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Overview

EACS update 

ÁFirst-line Therapies

ÁSwitch Strategies

ÁLong-Acting Therapies

ECCMID

ÁA case-based discussion on P. 
aeruginosa infection

ÁA case-based discussion on A. 
baumanniiinfection

ÁOur experience





First-line Therapies 



IMEA 055 FAST: Efficacy and Safety of BIC/FTC/TAF in a 
Test-and-Treat Model

ÁProspective, single-arm study in France (N = 112)

Persons testing 
positive for HIV

Wk 48
Start 

BIC/FTC/TAF at 
first medical appt

following positive test*

Bachelard. EACS 2021. Abstr PE2/7.

Wk 24 
primary endpoint

ÁPrimary endpoint: HIV-1 RNA <50 copies/mL at 
Wk 24 by FDA Snapshot Analysis

BL Characteristics
BIC/FTC/TAF 

(N = 112)

Median age, yr (range) 38 (28-47)

Male, n (%) 98 (87.5)

Median HIV-1 RNA, log10 copies/mL 
(range)

4.8 (4.4-5.5)

HIV-1 RNA >500,000 copies/mL, n (%) 21 (18.8)

Primary infection, n (%) 23 (19.6)

Median CD4+ count, cells/mm³ 
(range)

369 (240-570)
(n = 110)

CD4+ cell count <200 cells/mm³, n (%) 19 (17.2)

Median days since first HIV diagnosis 
(range)

8 (5-17)

HBsAg positive, n (%) 2 (1.8)

0 days between inclusion and 
initiation of treatment, n (%)

110* (98.2)

*BIC/FTC/TAF initiated before complete 
lab results available.

*Other 2 patients included after 1 day. 



Á No treatment-emergent resistance through Wk 24

Á Low incidence of grade 3/4 AEs or serious AEs 

IMEA 055 FAST: Outcomes

Primary Endpoint: Virologic Outcomes at Wk 24
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Take-home Points

ÁResults suggest that BIC/FTC/TAF is safe and effective for same-day 
ART initiation in a test-and-treat setting

BIC/FTC/TAF was 80% effective in suppressing VL at Wk 24

Those with higher HIV-1 RNA took longer to suppress (62% by Wk 24 in 
those with HIV-1 RNA >500,000 copies/mL)

There was a low incidence of grade 3/4 safety events

ÁNo emergent resistance-associated mutations were detected in those 
who did not achieve HIV-1 RNA <50 copies/mL at Wk 24



P011: Islatravir + Doravirine in Treatment-Naive PWH

Á International, randomized, double-blind phase IIb trial1,2

1. Molina. EACS 2021. Abstr OS 1/5. 2. Molina. Glasgow 2020. Abstr O415.

Treatment-naive 
adults with HIV-1 
wb! җмллл ŎκƳ[Σ 
CD4+ cell count 
җнлл ŎŜƭƭǎκƳƳ3, no 
ARV drug resistance, 
no active HCV or HBV 

coinfection
(N = 123)

Part 1:
3-Drug Dose Ranging

ISL 0.25 mg + DOR + 3TC QD*
(n = 31)

DOR/3TC/TDF QDϞ

(n = 31)

ISL 0.75 mg + DOR + 3TC QD*
(n = 30)

ISL 2.25 mg + DOR + 3TC QD*
(n = 31)

Stratified by screening HIV-1 RNA 
όҖ Ǿǎ ҔмллΣллл ŎκƳ[ύ

ISL 0.25 mg + DOR QD
(n = 31)

DOR/3TC/TDF QD
(n = 31)

ISL 0.75 mg + DOR QD
(n = 30)

ISL 2.25 mg + DOR QD
(n = 31)

Part 2:
2-Drug Dose Ranging

If HIV-1 RNA <50 c/mL at Wk 20 
without meeting any VF criteriaϟ

Wk 24 Wk 60-84

*Received placebo for DOR/3TC/TDF QD. ϞReceived placebo for ISL + DOR + 3TC QD. 
ϟIf HIV-м wb! җрл ŎκƳ[ ŀǘ ²ƪ нлΣ ŎƻƴǘƛƴǳŜŘ tŀǊǘ м ǳƴǘƛƭ IL±-1 RNA <50 c/mL and, if not meeting any VF criteria, transitioned to Part 2.

Part 3:
Maintenance

Open-label to 
Wk 192

ISL 0.75 mg + 
DOR 100 mg QD

(n = 92)

Wk 144

Á High rates of efficacy and tolerability through Wk 96; no patients met criteria for resistance testing2



P011: Baseline Demographics

Characteristic
ISL 0.25 mg
+ DOR* QD

(n = 31)

ISL 0.75 mg 
+ DOR* QD

(n = 30)

ISL 2.25 mg
+ DOR* QD

(n = 31)

Combined
ISL + DOR
(n = 92)

DOR/3TC/TDF QD
(n = 31)

Male, n (%) 30 (96.8) 27 (90.0) 28 (90.3) 85 (92.4) 28 (90.3)

