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Objectives

= |dentify patients at risk for HIV acquisition who may
benefit from pre-exposure prophylaxis (PrEP)

= Review national data on PrEP utilization

= Discuss steps to counsel and provide PrEP to patients at
high risk for HIV

= Understand short and long acting PrEP indications,
prescribing, and monitoring




CASE: Mary

Mary is a 45 yo elementary school teacher. She identified as bisexual.
She is currently in a long-term relationship with a male partner but
reports casual female and male partners with 3+ over the last year. She
has had 2 documented STls in past 2 years (chlamydia and gonorrhea).
Rarely uses condoms with her partners and engages in oral, receptive
vaginal sex. She last tested negative for HIV 3 months ago. She has no
other medical issues. She is at the clinic today without concerns and is
requesting routine STI testing?

Discussion:

- What questions do you have for Mary?

- How would you counsel Mary on ways to reduce her risk for sexually
transmitted infections?
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Pre-exposure Prophylaxis

PrEP IS AN HIV PREVENTION METHOD IN WHICH
PEOPLE WHO DO NOT HAVE HIV INFECTION
TAKE A PILL DAILY or INJECTION EVERY 2 or 6 MONTHS
TO REDUCE THEIR RISK OF BECOMING INFECTED

http://aids.gov/hiv-aids-basics/prevention/reduce-your-risk/pre-exposure-prophylaxis/




Why PrEP?

= Estimated 50,000 new HIV infections each year in the US
= No cure
= No effective vaccine yet

= |n multiple studies, there is a significantly decreased risk of HIV
acquisition in those who took PrEP consistently

Transmission  Effectiveness

Route Estimate Interpretation

Sexual ~99% Very high levels of adherence to PrEP ensures maximum effectiveness.

Injection 74% - 84% These estimates are based on tenofovir alone and not necessarily when taken daily.
drug use The effectiveness may be greater for the two-drug oral therapy and if used daily.

CDC.gov. PrEP FAQs. Available at https://www.cdc.gov/hiv/clinicians/prevention/prep.html. Accessed 12.15.2019.



https://www.cdc.gov/hiv/clinicians/prevention/prep.html

The South accounted for more than half (52%) of HIV diagnoses
in 2022.
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Top Ten States by Number of New HIV Diagnoses (Adults and Adolescents), 2022

Click on the buttons below to see number or rate of new HIV diagnoses:

State New HIV Diagnoses, Number (%)
Texas 4,896 (13%)
California 4,856 (13%)

Florida 4,290 (11%)
Geargia 2,511 (7%)

New York 2,226 (6%)

North Carolina 1,353 (4%)

lllinois 1,306 (3%)

New Jersey 1,090 (3%)
Pennsylvania 954 (3%)
Arizona/Tennessee (tied) 860 (2%) / 860 (2%)
Subtotal 25,202 (67%)

U.S. Total 37,601 (100%)

. Accessed 9/24/24.

éAEt.rl; 4*:;”&;3“3::,‘;:&% KFF. The HIV/AIDS Epidemic in the United States: The Basics. Available at
ourneds
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Opt-out Testing HIV

= |n 2006, the CDC issued guidelines
advocating routine voluntary HIV
screening of all patients aged 13 to 64
years as a normal part of medical care,
without the need for signed consent or
counseling:

= On July 1, 2015, a Florida law went into
effect that removed need for written
consent for HIV testing in healthcare
settings

CDC defines opt-out
@ screening as: “Performing
HIV screening after
notifying the patient that
1) the test will be performed and
2) the patient may elect to decline or
defer testing. Assent is inferred
unless the patient declines testing”
[Branson, Handsfield, et al. 2006

-
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Who Needs More Targeted Screening?

= Screen
= All patients seeking treatment for STls during each visit for a new
complaint
= Pregnant women — entry into care and third trimester, at delivery if
Indicated

= Screen at least annually

= Intravenous drug users and their sex partners
= People who exchange sex for money or drugs
= Sex partners of people with HIV infection

= Men who have sexual contact with men or heterosexuals who have or
who their sex partners have had more than one sex partner since their
most recent HIV test




HIV Testing
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HIV Transmissions in the United States, 2016

% of People with HIV  Status of Care s: ;zl:?ﬁ:::rrr::;iuny
15% Didn't know they had HIV 38%
23% Knew they had HIV but weren't in care 43%
1% In care but not virally suppressed 20%
51% Taking HIV medicine and virally suppressed 0%

https://files.hiv.gov/s3fs-public/HIV-National-Strategic-Plan-2021-2025.pdf




Discussion

What are the barriers to understanding our
patients/clients risk for HIV?

