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HIV COMPLICATIONS
§ PASO-DOBLE update
§ BMI and VAT (VAMOS) Plus BRI 
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§ NA-ACCORD/IdEA - INSTI and DM 
§ REPRIEVE 

§ Biomarkers and plaque
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• PrEP to Need Ratio (PNR) 
= PrEP prescriptions/New 
HIV diagnosed 
• High PNR is good (Lots of 

PrEP and few new diagnoses)

• Objectives:
• What is the association 

between changes in PNR 
over time and HIV 
incidence 2012-21 in EHE 
jurisdictions

HIV PrEP – How are we doing?

Xia G, et al. 
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• Better PNR was associated with decline in HIV 
diagnoses
• But some places do much better than others
• Better PNR was not always accompanied by narrowing 

of racial and ethnic disparities in new HIV diagnoses, 
reflecting unequal access to PrEP
• We need to do better



HIV PrEP – How are we doing?

Tao L, et al. 

• What is driving PrEP 
disparities?

• Objectives:
• Calculate measure of 

socioeconomic segregation 
based on race, income, & 
education and associate with 
PrEP uptake
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HIV PrEP – How are we doing?

Tao L, et al. 

• Greatest unmet PrEP need is in the least privileged 
communities
• Disparities are widening over time!



• PrEP uptake by US cis-
women is low

• The 57 EHE jurisdictions 
were selected based on 
overall HIV prevalence

• Objectives:
• Does EHE under-represent 

places where female to male 
prevalence and new diagnoses 
of HIV is relatively high?

HIV PrEP – How are we doing?

Vaidya A, et al. 
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% in county with <HS degree

Median income % in county <65 and uninsured

Red circle is Fulton county – only EHE county
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% in county living in poverty

Female to male prevalence ratio was correlated with:

% in county with <HS degree

Median income % in county <65 and uninsured

Red circle is Fulton county – only EHE county

• EHE largely does not cover counties where female to 
male prevalence of HIV is high
• Poverty, less education, and underinsurance were 

associated with higher female to male prevalence of HIV



• LA-CAB PrEP uptake and 
persistence – Kaiser 
Permanente CA, MD, VA 
(5.4M members)

• Objectives: 
• Uptake and persistence of 

LA-CAB
• Compare patients getting 

LA-CAB vs oral PrEP

• LA-CAB started May 2022 
in CA and March 2023 in 
Mid-Atlantic

HIV LA-PrEP – How are we doing?

Trager M, et al. 
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HIV LA-PrEP – How are we doing?

Trager M, et al. No HIV infections among LA-CAB users even after discontinuation 

• LA-CAB uptake was low (<1% of PrEP users)
• LA-CAB more likely in people with public insurance and 

those who are Black or Hispanic
• 75% remained on PrEP after 1 year
• Oral PrEP was late to start in LA-CAB discontinuers 



• PILLAR –
Implementation 
study of LA-CAB

• Industry sponsored

• 17 US clinics (11 
with enhanced 
support) in EHE 
locations

• Outcomes included 
LA-CAB 
administration 
metrics and 
interviews

HIV LA-PrEP – How are we doing?

Khan T M, et al. 
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• HPTN 084 Trial 
compared LA-CAB and 
oral TDF/FTC in cis-
women

• LA-CAB could delay 
detection of infection.

• HIV RNA recommended 
for monitoring 

• How well does it do?

HIV LA-PrEP – Screening for HIV infection

Delany-Moretlwe, et al. 
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HIV LA-PrEP – Screening for HIV infection

Delany-Moretlwe, et al. 

False Pos 
Rate

Positive Predictive 
Value• HIV RNA performed poorly in detecting HIV infections 

in people on LA-CAB where infections were rare
• 75% false positive rate
• Performance even worse 6+ months after initiation
• Given operational issues and expense as well as the 

consequences of a positive test, HIV RNA for infection 
monitoring should be reconsidered



HIV PrEP – How are we doing?