Median age, yr(range) 27.0 (19-75) 28.0 (18-51) 29.0 (19-67) 28.5 (18-75) 27.0 (18, 56)

Race/ethnicity, n (%)
Á Black 
Á White
Á Hispanic/Latinx

Á 6 (19.4)
Á 24 (77.4)
Á 14 (45.2)

Á 6 (20.0)
Á 24 (80.0)
Á 19 (63.3)

Á 8 (25.8)
Á 21 (67.7)
Á 12 (38.7)

Á20 (21.7)
Á69 (75.0)
Á45 (48.9)

Á5 (16.1)
Á24 (77.4)
Á15 (48.4)

Median CD4+ count, cells/mm3 (range) 415.0 (199-889) 535.5 (178-828) 416.0 (185-1122) 445.5 (178-1122) 473.0 (224-1321)

Median HIV-1 RNA, log10 copies/mL (range) 4.6 (3.5-6.2) 4.5 (3.0-5.8) 4.7 (3.1-5.8) 4.6 (3.0-6.2) 4.2 (3.3-6.1)

Á ҖмллΣллл ŎƻǇƛŜǎκƳ[Σ ƴ ό҈ύ22 (71.0) 24 (80.0) 22 (71.0) 68 (73.9) 26 (83.9)

Á >100,000 copies/mL, n (%) 7 (22.6) 6 (20.0) 9 (29.0) 22 (23.9) 5 (16.1)

*Participants initially received ISL + DOR + 3TC and switched to ISL + DOR during Part 2 of the study.

Molina. EACS 2021. Abstr OS 1/5.



P011: Virologic Outcomes at Wk 144
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ÁProtocol-defined virologic failure (PDVF, confirmed HIV-м wb! җрл ŎƻǇƛŜǎκƳ[ύ
in n = 7 patients

- All discontinued trial with confirmatory HIV-1 RNA <80 copies/mL

ÁNo instances of clinically significant confirmed viremia (HIV-м wb! җнлл ŎƻǇƛŜǎκƳ[ύ ƻǊ 
viral drug resistance analysis



P011: Safety Outcomes Through Wk 144

Molina. EACS 2021. Abstr OS 1/5.

Adverse Event, n (%)
ISL 0.25 mg
+ DOR* QD

(n = 29)

ISL 0.75 mg 
+ DOR* QD

(n = 30)

ISL 2.25 mg
+ DOR* QD

(n = 31)

Combined ISL + 
DOR Groups

(n = 90)

DOR/3TC/TDF QD
(n = 31)

Drug-related AE 0 3 (10.0) 4 (12.9) 7 (7.8) 7 (22.6)

Serious AE 2 (6.9) 6 (20.0) 2 (6.5) 10 (11.1) 4 (12.9)

Serious drug-related AE 0 0 0 0 1 (3.2)

Discontinued due to AE 1 (3.4) 0 2 (6.5) 3 (3.3) 1 (3.2)

Discontinued due to drug-related AE 0 0 2 (6.5) 2 (2.2) 1 (3.2)

Á Most common drug-related adverse events: diarrhea, nausea, headache, abnormal dreams

Á Lower rate of drug-related AEs in the ISL + DOR groups (7.8%) than in the DOR/3TC/TDF group (22.6%)

Á All discontinuations due to drug-related AEs occurred prior to Wk 48

- ISL 2.25 mg group, n = 2 (diarrhea/nausea/vomiting, n = 1; HBV reactivation, n = 1)

- DOR/3TC/TDF group (worsening of congenital long QT syndrome, n = 1)

Á No deathsor serious drug-related AEs across ISL + DOR groups

Slide credit: clinicaloptions.com

*Participants initially received ISL + DOR + 3TC and switched to ISL + DOR during Part 2 of the study.

http://www.clinicaloptions.com/


Take-home Points

ÁISL + DOR demonstrated noninferiority to DOR/3TC/TDF in maintaining viral 
suppression through Wk 144

ÁNo study participants met criteria for resistance testing

PDVF occurred in 7 participants, but all had HIV-1 RNA <80 copies/mL

ÁGood overall tolerability with low rate of discontinuations due to AEs

7.8% had drug-related AEs in the ISL + DOR groups vs 22.6% in the 
DOR/3TC/TDF group 

All discontinuations occurred by Wk 48





DRIVE-FORWARD and DRIVE-AHEAD: Background

Á DOR approved as initial treatment of HIV or as switch regimen for virologically suppressed PWH

Retains in vitro activity against wild-type HIV and most common NNRTI resistance associated mutations 
(K103N, E138K, Y181C, G190A, and K103N/Y181C)1

Á Efficacy and safety of DOR shown in 2 randomized, double-blind phase III studies in treatment-naive 
adults with HIV through Wk 96 

DRIVE-FORWARD: DOR vs DRV/RTV, both plus 2 NRTIs2,3

DRIVE-AHEAD: DOR/3TC/TDF vs EFV/FTC/TDF4,5

Á Participants completing Wk 96 could continue DOR in 96-wk open-label extension

Á Current analysis assessed the efficacy and safety of DOR through Wk 192 in individuals initially 
randomized to a DOR regimen in DRIVE-FORWARD and DRIVE-AHEAD phase III clinical trials6

1. Feng. Antimicrob Agents Chemother. 2016;60:2241. 2. Molina. Lancet HIV. 2018;5:e211. 3. Molina. Lancet HIV. 2020;7:e16.
4. Orkin. Clin Infect Dis. 2019;68:535. 5. Orkin. Clin Infect Dis. 2021;73:33. 6. Molina. EACS 2021. Abstr BPD1/5.



