Why COVID-19 Will Not Mean the End of the STI

Epidemic (and May Make It Worse)
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Learning Objectives

After attending this presentation, learners will be able to:

= Describe changes to the management of gonococcal
infection

= State the appropriate method to monitor response to
treatment of syphilis

= Screen people living with HIV for sexually transmitted
infections (STIs)
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+ Epidemiologic trends inthe Unied Stoes
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— Continued STI crisis
@ 30,644

— What will happen during the pandemic?
+ Concerns specific to HIV management &
prevention
— Operational challenges
+ Asymptomatic nature of most STI; burden of
extragenital infection
+ Costof screening & treatment
+ Management in setting of a pandemic
— High index of suspicion for antimicrobial
resistance > treatment failure
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The U.S. Syphilis Epidemic: 2018
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TABLE 2. s o i mothers of infants with congenital syphilis, by U.S. Census region* —
United States, 2018
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401307) 235343 133286) 260252 70132)
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Summary
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Similar increases in

incidence
KEEP « Antimicrobial resistance
C A LM » Challenge of extragenital
infections
ITS NOT AS » Low efficacy of all but CTX at
pharynx

BAD AS
GONORRHEA antibiotic regimens

Limited options for alternative

Neisseria gonorrhoeae — Percentage of Isolates with Elevated MICs to
Azithromycin, Cefixime, and Ceftriaxone, Gonococcal Isolate
Surveillance Project (GISP), 2009-2018
Elevated MICs.
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CDC STD Treatment Guidelines, 2015
Gonorrhea Dual Therapy
Uncomplicated Genital, Rectal,
or Pharyngeal Infections

Azithromycin
Ceftriaxone 250 mg IM  [lRVEYy L9 orally
in a single dose ((IEEE)

« Regardless of chlamydia test result

CDC 2015 STD Treatment Guidelines
wwww.cdc gowstdireatment

CDC STD Treatment Guidelines, 2020
Gonorrhea Therapy
Uncomplicated Genital, Rectal,
or Pharyngeal Infections

Ceftriaxone 250 mg IM
in a single dose

Addresses concerns of:
« Increasing azithromycin resistance
« Potential for increasing MICs to CTX
« Better pharyngeal coverage (?)

« Antimicrobial stewardship

Gonorrhea:
When Cephalosporins Are
Contraindicated

(IM Administration/Toxicity)

“What's the next best medicine?” (Gl Toxicity; unavailable)

Gentamicin 240 IM/ Azithromycin 2.0g

Gemifloxacin 340 mg/Azithromycin 2.0g
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Novel Antimicrobials Under Study for Gonorrhea

« Zoliflodacin (AZ D0914) Single-Dose Zoliflodacin (ETX0914)
—  Spiropyrimidinetrione (topoisomerase inhibitor) for Treatment of Urogenital Gonorrhea
— Activity at rectum; limited at pharynx
— Activity vs. C. trachomatis, M. genitalium
~ Phase Il trial completed (Taylor SANEJM 2018); IIl underway E
+ Gepotidacin (BTZ116576)
— Triazaacenaphthylone (topoisomerase inhibitor) Gepotidacin for the Treatment of Uncomplicated Urogenital

—  High efficacy potential — 3 separate ribosomal targets ﬁrg’:‘“‘.;::m‘ Randomized, Dose -Ranging, Single-Oral
— Phase Il trial completed (Taylor SA CID 2018) n
+ Solithromycin
—  Fluoroketolide; inhibits protein synthesis
— Initial Ph 3 trial did not show non-inferiority to standard-of-care;
no resistance but given structural similarity to telithromycin,
strains with high-level azithromycin resistance are concern (Hook
EW CID 2015)
+ Delafloxacin
— Ineffective as single-dose therapy (Hook Sex Transm Dis 2019)

1200 mgor
py for

Sexual health during
the pandemic
= Major disruption of clinical
services
= Diversion of resources
(especially public health) to
COVID19 efforts
= Access to prevention
(including PreP,
contraception) compromised

== https://www.cdc.gov/std/prevention/disruptionGuidance.htm

Impact of COVID-19 on HIV PreP Care at a Boston Community Health Center
Krakower DS, Solleveld P, Mayer KH IAC 0 0
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New York Tenes 6/27/20 § - -

+ Fenway CHC EMR Jan 1-Apr 30; S = = &
3,520 people

* Mostly cis men, White, priv insurance

« PreP refill lapses associated with "

younger age, multi- or NR race, &

Hispanic ethnicity, public insurance -

HIV tests decraased by 85 1%
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can be given*

