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Washington University in St. Louis occupies the 

ancestral, traditional, and contemporary lands of the 

Osage Nation, Otoe-Missouria, Illinois Confederacy, 

Quapaw, Ho-Chunk, Miami and many other tribes 

as the custodians of the land where we reside, 

occupy, and call home. 

We recognize their sovereignty was never ceded 

after unjust removal and encourage your own 

research on tribal removal, tribal sovereignty and 

the history of the land you reside. 

We promote the inclusion of tribal history and the 

incorporation of contemporary thoughts and actions 

into your work. 

In offering this land acknowledgement, we affirm 

and support Tribal sovereignty, history and 

experiences by elders past, present, and seven 

generations yet to come through their continued 

connection to this land.

Image from the Smithsonian Institute



Objectives

• Review current epidemiology of syphilis and 
then, congenital syphilis

• Understand the stages of syphilis and where 
diagnostic mistakes are made.

• Discuss treatment in the time of medication 
shortages.

• Describe a syndemic approach and why it is 
essential to syphilis care.





Syphilis in 2021



Primary and Secondary Syphilis — Rates of Reported 
Cases by Sex and Male-to-Female Rate Ratios, 
United States, 1990–2021

* Per 100,000

† Log scale



Beyond demographics, some themes emerge:

Limited Prenatal Care
Interactions with the 

Prison System

Substance Use

Housing instability

Sex Work/TraffickingUnemployment DCFS Involvement

Intimate Partner 

Violence

E. Daniels et al. 



Ensure quality care



• Annual syphilis testing for persons aged 13 to 64. 

• Turn on the annual Electronic Health Record reminder 

• Three-point syphilis testing for all pregnant people at the first prenatal visit, beginning of the third trimester, and delivery. 

• STI/HIV/Viral hepatitis testing bundle: 

• Syphilis test with reflex rapid plasma reagin (RPR) and treponema pallidum particle agglutination (TPPA). 

• HIV serology 

• Gonorrhea and chlamydia at three sites: Urine, Pharynx, Rectum 

• Hepatitis B and C 

• Pregnancy test. 

• Express STI Testing - triage-based STI testing without needing a full clinical exam. 

• Express Testing Guide and Toolkit on the Indian Country ECHO web site: Sample Toolkit for Express STI Resources - Indian Country ECHO. 

• Enhance screening rates by screening outside of hospitals and clinics. Field testing at community centers, sporting events, health fairs, correctional 
settings, or on the street. 

• Field treatment for syphilis for high-risk adults diagnosed with syphilis and their partners. Public health nurses (PHNs) could provide treatment with 
Benzathine Penicillin. 

• Presumptive treatment of syphilis for anyone having signs or symptoms of syphilis or with known exposure to syphilis. 

• Create and build awareness and encourage people to get tested and treated. AI/AN-specific national campaign called STOP SYPHILIS: 

• Free materials including handouts, posters, and other print materials, as well as social media posts and short educational videos can be ordered at 
www.stopsyphilis.org. 

• Reference the Syphilis Resources Hub online at https://www.indiancountryecho.org/syphilis-resources/. 

Letter from IHS Chief Medical Officer July recommended the following guidelines and resources for all IHS, 

Tribal, and Urban Indian Organizations (July 19, 2023): 

https://www.ihs.gov/sites/newsroom/themes/responsive2017/display_objects/documents/2023_Letters/DTLL_DUIOLLL_071923_Syphilis.pdf

https://nam10.safelinks.protection.outlook.com/?url=http%3A%2F%2Fwww.stopsyphilis.org%2F&data=05%7C01%7Cphliang%40wustl.edu%7C05cabb3376c14e5d73d408dbd957d396%7C4ccca3b571cd4e6d974b4d9beb96c6d6%7C0%7C0%7C638342744005331376%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=lTlyr7vJR7u67xpd7IzxpOBUQK4UDGpwUBn7dtDMILg%3D&reserved=0
https://nam10.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.indiancountryecho.org%2Fsyphilis-resources%2F&data=05%7C01%7Cphliang%40wustl.edu%7C05cabb3376c14e5d73d408dbd957d396%7C4ccca3b571cd4e6d974b4d9beb96c6d6%7C0%7C0%7C638342744005331376%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=bG7FJ3O1kYhevVneE39sBGu0l9Set8vVuJFpc9Q7ru4%3D&reserved=0
https://www.ihs.gov/sites/newsroom/themes/responsive2017/display_objects/documents/2023_Letters/DTLL_DUIOLLL_071923_Syphilis.pdf




Updates to CDC 
STI Screening 
Guidelines



Congenital Syphilis — Rates of Reported Cases by 
State, United States and Territories, 2021



Ghanem KG, Ram S, Rice PA. The Modern Epidemic of 

Syphilis. N Engl J Med. 2020;382(9):845-854. 

doi:10.1056/NEJMra1901593

Stages of Syphilis

Key Points:

• Ocular and otic syphilis can 
present at any stage of syphilis 

• Without treatment, secondary 
syphilis can be recurrent.

