PHOTO CHALLENGE

Extensive Purpura and Necrosis
of the Leg

Michael Musharbash, MD; Lida Zheng, MD; Lauren Guggina, MD

A 57-year-old woman presented with
expanding purpura on the left leg of

2 weeks’ duration following a recent hema-
topoietic stem cell transplant for refractory
diffuse large B-cell lymphoma. Prior to
dermatologic consultation, the patient had
been hospitalized for 2 months following
the transplant due to Clostridium difficile
colitis, Enterococcus faecium bactere-

mia, cardiac arrest, delayed engraftment
with pancytopenia, and atypical hemolytic
uremic syndrome with acute renal failure
requiring hemodialysis and treatment with eculizumab. Her care team in the hospital initially noticed

a small purpuric lesion on the posterior aspect of the left knee. The patient subsequently developed
persistent fevers and expansion of the lesion, which prompted consultation of the dermatology ser-
vice. Physical examination revealed a 22X10-cm, rectangular, indurated, purpuric plaque with central
dusky, violaceous to black necrosis with superficial skin sloughing and peripheral dusky erythema
extending from the inner thigh to the lower leg. The left distal leg felt cool, and both dorsalis pedis and
posterior tibial pulses were absent. Laboratory test results revealed neutropenia and thrombocytopenia
(white blood cell count, 0.2%10%mm? [reference range, 5-10X10%/mm?]; hematocrit, 23.2% [reference
range, 41%-50%)]; platelet count, 105x10°%/uL [reference range, 150-350x10%/uL]). A punch biopsy
was performed.

WHAT'S THE DIAGNOSIS?

a. disseminated aspergillosis

b. disseminated intravascular coagulation
c. disseminated mucormycosis

d. purpura fulminans

e. pyoderma gangrenosum

PLEASE TURN TO PAGE E2 FOR THE DIAGNOSIS
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PHOTO CHALLENGE DISCUSSION

THE DIAGNOSIS:
Disseminated Mucormycosis

istopathologic examination of a 6-mm punch

biopsy of the edge of the lesion revealed numer-

ous intravascular, broad, nonseptate hyphae in the
deep vessels and perivascular dermis that stained bright
red with periodic acid-Schiff (Figure). Acid-fast bacilli
and Gram stains were negative. Tissue culture grew
Rhizopus species. Given the patient’s overall poor prog-
nosis, her family decided to pursue hospice care following
this diagnosis.

Mucormycosis (formerly zygomycosis) refers to infec-
tions from a variety of genera of fungi, most commonly
Mucor and Rhizopus, that cause infections primarily in
immunocompromised individuals.! Mucormycosis infec-
tions are characterized by tissue necrosis that results from
invasion of the vasculature and subsequent thrombosis.
The typical presentation of cutaneous mucormycosis is
a necrotic eschar accompanied by surrounding erythema
and induration.? Diagnosis is based on clinical suspicion,
requiring additional testing with skin biopsy and tissue
cultures for confirmation.

Cutaneous infection is the third most common pre-
sentation of mucormycosis, following rhinocerebral and
pulmonary involvement.! Although rhinocerebral and
pulmonary infections normally are caused by inhalation
of spores, cutaneous mucormycosis typically is caused by
local inoculation, often following skin trauma.? The skin
is the most common location of iatrogenic mucormycosis,
often from skin injury related to surgery, catheters, and
adhesive tape.’ Most patients with cutaneous mucormy-
cosis have underlying conditions such as hematologic
malignancies, diabetes mellitus, or immunosuppression.'
However, outbreaks have occurred in immunocompetent
patients following natural disasters.* Cutaneous mucor-
mycosis disseminates in 13% to 20% of cases in which
mortality rates typically exceed 90%.*

Treatment consists of prompt surgical debridement
and antifungal agents such as amphotericin B, posacon-
azole, ‘and isavuconazonium sulfate.! Our patient had
multiple risk factors for infection, including hematopoi-
etic stem cell transplantation, prolonged neutropenia,
and treatment with eculizumab, a monoclonal antibody
against C5 that blocks the terminal complement cascade.
Eculizumab has been associated with increased risk for
meningococcemia,’ but the association with mucormyco-
sis is rare. We highlight the importance of recognizing and
promptly diagnosing cutaneous mucormycosis given the
difficulty of treating this disease and its poor prognosis.

Disseminated aspergillosis demonstrates septate
rather than nonseptate hyphae on biopsy. Disseminated
intravascular coagulation and purpura fulminans may
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A and B, Disseminated mucormycosis. Numerous intravascular broad
nonseptate hyphae in the deep vessels and perivascular dermis that
stained bright red with periodic acid-Schiff (original magnifications X< 30).

be associated with thrombocytopenia but demonstrate
thrombotic microangiopathy on biopsy. Pyoderma gan-
grenosum demonstrates neutrophilic infiltrate on biopsy.
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