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Use of Long-Acting Cabotegravir Plus Rilpivirine, Administered Every 
Two Months, for the Treatment of HIV Infection  

Summary 

ATLAS-2M 48 Week Results 

• Through Week 48, long-acting cabotegravir and rilpivirine (CAB + RPV LA) administered 

every-8-weeks was non-inferior to CAB + RPV LA administered every-4-weeks. 

o There were 8 (1.5%) confirmed virologic failures (CVFs) in the every-8-week arm and 2 

(0.4%) in the every-4-week arm at Week 48. 

o 94.3% of participants in the every-8-week arm and 93.5% of participants in the every-4-

week arm had an HIV-1 RNA <50 copies/mL at Week 48. 

o Injection site reactions (ISRs) were the most common adverse event reported. 

ATLAS-2M 152 Week Results 

• Through Week 152, CAB + RPV LA administered every-8-weeks continued to be non-inferior to 

every-4-weeks, (HIV-1 RNA <50 copies/mL, 86-87%). 

o There were 11 (2%) CVFs in the every-8-week arm and 2 (<1%) in the every-4-week arm 

through Week 152. 

o No new safety signals were identified since the Week 48 analysis. ISRs were mostly Grade 

1-2, with 2% of participants discontinuing study due to injection-related reasons. 

CARISEL Study 

• 87% of participants maintained HIV-1 virologic suppression at Month 12; 0.7% of participants 

had HIV-1 RNA ≥50 copies/mL. The rate of CVF was low (n=1, 0.23%). ISRs were mostly 

Grade 1 or 2 (98%); 6% of participants withdrew due to injection-related reasons. 

SOLAR 

• At Month 12, CAB + RPV LA Q2M was non-inferior to daily oral BIC/FTC/TAF (HIV-1 RNA ≥ 

50 c/mL 1% vs. < 1%, respectively, adjusted treatment difference, 0.7%) (mITT-E population).  

Non-inferiority was also met in the ITT-E and Per Protocol populations. 

o CVFs (mITT-E) occurred in 2 participants treated with CAB + RPV LA vs. zero participants 

on BIC/FTC/TAF. One additional CVF occurred in the ITT-E population. 

o ISRs were comparable to prior clinical experience in occurrence and severity. 

• Important Safety Information can be found in the Prescribing Information and also at  Our HIV 

Medicines. 

To access additional scientific information related to ViiV Healthcare 
medicines, visit the ViiV US Medical Portal at viivhcmedinfo.com. 

ATLAS-2M is a phase IIIb, randomized, multicenter, parallel-group, non-inferiority, open-label study 
evaluating the efficacy, safety, and tolerability of CAB + RPV LA administered every-8-weeks or every-4-
weeks in HIV-1-infected adults who are virologically suppressed.1,2  

https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Cabenuva/pdf/CABENUVA-PI-PIL-IFU2-IFU3.PDF
https://viivhealthcare.com/en-us/viiv-hiv-medicines/medications-and-treatments/
https://viivhealthcare.com/en-us/viiv-hiv-medicines/medications-and-treatments/
https://www.viivhcmedinfo.com/?MIContent=ViiVRSP
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The primary endpoint of ATLAS-2M is the proportion of participants with HIV- RNA ≥50 copies/mL at 
Week 48.1,2 Secondary endpoints included efficacy and safety at Weeks 96 and 152 of CAB + RPV LA 
administered every-8-weeks. CAB + RPV LA administered every-8-weeks would be considered non-inferior 
to CAB + RPV LA administered every-4-weeks if the upper bound of the 95% confidence interval for the 
difference in the proportion of participants with HIV- RNA ≥50 copies/mL between the regimens was <4% 
at Week 48, 96, and 152.2  

For more information on the study design of ATLAS-2M please click here. 

For information on the efficacy and safety of monthly CAB + RPV LA from ATLAS and FLAIR please click 
here. 

