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Summary. Leishmaniasis comprises a group of diseases caused by a protozoan parasite belonging to the genus
Leishmania and transmitted by the bite of infected female sand flies. Leishmaniasis is endemic in 88 countries
and causes significant morbidity and mortality worldwide. Phenomena such as globalization and human migra-
tion, as well as the increased volume of international travel have extended its prevalence in developed countries.
In addition, the incidence of leishmaniasis as an opportunistic disease has increased in recent years because of the
growing number of patients with immune depression secondary to chronic illness, neoplasm, transplant and HIV
infection, thereby constituting a public health problem. In humans, there are three possible clinical syndromes of
leishmaniasis: cutaneous, mucocutaneous and visceral. Mucocutaneous disease is due to extension of local skin
disease into the mucosal tissue via direct extension, bloodstream or lymphatics. Lesions interest mainly the oral
and nasal mucosa and occasionally the laryngeal and pharyngeal mucosa. If not recognized and adequately treated,
MCL may disfigure the patient because of the chronic local destruction of tissue of the nose, pharynx and palate.
Because of the invariable involvement of the areas pertaining otorhinolaryngologists, it is important for ENT
specialists and family physicians to have awareness of this condition and its clinical manifestations, particularly in
presence of a history positive for travel to endemic areas. If mucocutaneous leishmaniasis is suspected, otorhino-
laryngologic examination is very helpful in establishing a correct diagnosis, preventing inappropriate treatment.
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Cutaneous Leishmaniasis (CL) is caused by sev-
eral species: Leishmania major and tropica in the Old

Leishmaniasis comprises a group of diseases
caused by a protozoan parasite belonging to the genus
Leishmania; the disease is transmitted by the bite of
infected female sand flies and humans are considered
incidental hosts (1).

Human infection by pathogenic leishmanial
species causes diverse chronic infections of the skin
and viscera and is present in both the Old (Far and
Middle East, Central Western and Eastern Europe
and Africa) and New (Central and South America)
Worlds (2). In humans, there are three possible clini-
cal syndromes of leishmaniasis: cutaneous, mucocu-
taneous and visceral.

World and Leishmania mexicana, amazoniensis, guy-
anensis, panamensis and braziliensis in Central and
South America (3). It is the least severe form of disease
and presents as singular ulcerative or nodular lesions at
or near the site of insect exposure.

Visceral disease (VL), known as kala-azar, results
from the proliferation of parasites within the reticu-
loendothelial system of the liver, spleen and bone mar-
row, with subsequent progressive hepatosplenomegaly
and bone marrow suppression (4). This is a fatal, sys-
temic disease.

Mucocutaneous disease (MCL), known as espun-
dia, is caused by L. braziliensis, L. Amazonensis, L. pa-
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namensis (New World) and L. infantum (Old World);
it can be due to extension of local skin disease into
the mucosal tissue via direct extension, bloodstream or
lymphatics (5). Lesions interest mainly the oral and
nasal mucosa and occasionally the laryngeal and phar-
yngeal mucosa (6). If not recognized and adequately
treated, MCL may disfigure the patient because of the
chronic local destruction of tissue of the nose, pharynx
and palate.

Due to the frequent involvement of the above-
mentioned districts, otorhinolaryngologic examina-
tion has an important role in the differential diagnosis.
Boaventura et al. (7) proposed an algorithm for MCL
diagnosis and stated that otorhinolaryngologic exami-
nation, as the first step in evaluation of suspect MLC
cases, may avoid incorrect diagnosis and prevent in-
appropriate and toxic treatment. Thus, it is important
for otorhinolaryngologists to have awareness of this
condition, particularly in presence of a history positive
for travel to endemic areas. This review will focus on
ENT manifestations and clinical markers of MCL in
order to familiarise otorhinolaryngologists and family
physicians with the different clinical pictures and the
diagnostic procedures in this condition.

Materials and methods

“mucosal leishmaniasis”,

Using the key words
and “ear”, “nose”, “throat” and “larynx” we searched
the medical literature through the electronic database
MEDLINE (National Library of Medicine, Bethesda,
MD), for relevant articles, case reports and free texts
on the ENT manifestation of leishmaniasis.

