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Congenital syphilis, first described by Gaspar Torella in 1497, 
results primarily from the transplacental passage of Treponema pallidum and 
continues to cause major negative consequences worldwide.1 After a steady 

decline in U.S. cases of primary and secondary syphilis after 1990, which led to 
hopes of its elimination, rates hit a nadir in 2001. Unfortunately, the rates have 
subsequently increased among men and women of reproductive age, as well as 
infants, and in 2021, the rate of congenital syphilis in the United States was the 
highest it has been in nearly 30 years.2

Epidemiol o gy

Syphilis, like many sexually transmitted infections (STIs), disproportionately affects 
populations with limited access to health care.2-5 The annual U.S. rates of primary 
and secondary syphilis among Native American and Alaskan Native persons, Native 
Hawaiian and Pacific Islanders, and Black women, as compared with White women, 
have increased over the past 5 years by factors of 8, 4, and 3.5, respectively.2,3,5 
Along with the rise in cases of syphilis among persons of reproductive age,2 cases 
of congenital syphilis increased by 754.8% from 2012 to 2021; currently, 1 in every 
1300 live births is affected.2 Since these data reflect only identified and reported 
cases of syphilis, they probably represent an underestimate of the incidence.2,6,7 
Cases of syphilis in late infancy and early childhood among international adoptees 
or refugees have also been increasing.8 Escalating rates of congenital syphilis pre-
dated the coronavirus disease 2019 (Covid-19) pandemic but increased further as 
public health programs shifted to respond to Covid-19.2,5,9-13 The effect of untreated 
syphilis on maternal and neonatal health outcomes is profound, with mother-to-
child transmission of syphilis estimated to cost $3.6 million in disability-adjusted 
life-years and $309 million in medical costs globally.14-16

Patho genesis

Congenital syphilis usually results from transplacental passage of T. pallidum to the 
fetus during disseminated maternal infection. Less frequently, neonatal infection 
occurs through exposure to syphilitic genital lesions at the time of delivery.17-25 
T. pallidum has a small genome with limited outer membrane protein expression, 
which renders the organism essentially undetectable by the fetal immune system 
after exposure, leading to persistent fetal infection.20-22 The risk to the fetus of con-
genital infection is 50 to 70% in pregnancies complicated by early syphilis but de-
creases to 15% if maternal syphilis was contracted more than a year before the preg-
nancy.2,17-26 Transmission may occur at any time during pregnancy, and the risk of 
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transmission is thought to increase with the dura-
tion of gestational exposure. However, the estima-
tion of risk may be confounded by infection that 
predated pregnancy.17-25 Limited data suggest 
that fetal infection occurs through placental in-
fection, followed by amniotic fluid infection, and 
ultimately, hematologic dysfunction, leading to 
nonimmune hydrops, though the true sequence 
remains unknown.17

M ater na l Scr eening

Serologic testing at the first prenatal visit is man-
dated by most states in the United States and is 
recommended by health authorities worldwide.27-29 
The STI guidelines of the Centers for Disease 
Control and Prevention (CDC) recommend repeat 
screening during pregnancy at 28 weeks’ gesta-
tion and at delivery for women who live in high-
prevalence areas; women who are considered to 
be at increased risk for syphilis because of sex with 
multiple partners, sex in conjunction with drug 
use, or transactional sex; women receiving late 
or no prenatal care; and women who are incar-
cerated (or have an incarcerated partner) or have 
unstable housing.27 Although there is no consen-
sus definition of high prevalence, 95% of states 
reported at least one case of congenital syphilis 
in 2021.2 A comprehensive social and sexual his-
tory is crucial for assessment of individual risk. 
In a large review of gestational syphilis, howev-
er, nearly half of patients did not report any risk 
factors,30 indicating that screening based solely 
on behavioral risk factors may miss a substantial 
proportion of syphilis infections.26,31-34

To better capture structural risk factors for 
syphilis such as community and sexual networks, 
predictive models that incorporate early syphilis 
rates among men, violent crime rates, race or 
ethnic group, urbanicity, population size, and 
the presence or absence of a neighboring county 
with early syphilis have been developed.35,36 These 
risk scores have varying accuracy in identifying 
U.S. counties with an elevated risk of syphilis, in-
cluding congenital syphilis. Further work is needed 
to translate these findings into practical use.

