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Análisis de 37 casos de leishmaniasis en niños, diagnosticados en una comarca 
de Valencia, España

Introducción: el objetivo fue analizar el aumento de incidencia de leishmaniasis observado en el De-
partamento Xàtiva-Ontinyent de la Comunidad Valenciana, España, y establecer un patrón clínico, va-
lorando la forma de presentación, diagnóstico y respuesta al tratamiento. 
Métodos: estudio epidemiológico retrospectivo en niños menores de 15 años, con diagnóstico de leishma-
niasis visceral y cutánea, en el hospital Lluís Alcanyís de Xàtiva, desde enero de 2009 a diciembre de 2018. 
Resultados: se recogieron 37 casos de leishmaniasis, 15 viscerales y 22 cutáneos. La mediana de edad 
fue de 17 meses para viscerales y de 2 años y 8 meses para cutáneos. En el momento del diagnóstico 
de leishmaniasis visceral, todos presentaron fiebre, anemia y esplenomegalia. En la leishmaniasis cu-
tánea se presentaron en forma de placa o pápula eritematosa. Su confirmación diagnóstica se realizó 
en el 68% de los casos por visualización directa en la biopsia de la lesión de amastigotes, y en el 32% 
mediante reacción en cadena de la polimerasa (PCR) de frotis o biopsia de piel. En las leishmaniasis 
viscerales, el aspirado de médula ósea fue positivo en el 25% de los casos y en la PCR en sangre perifé-
rica en el 100%. Todas las leishmaniasis viscerales fueron tratadas con anfotericina B liposomal, con 
desaparición de la fiebre a las 72 horas. El 91% de las leishmaniasis cutáneas fueron tratadas con anti-
moniato de meglumina, y todas evolucionaron favorablemente.
Conclusiones: se confirma el aumento de incidencia de leishmaniasis en los años recogidos y se analiza 
el perfil clínico de estos pacientes de edad pediátrica, que es diferente al del adulto, y presentan una 
buena respuesta al tratamiento.

Introduction: the aim of the study was to analyse the increase in the incidence of leishmaniasis obser-
ved in the Xativa-Ontinyent health area of the Valencian Community, Spain, and to determine the cli-
nical profile of this disease, analysing the clinical manifestations, diagnosis and response to treatment.
Methods: we conducted a retrospective epidemiological study in children aged less than 15 years given 
a diagnosis of visceral or cutaneous leishmaniasis at the Hospital Lluís Alcanyís in Xàtiva between 
January 2009 and December 2018.
Results: the study included 37 cases of leishmaniasis, 15 visceral and 22 cutaneous. The median age 
was 17 months in cases of visceral leishmaniasis and 2 years and 8 months in cases of cutaneous 
leishmaniasis. At the time of diagnosis, all patients with visceral leishmaniasis presented with fever, 
anaemia and splenomegaly. Cutaneous leishmaniasis manifested with erythematous papules or pla-
ques. The diagnosis was confirmed by direct visualization of amastigotes in lesion biopsy samples in 
68% of cases, and in 32% by PCR of a skin scrape or lesion biopsy. In patients with visceral leishmaniasis, 
testing of the bone marrow aspirate was positive in 25% and the PCR test of peripheral blood was po-
sitive in 100%. All patients with visceral leishmaniasis were treated with liposomal amphotericin B, 
with resolution of fever within 72 hours. Ninety-one percent of patients with cutaneous leishmaniasis 
were treated with meglumine antimony, and all had favourable outcomes.
Conclusions: we confirmed the increase in the incidence of leishmaniasis in the years under study and 
analysed the clinical profile of paediatric cases of leishmaniasis, which differs from the patterns obser-
ved in adults, observing a good response to treatment.

How to cite this article: Mañes Jiménez Y, Pedrón Marzal GM. Análisis de 37 casos de leishmaniasis en niños, diagnosticados en una comarca 
de Valencia, España. Rev Pediatr Aten Primaria. 2021;23:33-41.