DRIVE-FORWARD and DRIVE-AHEAD: Study Design

Molina. EACS 2021. Abstr BPD1/5.

Inclusion Criteria
Treatment-naive adults with 
HIV-1 RNA җ1000 copies/mL; 
no resistance to study drugs;

/Ǌ/ƭ җрл Ƴ[κƳƛƴ

Current Analysis
Wk 192

Primary Analysis
Wk 48

DOR/3TC/TDF 100/300/300 mg QD +
EFV/FTC/TDF Placebo

(n = 364)

EFV/FTC/TDF 600/200/300 mg QD +
DOR/3TC/TDF Placebo

(n = 364)

*Eligibility: completed Wk 96 visit; derived benefit from study participation through Wk 96; 
clinically appropriate candidate to continue treatment.

DOR 100 mg QD + 2 NRTIs + DRV/RTV Placebo
(n = 385)

DRV/RTV 800/100 mg QD + 2 NRTIs +
DOR Placebo

(n = 384)

Open-label* DOR + 
2 NRTIs (TDF/FTC or ABC/3TC)

Open-label* DOR/3TC/TDF

Stratified by HIV-м wb! ҖмллΣллл 
or >100,000 copies/mL and chronic 

HCV and/or HCV infection status

DRIVE-FORWARD

DRIVE-AHEAD

Stratified by HIV-м wb! ҖмллΣллл ƻǊ 
>100,000 copies/mL and NRTI backbone 

(TDF/FTC or ABC/3TC)



DRIVE-FORWARD and DRIVE-AHEAD:
Baseline Characteristics

Characteristic
DRIVE-FORWARD

(N = 383)
DRIVE-AHEAD

(N = 364)

Median age, yr (range) 33.0 (18-68) 32.0 (18-70)

Male, n (%) 319 (83.3) 305 (83.8)

Race, n (%)
ÁWhite
ÁBlack
ÁAsian
ÁOther

280 (73.1)
86 (22.5)
7 (1.8)
10 (2.6)

176 (48.4)
68 (18.7)
59 (16.2)
61 (16.8)

TDF in regimen, n (%) 333 (86.9) 364 (100)

HBV and/or HCV coinfection, n (%) 11 (2.9) 11 (3.0)

Median plasma HIV-1 RNA (range), log10 copies/mL
ÁҖмллΣллл ŎƻǇƛŜǎκƳ[Σ ƴ ό҈ύ

4.4 (2.0-6.4)
300 (78.3)

4.4 (2.4-6.1)
291 (79.9)

Median CD4+ cell count (range), cells/mm3

Á>200 cells/mm3, n (%)
410.0 (19-1822)

341 (89.0)
413.5 (19-1399)

320 (87.9)

Molina. EACS 2021. Abstr BPD1/5.



DRIVE-FORWARD and DRIVE-AHEAD: Efficacy at Wk 192

Molina. EACS 2021. Abstr BPD1/5.Reproduced with permission.

Á Majority of participants maintained HIV-1 RNA <50 copies/mL at Wk 192

79.1% by observed failure approach

61.2% by FDA snapshot approach

Á Mean increase in CD4+ cell count from baseline: 236.2 cells/mm3 (95% CI: 216.8-255.6)
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Take-home Points

ÁIn combined analysis of open-label extension, maintenance of virologic 
suppression with DOR demonstrated over 4 yr

Majority of participants maintained HIV-1 RNA <50 copies/mL at Wk 192

Low rates of PDVF and development of resistance; observed mostly 
during the first 96 wk

ÁFavorable safety profile of DOR over 4 yr of follow-up

Rates of serious drug-related AEs and discontinuation due to 
drug-related AEs low

ÁMinimal weight gain from baseline observed in both trials

Molina. EACS 2021. Abstr BPD1/5.



Switch Strategies



SOLAR 3D: Switching to DTG/3TC in Patients With 
History of M184V or Virologic Failure
Á Prospective, open-label comparative trial

On 3-drug ART 64%-74%; on 2-drug ART 20%-26%,
on 4-drug ART 4%-10%

Coformulated Once-Daily
Dolutegravir 50 mg/
Lamivudine 300 mg

Stratified 1:1 by 
history of M184V/I 

(yes/no)

Á Primary endpoint: proportion of patients with HIV-м wb! җрл ŎƻǇƛŜǎκƳ[ ŀǘ ²ƪ пу ōȅ C5! {ƴŀǇǎƘƻǘ 
(intention-to-treat and per protocol) analyses 

Blick. EACS 2021. Abstr PE 2/65.

