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ABSTRACT:   Travel to developing countries is associated with possibility to acquire different, also parasitic, diseases which have 
become a diagnostic and therapeutic problem. The ENT specialist is one of the medical officers who may make initial 
contact with a patient with a suspected parasitic disease. One of them is leishmaniosis: a parasitic disease classified as 
Neglected Tropical Diseases (NTD), which occurs in the tropics, subtropics and southern Europe. While asymptomatic 
invasion is observed in some cases, three forms of symptomatic leishmaniosis can be distinguished: cutaneous leish-
maniosis (CL), visceral leishmaniosis (VL), and mucosal leishmaniosis (ML).

  Signs and symptoms of these forms, as well as the differential diagnosis, diagnostic procedures and treatment are 
presented in the paper.
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Travel to different parts of the world, either privately or on busi-
ness, is becoming increasingly more common. Young people and 
the elderly belong to high-risk groups who frequently travel to dis-
tant countries. According to the WTO, over 1.1 billion tourists 
travelled internationally in 2014. Europe was the most frequent-
ly visited region with 584 million of the world’s tourists, arrivals 
in Asia & the Pacific increased to 263 million, the Americas wel-
comed 182 million tourists, and the Middle East and Africa were 
visited by 50 million people each [1]. It should be emphasized 
that travel to developing countries, the greatest risk being asso-
ciated with staying in Nepal, India, Thailand, as well as Southeast 
Asia, sub-Saharan Africa, and South America is associated with 
risk of acquiring various diseases, including parasitic infestations.

As a consequence, travellers often return with a broadening array 
of parasitic infections rarely seen in temperate zones. Over recent 
years, imported infectious diseases have become a diagnostic and 
therapeutic problem, the disease incubation period often falling 
on the time of travel. In such cases, detailed anamnesis regard-
ing recently completed trips becomes the most important part of 
diagnostic evaluation. An ENT specialist may be one of the first 
medical officers to make initial contact with a patient with sus-
pected parasitic disease.

There are various species of Leishmania, more than 20 be-
ing human pathogens are etiological agents of leishmaniosis 

- a parasitic disease that is classified as one of the Neglect-
ed Tropical Diseases (NTD) and occurs in the tropical and 
subtropical climates, as well as the southern Europe. Its en-
demic foci are found on all continents except Australia and 
Antarctica [2]. WHO data indicates that 300,000 – 500,000 
new cases of visceral leishmaniosis, over 20,000 deaths and 
1 – 1.5 million new cases of cutaneous leishmaniosis occur 
worldwide annually. People of different ages, from 3 to 76 
years, are at risk of the disease, which is more common in 
rural than urban areas. It should be emphasized that on rare 
occasions, the disease may be transmitted from a pregnant 
woman to her baby, and can also be spread by blood transfu-
sions or contaminated needles [3,4]. Life cycle of Leishmania 
spp. is presented on Fig.1.

Three forms of symptomatic leishmaniosis can be distinguished: 
• Cutaneous Leishmaniosis (CL) is the most common form 

(noted mainly in Afghanistan, Algeria, Brazil, Colombia, 
the Islamic Republic of Iran, Pakistan, Peru, Saudi Arabia, 
the Syrian Arab Republic and Tunisia); it develops within a 
few weeks or months from a sandfly bite;;

• Visceral Leishmaniosis (VL), which develops from 10 days 
to 24 months, usually 4-10 months, from the sandfly bite 
(90% of cases occur in Bangladesh, Brazil, Ethiopia, India, 
Nepal, South Sudan and Sudan, but it is also common in 
the Mediterranean Basin);
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• Mucosal Leishmaniosis (ML), which develops as a 
consequence of the cutaneous form of the disease (found 
mainly in Brazil, Peru and the Plurinational State of 
Bolivia) [7,8]. 

Leishmania tropica is usually the etiological factor of CL; 
its amastigote is present in the skin and subcutaneous tis-
sue. The primary outbreak occurs at the site of parasite en-
try into the human body. The promastigotes invade the host 
as spheromastigotes and subsequently as amastigotes, which 
are present in monocytes, macrophages, neutrophils, the en-
dothelial cells of blood and lymphatic vessels of the skin and 
subcutaneous tissue. The disease may take acute or chronic 
course. The acute form is characterized by focal wet necrosis 
with an incubation period of 1 - 8 weeks, while the chronic 
form presents as focal dry necrosis with an incubation pe-
riod of 6 - 18 months. Since the lesions usually occur on the 
area of the skin most often exposed to the bites of insects, 
the face (including the lip, cheek and nose), neck, forearms, 

shins and feet are mainly affected; CL of the lips can develop 
in patients with nasal polyps, which constitute a predispos-
ing factor [9]. At the site of the insect sting, a slightly painful, 
nodular infiltration (granuloma) the size of a pea is formed, 
which subsequently undergoes necrosis and ulceration; skin 
defects resembling small satellite nodules surround the in-
flamed core at the edges. Ulcers might be covered by scab 
or crust and they usually heal within 2-12 months, although 
Rathnayake [10] has described a case of an ulcer of the oral 
and nasal mucosa, which failed to heal for a period of seven 
years. Deep scars often remain after the lesion is healed [11]. 
In diffuse (disseminated) cutaneous leishmaniosis, multi-
ple, widespread non-tender, non-ulcerating cutaneous pap-
ules and nodules are observed. In some cases, recurrence of 
lesions at the site of apparently healed disease is observed 
years after the original infection. Changes such as growing 
papule, a plaque, or a coalescence of papules that heals with 
central scarring, varying in size from 4 mm to about 50 mm, 

