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Learning Objectives

After attending this presentation, learners will be able to:
= Manage and treat STIs in People with HIV

= Describe recent updates to CDC guidelines

= Weigh risks and benefits of antibiotic prophylaxis for STIs
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= STI Epi Overview

= Testing and Treatment Updates

» Recent data on STI Prevention

= Mpox
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2021 STI Surveillance — Preliminary Data

2.5 million
cases

Preliminary data show 2.5 million reported

cases of chlamydia, gonorrhea, and syphilis 201 021 s e

in2021. 1708569 1,628,357
Slide 6 1/default h
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Congenital Syphilis —rates by race/ethnicity, 2017-2021

AVAN
300
NHIPI
200
Black/AA
100 Hispanic/Latino
_____‘___-———"_—. rispanicll
e —
1] — Asian
2017 2018 2018 2020 2021
Year
Slide 7 Adapted from Pagaoa et al, Sexually Transmitted Diseases, 2021; available from CDC, Division of STD Preventior

Chlamydia, Gonorrhea, and Syphilis — Reported 2020 and 2021* Cases as a

Percentage of 2019 Cases
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Slide 8 Adapted from Pagaoa et al, Sexually Transmitted Diseases, 2021; available from CDC, Division of STD Preventio
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STI Prevention — Home Testing

Home Testing:

+ Mail-in Testing Kits — available and generally
reliable

» 2015 Cochrane Review: Clients participating
in home-based testing prefer the simplicity, National Coalition
security, and privacy of self-collected of STD Directors
speclmens At-home Self-collection Lab Testing

« CDC: Molecular Testing Labs - CLIA licensed, ~ forsewsly Transmitied inections
ordered by physicians, covered by most "
insurance

Slide 10 Fajardo-Beral et al. Cochrane Database Syst Rev. 2015 Sep 29;(9).CDO11317.
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STI Prevention — Home Testing

0
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STATE SPECIFIC SELF-TESTING SERVICES.

I Local usadicticn Sa: ] Wo Information

Slide 11 https://www nastad.orgimaps/state-specific-self-testing-services
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STI Treatment- 2021 Recommendations

Sexually Transmitted Infections
Summary of CDC Treatment Guidelines—2021

Updates for the following STls:
» Gonorrhea

» Chlamydia

» Trichomonas vaginalis

* PID

Slide 12
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STI Treatment — 2021 Recommendations

Regimen for Uncomplicated Gonococcal Infections
of the Cervix, Urethra, or Rectum

Gonorrhea

should be treated § < Ceftriaxone 500mg IM as a single
with a single dose for those weighing <150 kg (or

500 mg injection 300 Ib)

. « If weight >/= 150 kg (300 Ib) >
O: . Ceftriaxone 1000mg IM

of ceftriaxone’

If chlamydia infection has not been excluded, treat with doxy 100 mg BID for 7 days
During , still use azit in 1 g to treat I

For pharyngeal GC, TOC needed at 7-14 days
Slide 13
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STl Treatment — 2021 Recommendations
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STI Treatment- 2021 Recommendations

Slide 15 hitps:/iwww.cde. govistdistats18/defauit.ntm
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Treatment Effectiveness of Azithromycin and Doxycycline

ity ol in Uncomplicated Rectal and Vaginal Chlamydia

trachomatis Infections in Women: A Multicenter
<)

RCT: UG infection in

RCT — MSM with rectal chlamydia Prqspeclwe cohort study
paricipants from youth + 177 infections, cure rate 919% (80/88) with O clsgender women:
+ 155 pts in per-protocol doxy and 71% (63/89) with azithromycin, . Microbiological cure in
analysis absolute difference 20%, P<0.001 azllhro-tregle A group
+ 0 failures in azithromycin o sus s P was 78.5% (164/209
group; 5 failures in doxy  EIEIETHET AIDEA L} and 95.5% ((125/132))
+ Non-inferiority of ine Versus Azithromyein for the Treatment of in doxy-treated group.

Doxy
azithromycin not X i

larydia in Men Who Have Sex With Men: Difference, 17.0%; P <

established A Randomized Controlled Trial .001.

