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Abstract

Chromoblastomycosis (CMB) is a cuta-
neous fungal infection caused by dematia-
ceous fungi. According to the World Health
Organization CMB has been elected as a
tropical disease, and it is prevalent in tropi-
cal and subtropical regions. The lower
extremities are the most affected areas, and
the lesions progress with erythema, papules,
nodules, verrucose plates and/or ulcera-
tions. So far, few works have demonstrated
neoplastic transformation in chronic CMB
lesions, and it may be a consequence of pro-
longed inflammatory response. In the pre-
sent case report, we described a neoplastic
transformation from CMB lesion of a 55-
year-old man, presenting lesions only in the
left leg for 35 years. After treatment, a ver-
rucous white plate with thick and irregular
borders emerged in the ankle, which was
identified as a sarcomatoid squamous cell
carcinoma. The present case report high-
lights the importance of an early diagnosis
and treatment.

Introduction

Chromoblastomycosis (CBM) is a pro-
gressive and disabling cutaneous fungal
infection, caused by dematiaceous fungi
that belong to the order Chaetothyriales and
family Herpotrichiellaceae; the most
important etiologic agents are the sapro-
phytic fungi Fonsecaea pedrosoi and
Cladophialophora carrionnii. This infec-
tion affects mainly people living in tropical
areas, additionally the efficacy of drugs and

therapeutic options to treat CBM are limit-
ed. CBM has been studied since 40’s,! how-
ever, little is known about the neoplastic
transformation of this mycotic infection.? In
the present work, we reported the existence
of a large sarcomatoid squamous carcinoma
behind the CBM lesion in a patient, sug-
gesting neoplastic transformation of the
chronic skin lesion.

Case Report

A 55-year-old man, farmer, had lesions
only in the left leg for 35 years. He was
born in Atibaia city, Sdo Paulo, Brazil, but
the skin lesions appeared while working in
the mining activity, Rondonia State, Brazil.
The patient went to the medical services
and was submitted to different therapeutic
methods, such as itraconazole, fluconazole,
ketoconazole, terbinafine, cryotherapy and
phototherapy, but with limited success.
Medical records detailing these previous
treatments could not be found. He was
admitted to the Dermatology outpatient ser-
vice of the “Hospital das Clinicas da
Universidade de Sdo Paulo”. At the time of
our evaluation, an extensive verrucous
lesion affecting almost the entire left leg
was verified, however lesions were not
observed in the right leg or anywhere else
on the body. In the left leg, numerous skin
lesions were detected, and they were erythe-
matous, infiltrated, circumscribed with
irregular plaques and on the skin surface,
lesions were hyperkeratotic — verrucous
type (Figure 1A and B). Verrucous plates
and sclerotic bodies were observed in the
dorsal area of the foot (Figure 1B).
Muriform cells were identified in the skin
histological sections stained by hema-
toxylin and eosin (Figure 1C). Skin smear
culture, carried out in Sabouraud dextrose
agar medium, led to the morphological
identification of a Fonsecaea sp., as the eti-
ological agent after the 15" day of culture.
Levels of blood AST, ALT and creatinine
levels were normal, and the treatment with
the drug combination was initiated with oral
itraconazole (200mg/kg) and acitretin
(50mg/kg), once a day; along with topical
imiquimod (Modik® - 50 mg/g) once a day,
five times a week.> Previously it was
demonstrated that acitretin associated to the
classic therapy was effective at controlling
CMB lesions,* thus this combination was
elected to treat such patient, even because
monotherapy or physical approaches were
not efficient. After four months of treatment
significant reduction of hyperkeratotic and
verrucous plates were observed (Figure
1D), and simultaneously a verrucous white
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plate with thick and irregular borders in the
ankle emerged (Figure 1E), suggesting the
presence of a tumor under the skin lesions.
The association of acitretin, itraconazole
and imiquimod did not cause changes in the
levels of AST, ALT and creatinine.
Histopathological study of this area showed
the presence of a squamous cell carcinoma
(SC), as showed in the figures 2A and B.
Histological sections of the skin immunola-
beled with anti-CD68 (Figure 2C), anti-
cytokeratin (341E12) (Figure 2D) and anti-
vimentin (Figure 2E) antibodies showed
positivity for all analyzed molecules. The
antibodies anti-vimentin and anti-CD68
have been considered as important markers
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to identify carcinomas,>’ reinforcing that
this patient had a squamous cell carcinoma;
additionally, anti-34[JE12 (cytokeratin),
that is the most sensitive marker to identify
sarcomatoid subsets of tumors,® was detect-
ed in the skin biopsy of aforementioned
patient, leading to the identification of sar-
comatoid subsets in his skin.

