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a b s t r a c t 

Once subdued after the advent of penicillin, syphilis has re-emerged in recent years, with incidence rates rising 

in many countries, including the United States. Its reputation as “the great imitator ” is well earned due to its 

widely variable presentation, particularly in its second stage. This contributes to a high rate of delayed diagnosis 

and misdiagnosis, adding significant burden to patients and the health care system generally. Herein, we present 

2 cases in which syphilis was misdiagnosed, leading to unnecessary therapies and delay of symptom clearance 

until treponemal tests were performed. In the context of recent epidemiologic trends and its notorious difficulty to 

clinically define, syphilis should always be considered in the differential diagnosis of diffuse cutaneous eruptions. 
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Despite the availability of cheap, effective penicillin therapy, syphilis

as resurged in many countries, including the United States, and remains

 serious global public health problem. Syphilis progresses through 3

tages: primary, secondary, and tertiary. The presentation of secondary

yphilis varies and often imitates other diseases, complicating diagno-

is, and delaying curative treatment. We present 2 cases of secondary

yphilis where diagnosis and management were delayed, emphasizing

he importance of including secondary syphilis early in the differential

iagnosis of diffuse cutaneous eruptions for prompt diagnosis and treat-

ent. All patients provided informed consent. 

ase 1 

A 59-year-old male presented with a rash to his posterior neck, chest,

bdomen, and back for over 6 months. The rash had been evaluated by

ultiple primary care physicians (PCPs), emergency medicine physi-

ians, allergists, and oncologists, and treated with systemic and topical

teroids. No antibiotics were prescribed. He denied any history of geni-

al lesions, palmar or plantar rash, or oral lesions. Neither his wife nor

nyone he had encountered had a rash or symptoms. He works in a

hipyard and travels to various ports frequently. 

Physical examination revealed erythematous, macular lesions with-

ut scale on the trunk, thighs, and posterior neck ( Figure 1 ). No le-
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ions were present on his face, head, palms, soles, genitals, or mouth.

ecause of the persistence of the diffuse rash for over 6 months de-

pite treatment with steroids, a shave biopsy was taken from the left

ateral superior chest to rule out atopic dermatitis versus cutaneous

-cell lymphoma (CTCL). Pathology revealed perivascular plasmacytic

nflammation and endothelial swelling with spirochetes on Treponema

allidum immunohistochemical stain, consistent with secondary syphilis

 Figure 2 ). A complete blood count (CBC), metabolic panel, human im-

unodeficiency virus (HIV), and rapid plasma regain (RPR) were con-

ucted: RPR was positive, and he was treated with intramuscular (IM)

enicillin G. Four weeks later, his rash had resolved. 

ase 2 

A 53-year-old female without significant medical history was re-

erred to the cutaneous lymphoma clinic for a rash previously diagnosed

s marginal zone lymphoma by a dermatopathologist following refer-

al to a dermatologist by her PCP who had treated her unsuccessfully

ith oral and topical steroids for suspected psoriasis. The rash began

-4 months prior on her trunk and spread to her extremities. Additional

istory included unintentional weight loss but was negative for other

onstitutional symptoms. 

Physical examination revealed numerous erythematous, faintly scaly

laques and nodules across the trunk, neck, and flexor aspects of the up-

er and lower extremities ( Figure 3 ), with a notable pink patch on the
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Figure 1. Erythematous macular lesions without scale. 

Figure 2. ( A) Perivascular plasmacytic infiltrate and endothelial swelling (H&E stain, ×100). (B) Plasma cells (H&E stain, ×400). (C) Spirochetes seen on Treponema 

pallidum immunohistochemical stain ( ×400). 