Slide 16
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« Treat uncomplicated pharyngeal, rectal, or urogenital infections

with doxycycline 100mg BID x 7 days
» Alternative: Azithromycin 1 g x one dose
» Azithromycin for pregnant women

» Don't forget LGV: extend course to 21 days if bloody discharge,
perianal or mucosal ulcers, or tenesmus with positive chlamydia

test

Slide 17
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ARS Question 1

A 43-yo cisgender woman with HIV presents to your HIV clinic for routine care.
She takes bictegravir/emtricitabine/tenofovir alafenamide with good adherence.
She has had two sexual partners in the past year. She has always had normal

Pap smears and is on a schedule of receiving them every three years; her last
Pap two years ago was normal. She has not had STI screening in recent years

and requests testing today. In addition to ordering tests for syphilis, gonorrhea,
and chlamydia, what other testing should be ordered?

a. HPV testing
b. Vaginal gram stain
c. Vaginal culture

d. NAAT for T. vaginalis

Slide 18
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» Screen women with HIV upon entry to care and annually
with NAAT
+ Test women with discharge
* Treatment:
» Clearance can take up to 3 weeks (with NAAT)
= Metronidazole 500 mg BID x 7 days for vaginal J
infections 3
= Tinidazole 2g one time as alternative
= 29 dose for men
« If persistent infection, perform resistance testing, consider
combination treatment

Slide 20 hittps:/iwww.cdc i i jasis.htm
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Pelvic Inflammatory Disease

« IM/oral (outpatient) treatment:
= Ceftriaxone 500 mg PLUS doxy
100 mg g12h x 14 days PLUS
metronidazole 500 mg q12h x 14
days
» Clindamycin + gentamicin is
alternative

Slide 21 https://www.cdc.gov/std/pid/stdfact-pid.htm|

21
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= STI Epi Overview
= Testing and Treatment Updates

* Recent data on STI Prevention

=  Mpox
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STI Prevention — Antibiotic Prophylaxis

iPERGAY OLE: Doxycycline
Post-Exposure Prophylaxis Study

Randomized Open-Label Trial (July 2015- July 2016)

©On Demand PEP with Doxycycline
(200 mg ~ 24h after sex, up to 72h)*

-HIV-negative high risk MSM
+Enrolled in the ANRS IPERGAY

Open-label extension study
+No contraindication to Doxy

« 232 Participants
* Follow-up: median of 8.7 months

Slide 23 Molina JM et al. Lancet ID 2018
S
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iPERGAY OLE: PEP with Doxycycline and
Incidence of Bacterial STls

'
, Syphilis Gonorrhea

HR 0.27; p=0.047 | HROB83:p=052

A AlSTIS
.. HR0.53; p=0.008

Chiamydia

1 HR 0.30; p=0.006

Slide 24 Molina N etal l ancelin 201
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Doxycycline post-exposure prophylaxis
for prevention of STIs among MSM and
TGW who are living with HIV or on
PrEP

Annie L Julie D i, Steph: Cohen, Deborah Donnell, Cole
iI Grabow, Clare Brown, Cheryl Malinski, Rodney Perkins, Melody Nasser, Carolina

i

-

Lopez, Susan Buchbinder, Hyman Scott, Edwin Charlebois, Diane Havlir, Olusegun
Soge, Connie Celum on behalf of the DoxyPEP Study Team

W

RAIDS 2022 D@XYPEP
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Intervention: Open label doxycycline 200mg taken as
PEP within 72 hours after condomless sexual contact
Maximum of 200 mg every 24 hours

Inclusion criteria:
- Male sexat birth
living with HIV - Living with HIV or on PrEP
(planned n = 390) | | | | I - 21STlin past 12 months
Month—— 0 5 3 s 1 Condomless sex with 2 1 male partner
in past 12 months

MSM & TGW

21 randomization STi Testing: Quarterly 3 site GC/CT testing +
RPR, GC culture before treatment

MSM & Tew Doxy Sites: San Francisco & Seattle HIV & STI
PEP clinics
(planned n = 390) T T T 1
Month 0 3 6 g 12

