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Leishmaniasis is an infectious disease caused by pro-
tozoan parasites of the genus Leishmania which are 
transmitted between mammalian hosts by blood-sucking 
sand flies (1). There are at least 20 species of the genus 
Leishmania. Depending on the infecting species and the 
ensuing immune response, human infection may lead to 
cutaneous leishmaniasis (CL), mucocutaneous (MCL) or 
mucosal leishmaniasis (ML) or to systemic or visceral 
leishmaniasis (VL). MCL and ML are typical clinical 
manifestations of infections with parasites of Leishmania 
(Viannia) subgenus, which prevails in Central and South 
America, but can also result from infections with the 
Leishmania (Leishmania) subgenus in the Mediterranean 
area, the Middle and Far East and in Africa (2–4). We 
report here a rare case of mucocutaneous leishmaniasis 
due to Leishmania infantum infection.

CASE REPORT
A 77-year-old woman presented with a 5-month history of swelling 
and ulceration of the upper lip and hard palate (Fig. 1A). At the 
time of first manifestation, the patient received immunosuppres-
sive medication consisting of the tumour necrosis factor (TNF)-
antagonist etanercept and high-dose glucocorticoids because of 
a newly diagnosed rheumatoid arthritis. A microbial swab was 
positive for Herpes simplex virus type 1 (HSV1), but virostatic 
therapy with valaciclovir resulted in no significant improvement. 

A punch biopsy of the upper lip was performed. Histopathologi-
cal analyses demonstrated an ulceration and a pseudolymphoma-
tous, lympho-plasmacellular infiltrate, as well as epithelioid cell 
granulomas. Immunohistochemistry was negative for HSV1/2, 
Treponema pallidum, latent membrane protein 1 (LMP1) and cyto-
megalovirus (CMV). No fungal elements were detected following 
Alcian-periodic acid-Schiff (Alcian-PAS) staining. Microscopy, 

microbial culture and a PCR-test were negative for mycobacteria 
species. The findings were consistent with a diagnosis of cheilitis 
granulomatosa (CG) accompanied by an atypically pseudolym-
phomatous reaction pattern (Fig. 2A), an assessment that was 
shared by an external histopathology reference centre. Additional 
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Fig. 1. Swelling and ulceration of the upper lip and hard palate. (A) 
Initial presentation. (B) Twelve weeks after initial presentation and before 
treatment with liposomal amphotericin B. (C) Follow-up 4 months after 
the end of therapy with liposomal amphotericin B.

Fig. 2. (A) Ulceration with an underlying pseudolymphomatous dense infiltrate, consisting of lymphocytes and plasma cells as well as epithelioid cell 
granulomas (A: haematoxylin eosin staining (HE): original magnification ×25). (B and C) Histopathology of the second biopsy revealing numerous 
intracellular amastigotes (B: HE staining, oil immersion, original magnification ×630, C: Giemsa staining: original magnification ×630).
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immunohistological analyses excluded a malignant lymphoma as 
an important differential diagnosis. Magnetic resonance imaging 
(MRI) of the facial skull and computed tomography (CT) of the 
thorax and abdomen revealed a maxillary sinusitis, but no further 
specific organic abnormalities.

The suspected CG was treated with various therapeutic regi-
mens, including local triamcinolone injections, high-dose systemic 
glucocorticoids and systemic application of the janus kinase inhi-
bitor (JAKi) upadacitinib. However, the swelling and ulceration of 
the upper lip and oral mucosa progressed despite the therapeutic 
immunosuppression (Fig. 1B). Therefore, 2 new biopsies of the 
upper lip and the hard palate were performed. Unexpectedly, 
haematoxylin and eosin-stained sections now showed numerous 
round-to-oval, non-encapsulated intracellular microorganisms 
suggestive of Leishmania amastigotes (Fig. 2B). Upon Giemsa 
staining, the nuclei of these amastigotes appeared reddish to purple 
(Fig. 2C). A diagnosis of mucocutaneous leishmaniasis (MCL) 
was made. Cytochrome b gene sequencing, as well as Leishmania 
mini-exon PCR and restriction-fragment-length-polymorphism 
analysis, identified L. infantum as the causative species. A detailed 
travel history of the patient revealed multiple stays in Southern 
Europe, Asia and North Africa over the past decades, but none in 
Central or South America. The patient did not recall any sand fly 
bites or skin lesions during or after her travel activities. 

All immunosuppressive medications were stopped and systemic 
therapy with liposomal amphotericin B (cumulative dose 20 mg/
kg body weight) was initiated. Follow-up examinations after 4 
months showed significant clinical improvement (Fig. 1C).

DISCUSSION

Diagnosis of MCL can be very challenging. Due to its 
complex clinical presentations and polymorph histo-
pathological features MCL can mimic infectious, malig-
nant, and autoimmune diseases. The severity and clinical 
manifestations of MCL are quite variable. The lesions can 
be of polypoid, infiltrative, ulcerative or papulonodular 
nature. The most frequent locations are the oral cavity, 
the nose, the palate, the pharynx and the larynx (4). 

Diagnosis of (mucocutaneous) leishmaniasis requires 
identification of the parasite by histopathology, culture 
and/or PCR; the latter represents the most sensitive diag-
nostic technique. Early diagnosis and prompt treatment 
are essential to prevent disfiguring lesions (5–7). 

MCL most likely results from the local and/or haema-
togenous spread of the parasite after a bite by an infected 
sand fly, is accompanied by a strong immunopathology 
and affects both inhabitants and travellers of endemic 
zones (4, 6). The incubation period of MCL may be up 
to several years (2, 4, 8, 9). Immunosuppression is a 
predisposing factor for MCL, as it can either promote 
the transition from CL to MCL or cause reactivation of 
latent leishmaniasis with subsequent cutaneous or mu-
cosal manifestation (8, 10, 11). 

MCL is a characteristic disease manifestation, parti-
cularly in Central and South America, where the species 
L. (V.) braziliensis accounts for most cases. MCL due 
to L. infantum is rarely suspected, frequently leading to 
diagnostic delay or undue therapeutic procedures (4, 12).

In conclusion, MCL should be considered in the dif-
ferential diagnosis of unclear mucosal and skin lesions, 
even without a history of sand fly bites, especially if the 
symptoms begin or clinical appearance worsens under 
immunosuppressive therapy. L. infantum, which is highly 
prevalent throughout the Mediterranean area, can cause 
a spectrum of leishmaniasis, including MCL in patients 
travelling to, or residing in, endemic areas (12).
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