How can we overcome these challenges?




-
U.S. Preventive Services JAMA June 11, 2019 Volume 321, Number 22
TASK FORCE

Final Recommendation Statement
Prevention of Human Immunodeficiency Virus (HIV) Infection: Preexposure Prophylaxis

Recommendations made by the USPSTF are independent of the U.S. government. They should not be construed as an official position of the
Agency for Healthcare Research and Quality or the U.5. Department of Health and Human Services.

Recommendation Summary

Population Recommendation Grade
(What's This?)
Persons at high risk of HIV The USPSTF recommends that clinicians offer preexposure prophylaxis (PreP)
acquisition with effective antiretroviral therapy to persons who are at high risk of HIV
acquisition.

AETC /T\u)s Edugution g
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= The Centers for Disease Control and Prevention
(CDC) recommends all sexually active adult and

DC
adolescent patients receive information about ',’/,/}/’/j
PP T —.

CONTROL AMD PREVENTIO M

= “Any licensed prescriber can prescribe PrEP.
Specialization in infectious diseases or HIV
medicine is not required. In fact, primary care
providers who routinely see people at risk for HIV
acquisition should consider offering PrEP to all
eligible patients.”




FDA-Approved Medications for PrEP

Oral medications for PrEP —one pill once a day

=  Emtricitabine (F) 200 mg combined with tenofovir disoproxil fumarate (TDF) 300 mg (F/TDF)
= brand name Truvada
=  Approved 2012

= Emtricitabine (F) 200 mg combined with tenofovir alafenamide (TAF) 25 mg (F/TAF)
= pbrand name Descovy
=  Approved 2019

Intramuscular Preparation

= 600 mg of cabotegravir(Apretude) injected into gluteal muscle every 2 months
=  Approved 2021

Subcutaneous Preparations

= Lenacapavir (Yeztugo) Subcutaneous injections every 6 months
=  Approved 2025

All preparations are approved to prevent HIV in adults and adolescents who weigh at least 77 pounds




Starting PrEP: Step 1

= Understand who you are caring for
o Sexual history
o Drug use history

= Start to develop trust!




Taking a Sexual History

B = Make it a normal part of
each visit

* The Five "P’s

= Partners

= Practices

= Protection from STDs
= Past history of STDs
Prevention of pregnancy

A GUIDE TO
TAKING A SEXUAL HISTORY

CDC.gov. Available at https://www.cdc.gov/std/treatment/sexualhistory.pdf



Who should be offered PrEP??

Sexually-Active Adults and Adolescents Persons Who Inject Drug?
Identifying Anal or vaginal sex in past 6 months AND any of the following; HIV-positive injecting partner
substantial o HIV-positive sexual partner (espectally 1f partner has an unknown or defectable viral load) OR
sk of acquiring HIV | Bacterial STl in past 6 months® Sharing injection equipment
infection ¢ History of inconsistent or no condom use with sexual partner(s)

All Al recommendations Anyone who requests PrEP
should be prescribed PreP

. https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf




Comprehensive HIV Prevention

PrEP is always part of a comprehensive HIV prevention
package
= Condoms

= Counseling
* Frequent STI testing and treatment
* Frequent HIV testing




Starting PrEP: Step 2

Assess risk for acute HIV infection, rule out chronic infection

= Acute or Chronic HIV infection needs to be ruled out prior to initiating PrEP

= Screen for signs of acute HIV or suspect acute HIV infection in persons who
have engaged in exposure-prone behaviors in the 4 weeks prior to evaluation
for PrEP

= High risk encounter last 72 hours, Start post exposure prophylaxis (PEP)
= Should have a documented negative HIV test result prior to starting PREP

= Clinicians should not accept patient-reported test results or documented
anonymous test results.