The review of the medical literature identified
studies reporting more than one hundred cases of lo-

calized ENT manifestations.

Discussion

According to the World Health Organization,
leishmaniasis is endemic in 88 countries of Central and
South America, the Middle East and some regions of
Africa and Europe (8) and causes significant morbidity
and mortality worldwide. Indeed, phenomena such as

globalization and human migration, as well as the in-
creased volume of international travel have extended its
prevalence in developed countries (9). In addition, the
incidence of leishmaniasis as an opportunistic disease
has increased in recent years because of the growing
number of patients with immune depression second-
ary to chronic illness, neoplasm, transplant and HIV
infection, thereby constituting a public health problem
(10). In humans, there are three possible clinical syn-
dromes of leishmaniasis: cutaneous, mucocutaneous
and visceral.

MCL is a serious clinical form of the human
leishmanial infection and it is known to be a poten-
tial sequela of CL resulting from hematogenous or
lymphatic spread from cutaneous lesions or via direct
extension from the primary infected site on the skin.
Cutaneous lesions consist of papules, ulcerations or in-
filtration, often unresponsive to antibiotics or steroids
(11). The time period between cutaneous lesions and
mucosal involvement varies from months to years after
skin lesions have healed. Clinical manifestations are
dependent on infecting species and host factors such
as age, genetics, immunocompetence (12). The species
mainly responsible for the mucosal form of the dis-
ease are: L. braziliensis, panamensis and amazoniensis
in the New World; L. infantum, donovani, aethiopica
and tropica in the Old World (12).

Although oral cavity, pharynx, and larynx may be
involved, the nasal mucosa is the site most frequently
interested; lesions have been described as red, whithish,
or violaceous lesions, consisting of granular swelling or
polypoid, nodular or ulcerate lesions (11). Pathologi-
cally, the main characteristic is the presence of a diffuse
inflammatory infiltrate in the chorion, composed of a
mixture of lymphocytes, macrophages and plasmacells
(11).

The favourite sites for manifestations of this dis-
ease are the cartilaginous nasal septum and the anteri-
or portions of the nasal fossae, including the vestibule,
the lower turbinates and the floor of the nose (12).
Initial signs are erythema and edema of the involved
mucosa. Nodules of the mucosa eventually develop,
followed by ulcerations, often covered with a mucopu-
rulent exudate, and granulomatous-like lesions. These
usually lead to destruction and perforation of the nasal

septum (13). The skin of the nose may be thickened,
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swollen and hyperemic, with consequent increase of
the nasal pyramid volume. As the disease progress, pa-
tients begin to present a leishmaniotic facies known
as the “tapir nose” as a consequence of severe tissue
destruction. The most frequent clinical symptoms are
nasal obstruction, serous and crusted rhinorrea, dis-
comfort, and epistaxis. In order to better characterise
the severity of the disease as well as to judge response
to therapy, Lessa et al. (14) classified nasal disease in 5
stages based on both appearance and localization of le-
sions (table 1). The differential diagnosis includes ma-
lignancies, rhinophyma, traumatic septal perforation
or drug use, necrotizing vasculitis, tertiary syphilis,
and other granulomatous diseases such as paracoccidi-
oidomycosis, leprosy, tuberculosis and rhinosporidiosis
(5,12,15).

Oral and oropharyngeal lesions usually appear as
ulcerations in lips, tongue, tonsils, hard and soft palate
and they may present also as exophytic, nodular, and
indurated lesions (4). The mucosal lesions of pharynx
may cause edema particularly in the uvula, tonsillar
pillars and the posterior wall of pharynx. Granulation
tissue permeates the mucosal findings and the increase
of this tissue may deform completely the anatomical
structures of the palate and the posterior pharynx; this
process may lead to a significant stenosis in the transi-
tion between oropharynx and rhinopharynx (12).

Palatinal pain, gingival bleeding and painless cer-
vical adenopathies may be noted; other symptoms are
dysphagia and odynophagia (16). A differential diagno-
sis should be made with malignant disease such as lym-
phoma, squamous cell carcinoma or Kaposi’s sarcoma
and also with other conditions such as syphilis, tubercu-
losis, mycosis, herpes simplex virus and cytomegalovirus
infection, blastomycosis and paracoccidioidis (10).

