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Impact of 3BNC117, 10-1074 + Lefitolimod on HIV 
Persistence: TITAN trial

CROI 2023 Abstract 136, Sogaard



TITAN study design

CROI 2023 Abstract 136, Sogaard

Population:
Mainly White or Multiracial men (few women)
Denmark, Norway, Australia
Age 40s-50s
On ART for median 11 years

Could have started ART in early or chronic HIV
CD4 > 500 and VL <50 copies for 15+ months

All were screened for virus sensitive by phenosense to be sensitive to the 2 bNabs

Groups A and B had n=11 and C and D n=12



TITAN TLR-9 agonist and bNAb results

Time to viral rebound >1000 copies for 4 weeks or once: 3BNC117, 10-1074 delayed 
rebound. No impact of lefitolimod

CROI 2023 Abstract 136, Sogaard



Lenacapavir with 2 bNAbs GS-5423 and GS2872

CROI 2023 abstract #193, Eron

• Teropavimab (TAB; 3BNC117-LS) bNAb against CD4 binding site of gp120

• Zinlirvimab (ZAB; 10-1074-LS) non-overlapping epitope on V3 glycan of Env
- Both modified to extend half lives and administer q6 month dosing

• Lenacapavir (LEN) a small molecule capsid inhibitor, also dosed q6 monthly



Week 26 viral efficacy (LEN + TAB + ZAB)

CROI 2023 abstract #193, Eron

No serious adverse events- 2 Grade 3 injection site reactions, other mild infusion reactions
No meaningful change in CD4 or CD4 ratio



LEN + TAB + ZAB conclusions

• 2 bNAbs in combination with LEN can sustain virologic suppression x 6 months

• Minimal safety issues, well tolerated

• LEN + TAB + ZAB could be considered for a 2x yearly regimen

• This was a very small study
- Phase 2 study underway (NCT05729568)

• This treatment will be limited by susceptibility of virus to TAB + ZAB
- Study was in Clade B virus (US)
- Of 124 screened for study, only 55 met susceptibility criteria

CROI 2023 abstract #193, Eron



Islatravir effect on Lymphocytes

CROI 2023 abstract #192, Squires (Merck)

• Islatravir= NRTTI (nucleoside reverse transcriptase translocation inhibitor)
• ISL development paused Dec 2021 by the FDA due to reduced lymphocytes in several studies

• ISL-TP preferentially accumulates in lymphocytes, not mitochondrial toxicity



Drop in lymphocytes in HIV prevention trials

CROI 2023 abstract #192, Squires (Merck)



Future of Islatravir

CROI 2023 abstract #192, Squires (Merck)

• ISL resulted in dose-dependent decreases from baseline in total lymphocyte 
count and CD4+ T cells with higher Qmonth and Qweekly doses > daily

• ISL q monthly for PrEP discontinued indefinitely

• ISL daily and weekly for HIV-1 treatment ongoing at lower doses

• No evidence of association with increased infections

• A dose level that results in ISL-TP levels has been selected for ongoing clinical 
trials for treatment: 
- ISL 0.25mg (from 0.75mg)+ doravirine 100mg daily
- ISL 2mg (from 20mg) + lenacapravir 300mg orally once weekly



DORAVIRINE + ISLATRAVIR: 2 SWITCH STUDIES
(DOR + ISL) “ILLUMINATE SWITCH A and B”

Merck study 018
Predominately 

North America and Europe

CROI 2023 Abstracts # 196 (Molina) and #197 (Mills)

Merck study 017
15 countries

Europe, North America
Latin America
Asia, Africa



DOR + ISL Switch: both 100/0.75mg daily 

CROI 2023 Abstracts # 196 (Molina) and #197 (Mills)

vs BIC/FTC/TAF
N=641 

vs Baseline ART (bART)
N=672

NNRTI (34.5%)
PI (13.7%)
INSTI  (51.8%) regimens

Eligibility criteria symmetric except
Baseline ART regimen



Virologic and CD4 outcomes for DOR/ISL switch

CD4 changes

CROI 2023 Abstracts # 196 (Molina) and #197 (Mills)



DOR + ISL Switch Conclusions

CROI 2023 Abstracts # 196 (Molina) and #197 (Mills)

• DOR + ISL (100/0.75mg) non-inferior to  bART or B/F/TAF

• Similarly tolerated
- 10% more drug-related adverse events in switch bART study, no difference in serious

• Headaches, insomnia, nausea, weight gain (<2%) 
- No differences, except mild nausea from B/F/TAF switch

• NB: Switch studies always have more adverse events in the switch arm

• Previously described CD4 and total lymphocyte drops- modest

• Phase 3 clinical development continues with 0.25mg daily (3x decrease)



29 ACTG Presentations at CROI 2023



ACTG Long-term HIV/ART outcomes:

• SLOWING OR REVERSAL OF DECAY OF INTACT HIV-1 PROVIRUSES OVER TWO 
DECADES OF ART (Gandhi, A5321)

• PERICORONARY ADIPOSE TISSUE DENSITY IS ASSOCIATED WITH SUBCLINICAL CORONARY 
ARTERY DISEASE IN HIV (AND DISPROPORTIONATE IN PWH) (Foldyna, REPRIEVE)

• MUSCLE QUALITY IS ASSOCIATED WITH CORONARY ARTERY PLAQUE & PHYSICAL 
FUNCTION IN PWH (Erlandson, REPRIEVE)

• CORONARY ARTERY PLAQUE COMPOSITION AND SEVERITY RELATES TO THE 
INFLAMMASOME IN HIV (Schnittman, REPRIEVE)

• CHANGES IN BODY MASS INDEX WITH INTEGRASE INHIBITOR USE IN REPRIEVE- mainly 
seen in initial 2 years of use, women, and Black participants (Kileel, REPRIEVE)

• LOW CD4 NADIR AT HIV DIAGNOSIS ASSOCIATES WITH INCREASED RISK OF CLONAL 
HEMATOPOIESIS (Bhattacharya, REPRIEVE)



ACTG COVID-19 studies
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