= Rapid tests that use oral fluid should not be used to screen for HIV infection
because they are less sensitive for the detection of acute or recent infection
than blood tests




Main symptoms of

Acute HIV infection

Systemic: : L

- Fever el (D
- Weight loss e T

. 1

Pharyngitis )

Mouth: r‘;

- Sores o7

- Thrush * j

Esophagus:
- Sores

Muscles:
- Myalgia

Liver and

spleen:
- Enlargement

Central:
- Malaise

- Headache
- Neuropathy

Lymph nodes:

- Lymphadenopathy

—— SKkin:
- Rash

Gastric:
-Nausea

-Vomiting

http://upload.wikimedia.org/wikipedia/commons/4/4a/Symptoms_of acute HIV_infection.png
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Figcure 4a Clinician Determination of HIV Status for PrEP Provision to Persons
without Recent Antiretroviral Prophylaxis Use
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Baseline Labs:
within one week prior to starting PrEP




Table 3: Recommended Laboratory Tests for All individuals Within 1 Week Before Initiating PrEP [a)

Purpose (rating)

Test

Comments

HIV status (A%*)

» Baseline HIV-1/2 Ag/Ab
combination immunoassay
(b]

= HIVRNA assay

» Alaboratory-based HIV Ag/Ab within the past 7 days. For

same-day initiation, a rapid HIV test plus a laboratory-based
testisrequired.

Anegative HIVRNA assay more confidently rules out acute HIV
infection, as individuals may be reluctant to disclose risk
behavior.

HIVRNA testing is not required at initiation if switching PrEP
regimens.

Renal function (A*)

Serum creatinine and
calculated CrCl

TDF/FTC: Do not initiate in individuals with confirmed CrCl
<60 mL/min.

TAF/FTC: Do notinitiate in individuals with confirmed CrcCl
<30 mL/min.

CAB LA: Increase monitoring for adverse effects in individuals
with CrCl <30 mL/min.

SCLEN: Increase monitoring for adverse effects in individuals
with CrCl <15 mL/min.

Pregnancy status (A3)

Pregnancy test for all
individuals of childbearing
potential

Discuss the importance of preventing HIV during pregnancy
with anyone who is or may become pregnant while using PrEP.
TDF/FTC, TAF/FTC,CAB LA, and SC LEN: Discuss risks,

benefits, and available data suggesting no increased risk of
pregnancy complications or negative birth outcomes.

HBV infection status (A21)

HBV serologies: HBsAg, anti-
HBs, and anti-HBc (IgG or total)

Vaccinate nonimmune individuals (A2).

Chronic HBV: Treat and monitor HBV [c] or refer to an HBV
specialist.

AIDS Education &

A E T Training Center Program

Southeast

https://www.hivguidelines.org/guideline/hiv-prep/




Syphilis screening (A2t)

Allindividuals: Syphilis testing
[d]

Screen for syphilis according to the laboratory’s testing
algorithm.

Gonorrhea and chlamydia
screening (A2t)

» Allindividuals, all potential
exposure sites: NAAT [d]

= MSM and transgender
women: Routine 3-site
testing (genital, rectal, and
pharyngeal) regardless of
reported exposure sites,
unless declined

= Detecting urethral infection: Urine specimens are preferred
over urethral specimens.

= Vaginal and cervical testing: Vaginal swabs are preferred over
urine-based testing.

= Transgender women with a neovagina: Data are insufficient
to support arecommendation regarding urine-based testing
vs. vaginal swab [e].

» Self-collected swabs from the pharynx, vagina, and rectum are
reasonable and noninferior options for individuals who may
prefer them over clinician-obtained swabs.

HCVinfection status (A3)

HCV serology with reflex to RNA

Inform individuals with HCV about transmission risk and offer or
refer for treatment [f].

HAV infection status (good
practice)

HAV serology for MSM and
individuals at high risk of HAV
infection [g]

Vaccinate nonimmune individuals.

Hepatic function (good
practice)

Serum liver enzymes

Increased serum liver enzymes may indicate acute or chronic viral
hepatitis infection and require further evaluation.

Assess for preexisting renal
disease, proteinuria, and
glycosuria (good practice)

Urinalysis

Only calculated CrCl is used to guide decisions regarding the use
of TDF/FTC and TAF/FTC as PrEP based on renal function;
however, baseline urinalysis abnormalities may indicate an
increased risk of renal tenofovir toxicity.

