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Learning Objectives

After attending this presentation, learners will be able to:
¢ Summarize treatment options for people with HIV
¢ Describe interventions to reduce cardiovascular disease in people
with HIV
¢ Explain new approaches to prevention of HIV and sexually
transmitted infections
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Antiretroviral (ARV) Drugs for Treatment and
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2024 Recommendations of the International
Antiviral Society—USA Panel
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Find the 2024 IAS-USA ARV Guidelines

Article Online

* Freely accessible for 1 month
by subscription or by signing
up for a free account:
https://jamanetwork.com/journ
als/jama/fullarticle/2827545

Gandhi, Landoviz, Sax, et al. JAMA, 2024,

2024 IAS-USA ARV Guidelines: Selected Updates

.

When to start antiretroviral therapy (ART)

Initial antiretroviral therapy regimens

When and how to switch ART regimens

Weight gain and cardio-metabolic complications

Biomedical prevention of HIV and sexually transmitted infections
(STIs)

Equity in HIV treatment and prevention

Gandhi, Landovitz, Sax, et al. JAMA, 2024,
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Case

* 50 yo woman with hypertension is tested for HIV

* HIV 4th generation antigen/antibody and confirmatory tests are positive

* CD4 cell count 500; HIV RNA 500,000 copies/mL

* She asks you the following questions:

* When should | start treatment?

* What should | be treated with?

* What should | do to remain healthy?

7
Dramatic Decline in Mortality Among People
Entering HIV Care
it G W o e
* Adults entering HIV care in the US B Pl
between 1999 and 2017 (n=82,766) o
15
« Difference in 5 year mortality ; \./q\
between people with HIV (PWH) gm "““ Soear moralty
fference between
and general population decreased 3 general population
over time o \‘ cre betweon 200
COCGOG0000000  and2017:2.7
* Likely because of earlier initiation of percentage points
therapy, improved treatment 2000 2004 2008 2012 2016
Year of Entry Into Care
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Initial Antiretroviral Therapy (ART):
When and What to Start

IAS-USA Recommendations 2024
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“When should | start treatment?”

HIV Therapy Recommended Regardless of CD4: START

Number of Serious Events

Adults with HIV and CD4 >500 100

I Deferred ART (n=2359)
B immediate ART (1=2326)

Randomized to immediate or deferred
ART (CD4 <350)

AIDS and non-AlIDS related events less

frequent in in immediate-ART group

Number of Events

9-year follow-up: excess risk of
delaying therapy diminished after ART

initiation, but some excess risk

Composite AIDS- Non-AIDS
. dpoint Related Related
persisted T componens
(Serious Events)
INSIGHT START Study Group. N EnglJ Med. 2015; NEJM Evidence, 2023

When to Start ART:

Opportunistic Infections (Ol) and Cancers

ART initiation recommended within 2 weeks of initiation of treatment for most Ol

Active TB without meningitis: ART should be initiated within 2 weeks after
initiation of TB treatment, especially for those with CD4 <50/uL

TB meningitis: steroids and TB treatment should be initiated immediately; ART
initiation recommended when meningitis is under control (clinical and CSF
improvement); generally, within 2 to 4 weeks

Cryptococcal meningitis: ART initiation recommended when meningitis under
control, usually 2 to 4 weeks after starting antifungal therapy

Initiation of ART is recommended immediately in setting of a new diagnosis of
cancer with attention to drug-drug interactions

Gandhi, Landoviz, Sax, et al. JAMA, 2024,
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Recommended Initial ART for Most People With HIV

“What should | be treated with?”

= Bictegravir (BIC)/TAF/FTC
= Dolutegravir (DTG) plus TXF/XTC (TXF: TAF or TDF; XTC: FTC or 3TC)

= DTG/3TC: only if HIV RNA <500,000 copies/mL, if 3TC resistance not
present, and if HBV coinfection not present; not for rapid start

Gandhi, Landovitz, Sax, et al. JAMA, 2024,
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HIV and Pregnancy

Person with HIV who: Options
Trying to conceive or pregnant « Preferred: DTG + TAF/FTC (TDF if TAF not
and no previous ART available)

« Alternatives: BIC/FTC/TAF; ritonavir-
boosted darunavir (DRV) (twice daily) +

TXF/FTC
Becomes pregnant while on « Continue BIC/FTC/TAF
suppressive, well tolerated ART
Received prior injectable * Ritonavir-boosted DRV + TXF/XTC
Cabotegravir (CAB) for PrEP
On CAB/Rilpivirine (RPV)-LA * Switch to recommended 3-drug ART
Gand, Landoviz, Sax, et al. JAA, 202
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Bictegravir During Pregnancy

