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Phase II Trial of Oral Weekly ISL + LEN in 
People Living With HIV: Study Design 

 Open-label, active-controlled phase II trial 

 Primary endpoint: proportion of participants with HIV-1 RNA ≥50 c/mL at Wk 24 by 
FDA Snapshot algorithm

 Secondary endpoints: proportion of participants with HIV-1 RNA ≥50 c/mL by 
Wk 12 and 48; proportion with HIV-1 RNA <50 c/mL at Wk 12, 24, and 48; change 
from baseline in CD4+ T-cells, AEs leading to discontinuation of study drug; PK

Colson. CROI 2024. Abstr 208.

Adult people living with HIV with 
VL <50 c/mL on BIC/FTC/TAF; 
no history of virologic failure; 

CD4+ T-cell count ≥350 cells/µL 
and ALC ≥900 cells/µL; no HBV 
infection (N = 106 randomized, 

104 dosed)

ISL 2 mg + LEN 300 mg PO QW
(n =52)

BIC/FTC/TAF PO QD
(n = 52) 

ISL 2 mg + LEN 300 mg PO QW

Wk 48

Extension Phase

http://www.clinicaloptions.com/
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Phase II Trial of Oral Weekly ISL + LEN: 
Baseline Demographics and Efficacy 

 1 participant with HIV-1 RNA ≥50 c/mL:

‒ Resuppressed at Wk 30 on ISL + LEN

‒ No resistance and adequate PK

Colson. CROI 2024. Abstr 208.

Characteristic, n (%)
ISL + LEN 
(n = 52)

BIC/FTC/TAF 
(n = 52)

Median age, yr (range) 40 (28-67) 40 (26-76)

Female at birth, n (%) 10 (19.2) 9 (17.3)

Race, n (%)
 White
 Black
 Asian
 American/Alaska Native
 Hawaiian or Pacific Islander
 Other

25 (48.1)
21 (40.4)

2 (3.8)
1 (1.9)
0 (0)

3 (5.8)

27 (51.9)
16 (30.8)

1 (1.9)
2 (3.8)
1 (1.9)
5 (9.6)

Ethnicity, Hispanic or Latino/a, 
n (%)

13 (25.0) 17 (32.7)

Mean (SD) CD4+ T-cells/µL
 ≥500

755 (223.6)
46 (88.5)

818 (271.3)
50 (96.2)

Mean (SD) ALC x 103/µL 1.94 (0.445) 1.95 (0.652)

Viral Suppression at Wk 24

ISL + LEN 

BIC/FTC/TAF
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http://www.clinicaloptions.com/
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Phase II Trial of Oral Weekly ISL + LEN: Safety

Colson. CROI 2024. Abstr 208.

Patients With AE, 
n (%)

ISL + LEN 
(n = 52)

BIC/FTC/TAF 
(n = 52)

Any AE 40 (76.9) 38 (73.1)

Any TRAE 9 (17.3) 3 (5.8)

Grade 1/2 TRAEs 
in ≥2 on ISL + LEN
 Dry mouth 
 Nausea

9 (17.3)
2 (3.8)
2 (3.8)

3 (5.8)
0 
0

Grade 3/4 TRAEs 0 (0) 0 (0)

Serious AE 3 (5.8) 0

AE leading to d/c 2 (3.8) 0

Patients With Grade 3/4 
Lab Abnormality, n (%)

ISL + LEN 
(n = 52)

BIC/FTC/TAF 
(n = 52)

Grade 3
 Increased ALT 
 Increased SCr
 Decreased CrCl
 Fasting hyperglycemia
 Non-fasting hyperglycemia
 Hyperkalemia
 Glycosuria

5 (9.6)
1 (1.9)
1 (1.9)
2 (3.8)

0
1 (2.5)
1 (1.9)
1 (1.9)

4 (7.8)
0
0

2 (3.9)
1 (2.6)
2 (4.9)

0
2 (3.9)

Grade 4
 Increased creatine kinase

1 (1.9)
1 (1.9)

0
0

 Only clinically significant grade 3/4 lab 
abnormality was elevated ALT in a person with 
acute hepatitis B

http://www.clinicaloptions.com/
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Phase II Trial of Oral Weekly ISL + LEN: 
CD4 and ALC Changes Through Wk 24

 No between-group differences for change 
from baseline to Wk 24 for CD4+ T-cells 
(P = .3477) or ALC (P = .6301)

Colson. CROI 2024. Abstr 208.