Resistance Mutations, 
n (%)

Historical 
M184V/I 
(n = 50)

No 
M184V/I
(n = 50)

M184V/I by historical 
genotype

50 (100)
(n = 50)

0
(n = 50)

M184V/I by proviral DNA 
NGS at study entry

15 (36.6)
(n = 41)

0
(n = 29)

M184V/1 absent by proviral 
DNA NGS at study entry

26 (63.4)
(n = 41)

29 (100)
(n = 29)

K65R present by proviral 
DNA NGS

1 (2)
(n = 41)

0

Both K65R and Q151 present 
by proviral DNA NGS

0
1 (3)

(n = 29)

Adult patients with HIV-1 RNA 
ғрл ŎκƳ[ ŦƻǊ җс Ƴƻ ƻƴ н-,3-, or 

4-ŘǊǳƎ !w¢Τ ŜŀǊƭƛŜǊ ±C όҗо 
earlier ART regimens with 
failure to attain HIV-1 RNA 

<50 c/mL) AND/OR confirmed 
HIV-1 RNA >200 c/mL AND/OR 

documented genotypic or 
phenotypic resistance

(N = 100)



SOLAR 3D: Virologic Outcomes at Wk 48, ITT-E 
Population

Blick. EACS 2021. Abstr PE2/65.

Outcome, n (%)
Historical M184V/I 

(n = 50)
No M184V/I

(n = 50)

HIV-м wb! җрл ŎƻǇƛŜǎκƳ[ϝ 1 (2) 3 (6)

HIV-1 RNA <50 copies/mL 46 (92) 44 (88)

No virologic data
ÁDiscontinued due to adverse event
ÁDiscontinued due to death
ÁLost to follow-up
ÁIncarcerated

3 (6)
1 (2)
2Ϟ(4)

0
0

3 (6)
0

1ϟ(2)
1 (2)
1 (2)

*Data were in window but җрл ŎƻǇƛŜǎκƳ[Τ ƴƻ ǇŀǘƛŜƴǘǎ ŘƛǎŎƻƴǘƛƴǳŜŘ ŦƻǊ ƭŀŎƪ ƻŦ ŜŦŦƛŎŀŎȅΦ
ϞNot related to study drug; probably cardiac arrythmia due to preexisting cardiomyopathy (n = 1) and cardiorespiratory arrest (n = 1).
ϟSuicide, unrelated to study drug.

ÁNo cases of confirmed virologic failure across treatment arms and no cases of treatment-emergent 
resistance 



SOLAR 3D: Virologic Blips and Target Not 
Detected Outcomes Through Wk 48

Blick. EACS 2021. Abstr PE2/65.

Outcome
Historical M184V/I 

(n = 50)
No M184V/I

(n = 50)

Virologic blips* through Wk 48, % (n/N)
ÁWk 12
ÁWk 24
ÁWk 36
ÁWk 48

6.4 (3/47)
6.1 (3/49)
4.3 (2/47)
2.1 (1/47)

4.1 (2/49)
8.2 (4/49)
6.3 (3/48)
6.4 (3/47)

Target not detectedϞthrough Wk 48, % 
ÁBaseline 
ÁWk 12
ÁWk 24
ÁWk 36
ÁWk 48

78
82
80
76
84

80
78
78
82
80

*HIV-1 RNA 50 to <200 copies/mL that resuppressed to <50 copies/mL with next assessment. ϞHIV-1 RNA <20 copies/mL.

ÁAll patients with viral load blips resuppressed; occurrence of blips and TND similar across 
treatment arms



CǊŜƴŎƘ 5ŀǘΩ!L5{ /ƻƘƻǊǘΥ wŜǘǊƻǎǇŜŎǘƛǾŜ !ƴŀƭȅǎƛǎ ƻŦ 
Switching to DTG/3TC With Archived M184V/I
Á aǳƭǘƛŎŜƴǘŜǊΣ ǊŜǘǊƻǎǇŜŎǘƛǾŜΣ ƴŜǎǘŜŘ ǎǘǳŘȅ ƛƴ ǘƘŜ CǊŜƴŎƘ 5ŀǘΩ!L5{ ŎƻƘƻǊǘ 

Á Primary outcome: incidence of virologic failure (HIV-1 RNA >50 copies/mL confirmed or a single 
HIV-1 RNA >200 copies/mL) according to the presence of archived M184V/I

Á 695 switched to DTG/3TC while suppressed with a prior genotype, 105 (15%) with archived M184V/I

Hocqueloux. EACS 2021. Abstr OS1/2.

