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PRACTICE POINTS

- Chromoblastomycosis is limited to skin and subcu-
taneous tissue, most commonly of the lower limb,
especially the foot; it does not directly invade muscle
or bone. Secondary bacterial infection is common.

- Chromoblastomycosis is a therapeutic challenge due
to its recalcitrant nature. Itraconazole and terbinafine
are considered drugs of first choice, but consensus
and evidence are lacking on a standard of care.

Chromoblastomycosis is an uncommon subcutaneous mycosis
seen in the tropical and subtropical regions that is caused by trau-
matic inoculation of a specific group of dematiaceous fungi through
the skin. It is a therapeutic challenge due to its recalcitrant nature.
Although there currently is no evidence-based treatment protocol,
itraconazole and terbinafine are considered drugs of first.choice. We
present the case of a 25-year-old dairy farmer with slowly growing
verrucous lesions on both cheeks of 20 years’ duration. This case
highlights the usefulness of amphotericin'B in cases of chromoblas-
tomycosis that do not respond to first-choice drugs.
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Case Report
A 25-year-old man who was a dairy farmer in Ahmednagar,
Maharashtra, India, presented with a history of slowly
growing, occasionally itchy lesions on both cheeks of
20 years” duration. Most of the right cheek was covered
by a well-defined, lobulated, gray-brown verrucous mass
with a cerebriform surface (Figure 1). The left cheek was
covered with a gray-brown infiltrated plaque surrounded
by brown-tinged monomorphic papules.

Routine investigations were normal at presentation.
Tests for purified protein derivative (tuberculin) and anti-
bodies to human immunodeficiency virus were negative.

FIGURE 1. Gray-brown verrucous mass at presentation.

Magnetic resonance imaging of the head showed soft
tissue thickening with ulcerations involving the skin,
subcutaneous tissue, and underlying facial muscles of the
right cheek.

On histopathology, a hematoxylin and eosin-stained
section showed hyperkeratosis, parakeratosis, pseudo-
epitheliomatous hyperplasia, and follicular plugs in the
epidermis, as well as a mixed cellular infiltrate with
Langhans giant cells and sclerotic bodies in the dermis
(Figure 2). Periodic acid-Schiff and methenamine silver
special stains revealed sclerotic bodies.

Fungal culture on Sabouraud dextrose agar at 25°C and
37°C grew olive green, rugose, velvety, leathery colonies within
48 hours, with pigmentation front and reverse (Figure 3).
A panfungal polymerase chain reaction assay was positive.
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Direct microscopic examination of a 10% potassium hydrox-
ide mount of the colonies showed mycelia with dematia-
ceous septate hyphae (Figure 4), apical branching, branching
conidiophores, elliptical conidia in long chains, and pathog-
nomonic round yeastlike bodies resembling copper pen-
nies known as sclerotic cells (also called muriform cells and
medlar bodies)."* The causative organism was identified as
Cladosporium carrionii. A final diagnosis of chromoblastomy-
cosis was made.

After 2 months of treatment with oral itraconazole
400 mg daily, there was no notable clinical improvement and
fungal elements were still seen on culture. Four treatment
cycles of intravenous liposomal amphotericin B 50 mg daily
(1 mg/kg daily) for 15 days followed by itraconazole 200 mg
daily for another 15 days caused substantial reduction and
flattening of the lesion on the right side and resolution of the
lesions on the left side. Healing was accompanied by central
erythema and depigmentation (Figure 5). With a suspicion of
continuing C carrionii activity on the right cheek, intralesional
liposomal amphotericin B 0.2 mL (in a dilution of 5 mg in
1 mL) was given weekly in the peripheral hyperpigmented
raised margin, which resulted in further flattening and reduc-
tion in tissue resistance. Fungal elements were absent on
repeat biopsy and culture after 4 weeks.

Six months after negative culture, further cosmetic
correction of the scar on the right cheek was performed
with a patterned full-thickness graft for the upper half and
excision with approximation of the edges for the lower half
(Figure 6). Cultures have been negative for the last 20 menths;
as of this writing, there has been no recurrence.of lesions.

Comment

Distribution—Chromoblastomycosis, also known as chromo-
mycosis and verrucous dermatitis,? igha chronic subcutaneous
mycosis found in tropical andssubtropical regions.>* It is
caused by traumatic inoculation of any of several members
of a specific group of dematiaceous fungi through the skin.>*
Common causative organisms include Fonsecaea pedrosoi,
C carrionii, Fonsecaea compacta, and Phialophora verrucosa,
all of which are saprophytes in soil and plants. Fonsecaea
pedrosoi is the most common causative agent worldwide
(70%-90% of cases).? Cladosporium carrionii tends to be the
predominant pathogen isolated in patients who present in
drier climates, with F pedrosoi in humid forests.

