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Isolated laryngeal leishmaniasis in an immunocompetent patient: a case report
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Abstract. Isolated laryngeal leishmaniasis in an immunocompetent patient: a case report. Objective: Isolated laryngeal
Leishmaniasis presents neither explicit laryngeal lesions nor specific symptoms. In fact, it may mimic many inflam-
matory and neoplastic diseases. Considering the low incidence of this atypical localization, laryngeal Leishmaniasis, is
rarely contemplated by physicians in differential diagnoses of laryngeal tumour lesions.

We present the case of a 62-year-old immunocompetent subject who developed a single Leishmania mucosal lesion on
the left vocal cord, simulating a laryngeal cancer.

Methods: A case report and discussion of the clinical case by referring to the literature.

Results: Specific therapy with miltefosine led to clinical and endoscopic improvement. We had no relapse after three
years of follow-up.

Conclusions: This clinical case highlights the need to consider isolated laryngeal Leishmaniasis in the differential diag-
noses of laryngeal tumour lesions, even in immunocompetent subjects who live in endemic zones, in order to ensure an

early and correct therapeutic approach.

Introduction

Leishmaniasis is a zoonosis caused by a protozoan
of the genus Leishmania transmitted by the bite
of the female Phlebotomus (and Lutzomyia)
sandfly'. Clinically, it may be found in three forms,
namely, cutaneous Leishmaniasis (CL), visceral
Leishmaniasis (VL) and mucosal/mucocutaneous
Leishmaniasis (ML)?, depending mainly on the
infecting species and the host’s immune response.
The larynx is more often involved during ML, when
mucosal lesions, firstly localized in the nose * and/
or oral cavity, may progressively descend from the
upper respiratory tract, occasionally compromising
the laryngeal mucosa. This progression is typical
of Leishmania braziliensis, which is common
in South America’. However, primary isolated
laryngeal Leishmaniasis, without previous or
contemporary involvement of other sites, has been
described in a few patients who live in endemic
areas and have risk factors for decreased immune
response. These reports have been associated with
Leishmania donovani and Leishmania infantum
infections*. Leishmania infantum spp. is endemic in
the Mediterranean Basin (Southern and Tyrrhenian

bajraktari-.indd 333

Italy)’. We report a case of isolated laryngeal
Leishmaniasis in an immunocompetent Italian man,
living in the Mediterranean area (city of Cecina in
Tuscany, Italy). The diagnosis and management
required a multidisciplinary approach involving
otolaryngology, histopathology and infectious
disease specialists.

Case report

In May 2013, a 62-year-old Italian man was
admitted to our ENT clinic (Cisanello Hospital,
Pisa, Italy) due to dysphonia, which had been
slowly increasing over the previous 3-4 months. He
referred to neither dysphagia nor dyspnoea.

He lived in Cecina (centre of Tuscany) and had
not recently travelled outside Europe, let alone
tropical countries. His medical history included
well-compensated type 2 diabetes mellitus (HbAlc:
6.7%), hypertension and atrial fibrillation. He also
claimed to be a heavy smoker for the last 40 years
(30-40 cigarettes daily). The patient, furthermore,
did not recall being bitten by an insect.

On physical examination, no skin lesions or scars
were noted; there was neither lymphadenopathy
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nor hepatosplenomegaly. During hospitalization,
routine biochemical evaluations were normal,
except for a slightly increased serum glucose
level (130 mg/dl) and an increase in monocytes
(14.3%). Liver and kidney function tests were
normal. The results of HIV serological tests were
negative. Peripheral lymphocyte subset count,
immunoglobulin and complement levels were
normal.

Flexible nasolaryngoscopy showed a whitish
indurated lesion on the lower surface of the left
vocal cord mimicking a laryngeal cancer. Vocal
cord mobility was preserved.

The CT scan of the neck-chest-abdomen area
was negative, except for the presence of a solid
nodular iodine-enhanced lesion (size: 16x12x17
mm,) localized on the lower surface of the left
vocal cord. Subsequently, the patient underwent
direct laryngoscopy and biopsy. During the
examination, the left vocal cord was irregular
and thickened, whereas the rest of his upper
aerodigestive tract was normal. The histological
examination of the laryngeal lesion showed the
presence of chronic inflammatory tissue with a
large amount of histiocytes containing a number
of round intracellular parasites (amastigotes),
which were more evident after Giemsa staining.
These features were suggestive of Leishmania. No
evidence of dysplasia was identified within the
epithelium.

Figure 1

A: laryngoscopy showing the presence of a whitish indurated
lesion on the lower surface of the left true vocal cord; B: photo
showing resolution of the left vocal cord lesion, taken three
months after the end of treatment with miltefosine.
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The Leishmania antibody titre, tested by an
enzyme-linked immunosorbent assay test, was
positive (1:40) for Leishmania infantum. As
no clinical or radiological evidence of visceral
involvement was identified and the antibody titre
was not very high, it was decided not to perform
bone marrow aspiration.

