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Target Audience
This activity has been designed to meet the educational needs of physicians, physician assistants, nurse 
practitioners, and pharmacists; other healthcare providers, such as nurses, nutritionists, social workers, 
and case managers are also encouraged to attend.

Statement of Need/Program Overview
Academy-credentialed providers, clinicians, members, and guest participants will gain a broader 
perspective on the intersection of unintended weight change and HIV, how to prescribe a more 
individualized, tailored ARV regimen, and a clear understanding of how weight change can affect metabolic 
syndromes. Metabolic syndromes such as insulin resistance, diabetes mellitus, and dyslipidemia are a 
significant concern in patients with HIV, and increasingly, clinicians are caring for patients with unintended 
weight change and associated complications, such as accelerated atherosclerosis and cardiovascular 
disease. This series will serve as an in-depth discussion on FDA-approved HIV treatment options, 
therapeutic alternatives, and weight change treatment options. Additionally, how to incorporate diet and 
nutrition into patient counseling is discussed to emphasize patient quality of life issues and treatment 
efficacy.



In support of improving patient care, this activity has been planned and 
implemented by the Partners for Advancing Clinical Education (PACE) 
and the American Academy of HIV Medicine. PACE is accredited by the 
American Council for Continuing Medical Education (ACCME), 
Accreditation Council for Pharmacy Education (ACPE) and the American 
Nurses Credentialing Center (ANCC), to provide continuing education for 
the healthcare team. 

Joint Accreditation Statement 



CREDIT DESIGNATION
• PACE designates this live activity for a maximum of 1 AMA PRA Category 

1 Credits . Physicians should claim only the credit commensurate with 
the extent of their participation in the activity.

Physician Continuing Medical 
Education 



CREDIT DESIGNATION
• PACE designates this continuing education activity for 1 contact hour(s) (0.1 

CEUs) of the Accrediting Council for Pharmacy Education.
(Universal Activity Number # JA4008073-9999-24-027-L02-P

• Type of Activity: Knowledge

Upon completion of the online evaluation, your credit will be submitted to CPE Monitor.Pharmacists have 
up to thirty (30) days to complete the evaluation and claim credit. Please check your NABP account within 
thirty (30) days to make sure the credit has posted.

Pharmacist Continuing Education 



CREDIT DESIGNATION
• The maximum number of hours awarded for this 

Nursing Continuing Professional Development Activity 
is 1 contact hour.

• Designated for 0.75 contact hours of pharmacotherapy 
credit for Advanced Practice Registered Nurses.

Nursing Continuing Professional 
Development
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Disclosure of Conflicts of Interest
PACE requires every individual in a position to control educational content to disclose all 
financial relationships with ineligible companies that have occurred within the past 24 
months. Ineligible companies are organizations whose primary business is producing, 
marketing, selling, re-selling, or distributing healthcare products used by or on patients.

All relevant financial relationships for anyone with the ability to control the content of this 
educational activity are listed below and have been mitigated according to PACE policies. 
Others involved in the planning of this activity have no relevant financial relationship

Disclosure Information



The faculty reported the following financial relationships or relationships to 
products or devices they have with ineligible companies:

Monica Gandhi has no relevant financial disclosures
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American Academy of HIV Medicine (AAHIVM)
The Academy planners and others have no relevant financial relationship(s) to 
disclose with ineligible companies.

Partners for Advancing Clinical Education (PACE)
The PACE planners and others have no relevant financial relationship(s) to disclose 
with ineligible companies. 

Planners and Managers Disclosures
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Disclosure of Unlabeled Use

This educational activity may contain discussion of published and/or investigational uses 
of agents that are not indicated by the FDA. The planners of this activity do not 
recommend the use of any agent outside of the labeled indications.

The opinions expressed in the educational activity are those of the faculty and do not 
necessarily represent the views of the planners. Please refer to the official prescribing 
information for each product for discussion of approved indications, contraindications, 
and warnings.
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Disclaimer

Participants have an implied responsibility to use the newly acquired information to 
enhance patient outcomes and their own professional development. The information 
presented in this activity is not meant to serve as a guideline for patient management. 
Any procedures, medications, or other courses of diagnosis or treatment discussed or 
suggested in this activity should not be used by clinicians without evaluation of their 
patient’s conditions and possible contraindications on dangers in use, review of any 
applicable manufacturer’s product information, and comparison with 
recommendations of other authorities.
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Fee Information

There is no fee for this educational activity.