Figure 3. Numerous erythematous faintly scaly plaques and nodules. 
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eft palm. A repeat punch biopsy was taken from her abdomen. Flow cy-

ometry, blood counts, lactate dehydrogenase (LDH), HIV, and human T-

ymphotropic virus (HTLV) tests were unremarkable. Screening RPR and

onfirmatory Treponema pallidum particle agglutination (TPPA) were re-

ctive. Positron emission tomography/computed tomography (PET/CT)

howed extensive cutaneous lesions associated with fluorodeoxyglucose

FDG) avid multi-compartmental adenopathy on both sides of the di-

phragm with increased activity in the tonsillar regions bilaterally. 
2

A second biopsy and review of the original biopsy both revealed a

ermal infiltrate with perivascular and periadnexal distribution patterns

argely composed of lymphocytes, histiocytes, and numerous plasma

ells ( Figure 4 A). Although there was a predominance of 𝜅-positive

lasma cells by in situ hybridization, no definitive monotypic plasma

ells were noted via 𝜅 and 𝜆 immunohistochemistry. A spirochete study

howed numerous treponemal spirochetes in the epidermis and dermis

 Figure 4 B). 
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Figure 4. ( A) Perivascular and periadnexal infiltrate largely composed of lymphocytes, histiocytes, and numerous plasma cells (hematoxylin and eosin staining). 

(B) Spirochete study shows numerous coiled treponemal spirochetes in the epidermis and dermis. 
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A diagnosis of secondary syphilis was made, and the patient was

reated with Penicillin G. At the 2-week follow-up, the patient’s rash

nd symptoms had resolved. 

iscussion 

Syphilis cases in the United States have surged to the highest rates

n more than 70 years, according to the Centers for Disease Control

nd Prevention. 1 From 2020 to 2021, syphilis cases increased by 31.7%

from 40.4 to 53.2 per 100,000), the highest total number of cases since

950. 1 Rates increased in all regions of the United States, among males

nd females, in all racial/ethnicity groups, and all age groups. 1 

Untreated primary syphilis may progress to secondary syphilis about

-8 weeks after the primary infection. Symptoms may include fever,

alaise, myalgia, sore throat, and most commonly a rash. 2 The clas-

ic cutaneous presentation is a painless, nonpruritic macular rash

ith reddish- or copper-colored lesions on the palms of the hands

r soles of the feet. 2 , 3 However, the rash can be extremely variable

nd may present as macular, papular, maculopapular, papulosquamous,

ichenoid, nodular, or pustular lesions. Cutaneous manifestations often

mitate psoriasis, contact dermatitis, atopic dermatitis, pityriasis rosea,

rug eruptions, lymphoproliferative diseases, etc. 4 , 5 

Our cases illustrate syphilis often being mistaken for other condi-

ions. The first patient had a rash for over 6 months despite receiv-

ng treatment with topical and systemic steroids from multiple outside

hysicians. In fact, the cutaneous manifestations of secondary syphilis

sually self-resolve (ie, latency) by 6 weeks. It is probable that the sys-

emic steroids prolonged the duration of the macules. In the context of

yphilis, the use of steroids may mask the symptoms and delay proper di-

gnosis and treatment. The second patient was originally misdiagnosed

ith guttate psoriasis and then marginal zone lymphoma before syphilis

as identified. Both cases were solved once treponemal tests were per-

ormed. These long and complicated courses can contribute to signifi-

ant distress for patients as well as to unnecessary costs and transmis-

ion. 

The frequency of misdiagnosis of secondary syphilis can vary and

s challenging to exactly quantify. The rate of misdiagnosis depends

n factors, such as the clinician’s experience and the patient’s spe-

ific symptoms. Increased awareness and thorough evaluation can re-

uce misdiagnosis. Amid continued rising syphilis infections, clinicians

hould maintain a high suspicion for treponemal infections in diffuse
3

utaneous eruptions and test early, even with atypical dermatological

resentations. 

onclusion 

Given that the cutaneous presentation of syphilis can share clinical

nd histological features of numerous other conditions and the evolving

pidemiologic landscape, clinicians should include syphilis on the dif-

erential for diffuse eruptions and order appropriate testing (eg, serology

nd stains), so prompt therapy can be administered. Prompt diagnosis

nd treatment of syphilis in patients and their sexual contacts is crucial

n mitigating the disease’s resurgence. 
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