Antiretroviral Pregnancy Registry (January 2024)

*+ 539 live births with first trimester exposure: Anomaly risk 4.3% (95% Cl: 2.7%, 6.3%)
* US population comparators 2.7 - 4.2%

Pharmacokinetics during Pregnancy and HIV Suppression:

Powis, et al. IMPAACT P2026 (n=27) Zhang, et at. (n=33)

'AUC (vs postpartum) & 56%* 4 59%
C24h (vs postpartum) L 71%* L 71%
C24h (vs nonpregnant) L A1%
HIV suppression (<20) 90% suppressed at delivery 100%
Infant transmissions 0 0

*Reflect paired data

BIC levels lower during pregnancy but exceed levels anticipated to inhibit HIV

S courtcyof RaeshT e, Vit sk et O, e Clrimetn, Kl B, s e Momper
1 ontuares Fherval, M.« A1 i a1 Mo oscartation A st s, B Btegrins

U ooy comrmsfenc-sammary . Adcsse 3728 Powts X, o 5 CREI T2, Seute, W, At T3 Phar 1, . A5, 28243801 LS.
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Recommended ART During TB Treatment

* TXF/XTCis recommended with 1 of the following:
= DTG 50 mg once daily during TB preventive therapy with 3HP (Isoniazid
+ Rifapentine weekly for 3 months)

= DTG 50 mg twice daily during TB preventive therapy with 1HP (Isoniazid
+ Rifapentine daily for 1 month)

= DTG 50 mg twice daily during treatment for active TB with rifamycin
(e.g. rifampin)-containing regimen
= Efavirenz 600 mg daily

Gandhi, Landovitz, Sax, et al. JAMA, 2024,
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Switching ART in Setting of Virologic Suppressio

* PWH with virologic suppression on regimens that contain a boosted Pl and 2

Gandh

nRTIs can be switched to DTG plus TXF/XTC or BIC/FTC/TAF regardless of known
or likely prior nucleoside reverse transcriptase (NRTI) resistance and provided
there is no history of INSTI resistance

Injectable CAB-LA plus RPV-LA recommended for persons who experience stigma
or other adverse consequences of taking pills daily, or who prefer injectable
therapy over oral daily therapy

= About 1% risk of developing virologic failure and resistance with CAB/RPV LA

CAB-LA + RPV-LA not recommended in individuals with documented or
suspected resistance to either agent; or with HBV (unless HBV active drug added)

Landovitz, Sax, etal. JAMA, 2024,
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Differance  Nominal 98.75% CI

Does CAB/RPV Have a Role in People with Adherence Challenges?

LATITUDE (AIDS Clinical Trials Group A5359)

Regimen Failure

38.5%

Cumative Probabitty

Difference
145% (-29.8%, 0.8%) -18.2%

Virologic Failure

Nominal 98.75% C1
(-31.1%, -5.4%)

254%

CABIRPV-LA  SOC

Treatment-related
Failure

Differonce  Nominal 98.75% CI

46.6%  (-20.9%, -3.3%)

26.2%
9.6%

CABRPVAA  SOC

* PWH with difficulties adhering to oral ART received oral standard of care (SOC) ART with
conditional economic incentives until they achieved virologic suppression

* Then randomized to monthly CAB/RPV LA vs. oral daily SOC ART

Considering all
endpoints
together,
CAB/RPV

superior to daily
oral ART

17

CAB/RPV in People with HIV Viremia

Does CAB/RPV Have a Role in People with Adherence Challenges?

Setting/Ref Particil Results Follow-up
San Francisco, Ward 86 |+ N=57 VS: 95% Median
Gandhi M, Ann Int Med, 2023 * Mean VL 15,850 | New resistance: NNRTI | injections 7

(1), INSTI (1) (2-18)
OPERA Database (US) * N=93, VL>200 VL <200: 90% 7.4 mo
* Median VL 15,850 | Resistance not specified | (IQR 3.9,
Hsu R, IDWeek, 2023
10.9)
Mississippi * N=12 VS: 100% 1-17 mo.
Brock J,CID, 2023 * Mean VL 153,000

VS: viral suppression

18

The Annual IAS-USA Washington, DC Virtual Course: Update on HIV Medicine Emerging Challenges, December 3, 2024

