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Objectives

Review the state of the STI Epidemic

Summarize the current landscape of STl prevention options

Appraise new methods for STI prevention like Doxy-PEP

b=

Discuss implementation of Doxy-PEP




Sexually Transmitted Infections (STIs) Are Prevalent

1 Million STls are Acquired Every Day




Why Do We Need to Prevent STls?

Males to Female Ratio - Syphilis Congenital Syphilis




Why Do We Need to Prevent STls?

Rising Gonorrhea Resistance




STls Are Not Benign

* Pelvic inflammatory disease
» Chronic pelvic pain

» Infertility

« Adverse pregnancy outcomes
— Prematurity
— Stillbirth

» Urethral strictures
» Gastrointestinal fistulas
» Peri-rectal abscesses
» Severe complications of syphilis
— Permanent hearing or vision impairment




» 26-year-old male, new to New York City
« Sexually active with men

— Eight partners since his last visit, no condom
usage

« Walks in to clinic due with 2 days of green penile
discharge and mild rectal itching

* Routine testing for HIV, syphilis, and three-site
gonorrhea/chlamydia testing performed

* Treated empirically with Ceftriaxone and
Doxycycline

* In terms of HIV/STI prevention what should we
discuss with him?




STl Prevention Landscape




CDC Routine Screening Recommendations

Population Recommendations

Men who have sex At least annually, test at each site of exposure (urethra, rectum) for sexually active MSM regardless of

with men condom use or every 3-6 months if at increased risk.
Patients taking All patients starting and taking oral PrEP should have genitourinary and extra-genital testing performed
PreP at baseline and every 3 months.

Persons living with For sexually active individuals, screen at first HIV evaluation and at least annually thereafter.
HIV More frequent screening might be appropriate depending on individual risk behaviors and local
epidemiology

Non-pregnant Test at least annually for sexually active women under 25 years of age and those aged 25 years and
Women older if at increased risk

Rectal chlamydial testing can be considered in females based on sexual behaviors and exposure
through shared clinical decision making.

Men who have sex Consider screening young men in high prevalence clinical settings (adolescent and STl clinics and
with women*** correctional facilities)

Pregnant Women All pregnant women under 25 years of age and those aged 25 years and older if at increased risk.
Retest during 3rd trimester if under 25 years of age or at risk.

Workowski KA, Bachmann LH, Chan PA, et al. Sexually Transmitted Infections Treatment Guidelines, 2021. MMWR Recomm
Rep. 2021;70(4):1-187. Published 2021 Jul 23. doi:10.15585/mmwr.rr7004a1

https://www.who.int/publications/i/item/9789240052390



Syndromic Testing, Treatment, and Presumptive Treatment

* Urethritis
« Cervicitis
» Dysuria
* Proctitis

* Pharyngitis

* Exposure

Workowski KA, Bachmann LH, Chan PA, et al. Sexually Transmitted Infections Treatment Guidelines,
2021. MMWR Recomm Rep. 2021;70(4):1-187. Published 2021 Jul 23. doi:10.15585/mmwr.rr7004a1



Partner Services

Providing Partner Services
1. Evaluate all sex partners in person if
possible
—  Empirically treat all partners <60 days

—  Most recent partner if last contact >60
days

2. Expedited Partner Therapy
— Heterosexual men and women

— Men Who Have Sex With Men —
Shared Decision Making

https://www.cdc.gov/std/ept/legal/default.htm



Barrier Protection

Condoms Why Don’t People Use Condoms?

 When used correctly prevent multiple

sexually transmitted infections ST e e

socioeconomic and situational factors
(situational unavailability of condoms;

« Not as effective as HIV-PrEP smibemllahalal

~ INTERPERSONAL LEVEL:

. condom stigma
» Not used consistently for all sexual (a symbol of distrust;
R . a symbol of HIV/STIs prevention;
aCt|V|t|eS (| .e. Ol’a| SeX) 4 a symbol of violating the traditional cognition of sexual intercourse; °
| a symbol of an embarrassing topic)

INDIVIDUAL LEVEL:

physical discomfort;
lack of HIV/STlIs-related knowledge;
substance use;
psychological factors

. Smith DK, Herbst JH, Zhang X, Rose CE. Condom effectiveness for HIV prevention by consistency of use
among men who have sex with men in the United States. J Acquir Inmune Defic Syndr. 2015;68(3):337-
344. doi:10.1097/QAI.0000000000000461

Shen'Y, Zhang C, Valimaki MA, Qian H, Mohammadi L, Chi Y, Li X. Why do men who have sex

with men practice condomless sex? A systematic review and meta-synthesis. BMC Infect Dis.
2099 Neav 14-99(1V2EN AdAri- 10 1184 7/ec19270-N29-N7242-7 PMID- RARTAQRE- DMCID-



Behavioral Counseling

The USPSTF recommends behavioral counseling for all sexually active adolescents and for B
adults at increased risk for sexually transmitted infections (STIs).

