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Approved Provider Statements:

In support of improving patient care, Alaska Native Medical Center (ANMC) is jointly accredited by 
the Accreditation Council for Continuing Medical Education (ACCME), the Accreditation Council for 
Pharmacy Education (ACPE), and the American Nurses Credentialing Center (ANCC), to provide 
continuing education for the healthcare team.

Contact Hours:

ANMC designates this activity for a maximum of 12 contact hours, including 3 total pharmacotherapeutics contact hours, 
commensurate with participation.

Financial Disclosures:

Youssef Barbour, MD & Lisa Townshend-Bulson, APRN / faculty for this educational event, are primary investigators in an 
ANTHC sponsored hepatitis C study funded in part by Gilead Sciences. All of the relevant financial relationships listed have been 
mitigated. 

Requirements for Successful Completion:

To receive CE credit please make sure you have actively engaged in the entire activity, your attendance is recorded by the 
facilitator, and complete the course evaluation form found here:  https://forms.gle/18t4EgvN2WdnM4P77

For more information contact 
jlfielder@anthc.org or (907) 229-

1185
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• Indications- Treatment vs Prevention

• Evidence to support use/indications

• New research to potentially expand use

HIV Injectables to discuss:



FDA Approved Injectable HIV meds

Cabotegravir
+

Rilpivirine

CAB/RPV
[INSTI/NNRTI]

Cabenuva®
Jan 2021

IM
Cabotegravir CAB

[INSTI]

Apretude®
Dec 2021

IM

Lenacapavir
LEN

[Capsid 
Inhibitor]

Sunlenca®
Dec 2022

SQ

Ibalizumab
IBA

[CD4 Receptor 
Inhibitor]

Trogarzo®
Mar 2018

IV

Treatment Prevention

Will not discuss, requires biweekly IV admin,
Lower efficacy, $$



Cabotegravir and Rilpivirine (Cabenuva®) ER Injection 
Indication:
• Complete regimen to treat HIV-1 

• For adults and adolescents (≥12 years who weigh ≥35 kg)
Replace antiretroviral regimen in persons with HIV RNA <50 copies/mL
On stable antiretroviral regimen
No history of treatment failure
No known or suspected resistance to cabotegravir or rilpivirine

• Oral Lead-In
Lead-in is optional

• Continuation Phase Injections
Approved for every 1-month and every 2-month injections
Doses are different with every 1-month and every 2-month injections
Injections may be given up to 7 days before or after the scheduled date



Cabotegravir and Rilpivirine (Cabenuva®) ER Injection 
Evidence:
Phase 3 Trials in Treatment Naïve

- FLAIR: IM CAB + IM RPV  monthly versus oral DTG-ABC-3TC: 48 weeks
- FLAIR: IM CAB + IM RPV monthly versus oral DTG-ABC-3TC: 96 weeks
- FLAIR: IM CAB + IM RPV with or without oral lead in 124-week extension

Phase 3 Trials in Treatment Experienced
- ATLAS: Switch to monthly IM CAB + IM RPV or continue 3-drug oral ART
- ATLAS-2M: switch to IM CAB + IM RPV taken every 1 or 2 months: 48 weeks
- ATLAS-2M: switch to IM CAB + IM RPV taken every 1 or 2 months: 96 weeks

Phase 2 Trials
- LATTE: oral CAB + oral RPV daily versus oral EFV plus 2 NRTIs
- LATTE-2: IM CAB + IM RPV every 1 or 2 months versus oral CAB + oral ABC-3TC
- POLAR: every 2-month IM CAB + IM RPV after 5 years or oral CAB + oral RPV



ATLAS-2M Study: Results (Week 96)

Weeks 96: Virologic Response by FDA Snapshot Analysis

227/243 110/111113/121

Source: Jaeger H, et al. Lancet HIV. 2021;8:e679-e689.
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HIV RNA ≥50 copies/mL at 96 weeks: 11/522 (2%) in q8-week arm, 6/523 (1%) in q4-week arm

475/522



ATLAS-2M Study: Results (Week 96)

227/243 110/111113/121

Source: Jaeger H, et al. Lancet HIV. 2021;8:e679-e689.