AETC /T\u)s Edugution g
raining Center Program
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Starting PrEP: Step 3

Shared decision making on best PrEP option




Case: John

John is a 30-year-old who travels for work. He identifies as gay and is sexually active
only with men. He uses online dating apps to identify sexual partners and has had 10
partners in the last 6 months. He intermittently uses condoms though dose try to only
have sex with men who identify that they are on PrEP. He has been prescribed oral
F/TAF (Descovy) for the last year however has missed doses when he forgets to bring
the medication with him during work which involves overnight stays. He has also
missed several expected refills of the medication by more than a month. It is
challenging for him to get into the lab to get lab work done every 3 months. HIV and
other STI testing was negative yesterday weeks ago. He is seeing you today for
routine follow up and would like a refill of his F/TAF.

Discussion:
- What is your assessment of John's PrEP use?
- Are there options that might work better for John?




Oral PrEP

AET /T\u)s Educcution &
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FDA Indications for F/TDF vs F/TAF

= F/TDF (Truvada)

= Prevention of HIV infection among all people at risk through
sex or injection drug use

= Renal function: eGFR > 60 mL/min

= F/TAF (Descovy)

= Prevention of HIV infection among people at risk through sex,
excluding people at risk through receptive vaginal sex

= Renal function: eGFR > 30 mL/min




Truvada (F/TDF) iy

= Approved for HIV PrEP in 2012
= One pill by mouth daily with or without food
* Do not use for PrEP if estimated eGFR < 60 mL/min

= Potential side effects

= Headache, abdominal pain and weight loss — usually resolves in 2-4
weeks o

_Typically reversible with
stopping Truvada

= Decreased bone mineral density (no fracture risk)
= Renal dysfunction including Fanconi syndrome —




Descovy (F/TAF) Lo

= Approved for HIV PrEP for prevention of sexual transmission,
excluding individuals at risk from receptive vaginal sex

= One pill by mouth daily with or without food
* Do not use if estimated eGFR < 30 mL/min

= Potential side effects
= Headache, diarrhea and abdominal pain — usually resolves in 2-4 weeks

= Decreased bone mineral density (no fracture risk) —

Renal dysfunction including Fanconi syndrome _ Typically reversible with
stopping Descovy

= Increase LDL (Baseline Lipids)




Hepatitis B and Oral PrEP

= Check hepatitis B serology
before initiating oral PrEP

= Severe acute exacerbations
of hepatitis B can occur in
patients infected with
hepatitis B who discontinue
current PrEP medications

= \/accinate if nonimmune

Test Result Interpretation

HBsAg negative

anti-HBc negative Susceptible (vaccinate)

anti-HBs negative

HBsAg negative

anti-HBc positive Resolved HBV infection

anti-HBs positive

HBsAg negative

anti-HBc negative Vaccinated

anti-HBs positive

HBsAg pos!t!vc Active HBV infection (usually chronic)

anti-HBc A

! negative *If anti-HBc IgM present,

anti-HBs i ]
may represent acute infection.
Various possibilities:

HBsAg negative distant resolved infection (most common)

HBcAb positive recovering from acute infection

HBsAb negative false positive

occult hepatitis B




Prescribing and Monitoring

= Truvada or Descovy with or without food

= No more than 90 day supply
= How long does it take for protection from HIV after
starting oral PrEP?

= TDF/FTC (Truvada) estimates —
= 20 days for cervicovaginal tissue
= 7 days for blood mononuclear cells and rectal tissue

= Data for TAF/FTC (Descovy) not available

https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



Adherence Is Critical

STRAND Doses

Dosing Estimated
5- : PrEP Efficacy

2x/week 76%
41 - Placebo ’
| lL 4x/week 90%

Daily 99%

HIV Incidence/100 P-Y (iPrEx)

] I 1 ] ]

BLQ 10 20 30 40 50
TFV-DP (fmol/10° Cells)

A ET /T\u)s Edugution g
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Southeast Anderson PL. Sci Transl Med 2012;4:1-8



*On-Demand” PreP

= |[PERGAY trial found that taking PrEP on a 2-1-1 schedule reduced
risk of HIV infection by 86% in MSM- only F/TDF

=
EE)))EE

BEFORE SEX - - - AFTER SEX

2 PrEP tablets at least 2 hours -_ : 1 tablet 24 hours after first dose
and ideally 24 hours before sex . 1 tablet 48 hours after first dose

If sexual activity continues, take 1 PrEP tablet every 24 hours until 48 hours after last sex. (Adapted from i-Base.info.)