« “Behavioral counseling for persons at increased risk for STIs can reduce the
likelihood of acquiring STls (OR, 0.66 [95% CI, 0.54-0.81]) and also increase
condom use or decrease the occurrence of unprotected intercourse”

» “Interventions with the largest effects for STI prevention tended to involve
more than 120 min of total contact time and group counseling, often
delivered over multiple sessions for up to 1 year”

US Preventive Services Task Force, Krist AH, Davidson KW, et al. Behavioral Counseling Interventions to Prevent Sexually Transmitted
Infections: US Preventive Services Task Force Recommendation Statement. JAMA. 2020;324(7):674-681. doi:10.1001/jama.2020.13095



Vaccination

Specific
Recommendations

« Hepatitis A/B
« HPV

« Men ACYW
« Mpox

https://www.cdc.gov/vaccines/schedules/downloads/adult/adult-combined-schedule.pdf



Medication Prophylaxis

Medication Prophylaxis

1. HIV post-exposure prophylaxis (PEP)
2. HIV pre-exposure prophylaxis (PrEP)
3. Doxy-PEP




STl's Are Powerful Biomarkers for HIV

“One in 20 MSM [with
syphilis] were
diagnosed with HIV
within a year”

“One in 15 MSM with
rectal infections was
diagnosed with HIV

within a year”

Pathela, (2015). The high risk of an HIV diagnosis following a diagnosis of syphilis: a
population-level analysis of New York City men. CID, 61(2), 281-287.

Pathela, et al (2013). HIV incidence among men with and those without sexually transmitted
rectal infections: estimates from matching against an HIV case registry. CID1 ﬁS), 1203-12009.



* In the course of your discussion, you learn that he
engaged in condomless intercourse last evening.

 What should you offer him now?




PEP Is a Medical Emergency




HIV Post-Exposure Prophylaxis Time Matters

Study Hour 0 24 48 72 100

Intervention SIV Inoculation Start PEP

80

Persistent SIV Infection (%)

Study Features 24h | Placebo x 28d 60

*N=24 njnacaques 24n | TFV x 3d 40

* Randomized to 6 treatment arms

= SIV inoculated intravenously 24h | TFV x 10d 20

= SIV dose 10x 50% infective dose 0

- PEP started at 24, 48, or 72 hours e PRl 0 . ‘ ‘ ‘

o Yo Placebo  Start @ 24h Start @ 24h  Start @ 24h Start @ 48h  Start @72h
PEP duration: 3, 10, or 28 days son | TRV x 284 @ @ @ @ @

* PEP regimen: Tenofovir SQ 3-DayRx  10-DayRx  28-DayRx 28-DayRx  28-Day Rx
« Analyzed for antibody and viremia 72h TFV x 28d

Tenofovir (PMPA) Regimen

. https://www.hiv.uw.edu/go/prevention/nonoccupational-postexposure-prophylaxis/core-concept/

. Tsai CC, Emau P, Follis KE, et al. Effectiveness of postinoculation (R)-9-(2-phosphonylmethoxypropyl) adenine treatment
for prevention of persistent simian immunodeficiency virus SIVmne infection depends critically on timing of initiation and
duration of treatment. J Virol. 1998;72:4265-73.
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Evaluating Patients for HIV PrEP

Information You Need to Assess

1. Information on Exposed Persons HIV Status
2. Information Related to Source Person’s HIV Status
3. Risk Related to the Exposure Type




PEP Indications By Exposure Type

Consider

Condomless vaginal or anal intercourse
during sexual abuse

Oral sex with ejaculation or blood exposure
during sexual abuse

Injuries with exposure to blood from a
source known to have HIV

Injuries with exposure to blood from a
source of unknown HIV status (including
needlesticks and human bites)

Not Needed
Kissing, spitting
Oral-to-oral contact in the absence of

mucosal damage (e.g., mouth-to-mouth
resuscitation)

Human bites not involving blood

Exposure to needles or sharps that have
not been in contact with an individual with
or at risk of HIV




What Do | Need To Do For PEP?




NEW HIV PEP Guidelines

. Cowan E, Kerr CA, Fernandez A, et al. PEP to Prevent HIV Infection. Baltimore (MD): Johns Hopkins
University; October 2024.