The initial doses of CAB + RPV LA administered in ATLAS-2M were determined by whether a patient was 
transitioned from oral antiretroviral therapy or CAB + RPV LA.1,2 See Table 1 below.  

Table 1. Dosing Regimens Evaluated in ATLAS-2M1,2 

Participants Transitioning from Oral ARV 
 

Study 

Arm 

CAB LA RPV LA 

Q4W 600 mg followed 4 weeks later by 400 mg and 
then Q4W thereafter 
 

900 mg followed 4 weeks later by 600 mg and 
then Q4W thereafter 

Q8W 600 mg followed 4 weeks later by 600 mg and 
then Q8W thereafter 
 

900 mg followed 4 weeks later by 900 mg and 
then Q8W thereafter 
 

Participants Transitioning from CAB + RPV LA 
 

Study 

Arm 

CAB LA RPV LA 

Q4W 400 mg beginning on day 1 and Q4W 
thereafter 
 

600 mg beginning on day 1 and Q4W 
thereafter 

Q8W 600 mg beginning on day 1 (4 weeks after 
prior dose) and Q8W thereafter 
 

900 mg beginning on day 1 (4 weeks after 
prior dose) and Q8W thereafter 

ARV=antiretroviral; CAB = cabotegravir; LA = long-acting; RPV = rilpivirine 

 

ATLAS-2M - WEEK 48 

A total of 1045 participants were included in ATLAS-2M.2  

Demographics 

Baseline demographics and characteristics can be found below in Table 2. Baseline third agents can be 
found below in Table 3. 

  

https://d201nm4szfwn7c.cloudfront.net/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/3145ba37-7c49-46a1-8bff-68fcf5ed2a59/3145ba37-7c49-46a1-8bff-68fcf5ed2a59_viewable_rendition__v.pdf
https://d201nm4szfwn7c.cloudfront.net/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/29811965-0808-448b-a14b-da2be0700329/29811965-0808-448b-a14b-da2be0700329_viewable_rendition__v.pdf
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Table 2. Baseline Demographics and Characteristics from ATLAS-2M2,3 

 Every-8-Week Arm 

n=522 

Every-4-Week Arm 

n=523 

Total 

N=1045 

Median age (range), years 42 (20-83) 42 (19-75) 42 (19-83) 

 Age ≥50 years, n (%) 143 (27) 139 (27) 282 (27) 

Female (sex at birth), n (%) 137 (26) 143 (27) 280 (27) 

Female (reported gender), n (%) 142 (27) 146 (28) 288 (28) 

Race, n (%)    

 White 370 (71) 393 (75) 763 (73) 

 Black or African American 101 (19) 90 (17) 191 (18) 

 Other 51 (10) 40 (8) 91 (9) 

Median BMI (IQR), kg/m2 26 (23-29) 26 (23-29) 26 (23-29) 

 ≥30, n (%) 113 (22) 98 (19) 211 (20) 

Median CD4+ T-cell count (IQR) 642 (499-827) 688 (523-878) 661 (508-849) 

Prior exposure to CAB + RPV, n (%)    

 None 327 (63) 327 (63) 654 (63) 

 1-24 weeks 69 (13) 68 (13) 137 (13) 

 >24 weeks 126 (24) 128 (24) 254 (24) 

BMI = body mass index; IQR = interquartile range; CAB + RPV LA = long acting cabotegravir and rilpivirine 

 

Table 3. Baseline Third Agents* from ATLAS-2M3,4 

Third Agent Every-2-Month 

CAB + RPV LA 

(n = 522) 

n (%) 

Once-Monthly 

CAB + RPV LA 

(n = 523) 

n (%) 

INSTI 334 (64) 341 (65) 

Bictegravir 2 (<1) 3 (<1) 

Cabotegravir 195 (37) 196 (37) 

Dolutegravir 52 (10) 64 (12) 

Elvitegravir 124 (24) 119 (23) 

Raltegravir 30 (6) 34 (7) 