Long Acting Injectable PrEP




Cabotegravir (Apretude)

* |ntegrase Strand Transferase Inhibitor (INSTI)

= 600 mg of cabotegravir injected into gluteal muscle every 2
months

= 30 mg daily oral cabotegravir is optional for a 4-week lead-in prior
to injections can be used for patients who are worried about side
effects of long acting.

= Consider when

o significant renal disease

o difficulty with adherent use of daily oral PrEP but can be
compliant with clinic visits




CAB Administration

= Cannot be self administered at home — so patient will need bi-monthly clinic visits
for administration

= Dosing:3 ml suspension of CAB 600 mg IM in gluteal muscle
» 3 ml suspension of CAB 600 mg IM in gluteal muscle
» Second dose 4 weeks after first dose (month 1 follow-up visit)
» Every 8 weeks thereafter

= Managing Injection Site reactions
In the clinical trials, injection site reactions (pain, tenderness, induration) were frequent following CAB injections

These reactions were generally mild or moderate, lasted only a few days, and occurred most frequently after
the first 2-3 injections

Patients should be informed that these reactions are common and transient
Take an over-the-counter pain medication soon after the injection
apply a warm compress or heating pad to the injection site for 15-20 minutes after the injection

VVV VY




Efficacy/Safety of LA Injectable CAB vs Daily Oral FTC/TDF

= HPTN 083 and 084:International, randomized, double-blind phase Ilb/llI
(083) and phase Ill (084) trials

Wk 5
Step 1 ], Step 2 Step 3
083: MSM and TGW 218 yr of Sl bl e )
age at high risk of HIV infection™® Placebo PO QD CAB LA 600 mg IM Q2M" +
(N = 4566)? (083 n = 2282; Placebo PO QD for ~3 yr
084: Sexually active cisgender 084 n =1614) FTC/TDFPO QD
w:::-men., 18-45 yr. of ag-:?, at high FTC/TDF PO QD + for 1yr
risk of HIV infection Placebo PO QD FTC/TDF PO QD +
(N =3224) (083 n = 2284; Placebo IM Q2M? for ~3 yr

084 n =1610)

*Any noncondom receptive anal intercourse, >5 partners, stimulant drug use, incident rectal
or urethral 5Tl or incident syphilis in past 6 mo, or SexPro Score <16 (US only).
*First 2 doses given in Wk 5 and 9, then every 2 mo thereafter.

Landovitz. AIDS 2020. Abstr OAXLB0101. 2 Delany-Moretlwe. HIVR4P 2021. Abstr HY01.02



Efficacy/Safety of LA Injectable CAB vs Daily Oral FTC/TDF

= HPTN 083 and 084: HIV Incidence:
= LA CAB met criteria for superiority vs FTC/TDF in both 083 and 084

HPTN 083! HPTN 0842
Pri'imary Efficacy Endpoint CAB—FTQ’T[JF CAB—FTCIT[)F
(n =2244) (n =2247) (n=1614) (n=1610)
HIV infections, n 13* 39 3t 36
PYFU 3205 3187 1956 1942 {
HIV incidence per 100 PY 0.41 1.22 0.15 1.85
HR for CAB vs FTC/TDF (95% Cl) 0.34(0.18-0.62) 0.08 (0.03-0.27)

*Includes 1 case readjudicated post hoc as a baseline infection; revised HIV incidence based on readjudication: 0.37 (95% Cl: 0.19-0.65),
revised HR: 0.32 (95% Cl: 0.16-0.58).
TIncludes 1 baseline infection.

Landovitz. NEJM. 2021;385:595. 2. Marzinke. IAS 2021. Abstr PECLB25.




Lenacapavir (LEN) (Yeztugo)

= Multi-stage HIV capsid inhibitor currently approved for HIV treatment
= |ong half life supporting twice-yearly subcutaneous (SC) injection

= |nitiation Dose

o Day 1: 927 mg (3 mL) LEN by SCinjection (two 1.5 mL injections in separate
areas) plus 600 mg LEN orally (two 300 mg tablets)

o Day2:600 mgLEN orally (two 300 mg tablets)
= Continuation Dose

o Every 6 months (26 weeks), plus orminus 2 weeks, from the date of the
lastinjection: 927 mg (3 mL) LEN by SCinjection (two 1.5 mLinjections in
separate areas)




LEN Dosing and Oral Lead In

Why is the oral loading dose so important?

