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1987 
First 
antiretroviral
AZT 
approved

1995
First 
combination
drug tratment

2006
First single-tablet 
regimen

2012
First antiretroviral
combination
approved for HIV 
prevention

2021
First extended-
release 
injectable
regimen
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Long-Acting Injectable 
Antiretroviral Therapy for People 
who won’t take oral ART?

• Ward 86 is a «safety net» HIV clinic in San 

Francisco. It serves >2400 PLWH with government 

or municipal insurance. Approximately 10% of 

patients have chronic viremia.

• In 2019, the clinic developed a multidisciplinary

drop-in primary care model called POP-UP to better

meet the needs of chronically unsuppressed

patients with marginal housing, who struggle to 

adhere in traditional HIV care.

• They developed a program to support patients and 

providers to initiate CAB/RPV-LA and promote

patients’ adherence to injections.



Methods

• Observational study

• Inclusion criteria: PLWH with or without viral
suppression, willing to receive CAB/RPV-LA 
every 4-week and providing a reliable form of 
communication (phone, text, family, friend). 

• Patients with ≤1 INSTI mutation were allowed
in the program

• Exclusion criteria: RPV-associated resistance
mutation

• Objective: viral suppression outcomes, 
stratified by viral suppression status at the time 
of CAB/RPV-LA initiation

132 patients 
referred 

(Feb 2021 to Apr 
2022)

59 On hold
5 RPV resistance

2 transferred
2 declined

51 started injections
(Jun 2021 to Apr 

2022)

39 had at least 2 
follow-up injections

24 with viral 
suppression at 

baseline

15 started with 
detectable viremia

1 had N155H 
mutation



Results

• Study population: 39 patients, 

• Median age 46 years (IQR 39-55); 3 cisgender 
women and 1 transgender woman

• 61% non-white ethnicity

• 41% unstable housing or homelessness

• 54% reported current stimulants use (cocaine, 
methamphetamines)

• Two patients received injections in 
community locations (a harm reduction
mobile van and a community clinic) in 
collaboration with street-based nursing 
services.

• All patients who initiated CAB/RPV-LA with 
viral suppression (median CD4 cell count, 706 
cells/mm3) manteined viral suppression
after starting injections.

• Of 15 patients who started with detectable
viremia (median CD4 cell count 99 cells/mm3; 
mean log10 viral load 4.67, SD 1.16), 12 (80%) 
achieved and mantained viral suppression, 
including the patient with baseline N155H 
mutation.

• The 3 patients who did not achieve viral
suppression had a 2-log decline of viral load 
by a median of 22 days.



Conclusions

• Preliminary short-term effectiveness of 4-

week CAB/RPV-LA in patients with and 

without viral suppression in urban clinic with 

high levels of marginal housing and 

stimulant use.

• Consistent with clinical trial populations, 

those who initiated injections with viral

suppression mantained suppression.

• Those who began injection with detectable

viremia successfully achieved viral

suppression or had a 2-log decrease in 

viral load within 1 month from first injection,

Limitations:

• Outside of FDA/EMA indications

• Small number of patients

• Relatively short follow-up (<1 

year)

• No information about drop-out

• How many will develop two-class 

drug resistance (INSTI+NNRTI)?





CAB-LA is superior to TDF/FTC in 
preventing HIV infection in HIV-negative 
women

• Only daily dosing is recommended in women to achieve optimal 

benefits for HIV prevention.

• Women experience considerable barriers to daily pill-taking, 

including stigma, judgement and fear of violence; long-acting 

cabotegravir might overcome many of these challenges.

• The HPTN-083 study showed that cabotegravir was safe and 

effective in preventing HIV in cisgender men and transgender 

women who have sex with men.

• The HPTN-084 trial was designed concurrently to evaluate safety 

and efficacy of injectable cabotegravir compared with daily oral 

TDF-FTC for HIV prevention in HIV-uninfected women.



Methods

• Phase III, randomized, multicenter, double-blind trial in 

sub-Saharian Africa

• Inclusion criteria: female sex at birth, aged 18-45 years, at 

risk of HIV infection.

• Exclusion criteria: pregnant or breastfeeding; renal, 

hepatic or cardiovascular disease; history of seizures, 

coagulopathy, or allergy; previous enrolment in HIV vaccine 

or mAb.

• Required non-reactive test results at site-visit, at least one 

HIV rapid antibody test, a laboratory-based antigen-

antibody test and undetectable HIV-RNA up to 14 days 

before enrolment.

• Primary outcomes: incident HIV infection in step 1 + step 

2; grade 2 or higher clinical or laboratory adverse event.



Results

• 3224 women (median age, 25) randomized, 1614 to CAB 

and 1610 to TDF/FTC. 3178 included in ITT analysis.

• 40 incident infections met primary endpoint and were 

included in analysis: 4 with CAB (0.20 per 100 person-

years, 95%CI 0.06-0.52) and 36 with TDF/FTC (1.85 per 

100 person-years, 95%CI 1.3-2.7).

• One infection in CAB group was re-classified as baseline 

infection.

• Compared with TDF/FTC, CAB reduced risk for HIV 

infection by 91% (HR 0.09 95%CI 0.04-0.27, p<0.0001).

• No significant difference in grade 2 or higher adverse 

events, except from injection-site reactions, more 

common in CAB group (38.0% vs 10.8%).

• Participants in both group experienced weight gain (2.4Kg 

with CAB and 2.1Kg with TDF/FTC; P=0.041)



Conclusions

• Cabotegravir administered intramuscularly every 8 weeks 

was effective in preventing HIV infection in women at 

risk for acquiring HIV in sub-Saharian Africa.

• HIV infection was about 90% lower in the CAB group, 

showing superiority of cabotegravir over TDF/FTC in 

preventing HIV in this population.



Take home messages

• Options for people who won’t take 
oral ART have been highly limited.

• CAB/RPV-LA might provide an 
effective option to reduce ART 
discontinuation, AIDS-related
complications and HIV-related
deaths.

• A multidisciplinary approach and 
community-based intervention are 
needed to fully implement
CAB/RPV-LA in this population.

• Cabotegravir provided an 
adherence advantage over daily oral
pill-taking for PrEP.

• Long-acting CAB is approved by 
FDA and recommended by CDC for 
PrEP in men, cis- and transgender 
women at risk for acquiring HIV 
through sex.

• Next challenge: making the drug
more available, implementing CAB 
in preventive interventions.