Page 6



IMPAACT 2017/MOCHA: Switching to LA CAB + RPV in
Adolescents With HIV

* Adherence to daily oral ART can be difficult for
adolescents with HIV (AWH)

* AWH, virologically suppressed (n=144)

* US, Uganda, Botswana, South Africa, Thailand
* Single arm study: participants switched to CAB/RPV

* Median age: 15 y. Vertical HIV acquisition: 92%

* Virologic suppression maintained in 94% at week 48

* No virologic failures

* 100% of participants preferred CAB/RPV LA over daily
oral ART

19

JAMA, March 1, 2024
Letters When supported by intensive follow-up

COMMENT & RESPONSE

and case management services, injectable

Updated Treatment Recommendation on Use of

Cabotegravir and Rilpivirine for People With HIV CAB-RPV may be considered for people

From the IAS-USA Guidelines Panel with viremia who meet criteria below:
::J:,E.,::‘}"::m,m,un @ Unable to take oral ART consistently
o e 0 A ettt Cudeings Pane despite extensive efforts, clinical

support

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

@ Virus susceptible to both CAB and RPV

20

Persistent Low-level viremia on ART: HIV RNA 20-200

« Assess adherence. e.g., pharmacy refills

« Consider drug interactions. e.g., multivalent cations (Ca, Mg, Fe, Zn) impair
absorption of integrase inhibitors

* Intercurrent illness: viremia should be transient, not sustained

* Malabsorption: rare

« If persistent and other possibilities excluded, low level viremia may be due to
release of virions from reservoir without ongoing replication

« Changing or adding ARVs does not reduce low level viremia®

* Do not change medications just for low-level viremia

1Gandhi RT et al, PLoS Med, 2010

22

The Annual IAS-USA Washington, DC Virtual Course: Update on HIV Medicine Emerging Challenges, December 3, 2024 Page 7



What is role of proviral genotyping when considering a switch?

* Assesses resistance associated mutations in HIV DNA provirus

*  >90% of HIV proviruses are defective/not replication competent

* Inone study?, only 50% of PWH with historical M184V mutation had it
detected on proviral genotyping (low sensitivity)

* In PWH on suppressive ART who had longitudinal testing, =1/2 of resistance
mutations had variable detection (detected at 1 time point, not another)?

* Proviral genotyping not validated.

*  When | send test (rarely), interpret it cautiously: if mutation is detected,
usually take it into account when selecting new regimen; if mutation is not

detected, doesn’t exclude its presence

Margot N et al, J Antimicrob Chemother, 2020; 2D'Antoni ML et al. CROI 2024 #695.

23

"What should | do to remain healthy?”

24

Despite Our Current Era of Excellence in Treating HIV,

Mortality Gap Remains

o BIDRA ..}

its Entering Human

The “GAP” { i

Calondar Pesicd

« Study of 83,000 adults entering
HIV care in North America

* Mortality gap between people
with HIV and similar individuals
without HIV is decreasing but has
not fully closed

Edwards JK et al, Clinical Infectious Diseases. 2022
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Potential Reasons for Mortality Gap

Social determinants of health, including poverty, High pre-ART CRP levels correlated

inequitable access to care, substance use disorder, with high on-ART levels
smoking 20 1=0.48,p<0.001 44
35+
* Persistent inflammation 3
25 0] .
5
* High levels of inflammation before ART correlate - ; 254a
g .
with high levels while on ART (“immune 20
dysregulation legacy effect”) 154

15 20 25 30 35 40

logue{ngimL)
Pre-ART

* Excess inflammation linked to comorbidities,

including cardiovascular disease (CVD)

26

Weight Gain: ART Considerations

* Weight gain common after ART initiation; may represent “return to health”

+ INSTI and TAF-based regimens associated with greater weight gain than regimens
containing TDF or Efavirenz (EFV)

* Weight gain more common in women and Black people; mostly occurs during
first year of ART initiation or switch

* Exposure to EFV or TDF associated with less weight gain

* Changing regimens because of weight gain is not recommended
« DEFINE trial: switching to TAF/FTC/DRV/cobi did not result in weight loss
* ACTG Do-IT study (doravirine switch): ongoing

28

Which PWH should receive a statin? REPRIEVE

* People with HIV over age 40 who have ASCVD >5% should receive a statin

(pitavastatin, atorvastatin, rosuvastatin) — strong recommendation

* People with HIV over age 40 and ASCVD <5% should be counseled about
potential benefit of statin, especially if prolonged untreated viremia, low