. https://www.cdc.gov/mmwr/volumes/74/rr/rr7401a1.htm?s_cid=rr7401a1_w#B1_down



Efficacy of HIV PEP

Efficacy of HIV Postexposure Prophylaxis:
Systematic Review and Meta-analysis of
Nonhuman Primate Studies

Cadi Irvine,' Kieren J. Egan,? Zara Shubber,® Koen K. A. Van Rompay,* Rachel L. Beanland,' and Nathan Ford'

'Department of HIV/AIDS, World Health Organization, and “Department of Mental Health and Psychiatry, University Hospitals of Geneva, Switzerland;
Department of Infectious Disease Epidemiology, Imperial College Londan, United Kingdom; and “California National Primate Research Center, University
of California, Davis

Route of drug pooled odds

Study Year  administration Intervention ratio (95% Cl)
MecClure 1990 Subcutanecus AZT 0.43 (0.02, 11.51)
Martin 1993  Subcutanecus AZT 0.54 (0.05, 5.33)
Tsai 1995  Subculaneous TFV 0.11 (0.00, 2.98)
Watson 1997  intragastric catheter dd4T 0.07 {0.01, 0.90)
Battiger 1997 Subcutaneous BEA-005 0.06 (0.01, 0.38)
Tsai 1998  Subculaneous TFV —_— 0.08 (0.02, 0.34)
Mari 2000  Subtutanecus GW420867 —_— 0.07 (0.02, 0.26)
Litson 2000  Subcutanecus TFV —_— 0.10(0.03, 0.37)
Otten 2000  Subcutanecus TFV —_— 0.09 (0.03, 0.29)
Van Rompay 2001 Subcutaneous TFV —— 0.09 (0.03, 0.26)
Cranage 2008 Intrarectal TOF —_— 0.10(0.04, 0.27)
Bourmry 2009  Subcutanecus AZT+3TC+IDV —_— 0.10 (0.04, 0.25)
Garcia-Lerma 2010  Oral TOF+FTC —_— 0.12 (0.05, 0.27)
Kenney 2012  Vaginal MIV-150/ZAICG —_— 0.12 (0.06, 0.26)
Dobard 2014 Vaginal RAL —_—— 0.11 (0.05, 0.24)
Wang 2014  Oral AZT+3TC —_— 0.11 {0.05, 0.23)

00372

Fawours intervention

Fawours control

Irvine C, Egan KJ, Shubber Z, Van Rompay KK, Beanland RL, Ford N. Efficacy of HIV Postexposure

Prophylaxis: Systematic Review and Meta-analysis of Nonhuman Primate Studies. Clin Infect Dis. 2015;60
Suppl 3:5165-5169. doi:10.1093/cid/civ069



Efficacy of HIV PEP With BIC/FTC/TAF

Two-dose emtricitabine/tenofovir alafenamide plus bictegravir
prophylaxis protects macaques against SHIV infection

Elena Bekerman*, Stephanie Cox, Darius Babusis®, Federico Campigotto®, Moupali Das', Dan H. Barouch?,
Tomas Cihlar! and Christian Callebaut®

IGilend Sciences, Foster City, CA, USA; “Center for Virology and Vaccine Research, Beth Israel Deaconess Medical Center, Boston,
M4, USA

. Bekerman E, Cox S, Babusis D, et al. Two-dose emtricitabine/tenofovir alafenamide plus bictegravir
prophylaxis protects macaques against SHIV infection. J Antimicrob Chemother. 2021;76(3):692-698.
doi:10.1093/jac/dkaad76



Real-World Data on BIC/FTC/TAF for HIV-PEP

. Mayer KH, Gelman M, Holmes J, Kraft J, Melbourne K, Mimiaga MJ. Safety and Tolerability of Once Daily Coformulated Bictegravir,
Emtricitabine, and Tenofovir Alafenamide for Postexposure Prophylaxis After Sexual Exposure. J Acquir Immune Defic Syndr.
2022;90(1):27-32. doi:10.1097/QAI1.0000000000002912



BIC/FTC/TAF Had Lower Rates of Side Effects

. Mayer KH, Gelman M, Holmes J, Kraft J, Melbourne K, Mimiaga MJ. Safety and Tolerability of Once Daily Coformulated Bictegravir,
Emtricitabine, and Tenofovir Alafenamide for Postexposure Prophylaxis After Sexual Exposure. J Acquir Immune Defic Syndr.
2022;90(1):27-32. doi:10.1097/QAI1.0000000000002912