Fig. 1.  Life cycle of Leishmania spp. Leishmaniosis is transmitted through a bite of an infected female phlebotomine sandflies. Sandflies inject the infective agent 
(i.e. promastigotes) through their proboscis during blood meals ❶. Promastigotes that reach the puncture wound are phagocytized by macrophages ❷ and other types 
of mononuclear phagocytic cells. Within these cells promastigotes transform into amastigotes, the tissue stage of the parasite, ❸ which multiply by simple division 
and proceed to infect other mononuclear phagocytic cells ❹. The parasite, the host, as well as other factors determine whether the infection becomes symptomatic and 
whether cutaneous or visceral leishmaniosis results. Sandflies become infected by ingesting infected cells during blood meals ((❺,❻). In sandflies, amastigotes develop 
into promastigotes, develop in the gut ❼ (e.g. L. braziliensis in the hindgut; L. donovani, L. tropica in the midgut), and migrate to the proboscis ❽ [5, 6, 7, 8]. 
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within 10 years from the emergence of skin lesions [21]. Espun-
dia, associated with invasion of L. braziliensis or L. guyanensis, is 
one of the clinical forms of leishmaniosis. It involves changes in 
the mucous membranes (granulations, erosions and ulcerations) 
or mouth (the palate, uvula, lips, gums or tongue), throat (ton-
sils), larynx, trachez, bronchi, nose, paranasal sinuses or nearby 
lymph nodes; in nearly 50% of cases, two or more sites are affect-
ed [22, 23]. Fig. 2 and fig 3. show changes in CT found in 33 year 
old British woman with leishmaniosis  of the nasal cavity [23]. The 
disease is severe, and although the period of incubation typical-
ly lasts 10 - 25 days, it may take as long as one year in rare cases. 
The period from evaluation of mucosal lesions to the diagnosis 
is longest in cases associated with changes affecting nasal cavity 
(24 months) [7,8]. 

are present; average size being 2-3 cm. Expansion of patho-
logical changes may cause extensive damage to the face [8]. 

Localized Leishmania Lymphadenintis (LLL) is a rare clinical 
form of leishmaniosis. It presents with isolated lymph node 
involvement: cervical lymph node is affected in about 26% of 
cases, submandibular node in 16% and a submental node in 
16% of cases. Other cases presenting with supraclavicular or, 
sometimes, generalized nodal involvement without system-
ic manifestations are observed, and are associated with good 
prognosis [12]. In some cases, LLL presents as a tumour of the 
parotid gland, or the lymph nodes, which may become so large 
that they form masses [13]. Lupoid cutaneous leismaniosis is 
also described in the literature [14,15]. Skin changes are often 
accompanied by general symptoms including elevated body 
temperature and headaches [4].

The differential diagnosis of this form of leishmaniosis should 
include bacterial and fungal skin infections, cutaneous anthrax, 
eczema, myiasis, sarcoidosis, granulomatosis with polyangiitis, 
malignant tumours, midline lethal granuloma, syphilis, tubercu-
losis, yaws and verrucous lesions [11,16]. 

Leishmania donovani is the most common etiological factor of 
visceral leishmaniosis (VL; Kala-azar disease); its amastigotes af-
fect mainly the liver, spleen and bone marrow, as well as the ton-
sils, larynx and lymph nodes. The first signs of the disease include 
headaches, an elevated temperature of 400C (with the increase dou-
bling during the day) with chills, hepatosplenomegaly, and dark 
coloration of the skin; some patients have a generalized or limited 
papular rash to the skin of the face and neck. In some cases, in-
creased body temperature is not observed. Following this phase, 
the temperature rises again, which is accompanied by vomiting, 
coughing, swollen lymph nodes, especially in the cervical and 
submandibular regions, and epistaxis. An isolated form has been 
described, which includes changes in the nasal cavity, the tongue 
and soft palate without lymphadenopathy, while the patient re-
mains in good general condition. However, the disease is often life 
threatening, especially in children, with 90-95% mortality; clinical 
signs may resemble those of malignant disease [17]. Differential 
diagnosis includes malaria, African trypanosomosis, brucellosis, 
enteric fevers, histoplasmosis, leukemia, Hodgkin’s disease, sar-
coidosis, hepatic cirrhosis and tuberculosis [7,8].