LEN for PrEP Day 1 2

L]
LEN SC 927 mg Day 1
LENPO600mgDays1and2  ¢%® ¢%°

All 4 pills cannot be taken on 1 day because they will

not be absorbed by the Gl tract; they need to be
taken 24 hours apart

ion sites are depicted & per the United States Prescribing Information. G, pastrointestinal; LEN, lenacapavir, PO, orally; PrEP, pre-exposure prophylais; SC, subcutamesusilyl
1. Gilead Soisncey. Mup: / i sccestsdats Tdn pov/drogustids docy/labsl/ 2025/ 72002000000 paf (accestad Juns 16, 1025}
2. Jogiraju ¥, et al. Povter #PESUBEZ prevented at the 24th intemational AIDS Conference; July 29-August 3, 2021; Montreal, Canada, and virtually

Oral loading doses (2 pills day 1, 2 pills day 2) nee
ded to achieve protection within 2 days

What if loading dose omitted?
BIG delay in reaching target
concentrations, up to 28 days

What if someone cannot get LEN
injection on time? If anticipated can
take LEN PO 300mg q7 days for up
to 6 months.

If >28 weeks elapsed and no pills
taken, restart LEN injection with oral
dose



LEN Side Effects

= Purpose Trial: 68.8%- 83.2% injection site reactions
= Hardened nodules can last weeks

* Most mild
= <1% stopped lenacapavir in purpose trials




PURPOSE 1 Trial: Twice-Yearly LEN or Daily F/TAF for
HIV Prevention in Cisgender Women: Trial Design

Cross-Sectional Incidence Cohort

HIV negative and
eligibility criteria met:
enter randomized cohort

Screen population of cisgender
women not receiving PrEP and
without HIV testing in past 3 mo

Randomized Cohort 221

Subcutaneous lenacapavir every 26 wk
+ oral F/TAF or oral F/TDF once-daily placebo n=2134

Oral F/TAF once daily n=2136
+ subcutaneous lenacapavir placebo every 26 wk

Oral F/TDF once daily (active control) ,=1068
+ subcutaneous lenacapavir placebo every 26 wk

HIV positive:
recency assay data used
to estimate background

HIV incidence

(persons testing HIV
positive linked to HIV care)

26 =52
Week
Background HIV Incidence
Incidence expected in the absence of PrEP,

analogous to a placebo group

LEN, lenacapavir; F/TAF, emtricitabine and tenofovir alafenamide; F/TDF, emtricitabine and tenofovir disoproxil fumarate

A E T /T\rlt?iiiﬁgugg:l%? g(rogram
Southeast Bekker LG, et al. N Engl J Med.2024 Jul 24.



PURPOSE 1 Tral: Background HIV Incidence and HIV
Incidence in LEN, F/TAF, and F/TDF Groups

E_ IDQ.D}

g 3.5 2.41

"§ ~ 3.0+ 2.02 1.69

S > T

£ 5 2.5

= & i

g b 2.0

""5 8 1.5-

% =~ 104

2 os m

L= 0.0 =
Background |\ Lenacapavir F/TAF F/TDF
Incidence (N=2134) (N=2136) (N=1068)
(N=8094)

0 Infections 39 Infections 16 Infections
1939 Person-yr 1932 Person-yr 949 Person-yr

LEN, lenacapavir; F/TAF, emtricitabine and tenofovir alafenamide; F/TDF, emtricitabine and tenofovir disoproxil fumarate

Bekker LG, et al. N Engl J Med.2024 Jul 24. [Epub ahead of print]




Monitoring while on PrEP




Test

All PrEP Regimens

Oral PrEP:
TDF/FTCor TAF/FTC

Injectable PrEP:
CABLAorSCLEN

HIV-1/2 Ag/Ab
combination
immunoassay [a]

» When a patient has symptoms of
acute HIVinfection [b] (A2)

= 1 month after PrEP initiation if
an HIV exposure occurred <1
month before the start of PrEP
(A21)

= Every3 months (A3)

» When PrEP has beeninterrupted
for >1week in the past month

and a potential exposure
occurred (A3)

» When an individual reports
inconsistent adherence during
times of sexual activity and
possible HIV exposure (A3)

» At the end of the oral CAB lead-
in (if used) (A2)

= Everyinjection visit (A3)

» Considerinterim 3-month HIV
testing for high-risk individuals
receiving SCLEN every 6 months

