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ARTICLE INFO                          ABSTRACT 
 
Leishmaniasis is a non-contagious infectious disease and has a broad spectrum of clinical forms. 
Isolated oral mucosal leishmaniasis is rare and challenges clinicians and pathologists. We report 
two cases of oral leishmaniasis manifested as ulcerative growth on the palate and tongue nodule. 
Histopathological analysis was performed and the final diagnosis was made with the visualization 
of amastigote-like structures. Both cases had unusual clinical manifestations and many 
differential diagnoses were considered, including syphilis, paracoccidioidomycosis and 
mesenchymal or epithelial neoplasms. The broad spectrum of clinical manifestations and the 
often-inconclusive findings in histopathology reinforce the importance of clinicopathological 
correlation in diagnosis of leishmaniasis. 
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INTRODUCTION 

Leishmaniasis is a non-contagious infectious disease, caused by 
different species of protozoans of the genus Leishmania and which 
can cause skin and mucosal ulcers. In Brazil, the protozoan is 
transmitted by the bite of infected female sandflies of the genus 
Lutzomyia (Cruz et al., 2016). Changes in the organism that follow 
the presence of the parasite depend on the interaction between 
Leishmania’s antigenicity and the host’s immune response. Because 
of this parasite-host interaction, the clinical spectrum of leishmaniasis 
with cutaneous manifestations varies: the anergic pole (low or absent 
cellular immune response) includes the diffuse cutaneous form 
(DCL), and the hyperegic pole (high cellular immune response) 
includes the mucocutaneous form (MCL) and mucosal form (ML). 
The cutaneous form (CL), is inserted in the space between the two 
poles. Therefore, it is possible to distinct a wide variety in clinical 
and histopathological characteristics of the different forms: limited 
ulcers with scarce parasites, granuloma formation and lymphocyte 
infiltration (CL), infiltrated boards, non-ulcerated disseminated 
nodules and many parasites (DCL) and destructive lesions in palate 
and nasal septum and parasite scarcity/absence (MCL and ML) 
(Torres-Guerrero et al., 2017). Considering the great diversity of the 
clinical presentation of the leishmaniasis, it is essential to recognize 

 
 
 
 
atypical patterns of the disease and include them as a differential 
diagnosis in several cases. Thus, the present study aims to report two 
cases of unusual oral presentation of mucosal leishmaniasis and the 
challenge in diagnosis.admissions in reputed varsity. Now, here we 
enlist the proven steps to publish the research paper in a journal.  

