
Denouement and Comment

Secondary Syphilis

T he differential diagnosis for this rash included
erythema multiforme (EM), papular pityriasis ro-
sea, viral eruption, hypersensitivity reaction, and

secondary syphilis. Biopsy results from her right fore-
arm revealed focal areas of lichenoid and interface der-
matitis as well as areas of vacuolar degeneration of basal
layer keratinocytes. Additionally, the upper dermis con-
tained areas of granulomatous inflammation with col-
lections of histiocytes, lymphocytes, and rare plasma cells.
A periodic acid–Schiff test result for fungi was negative.
Results of a immunohistochemical stain for Treponema
pallidum were positive for spirochetes within the epider-
mis and dermis (Figure 2). The arrows in Figure 2 high-
light the spirochetes, which stained red. Serology re-
sults confirmed the diagnosis of syphilis with a reactive
fluorescent treponemal antibody absorption test and a
reactive qualitative rapid plasma reagin titer of 1:32. The
patient was treated with benzathine penicillin G, 2.4 mil-
lion units, intramuscularly in a single dose. Her rash re-
solved within a few weeks of treatment.

Syphilis, “the great imitator,” can present with a wide
array of symptoms; without the appropriate testing, in-
cluding immunohistochemical staining, it can be very dif-
ficult to diagnose. Immunohistochemistry with mono-
clonal antibody to T pallidum has been shown in multiple
studies to be a better method for detecting spirochetes,
with higher sensitivity, specificity, and less background
artifact than traditional silver stains.1,2 Diagnosis and sub-
sequent treatment of secondary syphilis are critical to pre-
vent occurrence of cardiac and neurologic sequelae of ter-
tiary syphilis. In this case, the patient’s presentation had
a broad differential diagnosis including EM, papular pity-
riasis rosea, viral eruption, hypersensitivity reaction, and
syphilis. A positive immunohistochemistry result for T
pallidum helped confirm diagnosis.

Several recent case studies have suggested that targe-
toid lesions similar to those seen in this patient could be
a novel presentation of EM caused by a reaction to the

syphilis, as opposed to simply an unusual presentation
of secondary syphilis.3 The exact pathophysiology of EM
is not well understood, but it is likely a type of hyper-
sensitivity reaction. The clinical presentation in this pa-
tient of targetoid lesions was EM-like and many of the
pathology changes, including vacuolar degeneration of
basal layer keratinocytes and interface dermatitis seen on
this patient’s biopsy result, can be seen in both syphilis
and EM. This suggests that the appearance of EM-like
targetoid lesions may be caused by a specific immune re-
sponse against T pallidum.4 Four previously described pa-
tients exhibited targetoid lesions in their presentations
of secondary syphilis, suggesting that this is not an iso-
lated unique event and may link EM and T pallidum.3,4

After hitting a low point in 2000, US cases of syphilis
have been steadily increasing during the past decade, with
only a slight decline in 2010.5 With the ever-changing
clinical presentation, it is important for physicians in all
practices, including pediatrics, to have a low threshold
for testing for syphilis in patients with unusual skin find-
ings. Syphilis is currently most prevalent in the South-
ern United States.5 Young adults ages 20 to 24 years have
the highest rates of syphilis, with 13.5 cases per 100 000
population in 2010. Although often viewed as an anti-
quated disease, syphilis is still very prevalent and the clini-
cal picture is still evolving.
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Figure 2. Photomicrograph of the immunohistochemistry stain from a skin
biopsy performed from a targetoid papule (original magnification �60).
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