HIVRNA assay [al

When a patient has symptoms of
acute HIV[b] (A2)

» When PrEP has beeninterrupted
for >1week in the past month

and a potential exposure
occurred (A3)

» When an individual reports
inconsistent adherence during
times of sexual activity and
possible HIV exposure (A2)

» At the end of the oral CAB lead-
in, ifimplemented (A2)

» Atinjectionvisitif injection was
delayed without use of oral
bridging

AETC izzezz;
raining Center Prograrm
Southeast

Serum creatinine
and calculated CrCl

= 3months after initiation (B3)

» Every 6-12 months thereafter
(A3)

» Consider more frequent

screening in those at high risk,

e.g.,aged >40 years or with

comorbidities (A3)

At least annually (A3)




Oral PrEP: Injectable PrEP:

Test All PrEP Regimens TDF/FTCor TAF/FTC CABLAorSCLEN

STl (gonorrhea, Ask about symptoms at every visit; | Every3-6 months based on = CAB LA: Every 2-6 months based
chlamydia, and if present, perform diagnostic reported risk on reported risk

syphilis) screening | testing and treat as indicated = SCLEN: every 3-6 months based
(A2t) ' :

Note: Screening on reported risk

can be less

frequentin those

at lower risk

HCV serology [d] At least annually if at risk (A3) - —

Pregnancytestin » At every visit, assess for the — —
individuals of possibility of pregnancy (A3)
childbearing

» Test for pregnancy when
appropriate and on patient
request (A3)

» Offer contraception when
requested or indicated (A3)

potential

AETC /T\u)s Edugution g
raining Center Program
Southeast



HIV Testing in Patients on Oral or Injectable PrEP

Testing may be more unreliable in patients who acquire HIV while on PrEP

The antiretrovirals used for PrEP can suppress early viral replication which can
affect the timing of antibody development.

In HPTN 083, detection of HIV, in the cabotegravir group with Ag/Ab testing was
delayed by a mean of 62 days compared to detection by qualitative HIV-1 RNA
assay for infections determined to have been present at baseline

Among participants in the F/TDF group, detection by Ag/Ab testing was
delayed by a mean of 34 days from qualitative HIV-1 RNA detection for baseline
iInfections and 31 days for incident infections




onitoring HIV status while on

Reactive Ab/Ag test (positive)
" AND
HiV-1 RMA detected |positive)

MNon-reactive AbfAg test [negative)

Send plasma for AND
HiV-1 BEMA not detected [negative)

HiV antibadhyfantigen assay

ol Reactive AbfAg test ftive)
gualitative or guantitative el "!"guﬁ it
HIV-1 RNA assay e AN

HI¥-1 RNA not detected [negative)

Mon-reactive Ab/Ag test [negative)
— AND
HIV-1 RMA detected (positive)

Legend

I HIV = assay result |

HIV + azsay result |

HIV Status Unclear

https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf

PrEP

HIV +

HIV -

Send new plasma spacimen for
iy gualitative or quantitative
HIV-1 RMNA assay

~ |

|

HIV-1 RNA = level of | I Hiv-1 BENA < level of
detection detection
HIV + HIV -




Managing Oral PrEP Patients with Ambiguous HIV test
Results

= Assess adherence and draw a new blood specimen after a
few days for repeat laboratory HIV including Ag/Ab and HIV
RNA.

= 3 antiretroviral management options for the patient.

= Continue PrEP medication -If infected with HIV, continuing PrEP
offers some level of viral suppression but may select for drug
resistance.

= Discontinue PrEP for 1-2 week- in persons who have not
acquired HIV, this leaves them without the protection of PrEP for
a period of time

= Add a third drug to provide PEP for 28 days -provides a fully
suppressive treatment regimen




Ambiguous results in patients receiving LA Injectable PrEP

= While HIV status is being confirmed, clinicians should not
administer a new LEN or CAB injection.

= During the 1-2 weeks needed for additional HIV testing to determine
HIV status, injectable is likely to remain at protective levels.