¥
s D@XYPEP

26

Primary Endpoint: STl incidence per

quarter

PIEP cohort PLWH cohort

Reduction in STI
w67 3108 incidence/quarter

=
risk reduction (95% Cl)

0.34
(0.24 - 0.46)

Living 0.38
s 07y i h) with HIV (0.24 - 0.60)

HE=R - .~
—

all p< 0.0001

Prep

Percent of quarterty vishs with an STI

Slide 27 Luelkemeyer et al. AIDS 2022. Montreal, CA. Julx 2022,
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PrEP cohort PLWH cohort
30

_ 521257 (20.2%) 264128 (20 3%)

20-

W -z

190128 (14 8%
57 (12.1%) e

Percent of quarterly visits with an STI

Urethral only

22 271305 (8.9%) Urethwal oy
—— Pharyngeal orly Pharyngeal ory
L W Rectal caly Redal orly
. u

W ic2omary latent syphilis

Reduction in each STI per

; quarter
BI570 (1.4%) Ll risk reduction (95% CI)
o =SS00LE —
. 0.45 0.43
) GC | (0.32-0.65) | (0.26-0.71)
| syphilis | p<0.0001 p=0.001
o 0.12 0.26
, ) CT |(0.05-0.25) | (0.12-057)
o ZETOI04%) ST 2305 (07%) ettt p<0.0001 p=0.0007
doxycycline PEP Standard of care  doxycycline PEP Standard of care 013 0.23
Syphilis| (0.03 - 0.59) | (0.04 - 1.29)
Slide 28 p=0.0084 p=0.085
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S. aureus Resistance

S. Aureus colonization: 14% absolute decrease in doxy-PEP arm

* . aureus colonization is associated
with subsequent clinical Staph
Infections, such as surgical infections
and bacteremia.!

* DoxyPEP use associated with 14%

absolute decrease in S. aureus
colonization.

1. Orstergond AB D1 dntancn Sean D KON, Sagrs O
20100 B NEATOND

Stansr

D@®XYPEP

e CROI

Slide 29 Luetkemeyer et al. CROI. Seattle,

WA. February 2023.

29

S. aureus Resistance

S. aureus: 8% absolute increase in doxycycline resistance
(doxy-R) in doxy-PEP arm
+ Doxy-R low in both arms; imbalance
at baseline.

+ 8% absolute increase in resistance in
Goxy-PEP arm from baseline

o

D@®XYPEP

CROI

Slide 30 Luetkemeyer et al. CROI. Seattle, WA. February 2023.
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S. aureus Resistance

MRSA: No change in doxycycline resistance with doxy-PEP

DOXYPEP s

P

CROIE

Slide 31 Luetkemeyer et al. CROI. Seattle, WA. February 2023.
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* Inthe setting of >50% reduction of GC with doxy-PEP. TCN-R
‘was presentin 4 baseline GC isolates, 6 incident GC isolates in
doxy-PEP arm, and 2 incident GC isolates in SOC arm,

. may be k TCN-R
strains; however, imited by small numbers

* Unable to assess doxy-PEP as driver of TCN-R in GC.

+ Doxy-PEP associated with 14% absolute reduction in

Joni d an 8%
resistance compared to baseine

. gonoroeae.

* MRSA prevalence was low (6%) & doxy-R MRSAwas
unchanged with doxy-PEP use.

« Nearly two thirds of isolates had pre-xisting doxycycline
resistance

+ No significant change assosiated with doxy-PEP use

Aiations;
= Small number of GC solates avalabl from incident cases
+ <12 monthsof folow-up 3
D@OXYPEP . Socparicipants also ecehed daxyorline orincident 5T CROI
Siide 32 Luetkemeyer et al. CROI. Seattle, WA. February 2023,
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STI Prevention - Vaccines

Effectiveness of a group B outer membrane vesicle
meningococcal vaccine against gonorrhoea in New Zealand:
aretrospective case-control study

crrzesEaes

CrdeOR(BSNC) prale  AdusIedOR(95%C) puske
Vascination statust

Vainated umacinated 07 (059076 onon Cggiosrom D wwemn

Fartal s unvaccieatod 1RETAT ol 1e9eEE ) [

Slide 33
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Petousis-Harrs et al. Lancet, 2017.
———
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STI Prevention — Vaccine/Antibiotic Prophylaxis

