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Use of Long-Acting Cabotegravir for Pre-Exposure Prophylaxis in 
Cisgender Women 

Summary 

• In the blinded portion of HPTN 084, there were 39 infections overall – 3 in the long-acting 

cabotegravir (CAB LA) arm and 36 in the tenofovir disoproxil fumarate (TDF/FTC) arm.  

• CAB LA was statistically superior to TDF/FTC at preventing HIV acquisition in cisgender 

women (unadjusted HR = 0.09 [95% CI 0.04, 0.27]; P<0.0001). There were 91% fewer 

seroconversions in the CAB LA arm versus the TDF/FTC arm. 

• Among the 3 infections in participants randomized to the CAB LA arm, only 1 received CAB LA.  

o In the patient who received CAB LA, HIV infection was diagnosed after multiple prolonged 

periods of non-adherence to the injection visits. 

• Injection site reactions (ISRs) were reported by approximately one-third of participants who 

received CAB LA. 

• Important Safety Information and Boxed Warning can be found in the Prescribing Information 

and can also be accessed from the Our HIV Medicines section of viivhealthcare.com/us. 

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

HPTN 084 is a double-blind, placebo-controlled, phase 3, superiority trial evaluating the safety and efficacy 
of long-acting injectable cabotegravir compared to daily oral TDF/FTC for pre-exposure prophylaxis in 
HIV-uninfected cisgender women.1  

Step 1: 

Arm A – daily oral CAB 30 mg and oral TDF/FTC placebo for 5 weeks 

Arm B – daily oral TDF/FTC 300 mg/200 mg and oral CAB placebo for 5 weeks 

If subjects remain HIV-uninfected they will transition to Step 2. 

Step 2: 

Arm A – CAB LA 600 mg IM every 4 weeks x2 doses followed CAB LA 600 mg IM every 8 weeks and daily 
oral TDF/FTC placebo 

Arm B – daily oral TDF/FTC 300 mg/200 mg and CAB LA placebo (Intralipid 20% fat emulsion) IM every 
4 weeks x2 doses followed by every 8 weeks thereafter 

On November 9, 2020, the HPTN announced that CAB LA demonstrated superiority to TDF/FTC for the 
prevention of HIV.2 As a result, the blinded phase of HPTN 084 was stopped and the results shared via 
press release. HPTN 084 will continue through an open-label extension (OLE) where participants will be 
given the choice to stay on their current study product or switch to the other study product.3  

During the OLE, the oral lead-in (OLI) will be optional for subjects switching from TDF/FTC to CAB LA.3   

Results 

Baseline demographics can be found below in Table 1. 

https://gskpro.com/content/dam/global/hcpportal/en_US/Prescribing_Information/Apretude/pdf/APRETUDE-PI-PIL-IFU.PDF
https://viivhealthcare.com/en-us/viiv-hiv-medicines/medications-and-treatments/
https://www.viivhcmedinfo.com/?MIContent=ViiVRSP
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Table 1. Baseline Demographics and Characteristics of Participants in HPTN 0841 

 CAB LA 

(N=1614) 

TDF/FTC 

(N=1610) 

Median age (years), median (IQR) 25 (22,30) 25 (22,30) 

<25 years 50% 51% 
In the past month    

Partner HIV positive or unknown 34% 35% 

≥2 sex partners 55% 55% 

Transactional sex 41% 41% 

Anal sex 6% 6% 
Modified VOICE risk score*, median (IQR) 6 (5,7) 6 (5,7) 
BMI ≥30 kg/m2 

29% 27% 

CAB LA = long-acting cabotegravir; TDF/FTC = tenofovir disoproxil fumarate/emtricitabine; IQR = interquartile range; VOICE = 
Vaginal and Oral Interventions to Control the Epidemic; BMI = body mass index 

*Modified risk score excludes variables for curable sexually transmitted infections and HSV-2 serostatus 

Initial Analysis 

Overall, there were 40 incident HIV infections in the reported in the blinded phase; 4 in the CAB LA arm 
and 36 in the TDF/FTC arm.1 Participants in the CAB LA arm had an 88% lower risk of acquiring HIV than 
those in the TDF/FTC arm (P<0.0001). 

The breakdown of the occurrence of HIV infections between the arms can be found below in Table 2. 

