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Learning Objectives 

Upon completion of this content, the learner will be able to: 

 

1. Three R’s of Syphilis 

2. Discuss the  usual  and atypical clinical manifestations of syphilis. 

3. Methods used in the diagnosis of syphilis. (Clinical Pearls) 

4. Recommended treatment regimens for syphilis. 

5. Summarize appropriate prevention counseling messages for 
patients with syphilis. 
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History 

• Ryan  is a 19-year-old male who presents your office. 
• Chief complaint is a penile lesion for 1 week 

 
• Last sexual exposure was 3 weeks prior, without a condom. 
 
• No history of recent travel 

 
• Predominantly female partners (3 in the last 6 months), and occasional 

male partners (2 in the past year) 
 

• Last HIV antibody test (2 months prior) was negative 

Case Study 
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Physical Exam  

• No oral, perianal, or extra-genital lesions 

• Genital exam discloses a lesion on the ventral side near/at the 
frenulum. Lesion is red, indurated, clean-based, and non-tender.  

• Two enlarged tender right inguinal nodes, 1.5 cm x 1 cm 

• Scrotal contents without masses or tenderness 

• No urethral discharge 

• No rashes on torso, palms, or soles. No alopecia.  

• Neurologic exam with normal limits. 
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Questions 

What is the most likely diagnosis of a painless penile ulcer? 

 

 

Which laboratory tests would be appropriate to order or perform? 
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Reference Lab Results 

• RPR: Reactive  1:16 

• FTA-ABS: Reactive 

• HSV : Negative 

• Gonorrhea NAAT: Negative 

• Chlamydia NAAT: Negative 

• HIV antibody test: Negative 

 

Do the reference laboratory results change the diagnosis? 

 

Should you report this case to the MOH? 
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Follow-Up 
 

You try tracking Ryan Down unsuccessfully 

 

 4 week later because he had travelled about his results . 

 

He said the lesion is gone and he was happy. But he recently developed a rash all over 
his body and feels very tired. He thinks its due to Zika ……… 

 

What therapy would you commence and what is your next move? 

 

 



Follow-Up 

• The RPR was 1:132 on follow up 6 months later. 

 

• What happened? 

 

• Do you retreat? 

 

• Did you get this all wrong? 
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Ryan’s Sex Partners 

Tracy – last sexual exposure 3 weeks ago  

Danielle – last sexual exposure 6 weeks ago 

Jonathan – last sexual exposure 1 month ago  

Tony – last sexual exposure 8 months ago  

Carrie – last sexual exposure 6 months ago 

 

 

 

 

 

Which of Ryan’s partners should be evaluated and treated prophylactically, even if their 
test results are negative? 
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Sex Partner Follow-Up 

Stan’s partner, Tracy, is found to be infected and is 
diagnosed with primary syphilis. She is also in her 
second trimester of pregnancy and is allergic to 

penicillin.  

 

 

What is the appropriate treatment for Tracy? 



The Great Pox 

• Epidemic in late 15th century Europe 

• Rapid spread and severe symptoms in 
early stages 

• Epidemic coincided with Columbus’ 
return from America in 1493 
• ? endemic but unrecognized 

• ? A gift from the new world 

 

1906:  Darkfield microscopy 
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Lesson I: 
 
 
 
 

The Three R’s 
 

Recognize 
 

Rx 
 

Research 
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Lesson I: 
Recognize Stage 



Syphilis Screening Guidelines 

Targeted screening of at risk populations 

 
• Patients with other STDs 

• Correctional settings 

• Drug treatment settings 

• HIV+ 

• MSMs in outbreak areas or high risk 

 

 



Syphilis Staging Flowchart 

Symptoms or Signs? 

YES 

1º (Ulcer) 2º (Rash, etc) 

NO 

PRIMARY SECONDARY 

LATENT 

    Any in The Past Year IN PAST YEAR? 