INTRODUCTION

Leishmaniasis refers to a group of parasitic disea-
ses spread worldwide with different clinical forms. 
Visceral leishmaniasis (VL) o kala-azar is the most 
severe form, with a fatality rate of nearly 100% if 
untreated, and localized cutaneous leishmaniasis 
(LCL) usually has a benign course.1 They are caused 
by a protozoan in the Leishmania genus (Trypano-
somatidae family) transmitted by the bite of infec-
ted phlebotomine sandflies.2 

Leishmaniasis is endemic in 88 countries in the 
tropical and temperate regions of the world.3,4 In 
Spain, the incidence of leishmaniasis based on 
hospital admission data is of 1.5 per 100 000 inha-
bitants/year in children under 5 years and 0.13 per 
100  000 inhabitants/year in children aged 5-14 
years.4,5 In the Mediterranean region, the endemic 
pathogen associated with this disease is L. infan-
tum.1 

Visceral leishmaniasis is characterised by fever, 
anorexia, weight loss, splenomegaly, hepatome-
galy and abnormal findings in blood tests, such as 
anaemia, leukocytopenia, thrombocytopenia, 
hypoalbuminemia and hypergammaglobuline-
mia.

When an infected vector bites a host, it inoculates 
between 10 and 100 promastigotes that are pha-
gocyted by the mononuclear phagocyte system, 
thereby transforming into amastigotes, which are 
obligate intracellular parasites of mononuclear 
phagocytes. Infected macrophages spread the in-
fection through the reticuloendothelial system, 
with parasites accumulating in the liver, spleen 
and bone marrow.3

Localized cutaneous leishmaniasis can present as 
a single or several cutaneous lesions following an 
incubation period (lasting from 2 weeks to 2 
months) appearing as erythematous macules that 
progress to papules with a hard, indurated, hype-
raemic and sometimes itchy base usually located 
in areas where the skin is exposed. They may un-
dergo ulceration over a period of weeks or months, 
usually into a painless ulcer with well-defined bor-

ders. There is no suppuration except in case of bac-
terial superinfection. Some lesions resolve sponta-
neously, but ulcerated lesions may become chronic 
and eventually cause deformities.6,7

The diagnosis of VL is confirmed by visualization of 
amastigotes in the microscopic examination of a 
bone marrow aspirate or peripheral blood sample 
or by visualization of promastigotes in a culture 
sample.7 Molecular techniques (polymerase chain 
reaction [PCR]) have proven more sensitive than 
traditional techniques.8,9 The detection of specific 
antibodies is simple but has limitations, as their 
levels continue to be detectable for years following 
the cure and do not allow discrimination of acute 
infection, past infection or reinfection.1 The defini-
tive diagnosis of la LCL is made with the same te-
chniques, except with skin scraping or biopsy sam-
ples obtained from the lesions. 

At present, the first-line treatment is a short cour-
se of liposomal amphotericin B (LAB) for VL and a 
pentavalent antimonial (meglumine antimoniate) 
delivered intramuscularly, intravenously or 
through intralesional infiltration for LCL. 

Leishmaniasis has been a reportable disease in 
Spain since 1982.1 

Our health care area (Xàtiva-Ontinyent) has the 
highest incidence of leishmaniasis in the Valen-
cian Community (2017). Thus, the aim of our study 
was to investigate the increase in the incidence of 
leishmaniasis observed in our area and establish a 
clinical profile by analysing the clinical presenta-
tion, diagnosis and response to treatment of iden-
tified cases. 

SAMPLE AND METHODS

We conducted a retrospective epidemiological stu-
dy by reviewing the health records of patients aged 
less than 15 years given a diagnosis of VL or LCL 
between January 2009 and December 2018 at the 
Hospital Lluís Alcanyís de Xàtiva, a secondary care 
hospital in the county of La Costera (Health Care 
Area 14, Xàtiva-Ontinyent) in the province of Va-
lencia, with a catchment population of 194  682 

Yolanda Mañes Jiménez, et al. Analysis of 37 cases of leishmaniasis in children, diagnosed in a region of Valencia, Spain

Rev Pediatr Aten Primaria. 2021;23:33-41
ISSN: 1139-7632  • www.pap.es

34



Yolanda Mañes Jiménez, et al. Analysis of 37 cases of leishmaniasis in children, diagnosed in a region of Valencia, Spain

Rev Pediatr Aten Primaria. 2021;23:33-41
ISSN: 1139-7632  • www.pap.es

35

inhabitants of who 27 049 are aged less than 15 
years (demographic data from December 2018). 

