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Syphilis Has Surged for Reasons That Go Beyond
the Pathogen That Causes It

Rita Rubin, MA

he flyers for the Syphilis Navigation
T Connection Helpline (SYNCH) are
simple and to the point.

Above a photo of 10 hands, each hold-
inga puzzle piece, the leaflets proclaimin red
letters: Test and We Will Take Care of the Rest!
The helpline’'s phone number is embla-
zoned between the slogan and the photo.

SYNCH's acronym is apt. The helpline, a
new project of the St Louis County, Missouri,
sexual health clinic, promises more than treat-
menttothoseit's trying to reach—people with

syphilis who are
pregnant or could
become pregnant.
Aiming to reduce
congenital syphilis cases, SYNCH offers
education, linkage to resources, and partner
services.

Increasingly, public health experts have
recognized that testing and treatment alone
won't curb the more-than-decade-longrise
of US syphilis cases, which in 2022 reached
the highest number since 1950, according
to the US Centers for Disease Control and
Prevention (CDC).

One need look only at the name of a fed-
eral task force created in August 2023 for a
clue to the complexity of factors contribut-
ing to the syphilis resurgence. It's called the
National Syphilis and Congenital Syphilis
Syndemic (NSCSS) Federal Task Force,
chaired by Rachel Levine, MD, assistant sec-
retary for health at the US Department of
Health and Human Services (HHS).

Syndemic was coined in the 1990s by
University of Connecticut medical anthro-
pologist Merrill Singer, PhD. "Syndemic
theory recognizes that social factors create
the conditions that support the clustering of
diseases and that these diseases interact in
a manner that worsens health outcomes,”
Singer and his coauthor explained in a re-
cent article. "Syndemics theory has helped
tofacilitate systems-level approaches to dis-
ease as a biosocial phenomenon and guide
prevention and treatment efforts.”

Syphilis clusters with HIV, hepatitis C,
and substance use, particularly fentanyl
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and methamphetamines, Levine noted in
an interview with JAMA Medical News.
There have been concerns that preexpo-
sure prophylaxis (PrEP) for HIV might be
linked with an increase in syphilis and
other bacterial sexually transmitted infec-
tions (STls) because PrEP would lead to
riskier sexual behavior. However, a 2020
study of men who have sex with men in
Australia found that their STI positivity
was high and increasing before starting
PrEP. Their STI positivity rate remained
high but stable after starting PrEP.

COVID-19 also appears to have contrib-
uted to the rising rates of syphilis, but the
trend predates the pandemic by several years.

"l think the pandemic...laid bare and
made worse the health disparities” result-
ing from such nonmedical factors as a lack
of housing, transportation, economic op-
portunities, and education as well as food in-
security, Levine said.

"COVID-19 strained an already crum-
bling public health infrastructure,” noted
Robert McDonald, MD, MPH, a medical offi-
cer in the Division of STD Prevention at the
CDC's National Center for HIV, Viral Hepati-
tis, STD, and TB Prevention. The pandemic

increased workloads for local, state, and fed-
eral public health agencies, which were al-
ready dealing with reduced funding for staff
to deal with STIs, he explained. “It's impor-
tant to build up that workforce.”

As a researcher and as medical director
of the St Louis County sexual health clinic,
Washington University School of Medicine
infectious disease physician Hilary Reno,
MD, PhD, saw the need to offer syndemic-
based, holistic care to people with syphilis,
which is why she came up with the idea for
SYNCH. What makes SYNCH unique is that
it's directed not only toward pregnant
people with syphilis but also nonpregnant
people with syphilis who could become
pregnant in the future, Reno said. The pro-
gram's staff assess social determinants of
health to ensure that the care clients
receive is adequate and appropriate. When
necessary, SYNCH can link clients to ser-
vices such as housing and medication to
treat substance use disorder, Reno said.
Disease intervention specialists, one of
whom is also trained as a community health
worker, "play a critical role” by making sure
that SYNCH clients’ sexual partners are also
treated, she noted.
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The Breadth of the Problem

After reaching historic lows in 2000 and
2001, the rate of primary and secondary
syphilis, the most infectious stages of the dis-
ease, has increased nearly every year since
among men and women and all age groups
and in all US regions, according to the
CDC. The trend continued apace in 2022,
the most recent year for which data are avail-
able. The highest rate of reported cases of
primary and secondary syphilis that year,
67 per 100 000—or nearly 4 times the na-
tional rate of 17.7 per 100 000—was in non-
Hispanic American Indian or Alaska Native
populations.