Á Median follow-up: 1.2 yr (IQR: 0.7-2.1) 

Á No significant difference in probability of 
virologic failure in those with vs without 
archived M184V/I, according 
to the time of detection prior to switch
(P= .94) 

No M184
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Take-home Points

ÁBoth studies had relatively small numbers of people with M184V/I

Prospective open-label SOLAR 3D: n = 50

wŜǘǊƻǎǇŜŎǘƛǾŜ ŀƴŀƭȅǎƛǎ ƻŦ ǘƘŜ CǊŜƴŎƘ 5ŀǘΩ!L5{ ŎƻƘƻǊǘΥ ƴ Ґ млр

ÁStudies did not distinguish between M184V and M184I

ÁIn both studies, there were no significant differences in virologic failure 
rates based on the presence of the M184V mutation for those who 
switched to DTG/3TC while virologically suppressed



TANGO IL-6 Study: Background

Á Inflammation marker IL-6 associated with HIV-1 RNA levels in patients with and 
without virologic suppression1-3

ÁHigher IL-6 levels in patients with HIV associated with older age, non-Black race, 
higher BMI, lower serum lipid levels, HIV replication, low nadir CD4+ cell count, PI 
use, comorbidities, decreased eGFR1

ÁPhase III TANGO study compared efficacy, safety of switch to DTG/3TC vs continued 
TAF-based 3- or 4-drug ART in patients with virologic suppression4

Switch to DTG/3TC was noninferior to continued TAF-based ART for maintaining 
HIV-1 RNA <50 copies/mL at Wk 48 (primary endpoint)4 and Wk 965

ÁCurrent analysis explored relationship between IL-6 and HIV-1 RNA levels in 
participants in TANGO through Wk 966

1. Borges. J Infect Dis. 2015;212:585. 2. Kuller. PLoS Med. 2008;5:e203. 3. Bastard. Antivir Ther. 2012;17:915. 
4. van Wyck. Clin Infect Dis. 2020;71:1920. 5. van Wyk. Glasgow 2020. Abstr O441. 6. Wang. EACS 2021. Abstr PE2_70.



ÁExploratory endpoint: serum IL-6 levels at BL, Wk 48, Wk 96

ÁMulticenter, randomized, open-label phase III noninferiority study

TANGO: Study Design

Adults with confirmed HIV-1 RNA 
<50 c/mL for >6 mo on stable 
TAF-based ART,* no prior VF 

and no NRTI or INSTI resistance 
mutation, no HBV infection or HCV 

requiring therapy
(N = 741)

Switch to DTG/3TC PO QD 
(n = 369)

Continue TAF-Based ART
(n = 372)

Wk 196
Primary Analysis

Wk 48 

Stratified by third agent

Continuation 
of DTG /3TC 
permitted

Wk 144 

ϝtŀǘƛŜƴǘǎ ŜƭƛƎƛōƭŜ ƛŦ ƛƴƛǘƛŀƭ ǊŜƎƛƳŜƴ ǿŀǎ ¢!CκC¢/ ǿƛǘƘ tLΣ bbw¢LΣ ƻǊ Lb{¢LΣ ƻǊ ¢5C ǎǿƛǘŎƘŜŘ ǘƻ ¢!C җо Ƴƻ ǇǊƛƻǊ ǘƻ ǎŎǊŜŜƴƛƴƎ ǿith no other 
regimen changes.

Switch to
DTG/3TC PO QD

Early-Switch Phase Late-Switch Phase Continuation Phase

Wang. EACS 2021. Abstr PE2_70. 



TANGO IL-6 Study: Serum IL-6 Levels at Wk 96 by 
Postbaseline VL Categories

Wang. EACS 2021. Abstr PE2_70. Reproduced with permission.

White line on each bar represents median value. n is no. of participants in the specific postbaseline VL category withIL-6 valueat Wk 96. 

Á IL-6 levels at Wk 96 broadly increased with increasing VL levels
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Take-home Points

Á In patients with virologic suppression who switched to DTG/3TC or continued 
TAF-based 3- or 4-drug ART, change in serum IL-6 levels from BL to Wk 96 were 
similar across treatment arms

ÁOlder age at BL, increased BL IL-6, obese BMI at BL, and smoking were significantly 
associated with higher serum IL-6 at Wk 96

Effect seen in both treatment arms

Á IL-6 levels appeared to be lower in patients with HIV-1 RNA <40 copies/mL and 
TND at all study visits vs higher HIV-1 RNA levels

ÁFindings suggest switch to DTG/3TC has minimal impact on IL-6 vs continued 
TAF-based ART

Wang. EACS 2021. Abstr PE2_70.



Long-Acting Therapies



Efficacy and Safety of LA Cabotegravir + Rilpivirine by 
Participant BMI Class in Phase III/IIIb Trials

ÁData from phase III studies, ATLAS, FLAIR, and ATLAS-2M were pooled 
for participants naive to CAB + RPV who received LA CAB + RPV Q8W 
or Q4W

ÁParticipants categorized by 

Dosing regimen: Q8W vs Q4W

BMI category: <30 vs >30 kg/m2

Eliot. EACS 2021. Abstr BPD1/8.



