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ABSTRACT

Cutaneous leishmaniasis most commonly presents as a single cutaneous ulcer, but
there are less common clinical presentations. Here we report a rare manifestation of
cutaneous leishmaniasis diagnosed in a 37-year-old pregnant woman who presented
with an infiltrative, erythematous, raspberry-like lesion on the nasal dorsum of three
months’ duration. No mucosal involvement was noted, but the patient complained of
local pain and paresthesias. There was no history of immunosuppression or other
comorbidities. Initially treated with amphotericin B, the patient experienced a relapse
after eight months, at which time we decided to restart treatment with pentavalent
antimonial. The delay in diagnosis caused by the atypical presentation of the disease
led to a delay in treatment. We emphasize the importance of including cutaneous
leishmaniasis in the differential diagnosis of any skin lesion in endemic areas.

Headings: Cutaneous leishmaniasis; Amphotericin B; Meglumine antimoniate;
Pregnancy complications; Infections; Case report.

RESUMO

A manifestacdo mais frequente da leishmaniose tegumentar (LT) € uma ulcera
cutanea Unica, porém existem outras apresentagdes clinicas, menos comuns.
Relatamos aqui uma manifestacéo rara de LT diagnosticada numa gestante de 37
anos que apresentava uma lesao infiltrativa e eritematosa no dorso nasal ha trés
meses, de aspecto framboesiforme. Nao se identificou nenhum acometimento
de mucosas, mas a paciente queixava-se de dor e parestesia local. Nao havia
imunossupressao ou outras doengas associadas. Inicialmente tratada com
anfotericina B, a paciente apresentou recidiva da doenga depois de oito meses,
optando-se por novo tratamento com antimonial pentavalente. Por ser uma forma
atipica da LT, essa etiologia tardou a ser lembrada e consequentemente permitiu
um atraso no tratamento, fato que reforca a importancia de se incluir a LT no
leque diferencial dos possiveis diagnosticos de quaisquer lesdes de pele em
areas endémicas.

Descritores: Leishmaniose cutanea; Anfotericina B; Antimoniato de meglumina;
Complicagdes infecciosas na gravidez; Relato de caso.

INTRODUCTION

Tegumentary leishmaniasis (TL) is an infectious, non-contagious
disease caused by protozoa of the genus Leishmania transmitted by
different species of hematophagous insects, such as sandflies. In Brazil,
eight species of Leishmania that cause disease in humans have been
described, covering a wide spectrum of manifestations that vary according
to the characteristics of the host and the causative agent'2. TL is classified
into four main clinical forms: localized cutaneous leishmaniasis (which
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can be caused by any species of Leishmania), typically
characterized by one or more ulcerated lesions with well-
defined borders and a clean background; disseminated
cutaneous leishmaniasis (caused mainly by the species
Leishmania (Viannia) braziliensis, present throughout
the national territory) with 20 or more acneiform lesions
distributed in at least two distinct regions of the body
surface; diffuse cutaneous leishmaniasis with multiple
nodular lesions that do not ulcerate (caused solely by
Leishmania (Leishmania) amazonensis, which is more
prevalent in the northern region of Brazil); and mucosal
leishmaniasis, characterized by involvement mainly of
the nasal and/or oral mucosa (usually also caused by
Leishmania (Viannia) braziliensis). Other species, such as
Leishmania (Viannia) guyanensis, Leishmania (Viannia)
shawi, Leishmania (Viannia) naiffi, Leishmania (Viannia)
lainsoni, and Leishmania (Viannia) lindenberg circulate
only in the Amazon region and mainly cause the localized
cutaneous form3.

The localized cutaneous form of TL is the most
common, with an ulcerated lesion being its main clinical
manifestation. The herpetiform and raspberry-like forms
of TL are rarely reported' and, because they are atypical,
they hamper clinical reasoning, resulting in delays in
diagnosis and appropriate therapeutic management.
The importance of this case report is that it alerts health
professionals from different backgrounds about the
occurrence of cutaneous leishmaniasis through unusual
clinical manifestations.

