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CASE PRESENTATION

A 63-year-old man with no significant past medical history was admitted to the hospital with fever, altered
mental status, and rapidly progressing disseminated skin lesions. A physical examination revealed vesicular
appearing and umbilicated papules and plaques on the scalp, face, trunk, and upper extremities (Fig 1). The
patient’s clinical condition continued to decline despite empiric broad antibiotic coverage. Serum cryptococcal
antigen, cerebrospinal fluid analysis, and blood, urine, cerebrospinal fluid, and tissue cultures were negative. A
punch biopsy submitted for hematoxylin-eosin staining showed dense inflammatory cell infiltrate with
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basophilic bodies surrounded by capsule-like spaces (Fig 2, A-C). Myeloperoxidase and CD15 highlighted the
infiltrate, which was predominantly neutrophilic. Grocott methenamine silver and periodic acid—Schiff staining

and all tissue cultures were negative.

Question 1: What is the most likely diagnosis?

s

Cryptococcosis
B. Histoplasmosis
C. Sweet syndrome
D. Sarcoidosis

E. Herpes zoster

Answer:

A. Cryptococcosis — Incorrect. Disseminated Cryp-
tococcus infection is more common in individuals
with primary or secondary immunodeficiency. His-
topathology typically shows pleomorphic yeast
within clear vacuolated spaces. Positive cryptococcal
antigen, periodic acid—Schiff, Grocott methenamine
silver, and tissue culture support the diagnosis."

B. Histoplasmosis — Incorrect. Histoplasmosis is
an opportunistic fungal infection endemic to Ohio
and Mississippi river valleys. It is primarily a pul-
monary disease, but the skin may be involved, with
umbilicated papules that resemble molluscum con-
tagiosum. A biopsy from lesional skin would show
evenly spaced intracellular yeast surrounded by
pseudocapsules. Grocott methenamine silver, peri-
odic acid—Schiff, and cultures would be positive.”

C. Sweet syndrome — Correct. Cryptococcoid
Sweet is a unique variant of Sweet syndrome that
has been recently described and shows resem-
blance in both the clinical presentation and histo-
pathologic features to cryptococcal infection.” The
diagnosis is supported by positive myeloperoxidase
staining and negative fungal stains.

D. Sarcoidosis — Incorrect. Patients with sarcoid-
osis may have cutaneous involvement, which often
presents as red-brown dermal papules and plaques

that favor the face, neck, and upper extremities. The
pathologic hallmark of sarcoidosis is noncaseating
granulomatous inflammation.

E. Herpes zoster — Incorrect. Herpes zoster may
present as an umbilicated vesicular eruption.
Disseminated zoster occurs with more than 20
vesicles outside the primary and adjacent derma-
tome. Cutaneous dissemination is a sign of viremia
and is often accompanied by visceral organ involve-
ment. Acantholysis, ballooning degeneration of
keratinocytes, and viral cytopathic changes are
typically seen with hematoxylin-eosin staining.
Adnexal structures are frequently involved, and
leukocytoclastic vasculitis may be present.

Question 2: What is the most appropriate
treatment for this patient?

A. Intravenous fluconazole
B. Dapsone

C. Systemic corticosteroids
D. Intravenous acyclovir

E. Intravenous amphotericin B
Answer:

A. Intravenous fluconazole — Incorrect. Flucona-
zole has the advantage of penetrating the blood-
brain barrier and can be used as an alternative
treatment option to amphotericin B in disseminated
cryptococcosis and histoplasmosis. "

B. Dapsone — Incorrect. Dapsone has been used
oft-label for neutrophilic dermatosis and is a second-
line treatment agent for Sweet syndrome. It can be
used as a monotherapy or in combination with other
systemic agents.” Monitoring for hemolytic anemia
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and methemoglobinemia is essential, and these side
effects are dose-dependent and can occur in all
individuals. Agranulocytosis is the most serious idio-
syncratic reaction and usually occurs within the first
2 months of therapy.

C. Systemic corticosteroids — Correct. Systemic
steroids are the most effective therapy for Sweet
syndrome. Response to systemic corticosteroids is
one of the diagnostic criteria of Sweet syndrome.
Patients often require 1 mg/kg/day of prednisone
tapered over 6—8 weeks.’

D. Intravenous acyclovir — Incorrect. Intravenous
acyclovir is the treatment of choice for disseminated
herpes zoster infection.

E. Intravenous Amphotericin B — Incorrect. Am-
photericin B is the preferred initial therapy for
disseminated cryptococcosis and histoplasmosis.'*

Question 3: Which of the following has the
most common association with this condition?

A. Inflammatory bowel disease

B. Hematologic malignancy

C. Granulocyte colony-stimulating factor
D. Solid-organ malignancy

E. Idiopathic
Answer:

A. Inflammatory bowel disease — Incorrect. Pa-
tients presenting with Sweet syndrome and concur-
rent gastrointestinal complaints should be evaluated
for inflammatory bowel disease because both
Crohn’s disease and ulcerative colitis can be asso-
ciated with Sweet syndrome."

B. Hematologic malignancy — Incorrect. Sweet
syndrome is more likely to occur in patients with
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hematologic malignancy than in patients with
solid-organ tumors. Acute myeloid leukemia is the
most common associated hematologic malignancy,
and it can precede, follow, or appear concurrently
with Sweet syndrome.”

C. Granulocyte colony-stimulating factor — Incor-
rect. Granulocyte colony-stimulating factor is the
culprit in the majority of drug-induced Sweet syn-
drome. Recurrence of the syndrome may develop
when the patient is rechallenged with the inciting
agent.”

D. Solid-organ malignancy — Incorrect. Breast,
genitourinary, and gastrointestinal carcinomas are
the most frequently reported solid organ tumors
with Sweet syndrome.’

E. Idiopathic — Correct. In most cases, no under-
lying trigger can be identified, and the diagnosis
relies on fulfilling the diagnostic criteria and ruling
out infectious etiologies.’
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