ANRS PREVENIR Substudy

Open-Label Prospective Cohort Study in the Paris Region

} STl Incidence

Randomization 2:1 to Doxy PEP or no PEP and 1:1
to MenB or no MenB vaccine.

n =700

+ ANRS Prevenir Pasticipant
+ STiin the prior 18 months

January 2021

Doxy PEP-/MenB+

Slide 34
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Doxycycline PEP
Time to First CT or Syphilis Infection

Ho PEP
Dory PEP

Mo interaction between Doxy PEP
and 4CMenB vaccine (p=0.59)

Adjusted Hazard R:
046 (95

atio:

5% CI 0.08-0,30, p<0.0004)

Median folow-up: 8 manths
(IOR: 610 12)

49 subjects infected
36 in No PEP arm
(incidence: 35.4/100 PY),
13 in Doxy PEP arm T
(incidence: 5 6/100 P} o H & s 2

Manths from randomization

Prababity
000 025 050 075 100

Number at risk

Slide 35 Molina et al. CROI. Seattle, WA. February 2023.
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4CMenB Vaccine
Time to First GC infection

No interaction between Doxy PEP
and 4CMenB vaccine (p=0.41)

4CHent

040 05

Adjusted Hazard Ratso:

0.49 (95% C: 0.27.0.88, p=0.016)
49 subjects infected

32 in No Vaccine arm

(incidence: 19.7/100 PY),

in 4CMenB vaccine arm
(incidence: 9.8/100 PY)

Merths from randomization

GG infecsions were considered from M3 Number at sk
Vil (1 month affer 2% vacciw dose) Mo Vaccie 3

Slide 36 Molina et al. CROI. Seattle, WA. February 2023.
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DOXYCYCLINE POSTEXPOSURE
PROPHYLAXIS FOR PREVENTION OF
STls AMONG CISGENDER WOMEN

Cisgender women bear the highest burden of morbidity and mortality from Tl sequalae
bacterial STls (Chlamydia is, Naissenia , and Trep:

patlcum)'=. - PID
= chronic pain
We conducted the first trial of doxycycline PEP among + infertility
cisgender women. O D=L 5
complications

« HIV acquisition

Slide 37 Stewart et al. CROI. 2023,

37

Time to first incident STI Time to first incident chlamydia
o

Proportion at risk

“*7 Logrank p=0.8081 "1 Logrank p=0.3468
E
5 % G % T e e M0 T Be B0 0 0 @ % 10 10 B 20 30 I W

Results — Incident STIs

= ] 088

iseniienta | A ST 0 001z oSt
= Chiamyda 3 El B 013 o4t o
Ganertea an " 2 18 omasr  oie

Slide 38
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D as STI PEP; C for and
Providers of Gay or Bisexual Men or Transgender Women

As CDC and others work quickly to evaluate data to inform chinical guidance on the safe and
f prophylaxs lled doxy as PEP) to prevent
gonorrhes, chlamydia, and syphills, we acknowledge there are individuals and clinicians who are
already engaged in the off-label use of doxycycline as bacterial STI post-exposure prophylaxis or
A5 such, we are following decisions:

 Current effic

¥ data [4 only applies to gay and bisexual men and transgender women.
Studies among heterasexual cis-gender women are angoing

+ Doxycycline 200 mg administered within 24-72 hours of condomless sex was the regimen
evaluated In this study. Other antblotics should not be considered for PEP.

« In addition to informing bout the potential STI f doxy as PEP,
providers should also counsel patients about potential adverse side effects of doxycycline
Including phototoxicity, gastrointestinal symptoms, and more rarely esophageal ulceration.

« Providers should continue to screen, test, and treat for bacterial STis in accordance with COCs
STi Treatment Guidelines and COCS PrEP far the Prevention of HIV guidelines M , even
among people who may be using doxycycline as PEP or PrEP.

Slide 39 hitps:/i ! tionsForDoxyPEP

39
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Antibiotic Prophylaxis for STI Prevention

Figure: Recommendations for research activities

oo

Clinical efficacy. Quaniilying clinical efficacy in a variety of papulalions is needsd
Daily and dosing is being studied.

