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Abstract

Background: We present a case history of a patient with nasal mucocutaneous leishmaniasis, also known as Espundia. Know-
ledge of this tropical infectious disease is usually limited among otorhinolaryngologists, but is of importance because patients
may present with symptoms in nose or mouth.

Case presentation: A 25-year old healthy man was referred to our outpatient clinic with nasal obstruction and swelling at the
left part of the nose since two weeks. The patient had travelled to Peru several months ago. After extensive diagnostic testing,
mucocutaneous leishmaniasis was diagnosed. Leishmaniasis is a tropical infectious disease caused by a parasite of the Leishma-
nia-family. Depending on the species, it can cause cutaneous, mucocutaneous or visceral disease. Mucocutaneous leishmaniasis,
called ‘Espundia; has a preference for the nasal mucosa and can lead to severe tissue destruction in the nasopharyngeal region.
This disease should always be treated.

Conclusion: This case is presented for two reasons. Firstly, knowledge of this disease is important in reducing doctors’ delay,
because mucocutaneous leishmaniasis may lead to secondary infection and facial deformation. Secondly, due to globalisation
and climate change an increase in incidence of leishmaniasis in Europe is expected. Therefore, otorhinolaryngologists will more
frequently be confronted with leishmaniasis and should be able to recognise it.
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Introduction Leishmania-family. Leishmaniasis is endemic in areas such as
Nasal obstruction is a common complaint in ear, nose, and Latin America and the Middle East. However, European otorhi-
throat (ENT-) practice. Frequent causes are infection, anatomical nolaryngologists are rarely confronted with this disease. In this
abnormalities (such as septal deviation), mucosal hypersen- case, failure to recognise mucocutaneous leishmaniasis as a pos-
sitivity (allergy) or tumours (benign polyps or a malignancy). sible cause of nasal obstruction led to a treatment delay of four
However, there are also rarer causes. We present a case of nasal weeks. This case study is aimed at bringing leishmaniasis to your
obstruction and outer swelling of the nose caused by leishma- attention, and highlighting the importance of taking a travel
niasis, a tropical infectious disease caused by a parasite of the history, especially in the case of unexplained symptoms.

ENT: ear-, nose-, throat; CRP: C-reactive protein; ESR: erythrocyte sedimentation rate; AFB: acid-fast bacilli; CT: computed tomography;
MRI: magnetic resonance imaging; PET-CT: positron emission tomography-computed tomography; FDG: fludeoxyglucose; PCR: polymerase chain

reaction; ML: mucocutaneous leishmaniasis; WHO: World Health Organization
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Figure 1. Clinical images taken at the time of presentation. A swelling of the left lateral side of the nose is visible.

Figure 2. Intranasal image and CT-scan at first consultation. A. Intranasal image of the left nasal cavity. The red asterisk indicates the nasal septum; the
yellow asterisk indicate the mucosal tumour that was found superiorly from the inferior turbinate in the nasal cavity (black asterisk). B. CT-scan of the
paranasal sinuses: coronal view. Thickening of the soft tissue in the left nasal cavity, with extension to the lateral side. There is no destruction of sur-

rounding tissues.




Case presentation

A 25-year-old man, with no prior medical history, was referred
to our ENT-outpatient clinic with a painful swelling of the left
lateral side of the nose since two weeks. The swelling caused
obstruction of the left nasal cavity. There was no history of
trauma to the nose, rhinorrhoea or fever. Treatment with anti-
biotics (amoxicillin 500 mg per day) had already been initiated
by his general practitioner, leading to a reduction in pain but
not in swelling. At a follow-up visit, the patient mentioned he
had travelled to Peru several months earlier, where he had suf-
fered from numerous sandfly bites. On physical examination, an
erythematous, firm swelling of the left lateral side of the nose
was noted, without fluctuation or oedema. The skin was intact
(Figure 1). Intranasally, a red mucosal tumour, superiorly from
the inferior turbinate in the left nasal cavity was seen (Figure
2A). Cervical lymphadenopathy was present on level 1 on the
left side. After intranasal incision of the tumour, performed in
local anaesthesia, purulent and granular secretion was released.
No other abnormalities were seen at physical examination.