Preferred Treatment i
Syndrome In clinic, or other location where Alternative Treatment
injections can be given* When only oral medications are available:
Male urethritis Ceftriaxone 250mg intramuscular (IM) in | Cefixime 800 mg orally in a single dose PLUS
syndrome a single dose PLUS Azithromycin 1g Azithromycin 1g orally in a single dose (If
orally in a single dose (If azithromycin is | azithromycin is not available and the patient is not
not available and patient is not pregnant, | pregnant, doxycycline 100 mg orally twice a day for
then doxycycline 100 mg orally twice a | 7 days is recommended)
day for 7 days is recommended). OR
Cefpodoxime 400 mg orally q 12 hours x 2 doses
If cephalosporin allergy is reported, PLUS Azithromycin 1g orally in a single dose (If
gentamicin 240 mg IM in a single dose | azithromycin is not available and the patient is not
PLUS azithromycin 2 g orally in single pregnant, doxycycline 100 mg orally twice a day for
dose is recommended. 7 days is recommended).
If oral cephalosporin is not available or
cephalosporin allergy is reported, azithromycin 2g
*When possible, clinics should make orally in a single dose
arrangements with local pharmacies or
other clinics that are still open and can | &Alternative regimens should be considered when
give injections. recommendations treatments from CDC 2015
Treatment Guidelines are not available
Preferred Treatment Alternative Treatment
Syndrome In clinic, or other location where injections When only oral medications are

available &

syphili
penicillin G.

Genital ulcer disease (GUD)
Suspected primary or
secondary syphilis *+*

++ All pregnant women with
must receive Benzathine

A If clinical signs of neurosyphilis
present (e.g. cranial nerve
dysfunction, auditory or
ophthalmic abnormalities,
meningitis, stroke, acute or
chronic altered mental status,
loss of vibration sense), further
evaluation is warranted

with local

Benzathine penicillin G, 2.4 million | Males and non-pregnant
units IM in a single dose. females:

Doxycycline 100 mg orally twice
a day for 14 days.

Pregnant:
Benzathine penicillin G, 2.4
million units IM in a single dose.

&Alternative regimens should be
considered when recommendations

*When possible, clinics should make | treatments from CDC 2015

ol

Treatment Guidell are not

give injections

other clinics that are still open and can | gyajlable

Preferred Treatment

Alternative Treatment

disease (PID)

syndrome in women
without lower abdominal
pain, dyspareunia or
other signs concerning
for pelvic inflammatory

Syndrome In clinic, or other location where injections When only oral medications are avaiable®
can be given®
Vaginal discharge Treatment guided by Discharge suggestive of bacterial

examination and lab results. vaginosis or trichomoniasis

(frothy, odor): Metronidazole 500
mg orally twice a day for 7 days.

Discharge cottage cheese-like

with genital itching:  Therapy
directed at candida.

&Alternative regimens should be

*When possible, clinics should make
arrangements with local pharmacies or
other clinics that are still open and can

give injections,

considered when recommendations
treatments from CDC 2015 Treatment
Guidelines are not available.
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Syndrome

Preferred Treatment
In clinic, or other location where
injections can be given*

Alternative Treatment
When only oral medications are available®

Proctitis
syndrome #

#Consider adding
therapy for herpes
simplex virus if pain
present

Ceftriaxone 250mg IM in a single
dose PLUS doxycycline 100 mg
orally twice a day for 7 days. If
doxycycline not available or the
patient s pregnant, azithromycin
1g orally in single dose
recommended.

*When possible, clinics should
make arrangements with local
pharmacies or other clinics that are
still open and can give injections

Cefixime 800 mg orally in a single dose PLUS
doxycycline 100 mg orally bid for 7 days (if
doxycycline not available or the patient is
pregnant, azithromycin 1g orally in single dose
recommended).

OR

Cefpodoxime 400 mg orally g 12 hours x 2 doses
PLUS doxycycline 100 mg orally bid for 7 days (if
doxycycline not available or the patient is
pregnant, azithromycin 1g orally in single dose
recommended).

&Alternative regimens should be considered when
recommendations treatments from CDC 2015
Treatment Guidelines are not available

* Recommend
screening at all
sites relevant to
sexual activity
on annual basis
at minimum
Oropharyngeal
screening for
chlamydia not
recommended
(but treat if +
reported)

Centers fo

Chlamydia and

Among C: Vi Attendk

Men Who Mave Sex with Men — Five Cities, United States, 2017
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Does the Group B Meningococcal Vaccine Protect Against Gonorrhea?

Retrospective case-control study of subjects immunized with NZ MenB OMV vaccine (2004-2014)

[ ———————

« 877 diagnoses of gonorrhea, 772 diagnoses of gonorrhea/chlamydia co-infection in
participants

Effectiveness of MenB vaccine against gonorrhea estimated to be 33%
No reduced risk in individuals with gonorrhea/chlamydia coinfection

Petousis-Harts, Lancet July 2017

Willan “Optimized” Group B Meningococcal Vaccine
Protect Against Gonorrhea?

