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A n otherwise healthy 42-year-old woman pre-
sented to the emergency department with a 
1-week history of subjective fever, worsening 

headache, blurry vision, photophobia, nausea and 
epiphora (Figure 1A). On physical examination, the 
patient was afebrile but had a widespread asymp-
tomatic papulosquamous eruption (Figure 1B and C). 
The rash had been present for several weeks, but she 
had not previously sought medical attention because 
it was asymptomatic. Slit-lamp examination sug-
gested anterior uveitis. Two months earlier, the 
patient had tested negative for syphilis, HIV, gonor-
rhea and chlamydia 1 week after unprotected sexual 
intercourse with a new partner. 

An abdominal skin biopsy showed vacuolar inter-
face changes with superficial and mid-dermal mixed 
inflammatory infiltrates of plasma cells, lymphocytes 
and histiocytes. Immunohistochemical stains showed 
spirochetes. Results of baseline blood work were 
unremarkable. A syphilis screen with chemilumines-
cent immunoassay and rapid plasma reagin was posi-
tive, as was confirmatory testing with Treponema palli-
dum particulate agglutination assay.

We diagnosed secondary syphilis with ocular neurosyphilis. 
Because of the patient’s penicillin allergy, we prescribed a 28-day 
course of oral doxycycline (100  mg twice daily). Her constitu-
tional and ocular symptoms resolved within 1 week, and her rash 
was almost completely resolved in 1 month.

Clinicians should maintain a high degree of suspicion for 
secondary syphilis in patients presenting with widespread papulo-
squamous eruptions. When secondary syphilis is suspected, clin
icians should repeat syphilis testing, even if recent screening results 
were negative.1 In early primary syphilis, false-negative test results 
occur because seroconversion requires 14–21 days. False-negative 
results can also occur because of the “prozone phenomenon,” 
where high antibody titres interfere with the formation of 
antibody–antigen complexes that are necessary to induce a posi-
tive test result.2 Although neurosyphilis is often regarded as a form 
of tertiary syphilis, it can manifest at any stage of the disease.3 
Follow-up rapid plasma reagin tests should be performed at 
6  months and 12  months after treatment to ensure complete 
response, which is indicated by a fourfold decline in titres.
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Figure 1: Secondary syphilis with ocular neurosyphilis in a 42-year-old woman. (A) Epiphora 
(increased tearing), conjunctival injections and periorbital edema. Slit-lamp examination 
showed anterior uveitis. (B) Widespread, asymptomatic papulosquamous eruption. 
(C) Slightly scaly erythematous papules.
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