Laboratory blood samples showed a C-reactive protein (CRP)

of <1 mg/L (n = <15 mg/L) and erythrocyte sedimentation rate
(ESR) of 14 mm/h (n = <15 mm/h). Pathological assessment of
the obtained secretion from the intranasal swelling demonstra-
ted a chronic granulomatous inflammatory process with necro-
sis. On microscopic inspection, there were no signs of vasculitis,
no acid-fast bacilli (AFB) and no bacterial colonies or fungi. The
CT- and MRI-scan of the head and neck region showed thicke-
ning of the soft tissue in the left nasal cavity, with extension

to the lateral side, without destruction of surrounding tissues
(Figure 2B). The PET-CT-scan showed increased fludeoxyglucose
(FDG) uptake at the site of the nasal lesion and cervical lymph
node. A cytological sample of the lymph node demonstrated
groups of histiocytic cells, strongly suspected for granuloma
with necrosis. A second biopsy of the inner left lateral side of
the cavum nasi once again showed a chronic granulomatous
inflammation without an identified bacterial, fungal or parasitic
pathogen. Treatment with different antibiotics did not relieve
symptoms. Four weeks after initial presentation, an infectious
disease specialist was consulted by e-mail. He made the working
diagnosis of Espundia.

Polymerase Chain Reaction (PCR) test of a new intranasal biopsy
led to the diagnosis of Leishmania braziliensis. Treatment was
initiated with liposomal amphotericin B (Ambisome), 40 mg/kg
intravenously over a period of four weeks. Within these weeks,
the nasal tumour decreased and the clinical condition of the pa-
tientimproved (Figure 3). No adverse effects were observed. At
three months follow-up, intranasal endoscopy showed a small
adhesion between the inferior turbinate and septum. No remai-
ning tumour was seen (Figure 4A). The CT-scan showed a normal
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nasal cavity (Figure 4B) apart from the adhesion mentioned
above. Adhesiolysis was performed in local anaesthesia and the
patient was referred back to his primary care physician.

Discussion

Nasal obstruction is a common clinical condition in daily ENT-
practice. However, obstruction due to mucocutaneous leishma-
niasis is seldomly seen in Northern Europe.

Leishmaniasis is a vector-borne infectious disease, caused by
many different species of intracellular Leishmania parasites. It

is endemic mostly in rural tropical areas in Central- and South
America (New World), parts of Africa, India, the Middle East (Old
World), but also in parts of Europe, mainly the Mediterranean
area™. Over twenty different species of Leishmania can cause
disease in humans. It is transmitted by infected female sandflies
of the Phlebotominae family. When an infected sandfly bites the
human skin, the Leishmania-parasite is released and ingested
by macrophages. Within the macrophage, the parasite is hid-
den from the human immune system and transforms into an
amastigotet ),

Not every patient who is infected with the Leishmania parasite
suffers symptomatic disease: most infections remain subcli-
nical or are self-limiting®. However, leishmaniasis can lead to

a broad spectrum of symptoms that can be classified in three
main categories: cutaneous, mucocutaneous (ML) and visce-

ral leishmaniasis. In the case of cutaneous leishmaniasis, the
parasitic infection leads to painless ulceration with an indurated
border at the location of the bite, usually on exposed areas of
the skin. Visceral leishmaniasis, also known as kala-azar, is the
most severe form of the disease. The parasite disseminates to
the viscera, liver, spleen and bone marrow. Without treatment,
visceral leishmaniasis is usually fatal. Mucocutaneous leishmani-
asis, also known as Espundia, is most prevalent in South America
(Bolivia, Peru, Brazil)® and is mainly caused by the Leishmania
braziliensis. In 1-10% of infections with L. braziliensis, clinical
symptoms occur®”. The parasite disseminates haematologi-
cally to the nasopharyngeal mucosa from the location of the
sandfly bite“. A Brazilian retrospective study of 327 cases of
ML reported involvement of the nasal cavity in 98% of the cases,
followed by pharynx (11%), oral cavity (6%) and larynx (2%)?.
The most common nasal symptoms are persistent congestion,
rhinorrhoea and discharge® 89, [f |eft untreated, mucocutane-
ous leishmaniasis can lead to severe destruction of the skin, soft
tissue, bone and potentially sepsis® 1%,