• Lab testing for HIV and 
other STIs is 
recommended prior to 
and during PrEP initiation 
for obvious reasons

• CDC study looked at 
adherence to lab testing 
recommendations in an 
analysis of >35,000 US 
PrEP users (2022-23) in a 
commercial database

Hoover K, et al. 



• Lenacapavir (LEN) is a long 
acting antiretroviral 
administered SQ every 6 
months approved for use in 
heavily treated people with HIV

• Studied extensively in the 
PURPOSE trials as PrEP and 
expected to be approved this 
year 

• PK data presented on LEN 
given IM in two different doses 
YEARLY

HIV LA-PrEP – Where are we going?

Jogiraju V, et al. 
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• DC Cohort: Of 1,564 PWH who were MSM or TGW with STI in previous year, only 64 
(4%) prescribed DoxyPEP [Castel A, et al]

• SF AIDS Foundation Magnet Clinic: DoxyPEP continuum [Barry M, et al]

DoxyPEP
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• DC Cohort: Of 1,564 PWH who were MSM or TGW with STI in previous year, only 64 
(4%) prescribed DoxyPEP [Castel A, et al]

• SF AIDS Foundation Magnet Clinic: DoxyPEP continuum [Barry M, et al]
• Comparison of STI 2,524 DoxyPEP users with 2.068 non-users [Scott H, et al]

DoxyPEP

• DoxyPEP under-prescribed
• Barriers to persistence are same as seen for PrEP
• Realer world effectiveness in those getting DoxyPEP

is similar to that seen in clinical trials



Treatment



• OPERA Cohort (101 clinics in 23 US 
states/territories; 14% of PWH)

• 2,858 patients with suppressed viral 
load initiated LA-CAB

HIV LA-ART – How are we doing?

Sessions M, et al. 
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• Updated data from UCSF clinic on CAB/RPV use in people w/wo viral suppression: 
370 individuals (129 not suppressed).

HIV LA-ART – How are we doing?

Gistand N, et al. 



• SF Dept of Health Clinic offering ART to people experiencing homelessness.
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• UCSF Clinic – 437 patients prescribed CAB/RPV: 69 (16%) discontinued. Why?

HIV LA-ART – How are we doing?

Christopolous K, et al. 

• Discontinuation rates similar for 
those w/wo viremia at initiation

• At DC, median number shots was 6

• 10% DC after 1st shot 

• 30% were on every 2M 
schedule

• For those w viral suppression at 
initiation, pain was most common 
cause of DC



• CARES Trial – 96 Week Data
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• Islatravir is a nucleoside reverse transcription translocation inhibitor (NRTTI) in development

• Two switch trials to oral daily DOR/ISL presented: 

• BFTAF (Biktarvy) -> DOR/ISL Blinded

• Baseline Oral ART -> DOR/ISL Open Label

HIV ART – DOR/ISL

Colson A, et al; Orkin C, et al. 
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HIV ART – DOR/ISL

Colson A, et al; Orkin C, et al. 

• No impact of DOR/ISL on lymphocyte or 
CD4 counts

• 2 cases of low-level HBV viremia and 2 
acute HBV infections in DOR/ISL arm of 
the BFTAF trial

• DOR/ISL safety/tolerability ~ to 
comparators

• Mean weight change:
• No difference DOR/ISL vs BFTAF:        

-0.03 kg vs 0.28 kg
• Increase after switch from baseline 

ART driven by removal of weight 
suppressing ARVs



HIV ART – ISL/LEN

Vanderveen L, et al

• ISL and LEN can be administered orally weekly
• Some data collected among PWH indicate many prefer weekly therapy
• In a Phase II  trial ISL/LEN QW was non-inferior to BFTAF at 48 weeks
• Resistance profile presented



HIV ART – ISL/LEN

Vanderveen L, et al

• Pre-existing ARV resistance was 
uncommon and all with NRTI and NNRTI 
resistance remained suppressed

