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Objectives

A Describe the evidence for HIV PrEP

A List clinical considerations for oral and injectable PrEP medications

A Apply lessons learned to clinical work settings

A Incorporate quality improvement measures to increase PrEP implementation
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PrEP- Evidence For Prescribing

m MidAtlantic AIDS Education and Training Center



Disparities in Newly Diagnosed HIV Infections
In U.S.

Blacks/African Americans account for 12% of the US population

and 42% of ALL new HIV infections
g{}b_ﬂ":ﬁf{ﬁg .

42%

MSM

* Trends based on estimates for 2010 - 2015 / ** 2015 data / *** Other includes Asian and Multiple Races
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HIV Status-Neutral Service Delivery Model
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HIV Prevention Tools

A Condoms e U=U: e
A Syringe exchange —
A Safe blood supply
A STI diagnosis and treatment

A pMTCT

A HIV testing, linkage to care, and U=U

A PrEp

A PEP =
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Medications Currently Used for PrEP

Abbreviation Form, Meds (Brand Name)

tenofovir alafenamide TAF Oral TAF/FTC (Descovy)
Oral TDF/FTC (Truvada,
tenofovir disoproxil fumarate TDF Generic)
emtricitabine FTC
Cabotegravir CAB Injectable, CAB-LA (Apretude)
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HIV Lifecycle & Major Classes of HIV Medications
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Figlre 2: HIV life cyde showing the sites of action of different classes of antiretroviral drugs
Adapted from Walker and colleagues,™ by permission of Elsevier.
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Oral PrEP Works...If You Take It

PrEP Works if You Take It — Effectiveness and Adherence in Trials
of Oral and Topical Tenofovir-Based Prevention

e CAPRISA 004 (tenofovir
i i : i : i gel, BAT-24 dosing)

» FEM-PrEP
« |PERGAY (TDF/FTC)
» iPrEx
« Partners PrEP (TDF)
o Partners PrEP (TDF/FTC)
« PROUD (TDF/FTC)
e TOF2
VOICE (TDF)
» VOICE (TDF/FTC)

10 20 30 40 50 60 0 80 @0 daily dosing)

Percentage of participants’ samples that had detectable drug levels

Effectiveness (%)

Feanuary 2018

https://www.avac.org
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Qirtal Pr EP Wor ks | f You Tasa

According to data analysis from the

IPrEx study that found PrEP to be
effective:

e [or people who take 7 PrEP pills
per week, their estimated level of
protection is 99%.

e For people who take 4 PrEP pills
per week, their estimated level of
protection is 96%.

e For people who take 2 PrEP pills
per week, their estimated level of
protection is 76%.

AMSM/TW: The 72-week iPrEx OLE
demonstration RI‘OjeCt enrolled 1,603
participants without HIV formerly enrolled
In the IPrEx trial.

A OLE volunteers chose their study arm for
themselves (non-randomized).

A 76% opted to receive daily oral PrEP.

A Adherence by drug levels in dried blood
spots (DBS). Among participants who
received PreEP:

- Zero HIV infections were detected at study

visits where DBS samplingksignified use of
four to seven pills per week.

- DBS drug concentrations indicating two to
three pills per week was associated with a
90% reduction in HIV acquisition risk.

A Heterosexual: Less data

A Partners PrEP suggests >80% adherence
= 100% protection (Haberer et al. Plos
Med 2013)

MidAtlantic AIDS Education and Training Center



Oral PrEP For People Assigned Female at Birth?

A Meta-analysis of 5 RCTs of oral PrEP among women
I 3 reported evidence of effectiveness and 2 did not
I Estimates by adherence (based on plasma drug levels)

A25% adherence: no protection (RR 1.19 95% CI: 0.89 i
1.61)

A50% adherence: 32% protective (RR 0.68 95% CI: 0.53 i
0.88)

A75% adherence: 61% protective (RR 0.39 95% CI: 0.25 i
0.60)

§° Hanscom B, Janes H, Guarino P. JAIDS 2016; 73(5):606-608
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Injectable PrEP (CAB-LA): HPTN 083 Trial (cis men and TGW)!

A RCT of CAB-LA vs Oral TDF/FTC in cis men and TGW over 18
A Study population was from USA, Latin America, Asia, and Africa

A N=4566
I 2282 on CAB-LA
I 2282 on TDF/FTC

A Outperformed oral PrEP in all populations
I Overall risk of HIV infection 66% lower in CAB-LA group than TDF-FTC group

I 4 incident infections observed despite on-time injections
A Diagnosis delayed due to testing approach

I Study ended early due to positive results

A Very safe
I Most participants report injection site reaction
A 2.4% chose not to continue as result
I Weight difference?