CASE REPORTS 

Case 1: A 78-year-old woman with slow growing lesions on the 
palate and oropharynx. The patient also reported dysphagia and 
odynophagia and could not characterize the onset of the disease. The 
physical examination of the oral cavity showed that the patient was 
using an upper total prosthesis, which was dirty, smelly and in poor 
condition. She also said that the routine use of the prosthesis was 
causing constant pain. The lesions on the palate and oropharynx were 
characterized by sessile insertion, yellowish color, fibrous 
consistency and irregular surface and shape (Fig. 1A). 
Lymphadenopathy was absent and the patient denied injuries to her 
skin or mouth. An incisional biopsy was performed and the 
histopathologic sections stained with Hematoxylin and eosin (H&E) 
showed proliferation of glandular tissue with intense chronic 
inflammatory infiltrate composed of lymphocytes and plasma cells, 
ductal ectasia with mucus inside and proliferation of myoepithelial 
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components (Fig. 1B-C). Besides, Periodic Acid Schiff’s (PAS) 
staining was negative for microorganisms and positive for mucus 
within the lumen of glandular proliferation (Fig. 1D). To rule out the 
hypothesis of lymphoid hyperplasia or malignant neoplasms, 
immunohistochemistry reactions were performed for CD3, CD4 and 
CD20, being positive only in normal inflammatory cells. The 
diagnosis was suggestive of a traumatic reaction and the management 
included the removal of the traumatic factor (prosthesis). After 40 
days without using the prosthesis, the patient returned to the clinic 
reporting improvement in symptoms. On physical examination, the 
lesions had progressed well, with a reduction in the injured area, 
redness, swelling and pus (Fig. 1E). Even so, a new incisional biopsy 
was performed to evaluate the progression of the lesion.
of the palate tissue showed a stratified squamous epithelium with 
hyperplasia, hydropic degeneration and exocytosis. In ot
lamina propria showed intense mixed inflammatory infiltrate, 
composed of lymphocytes, plasma cells and a few eosinophils. In 
some areas, there were macrophages containing structures similar to 
amastigote. In the oropharynx tissue, pseudoepit
hyperplasia and areas of ulceration were observed. The lamina 
propria presented intense mixed inflammatory infiltrate, with a 
predominance of chronicity. Through the infiltrate, several 
macrophages contained amastigote forms of parasite inside 
were detected in Giemsa stain. The diagnosis was compatible with 
leishmaniasis and the patient was referred to multidisciplinary 
management.  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Case 2: A 46-year-old man was attended in dental service with a 
days history of nodule on the right side of the tongue. The patient was 
smoker and alcoholic and denied the appearance of previous similar 
lesions in his skin and mouth. The physical examination of the oral 
cavity showed a mobile nodule on the right sid
measuring 0.7 mm, painful to manipulation and increasing in size 
over time (Fig. 2A-B). For clinical investigation, a fine
aspiration (FNA) was performed, without complications and 
resistance of the patient at the time of the procedure. The cytological 
slides stained with Papanicolaou showed an abundance of purulent 
collection with large number of neutrophils and some macrophages, 
configuring a picture of acute inflammation (Fig. 2C). The possibility 
of an acute abscess has been suggested. In subsequent appointment, 

Figure 1. Oral leishmaniasis in a 78-year-old woman. In “A” an ulcerative and irregular growth on 
observed, with yellowish color and fibrous consistency. In “B” and “C”, stained with Hematoxylin and Eosin (H&E) chronic 
inflammatory infiltrate composed of lymphocytes and plasma cells, ductal ectasia with mucus was observed 
myoepithelial components. PAS staining was positive for mucus within the lumen of glandular proliferation (D), x400 magnifica
After 40 days, the lesion progressed well after the removal of the prosthesis, with a reduction in the i
and pus (E). Black arrow indicate macrophage containing amastigote forms of parasite (F) in Giemsa stain. x1000 magnification
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C). Besides, Periodic Acid Schiff’s (PAS) 
staining was negative for microorganisms and positive for mucus 
within the lumen of glandular proliferation (Fig. 1D). To rule out the 

lymphoid hyperplasia or malignant neoplasms, 
immunohistochemistry reactions were performed for CD3, CD4 and 
CD20, being positive only in normal inflammatory cells. The 
diagnosis was suggestive of a traumatic reaction and the management 

of the traumatic factor (prosthesis). After 40 
days without using the prosthesis, the patient returned to the clinic 
reporting improvement in symptoms. On physical examination, the 
lesions had progressed well, with a reduction in the injured area, 

, swelling and pus (Fig. 1E). Even so, a new incisional biopsy 
was performed to evaluate the progression of the lesion.  The analysis 
of the palate tissue showed a stratified squamous epithelium with 
hyperplasia, hydropic degeneration and exocytosis. In other areas, the 
lamina propria showed intense mixed inflammatory infiltrate, 
composed of lymphocytes, plasma cells and a few eosinophils. In 
some areas, there were macrophages containing structures similar to 
amastigote. In the oropharynx tissue, pseudoepitheliomatous 
hyperplasia and areas of ulceration were observed. The lamina 
propria presented intense mixed inflammatory infiltrate, with a 
predominance of chronicity. Through the infiltrate, several 
macrophages contained amastigote forms of parasite inside (Fig. 1F) 
were detected in Giemsa stain. The diagnosis was compatible with 
leishmaniasis and the patient was referred to multidisciplinary 

old man was attended in dental service with a 60-
days history of nodule on the right side of the tongue. The patient was 
smoker and alcoholic and denied the appearance of previous similar 
lesions in his skin and mouth. The physical examination of the oral 
cavity showed a mobile nodule on the right side of the tongue, 
measuring 0.7 mm, painful to manipulation and increasing in size 