 No person discontinued treatment due to decline 
in CD4+ T-cells or ALC 
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Additional Oral Weekly HIV Treatments in Development

 GS-1720 INSTI phase Ia/b results

‒ Median t1/2 = 9.4 days

‒ Potent antiviral activity

 MK-8527 NRTTI phase I results

‒ Following single oral doses of 
0.5, 1, 3, and 10 mg, mean 
decrease in HIV-1 RNA at 
Day 7 was ≥1.0 log10 c/mL

Fichtenbaum. CROI 2024. Abstr 116. Carstens. CROI 2024. Abstr 115. 
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Log10 c/mL, 
Mean (Range)

Change in Plasma 
HIV-1 RNA at Day 7

Trial A
 10 mg (n = 6)
 3 mg (n = 6)
 1 mg (n = 5)

-1.39 (-0.87 to -1.67)
-1.66 (-1.23 to -2.02)
-0.95 (0.03 to -1.60)

Trial B
 1 mg (n = 8)
 0.5 mg (n = 6)
 0.25 mg (n = 6)

-1.38 (-0.98 to -2.10)
-1.40 (-1.24 to -1.54)
-0.80 (-0.37 to -1.21)

Mean (95% CI) Change 
From Day 1 to Day 11:
-1.74 (-2.45 to -1.03)
-2.18 (-2.37 to -2.00)
-2.44 (-2.83 to -2.04)
-2.37 (-2.84 to -1.90)
All P <.0001 vs placebo

Historical Placebo0

-1

2

-3
1 2 3 4 5 6 7 8 9 10 11

Days
GS-1720 Administered

30 mg
150 mg
450 mg
900 mg

http://www.clinicaloptions.com/
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Broadly Neutralizing Antibodies in HIV Treatment

1. Losos. CROI 2024. Abstr 117. 2. Taiwo. CROI 2024. Abstr 119. 3. Eron. CROI 2024. Abstr 120. 4. Juelg. CROI 2024. Abstr 121.

Trial Phase N Agents (Target) Results

BANNER1 IIa 62 N6LS (CD4bs)*

 Exposure-dependent antiviral activity
 BL N6LS activity predicted concentration needed to 

achieve adequate antiviral effect
 Higher exposure with IV vs SC

ACTG A53572 II 71†
VRC07-523LS (CD4bs) 

+ LA CAB‡

 5 cases of virologic failure, 2 resuppressed, no ADAs
 1 developed R263K to CAB w/high BL VRC07-523LS IC50
 16.9% w/AEs, 1 grade 1 IRR leading to discontinuation

NCT048110403 Ib 11 LEN + TAB (CD4bs) + ZAB (V3)§

 8/10 maintained suppression at Wk 26 when highly 
susceptible to 1 of 2 bNAbs, 2 w/HIV-1 RNA ≥50 c/mL

 Most common AE: grade 1 ISR related to LEN

T0034 I/IIa 12‖
PGDM1400 (V2) + PGT121 (V3) + 

VRC07-523LS (CD4bs)¶ 

 83% maintained suppression at Wk 28
 36% maintained suppression at Wk 44 w/bNAb decline
 2 cases early rebound w/BL resistance, 5 late rebound

*Single infusion 1-40 mg/kg IV or 10 mg/kg SC. †Received VRC01-523LS (CD4-binding site) + LA CAB. ‡40 mg/kg VRC01-523LS IV Q8W + IM LA CAB 
Q4W. §LEN 600 mg D1, D2, LEN 927 SC mg D1 + single infusion 30 mg/kg TAB on D1 + single infusion 10 mg/kg IV or 30 mg/kg IV ZAB on D1.
‖In analysis set. ¶20 mg/kg PGDM1400 IV Q4W, 20 mg/kg IV PGT121 Q4W, 20 mg/kg VRC01-523LS IV Q4W.

