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Post COVID-19 cutaneous infection caused by

Scedoporium apiospermum in a patient with

epidermolysis bullosa acquisita

Dear Editor,

Scedosporium apiospermum is a saprophytic filamentous
fungus found in soil, manure and polluted water, causing
localised infections of the skin, bones and eyes, following
penetrating trauma. In immunocompetent individuals,
it causes mycetoma. Disseminated infection occurs
in immunocompromised persons.! Widespread use of
corticosteroids, immunosuppressants and anti-neoplastic
agents has contributed to the increasing number of cases in
recent years.” Immune dysregulation caused by the COVID-19
illness predisposes the patients to invasive fungal infections.?
Here, we report a case of cutaneous S. apiospermum post-
COVID-19 infection in a patient on immunosuppressant
therapy for epidermolysis bullosa acquisita (EBA).

A 50-year-old man, with a two-month prior history of
COVID-19 infection, presented with an exacerbation
of his already existing bullous disease of four months
duration. The diagnosis of EBA was confirmed by direct
and indirect immunofluorescence, and he was treated with
oral prednisolone (1 mg/kg body weight) and azathioprine
(2 mg/kg body weight). Due to an inadequate response,
treatment was changed to monthly dexamethasone-
cyclophosphamide pulse (DCP) therapy. After a period of
initial improvement, there were new erythematous papules,
pustules, small punched-out ulcers, painless subcutaneous
nodules in a linear pattern and pus discharging sinuses on the
leg and medial aspect of the left thigh with underlying oedema
[Figure 1]. Patient was investigated with clinical suspicion of
subcutaneous fungal infection, botryomycosis and atypical
mycobacterial infection. His baseline laboratory investigation
showed anaemia (9.7g/dL), hyperglycaemia (303mg/dL) and
hypoproteinemia (4.6g/dL). Ten percent potassium hydroxide
mount and Gram stain from the pus revealed fungal elements.
Histopathological examination showed granulomatous
infiltrates composed of epithelioid cells, giant cells and

lymphocytes in hematoxylin-eosin staining [Figure 2al].
Periodic acid-Schiff and Grocott methenamine silver staining
revealed septate hyphae [Figure 2b]. Ultrasonography of the
medial aspect of the left thigh and upper leg showed multiple
reactive lymph nodes (>27 in number) and a few showing
early suppuration. A fungal culture of pus obtained by
ultrasound-guided fine needle aspiration from a lymph node
in the left thigh on Sabouraud dextrose agar showed cottony
fluffy white mould suggestive of Scedosporium [Figure 3].
Microscopy with lactophenol cotton blue stain showed septate
hyphae with clavate-shaped conidia [Figure 4] characteristic
of Scedosporium. Matrix-assisted laser desorption ionisation-
time of flight (MALDI-TOF) mass spectrometry identified
the fungal species as S. apiospermum. Lymphocutaneous
type of scedosporiosis was diagnosed due to the direct
involvement of numerous lymph nodes.* He was treated with
terbinafine 250 mg once daily and voriconazole 200 mg twice
daily. A favourable response was observed after four months
of therapy [Figure 5].

Scedosporium infection in humans is mainly caused by
Scedosporium apiospermum and S. boydii’ The infection
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Figure 1: Punched out ulcers and pus discharging sinuses on the left leg.
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Figure 2a: Cellular infiltrate with giant cell (indicated by arrow), epithelioid
cells and lymphocytes (H &E, 400x).
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Figure 3: Culture on Sabouraud dextrose agar showing cottony fluffy white
colonies suggestive of Scedosporium.

Figure 5: Treatment response after 4 months of therapy.

originates from the inoculation of fungal elements into
minor injuries, and therefore the extremities are commonly
involved."* Though it is a known cause of mycetoma,
in recent years it has been identified as an opportunistic
pathogen, causing non-mycetoma skin diseases such as
subcutaneous abscesses, ulcers, folliculitis-like nodes

Figure 4: Microscopy with lactophenol cotton blue stain showing septate
hyphae with clavate-shaped conidia.

and lymphocutaneous-type sporotrichosis-like nodes in
immunosuppressed individuals.'*

On culture, Scedosporium spp has a white cottony appearance
that later turns grey or brown. The hyphae are septate with
simple, long or short conidiophores bearing oval or clavate
conidia singularly or in small groups.

The literature review showed that almost all cases of cutaneous
Scedosporium infection were seen in immunocompromised
individuals.>® Immune dysregulation in COVID-19 infection
occurs via various mechanisms like cytokine storm,
hyperinflammatory response and coagulopathy.* Higher pro-
inflammatory (IL-1, IL-2, IL-6, tumour necrosis factor-ov)
cytokine levels and lower CD4, and interferon-gamma
expression predispose to invasive fungal infection.” DCP
pulse therapy has been in vogue in our centre for the last 30
years and we have never seen a case of subcutaneous fungal
infection among our treated patients. The post-COVID-19
infection under the backdrop of high-dose corticosteroid
therapy might have compromised the immune response
of this patient, making him a susceptible candidate for the
opportunistic fungal infection.
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The inherent resistance of Scedosporium spp. to amphotericin
B and azoles limits the treatment options. Voriconazole is the
preferred drug.® Since the addition of terbinafine along with
voriconazole has shown a synergistic effect’, we tried this
combination in our patient with good response.

S. apiospermum is an emerging opportunistic pathogen that
can be life-threatening. Inherent resistance to antifungals
makes it difficult to treat. It is important to be aware of the
wide array of clinical presentations of Scedosporiosis to
avoid delay in diagnosis and prompt treatment.
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