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Learning Objectives

After attending this presentation, learners will be able to:

▪ Compare and contrast options for preexposure prophylaxis 

(PrEP) and monitor patients on PrEP appropriately

▪ Describe the risks and benefits of starting patients with viremia 

on long-acting antiretroviral therapy

▪ Identify the consequences of funding losses to HIV programs in 

the US and globally
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Outline

• HIV Prevention

• HIV Treatment

• Policy
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What’s new in HIV Prevention
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The HIV Biomedical Prevention Landscape 

TDF/FTC
TAF/FTC Cabotegravir Lenacapavir
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Guidelines changes

TDF/FTC
TAF/FTC
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“TAF/FTC is now recommended for the 
prevention of HIV acquisition from vaginal 
exposures for those in whom TDF/FTC is 

contraindicated or undesirable”

PURPOSE 1: 39 incident infections in the F/TAF arm.
TFV-DP measures in dried blood spots in 37/39 
of the incident cases. 35/37 with suboptimal or 
nonadherence. Of the two with high adherence, one had 
significant resistance (K65R + M184I)

Kiweewa et al, Adherence to F/TAF in cisgender women prevents HIV with low risk of resistance or diagnostic delay. CROI 2025, Abstract 194
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LEN for PrEP: The gift that keeps on giving…

PURPOSE 1 
• 193 pregnant women on LEN 

(vs 208 on F/TAF and 95 on 
F/TDF)

• No transmissions on LEN (vs 4 
and 1 respectively)

• Pregnancy outcomes were 
balanced and within norms for 
the population (live births, 
losses and congenital 
abnormalities)
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Lenacapavir for PrEP in youth, ages 16-25

Gill K et al, IAS 2025 Abstract OAC0503 Slide 11

Monitoring on PrEP

TDF/FTC
TAF/FTC Cabotegravir Lenacapavir
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CDC Clinical Guidance for PrEP
last update 2/10/2025

• Repeat HIV antigen/antibody and HIV-1 RNA tests at least every 
three months

• For those on injectable medications, test for HIV with Ag/Ab and 
HIV-1 RNA assays at month 1 and at least very 2 months starting in 
month 3

https://www.cdc.gov/hivnexus/hcp/prep/index.html, Accessed 11/12/2025
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• Oral PrEP user cohort 
from the HealthVerity 
database 12/2018-
8/2023 with linked 
laboratory data

*2021 CDC Guideline Update

May 5, 2025
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Pre CDC guidelines change Post CDC guidelines change

HIV RNA testing rate 14% 38%

Positivity rate of f/u Ag/Ab testing 0.03% (0.01 - 0.06) 0.04% (0.01 – 0.07)

Positivity rate of f/u RNA testing 1.39% (0.88 – 1.91) 0.22% (0.12 – 0.32)

False positive rate HIV RNA f/u 0.00% (0.00 – 0.27) 0.06% (0.02 – 0.14)

PPV HIV RNA f/u 100% (73.5 – 100) 66.7% (34.9 – 90.1)

Number needed to test 8226-9900 pts to detect 1 
additional diagnosis earlier with 
HIV RNA testing than with Ag/Ab 
testing alone. None actually seen

HIV RNA testing did NOT provide additional value to Ag/Ab testing during 
routine follow-up of oral PrEP users. 

*and should NOT be used for injectable PrEP users either who have even lower rates of 
seroconversions
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“RNA testing for routine monitoring for PrEP 
failure is not recommended [for 

lenacapavir].”
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“Follow-up testing for cabotegravir PrEP breakthrough 
infections should not routinely include HIV RNA testing but 
should include a point-of-care rapid HIV antibody test and a 
laboratory-based antigen antibody test. RNA testing as part of 
routine monitoring for PrEP failure is not recommended 
because such testing has a low positive predictive value and 
false-positive results have significant negative sequelae.”
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On the horizon

• Phase 1 clinical trial of 2 
formulations of Intramuscular LEN 
(5g in 5 vs 10% EtOH)

• Population PK modeling used to 
determine the dose to develop for 
the Phase 3 trial (3g)

• May need an oral loading dose

• Well tolerated
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New Agents for PrEP

MK8527

• NRTTI (like islatravir)
• Once monthly oral agent
• Phase IIa study of 3 different doses 

MK-8527 in adults at low risk of HIV 
exposure

• Well-tolerated with good safety 
profile 

• Phase 3 trials (EXPrESSIVE-10, -11) 
of 11 mg MK-8527 vs F/TDF 
underway
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• 2012 – 2022: 
• PrEP coverage increased from 0.6% 

to 26.3% across the US (DC 0.6% to 
48.3%)

• Diagnosis rates decreased from 13.0 
to 10.6 /100,000 population

• Divided states into quintiles of PrEP 
coverage  and evaluated estimated 
annual percent change in HIV 
diagnoses

PrEP WORKS

Slide 20
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What’s new in HIV Treatment