PI 115 (22) 111 (21) 

Atazanavir† 43 (8) 46 (9) 

Darunavir† 37 (7) 38 (7) 

Fosamprenavir with ritonavir 0 1 (<1) 

Lopinavir/ritonavir 48 (9) 35 (7) 

Nelfinavir 1 (<1) 0 

NNRTI 368 (70) 382 (73) 

Doravirine 0 1 (<1) 

Efavirenz 202 (39) 206 (39) 

Etravirine 0 1 (<1) 

Nevirapine 22 (4) 24 (5) 

Rilpivirine 256 (49) 275 (53) 

*the median (IQR) duration of previous antiretroviral therapy exposure was 58 months (36–89) in the every-2-month and 58 
months (37–92) in the once-monthly dosing groups. Previous antiretroviral therapy exposure represents overall exposure, not 
just the previous regimen. 

†with or without ritonavir or cobicistat 

CAB + RPV LA = long-acting cabotegravir and rilpivirine; INSTI = integrase strand-transfer inhibitor; PI = protease inhibitor; 
NNRTI = non-nucleoside reverse transcriptase inhibitor 
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Efficacy 

Through Week 48, CAB + RPV LA administered every-8-weeks was found to be non-inferior to CAB + RPV 
LA administered every-4-weeks.2 See Figure 1 below. 

Figure 1. Adjusted* Treatment Difference Between the Treatment Arms at Week 482 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Q8W = every-8-week; CAB + RPV LA = long-acting cabotegravir and rilpivirine; Q4W = every-4-week 
 

Table 3. Virologic Response* by FDA Snapshot Algorithm from ATLAS-2M at Week 48 (ITT-E)2,3 

 
Every-8-Week 

n=522 

Every-4-Week  

n=523 

HIV-1 RNA ≥50 copies/mL 9 (1.7) 5 (1.0) 

Adjusted* Treatment Difference [% (95% CI)] 0.8 (-0.6 to 2.2) 

 Data in window not <50 copies/mL 3 (0.6) 2 (0.4) 

 Discontinued for lack of efficacy 6 (1.1) 2 (0.4) 

 Discontinued for other reasons while not <50 copies/mL 0 1 (0.2) 

HIV-1 RNA <50 copies/mL 492 (94.3) 489 (93.5) 

Adjusted Treatment Difference [% (95% CI)] 0.8 (-2.1 to 3.7) 

No virologic data 21 (4.0) 29 (5.5) 

 Discontinued for AE or death 9 (1.7)† 13 (2.5)‡ 

 Discontinued for other reasons 12 (2.3)§ 16 (3.1)ǁ 

Median (IQR) Change from baseline in CD4 Count 5.0 (−74.0 to 91.0) −8·0 (–114.0 to 62.0) 

*adjusted for prior exposure to CAB + RPV 

†Discontinuations for AEs (event level) include Q8W: Injection site pain (n=2), injection site abscess, injection site discomfort, skin 
lesion, fatigue, acute hepatitis B, asthenia, presyncope, pancreatitis acute, headache, rash maculo-papular (all n=1).  

‡Q4W: injection site pain (n=11), abnormal dreams (n=2), injection site swelling (n=2), hyperhidrosis (n=2), fatigue (n=2), injection 
site nodule, influenza, headache, acute hepatitis B, dizziness, glioblastoma, allergic reaction, transaminase increase, depression, 
chills, insomnia, myalgia, nausea, presyncope, pyrexia, sleep disorder, disturbance in attention (all n=1).  

§Q8W: Withdrawal by participant (n=4), investigator decision (n=4), lost to follow-up (n=2), protocol deviation (n=1), lack of efficacy 
(n=1).  

ǁQ4W: Withdrawal by participant (n=12), protocol-specified withdrawal criteria met (pregnancy) (n=3), protocol deviation (n=1). 