472/523475/522

Injection Site Reactions (ISRs)*

Types of Reactions
IM CAB + RPV 

Every 8 Weeks, n (%)
IM CAB + RPV 

Every 4 Weeks, n, %

Number of injections 12,832 23,855

Injection site pain 2,662/12,832 (21%) 3,295/23,855 (14%)

Injection site nodule 188/12,832 (2%) 297/23,855 (1%)

Injection site discomfort 134/12,832 (1%) 148/23,855 (1%)

Total number of ISRs 3,400 4,157

Grade 1 2,745/3,400 (81%) 3,446/4,157 (83%)

Grade 2 601/3,400 (18%) 661/4,157 (16%)

Grade 3 54/3,400 (2%) 50/4,157 (1%)

Withdrawal due to ISR 7/516 (1%) 11/517 (2%)

Median duration of ISR: 3 days (IQR 2 – 5)



Risk factors for Virologic Failure (n=1039)

227/243 110/111113/121

Cutrell A et al, AIDS, 2021

472/523475/522

Cabotegravir and Rilpivirine (Cabenuva®) ER Injection

• 13/1039 (1.25%) participants had 
confirmed virologic failure (CVF)
in ATLAS, FLAIR, ATLAS-2M

• Risk factors for CVF identified

• 96.7% had 0 or 1 risk factor for
CVF

• 0.4% of them had CVF

Parameter OR

RPV RAM(s) at baseline 40.36

Week 8 RPV trough 
concentration

5.00

Baseline HIV-1 subtype
A6/A1

5.92

BMI (kg/m2) at baseline 1.13



SOLAR Study: Switch to Long-Acting Cabotegravir + Rilpivirine From 
Bictegravir/F/TAF

227/243 110/111113/121

472/523475/522

(n= 670)



LA CAB/RPV for PWH with treatment challenges- Ward-86 UCSF Study

227/243 110/111113/121

472/523475/522

Gandhi et al CROI 2023 and Gandhi et al Clin Infect Dis 2023



LA CAB/RPV for PWH with treatment challenges- Ward-86 UCSF Study

227/243 110/111113/121

472/523475/522

Gandhi et al CROI 2023 and Gandhi et al Clin Infect Dis 2023



LA CAB/RPV – 16 Week PK Sub-Study : IM Thigh Injections

227/243 110/111113/121

472/523475/522

CROI 2023 Abstract 519

■ ATLAS-2M trial participants with 3yr of LA
CAB+ RPV by IM gluteaI injections volunteered
for short-term, 16-wk switch to IM thigh
injections: N =118
(Q4W: n = 64; Q8W: n = 54)

- Thigh IM injections into vastus lateralis

- Injection schedule (Q4W or Q8W) 
maintained during thigh injection phase

■ Plasma trough concentrations remained 
above PA-IC90 throughout thigh injection 
phase for both dose intervals

- Plasma concentration differences for 
gluteal vs thigh injection deemed not 
clinically relevant

■ No serious AEs; pain most common ISR: 
52% in Q8W arm, 33% in Q4W arm

- ISRs: 93% to 96% grade 1/2; 4% to 7%
grade 3; median duration: 3.0-3.5 days

- 1 participant withdrew for injection site
pain (grade 2; Q8W arm)

- 1 case of potential maladministration 
with high CAB levels 2 hr post dose

■ No CVF; high viral suppression rates 
maintained in both arms (Q8W, 94.4%; 
Q4W, 95.3%) at substudy Wk 16

• 30% preferred thigh injections, with top 
reason noted to be ease of access to 
injection site

Slide credit: clinicaloptions.com



Lenacapavir (Sunlenca®) Subcutaneous Injection

Type of Medication
• HIV capsid inhibitor (novel class)

Indication
• Treatment of HIV-1 in combination with other antiretroviral medications in 

heavily treatment-experienced adults with multidrug resistant HIV virus and 
failing their current regimen due to resistance, intolerance, or safety concerns

Preparations
• Oral: 300 mg tablets
• Subcutaneous injection: 463.5 mg/1.5 mL vial
Adverse Reactions

• Most common adverse effects are nausea and injection site reactions

Contraindications
• Contraindicated to give with strong CYP3A inducers

Source: Lenacapavir Prescribing Information. 