• One ISL/LEN participant with viremia that 
started at baseline. 
• No resistance 
• Adequate plasma drug levels
• Resuppressed on ISL/LEN



HIV ART – bNAbs

Ogbuagu O, et al

• A critical mass of long-acting 
agents are needed to craft 
regimens that can be 
administered every 6 months 
along with LEN

• bNAbs can have extended half-
lives

• Some HIV strains not 
neutralized by these antibodies

• Phase 2 trial of LEN plus two 
bNAbs:
• Teropavimab and Zinlirvimab
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HIV ART – bNAbs

Ogbuagu O, et al

• One virologic failure: in LEN+TAB+ZAB arm



HIV ART – bNAbs

Taiwo B, et al

• EMBRACE Trial of bNAb N6LS (IV or SQ with hyaluronidase) plus CAB IM every month 
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Taiwo B, et al



HIV ART – Other new ARVs

§MK-8527 
§ Long acting NRTTI being studied as once a month oral PrEP and 

also as ART for PWH
§VH-184
§ Next generation INSTI with activity against resistant virus

§Others



Complications/
Aging/

Co-morbidities



Complications – Weight

§What we know for sure: 
§ TDF and EFV lead to attenuation of weight gain. 

§ Switch from or stopping of these agents leads to a jump in weight
§ PWH starting ART often gain weight

§ Especially if CD4 cell count is low, HIV RNA is high
§ PWH starting BFTAF or ISL/DOR experienced similar weight gain

§What we don’t know:
§ Does TAF cause weight gain 
§ Do INSTI cause weight gain



Complications – Weight

§ PASO DOBLE
§ Switch in people with 

suppressed VL
§ On different ARV 

regimens but no 
current or prior INSTI

§ TDF at entry:
§ 33% in DTG/3TC arm
§ 37% in BFTAF arm

§ ~50% in each arm on 
NNRTI (EFV)

Martinez. AIDS 2024. Abstr OAB3606LB.
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Complications – Weight

§ PASO DOBLE at CROI 2025
§ Two analyses:

§ Body Compartment Fat using DXA and CTABD

§ Liver Fat Sub-study  

Gregorio S, et al; Pineda J, et al



Complications – Weight

Visceral Adiposity Measurement and Observations Study 
(VAMOS): 
§ How CVD risk differs by BMI and Excess Visceral Abdominal Fat (EVAF)

§ N=170 PWH on ART with suppressed VL
§ BMI 20-40 kg/m2

§ CT scan
§ RESULTS:

While individuals with BMI 30-34.9 kg/m2 had 
the highest prevalence of EVAF (88%), EVAF 
was still present in 47% and 43% of participants 
with overweight and normal BMI, respectively.

Mounzer K, et al



Complications – Weight

§ BRI associated with all cause mortality 
(Very low and very high BRI associated 
with increased risk vs middle range)

§ Better than BMI in assessing VAT 



Complications – Hypertension

§ OPERA Cohort – Among ~10,000 PWH who initiated or switched 
ART with BP <140 SBP and <90 DBP, ART regimen was not
associated with incident hypertension

Lackey P, et al



Complications – Diabetes Mellitus (DM)

§ NA-ACCORD/IeDEA
Cohorts 

§ Incident DM among people 
switching from NNRTI- or PI-
based regimens compared to 
people not switching

Hwang J, et al
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Complications – REPRIEVE Trial

§REPRIEVE Trial [NIH funded, ACTG sponsored] – landmark 
study that found statin in PWH with predicted low to 
moderate risk of CVD prevented CVD and death and 
progression of non-calcified coronary plaque 

§Multiple analyses derived from the trial presented at CROI:
§ Biomarkers and plaque
§ Risk for functional decline 
§ Cognition



Complications – REPRIEVE Trial

§REPRIEVE Mechanistic Substudy
§ Assess the relationship of coronary plaque and indices of inflammation and subclinical 

myocardial injury with Major Adverse CV Events (MACE) and the effects of pitavastatin on 
MACE.