Clinic a l Pr esen tation of 
S y philis  dur ing Pr egna nc y

The clinical presentation of syphilis does not dif-
fer between pregnant and nonpregnant women. 

Primary syphilis is characterized by one or more 
indurated chancres at the site of inoculation, which 
are usually painless and occur within 3 weeks after 
exposure, although the chancres can have an 
atypical appearance and may be painful.27 After 
the primary lesion has resolved, a macular rash 
often appears during the secondary phase. The 
rash frequently, but not always, involves the palms 
and soles, and it may be desquamative. These di-
verse characteristics make the diagnosis challeng-
ing. A syphilitic rash should be distinguished 
from other rashes that can occur during preg-
nancy such as atopic eruption of pregnancy or 
pemphigoid gestationis. Clinical manifestations 
in primary and secondary syphilis may overlap, 
particularly in persons with human immunode-
ficiency virus (HIV) infection.27,37-40 The nonspe-
cific symptoms of primary and secondary syphilis 
may result in a delayed diagnosis during preg-
nancy.17,24 Other clinical findings of secondary 
syphilis can include lymphadenopathy, alopecia, 
condyloma lata, and oral mucosal patches27 
(Fig. 1 and 2).

Resolution of the signs and symptoms of 
syphilis defines latent infection, which is de-
tected only by serologic testing. Latent infection 
acquired within the preceding year is referred to 
as early latent syphilis, and accurate classification 
requires an interview with the patient, physical 
examination, a review of serologic test results and 
the treatment history, and information about the 
infection status of the patient’s sexual partner 
(or partners).27 Up to a quarter of untreated per-
sons have recurrent secondary syphilis within the 
first year after infection, and pathognomonic 
clinical findings may be absent.24,27 Syphilis re-
mains latent in approximately 70% of untreated 
persons but progresses to tertiary syphilis in the 
remaining 30%.27

Di agnosis of S y philis  dur ing 
Pr egna nc y

Dark-field microscopy, direct fluorescence anti-
body testing, and immunohistochemical or silver 
staining can be used to evaluate the lesions of 
early syphilis through direct detection of T. palli-
dum, though most clinical settings are not equipped 
to perform these tests, and direct fluorescence 
antibody testing is not currently available in the 
United States. Nucleic acid amplification tests 
(NAATs) are available, and the results can be 
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used for a clinical diagnosis if they are validated 
by the standards established in the Clinical Labo-
ratory Improvement Amendments. However, no 
assay that directly detects T. pallidum has been 
approved by the Food and Drug Administration 
(FDA) for commercial use in the United States.27

Serologic diagnosis of syphilis is the same in 
pregnant and nonpregnant persons and can be 
made with the use of either the traditional or 
reverse sequence algorithm (see Fig. S1 in the 
Supplementary Appendix, available with the full 
text of this article at NEJM.org).27 The traditional 
syphilis screening algorithm begins with a non-
treponemal immunoassay (e.g., a rapid plasma 
reagin test or Venereal Disease Research Labora-
tory [VDRL] test), followed by a treponemal im-
munoassay (e.g., the T. pallidum particle aggluti-
nation [TP-PA] assay) for confirmation. In the 
reverse sequence algorithm, an automated trepo-
nemal immunoassay is used first, typically a 
treponemal enzyme immunoassay or chemilu-
minescence assay, which then requires a quanti-
tative nontreponemal test for confirmation. A 
second treponemal-specific test with different 
antigens from those used in the original trepo-
nemal-specific test (e.g., the TP-PA assay) should 
be performed when the reverse sequence algo-

rithm generates discordant results.27 There are 
more than 18 different types of treponemal tests 
available for use in the United States, and the 
choice of algorithm to be used at a given clinical 
practice or institution should be based on avail-
able laboratory resources, test volume, and patient 
populations served.27 A patient with reactive re-
sults on both treponemal and nontreponemal 
tests should be considered to have active infection 
unless prior treatment resulting in a decrease by 
a factor of 4 from the pretreatment nontrepone-
mal titer is appropriately documented and there 
is no concern about reinfection according to the 
timing described in the CDC STI guidelines.27