http://www.clinicaloptions.com/


Take home messages new TARVs

• Islatravir + lenacapavir QW orale: ottima 
risposta nel trial, ergo una valida strategia L-A 
orale;

• In corso trials di fase I con molecole ultra-long 
(GS e MK): anche la terapia si sta sempre più 
orientando verso l’approccio L-A;

• bnAbs in studio: non ancora maturi per largo 
uso.
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CARES: LA CAB + RPV in a Sub-Saharan African 
Population (Uganda, Kenya, SA) Using a Public Health 
Approach
 Multicenter, randomized, parallel-group, active-controlled, open-label, noninferiority 

phase IIIb study; no resistance testing (although PBMCs stored)

Kityo. CROI 2024. Abstr 122.

Adults aged ≥18 yr; 
receiving stable oral ART*; 

HIV-1 RNA <50 c/mL at 
≥4-12 mo before and at 
screening; no history of 

treatment failure; 
no HBV infection 

(N = 512)

Oral ART (SoC)
(DTG or EFV or NVP) + (3TC or FTC) + TDF 

(n = 257)

Long-Acting Treatment: 
CAB (600 mg) + RPV (900 mg)

IM Q8W
(n = 255)

*(DTG or EFV or NVP) + (3TC or FTC) + TDF 

Optional Oral 
CAB + RPV

1:1

D1 Wk 4 Wk 96

VL occurred 
every 24 wk; 

safety 
monitoring at 
Wk 4, 8 (LA), 
Wk 12 (SoC), 

and Wk 24 then 
every 24 wk

Wk 48

 Primary endpoint: proportion of individuals with Wk 48 VL <50 c/mL by FDA snapshot algorithm 
(noninferiority margin of 10%) in ITT population, sensitivity analysis in per-protocol population

 Secondary endpoints: proportion of individuals with VL ≥50 c/mL (noninferiority 
margin of 4%), CVF, safety and tolerability, treatment satisfaction

http://www.clinicaloptions.com/
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CARES: Baseline Characteristics

 Baseline characteristics 
evenly distributed 
among groups

 Participants were 
enrolled without prior 
resistance testing

 Archived proviral DNA 
analysis performed at 
study conclusion

Characteristic All Patients (N = 512)

Median age, yr (IQR) 42 (35-51)

Female, n (%) 295 (57.6)

BMI ≥30 kg/m2, n (%) 108 (21.1)

Black race, n (%) 510 (99.6)

Median time on first-line ART, yr (IQR) 8 (4-13)

Prior exposure to NNRTI, n (%) 380 (74.2)

INSTI regimen at screening, n (%) 471 (92.0)

NNRTI regimen at screening, n (%) 41 (8.0)

Archived proviral DNA analysis, n/n (%)
 Subtype A1
 RPV resistance mutations
 RPV intermediate/high-level resistance
 CAB resistance mutations
 CAB intermediate/high-level resistance

234/414 (56.5)
51/377 (13.5)
38/377 (10.1)
29/180 (16.1)
15/180 (8.3)

Kityo. CROI 2024. Abstr 122.

http://www.clinicaloptions.com/
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CARES: Efficacy Results

 82.7% of participants received all 
injections on time

 1 confirmed virologic failure on 
LA CAB + RPV

‒ Subtype A1

‒ No resistance at baseline; 
high RPV and intermediate 
CAB resistance at failure

 1 additional virologic failure on 
LA CAB + RPV was unconfirmed 
due to death (HIV unrelated)
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Kityo. CROI 2024. Abstr 122.

http://www.clinicaloptions.com/
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Kityo. CROI 2024. Abstr 122.