Slide 21

BREATHER-PLUS: 
Short cycle therapy is inferior to continuous therapy in 

adolescents living with HIV

Kekitiinwa A, et al, IAS 2025 Abstract OAS0104LB Slide 22

The Promise of Long-Acting ART

ACTG A5359  LATITUDE: Long-acting Cabotegravir + Rilpivirine vs. 
Oral ART in People Living with HIV with Adherence Challenges

Slide 23

Secondary Outcomes LA CAB/RPV Oral ART Difference (%)

Virologic failure (n, %) 6 (7 %) 28 (25%) -18.2 (-31.1 to -5.4)

Treatment-related failure (n, %)
• Viral failure
• Treatment discontinuation 2/2 AEs

9 (9.6 %)
6
3

29 (26%)
28
1

-16.6 (-29.9 to -3.3)

Patients randomized to LA CAB/RPV vs continued oral therapy once VL < 200. Stopped early by the 
DSMB. 17% of patients randomized to LA CAB/RPV arm actually had VL > 200 at the time of medication 

start, one-third with VL > 10,000 copies/cc

Rana et al, Abstract 212, CROI 2024
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• 361 pts initiated on LA-ART in this urban safety net population with 
significant barriers to care, 

• 88 (22%) with viremia
• 51% food insecurity, 35% housing instability, 25% unmet transportation needs
• 51% with CD4<200, median VL 4.0, 16% with VL > 5 log , 46% with prior Ois
• 9 perinatal infection

• 69% CAB/RPV, 27% with CAB +/- RPV + LEN, 4% CAB +/-RPV + LEN + IBA

Colasanti, CROI 2025 Slide 24

Results

• 2 lost to follow-up 
• 98% on time injections 

for CAB/RPV, 100% on 
time for LEN and IBA 

• 92% with VS
• 2 with LLV (50-200 

copies/cc)
• 2 with VL >200 and no 

resistance
• 2 with VF with resistance

• Both with dual class 
resistance (NNRTI + INSTI)
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Broadly Neutralizing Antibodies (bnAbs)

Slide 26
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Broadly neutralizing Abs: EMBRACE

*recombinant human hyaluronidase PH20

*

Griesel, EACS2025 PS09.1
Slide 27

• The N6LS product, whether 
administered IV or via SC  
injection with IM CAB was safe, 
well tolerated, and acceptable 
in this Phase IIb study
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Broadly Neutralizing Antibodies (bnAbs)

Slide 29
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LEN + teropavimab (TAB) + zinlirvimab (ZAB)

Ogbuagu, EACS 2025, Abs PS09.2

Key inclusion/exclusion criteria
• Age 18-65
• VL<50 x 12 months +
• Stable oral ART for 12 months
• CD4>=200 cells/mm3
• No HBV infection
• Pheno susc to TAB, ZAB

LEN 927 mg sc q6m + 2550 mg IV TAB q6m + 2550 mg IV ZAB q6m
n=53

stable baseline oral therapy
n=27

Wk 26 Wk 52

• Well-tolerated, 36 pts in the LEN/TAB/ZAB arm with ISRs to LEN, mostly Grade I
• No infusion related reactions
• 3 virologic failure in LEN/TAB/ZAB arm, none in oral therapy arm

Slide 30

Assessment of Participants With Virologic Rebound 

• Matching characteristics of all 3 participants: male, HIV-1 subtype B, weight >100 kg, lower 
bNAb exposure, experienced confirmed late virologic rebound late during dosing interval

Ogbuagu. EACS 2025. Abstr PS09.2.

Parameter Participant 1 Participant 2 Participant 3

Baseline BMI, kg/m2 30.8 38.3 36.3

Baseline weight, kg 109 143 118

Time of rebound Wk 24 Wk 50 Wk 50

LEN Ctrough 4th percentile 13th percentile 66th percentile

TAB Ctrough 25th percentile 18th percentile 12th percentile

ZAB Ctrough 37th percentile 18th percentile 6th percentile 

Baseline TAB susceptibility IC90, μg/mL 1.53 0.08 0.36

Baseline ZAB susceptibility IC90, μg/mL 0.72 0.09 0.17

Slide adapted from Clinical Care Options
Slide 31

What could get in our way?

Slide 32
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Modeled impact on HIV incidence and excess infections under three conditions between now and 2030

Slide 33

• Cessation of PEPFAR-funded 
PrEP for one year will prevent 
719,000 + people from 
accessing PrEP across 28 sub-
Saharan African countries

• This could lead to 6671 new 
infections during 1 year and 
10,313 additional (secondary) 
infections over the next 5 years

Stone, IAS2025, OAS0103LB
Slide 34

Conclusions
• There are several options for PrEP (oral and long-acting) that can 

be used across multiple populations and monitoring only requires 
routine testing which prevents over-medicalization and barriers to 
care

• Longer acting oral agents are promising as are longer acting 
preparations of LEN

• Long acting injectable therapy offers new hope for patients for 
whom oral therapy is difficult.

• Pairing injectable ARVs with bnAbs has promise
• Science has allowed us to have options to end the epidemic but 

all this is at risk with recent policy changes that affect access in 
the US and worldwide.
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Q and A Session
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