Combined Clinical Trials of LA CAB + RPV: 
Baseline Characteristics

Baseline Characteristics

BMI <30 kg/m2

(n = 1032)
BMI җол ƪƎκƳ2

(n = 213)
Q8W 

(n = 268)

Q4W 

(n = 764) 

Q8W 

(n = 59)

Q4W 

(n = 154) 

Median age, yr (range) 41 (20-83) 38 (19-68) 43 (32-71) 41 (23-74)

Áҗрл ȅǊ ƻŦ ŀƎŜΣ ƴ ό҈ύ73 (27) 148 (19) 16 (27) 37 (24)

Female (sex at birth), n (%) 48 (18) 172 (23) 25 (42) 65 (42)

Race, n (%)
ÁWhite
ÁBlack
ÁAsian
ÁOther

201 (75)

37 (14)

17 (6)

13 (5)

591 (77)

103 (13)

44 (6)

26 (3)

37 (63)

20 (34)

0

2 (3)

95 (62)

51 (33)

2 (1)

6 (4)

Hispanic or Latinx ethnicity, n (%) 43 (16) 89 (12) 11 (19) 16 (10)

Median weight, kg (range) 74.0 (49.0-109.2) 73.2 (41.2-108.4) 98.0 (76.0-136.9) 99.9 (70.9-139.4)

Median BMI, kg/m2 (range) 24.4 (17.8-30.0) 24.0 (15.3-29.9) 32.5 (30.1-46.0) 33.2 (30.0-54.0)

BMI, n (%)
Á30 to <40
Áҗпл

N/A
N/A

N/A
N/A

49 (83)
10 (17)

139 (90)

15 (10)
Eliot. EACS 2021. Abstr BPD1/8.



Combined Clinical Trials of LA CAB + RPV: 
Efficacy by BMI Class 

Á!ƳƻƴƎ ǇŀǊǘƛŎƛǇŀƴǘǎ ǿƛǘƘ .aL җол ƪƎκƳ2 as the only risk factor (n = 153), none met 
criterion for confirmed virologic failure

Parameter, n (%)

BMI <30 kg/m2

(n = 1032)
BMI җол ƪƎκƳ2

(n = 213)
Q8W 

(n = 268)

Q4W 

(n = 764) 

Q8W 

(n = 59)

Q4W 

(n = 154) 

HIV-1 RNA <50 copies/mL 252 (94) 708 (92.7) 54 (91.5) 142 (92.2)

HIV-м wb! җрл ŎƻǇƛŜǎκƳ[ 1 (0.4) 9 (1.2) 4 (6.8) 7 (4.5)

ÁData in window not below threshold 1 (0.4) 1 (0.1) 0 4 (2.6)

ÁDiscontinued for lack of efficacy 0 6 (0.8) 4 (6.8) 3 (1.9)
ÁDiscontinued for other reason while not 

below threshold
0 2 (0.3) 0 0

No virologic data in Wk 48 window 15 (5.6) 47 (6.2) 1 (1.7) 5 (3.2)

ÁDiscontinued due to AE or death 6 (2.2) 29 (3.8) 0 1 (0.6)

ÁDiscontinued for other reasons 9 (3.4) 18 (2.4) 1 (1.7) 4 (2.6)

Eliot. EACS 2021. Abstr BPD1/8.



Combined Clinical Trials of LA CAB + RPV: Trough Levels

ÁCAB and RPV trough levels remained above target PA-IC90 values regardless of 
dosing schedule or BMI

ÁLonger 2-ƛƴŎƘ ƴŜŜŘƭŜǎ ǊŜŎƻƳƳŜƴŘŜŘ ƛƴ ǇŀǊǘƛŎƛǇŀƴǘǎ ǿƛǘƘ .aL җол ƪƎκƳ2 and to 
accommodate individual body habitus to ensure appropriate administration into 
gluteal muscle

Lƴ ǇŀǊǘƛŎƛǇŀƴǘǎ ǿƛǘƘ .aL җол ƪƎκƳ2, use of longer 2-inch needles resulted in higher 
median CAB trough concentrations 

Á78%ƻŦ ƛƴƧŜŎǘƛƻƴǎ ƛƴ ǇŀǊǘƛŎƛǇŀƴǘǎ ǿƛǘƘ .aL җол ƪƎκƳ2 administered with needles 
<1.6 inches in length vs the recommended 2 inches due to issues with procurement

CAB PA-IC90 (0.166 ɛg/mL)

RPV PA-IC90 (12 ng/mL)

Elliot. EACS 2021. Abstr BPD1/8.



Take-home Points

ÁLA CAB + RPV Q4W and Q8W maintained high virological suppression rates through 
Wk 48 and was well tolerated regardless of baseline BMI category

Ábƻ ǇŀǊǘƛŎƛǇŀƴǘ ǿƛǘƘ ŀ .aL җол ƪƎκƳ2 as the only baseline risk factor for virologic 
failure met the confirmed virologic failure criterion through 48 wk

ÁConcentrations of CAB and RPV following LA injection were similar between those 
with BMI <30 kg/m2ŀƴŘ ǘƘƻǎŜ ǿƛǘƘ .aL җол ƪƎκƳ2

Lƴ ǘƘƻǎŜ ǿƛǘƘ .aL җол ƪƎκƳ2, use of longer length needles resulted in higher CAB 
concentrations, is recommended