In India, chromoblastomycosis has been reported from
the sub-Himalayan belt and western and eastern coasts.!®
Our patient resided in Ahmednagar, Maharashtra, India,
which has a predominantly hot and dry climate. The his-
tory might include vegetational trauma, such as a thorn
prick. Time between inoculation and development of dis-
ease is believed to be years.

Clinical Presentation—Chromoblastomycosis is charac-
terized by a slowly enlarging lesion at the site of inoculation.
Five morphological variants are known: nodular, tumoral,
verrucous, plaque, and cicatricial; verrucous and nodular
types are most common.**
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FIGURE 2. Histopathology revealed sclerotic bodies (arrows) in the
dermis (H&E, original magnification x100).

FIGURE 3. Fungal culture on Sabouraud dextrose agar (25°C and 37°C)
grew olive green, rugose, velvety, leathery colonies within 48 hours.

The disease is limited to the skin and subcutaneous
tissue, growing in extent rather than in depth and not
directly invading muscle or bone.* Lymphatic and hema-
togenous dissemination can occur.** Secondary bacterial
infection is common. The most common affected site is the
lower limb, especially the foot."® The upper limb and rarely
the ear, trunk, face, and breast can be affected.

Diagnosis—Routine laboratory investigations are
usually within reference range. Diagnosis is made by
histopathological and mycological studies. Preferably,
scrapings or biopsy material are taken from lesions that
are covered with what is described as“black dots” (an area
of transepidermal elimination of the fungus) where there
is a better diagnostic yield.** Routine histopathology
shows hyperkeratosis, pseudoepitheliomatous hyperpla-
sia of the epidermis, a mixed granulomatous neutrophil
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FIGURE 4. Direct microscopic examination of a 10% potassium
hydroxide mount of the colonies showed mycelia with dematiaceous
septate hyphae (original magnification X40).

FIGURE 5. Intravenous amphotericin B.and oral itraconazole resulted
in substantial reduction and flattening of thedesion on the right cheek.
Healing was accompanied by central erythema and depigmentation.

response with multinucleated giant cells and neutrophil
abscesses, refractile fungal spores, typical sclerotic cells
around abscesses or granulomas, and a dense fibrous
response in the dermis and subcutaneous tissue.
Extensive fibrosis, coupled with a chronic inflammatory
infiltrate and increased susceptibility to secondary infection,
leads to obstruction of lymphatic flow and lymphedema
below the affected site.>* Periodic acid—Schiff and Gomori
methenamine silver stains confirm the presence of fungus.
Direct microscopic examination of a 10% potassium hydrox-
ide mount of scrapings reveals spherical, thick-walled, darkly
pigmented, multiseptate sclerotic cells known as medlar bod-
ies, copper pennies, and muriform cells that are pathognomonic
for chromoblastomycosis."* Cladosporium carrionii culture
on Sabouraud dextrose agar at 37°C shows olive green,
dark, rugose, smooth, hairy, leathery or velvety colonies with
pigmentation front and reverse. Direct microscopic exami-
nation of the colonies shows dematiaceous septate hyphae
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FIGURE 6. Further cosmetic correction of the scar on the right cheek
was performed with a patterned full-thickness graft for the upper half
and excision with approximation of the edges for the lower half.

and sparsely branching conidiophores bearing ellipsoidal,
smooth-walled conidia in long acropetal chains."*

Treatmment—Treatment options for chromoblastomy-
cosis (can be divided into antifungal agents and phys-
ical ‘methods. Antifungal agents include itraconazole
(200-400 mg daily),® terbinafine (250-500 mg daily),’
5-fluorocytosine (100-150 mg/kg daily),®> amphotericin B
(intravenous/intralesional), and others (eg, fluconazole,
ketoconazole, posaconazole [800 mg daily],%” potas-
sium iodide, voriconazole). Physical methods include
CO, laser, cryosurgery, local heat therapy, Mohs micro-
graphic surgery, and standard surgery.® There is no
evidence-based treatment protocol. Itraconazole and ter-
binafine are considered drugs of first choice'®; however,
combination therapy is the best option.’
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