§ 38 participants with MACE and 766 without over 6 years of follow-up

Lu M, et al
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Complications – REPRIEVE Trial

§Physical Function Impairment and Frailty Substudy

Kulik G, et al



Complications – REPRIEVE Trial

§Statin effects on cognition in REPREIVE Trial participants co-
enrolled in HAILO (ACTG neurocognitive study) 
§ N=181: 88 on pitavastatin and 93 on placebo

§

Erlandson K, et al



Complications – Semgalutide

What Semaglutide makes better in PWH:
§ Cardiometabolic Health [Lake J, et al]

§ SLIM-LIVER (ACTG A5371): 51 PWH on ART with MASLD.  
§ Range of inflammatory markers decreased. 
§ 25% reduction of risk of metabolic syndrome and reduced 

VAT and superficial abdominal fat. 
§ Some benefits persisted after cessation of the drug. 

§ Cognition [Atieh O, et al] 
§ RCT among 108 PWH with lipohypertrophy. 

§ Significant improvement in visuospatial score
§ Markers of inflammation (C-reactive protein and sCD163) 

were mediators of effects on visuospatial score.
§ Alcohol abstinence [Crane H, et al]

§ CNICS Cohort: 443 PWH who drank. 
§ AUDIT-C scores dropped. 



Complications – Semgalutide

But there is an innovation lag in semaglutide prescribing
§CNICS Cohort: PWH with ≥1 in timeframe and eligible for 

semaglutide therapy by BMI ≥30 kg/m2 or HbA1c ≥6.5%

Hahn A, et al
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Complications – Letermovir

§ CMV co-infection is 
common in PWH and may 
be a driver of inflammation

§ Letermovir is a CMV 
terminase inhibitor used to 
prevent CMV, mostly in 
transplant recipients

§ ACTG A5383: RCT (N=180) 
of Letermovir to reduce 
markers of inflammation

Gianella S, et al
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Complications – CoRIS Cohort

§ Spanish cohort study 
of >20,000 PWH with 
18 years of follow-up

§ Analysis for:
§ Primary: Severe Non-

AIDS Events (SNAEs) 
like CVD, Cancer, 
non-AIDS/accidental 
deaths

§ Secondary: Other 
comorbidities

García-Ruiz de Morales A, et al



Complications – CoRIS Cohort

García-Ruiz de Morales A, et al



mpox
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§ RCT of tecovirimat for mpox clade II
§ Primary outcome: time to lesion resolution
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§ ACTG A5418
§ RCT of tecovirimat for mpox clade II
§ Primary outcome: time to lesion resolution

Wilkin T, et al

• Tecovirimat did not lead to more rapid clinical improvement or 
reduction in viral shedding 

• Use in treatment of mpox is questionable



MPOX:MPOX

§ JYNNEOS smallpox vaccine used to prevent mpox
§ Concerns regarding duration of protection
§ Whether PWH have less of a response to the vaccine

§ All Ireland Infectious Diseases Cohort Study:
§ 122 vaccinated people
§ 13 people who had mpox (no prior vaccination)

Byrne J, et al

Mpox infectionVaccination

HIV+
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MPOX:MPOX

§ JYNNEOS smallpox vaccine used to prevent mpox and has been found to be 
protective and attenuate disease when breakthrough occurs
§ Concerns regarding duration of protection
§ Whether PWH have less of a response to the vaccine

§ All Ireland Infectious Diseases Cohort Study:
§ 122 vaccinated people
§ 13 people who had mpox (no prior vaccination)

Byrne J, et al

Mpox infectionVaccination

HIV+
HIV-

• After JYNNEOS vaccination antibodies wane over 2 years more 
quickly compared to infection

• PWH have more rapid decline in antibodies post-vaccination



Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/