Irrespective of the testing algorithm used, 
quantitative nontreponemal values are used to 
monitor disease activity and the response to thera-
py in pregnant women, which is the approach 
used in nonpregnant persons.27 Because effective 
syphilis treatment during pregnancy is time-sen-
sitive, nontreponemal titers are assessed at 8 
weeks after treatment (vs. ≥6 months after treat-
ment in nonpregnant persons) and at delivery, 
unless there is concern about reinfection or 
treatment has failed.27 A sustained increase by a 
factor of 4 from pretreatment titers may represent 
treatment failure or reinfection and requires re-

Figure 1. Clinical Manifestations of Primary and Secondary Syphilis.

Panel A shows a chancre in primary syphilis. Panels B and C show alopecia and condyloma lata, respectively, in sec-
ondary syphilis.

A

B

C
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treatment of the patient.27 The guidelines for 
syphilis management after delivery are the same 
as those for nonpregnant persons.27

Tr e atmen t of S y philis  
dur ing Pr egna nc y

The only antimicrobial agent proven to be both 
safe and efficacious for the treatment of syphilis 
during pregnancy is parenteral benzathine peni-
cillin G, administered intramuscularly according 
to the clinical stage, an approach that does not 
differ during pregnancy (Table S1).27 If the pa-
tient has a history of penicillin allergy, evalua-
tion with skin testing or an oral penicillin chal-
lenge is encouraged during pregnancy.27,41 If 
these tests are not feasible or if the patient has 
a confirmed IgE-mediated allergy, inpatient de-
sensitization should be performed.41-46 A history 
of a severe hypersensitivity syndrome, such as the 
Stevens–Johnson syndrome, warrants consultation 
with an allergist.27

Nonpenicillin antimicrobial agents have not 
been shown to have bactericidal activity against 
T. pallidum and are not recommended for the 
treatment of syphilis during pregnancy.27,46-49 If 
alternative regimens are used during pregnancy, 

the newborn should be evaluated and potentially 
treated for congenital infection.27 The Jarisch–
Herxheimer reaction occurs in up to 40% of 
women treated for syphilis during pregnancy 
and is characterized by cramping, pyrexia, and 
myalgias.27,44,45 Continuous fetal heart rate moni-
toring for 12 to 24 hours after treatment should 
be considered to confirm fetal well-being if the 
mother presents with symptoms that are consis-
tent with the Jarisch–Herxheimer reaction.17-24

Although no randomized, controlled trials have 
compared dosing regimens in pregnant women, 
prospective cohort studies have shown more 
than 95% efficacy when a single dose of 2.4 mil-
lion units of benzathine penicillin G is used in 
early infection, with little increase in efficacy 
when higher or multiple doses are used.17-22 For 
late latent infection or infection of unknown du-
ration, three doses of 2.4 million units of benza-
thine penicillin G, administered weekly, are rec-
ommended. If the interval between doses exceeds 
9 days, treatment is considered to be inadequate 
and should be reinitiated.27 Careful staging of 
syphilis ensures appropriate use of antimicrobial 
agents, eliminating the unnecessary administra-
tion of additional doses of benzathine penicillin G, 
along with stringent follow-up, when early syph-

Figure 2. Oral and Cutaneous Manifestations of Secondary Syphilis.

Panel A shows oral condyloma lata, Panel B shows a mucosal patch on the tongue, and Panels C, D, and E show 
plantar, palmar, and truncal rashes, respectively.

A C
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B
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ilis is mischaracterized as late latent syphilis or 
syphilis of unknown duration.