CASE REPORT

A 37-year-old female patient, born in Franco da
Rocha (a municipality in the metropolitan region of Sao
Paulo), presented with an infiltrative and hyperemic lesion
on the nasal dorsum that appeared about 3 months ago.
She worked as a commercial manager for a company
but lived on a farm in the countryside. She was in the
24th week of pregnancy, with no reported comorbidities,
under regular prenatal care and, until then, without any
other complications. The skin condition began as a small
puncture wound with an acneiform appearance on the
nasal dorsum, which soon evolved into a shallow ulcer
with irregular borders, increasing in size over 2 weeks.
During the initial period, she used topical antibiotics and
healing ointments that reduced the size of the ulcer.
However, it was replaced by an erythematous infiltration
that progressively extended from the dorsum to the nasal
tip, associated with local pain and paresthesia. The region
where the initial ulcer was located was replaced by a
necrotic crust and her nose quickly acquired a raspberry-
like shape (Figure 1). There were no systemic symptoms
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such as fever or weight loss. Lymphadenopathy or
visceromegaly was not identified during the physical
examination. The patient underwent an ear, nose, and
throat evaluation, which found no evidence of nasal or
oral mucosal involvement. A biopsy was performed,
using a 4-mm punch, and the histopathological
analysis of the fragment showed the presence of a
diffuse granulomatous reaction with vasculopathy and
plasmacytosis. Intramacrophage amastigote forms were
visualized with hematoxylin and eosin staining (Figure
2), and an immunohistochemical study of the sample
detected specific antigens (Figure 3). No DNA-test was
carried out for Leishmania spp in the sample. On the
other hand, direct detection of acid-fast bacilli and fungi
was negative. Cultures for nonspecific aerobic bacteria,
mycobacteria, and fungi were also negative. The search
for autoantibodies ruled out autoimmune disease.

The patient was treated with intravenous liposomal
amphotericin B at a dose of 3 mg/kg/day. On the
seventh day of treatment, it had to be suspended due to
hypokalemia. Considering that there had already been
complete regression of the lesion with the total dose of
21 mg/kg of amphotericin, it was decided to permanently
discontinue the drug and maintain outpatient follow-up.
Eight months later, however, the patient returned with a
recurrence of the infiltrative and hyperemic lesion on the
nasal dorsum with an appearance similar to the previous
one, although without ulcerations. It was then decided
to re-treat her with intravenous pentavalent antimony
at a dose of 15 mg/kg/day for 20 days, after which the
lesion completely regressed, leaving only an atrophic scar
(Figure 4). After another year of follow-up, there are no
signs of recurrence of leishmaniasis, and the patient is
about to be discharged from follow-up.

Figure 1. Infiltrative and hyperemic lesion on the dorsum and tip of the
nose with a “raspberry-like” appearance.
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Figure 2. Histopathological images of nasal dorsum skin biopsy material
showing in (A): xanthomatous histiocyte-rich mononuclear infiltrate
in the subepithelial dermis, stained in HE, 200x magnification; in (B):
intracellular amastigote forms (arrows), in HE, 400x magnification; and in
(C): intracellular amastigote forms (arrows), in HE, 1000x magnification
(immersion). HE: Hematoxylin and Eosin.

Figure 3. Immunohistochemical microscopy images of nasal dorsum
skin biopsy were positive for Leishmania spp antigens (circles), at (A)
200% magnification and (B) 400x magnification.

Figure 4. Resolution of the initial lesion, leaving only a small scar on the
tip of the nose.

DISCUSSION

This case report challenges us to diagnose TL in
one of its atypical and unusual forms: when it comes from
non-endemic areas or has unusual clinical manifestations
that share other etiologies in its differential diagnosis.
Subcutaneous and deep mycoses, lymphoma and
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pseudolymphoma, and basal cell and squamous cell
carcinoma, for example, are diseases that can mimic
cutaneous leishmaniasis in its volcanic, luponoid,
eczematous, erysipeloid, verrucous, dry, zosteriform,
paronychic, sporotricoid, cancriform and annular forms.
This occurs regardless of which part of the body is
affected: the face, cheeks, ears, nose, eyelids, limbs,
trunk, buttocks, palmoplantar or genital regions, and it
sometimes concomitantly affects more than one area of
the body*.