The county of La Costera is located in a sub-humid 
area with a warm climate and a high relative hu-
midity but scant precipitation with large areas of 
vegetation and several swamps.

In our hospital patients with leishmaniasis under-
go diagnosis and treatment in the departments of 
Paediatrics and Dermatology. We completed our 
review by documenting cases confirmed by the 
Department of Microbiology and the Department 
of Pathological Anatomy, as cutaneous cases are 
most frequently managed at the outpatient level 
without requiring hospital admission.

The inclusion criteria were age less than 15 years 
and a definitive diagnosis of leishmaniasis. We de-
fined diagnosis of VL as the presence of compati-
ble clinical manifestations and positive results of 
diagnostic tests: direct microscopic visualization 
of the parasite or positive PCR in a bone marrow 
aspirate or peripheral blood sample. Clinical suspi-
cion of LCL was confirmed by direct visualization of 
the parasite or positive PCR in a skin scrape or biop-
sy sample. We excluded patients with incomplete 
health records.

For cases of VL, we collected data on the age, sex, 
duration in days of fever at diagnosis (fever defined 
as an axillary temperature ≥ 38 °C) and presence of 
hepatomegaly and of splenomegaly, and for cases 
of LCL we collected data on the age, sex, duration 
of disease and location and number of lesions. 

For cases of VL, we collected the results of the com-
plete blood count, white blood cell differential and 
blood chemistry panel, serological tests and Leish-
mania antigen detection in urine. We defined 
anaemia as a haemoglobin concentration more 
than 2 standard deviations below the mean for 
age, leukopenia as a total white blood cell count of 
less than 4 × 103/μl and thrombocytopenia as a 
platelet count equal to or less than 150 × 103/μl. 
We also documented the methods used for diag-
nosis. 

We documented the drug used for treatment with 
its dose, duration, clinical response, associated ad-

verse events and the followup of the patient for up 
to 6 months by the Department of Paediatrics for 
all cases of VL. We defined cure as a sustained fa-
vourable clinical response with resolution of fever 
and normalization of abnormal test results fo-
llowing initiation of treatment, along with eviden-
ce of progressive resolution of visceromegaly in 
the followup. We defined relapse as the recurrence 
of signs and symptoms associated with detection 
of Leishmania spp after completion of medical 
treatment.

We conducted a descriptive study with calculation 
of the mean/median, standard deviation and con-
tingency tables with the software SPSS version 
26.0.

RESULTS

A total of 37 patients received a diagnosis of leish-
maniasis, 15 of VL and 22 of LCL. Twenty-five pa-
tients were male (67%) and 12 female (33%), and 
all were immunocompetent. 

Figure 1 shows the increase in the frequency of do-
cumented cases of VL and LCL.

The mean age was 10.7 months in patients with VL 
(range: 3 months-9 years) and 22.4 months in pa-
tients with LCL (range: 6 months-14 years). 

In VL cases, the most common presentation that 
was the reason for admission was poor general 
health, with 100% of these patients presenting 
with fever with a median time elapsed from onset 
to diagnosis of 12 days (range: 5-30 days). Hepato-
megaly was detected in 80% and splenomegaly in 
100% (Table 1).

All patients presented with anaemia (Table 2). Five 
patients required transfusion of packed red blood 
cells due to low haemoglobin concentrations asso-
ciated with poor general health, weight faltering, 
pallor, heart murmur and tachycardia. Leukopenia 
was detected at admission in 40% of cases and 
thrombocytopenia in 66.6%. Five patients (33.3%) 
had pancytopenia at the time of diagnosis.

The median serum level of C-reactive protein (CPR, 
measured in 13 patients) was 50 mg/l (range: 
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6-242.4 mg/l), with a value ≥80 mg/l in 4 patients 
(30.7%). We observed elevation of liver enzymes, 
with levels 3 times the upper level of normal of 
AST/GOT in 6 patients (42.8%) and of ALT/GPT in 4 
patients (28.5%) (Table 2).