ITT-E = intent-to-treat-exposed; AE = adverse event 
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Confirmed Virologic Failures 

Confirmed virologic failure (CVF), defined as having 2 consecutive HIV-1 RNA ≥ 200 copies/mL after prior 
suppression to < 200 copies/mL, occurred in 8 (1.5%) participants in the every-8-week arm and 2 (0.4%) 
participants in the every-4-week arm (see Table 4).2,3 

Of the 10, 9 participants re-suppressed on an oral antiretroviral regimen chosen by the investigator.2 The 
patient who did not re-suppress was non-adherent to a protease inhibitor-based regimen. 
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Table 4. Confirmed Virologic Failures in the CAB + RPV LA Arms of ATLAS-2M Through Week 482,4,5 

Study 
Arm 

 

Country / 

Gender 

HIV 

Subtype 

 

Prior 

Duration 

of CAB + 

RPV LA BMI 

SVF 

Timepoint 

HIV-1 

RNA at 

SVF / 

CVF 

(copies 

per mL) 

Pro-Viral DNA Baseline 

Major RAMs*  

(day 1) 

 

On-Treatment RAMs 

Drug 
Susceptibility 
(FC) at SVF† 

NNRTI IN NNRTI IN 

Every 8 
Week 
Arm 

S. Africa / 

Female 

C 1-24 

weeks 

>30 8 267 / 

2355 

Y181Y/C 

H221H/Y 
None None None 

RPV (2.4) 
CAB (1.07) 

Spain / 

Male 

B 
None 

<30 16 737,830 / 

259 
None None None None 

RPV (1.43) 
CAB (0.63) 

S. Africa / 

Female 

C 
None 

>30 16 938 / 

2374 
Y188Y/F/H/L G140G/R Y188L 

Q148Q/R 

N155N/H 

RPV (6.8) 
CAB (2.63) 

Russia / 

Female 

A1 
None 

>30 16 141,132 / 

19,099 
None None K101E Q148R 

RPV (4.7) 
CAB (9.1) 

Canada / 

Female 

A1 
None 

>30 24 16,205 / 

874 
Y188L None Y188L 

Assay 

Failed 

RPV (15) 
CAB (NA) 

US / 

Male 

B 
None 

>30 24 5687 / 

1928 
E138A None E138A N155H 

RPV (7.2) 
CAB (1.8) 

Russia / 

Female 

A 1-24 

weeks 

<30 24 211,639 / 

38,015 
E138E/A None 

K101E 

E138A 
N155H 

RPV (2.6) 
CAB (6.98) 

 

Russia / 

Male 

A/A1 1-24 

weeks 

<30 48 296 / 

303 
None None E138E/K N155N/H 

RPV (4.2) 
CAB (NA) 

Every 4 
Week 
Arm 

France / 

Male 

B None <30 16 121,233 / 

173,421 

None None None N155N/H RPV (>119.2) 
CAB (1.8) 

US / 

Male 

B None <30 32 9627 / 

2234 

None None K101E 

M230L 

Q148R 

E138E/K 

RPV (17) 
CAB (4.6) 

*Post-hoc analysis of peripheral blood mononuclear cell (PBMC) HIV-1 DNA 

†Bolding indicates fold change above the biologic or clinical cutoff for the antiretroviral agent. Biologic cutoffs: rilpivirine (2.0), cabotegravir (2.5). Fold Change = IC50 patient / IC50 reference. 
Reduced susceptibility was determined from the clinical cut-offs or biological cutoffs used in PhenoSense GT or PhenoSense Integrase assays by Monogram Biosciences.  

SVF = suspected virologic failure; RAM = resistance-associated mutation; NNRTI = non-nucleoside reverse transcriptase inhibitor; IN = integrase; RPV = rilpivirine; CAB = cabotegravir; FC = 
fold-change in IC50 compared to wild-type virus 
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Virus from all CVFs retained phenotypic susceptibility to dolutegravir.2 

Assessments of efficacy and safety based on geography have been performed.6,7 Among participants from 
North America (US and Canada) and Europe the efficacy and safety of every-8-week CAB + RPV LA was 
consistent with the overall results of ATLAS-2M. 