Although the reasons for the Ileishmaniasis
polymorphism are not clear, the virulence of the parasite
strain, the differences in the host’s defense mechanisms,
and the patient's degree of immunosuppression are
important factors that influence the emergence of different
presentations®. The immune response to leishmaniasis is
complex and largely mediated by T cells, and generally
requires the production of interferon-y by Th1 cells to
activate infected macrophages®. Diseases such as
diabetes, neoplasms, and human immunodeficiency
virus infection are risk factors for the development of a
more severe form of TL. The ability of macrophages to
effectively fight the intracellular parasite determines the
extent of the disease.

The raspberry-like form of TL on the nasal dorsum
of the patient in this case report was not associated with
any known comorbidity or immunosuppression. However,
she was pregnant at the end of the second trimester of
pregnancy. It is known that pregnant women can all
be considered a special population group due to the
peculiar “immunological” condition related to pregnancy:
by formatting a network of recognition, communication
and repair, the maternal immune system prioritizes the
maintenance of the well-being of the fetus. The fetus’s
existence, in turn, modifies the way the mother responds
to the environment, directly and indirectly affecting
her immune response during pregnancy’. The fact is
that pregnancy does not imply greater susceptibility to
infectious diseases but modulates the immune system
in such a way as to provoke differentiated responses to
aggressions of the most diverse types, depending on the
stage of pregnancy®°. The repercussions of TL on human
fetal health are not yet well established, while the adverse
effects of vertical transmission are better documented in
animal models™.

To confirm the etiology of a TL condition, making the
appropriate diagnostic hypothesis to direct the request
for relevant complementary tests is essential. Direct
research in search of visualization of amastigote forms
in lesional scrapings, tissue fragments, or impression
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smears (“imprints”) stained by the Giemsa method is
still the gold standard method (with the help of optical
microscopy) for the diagnosis of TL. On the other hand,
a typical histopathological analysis of biopsied tissues
shows diffuse granulomatous dermatitis ulcerated with
lymphoplasmacytic infiltrate™. When available, molecular
biology plays an important role in diagnosis, as it has
greater sensitivity and specificity than other tests, even
when there is a low parasite load. It also allows the
identification of the species responsible for the infection,
guiding a more appropriate therapy with less risk of failure
and recurrences'?"3.

As for treatment, the drug of choice is pentavalent
antimony, and the formulation with meglumine
antimoniate is the only one available in Brazil. This
drug, however, has important contraindications,
including pregnancy, as it crosses the transplacental
barrier. Additionally, it is a drug that should be avoided
in patients over 50 years of age or those with heart
disease or nephropathy. The second therapeutic option
(used especially when there is some contraindication
for antimony) is amphotericin B, preferably in the
liposomal formulation, due to its lower toxicity?'3. This
was the choice in the first treatment prescribed to our
patient during pregnancy. However, with the recurrence
of the disease after the pregnancy had already ended,
meglumine antimoniate could be used for the new
treatment. The dosage used in each of the treatments
was adequate: according to the Brazilian Ministry of
Health Manual, liposomal amphotericin B should be
used at a dose of 2-5 mg/kg/day, with no limit on the
maximum daily dose, up to a total dose of 25-40 mg/
kg, depending on the clinical response. Meglumine
antimoniate, on the other hand, should be prescribed at
a dose of 10—20 mg/kg/day for 20 days. We must also
pay attention to its toxicity thresholds to avoid cardiac,
hepatic, pancreatic, or renal changes that could
necessitate modification or interruption of treatment".

CONCLUSION

This report shows the importance of considering
cutaneous leishmaniasis as a possible differential
diagnosis in endemic areas, even when the lesions are not
typical. The case also illustrates that pregnancy can play
an important role in modulating immunogenicity, causing
different responses by the body to certain infections. In
terms of diagnosis, biopsy of the lesion for specific analyses
remains the best method of identifying leishmanias. As for
treatment, the available drugs still have limitations and
side effects that need to be considered when making the
choice.
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“This case report deserved an official declaration of acknowledgement and ethical
approval by its institution of origin and was peer-reviewed before publication,
whilst the authors declare no fundings nor any conflicts of interest concerning this
paper. It is noteworthy that case reports provide a valuable learning resource for
the scientific community but should not be used in isolation to guide diagnostic
or treatment choices in practical care or health policies. This Open Access article is
distributed under the terms of the Creative Commons Attribution License (CC-BY),
which allows immediate and free access to the work and permits users to read,
download, copy, distribute, print, search, link and crawl it for indexing, or use it for
any other lawful purpose without asking prior permission from the publisher or
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