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Abstract

Perineal necrotic lesions have a narrow differential diagnosis, when ecthyma gangrenosum (EC) should be
considered in priority. A 43-year old woman receiving immunotherapy for metastatic glioblastoma was admitted
under clinical deterioration and severe neutropenia. Shortly after admission an erythematous eruption occurred
involving the chest and perineum. Within a few hours the lesions evolved from erythema to necrosis. Broad
spectrum antibiotics were started. Results of lesional cultures revealed Pseudomonas aeruginosa. The diagnosis of
EC was established. A life threatening infection, EC needs to be quickly diagnosed, differentiated from other

necrotizing eruptions, and treated in emergency.
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Introduction

Ecthyma Gangrenosum (EC) is classically described as a cutaneous
manifestation of pseudomonas aeruginosa bacteremia. However, similar
lesions are caused by other bacterial or fungal infections. Ecthyma
gangrenosum usually occurs in patients who are critically ill and
immunocompromised. Fever begins a few days before the appearance of
the skin lesions. At onset EC presents a round or oval erythematous lesion
1 cm to 15 cm in diameter that. A hemorrhagic focus emerges in the
central area and may progress to a bulla. The lesion spreads at the
periphery and turns into a black necrotic ulcer with an erythematous rim.
The transformation of an early lesion into a necrotic ulcer may take a few
hours [1, 2]. EC may appear on the gluteal region, perineum, extremities,
trunk, or face (1-4). EC requires prompt diagnosis and antibiotic
treatment. When therapy is delayed, the mortality ranges from 18% to
62%. Perineal necrotic lesions have a narrow differential diagnosis and
EC should be considered in priority.

Case History

A 43-year-old woman was admitted to our ward for end-of- life palliative
care. One year ago she was diagnosed with frontal glioblastoma. The
tumor has been resected, followed by radiation therapy, and chemo and
immune therapy. The portable Optune device was applied locally to create
electric fields that disrupt cancer cell division. Lately, under a course of
abemacilib and temozolomide she developed severe neutropenia and
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thrombocytopenia. The bodily temperature was normal. After
discontinuation of these medications and repeated administration of
granulocyte colony stimulating factor there was delay in recovery. Blood
cultures were negative. At this time a necrotic skin ulcer was revealed on
the patient's back and numerous similar lesions on her perineum. In
urgency bacterial cultures from skin ulcers were taken and empirical
treatment with piperacillin-tazobactam was started. A biopsy specimen
from an ulcer's rim showed necrosis of the dermis, a neutrophilic infiltrate
and numerous hyphae and spores. Cultures from the ulcer revealed growth
of pseudomonas aeruginosa and candida species. In the following, a
course of cephamezine was provided, the perineal ulcers were debrided
and treated with topical gentamycin cream. The patient's vital signs
returned to normal. The white blood cells increased to 5200/mm? with
73% neutrophiles, platelets 87.00/mm3, hemoglobin 9.7 g/dL. At the time
of her transfer to our institution she was in minimal consciousness state.
She received enteral nutrition and a regimen including dexamethasone 12
mg, levetiracetam and pantoprazol. The skin lesions at this time, two
weeks after their first occurrence, are shown in Figures 1 and 2. The oval
lesion of the patient's back, covered by a black necrotic tissue, has
characteristic features of EC. The ulcers on the patient's labia majors,
perineum and upper thighs, of various sizes and dept, resulted from
spontaneous or surgical debridement of the necrotic tissues. After an
uneventful course in our department the patient developed high fever and
hypotension. Broad spectrum antibiotic treatment was started, and she
was referred to an acute care hospital. She died two days later.
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Figure 2. Bilateral skin ulcers on the labia majors, perineum and upper thighs.

Discussion

The diagnosis of EC in this patient is straightforward. The patient was
predisposed to infection in being deeply immune depressed, neutropenic,
and was under high dose dexamethasone treatment. The lesion's swift
evolution within a few hours from erythema to necrosis as well as their
round or oval shape were suggestive of the diagnosis. Lastly,
pseudomonas aeruginosa cultured in the lesion was consistent with the
diagnosis. Unusual, but not exceptional in this case were the large number
of the lesions in a close cluster confined to the perineum and thighs [3-5],
along with one distant lesion on the chest wall. Also, ecthyma
gangrenosum without bacteremia in this patient is not exceptionally rare
[6, 7]. In the differential diagnosis of lesions resembling those of this
patient's, genital herpes simplex and herpes zoster are pertinent. In the
normal host, herpetic lesions may remain few and continue to form for
only 3-5 days. The total duration of disease is generally 7-10 days;
however, it may take as long as 2—4 weeks for the skin to return to normal.
Herpes zoster is more severe in immunocompromised subjects and lesions
continue to form longer than one week, and scabbing is not complete in
most cases until 3 weeks into the illness. Unilateral vesicular lesions in a
dermatomal pattern should lead rapidly to the diagnosis of herpes zoster
and specific treatment should be started immediately. However, herpes
simplex virus can also cause dermatomal vesicular lesions [8]. A clinical
clue, which could possibly help in differentiating between herpes zoster
and zosteriform herpes simplex is that vesicles of herpes simplex are
uniform within a cluster while the vesicles of herpes zoster vary in size
[9, 10]. Necrotizing fasciitis is a potentially fatal soft tissue infection that
may affect the upper and lower extremities, scrotum, perineum and
abdominal wall, rapidly spreading along the fascial planes [11]. All the
above-described feature differ from the patient's single-day eruption, not
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dermatomal distribution, deep subcutis necrosis, large size of individual
lesions. In addition, a cutaneous adverse reaction to medications should
be considered. A variety of cutaneous adverse effect to abemacilib have
been described but none resemble the lesions of this patient [12].

Suspicion of EC should prompt initiation of empiric broad-spectrum
antibiotic therapy that includes coverage for P. aeruginosa. The
recommended treatment for both bacteremic and nonbacteremic EC is an
antibiotic that is effective against Pseudomonas species, such as cefepime,
a carbapenem (imipenem/cilastatin, meropenem, or doripenem), or
piperacillin-tazobactam. The proposito received a treatment with
piperacillin-tazobactam followed by cefepime, a fourth-generation
cephalosporin antibiotic [13].

Conclusion

A life threatening infection, EC needs to be quickly diagnosed,
differentiated from other necrotizing eruptions, and treated in emergency.
The present case is typical regarding the clinical context and exceptional
by the multitude and severity of skin lesions.
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