Educational Objectives

Upon completion of this activity, participants should be able to:
• Discuss the use of long-acting ART in people with HIV with virologic suppression
• Evaluate emerging data on long-acting ART in people with HIV with adherence 

challenges
• Compare and contrast long-acting options for pre-exposure prophylaxis (PrEP)

• Describe upcoming options for long-acting ART and PrEP in the future



Objectives of talk
Why long-acting?
Data on long-acting CAB/RPV for treatment in 
those starting with virologic suppression (VS), 
including in LMICs
Data on LA CAB/RPV in those with adherence 
challenges
Data on long-acting CAB for prevention
Lenacapavir for MDR-HIV (naïve, prevention)
Pitfalls of LA medications



INTEGRASE INHIBITORS (INSTIs) FIRST LINE IN WORLD- TLD

ResistanceOutcomeComparatorPopulationStudy

BICTEGRAVIR

0Non-inferiorDTG/ABC/3TC Naïve1489

0Non-inferiorDTG+FTC/TAFNaïve1490

0Non-inferiorDTG/ABC/3TCSuppressed1844

0 to INSTI but 1 L74V 
in PI armNon-inferiorBoosted PI + 2 NRTIsSuppressed1878

0 to INSTI but 1 
M184V in ELV/cobiNon-inferiorE/C/F/(TAF or TDF)

ATV+RTV + FTC/TDFSuppressed1961 
(women)

DOLUTEGRAVIR

0 in DTG arm; 7 in 
EFVSuperiorEFV/TDF/FTCNaïve SINGLE

0 in either SuperiorDRV/r with 2 NRTI backboneNaïveFLAMINGO

0 in DTG; 1 
INSTI/NRTI in RALNon-inferiorRAL with 2 NRTI backboneNaïveSPRING-2



So, why long-acting?
Even though rates of virologic suppression high in many settings (>89% in Ryan 
White Care clinics including Ward 86; >90% in many settings in LMICs including 
Kenya, Uganda), still barriers to taking ART for some, including pill fatigue 



DTG 1st line even with NRTI resistance but..
Emergent resistanceOutcome ComparisonType of study, nStudy

4 with INSTI 
resistance in DTG 
arm; 17 in RAL arm

DTG superior to RALDTG + 2NRTIs vs 
RAL+ 2 NRTIs

Randomized to DTG vs RAL in 
face of NRTI, NNRTI and/or PI 
resistance, n=715

SAILING

5 emergent INSTI 
mutations in DTG arm 
(n=14)

DTG superior to optimized 
regimen with multidrug 
resistant HIV

DTG + OBR vs OBRRandomized to DTG vs 
optimized background in MDR 
HIV (including INSTI)

VIKING

2 patients failed with 
INSTI resistance; 0 
with PI resistance

DTG superior to LPV/RTV in 
subgroups

DTG + 2NRTIs vs 
LPV/RTV + 2 NRTIs

Open-label noninferiority 
study in PWH failing 1st line 
NNRTI + 2 NRTIs, n=624

DAWNING

9 patients DTG arm 
failed with resistance; 
0 in DRV/r arm

DTG + 2 NRTIs noninferior 
to DRV/r + 2 NRTIs 
(TDF/FTC works with K65R)

DTG or DRV/r with 
either TDF/3TC or 
AZT/3TC 

Switch study in PWH failing 
NNRTI/TDF/3TC (86% M184V; 
50% K65R), n=464

NADIA

Not yet reported 
(abstract CROI 2022)

>80% virologic suppression 
(<50) on DTG regimens 

DTG or boosted PI 
regimens

Randomized when failing 
NNRTI-based therapy, n=1201

VISEND 

No emergent 
resistance either arm

>90% virologic suppression 
each arm (48 weeks)

PI/r + 2 NRTIs 
switch DTG/ 2 NRTI

Randomized study 2nd line 
therapy, Kenya, n=795

2SD

SAILING: Cahn Lancet 2013; VIKING: Bisher Antiviral Therapy 2015; DAWNING: Aboud M, et al. Lancet Infect Dis. 2019; 
NADIA: Patton N. Lancet HIV 2022; VISEND: Mulenga LB, et al. CROI 2022. Abstract 135; 2SD Study: Ombajo L NEJM 2023
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South African study confirming ART exposure by LC-
MS/MS- 11.9% resistance if taking DTG & high viral 
load (increased from 2.7% in 2021 to 11.9% in 2022)

Risk factors for dolutegravir 
resistance:

• Underlying NRTI 
mutations (tx experience)

• DTG monotherapy, dual 
therapy

• Children (Kenya, Uganda)
• Off and on adherence 

(drug selective pressure)-
could long-acting ART 
address?