LA CAB + RPV was noninferior to SoC oral ART 
in Africa using a public health approach 
despite archived resistance mutations

http://www.clinicaloptions.com/
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CARES: Safety, Tolerability, and Treatment Satisfaction

 ISRs with LA CAB + RPV

‒ Grade 1: 161 (63.1%)

‒ Grade 2: 26 (10.2%)

‒ Grade 3: 1 (0.4%)

 1 ISR led to treatment discontinuation

≥1 AE, n (%)
LA CAB + RPV 

(n = 255)
Oral ART 
(n = 257)

Grade ≥3
 Treatment related

24 (9.4)
3 (1.2)

10 (3.9)
2 (0.8)

Serious 3 (1.2) 5 (1.9)

Any (grade 1-4)
 Excluding ISRs
 Leading to d/c

220 (86.3)
181 (71.0)

1 (0.4)

161 (62.6)
161 (62.6)

3 (1.2)

Kityo. CROI 2024. Abstr 122.

 At Wk 48, HIVTSQc scores increased for patients who switched to LA CAB + RPV vs 
patients who continued oral ART (SoC)

HIVTSQ Score ± SD
LA CAB + RPV

(n = 253)
Oral ART (SoC)

(n = 255)
Adjusted Mean Difference 

(95% CI)
P Value

Baseline (HIVTSQs) 53.6 ± 10.5 52.0 ± 12.5 -- --

Change at Wk 48 (HIVTSQc) 28.0 ± 0.65 17.6 ± 0.64 10.4 (8.7-12.2) <.001

http://www.clinicaloptions.com/
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IMPAACT 2017/MOCHA: Switching to LA CAB + RPV in 
Adolescents Living With HIV
 Multicenter, open-label, noncomparative phase I/II study

‒ Evidence from cohort 1—where adolescents retained their background combination ART—
informed the approval of LA CAB + RPV in adolescents living with HIV

‒ Cohort 2 enrolled at 18 global sites including US, Uganda, Botswana, South Africa, Thailand

 Primary outcome: safety (adverse events, deaths) through Wk 24

 Secondary outcomes: plasma HIV-1 RNA levels, number of participants with virologic 
failure, and adverse events through Wk 48

NCT03497676. impaactnetwork.org/studies/impaact2017. Moore. CROI 2022. Abstr 738. Guar. CROI 2024. Abstr 188.

Switch to
CAB + RPV

oral, QD

Cohort 2: adolescents 
≥12 to <18 yr living with 

HIV and virologically 
suppressed; weight ≥35kg

(N = 144*)

LA CAB + RPV
IM, Q8W

Wk 4 Wk 96

*n = 44 were rollover from cohort 1.

Wk 24 Wk 48

http://www.clinicaloptions.com/
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IMPAACT 2017/MOCHA: Baseline Characteristics, 
Efficacy, and Safety Results

 HIV-1 RNA <50 c/mL maintained in 96.5% of 
participants at Wk 24

 In PK analysis, CAB and RPV troughs 
comparable to those previously reported 
in adults

 No permanent discontinuations due to AEs

 1 pregnancy resulting in a live, term birth

Baseline Characteristic
Cohort 2 
(N = 144)

Median age, yr (range) 15 (12-17)

Female sex, % 51

Black, % 74

Vertical HIV acquisition, % 92

Median BMI, kg/m2 (range) 19.5 (16-34)

Median weight, kg (range) 48 (35-101)

Guar. CROI 2024. Abstr 188.

Safety Parameter
Cohort 2 
(N = 144)

Received ≥1 injection, n 142

Completed Wk 24 visit, n 141

Injection-site reaction, n/N (%)
 Resolved ≤7 days, %
 Grade 3 injection site abscess,* n
 Grade 3 injection site abscess and pain,* n

49/142 (35)
86
1
1

Grade ≥3 noninjection-site reaction, n/N (%)
 Increased creatine phosphokinase, n
 Systolic blood pressure, n
 Other AEs, n

16/144 (11)
6
3
7

*Participant continued study.

http://www.clinicaloptions.com/
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ACTG A5359 LATITUDE: LA CAB + RPV in 
People With Adherence Challenges to Oral ART
 Prospective, randomized, open-label phase III trial

 Primary endpoint: treatment regimen failure defined as earliest confirmed virologic failure or 
discontinuation during step 2

 Key secondary endpoints: virologic failure, treatment-related failure, permanent treatment 
discontinuation