B). For clinical investigation, a fine-needle 
aspiration (FNA) was performed, without complications and 

ure. The cytological 
slides stained with Papanicolaou showed an abundance of purulent 
collection with large number of neutrophils and some macrophages, 
configuring a picture of acute inflammation (Fig. 2C). The possibility 

In subsequent appointment, 

an incisional biopsy was performed and the histopathological analysis 
in H&E showed epithelial hyperplasia, acanthosis and morphological 
changes in basal lane (Fig. 2D). An intense and diffuse inflammatory 
infiltrate in the lamina propria was also observed, with a 
predominance of macrophages and eosinophils that permeate the 
neural and muscle structures (Fig. 2E). In Giemsa stain, it was 
possible to see macrophages containing structures similar to 
amastigote inside (Fig. 2F). The diagnosis was compatible with 
leishmaniasis. 

DISCUSSION 

In South America, ML is usually caused by Leishmania braziliensis, 
an obligate intracellular protozoan. The disease is characterized by an 
exuberated cellular immune response with the release 
inflammatory cytokines such as IFN
Alpha (TNF-α) (Torres-Guerrero et al., 2017). Clinically, the disease 
manifests itself as ulcerated lesions that appear mostly in the upper 
respiratory tract, nose and mouth that can 
primary Leishmania infection (Azizi et al., 2005). Oral leishmaniasis 
as an isolated manifestation of ML is rare and the diagnosis is a 
challenge due to the wide variety of differential diagnosis, including 
infectious, granulomatous and neoplastic diseases
2016).  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
In these situations, the clinical-pathological correlation is essential for 
the diagnosis, as highlighted in our cases. In the first case of this 
study, irregular growth of the palate was observed in a 78
woman with no other comorbidities or history of cutaneous lesions. 
The literature review showed nine cases of ML with lesion on the 
palate. All the patients in the literature were men and the average age 
was 54.4 years (range, 28 to 94 years)(Almeida et al., 2016; Azizi et 
al., 2005; Costa et al., 2003; Cruz et al., 2016; Milián et al., 2002; 
Okumura et al., 2014; Palmeiro et al., 2007; Pellicioli et al., 2012). 
The large number of cases in adulthood and advanced age
explained by the fact that lesions in the mucous membranes can 
appear after 20 years of primary Leishmania infection
Guerrero et al., 2017).  
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an obligate intracellular protozoan. The disease is characterized by an 
exuberated cellular immune response with the release of pro-
inflammatory cytokines such as IFN-γ and Tumor Necrosis Factor 
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challenge due to the wide variety of differential diagnosis, including 
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explained by the fact that lesions in the mucous membranes can 
appear after 20 years of primary Leishmania infection (Torres-

 
old woman. In “A” an ulcerative and irregular growth on the palate and oropharynx was 