BIC/FTC/TAF Had Higher Completion Rates

. Mayer KH, Gelman M, Holmes J, Kraft J, Melbourne K, Mimiaga MJ. Safety and Tolerability of Once Daily Coformulated Bictegravir,
Emtricitabine, and Tenofovir Alafenamide for Postexposure Prophylaxis After Sexual Exposure. J Acquir Immune Defic Syndr.
2022;90(1):27-32. doi:10.1097/QAI1.0000000000002912



Low Side Effects and High Completion Rates Seen

. Tan DHS, Persaud R, Qamar A, et al. BIC/FTC/TAF as HIV PEP Was Well -Tolerated With High Adherence and No
Seroconversions. [Poster 1134]. Paper presented at: Conference on Retroviruses and Opportunistic Infections (CROI);
March 3-6, 2024; Denver, Colorado.



Consider BIC/TAF/FTC?

- Efficacy
— Animal studies demonstrated up to 91% protection with early initiation.
— Animal studies suggest improved efficacy with late initation
— No HIV seroconversions reported in multiple human studies.
* Tolerability
— Significantly fewer side effects (e.g., diarrhea, fatigue) compared to older PEP regimens.
— Well-tolerated in both real-world and clinical trial settings.
« Completion Rates:
— Over 90% regimen completion in multiple studies.
— Single-tablet regimen enhances adherence.
* Accessibility
— On most formularies
— Single manufacturer for patient assistance programs
« Recommended in the NYS AIDS Institute Guidelines and gaining traction in other jurisdictions

« Consistent findings across animal, observational, and randomized studies highlight its safety and
effectiveness.




Medication Prophylaxis

Medication Prophylaxis

1. HIV post-exposure prophylaxis (PEP)
2. HIV pre-exposure prophylaxis (PrEP)
3. Doxy-PEP




Updated PrEP Recommendations

| - « Discuss PrEP with more people
US Public Health Service

PREEXPOSURE PROPHYLAXIS FOR * Do more HIV testing

THE PREVENTION OF HIV  Expand PrEP options to appeal to more
INFECTION IN THE UNITED STATES people
—2021 UPDATE — Tailored recommendations for initiation

o and follow-up care
A CLINICAL PRACTICE GUIDELINE




Updated Recommendations

* Inform all sexually active adults and
adolescents about PrEP

— Risk-based screening tools and algorithms
don’t work and stigmatize patients

— Universal HIV/STI screening and PrEP
education is more beneficial and cost
effective than risk-based screening




Updated Recommendations




The Era of PrEP Choice

Common Side

Option Type / Brand How to Use Effectiveness Effects Monitoring Approx. Cost*
Daily Oral L o Nausea, diarrhea, B

(TDF/FTC) Truvada 1 pill daily 99% o Labs every 3-6 mo | $30/mo

Daily Oral (F/ITAF) | Descovy 1 pill daily 99% Nausea, fatigue, || .1 overy 3-6 mo | $2,200/mo

weight gain




> W o=

TDF vs TAF

There is a robust evidence base for the use of TDF/FTC as PrEP
TAF/FTC has not been shown to be more effective than TDF/FTC
TDF/FTC is extremely safe

Continuing to prescribe TDF/FTC may allow us to expand PrEP use

Krakower DS, Daskalakis DC, Feinberg J, Marcus JL. Tenofovir Alafenamide for HIV Preexposure
Prophylaxis: What Can We DISCOVER About Its True Value? Ann Intern Med. 2020 Feb 18;172(4):281-
282. doi: 10.7326/M19-3337. Epub 2020 Jan 14. PMID: 31931525; PMCID: PMC7217716.



On-Demand PrEP Works

* 414 patients randomized to placebo vs on-
demand PrEP

» 86% relative reduction in HIV incidence
compared with placebo

e The use of TDF-FTC before and after sexual
activity provided protection against HIV-1
infection in men who have sex with men.




On-Demand PrEP

1. First dose: 2 tablets 2-24 hours (ideally 24
hours) before sex

2. Second dose: 1 tablet 24 hours after the
first dose

3. Third dose: 1 tablet 48 hours after the first
dose

4. If you have sex later then planned or
multiple times:

1. Keep taking additional tablets until you
have taken two tablets in the 48 hours
(once every 24 hours) after your last
sexual encounter

5. If you have sex more than twice a week,
take daily PrEP instead




On-Demand (Great For Starts and Stops)

Only for men who have sex with men

— Limited data for cisgender women,
transgender women, and transgender
men having vaginal/frontal sex

Infrequent sex

Able to plan for sex at least 2 hours in
advance

Contraindicated in Hepatitis B infection




The Era of PrEP Choice

Common Side

Option Type / Brand How to Use Effectiveness Effects Monitoring Approx. Cost*
?T"g'l‘:’ "?T’g') Truvada 1 pill daily 99% ][\;?Ilézza diarhea, || Jhs every 3-6 mo | $30/mo