Safety 

77% and 84% of participants in the every-8-week arm and the every-4-week arm, respectively, experienced 
at least 1 adverse event.2 Non-ISR drug-related adverse events were reported in 21% and 24%, respectively. 
Less than 1% and 2% of participants withdrew from the trial due to drug-related adverse events, 
respectively. Overall, 96% of adverse events were categorized as Grades 1 or 2. 

Rates of any adverse event and drug-related adverse events were numerically lower in women than men.5 

Injection Site Reactions 

74% of participants in each treatment arm experienced a drug-related ISR.2  

The median (min, max) duration of ISRs in the every-8-week and every-4-week arms were 3 days (1, 424) 
and 3 days (1, 281), respectively. In both arms, 86% of ISRs had a duration of 1 to 7 days.4 

ISRs per injection tended to be lower in women than in men.5 

As previously reported from ATLAS and FLAIR, ISRs were most commonly reported at treatment initiation 
and reports of ISRs tended to decrease over time.8,9 See Figure 2 below. 

Figure 2. Incidence of ISRs Reported by Participants Included in ATLAS-2M Through Week 482 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Q8W = every-8-week; Q4W = every-4-week 

In the every-8-week arm and the every-4-week arm, 1% (n=6) and 2% (n=11) of participants, respectively, 
withdrew from the study for injection-related reasons.2 In the every-8-week arm, 5 participants had an ISR 
leading to withdrawal and 1 participant withdrew consent from the study due to injection intolerability. In 
the every-4-week arm, 5 participants had an ISR leading to withdrawal and 6 participants withdrew consent 
from the study due to injection intolerability. 
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See Table 5 below for a breakdown of ISR events relative to the number of injections given through Week 
48 of ATLAS-2M.2 

Table 5. Incidence of ISRs Relative to the Number of Injections Administered through Week 48 of 
ATLAS-2M2 

 
Every-8-Week  

(n=522) 

Every-4-Week  

(n=523) 

Number of injections 8470 15,711 

Number of ISR events (%) 2507 (30) 3152 (20) 

Specific Adverse Events 

Pain 2014 (24) 2567 (16) 

Nodule 113 (1) 204 (1) 

Discomfort 92 (1) 110 (1) 

All event-level ISR percentages are calculated from the total number of injections. Note: A single injection could result in more 
than one ISR. 

A post hoc analysis summarized drug-related neuropsychiatric adverse events (NPAEs) at 48 weeks in 
participants from the ATLAS, FLAIR and ATLAS-2M studies.10  Overall, drug-related NPAEs were reported 
in 9% of participants who received CAB + RPV LA; headache (3%) and dizziness (2%) were the most 
commonly reported. Most events were mild to moderate in severity, occurred early in treatment, and 
resolved during the study. 

ATLAS-2M - WEEK 96 

A secondary endpoint of ATLAS-2M is the proportion of participants with HIV-1 RNA ≥50 copies/mL at 
Week 96.11 Other endpoints assessed at Week 96 included the incidence of CVF, incidence of viral resistance 
in participants with CVF, and safety.  Efficacy and safety results were similar to those observed at Week 48. 

ATLAS-2M - 152 WEEK 

Efficacy 

Secondary endpoints of ATLAS-2M included the proportion of participants with plasma HIV-1 RNA ≥50 or 
<50 copies/mL at Week 152.12,13 Other endpoints assessed at Week 152 included the incidence of CVF, 
incidence of viral resistance in participants with CVF, safety, and treatment satisfaction. 

