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A teenage boy with Crohn’s disease, treated with 6-mercaptopurine (6-MP) and mesalamine, had tender,
hemorrhagic, vesiculobullous plaques on the hands, metacarpophalangeal joints, tongue, and face, which
began as small red bumps (Fig 1). He was febrile to 38.7°C, pancytopenic, and neutropenic, with elevated
erythrocyte sedimentation rate and C-reactive protein. Lesional pathology findings showed a neutrophilic
infiltrate with occasional histiocytes but negative acid-fast bacilli and fungal stains (Fig 2). Lesional tissue culture
revealed only methicillin-sensitive Staphylococcus aureus. Blood cultures were negative for bacteria and fungi.
Positron emission tomography/computed tomography found axillary and mesenteric lymphadenopathy,
deemed reactive. Bone marrow evaluation found hypocellular marrow, consistent with 6-MP toxicity, without

malignancy.
Question 1: What is the most likely diagnosis?

A. Acute febrile neutrophilic dermatosis

B. Erythema multiforme

C. Ecthyma gangrenosum

D. Cutaneous anthrax

E. Cutaneous small vessel vasculitis (CSSV)
Answers:

A. Acute febrile neutrophilic dermatosis — Correct.
The patient fulfilled both major criteria of Sweet
syndrome (SS): (1) sudden onset of painful viola-
ceous papules or nodules and (2) neutrophilic
infiltrate without leukocytoclastic vasculitis. The
patient fulfilled minor criteria of (1) accompaniment
by inflammatory bowel disease and (2) fever greater
than 38°C and constitutional symptoms.' Rapid
improvement with 60-mg prednisone confirmed the
diagnosis of SS.

B. Erythema multiforme — Incorrect. Although
erythema multiforme favors acral surfaces, particu-
larly the palms, the lesions characteristically display
a targetoid morphology with 3 zones of coloration.

C. Ecthyma gangrenosum — Incorrect. This diag-
nosis was initially suspected, given the patient’s
neutropenia, fever, and other systemic signs of
infection (increased erythrocyte sedimentation rate
and C-reactive protein). However, blood cultures did
not show bacterial or fungal organisms, and lesional
tissue did not culture Pseudomonas aeruginosa or

another likely organism (only methicillin-sensitive
Staphylococcus aureus was demonstrated).

D. Cutaneous anthrax — Incorrect. Although the
cutaneous manifestation of this rare disorder often
begins as a nonpainful purpuric papule evolving
into an ulcerating vesicle that forms a black
eschar, the eschar is typically depressed and
characteristically surprisingly painless, despite the
necrosis. Lack of recent travel or exposures (such as
to animal hides, wool, or contaminated soil) also
makes this diagnosis less likely.

E. CSSV — Incorrect. CSVV typically affects the
lower extremities and usually consists of smaller
purpuric macules and papules than the lesions seen
in this patient, although vesicles and bullae within
palpable purpuric lesions may be seen in the less
common bullous variant.

Question 2: Which of the following is an
uncommon cause of SS?

A. Hematologic malignancies

B. Solid-organ malignancies

C. Granulocyte colony-stimulating factor (G-CSF)
D. Azathioprine

E. Hydroxychloroquine

Answers:

A. Hematologic malignancies — Incorrect. Hema-
tologic malignancies (most commonly acute myeloid
leukemia) have been strongly associated with SS.”
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B. Solid-organ malignancies — Incorrect. Solid-
organ malignancies are less commonly associated
with SS than are hematologic malignancies, but
associations of solid-organ ones with SS have been
reported, most commonly with genitourinary tumors.

C. G-CSF — Incorrect. Drug-induced SS have been
reported, most commonly with G-CSF.”

D. Azathioprine — Incorrect. Although drug-
induced SS is more common with G-CSF than with
azathioprine, azathioprine-associated SS has been
reported.” This patient had hypoplastic bone
marrow consistent with azathioprine (6-MP)
toxicity, which may have induced SS.

E. Hydroxychloroquine — Correct. Hydroxychlor-
oquine is not a common cause of SS; it has been
reported as part of the treatment regimen for SS.”

Question 3: Which is a first-line treatment for
SS?

A. Systemic steroids
B. Potassium iodide
C. Colchicine

D. Dapsone

E. Ixekizumab

Answers:

A. Systemic steroids — Correct. Systemic cortico-
steroids are the therapeutic standard for SS; for mild
cases, intralesional or topical corticosteroids may
be used as monotherapy or adjunctive therapy.
Patients with extracutaneous manifestations, such
as pulmonary, neurologic, gastrointestinal, renal, or
cardiac SS, carry a higher mortality risk and warrant
systemic treatment with corticosteroids. Our patient
had acute kidney injury, which resolved with pred-
nisone treatment. Any underlying malignancies,
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such as acute myeloid leukemia, should also be
addressed appropriately.

B. Potassium iodide — Incorrect. Steroid-sparing
agents include potassium iodide, colchicine, and
dapsone. These are typically used if systemic ste-
roids are contraindicated or if a patient cannot
tolerate systemic steroids.

C. Colchicine — Incorrect. See explanation of
choice B.
D. Dapsone — Incorrect. See explanation of
choice B.

E. Ixekizumab — Incorrect. Although tumor ne-
crosis factor-a inhibitors, such as adalimumab,
etanercept, and infliximab, have been reported to
treat SS in some cases, interleukin-17 inhibitors,
such as ixekizumab, are not part of the therapeutic
ladder for SS.

Abbreviations used:

6-MP: 6-mercaptopurine

CSSV: cutaneous small vessel vasculitis
G-CSF: granulocyte colony-stimulating factor
SS: Sweet syndrome
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