observed, with yellowish color and fibrous consistency. In “B” and “C”, stained with Hematoxylin and Eosin (H&E) chronic 
inflammatory infiltrate composed of lymphocytes and plasma cells, ductal ectasia with mucus was observed and proliferation of 
myoepithelial components. PAS staining was positive for mucus within the lumen of glandular proliferation (D), x400 magnification. 
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However, our patient had no related history of primary infection. The 
case presented in this study included painful ulcerative growth on the 
palate, with irregular size and shape. In the literature re
on the palate were described as plaques (Almeida et al., 2016; Azizi 
et al., 2005), ulcerated nodules(Pellicioli et al., 2012), ulcerations
(Costa et al., 2003; Milián et al., 2002), papillary lesions
al., 2014) and granulomatous vegetations(Cruz et al., 2016; Palmeiro 
et al., 2007). Only five cases included isolated lesions of the palate
(Almeida et al., 2016; Azizi et al., 2005; Milián et al., 2002; Palmeiro 
et al., 2007; Pellicioli et al., 2012), as in our case. It is important 
note that the removal of traumatic factor (prosthesis) leads to an 
improvement in the clinical presentation, but ulcerative growth is still 
present. The main differential diagnosis cited in the literature 
included paracoccidioidomycosis, tuberculosis an
carcinoma (Palmeiro et al., 2007; Pellicioli et al., 2012). In our case, 
due to the clinical appearance, the hypothesis of lymphoma and 
lymphoid follicular hyperplasia related to trauma were also 
considered. In the second case, a 46-year-old man, smoker and 
alcoholic, presented with a mobile nodule on the tongue, without 
previous cutaneous lesions. The literature review showed nine cases 
of ML with tongue lesions (Baglieri& Scuderi, 2012; Baily et al., 
1994; Bueno-Filho et al., 2018; Diamantopoulos et al., 2006; 
Habibzadeh et al., 2005; Leitner et al., 2010; Mehlig et al., 2006; 
Mignogna et al., 2015; Pampín Franco et al., 2015). Tongue lesions 
appeared in eight men(Baglieri& Scuderi, 2012; Baily et al., 1994; 
Bueno-Filho et al., 2018; Diamantopoulos et al., 2006; Habibzadeh et 
al., 2005; Leitner et al., 2010; Mehlig et al., 2006; Mignogna et al., 
2015) and one woman(Pampín Franco et al., 2015) , with an average 
age of 56.3 years (range, 39 to 71 years). In the reported case, the 
lesion on the tongue was noted as a mobile nodule, painful to handle 
and growing over time, but not ulcerated. The revised tongue lesions 
were described as ulcerations(Baglieri& Scuderi, 2012; Baily et al., 
1994; Bueno-Filho et al., 2018; Leitner et al., 2010), general
edema (Diamantopoulos et al., 2006; Habibzadeh et al., 2005; Mehlig 
et al., 2006; Mignogna et al., 2015) and plaques(Pampín Franco et al., 
2015). Therefore, we can observe that the clinical presentation of the 
tongue lesion in the reported case was atypical, since it presented as 
an intramucosal nodule, without ulceration, making the clinical 
suspicion of leishmaniasis difficult. The differential diagnosis of 
neurilemmoma, liposarcoma and Crohn’s disease was also considered 
in this case.  

Figure 2. Oral leishmaniasis in a 46-year-old man. In “A” and “B”, a mobile
abundant purulent collection with a large number of neutrophils and some macrophages was observed in the FNA material (C) 

stained with Papanicolaou. The histopathological analysis showed epithelial hyperp
intense diffuse inflammatory infiltrate rich in macrophages and eosinophils (E) stained with H&E and amastigote

within macrophages indicated by black arrows (F) stained with Giemsa. C 
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However, our patient had no related history of primary infection. The 
case presented in this study included painful ulcerative growth on the 
palate, with irregular size and shape. In the literature review, lesions 

(Almeida et al., 2016; Azizi 
et al., 2005), ulcerated nodules(Pellicioli et al., 2012), ulcerations 
(Costa et al., 2003; Milián et al., 2002), papillary lesions (Okumura et 

vegetations(Cruz et al., 2016; Palmeiro 
et al., 2007). Only five cases included isolated lesions of the palate 
(Almeida et al., 2016; Azizi et al., 2005; Milián et al., 2002; Palmeiro 
et al., 2007; Pellicioli et al., 2012), as in our case. It is important to 
note that the removal of traumatic factor (prosthesis) leads to an 
improvement in the clinical presentation, but ulcerative growth is still 
present. The main differential diagnosis cited in the literature 
included paracoccidioidomycosis, tuberculosis and squamous cell 