A Previous studies have shown weight gain with INSTIs
A No difference or approx. 1kg weight loss in TDF/FTC group

& s Landovitz et al. (2021). Cabotegravir for HIV prevention in cisgender men and transgender women. The New England Journal of Medicine, doi: 10.1056/NEJM0a2101016

: AETC {558
W MidAtlantic AIDS Education and Training Center




Injectable PrEP (CAB-LA): HPTN 083 Trial! (Cis Men and TGW)

A Incident HIV Infection
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Weeks since Enrollment

No. at Risk
TDF-FTC 2281 2132 2081 2019 1913 1765 1624 1494 1295 1132 965 817 644 517 401 311 231 150 85 33 0
Cabotegravir 2280 2138 2091 2031 1920 1776 1633 1489 1315 1124 957 798 644 503 401 318 243 173 111 42 O
Cumulative No.

of Events
TDF-FTC 0 2 7 9 13 14 22 25 27 29 31 32 33 35 35 36 36 37 38 39 0
Cabotegravir 0 3 5 6 7 8 9 I3 11 3T 32 12 12 32 I3 13 A3 13 13 13 0

7, 1L andovitz et al. (2021). Cabotegravir for HIV prevention in cisgender men and transgender women. The New England Journal of Medicine, doi:
10.1056/NEJM0a2101016
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Injectable PrEP (CAB-LA): HPTN 084 Trial (cis women)?

A RCT of CAB-LA vs Oral TDF/FTC in cis women 18-45 y/o
A Study population was from20 clinical sites in 7 countries in Africa

A N=3224
i 1614 on CAB-LA
i 1610 on TDF/FTC

A Injection at week 0, week 4, then every 2 months

A Outperformed oral PrEP in all populations
I Overall risk of HIV infection 88% lower in CAB-LA group than TDF-FTC group

I 4 incident infections observed despite on-time injections
A Diagnosis delayed due to testing approach

A Very safe

I 1/3 participants report injection site reaction
A 0 chose not to continue as resultt

I Weight difference?
A Previous studies have shown weight gain with INSTIs
A No difference observed in this study

I 49 pregnancies during study, 29 in CAB-LA group (all women on LA contraception)
A No neural tube defects or other congenital anomalies

2 1Delany-Moretlwe, S. et al. (2022). Cabotegravir for the prevention of HIV-1 in women: results from HTPN 084, phase 3, randomized clinical trial. The Lancet, 300(10337)
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Injectable PrEP (CAB-LA): HPTN 084 Trial (cis women)?!

0089 — TDF-FTC
4 — Cabotegravir
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Number at risk Time since enrolment (weeks)

TDF-FTC 1610 1490 1429 1410 1353 1260 1160 984 800 656 485 306 200 115 70 63 52 22 3 0
(abotegravir 1614 1488 1441 1429 1371 1279 1181 988 801 647 482 304 204 116 67 58 50 23 3 2
Cumulative number

of events
TDE-FTC 0 4 7 10 1§ 7 21 2 2 27 28 31 32 3% 35 36 36 3% 36 3
Cabotegravir 0 1 1 1 2 2 3 3 3 4 4 4 4 4 4 4 4 4 4 4

AT, 1Delany-Moretlwe, S. et al. (2022). Cabotegravir for the prevention of HIV-1 in women: results from HTPN 084, phase 3, randomized clinical trial. The Lancet,

300(10337)
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Injectable PrEP (CAB-LA): Talil

A Male participants

A Median time from last injection
of CAB-LA below the lowest
level of quantification?:

I Males: 43.7 weeks
I Females: 67.3 weeks

A INSTI resistance during tail if
acquire HIV? o
I There is a concern

I In animal models, no resistance
developed during tail phase

I HPTN 083 found no INSTI
resistance in HIV acquired during
tail, but limited data?

10000,
1000 R

100+

Plasma cabotegravir concentration (ng/mL)

B Female participants

10000 B

1000 { 2.

botegravir concentration (ng/mL)

100
S OO R <1x PA-IC,,
1Safety, tolerability, and pharmacokinetics of long-acting injectable cabotegravir in low-risk HI¥- [ || | A AR R »  1L0Q 25 ng/mL.
uninfected individuals: HPTN 077, a phase 2a randomized controlled trial. é’ N N \ ~
— PLoS M.ed' 2018; 151002690 . . . . 104 T T T T T T T T T T T T T T T \\-2 T T T
A 2Landovitz et al. (2021). Cabotegravir for HIV prevention in cisgender men and transgender 0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216 228

2 women. The New England Journal of Medicine, doi: 10.1056/NEJM0a2101016
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Providing Oral PrEP- Who Should be
Offered PreP?