Daily Oral (F/TAF) ' Descovy 1 pill daily 99% \'/\'v:i‘gsh‘jaé;f‘r:igue' Labs every 3-6 mo = $2,200/mo

(c')I'T)-I? /T:r.:]g;‘d “2-1-1” dosing gei)(i,l lj Z?tr;rbgl%r,e1 86% Gl upset Labs every 3—6 mo ;§3u()s/;n)o (lTEaTeE

after 48h




Injectable PrEP - Cabotegravir

HPTNO83

CAB-LA was superior to daily oral TDF-
FTC in preventing HIV infection among
MSM and transgender women

HPTNO84

Superiority of Injectable Cabotegravir to
Oral TDF/FTC for the Prevention of HIV in
Cisgender Women in Sub-Saharan Africa

Landovitz RJ, Donnell D, Clement ME, et al. Cabotegravir for HIV Prevention in Cisgender Men and
Transgender Women. N Engl J Med. 2021;385(7):595-608. doi:10.1056/NEJM0a2101016

Eshleman SH, Fogel JM, Piwowar-Manning E, et al. Characterization of Human Immunodeficiency Virus
(HIV) Infections in Women Who Received Injectable Cabotegravir or Tenofovir Disoproxil

Fumarate/Emtricitabine for HIV Prevention: HPTN 084 [published online ahead of print, 2022 Mar 18]. J
Tnfort Nic 9097 5iahET7E Ani-10 1002 /infdic/iiahET76



Injectable PrEP - Lenacapavir

Purpose -1

No participants receiving twice-yearly
lenacapavir acquired HIV infection.

Purpose - 2

« The HIV incidence with twice-yearly
lenacapavir was significantly lower than
the background incidence and the
incidence with F/TDF.

Kelley CF, Acevedo-Quifiones M, Agwu AL, et al. Twice-Yearly Lenacapavir for HIV Prevention
in Men and Gender-Diverse Persons. N Engl J Med. 2025;392(13):1261-1276.
doi:10.1056/NEJMoa2411858

Bekker LG, Das M, Abdool Karim Q, et al. Twice-Yearly Lenacapavir or Daily F/TAF for HIV
Prevention in Cisgender Women. N Engl J Med. 2024;391(13):1179-1192.
doi:10.1056/NEJMo0a2407001



The Era of PrEP Choice

Option

Daily Oral
(TDF/FTC)

Daily Oral (F/TAF)

On-Demand
(TDF/FTC)

Injectable (2-
month)

Injectable (6-
month)

Type / Brand

Truvada

Descovy

“2-1-1” dosing

Apretude
(cabotegravir)

Yeztugo
(lenacapavir)

How to Use

1 pill daily

1 pill daily

2 pills 22h before
sex, 1 after 24h, 1
after 48h

Shot every 2
months (after 2nd
at 4 wks)

2 abdominal shots
every 6 months

Effectiveness

99%

99%

86%

>99%

>99%

Common Side
Effects

Nausea, diarrhea,
fatigue

Nausea, fatigue,
weight gain

Gl upset

Injection site pain,
headache

Injection site
lumps, nausea

Monitoring

Labs every 3—6 mo

Labs every 3—6 mo

Labs every 3—6 mo

Labs g4mo

Labs g3—-6mo

Approx. Cost*

$30/mo

$2,200/mo

~$30/mo (depends
on use)

~$3,700/dose
(~$22Kiyr)

~$14K/dose
(~$28Kl/yr)




Providing PrEP To Your Patients

1. Initial Clinical Assessment « Last unprotected sexual encounter?
« HIV Testing
« Concomitant medications
« Screen for renal disease
» Screen for hepatitis B

» Screen for osteopenia




Providing PrEP To Your Patients

1. Initial Clinical Assessment Last unprotected sexual encounter?

 PrEP vs PEP
« HIV Testing
« Concomitant medications
« Screen for renal disease
» Screen for hepatitis B

» Screen for osteopenia




Providing PrEP To Your Patients

1. Initial Clinical Assessment » Last unprotected sexual encounter?
* HIV Testing
« Concomitant medications
« Screen for renal disease
» Screen for hepatitis B

» Screen for osteopenia




Providing PrEP To Your Patients

1. Initial Clinical Assessment » Last unprotected sexual encounter?
« HIV Testing
« Concomitant medications
« Screen for renal disease
» Screen for hepatitis B

« Screen for osteopenia
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