CD4 cell count, previous use of older ARVs associated with

cardiometabolic complications

* PWH who have diabetes should receive a statin

Gandhi, Landovitz, Sax, et al. JAMA, 2024,

29
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GLP-1 receptor agonists in People with HIV

* ACTG study (SLIM-LIVER): In PWH and metabolic dysfunction-associated steatotic liver
disease (MASLD), semaglutide reduced intra-hepatic fat; 29% had resolution of MASLD

* In randomized phase 2b study in people with HIV-associated lipohypertrophy,
semaglutide reduced abdominal and total body fat; lean body mass went down (5.7%)

* In both trials, the maximum dose of semaglutide (1 mg weekly) was lower than the
dose approved for diabetes and weight loss (2.0 and 2.4 mg weekly, respectively)

« Additional data needed on safety and efficacy of higher doses of semaglutide in PWH;
lean body mass reductions may be problematic in people with lipoatrophy, sarcopenia

* For now, | recommend GLP-1R agonists for people with HIV who have approved
indications (diabetes, obesity) while awaiting additional data for other conditions

Lake J, Ann Int Med, 2024; Eckard AR, Lancet Diabetes Endocrinol, 2024

30

Biomedical Prevention of HIV and STls

IAS—-USA Recommendations 2024

31

Lancet, April 1, 2022
Cabotegravir for the prevention of HIV-1in women: results

Cabotegravir for HIV Prevention in Cisgender Men from HPTN 084, a phase 3, randomised clinical trial
and Transgender Women
MSM/TGW: Compared with TDF/FTC, 66% Women: Compared with TDF/FTC, 88%
reduction in HIV infection with CAB reduction in HIV infection with CAB

Incadem HIV infecsion

32
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Recommendations for HIV PrEP

Type of Exposure Daily TDF/FTC On-Demand Daily TAF/FTC | Every other month
TDF/FTC IM CAB-LA
Insertive anal sex (] (] (] (]
Receptive anal sex ) o (] o
Receptive vaginal sex o (]
Receptive neovaginal sex [ )
Injection drug use only Q
Pregnant and
breastfeeding people 0 9
Individuals with reduced
CrCl (30-60 mL/min) or
who have osteopenia or ° °

osteoporosis

Gandhi, Landoviz, Sax, et al. JAMA, 2024,
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Lenacapavir (LEN) for HIV Prevention
* PURPOSE-1

LEN: 96% reduction in HIV compared with

Twice yearly subcutaneous LEN;

* 5340 cis-gender women in Africa 2 of 2179 particij receiving LEN acquired HIV.

background incid ; 89% reducti p

daily oral FTC/TAF; daily oral with oral FTC/TDF

FTC/TDF
No cases of HIV in LEN group

* PURPOSE-2
* 3271 Cis-gender MSM,
transgender people and gender
binary people
 Twice yearly LEN or daily TDF/FTC

Gail-Bekker L et al, NEIM, 2024; Kelley C et al, R4P 2024

34

Recommendations for Lab Monitoring while on HIV PrEP

At initiation of PrEP, HIV screening should include HIV RNA test and lab-based

antigen-antibody test

* For monitoring while receiving PrEP, rapid HIV antibody test and lab-based
antigen/antibody test, not routine RNA testing, is recommended
= Positive HIV RNA may represent a false positive test; low predictive value

* Diagnosis of HIV in setting of PrEP failure can be challenging, particularly when
using long-acting CAB: delayed and inconsistent detection of viremia, antigen and
antibodies, termed “LEVI” (long-acting early viral inhibition)

* Discordant or difficult- to- interpret HIV test results should be discussed with

experts, including at PrEP Warmline at the US National Clinician Consultation

Center at 1-(855)-HIVPrEP

Gandhi, Landovitz, Sax, et al. JAMA, 2024, i
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Recommendations for doxyPEP to prevent bacterial STIs

* Doxycycline 200 mg taken after condomless anal or oral sex is recommended
for gay, bisexual and other MSM and transgender women who have had a
bacterial STl in the past 12 months

DoxyPEP is also recommended for MSM and TGW who have a high likelihood of
exposures to STIs even if they have not had a recent STI

Pharmacokinetic modeling suggests doxyPEP is effective for vaginal exposures
and is recommended on a case-by-case basis for cisgender women who have
HIV exposures

Doxycycline should be taken as soon as possible after condomless sex and not
more than 72 hours after exposure

Gandhi, Landoviz, Sax, et al. JAMA, 202,
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Other Key Sections:
Lab Monitoring;
Substance Use Disorders and HIV;
Future Directions

IAS—-USA Recommendations 2024

Promoting Equity in HIV Treatment and Prevention

* Despite a 39% reduction in new HIV diagnoses globally, new HIV infections are
still on the rise in eastern Europe, Central Asia, Latin America, the Middle East,
and North Africa.