Our patient was diagnosed as a case of primary
isolated laryngeal Leishmaniasis because there
was no evidence (past or present) of cutaneous
disease and visceral involvement. Once diagnosed,
the patient was referred to the Infectious Diseases
Unit for medical treatment. Our patient received
miltefosine (50 mg, one tablet, twice daily for
four weeks), which was well tolerated. Within 14
days, a marked improvement in both clinical and
endoscopic signs was observed.

At a three-month follow-up visit, our patient
commented that his voice had returned to normal
and repeat flexible nasolaryngoscopy was negative.
No relapses have occurred in the three years of
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Figure 2

Computed tomography images with contrast showing the
presence of a solid nodular iodine enhanced lesion (size:
16x12x17 mm), localized on the lower surface of the left vocal
cord.
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Figure 3

A: histological examination of a biopsy specimen from the left vocal cord, showing the intense histiocytic infiltration confined to
the lamina propria (H&E stain x 200); B: presence of intracytoplasmic microorganisms within the histiocytes (H&E stain x 400); C:
amastigotes in the cytoplasm of some histiocytes (Giemsa stain x 400)

follow-up. Our patient is still under follow-up for
any recurrence.

Discussion

Isolated laryngeal Leishmaniasis in an
immunocompetent patient is rare, with only seven
cases previously reported in Italy®. Leishmania
infantum is endemic across the Mediterranean
region, with an increase in reported cases of VL in
association with HIV in this area’. It spreads via the
lymphatic system, blood vessels and direct contact.
Unfortunately, cutaneous lesions are undetectable.
Although the systemic treatment of CL appears
to decrease the risk of mucosal disease, ML
has been described several years after cutaneous
lesions have resolved®. Clinical syndromes are
dependent on both species and host factors,
such as age, genetics and immunocompetence.
Laryngeal lesions are not specific and may
mimic many inflammatory diseases (candidiasis,
histoplasmosis, tuberculosis, sarcoidosis, syphilis,
Wegener’s granulomatosis) and neoplastic diseases
(carcinoma, malignant lymphoma)’. Diagnosis is
usually further complicated by the absence of any
documented history of CL. Our patient presented
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a whitish indurated lesion on the lower surface
of the left vocal cord simulating a laryngeal
cancer, but he had none of the current risk factors
described in the literature, such as presence of
chronic obstructive respiratory disease and/or
steroid and/or immunosuppressive treatment'®',
HIV" and no decompensated diabetes mellitus®.
Definitive diagnosis of Leishmaniasis is made by
demonstrating the presence of the intracellular
parasites in tissue. Examination of Giemsa stains
is the most commonly used technique to visualize
the parasite’. The polymerase chain reaction (PCR)
is a highly sensitive and specific molecular method
for detecting the presence of Leishmania DNA and
identifying the species, but unfortunately it is not
always available'. Serology,including immunoblot
and ELISA, which detects anti-Leishmania
antibodies against Leishmania antigens, is another
diagnostic method".

Cocuzza and colleagues reviewed 16 cases
(including their report) of isolated laryngeal
Leishmaniasis in immunocompetent subjects from
14 articles published in 2013°. Seven patients,
including their report, lived in Italy (45%), three
in France (19%), two in Spain (12%) and one
(6%) in India, Pakistan, the UK and Denmark,

28/12/16 10:22



336

respectively. In Italy, the identification of the
species of Leishmania spp. was made in only four
cases: Leishmania infantum was identified by
culture and isoenzyme analysis/PCR in two cases,
and Leishmania donovani was isolated by PCR/
immunoperoxidase analysis in the other two cases.
In the remaining three cases, a generic diagnosis
of infection by Leishmania spp. was made by
the PCR. In our case report, the diagnosis was
based mainly on histology and serology. Once
diagnosed, treatment should be started as early
as possible. It is difficult to establish the most
appropriate therapeutic approach because of the
limited number of reported cases of laryngeal
Leishmaniasis described in the literature. Medical
treatment options for laryngeal Leishmaniasis
include intravenous liposomal amphotericin B,
pentavalent antimonials or oral miltefosine. The
role of surgery (alone or together with medical
treatment) is currently undefined. In our case
report, the patient underwent medical treatment
with miltefosine (50 mg, one tablet, twice daily
for four weeks) and had a good response with
improvement in clinical and endoscopic signs.

The timing of follow-up is another controversial
point because it is not always reported, as well
as unclear whether the absence of relapses 12
months after treatment is enough to rule out the
risk of reactivation. In fact, after treatment for
Leishmaniasis, relapses may occur®. We had no
relapses after three years of follow-up.

