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Case report
A previously healthy 30-year-old female housewife, from the 

municipality of Barra do Corda, in the central-southern region of 
the state of Maranhão, Brazil, was referred to the Dermatology 
department of the President Dutra University Hospital with an ulcer 
in the face for three months.

In her family history, she highlights the fact that her husband was 
under treatment for cutaneous leishmaniasis. In addition, attention was 
drawn to the fact that this region of the state is endemic to ACL. In the 
personal background, she has received multiple topical and systemic 
treatments for her lesion, including antibiotics and corticosteroids, 
with progressive enlargement and infiltration of the lesion.

At the examination, she presented a 5 cm diameter ulcer covered 
by dry crust, located on her right malar region, inside an infiltrated, 
erythematous plaque, and surrounded by small pustules (Figure 1). 
No other lesions or abnormalities on physical examination.

Figure 1 Ulcer covered by dry crust inside a more extensive area of oedema 
and erythema and some pustules. 

The patient reported that the lesion was initially very small and 
comparable to those caused by insect bites, with which she was used 
to and, initially, there was no major concern. As the ulcer increased, 
she sought medical help in her area, but since the presentation of the 
lesion left many doubts about the diagnosis, she was referred to the 
university hospital for further investigation.

At the hospital, several blood tests were requested and a biopsy 
was taken. Since she had a solid epidemiological background and a 
compatible clinical presentation, treatment for ACL was instituted 
with meglumine antimoniate, 20mg per kilogram per day, for 30 days. 

By the end of the treatment, her lesion was no longer visible (Figure 
2). 

Figure 2 Same region after 30 days of treatment. It is well worth noting that 
no scar is visible. 

About forty days after biopsy was taken (and, therefore, after her 
treatment had ended), her histopathological examination revealed 
pseudoepitheliomatous hyperplasia and a diagnosis of squamous cell 
carcinoma was suggested by the pathologist. Once a complete clinical 
response to meglumine antimoniate was obtained, a more accurate 
approach to the biopsy specimen led to the finding of amastigotes 
forms of Leishmania sp (Figure 3).

Figure 3 Amastigote form inside macrophage. 

As in the common routine for leishmaniasis in Brazil, follow up 
at one, three and six months didn’t exhibited any sign of the previous 
disease. 
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Abstract

American cutaneous leishmaniasis (ACL) should be differentiated from traumatic ulcers, 
venous ulcers, tropical ulcer, lower limb ulcers due to sickle cell anemia, pyodermatitis, 
paracoccidioidomycosis, syphilis, cutaneous neoplasms, among others.1 Histopathology 
may be suggestive, but it is rarely specific enough to make the diagnosis without 
identification of the amastigote forms of the parasite.2 Among the non-specific alterations 
to the histopathological examination, pseudoepitheliomatous hyperplasia (PEH) presents as 
a challenge, especially in the differential diagnosis with squamous cell carcinoma (SCC).
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Discussion
ACL is an infectious disease, not contagious, caused by different 

species of protozoa of the genus Leishmania, transmitted by sting of 
sandflies and affecting skin and mucous membranes. In Brazil, it is a 
disease with a diversity of agents, reservoirs and vectors that presents 
different transmission patterns and a limited knowledge about some 
aspects, which makes it difficult to control.3

Leishmania is a protozoan belonging to the family 
Trypanosomatidae, an obligate intracellular parasite of cells of the 
mononuclear phagocytic system, with two main forms: a flagellate 
or promastigote, found in the digestive tract of the insect vector, and 
another aflagellate or amastigote observed in the tissues of vertebrate 
hosts.4

The typical clinical manifestation of ACL corresponds to a single 
ulcer, rounded, painless, measuring up to a few centimeters. Usually, 
has an infiltrated and hardened base with raised and well delimited 
erythematous borders and granular and reddish background. The most 
affected sites are exposed areas of the body, more accessible to the 
bites of the vectors, for example, the face.5

Although ACL ordinarily presents as this typical ulcer discribed 
above, its diagnosis is not always simple, because there are several 
other possible clinical presentations that make this confirmation 
difficult. Some described varieties are sporotrichoid, psoriasiform, 
lupic, erisipeloid, mycetomatous, periungueal, eczematous, 
zosteriform, annular, palmoplantar, cicatricial, vegetant, impetigoid 
and squamous cell carcinoma-like.6

As well as the clinical presentation, the findings of microscopic 
examination display great variability, which are related to factors such 
as the time of disease progression and the macroscopic aspect of the 
lesion, and the sampling and the immunological status of the patient.7 
Nonetheless, histopathology of ACL commonly reveals a hyperplasia 
of epidermis and ulceration, in addition to inflammation with a diffuse 
dermal infiltrate, mainly of macrophages, where predominantly 
amastigote forms are found.8 In fact, since a nonspecific set of 
characteristics is the rule, only the visualization of the amastigote 
forms confirms the diagnosis.1

Recently, a study that analyzed 378 biopsies of patients infected 
with L. brasiliensis, showed that most of the cases under study 
exhibited varying degrees of epidermal thickening at the borders, 
constituting PEH, at various levels. They also verified that the 
amastigote forms were scarce in the samples and that the amount of 
these was inversely proportional to the evolution time of the lesions.9 
This is in accordance with the case portrayed here, since the first 
diagnosis was of SCC, taking into account the scarcity of amastigote 
forms, they were not seen in a less judicious examination of the 
biopsy material. 

Although PEH had been exhaustively studied and easily 
identifiable as proliferation of epidermis with markedly elongated and 
anastomotic projections, besides a strong infiltration of inflammatory 
cells, and a varying degree of hyperkeratosis and papillomatosis,10 
the function of PEH is not yet clear. Presumably, it is a physiological 
response to various types of skin damage and a defense mechanism 
for elimination of foreign bodies.11 As a corollary, wrong approaches 
could bring discomfort and sequelae for patients or may retard 
resolution. In this sense, the differential diagnosis, mostly with 
malignant conditions, as SCC, should always remain on the radar of 
the clinician and the pathologist and this is the explanation for the 
initial misdiagnosis in this case report.

It is important to highlight that, sometimes, an additional biopsy 
should be performed to identify the underlying disease process.12 In 
this particular aspect, some bizarre causes of PEH were mentioned 
before in literature, as the patient who doodled an amateur tattoo in 
his arm with inappropriate ink, that he took from his son’s pencil 
case.13 On the other side, it shoud not be forgotten, that, although most 
SCC cases are readily diagnosable, some challenges are occasionally 
encountered, as SCC could present a wide variety of histopathologic 
features and and small biopsy specimens which reveal only part of 
the lesion.14,15

At last, another important aspect is the causal association between 
leishmaniasis and malignancy suggested both in animals and in 
humans. In these cases, infection may play a significant role, directly 
or indirectly, in the pathogenesis and prognosis, through numerous 
pathophysiological cascades, paving the way for mutations and the 
development of skin cancer.16,17

Conclusion
These brief case report illustrates some aspects of the importance 

of thorough clinical and histological investigation and the pursuit for 
differencial diagnosis, particularly in leishmaniasis, always keeping 
in mind the famous phrase of canadian physician William Osler: 
“Medicine is a science of uncertainty and an art of probability”. Of 
particular interest, the epidemiological background and the careful 
review of the biopsy material saved the patient from a mutilating 
surgery with severe consequences for self-image.
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