Negative syphilis serology 
Known contact to an early case of syphilis 
Good history of typical signs/symptoms 
Only possible sex exposure this year 
4 fold increase  in titer  (?? Treatment failure)  

NO YES 
EARLY LATENT 
< 1 year 

UNKNOWN 
or LATE LATENT 



Dr. Joseph Engelman, San Francisco City Clinic 

Primary Syphilis 

• Chancre:  
• Appears 10-90 days after infection 

• Typically single, painless, clean-based lesion with rolled edges 

• Site of Inoculation 
 



Rash of Secondary Syphilis 
Rash (75%–100%)   

 
Other Clinical Manifestations to Bear in Mind: 

 
• Lymphadenopathy (50%–86%)  
• Malaise 
• Mucous patches (6%–30%) 
• Liver and kidney involvement can occur 
• Splenomegaly is occasionally present 
 
 
 

• Serologic tests are usually highest in titer 
during this stage. 

 

Condylomata lata (10%–20%)  

Moth-Eaten Alopecia (Hair 

Loss) 
Alopecia (5%) 



Tertiary Syphilis 

Late Syphilis - Ulcerating Gumma 

 

 

 

 
Late Syphilis—Serpiginous Gummata of 
Forearm 
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Source: CDC/ NCHSTP/ Division of STD Prevention, STD Clinical Slides  

Late Syphilis—Cardiovascular  

70% of untreated patients remain asymptomatic 
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                Key Points To Bear In Mind 
                            

During early (primary and secondary) syphilis, efficiency of transmission ~ 30%. 

 

Syphilis can infect infants of untreated mothers.  Chance of vertical transmission 
by stage of infection: 

    -primary syphilis = 50%  and early latent syphilis = 40% 

    -late latent syphilis = 10% and tertiary syphilis = 10% 

If you suspect Latent Syphilis then you MUST: 

Do a good neurological exam : Take Neuro Out The Picture  

 

Do Skin Search: Take primary or secondary disease out the picture: -speculum 
exam- cervix/vaginal vault, anogenital exam, oral cavity 

 



Lesson I  Recognition 
 

Know Your Diagnostic Tests 



Now you got that in 

your head! 



Know Your Diagnostic Tests 
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Life  

Peeling et al. /  Bulletin of the World Health Organization / 2004 / Vol. 82 / No. 6 



 
Key Points To Bear In Mind: 

 
Serologic Pitfalls in the Diagnosis of Syphilis 

 

• Negative nontreponemal test may occur early in primary or late in tertiary - 
check FTA-ABS or TP-PA 

 

• Prozone phenomenon: false negative due to lack of agglutination with high 
antibody levels 

 

• Serofast: persistent, low-level positive titer after adequate treatment 
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Indications for CSF Examination  
• Patients with syphilis who demonstrate any of the following criteria should 

have a prompt CSF evaluation:  

 
• Neurologic or ophthalmic signs or symptoms  

 
• Evidence of active tertiary syphilis (e.g., gummatous lesions) 

 
• Treatment failure  

 
• HIV infection with a CD4 count ≤350 and/or a nontreponemal serologic test titer of 

≥1:32   
 

• No test can be used alone to diagnose neurosyphilis. 
 

• VDRL-CSF:  highly specific, but insensitive 
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Effect of HIV Infection on Syphilis  

• Syphilis and HIV infections commonly coexist. 

 

• Clinical course is similar to non-HIV-infected patients. 

 

• Although uncommon, unusual serologic responses can occur. 

 

• If clinical suspicion of syphilis is high and the serologic tests are negative, 
then use of other tests (e.g., biopsy of the lesion or rash) should be 
considered.  

 

• Conventional therapy is effective. 
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Lesson II: 
Rx  

 
Getting the Treatment Right 
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Therapy for Primary, Secondary, and Early Latent 
Syphilis 

• Infectious cases (primary, secondary and early latent syphilis), regardless of HIV status, if 
adherence to treatment and follow-up is uncertain  

                

               Benzathine penicillin G 2.4 m.u. IM as a single dose   (only option in Pregancy) 

 

 If Adherence To Treatment AND Follow-up Is Expected    

                 

Doxycycline 100 mg PO BID x 14 days 

 

Note:   

• A single dose of Benzathine penicillin G long-acting is adequate for HIV positive patients with 
early syphilis.  

Management 

Source: Centers for Disease Control and Prevention. Sexually transmitted diseases 

treatment guidelines 2015.  



Syphilis Resistant to Azithromycin! 