Similar to the pharynx, laryngeal mucosal lesions
present the same type of fine granulous tissue that,

Table 1. Clinical staging system for patients with mucosal lei-
shmaniasis (14)

Stage Nasal clinical findings

Nodulation without ulcerations

Superficial ulcerations

Deep ulcerations

Septum perforation

Destruction of nasal architecture and altered facial structure
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with increased inflammation, involves the mucosa, the
epiglottis and may extends to the laryngeal vestibule
and the vocal folds; during this phase dysphonia is al-
ways present (17). Involvement of the cartilage in the
epiglottis and the arytenoids may occur as in the carti-
lagineous septum to a greater or lesser degree, resulting
in perichondritis which make swallowing very painful.
Usually patients have a history of persistent dysphonia,
dyspnea, hoarseness and odynophagia (18). A direct
laryngoscopy may show vocal cord irregularity with
arytenoid and epiglottis swelling and erythema (19).

In the differential diagnosis it may be considered
laryngeal tumor, aspecific granulomatous laryngitis,
TBC-related laryngitis, laryngitis related to Histo-
plasma infection, extra-nodal Natural Killer-cell lym-
phoma (20).

MCL usually does not affect the ears; however,
involvement of the rhinopharynx can lead to Eustachi-
an tube dysfunction with consequent otitis media with
effusion. Conductive hearing loss, tinnitus and dysacu-
sis are the major complaints in such cases (12).

Even if rarely, the ears can be involved in cutane-
ous leishmaniasis. The review of the literature showed
three cases of primary cutaneous lesions of the ear,
characterized by edema and diffuse hyperaemia of
the external ear, erythematous and ulcerated areas on
the helix, the antihelix or the external auditory ca-
nal, without involvement of the tympanic membrane;
symptoms include intense pruritus and painful swell-
ing of the involved areas (8,21-22).

The differential diagnosis of ulcerative auricolar
lesions includes bacterial, fungal, atypical mycobacte-
rial or tubercular infections, lymphoproliferative disor-
ders or neoplasms (22).

MCL is a parasitic disease with a broad spectrum
of possible manifestations that has to be considered in
the differential diagnosis in a variety of clinical set-
tings, especially in patients with immunodeficiency
or who live in or travel to endemic regions (23); thus,
a multidisciplinary approach involving otolaryngol-
ogy, histopathology, internal medicine and infectious
diseases is desirable. Apart from possible underlying
diseases, laboratory findings are usually unremarkable.
MCL diagnosis is based on the clinical examination
and histopathological analysis obtained from the bi-
opsy of the lesions. However, all granulomatous lesions



F. Marra, M. C. Chiappetta, V. Vincenti

look very similar in the histophatological analysis and
differentiation is only possible by the morphological
characterization of the parasite. An immunohisto-
chemical evaluation is based on the use of anti-Leish-
maniasis polyclonal antibody. There is also the Mon-
tenegro skin test which consists of the intradermal
injection of Leishmaniasis antigen in the inner portion
of the arm: this test indicates contact with the parasite,
but does not differentiate whether the disease is active
or whether the patient has been treated.

The treatment for MCL is based mainly on pen-
tavalent antimonials, amphotericin B and pentami-
dine; in order to minimize injection-associated com-
plications, different oral drugs, such as ketoconazole,
miltefosine and paromomycin, have been recently pro-

posed (9).

Conclusions

MCL can lead to serious sequela, however, early
diagnosis can prevent complications. Pathologists and
clinicians should be aware of this unusual clinical en-
tity so that diagnosis will not be delayed. Therefore,
MCL should be included in the differential diagno-
sis of patients with nasal, oropharyngeal, and laryn-
geal symptoms unresponsive to medical treatment,
especially if they have a history of travel in endemic
areas or present immunodeﬁciency. If a characteristic
cutaneous or mucocutaneous lesion with edema, ero-
sion and/or granulomatous aspect is detected, a com-
plete otorhinolaryngologic examination should be
performed. Complementary exams such as intrader-
mal DTH skin test, serology, histopathology should
be also performed. Otorhinolaryngologic examination,
as the first step in evaluation of suspect MCL cases,
may avoid incorrect diagnosis, preventing inappropri-
ate treatment.
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