In response, the Navajo Health Educa-
tion Program in February launched the
Syphilis Aware initiative, whose tag line is
"Protect Yourself, Protect Navajo.” The cam-
paign has developed fact sheets and will of-
fer free screening at monthly health expos
through the end of the year.

The second-highest rate of cases per
100 000 population, 44.4, was in the Black
population, followed by 30.2 in the Native
Hawaiian or Other Pacific Islander pop-
ulation, 25 in the multiracial population,
18.6 in the Hispanic or Latino population,
10.2 in the White population, and 4.9 in the
Asian population. In 2022, 207 255 cases
of syphilis were reported in the US, an in-
crease of 17.3% in just 1year, according to
the CDC. Of those cases, 3755 were con-
genital syphilis, linked to 282 stillbirths and
infant deaths.

At atime when perinatal infections such
as HIV and hepatitis B have been declining,
the US congenital syphilis ratein 2022, which
was 102.5 cases per 100 000 live births, rep-
resented a nearly 31% increase over 2021
and was the highest reported since 1991.
Rates of primary and secondary syphilis in
women aged 15 to 44 years increased in 35
states from 2021 to 2022, the CDC re-
ported. And yet, Levine noted, “congenital
syphilis is completely preventable.”

Other countries are experiencing simi-
lar increases in syphilis, which, left un-
treated, may lead to potentially fatal com-
plications in multiple organs years after
infection. Worldwide, new syphilis cases rose
by more than 1 million in 2022 to 8 million,
according to aMay 21report from the World
Health Organization (WHO). The highest in-
creases occurred in the Americas and Africa,
the report noted. In 2022, WHO member
states had set a goal of reducing total adult
syphilis cases 90% by 2030.
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Out of Sight, Out of Mind?

In 1999, the CDC launched the National
Campaign to Eliminate Syphilis from the
United States. The program set a deadline of
2005 for reducing the country’s number of
primary and secondary cases of syphilis to
1000 and raising the proportion of coun-
ties without any cases to 90%.

That didn't seem like a pie-in-the-sky
goal at the time. After all, the rate of pri-
mary and secondary syphilis had fallen ap-
proximately 90% from 1990 through 2000,
according to the CDC. In 1999, there were
6617 reported cases of primary and second-
ary syphilis in the US, and that number
dropped to 5979 in 2000.

But syphilis cases began to creep back
upin 2001. The problem was that the shrink-
ing syphilis numbers in the 1990s meant
many clinicians didn't give the STI much
thought when cases began increasing,
McDonald said.

“Toward the end of the last century,
we were so close to syphilis elimination,” he
explained. "It became something that we
weren't screening for, that we weren't
testing for, that we weren't thinking about.
For most of us, when we were coming up
through training, we didn't see syphilis.”
As aresult, clinicians often don't "even think
about it on the differential diagnosis,”
McDonald noted.

Many patients don't notice the main
symptom of primary syphilis infection: small
painless sores on the genitals, anus, or wher-
ever else the bacterium Treponema pallidum
entered the body. Often, neither do their
health care practitioners.

"We know that to address syphilis, you
need to betesting for syphilis,” McDonald said.

Testing, Testing, Testing
Lack of timely testing and adequate treat-
ment contributed to 88% of US congenital
syphilis casesin2022, accordingtoanarticle
McDonald coauthored in November in the
Morbidity and Mortality Weekly Report
(MMWR). As of that month, 8 states did not
require a syphilis test at the first prenatal
visit, and only 6 recommended testing all
pregnant individuals when they deliver, a
point at which syphilis can still be passed
from untreated mother to newborn.
Because of the rapidly increasing con-
genital syphilis rates, the American College
of Obstetricians and Gynecologists (ACOG)
in April updated its recommendation about
screening for syphilis in pregnancy.

Previously, ACOG recommended uni-
versal first-trimester screening and addi-
tional screening for pregnant people who
are at risk or live in areas with high rates of
syphilis. However, that approach required
that clinicians be able to take patient histo-
ries to accurately assess risk and to know
whether their area has high syphilis rates.
The updated ACOG practice advisory in-
stead recommends that obstetric care pro-
fessionals screen all pregnant individuals at
the first prenatal care visit, during the third
trimester, and at birth.

Because many patients receive limited
prenatal care, though, Levine's federal syphi-
lis task force has promoted testing preg-
nant people for syphilis beyond traditional
prenatal care settings, including at sub-
stance use facilities, harm reduction pro-
grams, and emergency departments.

Ramping up testing is easier said than
done, though. As McDonald noted, syphilis
isn't usually top of mind for clinicians. Plus,
he pointed out, “we haven't had that many
advances in testing for syphilis.”