Leishmania braziliensis is usually the etiological factor of mu-
cosal leishmaniosis (ML); its amastigota are present not only in 
the mucosa of the oral cavity, upper and lower airways, but also 
in the skin. This type of disease usually begins in the nose or the 
hard/soft palate [11, 18, 19, 20]. Up to 40% of patients with sores 
caused by Leishmania braziliensis may develop mucosal lesions, 
with 50% of mucosal lesions developing within two years and 90% 

Fig. 2.  CT showing a mass filling the right nasal cavity extending to the right 
maxillary siuns

Fig. 3. CT showing the right ethmoid and sphenoid sinuses filled with the opacity.
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a scar is formed. Such skin changes are accompanied by elevat-
ed body temperature and expansion to local lymph nodes, often 
to the liver and spleen. In some cases, a hypertrophic or strong 
inflammatory reaction due to secondary bacterial or fungal in-
fection is observed. In cases without face ulceration, consider-
able deformations of the midfacial area, such as tapir nose, may 
develop. Leishmaniosis limited to the tongue or the sphenoid 
sinus accompanied by optic neuropathy have also been report-
ed [19, 29, 30].

Severity of mucosal leishmaniosis is defined by combining the cri-
teria for evaluation of the extent of mucosal lesions and severity 
of symptoms, as follows: 1. mild - lesions confined to the nose; 2. 
moderate - involvement of more than 2 mucous membranes with 
mild or no respiratory distress; and 3. mevere - moderate disease 
plus severe respiratory distress [31]. 

Differential diagnosis of this form of leishmaniosis should in-
clude Behcet’s syndrome, fungal skin infections, lethal mid-
line granuloma, lupus erythematosus, neoplasms, lymphoma, 
sarcoidosis, syphilis, tuberculosis, Wegener’s granulomatosis, 
and yaws [11]. 

Asymptomatic invasion is observed in some cases.

A number of diagnostic procedures can be used: parasito-
logical smear after skin scraping, culturing on a Novy-Mac-
Neal-Nicolle medium, lesion biopsy for histopathological and 
immunohistochemical examination, leishmania skin test - LST 
(highly sensitive against cutaneous leishmaniosis), serologi-
cal tests (direct agglutination test - DAT, indirect fluorescent 
antibody test - IFAT, enzyme immunoassay - EIA), and PCR 
(nested PCR method, polymerase chain reaction-restriction 

The primary focus presents as small infiltrates that can be either 
painless or painful. They rapidly ulcerate and are characterized 
by hard edges, a granular centre and effusion, which gradually 
enlarges. Changes often resemble a volcano with raised edges 
and a central crater. In 80% of cases this clinical form leads to 
deformation: in one case, a mutilating ulceration in the centre 
of the face resulted in complete destruction of the nose and 
most of the upper lip, exposing the edentulous upper gingiva 
and mucosal ulcerations on the hard palate [21, 24]. Infiltrative, 
papillary or ulcerative changes can be observed, together with 
nasal obstruction, epistaxis or rhinorrhea-impaired breathing, 
as well as perforations and atrophy when the nasal septum is 
involved; lesions of the throat and larynx can lead to dyspha-
gia with weight loss, hoarseness, and voice change [17, 18, 25-
28]. Sometimes, airway obstruction can be a life-threatening 
complication [25]. 

At times, a single, characteristic skin lesion known as Chiclero ul-
cer may form. This form of the disease is found most frequently 
in forest workers compared to other professions. In some cases, 
more often in men than women, changes involving different areas 
of the skin are found in patients previously diagnosed with mu-
cosal leishmaniosis. In such instances it is thought that the parasite 
is transferred from the primary lesions through the bloodstream 
or lymphatic system [7, 8]. 

Several days or weeks following infection, the second clinical 
form presents on the skin of the face or other exposed parts of 
the body. It involves follicular changes followed by nodular le-
sions, which undergo necrosis after a period of few months to 
perhaps two years, producing deep ulcers several centimeters 
in diameter. Initially, these lesions expand peripherally and are 
well demarcated from the healthy skin by raised margins before 

Fig. 4. Patient with mucosal leishmaniosis before and after treatment.
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fragment length polymorphism - PCR-RFLP, real-time PCR 
assay) [11, 17].

The first line of treatment of cutaneous leishmaniosis (CL) in-
volves paromomycin, cryotherapy and intralesional application of 
antimony, while sodium stibogluconate or pentavalent antimony 
compounds, and fluconazole or ketoconazole as alternatives are 
the second line treatments. In the case of visceral leishmaniosis 
(VL) liposomal amphotericin B is the first line treatment, while 
standard amphotericin B, miltefosine or pentavalent antimony 

compounds are the second line therapies. For mucocutaneous 
leishmaniosis (ML) pentavalent antimony compounds, liposo-
mal amphotericin B or standard amphotericin B constitute the 
first line of treatment while miltefosine is used for the second line 
management.   Fig 4 showa patient before (left) and immediately 
after (28 days) treatment (right) with miltefosine.  Finally gluco-
corticosteroides should be co-administered in cases of respiratory 
compromise. In addition to drugs, cryotherapy, local heat ther-
apy, excision, curettage, electrodessication and laser treatments 
can also be used [11, 21, 32].  
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