A decrease by a factor of 4 in maternal non-
treponemal titers may indicate a maternal treat-
ment response but does not confirm the absence 
of neonatal infection. When treatment is started 
in the third trimester, there may not be time for 
nontreponemal titers to fall by a factor of 4 be-
fore delivery, complicating confirmation of a 
maternal cure and requiring continued surveil-
lance for the exposed dyad.50-52 Local health de-
partments and the National Network of STD 
Clinical Prevention Training Centers (www​.nnptc​
.org) can be invaluable resources in assisting 
clinicians with decisions about the management 
of syphilis.

Di agnosis a nd M a nagemen t of 
Fe ta l Infec tion

The sensitivity of dark-field microscopy for visu-
alizing T. pallidum in samples from amniocente-
sis ranges from 42 to 86%,20,53 but dark-field 
microscopy remains impractical because of its 
limited availability.20 Direct fluorescence anti-
body testing for T. pallidum is not available in the 
United States. Nucleic acid amplification testing 

has a sensitivity ranging from 75 to 100%.53-57 
Given the limited sensitivities of dark-field micros-
copy (when available) and nucleic acid amplifica-
tion testing, ultrasonography is the most com-
monly used method to examine a fetus for 
evidence of congenital syphilis.24,51,52 Ultrasono-
graphic evidence of intrauterine infection, which 
can be detected after 18 weeks of gestation, when 
the fetus is able to mount an immune response to 
T. pallidum infection, includes fetal hepatomegaly 
(in 80% of cases); anemia, as indicated by the 
peak systolic velocity of the middle cerebral artery 
(33%) (Fig. S2); placentomegaly (27%) (Fig. 3A); 
polyhydramnios (12%); and nonimmune hydrops 
(10%).24,51,52,58-64 However, the absence of ultraso-
nographic abnormalities does not rule out con-
genital infection. The prevalence of congenital 
syphilis at delivery ranges from 12 to 15% among 
at-risk fetuses with no ultrasonographic find-
ings of congenital infection.50,51

Fetal anemia and related hydrops generally 
resolve within 3 weeks after treatment of mater-
nal syphilis, with subsequent normalization of fe-
tal liver and placental measurements, which may 
take up to 15 weeks after treatment (Fig. S3).51 
Early detection and appropriate treatment before 
the third trimester allow ultrasonographic ab-

Figure 3. Sonographic, Radiographic, and Cutaneous Manifestations of Congenital Syphilis.

Panel A shows ultrasonographic evidence of placentomegaly (>95% for gestational age). Panels B and C show radial 
and ulnar periostitis and maculopapular rash, respectively, in early congenital syphilis.
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C
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normalities to resolve completely in most fetus-
es.50,51 Accordingly, ultrasonography should precede 
antepartum treatment, since abnormal findings, 
especially nonimmune hydrops, indicate a risk 
of obstetrical complications.17,27,50,51 More than 
80% of fetuses with hydrops are delivered pre-
term because of concern about fetal status. Ex-
posure to T. pallidum by-products from maternal 
treatment may play a contributory role.17,50,51 Fe-
tal ultrasonographic abnormalities should be 
monitored serially to inform the pediatric care 
team about potential complications at birth.

The stage of syphilis and nontreponemal titers 
in the mother remain crude surrogates for the 
infection risk in fetuses without ultrasonographic 
markers of infection. One study showed that up 
to 16% of newborns with congenital syphilis were 
born to treated women who had an appropriate 
decline by a factor of 4 in nontreponemal titers 
before delivery.50 However, in some studies, con-
genital syphilis was not observed if the interval 
between adequate treatment and delivery was more 
than 28 days.34,52 Given these data, early maternal 
treatment should be emphasized.26 Unfortunately, 
some newborns have congenital syphilis irrespec-
tive of the adequacy of maternal treatment, under-
scoring the need for improved diagnostics for 
neonatal infection.2,68-71