Efficacy results at Week 152 can be found below in Figure 3. 
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Figure 3. Virologic Outcomes (ITT-E and PP) at Week 152 in ATLAS-2M12,13  

 
CAB, cabotegravir; ITT-E, intention-to-treat exposed; LA, long-acting; NI, noninferiority; PP, per protocol; Q4W, every 4 weeks; Q8W, every 8 
weeks; RPV, rilpivirine 

ATLAS-2M was designed to test for non-inferiority of every-2-month dosing vs. monthly dosing (i.e., it is a 
one-sided hypothesis). It was not designed to test a hypothesis of once monthly efficacy vs. every-2-month; 
therefore, the lower confidence interval is not part of the hypothesis testing. Thus, no claim may be based 
on the location of the lower bound of the confidence interval.  

Non-inferiority between the every-8-week and every-4-week arms was confirmed for pre-specified analyses 
of HIV-1 RNA ≥50 copies/mL (ITT-E), with the upper limit of the 95% CI falling below the 4% non-
inferiority margin (difference of 1.7% [95% CI: 0.1, 3.3]).13 This slightly higher rate of virologic response in 
the every-8-week arm was driven primarily by discontinuations for lack of efficacy. This was offset by a 
higher rate of no virologic data outcomes in the every-4-week arm, which had more participants 
discontinuing for other reasons. Non-inferiority was also established for HIV-1 RNA <50 copies/mL, with 
the lower bound of the 95% CI falling above the -10% non-inferiority margin (difference 1.5% [95% CI: -2.6, 
5.6]). Results for the pre-specified per-protocol population were consistent with those for the ITT-Exposed 
population. See Table 6. 

Table 6. Snapshot Outcomes (ITT-E) at Week 152 in ATLAS-2M12,13 

 
Every-8-Week  

n=522 

Every-4-Week 

n=523 

HIV-1 RNA ≥50 copies/mL 14 (3) 5 (1) 

Adjusted* Treatment Difference [% (95% CI)] 1.7 (0.1, 3.3) 

 Data in window not below threshold 1 (<1) 0 (0) 

 Discontinued for lack of efficacy 12 (2) 4 (1) 

 Discontinued for other reasons while not <50 copies/mL 1 (<1) 1 (<1) 

HIV-1 RNA <50 copies/mL 456 (87) 449 (86) 

Adjusted Treatment Difference [% (95% CI)] 1.5 (-2.6, 5.6) 

No virologic data 52 (10) 69 (13) 

 Discontinued for AE or death† 23 (4) 24 (5) 

 Discontinued for other reasons‡ 28 (5) 44 (8) ‡ 

 On study but missing data in window 1 (<1)§ 1 (<1) 
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*Based on CMH stratified analysis adjusting for the following baseline stratification factor: prior exposure to CAB + RPV (0 
weeks, 1–24 weeks, >24 weeks). 

†There were five deaths between Week 96 and Week 152 analysis: suicide (n=1), and pancreatic cancer (n=1) in the Q8W arm; 
cardiac arrest (n=1), COPD and chronic renal failure (n=1), and angina pectoris (n=1) in the Q4W arm. 

‡Two participants discontinued due to COVID-19 related reasons. 
 §COVID-19 related. 

 
AE, adverse event; CMH, Cochran-Mantel-Haenszel; COPD, chronic obstructive pulmonary disease; ITT-E, intention-to-treat 
exposed; Q4W, every 4 weeks; Q8W, every 8 weeks 

Withdrawal by participant was the most common reason for discontinuing the study for other reasons, 
occurring more often in the every-4-week arm (n=33) versus the every-8-week arm (n=16). The most 
common reasons for withdrawal by participant include frequency of visits (every-8-week arm, n=4; every-
4-week arm, n=10), participant relocated (every-8-week arm, n=1; every-4-week arm, n=6), and 
intolerability of injections (every-8-week arm, n=1; every-4-week arm, n=8).13  