Loosli Lancet HIV 2023; Bello CROI 2024; Kingwara. CROI 2024; Namayanja XXX International Workshop 2023



Long-acting medications in other fields support 
adherence- so let’s turn to HIV

Treatment of psychiatric disorders

Contraception

Substance use disorder treatment



Objectives of talk
Why long-acting?
Data on long-acting CAB/RPV for treatment in 
those starting with virologic suppression (VS), 
including in LMICs
Data on LA CAB/RPV in those with adherence 
challenges
Data on long-acting CAB for prevention
Lenacapavir for MDR-HIV (naïve, prevention)
Pitfalls of LA medications



Only combination treatment for LA ART -Cabotegravir 
(CAB)/ Rilpivirine (RPV)- 3 registrational trials (all with VS)

FLAIR

• CAB/RPV LA in treatment naïve participants (K103N 
mutation allowed); First put on DTG/ABC/3TC for 20 
weeks then LA ART with virologic suppression

ATLAS

• CAB/RPV LA in treatment experienced participants 
every 4 weeks (K103N okay); on suppressive regimen 
for 6 months prior to switch

ATLAS 2M

• CAB/RPV LA in treatment experienced participants 
every 8 weeks (higher dose 600mg/900mg) after VS x 
≥ 6 months

Orkin C. Lancet HIV 2021; Swindells S. AIDS 2022; Overton E. CID 2023

Virologic suppression rate to date

80.2% at 124 weeks

85.9% at 152 weeks

87.4% at 152 weeks



An RCT after approval and real-world studies of LA CAB/RPV
SOLAR study

• CAB/RPV LA every 8 weeks in treatment experienced 
participants (47% expressed internal or external stigma) 
switched BIC/TAF/FTC when VS (n=670)

DAT’AIDS Cohort

• Real-world cohort in France among those with VS on oral ART 
switched to LA CAB/RPV every 8 weeks (n=1134)

CARISEL cohort

• Real-world study across 5 countries Europe (18 clinics) of 
switching those on oral ART with VS to LA CAB/RPV every 8 weeks 
(n=430)

Virologic suppression rate to date

90% at 44-48 weeks

98.8% at median f/u 28 
weeks (7.1% d/c rate)

87% at 52 weeks

Ramgopal M. Lancet HIV 2023; Allavena. EACS 2023.; de Wit ID week 2022 (OFID 2023); Borch HIV Glasgow 2022

CARLOS cohort

• Real-world study in Germany of switching those on oral ART with 
VS to LA CAB/RPV every 8 weeks (n=230) 89.5% at 24 weeks

Smaller studies (ATHENA, BEYOND, ABOVE, 
COMBINE-2, Swiss cohort, UCSD Own Clinic, 
JABS) similar findings among those with VS





CARES Trial- CAB/RPV in LMICs



Archived 
DNA run later



96% injections given within 7-day 
window; importantly, treatment 
satisfaction improved; public health 
approach (VL only every 24 weeks); 2 
treatment failures with NNRTI & INSTI 
resistance





 IMPAACT study

 18 sites, 5 countries

 First group of adolescents to be 
examined on LA CAB/RPV – switched 
over from oral ART (suppressed); 
CAB/RPV already approved for ≥12 
years old and >35kg

 144 participants 

First group of adolescents to be examined on LA 
CAB/RPV – switched over from oral ART 
(suppressed); approved for ≥12 years old and >35kg



96.5% maintained virologic 
suppression; no virologic failures 
(>=200 copies/mL); overwhelming 
majority preferred IM injections; 
contributing to regulatory approval
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Groups have now 
been trying LA 
CAB/RPV in viremic 
patients off ART

• With registrational data, clinicians “flying 
blind” in how to use LA-ART in nonsuppressed 

• Critically important population for Ending the 
HIV epidemic

• 10% of people living with HIV holding 90% of 
the virus- concomitant challenges

Christopoulos K AIDS 2017



Demonstration project at Ward 86 HIV Clinic

Inclusion criteria of trials:

• Virologically suppressed x at least 16 
weeks on oral regimen first

• No history of virologic failure

• Only K103N in NNRTI; no INSTI 
mutations

• Oral CAB/RPV x 28 days but direct-
to-inject approved FDA March ‘22

Inclusion criteria of Ward 86

• Need not be virologically suppressed or take 
oral ART before injectables

• No RPV or INSTI mutations (strengthened 
criteria later)