Neonata l E va luation  
a nd M a nagemen t

As with prenatal diagnosis of syphilis, neonatal 
diagnosis can be made by a variety of methods, 
many of which do not have FDA approval and are 
not widely available.27,54-57,65 Immunohistochemi-
cal evidence of placental infection, which has 67 
to 82% sensitivity and 58% specificity, can aid in 
establishing the diagnosis.72 Since maternal IgM 
does not cross the placenta, the neonatal IgM 
level may have a diagnostic role, though the per-
formance characteristics of current assays are un-
known.73,74 Since maternal treponemal antibodies 
can be passively transferred to the fetus in the 
absence of active neonatal infection, evaluation 
of this marker is not helpful.27,66-71,73,74 Nontrepo-
nemal IgA and IgG antibodies are more useful 
for neonatal diagnosis, though sensitivity is re-
duced because they also passively cross the pla-
centa.73 The diagnostic criteria include nontrepo-
nemal titers in the neonate that are four times 
the titers in the mother, but the absence of such 

results does not rule out the diagnosis of con-
genital syphilis.27,69-71,75 Most newborns with con-
genital syphilis have nontreponemal titers that 
are reduced by a factor of 2 to 4, as compared 
with maternal nontreponemal titers.27,69-71,75

Given the paucity of diagnostic tests for the 
newborn, treatment decisions are typically based 
on a combination of factors, including identifi-
cation of syphilis in the mother, assessment of 
the adequacy of maternal treatment, the interval 
between the initiation of maternal treatment 
and delivery (with an interval of >30 days con-
sidered to be adequate), comparison of maternal 
and neonatal nontreponemal serologic titers at 
delivery, and the presence or absence of clinical, 
laboratory, and radiographic evidence of syphilis 
in the neonate.27

Infants born to mothers with syphilis should 
undergo nontreponemal testing and clinical eval-
uation for signs of congenital syphilis. Newborns 
with syphilis may be preterm or small for gesta-
tional age.21-32 Women with syphilis have a higher 
rate of preterm birth than women with other 
genital tract infections, even with adjustment for 
confounding factors.76 Symptomatic newborns 
have anemia and thrombocytopenia (in 37% of 
cases), hepatobiliary dysfunction (33 to 100%), bul-
lous or mucocutaneous lesions (40%), and osteo-
chondritis or periostitis (75%) (Fig. 4).71,77-79 Lesions 
in the long bones that have a moth-eaten appear-
ance because of demineralization are pathogno-
monic for congenital syphilis.77 Syphilitic rhinitis 
(“snuffles”) and fever are also common.77-79 New-
borns meeting the criteria for confirmed or highly 
probable syphilis should undergo evaluation for 
neurosyphilis and receive treatment with weight-
based, intravenous aqueous crystalline penicillin G 
(Table S2), even if ampicillin and gentamicin have 
already been administered for suspected neonatal 
sepsis.27

Up to 60% of symptomatic newborns have 
neurosyphilis, which is manifested as seizures, 
ophthalmologic abnormalities, cranial nerve pal-
sies, or cerebral infarcts in 5 to 40% of affected 
newborns.71,77-80 Cerebrospinal fluid (CSF) test 
results are difficult to interpret, since nontrepo-
nemal antibodies may be passively transferred from 
plasma into the CSF. The sensitivity of a CSF VDRL 
test is approximately 50%, with 90% specifici-
ty.71,77-80 The long-term neurodevelopmental se-
quelae of neurosyphilis are largely unknown. The 
lack of research in this field is a major impediment 
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to the development of targeted interventions in 
early childhood that can better serve affected 
children. Prominent clinical and radiographic fea-
tures of early congenital syphilis are shown in 
Figure 3B and 3C and Figure 5.

Late manifestations of congenital syphilis, 

which may occur after 2 years of age, include 
bony abnormalities in the midline face and lower 
extremities, Hutchinson’s teeth (notched, diaste-
matic teeth), ocular abnormalities, and sensori-
neural hearing loss.78-80 Clinical suspicion of 
syphilis infection at any age should prompt a full 

Figure 4. Clinical Signs of Early Congenital Syphilis.