People living with HIV 
with poor viral response 

after ≥6 mo ART or 
loss to f/u with ≥6 mo 

nonadherence, 
no HBV, no INSTI or RPV 
RAM historically or by 

screening
(N = 434)

LA CAB + RPV Q4W
(n = 146)

SoC Oral ART
(n = 148)

SoC Oral ART
+ 

Conditional 
economic 
incentives

Step 1: 
Up to 24 Wk 

LA CAB + RPV Q4W

Step 3: 52 Wk

Step 2: 52 Wk

Step 4 (Observational Phase): participants who received 
≥1 dose of LA CAB + RPV and are no longer eligible for 
injections switch to receiving 52 wk of oral ART

Eligible for randomization 
to Step 2 with 

HIV-1 RNA <200 c/mL 
starting at Wk 4 

(originally after Wk 24)

Rana. CROI 2024. Abstr 212.

http://www.clinicaloptions.com/
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ACTG A5359 LATITUDE: Baseline Characteristic, Safety, 
and Injection Timing

 Safety on LA CAB + RPV

‒ ≥ 1 ISR: 77 (57%)

‒ Grade 3/4 ISR: 3 (2.2%)

 Timing of LA CAB + RPV Injections

‒ On time: 1092 (93%)

‒ Missed: 36 (3%)

Characteristic
Step 1 Total

(N = 434)

Median age, yr (Q1, Q3)
 ≤30, n (%)
 31-50, n (%)
 ≥51, n (%)

40 (32, 51)
88 (20)

232 (53)
114 (26)

Female at birth, n (%) 129 (30)

Transgender spectrum, n (%) 21 (5)

Race, n (%)
 Black
 White
 Other/multiple/unknown

277 (64)
117 (27)

40 (9)

Hispanic or Latino/a, n (%) 75 (17)

Current or previous injection drug use, n (%) 61 (14)

Nonadherence criteria, n (%)
 Lost to follow-up
 Poor response
 Both

87 (20)
283 (65)
64 (15)

Median time since HIV diagnosis, yr (Q1, Q3) 13 (7, 21)

Characteristic
LA CAB + RPV

(n = 146)
SoC

(n = 148)

BL HIV-1 RNA >200 c/mL, 
n (%)

24* (17) 10 (7)

Median BL CD4 count, 
cells/mm3 (Q1, Q3)

417 (198, 688) 374 (198, 605)

Step 2

*Includes 8 participants with HIV-1 RNA >10,000 c/mL.

Rana. CROI 2024. Abstr 212.

http://www.clinicaloptions.com/


Slide credit: clinicaloptions.com

ACTG A5359 LATITUDE: Efficacy Outcomes

Primary Outcome Secondary Outcomes

Regimen Failure Virologic Failure
Treatment-Related 

Failure

Permanent 
Treatment 

Discontinuation

Difference
-14.5%

Nominal 98.75% CI
(-29.8% to 0.8%)

Difference
-18.2%

Nominal 98.75% CI
(-31.1% to -5.4%)

Difference
-16.6%

Nominal 98.75% CI
(-29.9% to -3.3%)

Difference
-4.1%

Nominal 98.75% CI
(-18.0% to 9.8%)
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Rana. CROI 2024. Abstr 212.

n = n = n = n =

http://www.clinicaloptions.com/
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n = n = n = n =

DSMB stopped study randomization due 
to superior efficacy of LA CAB + RPV 

in secondary endpoints

http://www.clinicaloptions.com/
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LA CAB + RPV in San Francisco’s Ward 86 Safety Net 
Clinic in People Without Viral Suppression at Baseline

 Retrospective cohort study of people living with HIV without CAB or RPV resistance 
who received LA CAB/RPV at Ward 86, a publicly funded HIV clinic (N = 286) 

‒ Baseline HIV-1 RNA ≥50 c/mL(n = 101)

‒ Baseline HIV-1 RNA ≥50 c/mL with ≥56 wk of therapy before Dec 5, 2022 (n = 59) 

 All unsuppressed participants received LA CAB + RPV Q4W per clinic protocol

‒ Option for Q8W dosing after 3-6 mo of viral suppression

 Primary outcome: HIV viral suppression (<50 c/mL) and LA CAB + RPV persistence 
using closest VL to 48 ± 8 wk