• Work with DIS/ health 
department to review patient’s 
history

• Consult with DIS, ID, colleague to 
stage correctly.



MUST KNOWS to understand syphilis

• Syphilis must be on the differential to be diagnosed

• Disseminates at every stage

• The more syphilis we see, the more unusual presentations we 
see.

• Recent rise in cases is due in part to increased injection drug use.

• Two things every patient with syphilis needs:

• Neuro ROS if positive, continue with further 
assessment

• Assessment of pregnancy status



Syphilis testing:
Straight from the 
1900s

False positive RPR

• Pregnancy

• Lupus/autoimmune disease

• Cancer

• HIV

• TB

• Chronic liver disease like hepatitis

• Vaccinations (including COVID)

The RPR detects antibodies to 

byproducts of cellular damage 

from syphilis including

cholesterol, cardiolipins, or 

lecithin.



Signs or symptoms of 

neurosyphilis

Signs or 

symptoms 

of otic or 

ocular 

syphilis

Consider other possibilities

If no other 

explanation but 

syphilis or high 

index of 

suspicion for 

neurosyphilis

Adapted from algorithm 

from AAFP

<1yr

>1 

yr/ 

unk

VDRL/cell 

count



Clinical Presentation
• Chancre is hallmark of primary infection: 10-90d 

after exposure

• Painless (but not always*)
• Can have more than one chancre.
• Macrophages and activated T cells at chancre 

site—and highly associated with HIV 
acquisition

• Median time to HIV diagnosis is 1.6 years.**
• New in 2021: Atypical presentations are 

more common (painful chancres, condyloma 
lata etc.)

**Pathela et al CID 2015



Primary syphilis - chancre

If HSV and mpox are on the differential, syphilis should be too.



Secondary syphilis: It is 
not psoriasis

• Chancre heals spontaneously in 1 to 
6 weeks

• Systemic symptoms (F, malaise, HA, 
LAN, etc) can occur

• Rash ultimately resolves, but 
infection is lifelong without treatment 
(latency)

• Condyloma lata!

• Don’t forget about Mpox.



Early neurologic clinical manifestations (e.g., cranial nerve dysfunction, 
meningitis, meningovascular syphilis, stroke, and altered mental status) are 
usually present within the first few months or years of infection. - CDC

• Screen for neurologic, visual, and auditory 
signs and symptoms in patients at risk

• Screen patients for syphilis if they present 
with neurologic, visual, or auditory 
complaints.

• Careful neurological exam: evaluation of all 
cranial nerves, for patients with reactive 
nontreponemal and treponemal serology and 
clinical signs of early syphilis.

• Conduct ophthalmologic evaluation for 
patients with syphilis and ocular complaints.

• Evaluate and manage patients with syphilis 
and otologic symptoms in collaboration with 
an otolaryngologist.

https://www.smchealth.

org/sites/main/files/file-

attachments/neurosyphi

lis_guide_4_15_15.pdf?

1468353297

https://www.smchealth.org/sites/main/files/file-attachments/neurosyphilis_guide_4_15_15.pdf?1468353297


Case 

25 year old cisgender woman who presents for STI workup with no complaints. 

She reports 2 cisgender male sexual partners in the last 3 months, uses condoms occasionally. 

Her exam is normal. Her RPR is reactive at 1:256, with reactive TP-PA, nonreactive HIV test, negative 
G/C NAAT. 

You call the health department, and she has no previous RPRs on file. 

What stage of syphilis does she have?

What would you give her for treatment?

A) 1 shot 2.4 million units Bicillin as outpatient
B) 3x weekly 2.4 million units Bicillin as outpatient
C) Admit for LP and IV Penicillin G for 2 weeks
D) Admit for IV Penicillin G for 2 weeks without LP

Latent syphilis unknown duration



Case continued

With her return to clinic, she is not pregnant but with a complete review of neurological 
symptoms, she states that she has been having some vision changes which she describes 
as floaters and double vision at times. She also notes that she has had a headache more 
frequently within the last month. The rest of her neuro ROS is benign. 

Now what should her treatment be?

A) 1 shot 2.4 million units Bicillin as outpatient
B) 3x weekly 2.4 million units Bicillin as outpatient
C) Admit for LP and IV Penicillin G for 2 weeks
D) Admit for IV Penicillin G for 2 weeks without LP



Treatment of Syphilis

• IM Penicillin G benzathine should always be FIRST line therapy

• Doxycycline for TRUE penicillin allergies and for nonpregnant persons in setting of Bicillin
shortage1

• IV penicillin for neuro/ ophtho/ otic syphilis

• Azithromycin should NOT be used; nearly all T. pallidum in US and globally is resistant2

• No new data to warrant a change in treatment recommendations.

