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Syphilis, a sexually transmitted disease from 
the spirochete Treponema pallidum, is often 
referred to as the “the great imitator” because 
of its plethora of clinical presentations.1,2 
Lues maligna (malignant syphilis) is a rare, 
aggressive variant of secondary syphilis 
predominately found in patients with 
immunodeficiency; however, it has also been 
described in patients with chronic alcohol or 
drug abuse, tuberculosis, or diabetes 
mellitus.1 We present a case of an 
immunocompetent patient diagnosed with 
lues maligna.  

A 29-year-old immunocompetent African 
American male presented with diffuse, 
painful, boils for two weeks. The rash  

 
originated as a single bullous lesion and 
became generalized despite empiric 
treatment with cephalexin for ten days. He 
had no past medical history.  
 
The patient was afebrile, and physical 
examination revealed widespread 
hyperpigmented papules, nodules, and 
ulcerated papulonodules with overlying 
crusts on his torso, buttocks, and extremities 
as shown in Figure 1. Biopsy of a lesion on 
his back revealed an inflammatory crust, 
necrosis in the epidermis and mid-dermis, 
and a wedge-shaped mononuclear infiltrate 
containing eosinophils in the deep dermis. 
The biopsy was initially read as consistent 
with PLEVA. Prior to initiation of 
methotrexate for PLEVA, laboratory 
examination revealed a positive RPR. HIV 
testing was negative. The patient was 
diagnosed with lues maligna given his  

Lues maligna (malignant syphilis) is an aggressive, rapidly developing, rare variant of 
secondary syphilis and is characterized by flu-like prodromal symptoms followed by an 
eruption of irregularly scattered erythematous papules and pustules that quickly progress into 
well-defined necrotic ulcers. Atypical presentations of syphilis, such as lues maligna, occur 
more commonly in HIV-positive and immunocompromised individuals. We present a rarer case 
of an immunocompetent patient with lues maligna. Syphilis mimics many other conditions and 
it is easily treatable once diagnosed. Therefore, dermatologists should think beyond pityriasis 
rosea-like rashes and consider syphilis when patients present with lesions that resemble 
pityriasis lichenoides et varioliformis acuta (PLEVA), drug eruption, disseminated herpes or 
zoster infection, cutaneous T-cell lymphoma, and ulcerating vasculitis.  
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Figure 1: Multiple ulcerated and necrotic 
papulonodules with a secondary hemorrhagic crust as 
well as hyperpigmented macules. 

 
 
clinical, histopathologic, and positive RPR. 
The patient experienced complete resolution 
in two to three weeks with enduring post-
inflammatory hyperpigmentation after 
treatment with a single dose of Benzathine 
penicillin G 2.4 million units intramuscularly. 
 
 

 
Syphilis progresses from primary to 
secondary to tertiary syphilis; however, at 
each stage the presentation can deviate. 
Secondary syphilis can be variable, 
including, but not limited to: diffuse 
maculopapular rash that involves the palms 
and soles with lymphadenopathy, highly 
infectious condyloma lata, syphilitic hepatitis, 
mild constitutional symptoms, and/or bone 
pain1. Lues maligna (malignant syphilis) is an 
aggressive, rapidly developing, rare variant 
of secondary syphilis and is characterized by 
flu-like prodromal symptoms followed by an 
eruption of irregularly scattered 
erythematous papules and pustules that 
quickly progresses into well-defined necrotic 
ulcers. The lesions most commonly present 
with a pityriasis rosea-like eruption, are 
polymorphic, often involve the scalp and 
face, and can become covered with a dark, 

rupioid crustError! Bookmark not 
defined.,2.  
 
Atypical presentations of syphilis, such as 
lues maligna, commonly occur in HIV-
positive and immunocompromised 
individualsError! Bookmark not 
defined.,Error! Bookmark not defined.,. A 
retrospective, multicenter study of 11,368 
patients with HIV revealed that 1.3% of them 
had concurrent syphilis and of those 7.3% 
had lues maligna.2 Another retrospective 
study by Romero-Jimenez found that 
approximately 80% of patients with lues 
maligna had a concurrent AIDS-defining 
illness with CD4 counts less than 200 
cells/mL3. However, it is thought that a 
functional, rather than quantitative deficit is 
responsive for its aggressive presentation, as 
many cases of lues maligna are seen in 
individuals with CD4 counts greater than 200 
cells/mL.1  
 
Characteristic histologic findings are similar 
to other presentations of secondary syphilis 
and include epidermal necrosis, dense 
perivascular and interstitial inflammation, 
lymphocyte and plasma cell invasion, and 
vascular changesError! Bookmark not 
defined.,Error! Bookmark not defined.. 
The vessel involvement spans from 
endothelial swelling and/or proliferation, 
hyaline thrombi, and fibrinoid deposition i . 
Along with clinical and histologic findings, 
immunohistochemical staining can identify 
spirochetes thus aiding in diagnosisError! 
Bookmark not defined..  
The differential diagnosis for malignant 
syphilis includes disseminated herpes 
simplex or zoster, pityriasis lichenoides et 
varioliformis acuta, drug eruption, cutaneous 
T-cell lymphoma, and ulcerating 
vasculitisError! Bookmark not defined.,6. 
Lues maligna can be differentiated using the 
clinical presentation, serological syphilis 
testing, histologic correlation, Jarisch-
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Herxheimer reaction, and a response to 
treatment.Error! Bookmark not defined.  
 
The gold standard treatment for lues maligna 
is a single intramuscular dose of Benzathine 
penicillin G 2.4 million units.7 In cases where 
the patient is allergic to penicillin, ceftriaxone 
can be used as an alternative.7 Ulcers 
respond more slowly than other stages of 
lues maligna; however, most patients 
respond completely to therapy within 2 weeks 
to 4 months.i 
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