78% of injections were given with the shorter length needle for the higher BMI 
participants 



CARISEL Interim Analysis of Patient Satisfaction 
With LA CAB + RPV
Á Multicenter, open-label implementation-effectiveness phase IIIb study

Á Enrolled 430 virologically suppressed PWH to receive LA CAB + RPV injections Q2M in 18 clinics in 
France, Spain, Belgium, Germany, and the Netherlands

Á Interim analysis included data from patient surveys performed at Mo 1 andMo 4 (before first and 
third injections) 

Satisfactionwith HIV treatment assessed using the HIV Treatment Satisfaction Questionnaire at Day 1 
(before ART), Mo 1 (CAB + RPV oral lead-in), and Mo 4 (LA CAB + RPV injectable)

Acceptability, appropriateness, and feasibility of the regimen evaluated with 4-item questionnaires that 
use a 5-point rating scale (1 = completely disagree to 5 = completely agree) 

Additional questionnaires used to evaluate attitudes and expectations regarding the LA CAB + RPV 
regimen

Á Patient population primarily >35 yr of age (81%) male (75%), White (78%), slightly obese 

Hocqueloux. EACS 2021. Abstr PE2/37.



CARISEL: Acceptability, Appropriateness, Feasibility of 
and Satisfaction With LA CAB + RPV 
ÁMost participants found LA CAB + RPV acceptable, 

appropriate, and feasible at Mo 1 and 4
Á HIVTSQscores increased over time; 
Ƴƻǎǘ ǇŀǊǘƛŎƛǇŀƴǘǎ άǎŀǘƛǎŦƛŜŘέ ƻǊ 
άǾŜǊȅ ǎŀǘƛǎŦƛŜŘέ ǿƛǘƘ ǘǊŜŀǘƳŜƴǘ

Hocqueloux. EACS 2021. Abstr PE2/37. Reproduced with permission.
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Acceptability

Mo 4, n = 403

Appropriateness

Mo 1, n = 423

Mo 4, n = 403

Feasibility

Mo 4, n = 401
Mean Change From Day 1 in 
HIVTSQs Total Score (95% CI) 

-3 -2 -1 0 1 2 3 4

2.7
(1.86 to 3.54)

-1.1
(-1.83 to -0.42)

Mo 1
(n = 417)

Mo 4
(n = 393)

0 (min) 58 (Day 1) 66 (max)Worsening Improvement

HIVTSQ Score



CARISEL: Clinic Visits: Time Spent and Acceptability

Á aƻǎǘ ǇŀǊǘƛŎƛǇŀƴǘǎ όрм҈ύ ǎǇŜƴǘ Җпл Ƴƛƴ ŀǘ ŀ 
LA CAB + RPV injection visit

Á Overall, 93% of injection visits occurred within 
7 days of the target date 

Hocqueloux. EACS 2021. Abstr PE2/37. Reproduced with permission.

άIƻǿ ŀŎŎŜǇǘŀōƭŜ ƛǎ ƛǘ ǘƻ ȅƻǳ ǘƻ ŎƻƳŜ ǘƻ ǘƘŜ ŎƭƛƴƛŎκǇǊŀŎǘƛŎŜ ŦƻǊ 
ȅƻǳǊ ƛƴƧŜŎǘƛƻƴ Ǿƛǎƛǘ ŜǾŜǊȅ н ƳƻΚέ

Extremely acceptable
Very acceptable
Somewhat acceptable
A little acceptable
Not at all acceptable
Missing

Mo 1
n = 419

Mo 4
n = 408

37.3

14.0

45.3

37.2

43.2

16.7

2.6 0.2
1.7

0.2
1.5

Mo 6 ( n = 303)

Total time ÑSD
Process time
Lead time

Mo 1 ( n = 404) Mo 2 ( n = 410)
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) 80.2

(Ñ33.4)
62.2

(Ñ28.6)
55.8

(Ñ26.9)

70.7

9.6 10.0

52.2 45.8

10.1

Á Appointment duration decreased by 30% from Mo 1 
to Mo 6; mostly driven by decreased processing time 



CARISEL: Top 5 Concerns With Daily Oral Medication

Á 45.7% had no problems with oral ART

Hocqueloux. EACS 2021. Abstr PE2/37. Reproduced with permission.
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CARISEL: Top 5 Concerns With 
Long-Acting Injectable Medication
Á Most participants (~93%) felt that 

discussions with a medical provider was 
the best way to receive information 
about LA CAB + RPV

Á Top 3 most helpful materials and 
information provided at Mo 1 and 4

Talking to medical provider 

Written materials and brochures

Web site (Cariselstudy.com)

Hocqueloux. EACS 2021. Abstr PE2/37. Reproduced with permission.
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Take-home Points

ÁLA CAB + RPV was observed to be an acceptable, appropriate, and feasible 
treatment option for the maintenance of HIV virologic suppression from Mo 1-4

ÁThe average amount of time of study participants spent in clinic decreased by 
30% over time