= |If the final determination is that the patient has acquired HIV,
treatment should be immediately started

= |f determined not to have acquired HIV, injections every 2 months
should resume




VWhat

Do confirmatory

Convert the PrE
the DHHS Pane

Order an HIV-1
baseline labs

if the HIV test is positive”?

test if rapid test positive

P regimen to an HIV treatment regimen recommended by
on Antiretroviral Guidelines for Adults and Adolescents

RNA PCR, HIV-1 Genotype, CD4 count and other

Reinforce need for adherence to medications

Discuss the importance of condom use to protect sex partners and
provide condoms

Offer HIV testing for sex and drug injection partners, nPEP and
assistance with disclosure

Ask if they have

a family member they would like to be contacted for

support and provide support and counselling




Discontinuing Oral PrEP

= Positive HIV result /Acute HIV signs or symptoms

= Chronic nonadherence to prescribed dosing regimen or
scheduled follow up visits

= Renal disease

= Patient choice/changed life situation resulting in lower risk
of HIV acquisition

= Document HIV status at time of discontinuation, reason for
discontinuation

https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf



Stopping Long Acting Injectable PrEP

= Advise risk of developing drug resistant HIV during the
period of waning drug levels (the “tail period”)

= Assess for ongoing risk of HIV exposure

= Counsel about long duration of declining CAB or LEN levels and
risk of resistance if HIV acquisition occurs

= Give oral PrEP if it is indicated; FTC/TDF or FTC/TAF

o Start within 8 wk after last CAB injection
o Start within 6 months after last LEN

= Continue follow-up quarterly for 12 mo to assess PrEP needs,
and complete HIV testing




Conclusions

= PrEP Works!
= Easy to prescribe and monitor — with minimal side effects

= Don’ t forget other pillars of prevention:
= HIV Testing that adheres to CDC/USPTF guidelines

= Treatment as Prevention
= PEP

= Raise awareness in the community to increase uptake and reduce
stigma




AET AIDS Edugd'rion g
Training Center Program
Southeast

THANK YOU!




Undetectable=Untransmittable (U=U)

Summary of Recent Evidence for Undetectable=Untransmittable (U=U)

Study
HPTN 052
Cohen &t al., 2016

| Enrolled Sample | Study Design
1,763 serodifferent couples |2-arm trial with
- 98% male-female couples HIV+ partner
randomized o aary
or delayed ART

|Observational
study

1,166 serodifferent couples
= BAA in analytic subsat
« B2% mals-female couples

PARTNER1
Rodger et al., 2016

Opposites Attract 358 serodifferent male-male Observational
Bawvinton ot al., 2018 CDUPIES Etud}"

1972 serodifferent male-male |Observational

:COUplEE Stle'y'
= TA3 in analytic subasat

PARTNER2
Rodger et al.. 2019

i

AIDS Education &

Number of
Condomless
Sex Acts

55,193
= 34 214 among
i ey -ferrria e
couples
= 20,979 among
male-rmakle couples

12,447
= counted whan
HIV+ partnar wvirally
suppressed and
HIV-partiner not on
FPrEP

76,991

Number of New HIV Infections

Phylogenetically
Linked When HIV+

Phylogenetically Partner Stably
Total Linked Virally Suppressed
78 46 0
= 19 in aary- = 3 In aarty-
ART group ART group
= 58 in delayed- = 43 in dalayed-
ART group ART group
11 0 0
3 0 0
15 0 0o

Adapted from Calabrese & Mayer, 2019

AET

Training Center Program

Southeast




Comment & Response

Preexposure Prophylaxis for HIV
Updated Recommendations From the 2024
International Antiviral Society-USA Panel

Raphael J. Landovitz, MD, M5c'; Jean-Michel Molina, MD?; Susan P. Buchbinder, MD? ;

for the International Antiviral Society-USA (IAS-USA) Panel

» Author Affiliations | Article Information

= RELATED ARTICLES JAMA
Published Online: June 27, 2025
2025;334;(7):638-639.
doi:10.1001/jama.2025.11410

Laboratory Ag/AB testing for Initiation and Maintenan
ce. RNA at initiation if exp within 21 days

RNA testing for routine monitoring for PrEP failure is
not recommended.

Differs from CDC 2021 Guidelines for CAB. Respon
ds to concern re false positives and low PPV of isolat
e RNA for monitoring in this setting.

F/TAF is now recommended for prevention of HIV
acquisition from vaginal exposures for those in whom
tenofovir disoproxil fumarate/emtricitabine is
contraindicated or undesirable

Lenacapavir is recommended for prevention of sexual acquisition of HIV
for all individuals and for people who inject drugs and have sexual expos

ures (Alll).

AET /T\u)s Edugutiong
raining Center Program
Southeast
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