In the US, HIV disproportionately affects Black and Hispanic people, those who
live in the Southern US, cisgender gay and bisexual men and transgender
individuals, and people who use drugs

Concern is growing that new treatment and prevention options are not being
made available to those who need them most here in the US and around the
world

We must redouble our efforts to reduce disparities and address inequities to
realize the promise of ending the HIV epidemic

Gandhi, Landovitz, Sax, et al. JAMA, 2024,
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World AIDS Day, 201.
... [We] should be at the forefront of new discoveries
into how to put HIV into long-term remission without

requiring lifelong therapies -- or, better yet, to eliminate it
completely.

Patient: One day I'd love to say, “l used to have HIV.”

39

s
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UPCOMING VIRTU,

The 2024 IAS-USA Guidelines: Antiretroviral
Drugs for Treatment and Prevention of HIV
in Adults

December 12, 2024
10:00 AM - 2:30 PM PT

REGISTRATION IS FREE
AND OPEN TO ALL

Q and A Session

The Annual IAS-USA Washington, DC Virtual Course: Update on HIV Medicine Emerging Challenges, December 3, 2024 Page 13


https://www.google.com/url?q=http://www.upi.com/Top_News/US/2013/11/28/Obama-AIDS-free-generation-within-our-reach/UPI-10851385627400/&sa=U&ei=8U-CU-jPLNO2yATC4oGoBQ&ved=0CC4Q9QEwAA&usg=AFQjCNFYazmuyaKZm-_MT9IyAfXyYeIq2A

	Slide 1:  Treating and Preventing HIV:  Updates From the IAS–USA Guidelines 
	Slide 2: Financial Relationships With Ineligible Companies (Formerly Described as Commercial Interests by the ACCME) Within the Last 2 Years
	Slide 3: Learning Objectives
	Slide 4: Antiretroviral (ARV) Drugs for Treatment and Prevention of HIV Infection in Adults:  2024 Recommendations of the International Antiviral Society–USA Panel
	Slide 5: Find the 2024 IAS–USA ARV Guidelines Article Online
	Slide 6: 2024 IAS–USA ARV Guidelines: Selected Updates
	Slide 7: Case 
	Slide 8: Dramatic Decline in Mortality Among People Entering HIV Care
	Slide 9: Initial Antiretroviral Therapy (ART): When and What to Start
	Slide 10: HIV Therapy Recommended Regardless of CD4: START 
	Slide 11: When to Start ART:  Opportunistic Infections (OI) and Cancers
	Slide 12: Recommended Initial ART for Most People With HIV
	Slide 13: HIV and Pregnancy
	Slide 14
	Slide 15: Recommended ART During TB Treatment
	Slide 16: Switching ART in Setting of Virologic Suppression 
	Slide 17: Does CAB/RPV Have a Role in People with Adherence Challenges? LATITUDE (AIDS Clinical Trials Group A5359)
	Slide 18: Does CAB/RPV Have a Role in People with Adherence Challenges? CAB/RPV in People with HIV Viremia
	Slide 19: IMPAACT 2017/MOCHA: Switching to LA CAB + RPV in Adolescents With HIV
	Slide 20
	Slide 22: Persistent Low-level viremia on ART: HIV RNA 20-200
	Slide 23
	Slide 24
	Slide 25: Despite Our Current Era of Excellence in Treating HIV, Mortality Gap Remains
	Slide 26
	Slide 28
	Slide 29: Which PWH should receive a statin? REPRIEVE
	Slide 30
	Slide 31: Biomedical Prevention of HIV and STIs
	Slide 32
	Slide 33: Recommendations for HIV PrEP
	Slide 34: Lenacapavir (LEN) for HIV Prevention
	Slide 35: Recommendations for Lab Monitoring while on HIV PrEP
	Slide 36: Recommendations for doxyPEP to prevent bacterial STIs
	Slide 37: Other Key Sections:  Lab Monitoring;  Substance Use Disorders and HIV;  Future Directions
	Slide 38: Promoting Equity in HIV Treatment and Prevention
	Slide 39
	Slide 40
	Slide 41: Q and A Session 