• Reaffirmation that a lack of serological response should be followed out to:
• 12 months after syphilis of < 1 year duration

• 24 month in case of syphilis of unknown duration, late syphilis, or HIV + status

• And that it may not be seen if RPR titer is <1:4

1. https://www.cdc.gov/std/dstdp/dcl/2023-july-20-Mena-BicillinLA.htm
2. Beale et al, Nat Commun 2019



Ghanem KG, Ram S, Rice PA. The Modern Epidemic of 

Syphilis. N Engl J Med. 2020;382(9):845-854. 

doi:10.1056/NEJMra1901593

Treatment of Syphilis

• Who MUST be treated with 
Bicillin?
• Pregnant people

• Alternatives for treating 
neurosyphilis have little evidence 
of efficacy.

One shot of penicillin

Three shots of 

penicillin, qweek

10-14 days of IV 

penicillin



Bicillin Shortage Plan



Obtaining Bicillin for Treatment in Pregnancy

• Providers can call Pfizer Supply 
Continuity Team to request 
Bicillin to treat pregnant 
persons
• Hours: 7 a.m. and 5 p.m. (CT)

• Number: 1-844-646-4398 (select 
option 1 [Customer], then option 3

• Or send an email 
to stdshortages@cdc.gov with a 
specific request to connect with Pfizer

• Contact CDC directly if unable 
to find a solution with Pfizer

https://www.cdc.gov/std/dstdp/dcl/2023-july-20-Mena-BicillinLA.htm

mailto:stdshortages@cdc.gov
https://www.cdc.gov/std/dstdp/dcl/2023-july-20-Mena-BicillinLA.htm


Most recent medication update from the 

Indian Health Service

National Pharmacy and Therapeutics Committee

September 29, 2023

1) Pregnant persons, HIV infected 

persons (and contacts), infants 

with congenital syphilis should 

receive Bicillin priority.

2) Other persons with early syphilis 

(and their partners if there is 

enough supply)

3) If supply is inadequate to cover 

#2, then treat early syphilis with 

Doxy x 14 days and latent 

syphilis/unknown duration with 

Doxy x 28 days.

4) Ceftriaxone may be an acceptable 

second-line for primary and 

secondary- consult ID. 



12 month follow up6 month follow up



Congenital Syphilis



An example case

• Mom has adequate prenatal care with RPR 
NR at 8 wks gestation

• She presents with vaginal lesions at 35 
weeks gestation

• HSV testing is negative.

• No other STI testing.

• Treated with valacyclovir.

• Presents in labor at 37 weeks.

• No RPR at delivery.

• Baby has work up at 5 months for slow 
weight gain and developmental delay.

• Hip xrays indicate periosteal abnormalities 
and CS is diagnosed.

Syphilis was not on 

the differential

Mom was not tested 

three times during 

pregnancy 



Congenital syphilis prevention: screening

• Screen all women in early pregnancy

• Screen again twice in third trimester “for 
communities and populations in which the 
prevalence of syphilis is high, and for women at 
high risk of infection”

• Screen at 28 weeks

• Screen again at delivery

Sexually Transmitted Diseases Treatment Guidelines 2021





www.cdc.gov/std
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Case

26-year-old pregnant, cisgender female 
presents for a walk-in STI clinic visit. She is 
unhoused and does not have insurance. 

She is 8 weeks gestation by dates, found to 
have RPR of 1:64, has never had syphilis 
testing in the past and currently has no 
symptoms and a normal physical exam. She 
states she is allergic to penicillin with history of 
rash and shortness of breath with amoxicillin, 
how would you proceed?



Management of syphilis in pregnancy

• Obtain previous treatment history to help management.

• Management is the same as non-pregnant people.

• There are NO alternatives to IM Bicillin – if penicillin allergy, must desensitize to use 

• For P+S, ES, some give an additional IM dose 1 week after treatment.

• Goal is 7 days between doses of IM bicillin but if a person misses a dose, effort should be 
focused on getting the dose within 2 days.
• Doses more than 9 days apart means restarting treatment.

• Ultrasound is used to monitor in second half of pregnancy but should not delay treatment.

• For patients with early syphilis or high titers, Jarisch-Herxheimer reaction counseling is 
advised.

• Recheck RPR 8 weeks after treatment.



A Syndemic Approach 
to Congenital Syphilis

• Provide packaged STI testing for people of 
childbearing potential.

• Counsel pregnant people on STI prevention

• Especially in the later half of pregnancy: 
HSV and syphilis

• Go to the CDC STI guidelines for diagnosis 
and classifying CS

• Embrace team management: Include DIS, 
clinician, community health worker, etc..

• Assess for social vulnerabilities

• Learn from programs that are doing work 
in adjacent areas

• Collaborate

• Involve Community

• Always address prevention and stigma



No-cost online clinical consultation on the 

prevention, diagnosis, and treatment of 

STDs by your Regional PTC Clinical 

Faculty

www.STDCCN.org

Left:  Unknown, 1941-1945

http://www.stdccn.org/

