Nasal mucocutaneous leishmaniasis
- An unusual form of presentation
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Abstract

Leishmaniasis is caused by the protozoan parasite
Leishmania which is transmitted through bites
of infected female phlebotomine sandflies.
There are 3 main forms - visceral, cutaneous and
mucocutaneous, with mucosal affection being the
rarest manifestation of the disease. The incidence
in Portugal is considered hypoendemic.

We present a case of a 48 years old female, with
complaints of nasal obstruction, epistaxis and
irregular erythematous scaly plagues surrounding
the nostrils. Histology of the nasal septum and skin
revealed the presence of Leishmania-Donovan
bodies. She was treated with amphotericin-B
and itraconazole with clinical improvement and
disappearance of lesions.

Mucocutaneous leishmaniasis preferably affects
the nasal mucosa and if not diagnosed and
treated in time can lead to cartilage destruction
and dissemination of mucosal lesions to the
nasopharynx, larynx, compromising the airway
and even leading to disfigurement.

Keywords: |leishmaniasis; mucocutaneous
leishmaniasis; nasal leishmaniasis

Introduction

Leishmaniasis is an infectious disease caused
by protozoan parasites belonging to the
Leishmania genus, which is transmitted
through the bite of a female phlebotomine
sandfly belonging to the genera Phlebotomus
and Lutzomyia . Phlebotomus pernicious and
Phlebotomus ariasi are the most important
species in Western Europe.'??

The number of new cases of leishmaniasis
occurring annually worldwide is estimated
to be approximately 0.7 to 1 million, with
approximately 350 million people at risk. It is
endemic to underdeveloped regions such as
Latin America and the Middle East, but rarer
in European countries. Human leishmaniasis
is considered hypoendemic in Portugal.*®
When leishmaniasis is symptomatic, there
are three main forms of clinical manifestation:
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cutaneous, mucocutaneous, and visceral.
Mucocutaneous leishmaniasis is the rarest
formm and is mainly caused by the species
Leishmania Braziliensis. It may occur as
a primary manifestation of the disease or
secondary to the cutaneous presentation.'®¢
The case presented herein is that of a
woman with a previous history of cutaneous
leishmaniasis treated five years ago who was
referred to the otorhinolaryngology (ORL)
clinic due to de novo nasal complaints.

Case description

The patient was a 48-year-old woman who
lived in a rural area and was referred to the
ORL clinic for nasal congestion and self-
limited episodes of epistaxis. She had a
relevant history of type Il diabetes mellitus
and cutaneous leishmaniasis (Leishmania
tropica) diagnosed in 2015, which was treated
with oral itraconazole (600 mg once/day for
28 days), with lesion resolution. She did not
have a history of nasal trauma or chronic
rhinosinusitis. She denied having recently
travelled abroad or before the diagnosis of
cutaneous leishmaniasis.

Objective examination showed erythematous
lesions, infiltrating the sides of the nose,
columella, and nasal vestibule (Figure 1). Nasal
endoscopy also showed thick, erythematous
plague lesions with scabsinthe anterior region

Figure 1

Before treatment. Well demarcated erythema in
the middle third of the face, homogeneous at the
level of the sides of the nose, nasal columella, and
nasal philtrum
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of the septum. Concomitantly, an anterior
septal perforation of approximately 0.50.5
cm was observed in the Cottle areas 2 and 3
(Figure 2).” Neck palpation was normal, as was
the remaining objective ORL examination.
There were no erythematous lesions at other
sites of the body.

Figure 2

Nasal endoscopy of the right nasal cavity. Multiple
small lesions, with erythematous borders can be

seen

Blood tests showed mild Iymphopenia
(0.7910%L), glycated hemoglobin of 6.9%, and
sedimentation rate of 7 mm/h. The results of
tests for autoimmunity, vasculitis, VDRL, and
HIV serology were negative.

Computed tomography (CT) of the
paranasal sinuses showed discontinuity of
the cartilaginous portion of the anterior
region of the nasal septum and thickening
of the soft tissues of the septal mucosa.
Abdominal CT did not show any relevant
changes. Skin and endonasal biopsies were
performed and the histological examination

showed a dense inflammatory infiltrate
with  numerous histiocytes containing
intracytoplasmic structures compatible

with Leishman-Donovan bodies. The result
of the polymerase chain reaction assay was
compatible with a diagnosis of leishmaniasis.
The patient was hospitalized for treatment
with amphotericin B (4 mg/kg, IV). Three
weeks after the treatment, there was no



clinical improvement and the patient
developed nephrotoxicity and muscle pain;
therefore, amphotericin B was replaced by
itraconazole (600 mg once/day), which was
given for three months. Subsequently, clinical
resolution was achieved with improvement
in the erythema, nasal congestion, epistaxis,
and nasal discomfort; in addition, the post-
treatment biopsies showed no Leishman-
Donovan bodies.

The patient is being followed up in the
dermatology and ORL clinics and, so far, has
exhibited no further manifestations of the
disease.