Clinical findings of early congenital syphilis include neurosyphilis, syphilitic rhinitis, anemia, hepatobiliary dysfunc-
tion, cutaneous lesions or rash, and osteochondritis or periostitis. Shown are clinical signs in children under 2 years 
of age.
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evaluation by a pediatric infectious disease spe-
cialist.26

One of the key challenges to diagnosing and 
adequately treating congenital syphilis at birth 
is the high rate of asymptomatic cases.27,68,78-80 
Asymptomatic newborns have no clinical or labo-
ratory evidence of infection, but manifestations 
of disease may occur days to months later in the 
absence of treatment.27,78-80 Between 2014 and 
2018, 55.5% of live-born infants in the United 
States who had congenital syphilis were report-
ed to be asymptomatic.70 In 2% of these infants, 
the diagnosis was established after the neonatal 
period. Conversely, a substantial percentage of 
at-risk, asymptomatic newborns do not acquire 
syphilis and are treated conservatively on the 
basis of the current CDC treatment guidelines.27 
The CDC surveillance case definition for congeni-
tal syphilis was established to standardize report-
ing and is not meant for clinical diagnosis.

All neonates with reactive nontreponemal 
tests should be monitored serologically every 2 to 
3 months to ensure normalization of the tests 
results. Passively transferred maternal nontrepo-
nemal antibodies can be present in an infant until 
15 months of age. In most uninfected newborns, 
however, nontreponemal titers will be normal by 

6 months of age.27 If elevated titers persist after 
6 months, the infant should undergo evaluation 
and treatment as described above.27 In a treated 
newborn, elevated or persistent nontreponemal 
tests after 6 to 12 months of age should prompt 
reevaluation, including CSF analysis and treat-
ment if persistent infection is suspected.27 The 
rate of loss to follow-up is as high as 65% in some 
U.S. regions, increasing the risk of a missed or 
delayed diagnosis and neonatal complications.4,81 
Programs supporting maternal and neonatal ad-
herence to longitudinal follow-up are needed in 
order to reduce morbidity. Patient-centered care, 
medication delivery, and mobile testing modeled 
after perinatal HIV programs may be of benefit.

Ch a llenges a nd Missed 
Opport uni ties

Elimination of perinatal syphilis is possible with 
timely diagnosis and treatment during pregnan-
cy.27 On the basis of surveillance data, the most 
common missed opportunities for the prevention 
of congenital syphilis are delayed prenatal care 
or none (in 42% of perinatal syphilis cases), in-
adequate maternal treatment (31%), late identifi-
cation of maternal seroconversion during preg-

Figure 5. Clinical Manifestations of Congenital Syphilis.

Panel A shows neonatal plantar rash, Panel B shows snuffles, and Panel C shows erosive lesions involving the  
buttocks.
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nancy (14%), and prenatal care without syphilis 
testing (8%)2 (Fig. S4). According to preliminary 
surveillance data from the CDC, 3761 cases of 
congenital syphilis have been reported in 2022, 
which represents an increase in cases over the 
past decade, and 88% of these cases resulted from 
a lack of timely testing, inadequate treatment, or 
both in infected pregnant persons.82 Missed op-
portunities vary by U.S. region, underscoring the 
need to tailor prevention to the local setting.2,4,31-36 
Given the limited usefulness of using individual 
risk behavior on the part of pregnant persons and 
their partners to predict syphilis, approaches 
should be refined to specifically identify the 
patient and contextual characteristics that make 
syphilis screening during the third trimester or 
at delivery cost-effective.