Table 2. Incident HIV Infections in HPTN 0841 

 CAB LA 

(N=1614) 

TDF/FTC 

(N=1610) 

HIV infections 4 36 
Person-years 1956 1942 
HIV incidence (per 100 person years) 0.2 1.85 
 HR = 0.12 (0.05, 0.31) 

CAB LA = long-acting cabotegravir; TDF/FTC = tenofovir disoproxil fumarate/emtricitabine 

 

The relationship of HIV infection to CAB LA administration can be found in Table 3. Of the 4 infections in 
participants randomized to CAB LA, 1 occurred before enrollment, 2 occurred with no recent exposure to 
CAB LA, and 1 occurred in participant who received her CAB LA dose within the prescribed window.1  

Table 3. Relationship of Incident HIV Infection to CAB LA Administration in HPTN 0841 

 
No. of Infections  

(n=4) 

Case B1. Infection at Week 10.9 prior to administration of any CAB LA 1 

Case B2. Infection at Week 57 after prolonged hiatus from oral CAB and TDF/FTC 1 

Case DX. Infection at Week 74, 16 weeks after last CAB LA injections 1 

Case A1. Infection at Week 32 despite continuous, on-time CAB LA injections 1 

CAB LA = long-acting cabotegravir; CAB = cabotegravir; TDF/FTC = tenofovir disoproxil fumarate/emtricitabine 

 

An estimated 3349 (93.1%) of 3599 person years on study were covered by CAB LA or placebo injections 
(injections received on time or with a delay of <2 weeks).1 In the CAB LA arm, 1678 (93%) of 1805 person-
years were covered by on time injections. 
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Based on a random subset of 405 participants receiving TDF/FTC, tenofovir concentrations were below the 
limit of quantitation (<31.25 fmol/punch) in 38.1% of samples.1 Only 18% of samples had tenofovir 
concentrations indicating adherence of at least 4 doses per week (≥700 fmol/punch) over the past month. 

Post-Hoc Assessment of Virology and Efficacy 

As a result of post-hoc testing, 1 of the original 4 cases (Case A1) of incident infection was recategorized as 
a baseline infection.4 The unadjusted hazard ratio for CAB LA versus TDF/FTC was 0.09 (95% CI 0.04, 
0.27; P<0.0001).1  

Of the remaining 3 patients randomized to the CAB LA arm, 2 incident HIV infections occurred in 
participants (Cases B1 and B2) who did not actually receive CAB LA.  

In the TDF/FTC arm, 35 of the 36 infections occurred in women with poor or inadequate adherence 
(defined as <4 pills/week based on tenofovir concentrations).4 At diagnosis, virus from one participant in 
the TDF/FTC arm had the M184V mutation and virus from 9 participants had non-nucleoside reverse 
transcriptase inhibitor mutations detected. 

Case B1 

Participant never received CAB LA injections and was diagnosed with HIV infection at Week 10.9 [7.3 weeks 
after the end of Step 1 (OLI)].4 During OLI, plasma cabotegravir concentrations were non-quantifiable 
indicating non-adherence. 

Case B2 

Participant never received CAB LA injections and was diagnosed with HIV infection at Week 57 and 52 
weeks after the last quantifiable plasma cabotegravir concentration.4  

This participant became pregnant during the OLI and was offered open-label TDF/FTC. 4 HIV infection was 
detected ~5 weeks after discontinuing TDF/FTC.  

Case DX 

Participant was diagnosed with HIV infection at Week 73.4 This participant experienced 3 delayed injections 
outside of the protocol allowed dosing window with a 5.7-week interval between injections 1 and 2, a 15.1-
week interval between injections 5 and 6, and a 16.1-week interval between injections 8 and 9 (Week 73). 

Plasma cabotegravir concentrations were >8x PA-IC90 at all visits during the injection phase prior to the 
first HIV positive visit when the plasma cabotegravir concentration was 0.416 g/mL (1-4x PA-IC90).4  

At diagnosis this participant’s HIV RNA was up to ~4 million copies/mL.4 No integrase RAMs were 
detected. Participant was initiated on dolutegravir/lamivudine/TDF and achieved virologic suppression 
soon after. 

Case A1 

Participant was diagnosed by an antigen/antibody test by the site at Week 33.4  

Post-hoc testing by the HPTN revealed HIV infection via qualitative HIV RNA testing at trial enrollment 
where the participant’s antigen/antibody test was negative, and HIV RNA was <40 copies/mL but by single-
copy assay was 21.4 copies/mL.4  

HIV RNA increased until Week 5 (during OLI) to a peak of 6300 copies/mL.4 By Week 9, coincident with 
the second CAB LA injection, the single-copy assay and the qualitative RNA test was negative and remained 
so through Week 57 (24 weeks after last CAB LA injection). The participant was successfully switched to 
antiretroviral therapy, but details are not available. 

Importantly, antigen/antibody testing by HPTN was only reactive at Week 6 and reverted to non-reactive 
until Week 33 and remained reactive until the end of the study.4 The confirmatory antibody test was 
indeterminate throughout. 

Plasma cabotegravir concentrations obtained during the OLI indicated erratic adherence.4 During CAB LA 
injections plasma cabotegravir concentrations reached 8x PA-IC90 by ~2 weeks after the second initiation 
injection. 
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No integrase RAMs were detected through Week 5 while HIV RNA was detected and above 500 copies/mL.4  

Results During the Unblinded Phase 

Following the unblinding of HPTN 084, data are available for an additional 1 year of study conduct.5 There 
were 2 additional HIV infections in the CAB LA arm and 19 new infections in the TDF/FTC arm during the 
unblinded phase. Cumulative incidence can be seen in Table 5 below. CAB LA was 89% more effective than 
TDF/FTC at preventing HIV infection. 