Hickey. CROI 2024. Abstr 628.

http://www.clinicaloptions.com/
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LA CAB + RPV at Ward 86: Baseline Characteristics

Characteristic, n (%)
People Without Baseline Viral 

Suppression (n = 59)

Gender
 Female
 Male
 Gender minority

5 (8.5)
53 (89.8)

1 (1.7)

Age, yr
 18-29​
 30-49​
 ≥50

2 (3.4)​
29 (49.2)​
28 (47.5)​

Race/ethnicity​
 White​
 Black
 Latino​/a
 Other​

24 (40.7)​
14 (23.7)​
17 (28.8)​

4 (6.8)​

Housing status
 Stable​
 Unstable​
 Unhoused​

28 (47.5)​
26 (44.1)​

5 (8.5)​

Characteristic, n (%)
People Without Baseline 
Viral Suppression (n = 59)

Substance use​
 Methamphetamine/cocaine​
 Opioids​

36 (61.0)​
6 (10.2)​

CD4+ count​, cells/mm3

 <50​
 50-199​
 200-349​
 350-499​
 ≥500

9 (15.3)​
20 (33.9)​
13 (22.0)​
7 (11.9)​

10 (16.9)

HIV-1 RNA​, c/mL
 50 to <200​
 200 to <1000​
 1000 to <10,000​
 10,000 to <100,000​
 ≥100,000​

3 (5.1)​
5 (8.5)​

10 (16.9)​
22 (37.3)​
19 (32.2)​

Hickey. CROI 2024. Abstr 628.

http://www.clinicaloptions.com/
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LA CAB + RPV in People Without Viral Suppression at 
Baseline: 48 Wk Results

 81% (48/59) remained on LA CAB + RPV with VL <50 c/mL at Wk 48

Status at Wk 48, n (%)
VL <50
c/mL

(n = 55)​

VL ≥50 
c/mL

(n = 4)

Overall
(n = 59)

Remained on LA CAB + RPV 48 1* 49 (83)​

Discontinued LA CAB + RPV 
and resumed oral ART​

5 – 5 (8)​

Failure with resistance​
 On-time injections​
 Lost to f/u and not receiving 

oral ART, resistance​ found

2
–

–
1​

3 (5)​

Lost to f/u and off oral ART​ – 2 2 (3)​

*Intensified to LA CAB + RPV with LEN for low-level viremia.

Viral Suppression on LA CAB + RPV
+ Alternative ART at Wk 48 (n = 59)
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Hickey. CROI 2024. Abstr 628.
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Take home messages L-A

• L-A CAB+RPV in SSA: approccio di salute 
pubblica;

• MOCHA: adolescenti;

• LATITUDE: efficacia se problemi di aderenza;

• SF’s Ward 86: PWH viremici (VS 48/59).
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Off-Label Use of LA CAB (± RPV) + LEN: Case Series

 LA CAB + RPV is the only recommended 
complete LA ART regimen but is not approved 
by WHO in low- and middle-income countries

‒ Many LMICs have >10% resistance to NNRTIs

‒ Disparities in availability of LA ART 

 Case series of 4 US clinics where use of 
LA CAB (± RPV) + LEN off-label is occurring 
for selected patients due to adherence 
challenges with oral ART (N = 34)

‒ Most common reason for off-label 
combination use was NNRTI mutations 

 Call for trial to study LA CAB + LEN in those 
with NNRTI resistance worldwide

Gandhi. CROI 2024. Abstr 629. who.int/publications/i/item/9789240086319.