Conclusion

Primary isolated laryngeal Leishmaniasis needs
to be considered in the differential diagnosis of
lesions, such as laryngeal tumour or granulomatous
lesions, and should also be contemplated in
immunocompetent subjects, especially if they have
visited, lived or currently live in endemic areas.
Early diagnosis is important, as Leishmaniasis
is a treatable disease, whose natural history can
be drastically changed by proper recognition and
treatment. To the best of our knowledge, this is
the first case report that describes primary isolated
laryngeal Leishmaniasis caused by Leishmania
infantum in Tuscany. Furthermore, to date, only
three cases (including our report) of isolated
laryngeal Leishmaniasis caused by Leishmania
infantum have been described in Italy. More
research is needed to explain how primary isolated
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laryngeal Leishmaniasis may occur, even in the
absence of an evidently compromised immune
system.

Acknowledgement

We thank Dr. Lorenza Sylvia Bagalini for her help
in the translation of the manuscript.

References

1. David CV, Craft N. Cutaneous and mucocutaneous
Leishmaniasis. Dermatol Ther. 2009;22(6):491-502.

2. Aliaga L, Cobo F, Mediavilla JD, Bravo J, Osuna A,
Amador JM, Martin-Sanchez J, Cordero E, Navarro JM.
Localized mucosal Leishmaniasis due to Leishmania
(Leishmania) infantum clinical and microbiologic findings
in 31 patients. Medicine (Baltimore). 2003;82(3):147-158.

3. Menten K, Soentjens P, Caenepeel P, Lemkens P.
Mucocutaneous leishmaniasis of the nose: a case report.
B-ENT. 2015;11(1):77-80.

4. Piscopo TV, Mallia Azzopardi C. Leishmaniasis. Postgrad
Med J.2007;83(976):649-657.

5. Maroli M, Rossi L, Baldelli R, Capelli G, Ferroglio E,
Genchi C, Gramiccia M, Mortarino M, Pietrobelli M,
Gradoni L. The northward spread of leishmaniasis in Italy:
evidence from retrospective and ongoing studies on the
canine reservoir and phlebotomine vectors. Trop Med Int
Health. 2008;13(2):256-264.

6. Cocuzza S, Strazzulla A, Pinzone MR, Cosentino S, Serra
A, Caltabiano R, Lanzafame S, Cacopardo B, Nunnari G.
Isolated Laryngeal Leishmaniasis in immunocompetent
Patients: An Underdiagnosed Disease. Case Rep Infect
Dis. 2013;2013:165409.

7. Herwaldt BL. Leishmaniasis. Lancer. 1999 ; 354(9185) :
1191-1199.

8. Dedet JP. Leishmaniasis in Europe trends and challenges
(Sociéte de Pathologic Exotique, France): current situation
of Leishmaniasis in Europe. Trop Med Int Health. 2009;14
(Suppl 2):19 (Poster).

9. Murray HW, Berman JD, Davies CR, Saravia NG.
Advances in Leishmaniasis. Lancet.2005;366(9496):1561-
1577.

10. Teemul TA, Giles-Lima M, Williams J, Lester SE.
Laryngeal Leishmaniasis: case report of a rare infection.
Head Neck. 2013;35(9):277-279.

11. Faucher B, Pomares C, Fourcade S, Benyamine A, Marty
P, Pratlong L, Faraut F, Mary C, Piarroux R, Dedet JP,
Pratlong F. Mucosal Leishmania infantum Leishmaniasis:
specific pattern in a multicentre survey and historical
cases. J Infect. 2011;63(1):76-82.

12. Canovas DL, Carbonell J, Torres J, Altés J, Buades J.
Laryngeal Leishmaniasis as initial opportunistic disease in
HIV infection. J Laryngol Otol. 1994;108(12):1089-1092.

13. Tiseo D, Tosone G, Conte MC, Scordino F, Mansueto G,
Mesolella M, Parrella G, Pennone R, Orlando R. Isolated
laryngeal Leishmaniasis in an immunocompetent patient:
a case report. Infez Med. 2008;16(4):233-235.

28/12/16 10:22



Isolated Laryngeal Leishmaniasis: a case report

14. Singh S. New developments in diagnosis of leishmaniasis.
Indian J Med Res. 2006;123(3):311-330.

15. Okumura Y, Yamauchi A, Nagano I, [toh M, Hagiwara K,
Takahashi K, Uezato H, Maeda M, Seishima M. A case of
mucocutaneous Leishmaniasis diagnosed by serology. J
Dermatol. 2014;41(8):739-742.

bajraktari-.indd 337

337

Arisa Bajraktari, MD

Department of Surgical, Medical, Molecular Pathology and of
the Critical Area

Ist Otorhinolaryngology Unit

Azienda Ospedaliero-Universitaria Pisana
Via Paradisa 2

56124, Pisa

Italy

Tel.: +39 050 997546

Fax: +39 050 997545

E-mail: bajraktariarisa@ gmail.com

28/12/16 10:22