Table 5. Incident HIV Infections During the Blinded and Unblinded Phases of HPTN 0845 

 CAB LA 

(N=1613*) 

TDF/FTC 

(N=1610) 

HIV infections 6 56 
Person-years 3334 3292 
HIV incidence (per 100 person years) 0.18 1.70 
 HR = 0.11; 95% CI 0.05, 0.24 

*excludes 1 baseline infection from the blinded phase 

CAB LA = long-acting cabotegravir; TDF/FTC = tenofovir disoproxil fumarate/emtricitabine 

In each of the 2 newly identified HIV infections in patients randomized to the CAB LA arm neither received 
an injection of CAB LA.5 

An additional case was identified to have occurred during the blinded phase among patients randomized to 
the CAB LA arm.5 This patient should have received the OLI and did receive the first initiation injection of 
CAB LA. However, during the OLI phase the patient had no detectable concentrations of cabotegravir on 4 
occasions. On retrospective testing it was found the patient was infected at the time of the first initiation 
injection. 

Safety during the unblinded phase was consistent with what has been reported from the blinded phase.5 

To date, there have been 132 pregnancies reported overall despite use of long-acting reversible 
contraception: 63 in the CAB LA arm and 69 in the TDF/FTC arm.5 Pregnancy outcomes are shown in Table 
6 below.  

Table 6. Pregnancy Outcomes* Among Participants in HPTN 0845 

 
CAB LA 

(n=63) 

TDF/FTC 

(n=69) 

Total 

(N=132) 

Ongoing 23 34 57 
Live birth 31 30 61 
Pregnancy loss    

≥37 weeks 0 0 0 

20-36 weeks 1 2 3 

<20 weeks† 9 4 13 
Congenital anomalies 0 0 0 

*includes multiple births 

†includes ectopic pregnancy, elective and spontaneous abortion 

CAB LA = long-acting cabotegravir; TDF/FTC = tenofovir disoproxil fumarate/emtricitabine 

Some information contained in this response is outside the approved Prescribing Information. 
This product is not approved for the use described. This response is not intended to offer 
recommendations for administering this product in a manner inconsistent with its approved 
labeling. 

In order for ViiV Healthcare to monitor the safety of our products, we encourage healthcare 
professionals to report adverse events or suspected overdoses to the company at 877–844–8872. 
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Please consult the attached Prescribing Information. 

This response was developed according to the principles of evidence-based medicine and, 
therefore, references may not be all-inclusive. 

REFERENCES 

1. Delany-Moretlwe S, Hughes JP, Bock P, et al. Cabotegravir for the prevention of HIV-1 in women: results 
from HPTN 084, a phase 3, randomised clinical trial. Lancet. 2022;399(10337):1779-1789. 
doi:http://dx.doi.org/10.1016/S0140-6736(22)00538-4. 

2. HIV Prevention Trials Network. HPTN 084 Study Demonstrates Superiority of CAB LA to Oral FTC/TDF for 
the prevention of HIV. Available at: https://www.hptn.org/news-and-events/press-releases/hptn-084-
study-demonstrates-superiority-of-cab-la-to-oral-ftctdf-for. Accessed November 9, 2020. 

3. HIV Prevention Trials Network. HPTN 084: A Phase 3 Double Blind Safety and Efficacy Study of Long-
Acting Injectable Cabotegravir Compared to Daily Oral Tenofovir Disoproxil Fumarate/Emtricitabine 
(TDF/FTC) for Pre-Exposure Prophylaxis in HIV-Uninfected Women (protocol version 3.0; August 12, 2021. 
Available at: https://www.hptn.org/research/studies/hptn084#views-field-field-public-files. Accessed 
September 30, 2021. 

4. Eshleman SH, Fogel JM, Piwowar-Manning E, et al. Characterization of Human Immunodeficiency Virus 
(HIV) Infections in Women Who Received Injectable Cabotegravir or Tenofovir Disoproxil 
Fumarate/Emtricitabine for HIV Prevention: HPTN 084. J Infect Dis. 2022;225(10):1741-1749. 
doi:http://dx.doi.org/10.1093/infdis/jiab576. 

5. Delany-Moretlwe S, et al. Long acting cabotegravir: updated efficacy and safety results from HPTN 084. 
Presented at AIDS 2022, July 29-August 2, 2022, Montreal, Canada, and virtually. E-poster. OALBX0107. 

 

http://dx.doi.org/10.1016/S0140-6736(22)00538-4
https://www.hptn.org/news-and-events/press-releases/hptn-084-study-demonstrates-superiority-of-cab-la-to-oral-ftctdf-for
https://www.hptn.org/news-and-events/press-releases/hptn-084-study-demonstrates-superiority-of-cab-la-to-oral-ftctdf-for
https://www.hptn.org/research/studies/hptn084#views-field-field-public-files
http://dx.doi.org/10.1093/infdis/jiab576