Patient Characteristics/Results All Patients (N = 34)

Male or cis/trans female, % 76/24

Black/Latino/a, % 41/38

CAB Q4W/CAB Q8W, % 29/71

Reason(s) for using LA CAB (± RPV) + LEN, n (%) 
 Documented/suspected NNRTI mutations
 Integrase mutations
 High VL 
 Cont. viremia on LA CAB + RPV alone

21 (59)
5 (15)
6 (18)
4 (12)

100

50

0
16 32

VL Suppression (<75 c/mL)

Baseline After Starting LEN*

94

47%

*Suppression 
occurred a 
median of 8 
(4-16) wk after 
starting LEN.n = 

http://www.clinicaloptions.com/
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Randomization phase

BIC + LEN in PWH Switching From a Complex ART Regimen:
Study Design

ARTISTRY-1 (GS-US-621-6289): Phase 2/3, randomized, open-label study1,2

Extension phase

Week 0

Any stable 

complex regimen

N=128

Week 24 

BIC 75 mg

+ LEN 25 mg QDb

BIC 75 mg +

+ LEN 50 mg QDb

BIC/LEN FDC QD

75 mg/50 mg

Complex ART regimen

BIC/LEN FDC QD

75 mg/50 mg

Week 48Week 0

Any stable 

complex regimen

N=5463

BIC/LEN FDC QD

75 mg/50 mgb

Complex ART regimen

Outcomes (by FDA Snapshot): Proportion of participants With HIV-1 RNA ≥50 copies/mL 

at Week 24 (Phase 2) and Week 48 (Phase 3)1,2 
August 2022 

– ongoing2

VSTE PWH on complex 
ART regimen1,2,a

N=6712

Study sites: Argentina, Australia, Canada, Dominican Republic, France, Germany, Italy, Japan, Puerto Rico, South Africa, South Korea, Spain, Taiwan, United Kingdom, United States2

(Primary endpoint)

n=51

n=25

n=3643

n=1823

n=52

ERT visit 

ERT visit 

Phase 21

Phase 32

(Primary endpoint)

R

2:13

R

2:2:1

Adults VS for 6 months1 

VL <50 copies/mL1 

On a complex ART regimen1 

No history of exposure to LEN or 

resistance to BIC1 

No history of HBV infection1 

eGFR ≥15 mL/min, not on renal 

replacement therapy1 

aContaining bPI or NNRTI plus ≥1 other third agent from a class other than NRTIs; or consisting of ≥2 pills/day, or requiring dosing more than once daily; or containing parenteral ART (excluding 

a complete long-acting injectable regimen) plus oral ART; bParticipants will receive a 2-day loading dose of LEN 600 mg in addition to BIC + LEN daily doses. ERT, end of randomized 

treatment; FDC, fixed dose combination; STR, single tablet regimen; VL, viral load; VS, virologically suppressed; VSTE, virologically suppressed treatment-experienced
1. Mounzer K, et al. CROI 2024, Poster 642; 2. NCT05502341. https://clinicaltrials.gov/study/NCT05502341 (accessed June 6, 2024); 3. Data on file. Gilead Sciences, Inc.

Operationally seamless, randomized, 
open-label, multicenter study1

La presente slide non può essere modificata
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BIC + LEN in PWH Switching From a Complex ART Regimen:
Phase 2 Baseline Characteristics

aN=50 for BIC 75 mg + LEN 25 mg group; bMost common regimen(s) in each category shown in italics; percentages do not sum to 100% due to rounding

AI, attachment inhibitor; SBR, stable baseline regimen; STR, single tablet regimen; VSTE, virologically suppressed treatment-experienced
Mounzer K, et al. CROI 2024, Poster 642

ARTISTRY-1: Phase 2/3, randomized, open-label study

32

Participants enrolled in ARTISTRY-1 were VSTE PWH receiving complex ART regimen, 

primarily due to a history of resistance

Diversity of Complex ART Regimensb

19%

27%

17%

3%

6%

7%

7%

4% 9%

PI + INSTI

DRV/COBI + DTG

PI + INSTI + NRTIs (1 or 2)

DRV/COBI + DTG + TAF/FTC

PI + INSTI + NNRTI (± NRTIs)

DRV/COBI + DTG + ETR or RPV 

PI + INSTI + AI (± NRTIs)

PI + NNRTI (± NRTIs)

INSTI + NNRTI (± NRTIs)

DTG + ETR (± TAF/FTC)

INSTI + AI (± NRTIs)

DTG + MVC (± TAF/FTC)

INSTI + AI 

+ NNRTI (± NRTIs)