New diagnostic approaches that are capable 
of detecting T. pallidum infection in the newborn 
are needed. Direct T. pallidum detection at birth may 
result in more timely treatment. Numerous T. pal-
lidum surface or subsurface lipoprotein targets 
have been evaluated for use in diagnostic research. 
Polymerase-chain-reaction assays targeting POLA, 
TPP47, or both and NAATs targeting 16S and 23S 
rRNA, TMPC, and TMPA are currently being in-
vestigated for diagnosis, including through test-
ing of specimens obtained noninvasively, such as 
anal, vaginal, or oral mucosal swabs.54-57,83,84 Time-
ly diagnosis at birth would substantially reduce 
the burden of follow-up that disproportionately 
disadvantages patients with socioeconomic bar-
riers such as transportation, child care, or insur-
ance costs.4,26,30-36

If benzathine penicillin G is not available 
because of a critical shortage, which is currently 
the case in the United States, administration of 
the drug should be prioritized for pregnant per-
sons and newborns.27 Oral doxycycline is recom-
mended as an alternative therapy except during 
pregnancy, including in the postpartum period. 
Although short-term administration of doxycy-
cline during breast-feeding is not contraindicat-
ed, adherence may be compromised because of 
hesitancy related to the potential adverse effects 
among breast-feeding infants, such as enamel 
staining and skeletal defects.85,86 Penicillin G pro-
caine, a prior treatment option for neonates with 
possible, confirmed, or highly probable congenital 
syphilis is no longer available, because it has been 
discontinued by the manufacturer.27 An ongoing 
study is evaluating alternative regimens for the 

treatment of syphilis during pregnancy, includ-
ing high-dose amoxicillin (ClinicalTrials.gov num-
ber, NCT05309928). Other trials have evaluated 
treatment with macrolides, tetracyclines, and 
cephalosporins in nonpregnant adults. However, 
there is a paucity of research dedicated to the 
evaluation of alternative therapies for congenital 
syphilis and syphilis during pregnancy.47-49

Persistent challenges to the elimination of con-
genital syphilis include structural health care bar-
riers that may be compounded by mental illness 
and substance use.4,38-41 Fear of legal or punitive 
actions resulting in loss of child custody perpetu-
ates barriers to prenatal care among women who 
struggle with substance use disorders.38-41 De-
spite increased efforts to improve syphilis testing 
and treatment, strategies to improve treatment 
of sexual partners are failing.87,88 A study in 
Uganda that used phone calls and text messages 
to notify partners of pregnant women with syphilis 
showed a low rate of partner treatment (<20%). 
Study participants expressed an unwillingness 
to receive syphilis treatment because of fear of 
injections and loss of dignity.87 Treatment of male 
partners is an important contributor to breaking 
the chain of maternal infection and reinfection 
that contributes to congenital syphilis.

The risk factors associated with lack of an 
appropriate syphilis diagnosis and follow-up for 
mother–infant dyads have been the focus of 
CDC-supported and other federal, state, and city 
intervention efforts.89-91 New initiatives include 
implementation of opt-out screening at the time 
of pregnancy testing, including in the emergency 
department (ED) and at urgent care centers, and 
rapid syphilis testing with presumptive treatment 
if the result of an isolated treponemal-specific 
test is positive or if the physical examination and 
symptoms are suggestive of syphilis.27 Identifi-
cation and immediate treatment through the ED 
may also increase health equity for those dispro-
portionately affected by STIs, who often lack 
access to health care.27,73,89

Fu t ur e Needs

As the congenital syphilis epidemic continues 
unabated, novel approaches are needed. It is im-
portant to provide tailored local interventions that 
address the social and structural factors associat-
ed with disparities in prenatal care and STI de-
tection, an approach that is consistent with the 
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Sexually Transmitted Infections National Strate-
gic Plan.90 New federal funding and partnerships 
through the CDC and the National Institutes of 
Health have been established to support local ef-
forts to eliminate congenital syphilis.89-91 Stan-
dardized approaches to screening, new and im-
proved diagnostic and therapeutic options, and 
other interventions addressing congenital syphilis 
that are embedded within a health equity frame-

work are likely to improve the diagnosis and 
treatment of congenital syphilis, which in turn 
should substantially reduce the morbidity and 
mortality associated with this largely preventable 
disease.

The findings and conclusions in this report are those of the 
authors and do not necessarily represent the official position of 
the Centers for Disease Control and Prevention.

Disclosure forms provided by the authors are available with 
the full text of this article at NEJM.org.
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