AETC AAAAAAA é: aaaaa &
Troining Genter Program
MidAtlantic

MidAtlantic AIDS Education and Training Center



Who Should be Offered PrEP 1T CDC Guidelines

Sexually-Active Adults and Adolescents’ Persons Who Inject Drog®
Identifyving Anal or vaginal sex in past & months AND any of the following: HIV-positive imjecting partner
suhstantial »  HIV-positive sexual partner (especially if partner has an unknown or detectable viral load) OR
risk of acquiring HIV * Bacterial STl in past 6 months® Sharing mjection equipment
infection » History of inconsistent or no condom use with sexual partner(s)
https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-quidelines-2021.pdf
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https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2021.pdf

Bl cCandidates who should be offered PreEP include individuals who:

= Engage in condomless sex with partners whose HIV status is unknown, or who have untreated HIV, or
who have unsuppressed virus while on treatment for HIV. [Smith, et al. 2012; Grov, et al. 2013].

= Are attempting to conceive with a partner who has HIV.

= Are at ongoing risk of HIV acquisition during pregnancy through inconsistent condom use with sex
partners who have unsuppressed virus [Heffron, et al. 20186].

= Hawve, or are involved with partners who may have, multiple or anonymous sex partners.

= Engage in sexual activity at parties and other high-risk venues, or have sex partners who do so.

= Are involved, or have partners who may be involved, in transactional sex (i.e., sex for money, drugs, food,

or housing), including commercial sex workers and their clients.
Wh O S h O u I d b e = Have been diagnosed with at least 1 bacterial sexually transmitted infection (ST1) in the previous 12
maonths [Zetola, et al. 2009; LaLota, et al. 2011].
- = Report recreational use of mood-altering substances during sex, including but not limited to alcohal,
Off e r e d P r E P I methamphetamine [Buchacz, et al. 2005; Zule, et al. 2007; Koblin, et al. 2011; Smith, et al. 2012; Grov, et

al. 2013], cocaine, ecstasy, and gamma hydroxybutyrate.

" " = Report injecting substances or having sex partners who inject substances, including illicit drugs,
N Y C G U I e I n e S hormones, or silicone.

= Are receiving non-occupational post-exposure prophylaxis (nPEP) and anticipate ongoing risk or have used
multiple courses of nPEP [Heuker, et al. 2012].

= Request the protection of PrEP even if their sex partners have an undetectable HIV viral load (see the
discussion of U=U, below).

= Self-identify as being at risk without disclosing specific risk behaviors.

/- Acknowledge the possibility of or anticipate engaging in risk behaviors in the near future.
b1 Do not withhold PrEP from candidates who:

= Are pregnant or planning a pregnancy.

= Use other risk-reduction practices inconsistently, including condoms.

= Report substance use.

= Have mental health disorders, including those with serious persistent mental iliness.

= Report intimate partner violence.

= Have unstable housing or limited social support.

= Report a recent STI.

= Request PrEP even in they have a partner living with HIV with an undetectable viral load.

New York State Guideline$ttps://www.hivguidelines.org/
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https://www.hivguidelines.org/

Rapid PreEP
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Rapid / Same-day / Immediate PrEP

A Start PrEP while awaiting baseline lab results if clinical
criteria are met

A Reduce unnecessary barriers to PrEP initiation

A Engage patients more fully in care and reduce risk of
HIV acquisition while awaiting test results

A Main concerns:

| Starting a non-suppressive HIV regimen on someone who
has HIV

I Consider strategies for how to stop PrEP immediately if there
are contraindications on baseline labs

I HBV

MidAtlantic AIDS Education and Training Center



Clinical Considerations

A Acute HIV infection
I Signs/symptoms, sexual history
I HIV testing (rapid and lab-based)
I MUST HAVE i RAPID TEST
A Post-exposure prophylaxis (PEP)

I If <72 hours from concerning exposure that merits 28-day
course of PEP. Can transition to PrEP afterwards

A History of chronic Hepatitis B

I TDF and TAF treat chronic Hepatitis B, discontinuation of
PrEP can trigger a flare