Confirmed Virologic Failures 

A summary of CVFs through Week 152 can be found in Table 9 below. In total, through Week 152, 13 
participants (every-8-week arm, 11 [2%]; every-4-week arm, 2 [<1%]) had CVF. Of the 13 CVFs, 12 re-
suppressed on alternative ART (one participant was non-adherent to protease inhibitor-based ART). Two 
participants, both in the every-8-week arm, met the CVF criterion between Week 96 and 152. One 
participant, who met CVF criterion at Week 112, was a German male with a BMI <30 kg/m2, subtype B and 
a viral load of 24,221 copies/mL at failure. The other participant, who met CVF criterion at Week 120, was 
a Russian male with a BMI <30 kg/m2, subtype A6* and a viral load of 59,467 copies/mL at failure. Neither 
had RAMs at baseline; however, the participant with A6 subtype had L74I integrase (IN) polymorphism at 
baseline. Both had treatment-emergent RAMs to CAB (Q148R) and RPV (E138A+Y181Y/C; 
E138A+M230M/L), and both resuppressed on an alternate regimen.13  

An additional participant was identified as having non-protocol defined virologic failure at Week 48 
(Q8W).13 The participant had subtype A1, with RPV RAM E138K and IN mutation S230S/R observed at 
withdrawal; no RAMs to RPV or INIs were present at baseline; the participant resuppressed on an alternate 
regimen. 

Table 7. Summary of CVFs through Week 152 in ATLAS-2M12,13 

Regimen N CVFs 

N (%) 

CVFs with 

RPV 

RAMs* 

RPV RAMs at 

Failure 

CVFs with 

INSTI 

RAMs* 

INSTI RAMs at 

Failure 

Q8W 522 11 (2) 9/11 K101E, E138E/K, 

E138A, Y188L, 

Y181C*, M230M/L 

7/11 Q148R,* N155H* 

Q4W 523 2 (<1) 1/2 K101E, M230L 2/2 E138E/K, Q148R, 

N155N/H 

*or mixture 

CVF = confirmed virologic failure; RPV = rilpivirine; RAMs = resistance-associated mutations; INSTI = integrase strand-transfer 
inhibitor; Q8W = every 8 week arm; Q4W = every 4 week arm 

Safety 

90% and 94% of participants in the every-8-week arm and the every-4-week arm, respectively, experienced 
at least 1 non-ISR adverse event through Week 152.12,13 Non-ISR drug-related adverse events were reported 
in 27% and 32%, respectively. 1% and 2% of participants withdrew from the trial due to drug-related adverse 
events, respectively. Drug-related Grade 3 or higher AEs were reported in 2% of participants in both groups.  
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Injection Site Reactions 

Through Week 152, ISRs were mild to moderate in severity (99%); there were no Grade 4/5 ISRs.13 Four 
participants withdrew due to injection-related reasons between Week 96 and Week 152, due to injection 
intolerability. Reports of ISRs decreased over 48 weeks and remained consistent through Week 152. 

CARISEL STUDY: AN IMPLEMENTATION STUDY IN EUROPEAN SETTINGS 

CARISEL is a Phase 3b, multicenter, open-label, hybrid type III implementation-effectiveness trial that 
included 430 virologically suppressed participants who switched from daily oral therapy to CAB + RPV LA 
dosed every 2 months.14  Endpoints assessed included virologic efficacy and safety. The majority (13 of 18 
clinics, 72%) had no experience with administering CAB + RPV LA at the start of the study. The median age 
was 44 years (range 37 – 51), 25% were female (sex at birth), and 78% were white.  

Results 

At Month 12, 87% (n=373/430 [95% CI 83.2–89.8]) of participants remained virologically suppressed 
(HIV-1 RNA < 50 copies/mL, FDA Snapshot algorithm, ITT-E); 0.7% (n=3/430 [95% CI 0.1–2.0]) had an 
HIV-1 RNA ≥ 50 copies/mL. At Month 12, 13% had no virologic data (n=54), mainly attributed to 9% of 
participants who discontinued early due to AEs.14 

These clinical outcomes were consistent regardless of implementation support and clinical infrastructure 
at the HCP clinics/practices.15 

