Phaeohyphomycosis

Caused by Coniothyrium
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A 49-year-old immunosuppressed heart trans-
plant recipient developed a superficial and subcu-
taneous granulomatous infection caused by
Coniothyrium. The patient responded to a combi-
nation of surgical excision and antifungal agents.
We review phaeohyphomycotic infections including
this second report of a Coniothyrium infection.
Cutis. 2004;73:127-130.

haeohyphomycosis is a group of mycotic infec-

tions caused by dematiaceous fungi. Ajello

coined the term phaeohyphomycosis to distin-
guish it from chromoblastomycosis.! The infection
may present as superficial cutaneous, subcutaneous,
or systemic infections that typically are introduced
into the skin by trauma in individuals who are
either immunocompetent or immunocompro-
mised.!? Coniothyrium is a type of phaeohyphomy-
cotic infection in humans and is a saprophytic
fungus that causes disease in roses and sugar cane.’
This is a report of an immunosuppressed heart
transplant recipient with diabetes with both a
superficial and deep granulomatous infection
caused by Coniothyrium. To our knowledge, the
only other report of Coniothyrium causing human
infection was found in a patient with acute myelog-
enous leukemia.’?

Case Report

A 49-year-old immunocompromised male heart
transplant recipient with diabetes presented to our
clinic. He was on a therapeutic regimen of azathio-
prine, mycophenolate mofetil, cyclosporine, pred-
nisone, and insulin and had an 8-month history of
gradually enlarging granulomatous annular and
nodular plaques on his legs and knees. His history
also was significant for a cytomegalovirus infection
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Figure 1. Granulomatous nodular and subcutaneous
plagues on the legs.

and disseminated herpes zoster. The granulomatous
lesions developed at the sites of abrasions sustained
during a motorcycle accident on a dirt-coral road.
He was prescribed a short course of oral fluconazole
prior to his office visit.
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An examination revealed numerous superficial
subcutaneous granulomatous nodules and plaques
along the legs and knees. The surface of each
plaque was studded with crusted, hemorrhagic,
grainy particles (Figures 1 and 2). There was no
regional lymphadenopathy.

Results of a punch biopsy of the skin showed
surface crusting and pseudoepitheliomatous hyper-
plasia of the epidermis (Figure 3). There was a
superficial middermal granulomatous infiltrate.
No Medlar bodies were present. Results of a periodic
acid—Schiff stain showed positive budding hyphae
and spores within the dermis (Figure 4). Results
of acid-fast and Gram stains were negative. A
Sabouraud glucose agar culture from the tissue grew
a moist white colony within 48 hours. The culture
subsequently was identified as Coniothyrium-
Microsphaeropsis complex.

Over a 2-year period, the patient was treated
with surgery and a variety of systemic antifungals.
He initially was prescribed a regimen of fluconazole
200 to 600 mg daily for 4 to 5 months with a poor
response. His regimen was switched to itraconazole
200 mg daily because in vitro testing showed that
the organism was relatively resistant to fluconazole
(fluconazole minimum inhibitory concentration at
72 hours: 32 mcg/mL). He was prescribed flucona-
zole again after 3 months because of disease pro-
gression. The lesions gradually cleared over the
following 10 months. A year later, while still on a
therapeutic regimen of fluconazole, the patient

Figure 3. Pseudoepitheli-
omatous hyperplasia and
granulomatous dermal
infiltrate (H&E, original
magnification X80).
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Figure 2. Granulomatous plaque studded with crusted,
hemorrhagic, grainy particles.




Figure 4. Periodic acid-Schiff
stain results show positive
spores and budding hyphae
in superficial dermis (original
magnification x40).

Fungi
Phylum Ascomycota Zygomycota Deutefromycot'a Basidiomycota
Fungi Imperfecti
Coelomycetes Hyphomycetes
A s Blastomycetes
Class fungi producing T yf X fungi without
pycnidium/acervulus yeastike fungi pycnidium/acervulus
Order SphaeropSId..elI_es Melanconiales Moniliales Agonomycetales
produces pycnidia produces acervuli
il Moniliaceae hvoh Dematiaceae
Fami y & conidia hyaline yphae hyphae & conidia dark
Phoma Aspergillus Phialophora
Pyrenochaeta Penicillium Fonsecaea
Genus . : :
Nattrassia Paecilomyces Cladosporium
Coniothyrium Fusarium Exophiala
Bipolaris
Alternaria
Figure 5. Fungi
classification.
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developed new lesions that required the surgical
removal of larger granulomatous nodules combined
with intravenous amphotericin B 50 mg 5 times
weekly that was tapered over 3 months, at which
time the lesions resolved. The patient remained
clear of symptoms after 4 months and was subse-
quently lost to follow-up.

Comment
Phaeohyphomycotic agents are reviewed by Rinaldi*
who lists 57 genera and 104 species. The reported
cases of phaeohyphomycosis cover a wide spectrum
of fungi primarily involving 2 phyla (Ascomycota
and Deuteromycota)(Figure 5). Infections involv-
ing the Ascomycota phylum are uncommon, with
the majority of phaeohyphomycotic agents belong-
ing to the Deuteromycota phylum, which includes
the Hyphomycetes and Coelomycetes classes. Cases
of Hyphomycetes infections reported most com-
monly, but not inclusively listed, include Bipolaris,
Phialophora, and Exophiala.*> Coelomycetes infections
are less common and include Phoma (13 cases),’
Nattrassia (5 cases),”® and a single report of
Coniothyrium infection in a patient with acute
myelogenous leukemia.> The taxonomic and cul-
turing features of these fungi are beyond the scope
of this paper; however, they are categorized in sev-
eral standard references.”!°

Treatment of phaeohyphomycotic infections
includes surgical excision combined with oral anti-
fungals including ketoconazole, itraconazole,
clotrimazole, econazole, miconazole, griseofulvin,
amphotericin B, and 5-fluorocytosine.*!'"!3 Optimal
dosage and duration of treatment for these infec-
tions are difficult to assess, and in vitro antifungal
susceptibility testing is not always predictive of in
vivo success, as demonstrated in this case.

Acknowledgment—Sara K.K. Meibom, MD, contrib-
uted to the research of this paper.
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