Considering Risks/Benefits Oithor oplone, sich &5 woelkly dcsing, shou bo Invssiigaied
+ Resistance implications | S By ne messe mes cutess i maccrsing oo mascro
» Changes in microbiome

o

daycycine propnytaxis
Formulation: Ciear nfarmetion on i fracuency of sile efects for diferent
deycycine ormulations fs nesded. Difsct compariscns using randomized cinical

o

. i trimls may be appropriste. Further lang-term studies on side affects are alsa noeded
Side effects 0 Educational efforts: Prior to broad Impiementation, stiective educational campalgns
« Cost? are needed fo ensure that high-risk populaiions clearly understand the ¥erente
‘ between HIV PrEP and Dexy PEPIPIER
T 1 O Risk Oy monitafing for al Irial: tical.
» Risk Compensation H "l ses snoud

resistance in Dacterial STIs as well a5 cammensal orpanisms. Standardized laboratory
metheds for cefning Bnd moMitoring doxyCycling resistance in ST are needed
understand the

o
utity of Dixy PEPIPIEP.

Slide 40 Grant et al. Clin Infect Dis. 2019
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= STI Epi Overview

= Testing and Treatment Updates

= Recent data on STI Prevention

= Mpox

Slide 41
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Mpox in the United States

US Cases

30225

Slide 42 hitps:/fwwnw.cde,gov/poxvirus/mpoxiresponse/2022/us-map:htm]
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ARS Question 2

A 55-yo cisgender man with HIV well-known to your HIV clinic presents with
painful vesicular anorectal lesions. His last CD4 count from 18 months ago was
74 (8%) with a viral load of 22,000. HSV testing is negative but his Polymerase
chain reaction (PCR) testing for orthopoxvirus DNA is positive. You are
concerned for Mpox and you initiate treatment with tecovirimat. All of the following
populations should be prioritized for treatment except:

a. People age 65 years and older

b. Pregnant or breastfeeding people

c. People with skin conditions such as psoriasis

d. People with severe immune compromise (e.g. advanced HIV, leukemia, SOT)

Slide 43
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Mpox Outcomes — CD4 </= 350

SHARE Global distribution of SHARE-Net contributing sites

19 countries: X ‘%

Slide 45 Orkin C, et al. Mpox in People Living with HIV and CD4 <350 cellsimm3: A global care series. CROI 2023

45
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Mpox Outcomes — CD4 </= 350

A. outcome stratified by CD4 count
27.1% 4.3% 0% 0%

QOutcome

E— &8 Death
ICU
In-patient
OPD

101- 200 ™00 035
€4 strata in cells/mm?

Slide 46 Orkin C, et al. Mpox in People Living vith HIV and CD4 <350 cellsimm: A global care series. CROI 2023

46

DEATHS TOTAL n (%)
CD4 count (cells/mms3) - median (IQR) 35 (24-100)
ths with CD4 count >200 0
t D4 <200 15% (27/179) |
o with CD4 <100 27%
Viral Load (log copies/mi) - median (1IGR] 55
Complications
Severe coalescing or necrotising skin lesions 25 (93%)
Blood stream or 20 bacterial Infections 24 (89%)
Respiratory symptoms and respiratory failure 23 (85.0%)
Rectal complications. 21 (78%)
Oropharyngeal 18 (76%)
Ocular 13 (48.%)
NS 8(30%)
Cause of death
Septic shock and multiorgan failure 20 (74.1%)
Respiratory failure 4(14.8%)
Disseminated mpox 2(7.4%)
Cardiac arrest 10.7%)
Slide 47 Orkin C, et al. Mpox in People Living with HIV and CD4 <350 cells/mm3: A global care series. CROI 2023

47
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Concentration of STIs among a Subset of PrEP Users

b =
80 Mo, of STI
diagnoses per
participant
w0 _El
2 B
-3 T s
g
s M2
1
20 | None
ol | ||
Participants $Ts Diagnosed
(n=2981) (n=2928)
Slide 49 Traeger et al. JAMA. 2019;321(14) :13801390.I
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