One patient (0.23%) met CVF criterion (two consecutive plasma HIV-1 RNA levels ≥200 copies/mL) at 
Month 10 with a viral load of 1861 c/mL. RPV resistance-associated mutation (RAMs) were present at 
failure (E138A + M230L); no integrase RAMs were detected. E138A was detected at baseline retrospectively 
at the time of failure. One other patient had suspected virologic failure (SVF) (HIV-1 RNA ≥200 copies/mL) 
at Month 4 and resuppressed upon retest, followed by a second SVF event at the last visit prior to 
withdrawal. RPV RAM E138K and INI RAMs N155N/S were detected at the first SVF. No baseline resistance 
was detected retrospectively at the time of failure.14 

Safety 

Through Month 14 (last visit), 36% of participants reported a drug-related AE (excluding ISRs). Excluding 
ISRs, 90% of reported AEs were Grades 1 or 2. ISRs were reported in 86% of participants; 98% were mild 
or moderate in severity. Reports of ISRs at each injection visit decreased through Month 14. The median 
duration of ISRs was 3 days; most (82%) resolved within 7 days. Withdrawal due to injection-related 
reasons occurred in 25 out of 423 participants (who received an injection).14 

SOLAR 

SOLAR (Study 213500) is an ongoing Phase 3b, randomized, open-label, active-controlled, multicenter, 
parallel-group, non-inferiority study designed to assess the antiviral activity and safety of long-acting 
cabotegravir + rilpivirine (CAB + RPV LA) administered every 2 months (Q2M) compared with oral 
bictegravir/emtricitabine/tenofovir alafenamide (BIC/FTC/TAF). Adult HIV-1 infected participants must 
have been on an uninterrupted stable regimen of BIC/FTC/TAF with an undetectable HIV-1 viral load for 
≥ 6 months prior to and at screening.16 For further information on the SOLAR study, please click here. 

At Month 12, non-inferior efficacy of CAB + RPV LA vs BIC/FTC/TAF was demonstrated for the proportion 
with HIV-1 RNA ≥ 50 c/mL. The upper bound of 95% confidence interval (CI) for the adjusted treatment 
difference between CAB + RPV LA Q2M and BIC/FTC/TAF was less than the pre-defined non-inferiority 
margin of 4%. Among participants with no virologic data, the incidence of AEs leading to withdrawal was 
low, and discontinuations for other reasons were similar between the CAB + RPV LA and BIC/FTC/TAF 
groups. 

https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/b42a8c71-b4f4-4d81-8a16-2a918adcb1ee/b42a8c71-b4f4-4d81-8a16-2a918adcb1ee_viewable_rendition__v.pdf
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Confirmed virologic failure (CVF) was defined by two consecutive plasma HIV-1 RNA levels ≥ 200 
copies/mL after prior suppression to <200 copies/mL. Through Month 12 in the mITT-E Population, 2 
(0.4%) participants receiving CAB + RPV LA in the mITT-E population CAB + RPV LA arm met the CVF 
criterion. One additional participant receiving CAB + RPV LA in the ITT-E population met  CVF criterion 
through Month 12.16 

Excluding ISRs, AEs and SAEs were similar between groups; however, non-ISR drug-related AEs were also 
reported more frequently for CAB + RPV LA group (90 [20%] participants) compared with the 
BIC/FTC/TAF group (2 [<1%] participants). This is consistent with reported findings from prior switch 
studies  where a higher incidence of drug related AEs are reported for participants switching to a new 
regimen compared to those remaining on their current regimen.16 

Some information contained in this response may be outside the approved Prescribing 
Information. This response is not intended to offer recommendations for administering this 
product in a manner inconsistent with its approved labeling. In order for GSK to monitor the 
safety of our products, we encourage healthcare professionals to report adverse events or 
suspected overdoses to the company at 888-825-5249. Please consult the Prescribing Information. 
This response was developed according to the principles of evidence-based medicine and, 
therefore, references may not be all-inclusive.  
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