Other

Baseline Characteristics

BIC 75 mg + 

LEN 25 mg

n=51

BIC 75 mg + 

LEN 50 mg 

n=52

SBR

n=25

Duration of HIV treatment, years, 

median (Q1, Q3)a 27.8 (22.7, 32.4) 27.0 (18.9, 31.5) 26.9 (19.8, 31.9)

Number of pills/day, median (range) 2.0 (2.0, 8.0) 3.0 (2.0, 9.0) 3.0 (2.0, 8.0)

Dosing frequency of ARTs, n (%)

Daily

Twice per day

Other

47 (93)

18 (35)

1 (2)

46 (89)

22 (42)

0

22 (88)

13 (52)

0

Reasons for complex ART, n (%)

History of resistance

Intolerance to components of STRs

Contraindication to STRs

44 (86)

20 (39)

7 (14)

40 (77)

11 (21)

4 (8)

20 (80)

7 (28)

1 (4)

Resistance mutations, n (%)

INSTI

NNRTI

NRTI

PI

0

25 (49)

31 (61)

18 (35)

0

28 (54)

35 (67)

17 (33)

0

14 (56)

16 (64)

11 (44)

La presente slide non può essere modificata
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Efficacy and Safety Results of Switch to BIC + LEN from a Complex 
ART Regimen: Phase 2 Results

aData missing for 2 participants; bData missing for 1 participant, and 1 participant had HIV-1 RNA ≥50 c/mL; cGrade 1 nausea (BIC 75 mg + LEN 25 mg group, n=1) and Grade 3 

worsening of vomiting (BIC 75 mg + LEN 50 mg group, n=1) 

SBR, stable baseline regimen; STR, single tablet regimen; TE, treatment-experienced; TEAE, treatment-emergent adverse event; VS, virologic suppression
Mounzer K, et al. CROI 2024, Poster 642

ARTISTRY-1: Phase 2/3, randomized, open-label study

BIC + LEN maintained high rates of VS in TE participants on a complex ART regimen and was generally well tolerated.

Based on these data, a BIC 75 mg/LEN 50 mg STR will be assessed in the Phase 3 part of the study

VS (HIV-1 RNA <50 c/mL) at Week 24 
(FDA Snapshot Algorithm)

TEAEs up to Week 24

BIC 75 mg + 

LEN 25 mg

n=51

BIC 75 mg + 

LEN 50 mg

n=52

SBR

n=25

Any TEAE, n (%)

Related to study drug or SBR

Grade 3 or higher

SAEs

Leading to discontinuationc

39 (76)

9 (18)

4 (8)

2 (4)

1 (2)

33 (63)

3 (6)

2 (4)

1 (2)

1 (2)

17 (68)

0

1 (4)

2 (8)

0

TEAEs with frequency ≥5%, n (%)

COVID-19

Diarrhea

Hypertension

Constipation

Cough

Nasopharyngitis

4 (8)

5 (10)

0

3 (6)

3 (6)

4 (8)

2 (4)

2 (4)

4 (8)

2 (4)

1 (2)

0

2 (8)

1 (4)

1 (4)

0

0

0

96,1 96,2 100,0
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n =
49
51a

50
52b

25
25

BIC 75 mg + 
LEN 25 mg

BIC 75 mg + 
LEN 50 mg

SBR

1 participant in the BIC 75 mg + LEN 50 mg arm 
had HIV-1 RNA ≥50 c/mL in Week 24 window (later 
suppressed to <50 c/mL without regimen change)

All TEAEs with frequency ≥5% were Grade 1 or 2 apart from 
1 occurrence of Grade 3 diarrhea (unrelated to study drug)

La presente slide non può essere modificata

















































Take home messages

• Molte evidenze sull’efficacia terapeutica dei 
composti L-A;

• Approcci pseudo-vaccinali con bnAbs ogni 6 mesi;

• PWH HTE rappresentano ancora una domanda 
aperta;

• PEP e PrEP sono una certezza, ma rimangono 
quesiti sulla sostenibilità e sull’efficacia su grande 
scala (CAB PrEP);

• Nuove tecnologie.