• Express willingness to come to clinic q4 weeks, 
contact information, outreach from staff

• Rigorous protocol, Biweekly review of patients

Descriptive statistics summarized patient characteristics, median/range number of 
injections received, viral suppression outcomes, stratified by viral load ≥30 copies/mL at 
LA-ART initiation; Kaplan Meier plot for viremic Gandhi Annals of Internal Medicine 2023 518



Implementation of program

Hired pharm tech (Francis!) to help get injectable meds (Janet critical lead)

Biweekly meetings with Pharm D, pharm tech, clinic leadership, POP-UP 
program leadership to review each patient on injectables or being considered

Protocol development with ongoing refinements based on observations in our 
pilot program

261 patients have been started on long-acting ART: rigorous protocol



RESULTS 
 Between June 2021-November 2022, 133 

PWH started on LA-ART, 76 suppressed on 
oral ART, 57 (43%) with viremia

 Diverse (68% non-White; 88 (66%) 
unstably housed; 44 (33%) endorsed 
substance use)

 Median CD4 count in those with viremia 
lower than those w/ suppression 

 74% (66-81%) on-time injections

 In those with virologic suppression, 100% 
(95% CI 94%-100%) remained suppressed 
(median 26 weeks (2-42) for whole cohort) 

Gandhi Annals of Internal Medicine 2023 518



RESULTS (continued)  Among viremic PWH, at median of 33 days, 
55 suppressed, 2 had early virologic failure 

 Two failures < 24 weeks, both had minor 
mutations so protocol tightened; 3rd didn’t 
suppress <100 (182) so added LEN

What is counterfactual? 38% VS rate among 
those who cannot take oral ART & have 
incentives, interventions to try to use oral ART

1Gandhi Ann Intern Med 2023;  2Chen W. OFID 2023518



48 week follow-up results of our demonstration 
project
• 286 PWH received ≥1 dose of LA-ART at Ward 86 as of Jan 2024 (101 

with baseline VL ≥50 copies/mL)
• 59 started LA-CAB/RPV with VL ≥50 copies/mL by Dec 2022 who 

had 48 weeks of data
• 86% with baseline VL ≥1000; 69% ≥10,000
• Half with CD4 <200
• 52% experiencing homelessness/unstable housing
• 61% using stimulants; 10% using opioids

Hickey M et al. CROI 2024



HIV Viral Suppression at 48 weeks following initiation of LA-CAB/RPV 
with baseline HIV RNA ≥50 copies/mL (n=59)

Hickey M et al. CROI 2024



OPERA COHORT (Represents 14% of PWH in US, EMR) - 176
started LA ART with viremia >50, 82% VS rate <50 (94% <200)

Hsu BK. ID Week 2023 (October 11-15), Boston, MA



LA CAB + RPV in patients with viremia – Small study (n=12)

• Adult Special Care Clinic, a Ryan White–funded HIV clinic at the 
University of Mississippi

• CAB/RPV LA offered as a salvage option for patients with viremia
despite ART optimization and intensive case management strategies

• 12 patients; Follow-up : 1 to 17 months
• Despite historical poor adherence to oral therapy, adherence to 

injection visits was very good with 94% on-time injections
• HIV RNA < 50 c/mL : all patients, within 3 months, no discontinuations

1Brock JB. Clin Infect Dis 2023
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University of Mississippi Network1



ACTG A5359 LATITUDE: Study Design
 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. Courtesy of CCO



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%)

Step 1 Total
(N = 434)Characteristic

40 (32, 51)
88 (20)

232 (53)
114 (26)

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

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

21 (5)Transgender spectrum, n (%)

277 (64)
117 (27)

40 (9)

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

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

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

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

Nonadherence criteria, n (%)
 Lost to f/u
 Poor response
 Both

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

SoC
(n = 148)

LA CAB + RPV
(n = 146)Characteristic

10 (7)24* (17)BL HIV-1 RNA >200 
c/mL, n (%)

374 (198, 605)417 (198, 688)Median BL CD4 count, 
cells/mm3 (Q1, Q3)

Step 2

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

Rana. CROI 2024. Abstr 212. Courtesy of CCO



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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1 additional virologic failure after Wk 24 included in secondary 
endpoints, but not primary