Figure 3
After treatment

Discussion

Leishmaniasis is a primarily zoonotic
infection, caused by protozoan parasites of
the genus Leishmania spp. All species of
Leishmania are transmitted through the bite
of female sand flies of the genera Lutzomyia
and Phlebotomus. Transmission occurs by
inoculation of the promastigote forms into the
skin of the vertebrate host.38

This disease is mostly endemic to the tropical
rural areas of Central and South America (New
World), Africa, India, and the Middle East
(Old World), as well as Mediterranean regions
of Europe. In Portugal, the most recently
collected data show that the prevalence of

the infection among dogs (the main reservoir
of human leishmaniasis) and cats is a cause
for concern regarding the risk of increased
number of cases and dissemination of this
parasitosis.>®

The severity of the clinical manifestations of
leishmaniasis depends on factors such as the
parasite, the natural host's resistance, and the
magnitude of the immune response. Visceral
leishmaniasis is usually more severe and is
often fatal if not treated. HIV increases the
host's susceptibility to active disease, which
usually manifests as a more aggressive and
atypical form. In Portugal, there has been an
increase in the number of cases of visceral
leishmaniasis in adults with HIV co-infection,
a trend that has been decreasing since the
introduction of anti-retroviral therapy.?®
Leishmaniasis may be cutaneous,
mucocutaneous, or visceral. Cutaneous
and mucocutaneous leishmaniasis is not a
notifiable disease; therefore, it is believed to
be underdiagnosed given the usually benign
course of the lesions. Visceral leishmaniasis
has been a notifiable disease since the 1950s.2
Cutaneous leishmaniasis is the most
common presentation of the disease and is
characterized by single or multiple pinkish
macular lesions that progress to nodules and
subsequently to painless well-defined ulcers
with raised borders that can affect any area of
the body. It is usually accompanied by painless
enlarged lymph nodes located near the site of
parasite inoculation.!*8

Mucocutaneous leishmaniasis is the rarest
manifestation of the disease and is mainly
caused by L. Braziliensis. It is almost always
secondary to the cutaneous presentation.
It may appear when the cutaneous lesion is
still active, but it usually appears months or
years after its resolution. It primarily affects
the nasal mucosa; however, as the disease
becomes more aggressive, it can affect the
mucosa of the oral cavity, pharynx, and larynx.
The anterior region of the nasal septum is a
favorable environment for the development
of amastigotes. Low temperatures in this part
decrease the ability of macrophages to carry
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out phagocytosis and consequently favor the
parasite’'s growth.'e81°

The symptoms and signs include nasal
congestion, epistaxis, rhinorrhea, nasal
granuloma, ulcers, and scabs. As the disease
progresses, the skin of the nose thickens with
anincrease in the volume of the nasal pyramid
(leishmaniasis facies) and may progress to
destruction of the septal cartilage.5&"

The differential diagnoses of mucocutaneous
leishmaniasis include tumors, rhinophyma,

septal perforation from trauma or
substance abuse, vasculitis, syphilis, and
other granulomatous diseases such as

paracoccidioidomycosis, tuberculosis, and
leprosy.>¢8

Visceral leishmaniasis is the most severe
form of the disease and presents with
systemic manifestations such as fever,
hepatosplenomegaly, anorexia, weight loss,
and anemia.'®

A biopsy of the lesion should be performed
when there is a suspicion of this diagnosis.
Leishman-Donovan bodies can be visualized
in appropriate culture media and the
polymerase chain reaction technique allows
the molecular detection of the protozoan's
DNA. Testing for anti-Leishmania spp.
antibodies is only recommended when
visceral leishmaniasis is suspected because
their specificity to distinguish between past
exposure and present infection is low. 10121
The risk of morbidity (cosmetic disfigurement)
and mortality associated with mucocutaneous
leishmaniasis is higher than that with
cutaneous leishmaniasis; therefore, these
cases should be given systemic treatment.
The choice of anti-leishmaniasis medication,
dose, and treatment duration should be
individualized. Its administration can be oral
or parenteral. In the former case, the drugs
used are azoles (itraconazole 600 mg once/
day or ketoconazole 600 mg once/day for
four weeks or fluconazole 200 mg once/day
for six weeks) and miltefosine (2.5 mg/kg
maximum, 150 mg/day for four weeks); for
parenteral administration, the drugs used are
pentavalent antimony compounds (20 mg/kg
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idl IV [intravenous] or IM [intramuscular] for
four weeks) or liposomal amphotericin B (3-7
mg/kg with a total cumulative dose between
20 and 60 mg/kg). The aim of the treatment
is clinical cure and not parasitological
clearance.”®

The criteria for cure include the disappearance
of the lesions and symptoms in the three
months following treatment. Monthly follow-
up is recommended until the criteria for cure
are met, followed by annual follow-up because
there is a high probability of relapse.891°

The diagnosis and guidance of patients
with  leishmaniasis  should involve a
multidisciplinary team that includes the
specialties of dermatology, infectious diseases,
internal medicine, otorhinolaryngology, and
anatomical pathology.

Leishmaniasis is a disease with significant
morbidity. However, it has an excellent
prognosis when diagnosed at an early stage.
Although it rarely occurs in Portugal, it is
important that otorhinolaryngologists include
it as a differential diagnosis when presented
with similar cases.
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