A History of kidney disease
i Do not use TDF if CrCl <60 and TAF if CrCl is <30
I Consider risk factors for kidney disease (age, HTN, DM)

AETC aaaaaaaaaaaaa &
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Rapid PrEP Evidence

A PROUD Trial (McCormack et al. (2016) Lancet 387:53-60)
I 13 STI Clinics in the UK 2012-2014
I RCT immediate vs. delayed start

I 86% reduction in HIV incidence in immediate group compared to delayed
group
A NYC STI CllnICS (Mikati T, Jamison K, Daskalakis DC. CROI abstract, March 2019)
I Participants:
A Cis gender men and women >18
A 1437 were evaluated Summary:. Same-day
A 1387 qualified for immediate PrEP (96.5%)

I Of those with no contraindications but who delayed PrEP initiation, only 35% initiated PreP iIs acceptable’
PreP within 60 days, significantly lower compared to rapid PrEP feasible and Safe

I Very few immediate PrEP patients needed to discontinue due to medical
contraindications

A 4 participants d/c due to lab contraindications (0.2%)
A Denvel‘ STI Cllnlc (Kamis KF, et al. Open Forum Infectious Diseases. June 2019)
i N=100
I Results:
A 78% attended at least one follow-up visit

A 57% attended at least 2 f/u visits
A No HIV seroconversion during 6-month follow up period
A Higher income significantly associated with attending follow-up appointments

AETC (2525
W MidAtlantic AIDS Education and Training Center




Rapid PrEP, Acute HIV and Drug Resistance kely etal (2021), Jas,
87:2, p818-825

A PrEP and PEP users who started 2  -drug regimens
during undiagnosed acute HIV infection (AHI),
followed for 2 years

A Of 1,758 same-day PrEP starts there were 7 AHI cases

identified
A Of the 13 total AHI (PrEP/PEP users combined)

I 100% were linked to HIV care, median time 1 week

I >90% received ART Rx, median time 2 weeks

I ~85% VL suppression within median of 2 months
A 3 developed (23%) M184V mutation within just 7 -

12 days of exposure to the 2 -drug regimen

I All 3 were linked to care, achieved viral suppression and
remain virally suppressed
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CDC 2021 Guidelines

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

To use a same-day PrEP imtiation protocol. the clinic must be able to:

e Conduct point-of-care HIV testing, 1deally with an antigen/antibody fingerstick or other
blood test
o Where same-day results can be obtamned, laboratory-based antigen/antibody test
or an HIV-1 RNA test can be used (and 1s preferred)
o Oral flud HIV testing should not be used 1n the context of PrEP imitiation

¢ Draw blood for laboratory creatinine and HIV testing when same day HIV and creatinine
test results are not available

¢ Provide assistance for ehgible patients to enroll in health msurance, medication co-
payment assistance, or medication assistance programs for those who are uninsured or
undermsured

e Provide rapid follow-up contact for patients whose laboratory test results indicate HIV
infection or renal dysfunction

¢ Provide scheduled follow-up care appoimntments

¢ Have clinicians available to dispense or prescribe oral PrEP medication, to adminmister a
gluteal intramuscular injection of CAB, or optionally prescribe a daily oral CAB lead-in
for 4 weeks.

MidAtlantic AIDS Education and Training Center
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Prescribing PreP
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PrEP Checklist

C History
C Rule out HIV Infection
C Baseline labs

C Patient counseling/education
C RX
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History

A PrEP indication(s)

A Sexual health history
A Consider PEP eligibility
A Current medications

A Hepatitis B

A Kidney disease

A Symptoms of acute HIV in the last
4-6 weeks
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PrEP Checklist

@kHistory
C Rule out HIV Infection

C Baseline labs

C Patient counseling/education
C RX
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Rule Out HIV Infection

A Order a lab-based HIV 4th generation test even if a rapid POC result is negative

i Can still prescribe same-day PrEP with rapid POC negative as long as labs are drawn
and little concern for acute HIV

A In addition, order an HIV RNA if recent (within the last 4 weeks) high-risk

exXposur e, Or
I Fever

I Lethargy

I Myalgias

I Rash

I Headache

I Pharyngitis

I Lymphadenopathy

M, https://www.hivguidelines.org/prep-for-prevention/prep/#tab_6
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Symptoms of Acute HIV

of-l aketsymMMpVomadbecti on

Fever
Lethargy
Myalgias

Rash

Headache
Pharyngitis

Adenopathy
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NPEP Risk Assessment

https://aidsetc.org/sites/default/files/resources files/AETC-nPEP-quide-111721.pdf
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