Composition of 4CMenB (Bexsero-GSK)

Outer membrane vesicles (OMV) from non-encapsulated strain MC58
(Group B, New Zealand epidemic strain)
Thrreﬁasxrlfled proteins Caesar 2013
Autotransporter, adhesion
NHBA W
Neisserial heparin-binding Jid
protein; fused to GNA10030 L o
* FHBP
Factor H-binding protein; fused to GNA2091
Transmitted Infections (ST)) Cooperative
arch Centers (CRC): Vaccine Development
MAGI Study: to start summer 2020

Opume

So what do we do

while we wait for a
vaccine?
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Pe iswith

pos
sexvally itted infections i ho h. ith
men: an open-label randomised substudy of the ANRS
IPERGAY trial Lancet ID 2018;18:308-17

Visits: baseline andevery2 months
‘Serologic assays for HIVand syphilis
PCR assays for chlamydia and gonarhea
Urine, anal, and throat samples collected

Time to First Chlamydia and Syphilis With
On-Demand PEP With Doxycycline for MSM Time to First Ganorrhea {ITT}

Mesan il 87 matns

Cumalative Probability

ncidence of gonorthea (n=47):
o PEP (n=25): 35/100 person-years,
PEP (n=22): 231100 person-years)

Doxycycline Prophylaxis for Bacterial Sexually
Current Issues Transmitted Infections

s 3 Loy e M Seumrs”
el ke and e et 2020:7006)1247-53

= Doxy-PEP reduced overall incidence of bacterial STI by = et ifective Dicaces
47% in MSM on PrEP (8.7 months of follow-up) Al eu:

= No effect on gonorrhea, but strong reduction in chlamydia
and syphilis

= Analysis of antibiotic resistance still pending

= Long-term benefit & harms not yet known

= No datain reproductive age women

= Several clinical trials planned or underway
(www clinicaltrials.gov); some health departments & providers
already using it
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Early diagnosis and risk factors of acute hepatitis C
in high-risk MSM on preexposure prophylaxis

Julien Gras®, Nadia Mahjoub®, Isabelle Charreau’, Laurent Cotte?,
Cécile Tremblay", Julie Chas', Francois Raffi®, Eric Cua”,
Brigitte Guillon', Nicolas Guigue", Marie L. Chaix"/,
Laurence Meyer, Jean M. Molina®,

Constance Delaugerre®, the IPERGAY Study Group

» High incidence 1.4 cases/ 100 PYFU (429 men followed for
median of 2.1y)

» Associated with riskier sex, higher no of partners, chemsex*

* HCV Ag immunoassay & plasma HCV RNA were positive ~2
months before Ab detection, when men were asymptomatic and
only 25% had increased ALT

« Directtests might improve early diagnosis & facilitate therapy

* use of ecstasy/ cocaine/ GHB or GBL /ketamine /crack/ heroin/ speed/ LSD/
mephedrone or slam

AIDS January 2020

JAS

Why Discuss STls in the Era of PrEP and U=U?

“...mantras like “Getting to Zero”...will never be achieved
without addressing the potentiating role of STI in the global
HIV pandemic, in addition to responding to other drivers of
HIV spread, including economic and gender inequality, and
other human rights challenges.”

HIV and sexually transmitted infections: responding to the
“newest normal”

Status Neutral Continuum of HIV Prevention and Care

Widespread HIV testing and
linkage to care snakiing peogls Broad support for people
Wit Wit HIV 10 accsss it caty. lving with HIV i

Full accoss to PrEF services
Universal viral suppression
‘amor peopln living vk IV

HIV
I I Testing

SETAMED PRESCREED LNWED TO AWARE OF  ATRISK BAR BEFORE  DIAGNOSED LUINKED RETAINED PRESCRIBED VIRALLY
oo PYEP. Prep () ‘erep THE BARS. TOCARE INCARE  ART SUPPRESSED
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Tl
Status Neutral Continuum of Hlb\?’revention and Care

Widespread HIV testing and
inkage to care snikiing peopls
Wity Wit HIV 10 800858 UTsatzoent say.

accoss to PrEF sarvices
whor 1 5 nppsapriats and dasise, Universal viral suppression

o et . - h
i among people living ik EIV.

Comprehensive sexual health care, including STI screening,
management, & prevention services

EDTO  AWAR e i y o e
oo PYEP. Prep () THE BARS. TOCARE INCARE  ART SUPPRESSED

Curriculu

www.std.uw.edu

e

25

No-costonline
clinical
consultation on
the prevention,
diagnosis, and
treatment of STDs
by your Regional
PTC Clinical
Faculty

www.STDCCNorg

Log for mdical

e 2
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Question-and-Answer Session
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