Leishmaniasis can be diagnosed by visualisation of Leishman-
Donovan bodies, which are the intracellular amastigotes. In the
case of nasal mucocutaneous leishmaniasis, these bodies are
found in tissue that is obtained through biopsy or aspiration. In
our case, these were not detected, not even in retrospect. Alter-
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Figure 3. Clinical images taken after treatment with liposomal amphotericin B. Swelling of the left lateral side of the nose has diminished. Minimal

asymmetry of the nose is visible.

Figure 4. Post-treatment nasal endoscopy and CT-scan at three months follow-up. A. View at nasal endoscopy after treatment. The tumour has disap-
peared and there is a normal nasal mucosa. A small adhesion is seen. The red asterisk indicates the nasal septum, the black asterisk the inferior turbi-

nate. B. Post-treatment CT-scan of the paranasal sinuses, coronal view. Normal nasal mucosa, no tumour is seen.



natively, PCR tests can be used to detect Leishmania DNA, which
led to the diagnosis in our case.

ML should always be treated because of the risk of a secondary
infection or facial deformation®”. Due to the localisation and
the risk of dissemination of the disease, systemic therapy is
required”?. Dutch guidelines advise treatment with antimony-
based drugs, a chemical element that interferes with the meta-
bolism of the Leishmania-parasite!®. However, antimony-based
drugs can lead to severe nephro- and cardiotoxicity. Alternative
treatment options are miltefosine, an oral oncolytic medicine
and liposomal Amphotericin B, an antimycotic agent"'?. Both

of these alternative treatments have proven efficacy against
leishmaniasis and although the evidence is poor, seem to be less
toxic" %), The registration of these drugs differs between Euro-
pean countries. Because miltefosine is currently not registered
in the Netherlands, we chose to treat our patient with liposomal
Amphotericin B, which is registered, but only for visceral leish-
maniasis.

The low prevalence in Europe of leishmaniasis and especially
Espundia can lead to a lack of knowledge of this disease among
otorhinolaryngologists.

Although the World Health Organization registers the number
of reported cases of leishmaniasis in Northern Europe, cases of
ML are not registered separately. Therefore, the exact prevalence
of ML in Europe is currently unknown. A Swedish study that
assessed all microbiologically confirmed leishmaniasis cases
between 1996 and 2016, reported four cases of ML in total".
Recently, case reports of Espundia in Italy, Spain and Belgium
have been published"¢'®. The lack of knowledge about the
disease, may lead to treatment delay. In this case, numerous
diagnoses were considered before the final diagnosis was made.
Differential diagnoses included tumours of either benign or
malignant nature, infectious diseases such as tuberculosis, Lyme
borreliosis and rhinosporidiosis, necrosis of lymph nodes and
tropical diseases such as filariasis and schistosomiasis. However,
it took several weeks before the diagnosis of leishmaniasis was
considered and the proper diagnostic tests were applied.

A complicating factor in the diagnostic process is the incubation
period of ML: years can pass before a patient becomes symp-
tomatic"?. The relation between a patient’s visit to the tropics
and the symptoms may not be recognized by the physician

or the patient. It is therefore important to thoroughly discuss

a patient’s travel history, especially in the case of unexplained
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complaints.

Awareness of this disease is also relevant because of the expec-
ted increase incidence of leishmaniasis in Northern Europe. This
is partly due to the increasing numbers of patients who travel
to endemic areas" *¢., Moreover, in the future the sandfly may
inhabit parts of Europe other than the Mediterranean region
due to climate change® %20,

Conclusions

In conclusion, knowledge of leishmaniasis is of importance for
otorhinolaryngologists in Europe, as they will be confronted
more frequently with leishmaniasis in the future. Through this
case report, we hope to bring the Leishmania-parasite to your
attention. Moreover, we emphasize the importance of determi-
ning the patient’s complete travel history, especially in case of
unexplained persisting symptoms.
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