Urine specimens can be used to test for
chlamydia, gonorrhea, and trichomoniasis,
and oral swabs can be used to test for HIV.
Butablood draw is required to test for syphi-
lis. "Alot of easier tests are out there for other
organisms,” McDonald said.

Plus, “syphilis is not a positive or nega-
tive situation,” Reno noted. “If you have a
past history of syphilis, you can still end up
with a positive test." If someone with a his-
tory of being treated for syphilis tests posi-
tive, a second test is done to determine
whether or not they've been reinfected.

Arapid point-of-care test for syphilis and
HIV that requires only a fingerstick has been
available for a few years, but it too can yield
false-positive results for syphilis, according
toReno. "I've seen these tests used by street
medicine groups,” she said. She explained
that if someone whois unhoused tests posi-
tive for syphilis on a rapid test, they'll re-
ceive aninjection of penicillin G benzathine
on the spot with the hope they'll come to
a clinic for a full blood workup.

Lack of Treatments

The preferred treatment for syphilis hasn't
changed in 80 years, and it's been in short
supply since at least last summer, a situa-
tion that is expected to continue until the
end of this year. Pfizer, the only US supplier
of penicillin G benzathine, which it markets
asBicillin L-A, saysit hasn't been able to keep
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up with demand. Penicillin G benzathine in-
jection is the only effective syphilis treat-
ment for pregnant people and infants with
congenital syphilis. Nonpregnant people can
be treated with doxycycline pills for 2 to 4
weeks, compared with 1 or 3 benzathine
penicillin G shots depending on whether the
infection is in its early or later stages.

Because of the shortage, the US Food
and Drug Administration (FDA) in January al-
lowed temporary importation of benzathine
benzylpenicillin (Extencilline), manufactured
in Italy for a French pharmaceutical company.
Benzathine benzylpenicillinis another name
for penicillin G benzathine. Extencilline is
not FDA approved, but it is authorized and
marketed in other countries and is equivalent
to Pfizer's product.

Although these drugs are highly effec-
tive, "we need more advances,” including
vaccines against syphilis and other STIs,
Levine noted. The HHS recently hosted a
workshop with National Institutes of Health
scientists to discuss the development of new
syphilis treatments.

Putting PEP Into Preventing Syphilis
One recent development has been clinical
trials showing that 200 mg of doxycycline,
taken within 72 hours of condomless sex, can
reduce the risk of syphilis, chlamydia, and
gonorrhea in cisgender men who have sex
with men and in transgender women who
have sex with men. (The reason clinical trials
have not found doxycycline postexposure
prophylaxis, or doxyPEP, to be effective in
cisgender women might simply be because
those assigned to take it didn't, suggested
an article in December.)

Clinical trial results published in 2023
demonstrated that doxyPEP, compared
with usual care, reduced the combined
incidence of the 3 bacterial STIs by two-
thirds in cisgender men and transgender
women who have sex with men. "Think
of it as a morning-after pill but for bacterial
STlsinstead of pregnancy,” notes the website
for Howard Brown Health, a nonprofit
LGBTQ health care and social services pro-
vider in Chicago.

The FDA hasn't approved doxyPEP, but
a number of public health agencies, includ-
ing the Los Angeles County Department of
Public Health, the New York City Department
of Health and Mental Hygiene, and the
Virginia Department of Health, have devel-
oped guidelines for its use. Last October, the
CDCissued a draft of the first national guide-
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lines for doxyPEP, but a final version hasn't
yet been posted.

The draft guidelines recommended con-
sidering doxyPEP within 72 hours of oral,
vaginal, or anal sex for men who have sex
with men and for transgender women with
ahistory of at least 1bacterial STl in the pre-
vious 12 months who are at risk for acquir-
inganother one. Evenif they don't have a his-
tory of arecent bacterial STI, doxyPEP could
be considered for men who have sex with
men and for transgender women if they're
going to participate in activities such as
cruises and festivals that could increase the
likelihood of STl exposure, the draft noted.

But some of the same obstacles that de-
ter testing and treatment for syphilis could
also block access to doxyPEP, cautioned the
authors of an article published in February.
"Although this intervention could signifi-
cantly reduceincident STls, its implementa-
tion has the potential to perpetuate exist-
ing inequities,” they wrote.

Meet Them Where They Are

As far as Kimberly Stanford, MD, knows, her
emergency department at the University of
Chicago Medicine was the first in the US to
offer universal screening for syphilis, which
began in May 2019.