Lenacapavir (Sunlenca®) Subcutaneous Injection:  Mechanism

CROI 2021 Mar 6-10 Virtual, Tomas Cihlar, Gilead Sciences 



Lenacapavir (Sunlenca®) Subcutaneous Injection:  Dosing Schedule

Source: Lenacapavir Prescribing Information



Lenacapavir (Sunlenca®) Subcutaneous Injection:  
Evidence

Source: Lenacapavir Prescribing Information

Salvage Therapy for Treatment-Experienced with Multidrug Resistance

CAPELLA (Phase 3): Lenacapavir plus Optimized Background Therapy

Initial and Maintenance Therapy for Treatment-Naïve 

CALIBRATE (Phase 2): Lenacapavir with Various ARV Combinations



Lenacapavir (Sunlenca®) Subcutaneous Injection:  
Capella Study

Source: Lenacapavir Prescribing Information

Background
Phase 3, randomized trial with oral and subcutaneous lenacapavir + OBR, versus 
Tx with an optimized background therapy (OBR)

Enrollment Criteria:
N = 72; two cohorts: 36 randomized/36 non-randomized  
Age ≥12 years
Virologic failure on current ART
HIV RNA >400 copies/mL for ≥8 wks
Documented HIV drug resistance to at least 2 HIV medications from at least 3 of the       
4 main classes
At least one fully active agent available for HIV treatment



Lenacapavir (Sunlenca®) Capella Study: Results
Virologic Responses at 52 Weeks in Randomized and Nonrandomized Cohorts

Ogbuagu. IDWeek 2022. Abstr 1585. Slide credit: clinicaloptions.com



Lenacapavir (Sunlenca®) Capella Study: Safety

Ogbuagu. IDWeek 2022. Abstr 1585. Slide credit: clinicaloptions.com



Lenacapavir (Sunlenca®) Capella Study: Injection Site Reactions

Source: Ogbuagu. ID-Week 2022. Abstract  1585. 



Lenacapavir (Sunlenca®) + TAB/ZAB Study: Proof of Concept Study
[SC Lenacapavir + IV bNABs every 26 weeks for Treatment]

Eron JJ, et al. CROI 2023. Abstract 193.



Lenacapavir (Sunlenca®) + TAB/ZAB Study: Proof of Concept Study
26-week efficacy and safety results

Eron JJ, et al. CROI 2023. Abstract 193.



Lenacapavir (Sunlenca®) Future Research for HIV Prevention:

Study Names: PURPOSE 1; GS-US-412-5624; NCT049945091

Phase: 3; with 5010 participants  
Status: This study is currently recruiting participants.
Locations: South Africa and Uganda

A Phase 3, Double-Blinded, Multicenter, Randomized Study to Evaluate Safety and Efficacy of Twice Yearly 
Long-Acting Subcutaneous Lenacapavir, and Daily Oral Emtricitabine/Tenofovir Alafenamide for Pre-Exposure 
Prophylaxis in Adolescent Girls and Young Women at Risk of HIV Infection

Study Names: PURPOSE 2; GS-US-528-9023; NCT049257522

Phase: 3; with 3000 participants
Status: This study is currently recruiting participants.
Locations: United States, Brazil, Puerto Rico, and South Africa

A Phase 3, Double-Blind, Multicenter, Randomized Study to Evaluate the Efficacy and Safety of 
Subcutaneous Twice Yearly Long-Acting Lenacapavir for HIV Pre-Exposure Prophylaxis in Cisgender Men, 
Transgender Women, Transgender Men, and Gender Nonbinary People ≥ 16 Years of Age Who Have Sex 
With Male Partners and Are at Risk for HIV Infection

2. https://classic.clinicaltrials.gov/ct2/show/NCT049257521. https://classic.clinicaltrials.gov/ct2/show/NCT04994509



Cabotegravir (Apretude®) ER Injection for PrEP 
Indication:
• Integrase strand transfer inhibitor (INSTI) regimen indicated to reduce 

the risk of sexually acquired HIV-1 infection for use in adults and 
adolescents who weigh ≥35 kg

• Must have a baseline negative HIV-1 test within 7 days of starting 
[HIV RNA test,  HIV-1/2 Ag/Ab Test]

• STI Testing (syphilis, gonorrhea, chlamydia)

• NO baseline: Sr Creatinine, Hep B serology, lipid panel, or liver function

• Oral Lead-in is optional [28 days CAB 30mg PO daily] 

• Initiation/Continuation Phase Injections [CAB 600mg/3mL]
(See prescribing information) 

CDC Preexposure Prophylaxis for the Prevention of HIV Infection in the U.S.– 2021 Update Clinical Practice Guideline