  

http://content.nejm.org/


Late Latent, Latent Of Unknown Duration, Tertiary Syphilis 
(Not Involving The Central Nervous System)  

 
Benzathine penicillin G 7.2 million units total: 

Benzathine penicillin G 2.4 m.u. IM weekly x 3 doses 
OR 

• If penicillin allergic 
• Doxycycline 100 mg orally twice daily for 28 days or 
• Tetracycline 500 mg orally 4 times daily for 28 days 

(Not In Pregnancy) 
 

In The Event That No  Benz Pen Is Available, The Following Treatment Guidelines Are Recommended  

(Including HIV Infected) 

Alternative treatments Penicillin-G 4 M.U. IV q 4 h x 10 days  

OR  

Ceftriaxone 1 g IV q 24 h x 10 days   

 

 

 

 



Key Points:  
 Pregnancy 

There is no satisfactory alternative to penicillin in pregnancy; strongly consider 
penicillin desensitization in patients reporting anaphylactic reactions to 

penicillin 

 

Jarisch-Herxheimer Reaction  

• Self-limited reaction to antitreponemal therapy 
• Fever, malaise, nausea/vomiting; may be associated with chills and exacerbation of secondary rash 

 

• Occurs within 24 hours after therapy 
 

Not an allergic reaction to penicillin 
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 Neurosyphilis 
 

• May occur at any stage of syphilis and can be asymptomatic 
 

 

• Early neurosyphilis occurs a few months to a few years after infection 
• Clinical manifestations can include acute syphilitic meningitis, meningovascular syphilis, and ocular involvement 
 

• Neurologic involvement can occur decades after infection and is rarely seen 
• Clinical manifestations can include general paresis, tabes dorsalis, and ocular involvement 

 

• Ocular involvement can occur in early or late neurosyphilis. 

 

• Aqueous crystalline penicillin G 18–24 million units per day, administered as 3–4 million 
units intravenously every 4 hours or continuous infusion for 10 to14 days intravenously 

 

• Alternative regimen (if compliance can be ensured) 

 
• Procaine penicillin 2.4 million units intramuscularly once daily PLUS Probenecid 500 mg orally 4 times 

a day, both for 10 to14 days 

Source: Centers for Disease Control and Prevention. Sexually transmitted diseases treatment guidelines 2010. 

MMWR 2015;59 (No. RR-12).  



35 

Key Points To Bear In Mind 
Follow-Up 

• Primary or secondary syphilis 
• Re: examine at 6 and 12 months. 
• Follow-up titers should be compared to the maximum or baseline nontreponemal 

titer obtained on day of treatment. 

• Latent syphilis 
• Re: examine at 6, 12, and 24 months. 

• HIV-infected patients 
• 3, 6, 9, 12 and 24 months for primary or secondary syphilis 
• 6, 12, 18, and 24 months for latent syphilis 

• Neurosyphilis 
• Serologic testing as above 
• Repeat CSF examination at 6-month intervals until normal 

Management 
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Lesson III:  
Research 



Partner Evaluation for Syphilis 
 Exposure Periods 

• All partners within the following time periods require evaluation: 

 
• 1o: 90 days + duration of symptoms  

 

• 2o: 6 months + duration of symptoms  

 

• Early latent: 1 year  

 

• Partners of patients with syphilis of unknown duration and titers > 1:32 
should also be evaluated 

All patients who have syphilis should be tested 
for HIV infection. 

 
Consider screening persons with syphilis for 

other STDs. 
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Screening Recommendations  
• Screen pregnant women at least at first prenatal visit.   

 

• In high prevalence communities, or patients at risk 
• Test twice during the third trimester, at 28 weeks, and at delivery, in addition to 

routine early screening. 
 

• Any woman who delivers a stillborn infant after 20 weeks gestation should 
be tested for syphilis.   

 

 

• Screen other populations based on local prevalence and the patient’s risk 
behaviors. 
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Reporting 

• MOH Regulations DO NOT require that persons diagnosed with 
syphilis are reported to public health authorities at this time. 

 

• Reporting laboratory based. 

 

• The follow-up of patients with early syphilis is a public health 
priority. 

Prevention 
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Treatment Failure 

• Indications of probable treatment failure or reinfection include: 

 
• Persistent or recurring clinical signs or symptoms 

• Sustained 4-fold increase in titer 

• Titer fails to show a 4-fold decrease within 6–12 months 

 

• Retreat and re-evaluate for HIV infection. 

 

• CSF examination can be considered. 

Management 

REFFERAL 


