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Disseminated Erythematous- 
Violet Edematous Plaques and 
Necrotic Nodules
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A 53-year-old man presented to the emergency depart-
ment with a fever and painful skin lesions of 2 days’ 
duration. He reported a medical history of an upper 
respiratory infection 4 weeks prior. Physical examina-
tion was notable for erythematous-violet edematous 
papules, necrotic lesions, and pseudovesicles located 
on the face (top), head, neck, arms, and legs (bottom). 
Hemorrhagic splinters were evidenced in multiple  
nail sections. Urgent blood work revealed microcytic 
anemia (hemoglobin, 12.6 g/dL [reference range,  
14.0–17.5 g/dL]) and elevated C-reactive protein  
(58 mg/L [reference range, 0.0–5.0 mg/L]). 

WHAT’S YOUR DIAGNOSIS?
a. bullous pyoderma gangrenosum
b. erythema elevatum diutinum 
c. exudative erythema multiforme
d. histiocytoid Sweet syndrome 
e. Wells syndrome
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T he patient was admitted for clinical study and 
treatment monitoring. During the first 72 hours of 
admittance, the lesions and general malaise fur-

ther developed along with C-reactive protein elevation  
(126 mg/L). Administration of intravenous prednisone at 
a dosage of 1 mg/kg daily was accompanied by substantial 
improvement after 1 week of treatment, with subsequent 
follow-up and outpatient monitoring. An underlying 
neoplasia was ruled out after review of medical history, 
physical examination, complete blood cell count, chest 
radiography, abdominal ultrasonography, colonoscopy, 
and bone marrow aspiration. 

A 4-mm skin biopsy was performed from a lesion 
on the neck (Figure 1). Histology revealed a dermis with 
prominent edema alongside superficial, deep, and peri-
adnexal perivascular inflammatory infiltrates, as well as 
predominant lymphocytes and cells with a histiocytoid 
profile (Figure 2). These findings were accompanied by 
isolated neutrophil foci. The absence of leukocytoclastic 
vasculitis was noted. Immunohistochemistry demon-
strated that the histiocyte population was positive for 
myeloperoxidase and CD68, which categorized them 
as immature cells of myeloid origin (Figure 3). Clinical 
and histopathologic findings led to a definitive diagnosis 
of histiocytoid Sweet syndrome (SS). Sweet syndrome 

consists of a neutrophilic dermatosis profile. Clinically, 
it manifests as a sudden onset of painful nodules and 
plaques accompanied by fever, malaise, and leukocytosis.

Histiocytoid SS is a rare histologic variant of SS ini-
tially described by Requena et al1 in 2005. In histiocytoid 
SS, the main inflammatory infiltrates are promyelocytes 
and myelocytes.2 Immunohistochemistry shows posi-
tivity for myeloperoxidase, CD15, CD43, CD45, CD68, 
MAC-386, and HAM56.1 The diagnosis is determined by 
exclusion after adequate clinical and histopathologic cor-
relation, which also should exclude other diagnoses such 
as leukemia cutis and interstitial granulomatous der-
matitis.3 Histiocytoid SS may be related to an increased 
risk for underlying malignancy. Haber et al4 performed a 
systematic review in which they concluded that approxi-
mately 40% of patients newly diagnosed with histiocytoid 
SS subsequently were diagnosed or already were diag-
nosed with a hematologic or solid cancer vs 21% in the 
classical neutrophilic infiltrate of SS (NSS). Histiocytoid 
SS more commonly was associated with myelodysplastic 
syndrome (46% vs 2.5% in NSS) and hematologic malig-
nancies (42.5% vs 25% in SS). 

The initial differential diagnoses include inflammatory 
dermatoses, infections, neoplasms, and systemic dis-
eases. In exudative erythema multiforme, early lesions are 

THE DIAGNOSIS:

Histiocytoid Sweet Syndrome

PHOTO CHALLENGE DISCUSSION

FIGURE 1. Erythematous-violet papules and nodules, some of them 
necrotic, on the neck and back.

FIGURE 2. A biopsy of a neck lesion showed epidermal ulceration with 
notable edema in the papillary dermis with an intense inflammatory 
infiltrate in the papillary and reticular dermis. A mononuclear infiltrate 
with a histiocytoid profile with lymphocytes and isolated neutrophils 
also was seen (H&E, original magnification ×10).
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composed of typical target lesions with mucosal involve-
ment in 25% to 60% of patients.5 Erythema elevatum 
diutinum is a chronic dermatosis characterized by asymp-
tomatic papules and red-violet nodules. The most char-
acteristic histologic finding is leukocytoclastic vasculitis.6 
The absence of vasculitis is part of the major diagnostic 
criteria for SS.7 Wells syndrome is associated with general 
malaise, and edematous and erythematous-violet plaques 

or nodules appear on the limbs; however, it frequently is 
associated with eosinophilia in peripheral blood, and his-
tology shows that the main cell population of the inflam-
matory infiltrate also is eosinophilic.8 Painful, superficial, 
and erosive blisters appear preferentially on the face and 
backs of the arms in bullous pyoderma gangrenosum. It 
usually is not associated with the typical systemic mani-
festations of SS (ie, fever, arthralgia, damage to target 
organs). On histopathology, the neutrophilic infiltrate is 
accompanied by subepidermal vesicles.9

Histiocytoid SS responds dramatically to corticoste-
roids. Other first-line treatments that avoid use of corti-
costeroids are colchicine, dapsone, and potassium iodide. 
Multiple treatments were attempted in our patient, 
including corticosteroids, methotrexate, dapsone, col-
chicine, and anakinra. Despite patients responding well 
to treatment, a possible underlying neoplasm, most fre-
quently of hematologic origin, must be excluded.10
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FIGURE 3. Immunohistochemical findings. A, Histiocyte-simulating 
cells with intense immunoreactivity for myeloperoxidase (original mag-
nification ×20). B, Predominant inflammatory cell population (histio-
cytes) with immunoreactivity for CD68 (original magnification ×20).
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