Nuclear magnetic resonance displayed a
diffuse thickness of the skin and subcuta-
neous tissue. A large neoplastic lesion was
observed in the lateral and dorsal areas of
the left feet, with bone infiltration (data not
shown). Patient was subjected to 13 cycles
of carboplatin and paclitaxel therapy, which
were ineffective at controlling neoplastic
lesions. Ultrasonographic analysis and fine
needle aspiration puncture showed no
lymph node involvement, and the left leg
was amputated. The patient had a good clin-
ical recovery and no tumor recurrence has
been observed so far. Although combined
therapy leads to a great improvement of the
lesions in the superior area of the left leg
(Figure 1D), CMB still persists, and this
patient is still under monitoring.

Discussion

During the evolution of CMB frequent
complications have been observed and are
associated with secondary bacterial infec-
tions, appearance of chronic ulcerations,
lymphedema and chronic nonhealing
ulcers. Extracutaneous involvement of
CBM has also been described and affects
the bones, lymph nodes, brain and lungs. In
persistent infection, malignant transforma-
tion has been observed and some authors
have already reported the malignant trans-
formation to squamous cell carcinoma.> A
delay in healthcare seeking of a few months
or years may account to the pathological
manifestations of a noninfectious nature,
such as neoplastic transformation. The case
presented here has 35 years of evolution,
and possibly the chronification of the
lesions as well as the inflammatory

response, lead to the appearance of a squa-
mous cell carcinoma. The first report of
malignant transformation of CBM lesions,
described by Caplan in 1968,° evolved over
11 years. Although the pathophysiological
basis of the malignant transformation has
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not been fully elucidated,® the presence of
polymorphonuclear cells and activated
macrophages may promote the release of
enzymes and free radicals that may trigger
malignant transformation over the years.
Although malignant transformation of
chronic CMB lesions has previously been
demonstrated the rate of neoplastic transfor-
mation is low.”! In India, only 1 out 70
patients with chromoblastomycosis devel-
oped squamous cell carcinoma,'' similarly
in Mexico from 51 patients analyzed, carci-
noma was identified in only 1 patient.!?

Conclusions

This case report highlights the impor-
tance of early diagnosis of CMB infection
as well as efficient treatment, avoiding the
chronification of lesions and tumor devel-
opment, that in fact can bring more quality
of life to the patient and also reduce the
mortality induced by the skin cancer.

Figure 1. Patients with chromoblastomycosis presented numerous skin lesions in the frontal (A) and dorsal area of the left leg (B), char-
acterized by irregular erythematous, infiltrated, circumscribed, plaques with hyperkeratosis in the inferior members. Histological sec-
tion of the skin stained by hematoxylin and eosin allows the identification of muriform cells (Figure C). Patient was treated with the
combination of oral itraconazole (200mg/day) and acitretin (50mg/kg), as well as topical imiquimod (Modik® - 50 mg/g) and a sig-
nificant reduction of the skin lesions were observed (D). After four months of combined treatment a verrucous white plate in the ank%e

emerged (E).
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Figure 2. Histological section of the verrucous white plate stained by hematoxin and eosin showed features associated to the hyperplasia
of atypical epithelial cells (A, 100x) dispersed in the dermis (B, 400x). Histological skin sections were positive for the markers CD68
(C, 400x), cytokeratin (D, 100x) and vimentin (E, 200x).
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