Rana. CROI 2024. Abstr 212. Courtesy of CCO
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DSMB stopped study early due to 
superior efficacy of LA CAB + RPV 

in secondary endpoints

1 additional virologic failure after Wk 24 included in secondary 
endpoints, but not primary

Rana. CROI 2024. Abstr 212. Courtesy of CCO



Updated IAS-USA Recommendations for LA CAB + RPV
March 1, 2024
 When supported by intensive follow-up and case management services, injectable 

LA CAB + RPV may be considered for people with viremia who meet the criteria 
below when no other treatment options are effective due to a patient’s persistent 
inability to take oral ART:

‒ Unable to take oral ART consistently despite extensive efforts and clinical support

‒ High risk of HIV disease progression (CD4 cell count <200/μL or history of AIDS-
defining complications)

‒ Virus susceptible to both CAB and RPV

 If applicable, patients should also be referred for treatment of substance use 
disorder and/or mental illness.

Sax. JAMA. 2024;[Epub].

2024

Courtesy of CCO



BMI, low rilpivirine troughs, presence of two 
proviral RPV RAMS, HIV-1 subtype A6/A1 
associated with increased risk of failure 
(updated CID 2023)



• Bottom line: Can use thigh 
injections for cabotegravir 
and rilpivirine (same PK) but 
hurt more; ID week 2023 
abstract 33 patients given 
option of home injection (by 
home health nurse, Meissner 
ID week 2023)



We don’t RPV in anyone who has these mutations on 
historical genotypes (signature mutations in Echo/Thrive)

• V90I

• L100I

• K101E

• E138K/Q

• V179I

• Y181C

• V189I

• H221Y

• F227C 



We use longer 
needles in those 
with high BMI

 In this EACS study, use of 
longer 2-inch needles resulted 
in higher median CAB trough 
concentrations in all BMI

 Pharmacology study showed 
deeper injections with more 
adipose tissue lead to more 
spread

 Longer 2-inch needles 
recommended in participants 
with BMI ≥30 kg/m2

Jucker B. Br J of Pharm 2021



Objectives of talk
Why long-acting?
Data on long-acting CAB/RPV for treatment in 
those starting with virologic suppression (VS), 
including in LMICs
Data on LA CAB/RPV in those with adherence 
challenges
Data on long-acting CAB for prevention
Lenacapavir for MDR-HIV (naïve, prevention)
Pitfalls of LA medications
New long-acting formulations coming



66% superiority maintained into the year of unblinding

Landovitz. NEJM 2021; Landovitz Lancet HIV 2023



Summary of resistance mutations across HPTN083 (Phase 3 
plus 1-year open label extension phase)

Markzinke M et al: HPTN 
083. AAC April 2023 

18 out of 34 CAB 
failures developed 1 or 
more INSTI mutations 
(n=2244 in combined 
study)



88% reduction over daily 
TDF/FTC- few failures and none 
with INSTI resistance

HR: 0.12
(95% CI: 0.05-0.31; P = .0001

S Delany-Moretlwe. Lancet 2022





Intervention group – SEARCH trial-
communities in Kenya/Uganda- given 
LA CAB choice





Objectives of talk

Why long-acting?
Data on long-acting CAB/RPV for treatment in 
those starting with virologic suppression (VS)
Data on LA CAB/RPV in those with viremia
Data on long-acting CAB for prevention
Lenacapavir for MDR-HIV (prevention)
Pitfalls of LA medications





Patients with 
multidrug 
resistance to 
NRTIs, 
NNRTIs, Pis, 
INSTIs



CAPELLA Secondary Endpoints: Wk 26 Efficacy in 
Randomized Cohort

▪ Mean change in CD4+ cell count: +81 cells/mm3

▪ Proportion of participants with very low CD4+ cell count (< 50 cells/mm3) decreased from 
22% (8 of 36) at baseline to 0% (0 of 34) at Wk 26

Segal-Maurer NEJM 2022



Now have data on CAPELLA out to 104 weeks

104 week data CROI 
2024 – 14/72 failures 
at ID week but all on 
“functional” 
monotherapy – not 
having support of OBR 
(all but 2 participants 
suppressed)

Ogbuagu et al. CROI 2024

• Mutations: M66I, K70S, T107A, N74D, A105T, K70S, Q67H



Phase II study of LEN 300mg 
orally + Islatravir 2mg orally 
once a week in participants 
with virologic suppression on 
oral ART – 94.2% maintained 
VS – no significant toxicities-
will move forward in phase 3