Fewer and fewer people have a primary
care clinician, Stanford explained. "It's not
their fault. It's the system failing them.” That's
why the emergency department seemed like
alogical place to screen patients for syphilis,
she said, regardless of whether they're seek-
ing help for a sprained ankle or an unusual
vaginal discharge. “This is where people are
coming for their health care.”

Compared with the 7 months before
their emergency department implemented
universal syphilis screening, the number of
screening tests more than tripled in the 7
months afterward, Stanford and coauthors
recently reported.

Most patients have left the emergency
department by the time their syphilis blood
test results become available, Stanford said.
Still, she noted, 70% to 80% of those found
to have syphilis are treated, and “most of
them come in and get treatment from us.”

At the UAB (University of Alabama at
Birmingham) Hospital, Lauren Walter, MD,
MSPH, hopes to begin “prioritized" syphilis
testing in the emergency department as
soon as the institutional review board ap-
proves. “It's just more cost-effective” than
universal screening, she explained.

News & Analysis

Until now, when patients came to the
emergency department with symptoms sug-
gestive of an STI, they might get a urine test
to check for trichomoniasis, Walter said. “It's
not really been on our radar to consider or
check for syphilis.”

She recently coauthored a 30-day ret-
rospective study of patient visits to her emer-
gency department that was designed to as-
sess the potential benefit of targeted syphilis
screening. Walter and her collaborators re-
viewed electronic medical records (EMRs) to
see whether patients with predetermined
syphilis “flags” were tested for the disease.
The so-called flags were a history of an STI,
the patient's chief concern or the triage
nurse's summary of it that suggested an STI,
or a positive pregnancy test.

Of 5537 encounters during September
2022, 455 visits were flagged, but an order
was written for a syphilis test in fewer than
athird of the flagged encounters. Of the 120
syphilis screening tests ordered, 29 (24.2%)
came back positive. Some clinicians are prob-
ably more likely to order syphilis testing than
others, Walter noted. Under the proposed
plan, the EMR will automatically flag pa-
tients who are at risk for syphilis and order
a screening test for them, she explained.

A linkage coordinator will attempt to
contact patients who have positive results,
and the county health department will also
be notified, Walter said. Unlike Stanford's
emergency department in Chicago, Walter's
is leaving syphilis treatment to the county
health department and others. "Our capac-
ity to take care of nonemergent issues is of-
ten limited,” she noted.

Common Threads

Reno knows that stemming the rise in syphi-
lis requires more than just determining that
someone is infected and then “throwing Bi-
cillin at them.”

She recently coauthored a study of
people who delivered infants with congen-
ital syphilis between December 2015 and
June 2022 ina Missouri hospital system. Half
of the mothers had received inadequate pre-
natal care, and more than 40% had a his-
tory of substance use, which correlated with
inadequate prenatal care, Reno and her co-
authors reported.

Missouri's data are far from unique. A
study of pregnant people with syphilis in
Arizona and Georgia during 2018 to 2021
found that those who transmitted the infec-
tiontotheir offspring were more likely to have
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used substances than those who did not
transmit it, researchers reported in MMWRin
2023. About half the people who used sub-
stances during pregnancy and transmitted
syphilis to their fetus or newborn had late or
no prenatal care, the researchers found.
Syphilis is spread mainly through sexual
contact and, rarely, through blood transfu-
sions; unlike HIV, it is rarely transmitted by
sharing contaminated injectable drug equip-
ment. Still, syphilis clusters with substance
use, but for less obvious reasons. For ex-
ample, an altered state of consciousness
from substance use can lead to “a potential
increase in sexual risk behaviors,” McDonald
explained. And people who use substances
typically engage in risky sexual behaviors
with partners who also use substances,
noted Reno, coauthor of the CDC's most
recent STls treatment guidelines, pub-
lished in 2021. "Those aren't just factors
that exist alone in a population. They are
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interacting with each other in a not great
way." she said.

As chair of the federal syphilis task force,
Levine has traveled the country to learn about
the challenges local public health officials like
Reno are facing with the surging STI. Among
other places, she recently visited Cahokia
Heights, lllinois, which sits directly across the
Mississippi River from St Louis, and the Navajo
Nation, whose seat of government is in
Window Rock, Arizona. Three-quarters of
Cahokia Heights' residents are Black people,
while virtually allthose who live on the sprawl-
ing Navajo Nation Reservation are Native
American people. Although these are differ-
ent populations in different settings, Levine
said she couldn't help but notice that the 2
communities are lackingin many of the same
social determinants of health, including ad-
equate housing and nutritious food. “Syphi-
lis," she pointed out, "“is yet another health
equity issue.” =
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