(Palmeiro et al., 2007; Pellicioli et al., 2012). In our case, 
due to the clinical appearance, the hypothesis of lymphoma and 
lymphoid follicular hyperplasia related to trauma were also 
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age of 56.3 years (range, 39 to 71 years). In the reported case, the 

tongue was noted as a mobile nodule, painful to handle 
and growing over time, but not ulcerated. The revised tongue lesions 
were described as ulcerations(Baglieri& Scuderi, 2012; Baily et al., 

Filho et al., 2018; Leitner et al., 2010), generalized 
edema (Diamantopoulos et al., 2006; Habibzadeh et al., 2005; Mehlig 
et al., 2006; Mignogna et al., 2015) and plaques(Pampín Franco et al., 
2015). Therefore, we can observe that the clinical presentation of the 

ypical, since it presented as 
an intramucosal nodule, without ulceration, making the clinical 
suspicion of leishmaniasis difficult. The differential diagnosis of 
neurilemmoma, liposarcoma and Crohn’s disease was also considered 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
The occurrence of isolated oral leishmaniasis in immunocompetent 
individual, such our patients, is uncommon(Habibzadeh et al., 2005) . 
However, patients often have several comorbidities that can influence 
disease progression. Regarding co
leishmaniasis in the literature include high blood pressure(Bueno
Filho et al., 2018; Pellicioli et al., 2012), human immunodeficiency 
virus (HIV) infection(Milián et al., 2002; Palmeiro et al., 2007), 
hepatitis C infection, smoking, alcoholism and drug abuse(Milián et 
al., 2002), lymphoma(Baily et al., 1994), ischemic heart disease(Baily 
et al., 1994), dyslipidemia(Bueno
transplantation(Baglieri& Scuderi, 2012), steatosis hepatitis(Leitner 
et al., 2010) and thymoma and thymectomy(Mehlig et al., 2006). Our 
patients were immunocompetent and only one had harmful habits, 
such as alcohol intake and smoking. Considering the diagnostic 
approach, in both case reports, the histopathological examination was 
essential for the diagnosis of leishmaniasis by viewing amastigote 
forms of parasite within macrophages on slides stained with H&E or 
Giemsa. Finding amastigotes in the tissue in the ML is rare, and 
several of the reviewed cases have undergone multiple inconclu
biopsies. For the final diagnosis, in addition to the histopathological 
examination, other methods can be used, including molecular 
methods such as polymerase chain reaction (PCR) and 
immunological tests, such as immunofluorescence and enzyme
immunosorbent assay (ELISA)(Torres
reported cases reinforce the importance of clinical suspicion of 
leishmaniasis in endemic areas. The broad spectrum of clinical 
manifestations and the often-inconclusive findings in histopathol
reinforce the importance of the clinical
the interaction between clinics and pathologists in the diagnosis of 
leishmaniasis. 

CONCLUSION 

The reported cases reinforce the importance of clinical suspicion of 
leishmaniasis in endemic areas. The broad spectrum of clinical 
manifestations and the often-inconclusive findings in histopathology 
reinforce the importance of the clinical
the interaction between clinics and pathologists in the diagnosis of 
leishmaniasis 
 

 
old man. In “A” and “B”, a mobile nodule can be seen on the right side of tongue. An 

abundant purulent collection with a large number of neutrophils and some macrophages was observed in the FNA material (C) 
stained with Papanicolaou. The histopathological analysis showed epithelial hyperplasia with morphological changes in baseline (D), 

intense diffuse inflammatory infiltrate rich in macrophages and eosinophils (E) stained with H&E and amastigote
within macrophages indicated by black arrows (F) stained with Giemsa. C - E: x400 magnification. F: x1000 magnification
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