Islatravir + Lenacapavir once weekly

Segal-Maurer NEJM 2022

Colson A CROI 2024



Summary of LA agents for treatment

CAB/RPV LEN

Trials in naïve or 
suppressed (switch)

Trials in those with 
adherence 
challenges

Capsid inhibitor – first in 
class; 927mg sq q26 
weeks or 300mg po qwk

IM q4 or q8 weeks; 
ULA formulation in 
development (q4 
months)

Trial in those with 
MDR HIV

Naïve or suppressed 
trials

FLAIR
ATLAS
ATLAS 2M
SOLAR

CARES
IMPAACT 2017 
(MOCHA) -
adolescents

A5359 (17% viremic)

(Demonstration 
projects- U 
Mississippi; OPERA 
cohort- real world; 
Ward 86)

CAPELLLA study –
Only 72 participants 
but 104 week data 
from CROI 2024 
(Ogbuagu et al) 
shows all but 2 
suppressed even 
with no oral agents

Cold chain only 
with RPV

CALIBRATE (had 
LEN/BIC arm) and 
ARTISTRY (Phase II 
study, LEN/BIC oral 
daily) – good VS 

Likely has higher genetic 
barrier than RPV



• From March 5 
report, rilpivirine 
resistance ranges 
from 0% to 16.6% 
across countries 
(should fade but not 
yet)- can’t use 
CAB/RPV ff present

• Lenacapavir (capsid 
inhibitor) + 
cabotegravir (INSTI) 
needs trial for those 
with NNRTI 
resistance (and can’t 
take oral ART)





Trial (small) of LEN/CAB finally approved

• These pharmaceutical companies have not historically worked together before
• After much advocacy (two years), small trial (n=20) finally approved from the 

pharmaceutical companies of LEN/CAB in the ACTG
• Inclusion criteria: 

– NNRTI resistance
– Viremic
– Experiencing adherence challenges with oral ART

• ANRS proposed LEN/CAB trial in virologically suppressed but not yet approved
• Hoping ACTG study will open door to larger trial in LMICs



Lenacapavir is being studied for PrEP 
across diverse populations



Objectives of talk
Why long-acting?
Data on long-acting CAB/RPV for treatment in 
those starting with virologic suppression (VS), 
including in LMICs
Data on LA CAB/RPV in those with adherence 
challenges
Data on long-acting CAB for prevention
Lenacapavir for MDR-HIV (naïve, prevention)
Pitfalls of LA medications



Daily pill gives high Cmax every day; LA drug has slow 
decline- does a virus need to see Cmax daily to be 

totally suppressed? (VS rates with LA are higher when 
VL cut-off is <200 rather than <50)

Hill L. JAIDS 2024



Don’t have large population PK studies of LA CAB/RPV. Know influenced by BMI but what else?  This small 
study shows a lot of variability in RPV levels – depends on technique of placement among other factors-
need more data (large population PK studies in real-world of patients on CAB/RPV)

3 had low RPV levels; 3 
had low CAB levels; 1 had 
both

91 samples from 46 PWH



CAPELLA: Injection-Site Reactions Through Wk 104

 In pooled analysis of ISRs from CAPELLA and CALIBRATE, median resolution of ISRs: swelling, erythema, 
pain: 10, 5, 3 days, respectively; nodules, 252 days; induration, 202 days2

Ogbuagu. IDWeek 2023. Abstr 1596. Castagna. EACS 2023. Abstr eP.A.104. 
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Nodules and induration almost the entire injection interval – this is a feature not a bug meaning 
drug deposits in its depot form under skin and elutes over time – can cut down on acceptability



Conclusions
Long-acting formulations of HIV medications latest advance
LA drugs have precedent for increasing adherence in other states
Much data now in those with virologic suppression of high rates of continuing 
VS on LA CAB/RPV (80% to over 95%)
Emerging data on LA CAB/RPV in adherence-challenged and being used by 
clinicians in patients with viremia 
Lenacapavir for MDR-HIV & should be studied with CAB in NNRTI-resistant 
patients
Pitfalls include not knowing enough about PK, nodules with LEN, do we tolerate 
VL 200 as our cut-off?



Thank you to AAHIVM, Division of HIV, ID 
and Global Medicine at UCSF, the HIV 
movement, and Ward 86!



To obtain CME/CE for participating in this live 
webinar, please visit:

https://www.paceducation.com/LAAlive

Method to Obtain CME/CE