рм҈ ǎǇŜƴǘ Җпл Ƴƛƴ ŀǘ ŀƴ ƛƴƧŜŎǘƛƻƴ Ǿƛǎƛǘ

ÁOverall, 93% of injection visits occurred within 7 days of the target date

Á{ǘǳŘȅ ǇŀǊǘƛŎƛǇŀƴǘǎΩ ǎŀǘƛǎŦŀŎǘƛƻƴ ƛƳǇǊƻǾŜŘ Ǿǎ ƻǊŀƭ ǘƘŜǊŀǇȅ ŀƴŘ ǘƘŜ ƻǊŀƭ ƭŜŀŘ-in phase, 
and the majority found clinic wait time, recovery time, and treatment information 
appropriate and acceptable



Á Ongoing, 2-cohort phase II/III trial

Á tǊƛƳŀǊȅ ŜƴŘǇƻƛƴǘΥ җлΦр ƭƻƎ10 copies/mL decline in HIV-1 RNA at Day 14 in randomized cohort

Á Secondary endpoints: HIV-1 RNA <50 copies/mL (29/36, 81% achieved), <200 copies/mL (32/36, 
89% achieved) at Wk 26 in randomized cohort

Randomized
Decline of <0.5 log10

copies/mL (vs screening)
ƻǊ җплл ŎƻǇƛŜǎκƳ[

CAPELLA: Phase II/III Study of LEN in 
Heavily TreatmentςExperienced PWH

Molina. IAS 2021. Abstr OALX01LB02. Margot EACS 2021. Abstr OS1/1.

Patients with
HIV-м wb! җплл 

copies/mL, resistance to 
җн ŀƎŜƴǘǎ ŦǊƻƳ о ƻŦ п 
main ARV classes, and 
Җн Ŧǳƭƭȅ ŀŎǘƛǾŜ ŀƎŜƴǘǎ

from 4 main ARV classes
(N = 72)

Oral LEN +
Failing Regimen

(n = 24)

Oral LEN + OBR
(n = 36)

Placebo +
Failing Regimen

(n = 12)

Repeat
HIV-1 RNA 

at screening

Functional Monotherapy

SC LEN Q6M for 52 wk 
+ OBR

SC LEN Q6M for 52 wk 
+ OBR

hǊŀƭ [9b ŦƻǊ мп Řŀȅǎ Ҧ 
SC LEN Q6M for 52 wk 

+ OBR

Maintenance Therapy

Oral LEN administered as 600 mg on Days 1 and 2, 300 mg on Day 8; SC LEN 
administered as 927 mg (2 x 1.5 mL) in the abdomen on Day 15 and Q6M thereafter. 

Nonrandomized
5ŜŎƭƛƴŜ ƻŦ җлΦр ƭƻƎ10

copies/mL (vs screening)
or <400 copies/mL

14 days



CAPELLA: Baseline Resistance

Resistance Class Participants, n (%)

NRTI* NNRTI PI INSTI
Randomized 

Cohort
(n = 36)

Nonrandomized 
Cohort
(n = 36)

X X X X 17 (47) 16 (44)

X X X 9 (25) 13 (36)

X X X 8 (22) 5 (14)

X X X 2 (6) 0

X X X 0 1 (3)

X X 0 1 (3)

*M184V/I alone (ie, without additional NRTI resistance mutations) was not 
sufficient to fulfill the NRTI resistance criteria for the study.

Margot. EACS 2021. Abstr OS1/1.

Resistance Mutations per 
Class, % of Participants

Participants 
(N = 72)

NRTI 99

NNRTI 94

PI 83

INSTI 65



Á4/36 participants in randomized cohort with emerging resistance to lenacapavir

ÁAll 4 with emerging LEN resistance either had no active agents in their OBR or were 
nonadherent to their OBR and were on effective monotherapy

CAPELLA: Summary of Participants With LEN Resistance

Part.
ID

First Visit 
With Resistance

CA RAMs
Lenacapavir 

FC*
Fully Active Drugs in 

Regimen, no.
Comments

1 Wk 26 M66I 138 3
Effective LEN monotherapy

(OBR adherence issue)

2 Wk 10 M66I, N74D, A105T >1445 0
Effective LEN monotherapy 
(no active agents in OBR) 

3 Wk 4 M66M/I 46 0
Effective LEN monotherapy 
(no active agents in OBR) 

4 Wk 4 M66M/I, K70K/S ND 2
Effective LEN monotherapy 

(OBR adherence issue)

*Compared with wild-type control. 

Margot. EACS 2021. Abstr OS1/1.



Take-home Points

ÁOverall, emergence of LEN associated capsid mutations was infrequent 

4 participants developed resistance, all with M66M/I

ÁAll 4 of the patients who developed LEN resistance either had no active agents in 
their OBR or were nonadherent to their OBR and were on effective monotherapy

Having an active optimized background therapy remains paramount for best virologic 
outcome 

ÁNo differences between those with DRV or DTG in OBR compared with those 
without or by use of ibalizumab

ÁThose with lower CD4+ cell counts and higher HIV-1 RNA at baseline had 
numerically (not statistically significant) lower virologic responses 
















































