80) 195/240 (81)

aIn some countries, local regulators did not allow the collection of race or ethnicity information; this subgroup is not shown as
participant numbers were small, which could lead to functional unblinding.
bIncludes Asian, American Indian or Alaska Native, Native Hawaiian or Pacific Islander, and other. 
B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CD4, cluster of differentiation 4; ISL/LEN, islatravir/lenacapavir;
n, number of participants with the event; N, number of participants in the subgroup of interest; QD, once daily;
QW, once weekly.

Results
• Rates of virologic suppression were high and generally comparable between the treatment 

groups across subgroups defined by baseline demographics, including in people assigned 
female at birth and older adults (Figure 2)

• Rates of virologic suppression were high and generally comparable between the treatment 
groups across subgroups defined by baseline clinical characteristics (Figure 3)

Participants With HIV-1 RNA < 50 copies/mL at 
Week 48 (FDA Snapshot Algorithm), n/N (%) 

ISL/LEN QW
n = 304

B/F/TAF QD
n = 303

Difference, % 
(95% CI)

Overalla 284/304 (93.4) 280/303 (92.4) 1.0 (-3.2, 5.2)
Subgroup analysesb

M184V/I mutationc

Yes 12/13 (92.3) 15/18 (83.3) 9.0 (-21.1, 35.2)
No 254/271 (93.7) 246/265 (92.8) 0.9 (-3.5, 5.4)

CD4+ T-cell count
< 500 cells/µL 60/63 (95.2) 59/63 (93.7) 1.6 (-7.8, 11.5)
≥ 500 cells/µL 224/241 (92.9) 221/240 (92.1) 0.9 (-4.0, 5.8)

-30 -20 -10 0 10 20 30 40

Difference, % (95% CI),
ISL/LEN Minus B/F/TAF

aBetween-group differences (ISL/LEN minus B/F/TAF) in percentages of participants and two-sided 95% CIs were 
constructed based on stratum-adjusted Mantel-Haenszel proportion and adjusted by geographic region. A total of 20 and 22 
participants had missing data in the Week 48 window in the ISL/LEN QW and B/F/TAF QD groups, respectively (n = 6 and 4, 
respectively, had discontinued study drug due to an adverse event; n = 13 and 15, respectively, had discontinued study drug 
due to “Other reasons”; and n = 1 and 3, respectively, had missing data during this window but were on study drug).
“Other reasons” for discontinuing the trial regimen could include withdrawal by the investigator, withdrawal by the participant,
loss to follow-up, nonadherence to the trial regimen, and pregnancy.
bBetween-group differences (ISL/LEN minus B/F/TAF) in percentages of participants and 95% CIs were calculated based on 
an unconditional exact method using two inverted one-sided tests.
cData were missing for 20 (7%) participants in both groups.
B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; CD4, cluster of differentiation 4;
FDA, US Food and Drug Administration; ISL/LEN, islatravir/lenacapavir; QD, once daily; QW, once weekly.

Favors 
B/F/TAF QD

Favors 
ISL/LEN QW

Figure 3. HIV-1 RNA < 50 copies/mL at Week 48 by Baseline
Clinical Characteristics

aPer US Food and Drug Administration Snapshot algorithm.

Participants, n (%)
ISL/LEN QW

n = 304
B/F/TAF QD

n = 303
Sex assigned at 
birth

Male 237 (78) 245 (81)
Female 67 (22) 58 (19)

Age ≥ 50 years 151 (50) 143 (47)
≥ 65 years 52 (17) 40 (13)

Racea
Black 89 (29) 100 (33)
White 148 (49) 128 (42)
Otherb 52 (17) 58 (19)

Ethnicitya Hispanic or Latine 73 (24) 87 (29)
Not Hispanic or Latine 220 (72) 202 (67)

Geographic region US 182 (60) 183 (60)
Non-US 122 (40) 120 (40)

M184V/I mutationc Yes 13 (4) 18 (6)
No 271 (89) 265 (88)

CD4+ T-cell count < 500 cells/µL 63 (21) 63 (21)
≥ 500 cells/µL 241 (79) 240 (79)

Duration of HIV from diagnosis, years,
median (IQR) 14.2 (7.3, 23.0) 14.2 (7.3, 23.0)

Duration of HIV treatment, years, median (IQR) 12.3 (7.1, 19.3) 13.1 (7.1, 19.1)

Select comorbidities

Dyslipidemia 116 (38) 112 (37)
Hypertension 109 (36) 104 (34)
Hyperglycemia/
new-onset diabetes mellitus 34 (11) 48 (16)

Chronic kidney disease 14 (5) 23 (8)

• The safety profile was consistent with previously reported data6 and similar across the 
subgroups; no new safety concerns were identified (Table 2)

• Safety and efficacy findings were consistent with those of the subgroup analysis of the 
Phase 3 ISLEND-2 study comparing once-weekly ISL/LEN and daily standard of care 
(Poster P049)

• ISLEND-1 was a Phase 3, double-blind, active-controlled noninferiority study in 
virologically suppressed people with HIV-16 (Figure 1)

QR code


	Slide Number 1