Cabotegravir (Apretude®) ER Injection: Initiation-Continuation-Monitoring 

CDC Preexposure Prophylaxis for the Prevention of HIV Infection in the U.S.– 2021 Update Clinical Practice Guideline

*Bacterial STI screening for men who have sex with men and transgender women who have sex with men (every 4 months)
^Bacterial STI screening for heterosexually active women and men (syphilis and gonorrhea every 6 months; chlamydia every 12 months)



Cabotegravir (Apretude®) ER Injection: Evidence

HPTN 083 and 084: LA IM CAB Q2M vs Daily Oral FTC/TDF for PrEP

1. Landovitz. NEJM. 2021;385:595. 2. Landovitz. CROI 2022. Abstract 96. 3. Delany-Moretlwe. Lancet. 2022;399:1779. Slide credit: clinicaloptions.com



Cabotegravir (Apretude®) ER Injection: HIV Monitoring on PrEP

1. cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf. 2. Marzinke. CROI 2021. Abstract 153.
3. Marzinke. J Infect Dis. 2021;224:1581. 4. Delany-Moretlwe. Lancet. 2022;399:1779. . Slide credit: clinicaloptions.com



Cabotegravir (Apretude®) ER Injection: LEVI Phenomenon
[Long-Acting Early Viral Inhibition]

Eshleman. CROI 2023. Abstract 160.

Slide credit: clinicaloptions.com



Cabotegravir (Apretude®) ER Injection: Analysis of Delayed Injections
Among Cisgender Women in HPTN 084

Slide credit: clinicaloptions.com



Summary

1. CAB/RPV  can be expected to maintain suppression in pts who are currently suppressed on 
high barrier to resistance regimens like Biktarvy.

2. CAB/RPV IM thigh rather than gluteal injections become a possibility with more research.

3. CAB/RPV use to achieve suppression in pts who are currently viremic is an interesting 
research area, but not ready for widespread clinical application

4. LEN is one of the most promising new ARV agents due to its potency and long duration of 
effect. We may see new approvals for prevention as well as treatment soon.

5. CAB for PrEP has impressive efficacy but comes with a cost of resistance for Tx failures. 
Emphasizes the need to monitor use by HIV RNA screening and be aware of LEVI.

6. Something to watch: CAB use for PrEP in Cis Women may be considered for interval extension 
to once every 3 months rather than every 2 months, due to promising PK data.
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AK ID ECHO

AK Infectious Disease ECHO 

 Second Tuesday of every month from noon-1:00 PM 

 To join, https://echo.zoom.us/meeting/register/tZ0qc--
qqj0qH9cw7gRs1d7K98I3AIvQJjHa

 www.anthc.org/ak-id-echo

 Upcoming sessions

 August 8: Micoplasma genitalium STI

 September 12: Hepatitis B

 October 10: DoxyPEP



ADDITIONAL LEARNING OPPORTUNITIES

Alaska Liver Disease ECHO
 Third Thursday of every month from noon-1:00 PM 

 https://echo.zoom.us/meeting/register/tZUrcOqgqTwjHt2OI6vWpnJ9v1v3pG0BqjBc

 www.anthc.org/ak-id-echo

 2023 theme ~ Ways You Can Help Reduce Morbidity of Mortality From Liver Disease

 July 20: Emphasizing Nutrition for Liver Health

LiverConnect

 Second Tuesday of every month 8:00-9:00 AM

 https://echo.zoom.us/meeting/register/tJUvdeytqT4vGtzmN4TyvItMlNRlZW7U38EU#/registration

 www.anthc.org/hep/liverconnect 

 August 8: Portal Hypertension and Beta Blockers



Free prevention resources available at 
iknowmine.org/shop



ANTHC Staff

 Leah Besh PA-C, Program Director: labesh@anthc.org

 Lisa Rea RN, Case Manager: ldrea@anthc.org

 Jennifer Williamson, Program Coordinator: jjwilliamson@anthc.org

ANTHC Liver Disease and Hepatitis Program: 907-729-1560

ANTHC Early Intervention Services/HIV Program: 907-729-2907

Northwest Portland Area Indian Health Board

 David Stephens, Director Indian Country ECHO: dstephens@npaihb.org

 Jessica Leston, Clinical Programs Director: jleston@npaihb.org

AK ID ECHO Contacts



AK ID ECHO is supported by a grant from the Northwest Portland Area Indian Health Board and 
funding is provided from the HHS Secretary’s Minority HIV/AIDS Fund. 

Thank you!