Cases of LCL presented with an erythematous pla-
que or papule of varying size, with more developed 
lesions presenting central ulceration without sup-
puration. The median duration of the lesions was 6 
months (range: 2-18 months). Most cases (75%) 
were complicated on account of the location of le-
sions in the face, eyelid, helix or fingers and, in a 

lesser percentage of patients (13.3%), failure of lo-
cal treatment after 2-3 months of therapy.10

All lesions were located in areas of exposed skin, 
mainly in the face (63%). Two patients had lesions 
in the helix of the right ear, a rare location that is 
difficult to treat and with a tendency to chronicity. 
Two patients (10%) had more than one cutaneous 
lesion.

The diagnosis of LCL was confirmed by visualiza-
tion of amastigotes in 15 patients (68%) and by 
molecular methods (PRC test in a skin scrape or 
biopsy sample) in 7 patients (32%).

Figure 1. Incidence of leishmaniasis; years 1982-2017*; distribution in Valencian Community and Spain
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In the 1997-2015 period, leishmaniasis was not a reportable disease in Spain.

Table 1. Clinical manifestations at diagnosis of cases of visceral leishmaniasis 
Clinical manifestations at diagnosis of visceral leishmaniasis 
(n =  15)

n % Median Range

Fever (days) 15 100%

Time elapsed from onset to admission (days) 12 5 30

Splenomegaly/size (cm*) 15 100% 3 1.5 10

Hepatomegaly/size (cm*) 12 80% 1.75 1 6

*Centimetres below the rib edge.
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Tables 3 and 4 present the methods used to con-
firm the diagnosis of VL. We ought to highlight 
that in 2 patients (cases 2 and 8) treatment was 
initiated based solely on positive results of serolo-
gical testing, with titres greater than 1/40 measu-
red by indirect immunofluorescence, in addition to 
the presence of compatible manifestations. Two 
patients had positive results in 2 diagnostic tests.

None of the patients required intensive care. 

Cases of VL were treated with LAB (AmBisome) ad-
ministered intravenously at doses of 3-5 mg/kg/
day, with administration of a daily dose from days 
1 to 5 and a 6th dose on day 10 (2 patients in the 
early years under study followed a different regi-
men: the first received 3 mg/kg/day for 5 days with 
additional doses on days 14 and 21, the second 
received 3 mg/kg/day on days 1, 5, 10, 14 and 21). 
All received a total cumulative dose of LAB of 20 
mg/kg, with resolution of fever within 72 hours 

Table 2. Laboratory features at diagnosis in cases of visceral leishmaniasis 
Laboratory features at diagnosis of 
visceral leishmaniasis 

Median Range Patients with 
abnormal findings

%

Haemoglobin (g/dl) 
n = 15 patients

8.5 6 11.3 15 patients (anaemia) 100%

White blood cells/µl 
n = 15 patients

4900 3140 12 600 6 patients 
(leukopenia)

40%

Platelets/µl 
n = 15 patients

123 000 73 000 188 000 10 patients 
(thrombocytopenia)

66.6%

CRP (mg/l) 
n = 13 patients

50 6 242.4 4 patients  
(CPR ≥80)

30.7%

AST/GOT (UI/l) 
n = 14 patients 

175 104 274 6 patients  
(≥3 times ULN)

42.8%

ALT/GPT (UI/l) 
n = 14 patients

163.5 90 268 4 patients  
(≥3 times ULN)

28.5%

ALT/GPT: alanine aminotransferase/ glutamic-pyruvic transaminase; AST/GOT: aspartate aminotransferase/ glutamic oxaloacetic 
transaminase; CPR: C-reactive protein; ULN: upper level of normal.

Table 3. Methods used for diagnosis of visceral leishmaniasis 
Laboratory diagnosis of visceral leishmaniasis visceral
Patients Year of diagnosis BMO PB smear PCR SP Serology (IIF)
1 2009 Not performed Leishmania spp. Not performed Positive
2 2009 Negative Not performed Not performed Positive
3 2010 Not performed Leishmania spp. Not performed Negative
4 2010 Positive Leishmania spp. Not performed Positive
5 2011 Not performed Leishmania spp. Positive Positive
6 2015 Positive Negative Not performed Negative
7 2015 Not performed Leishmania spp. Not performed Positive
8 2015 Not performed Not performed Not performed Positive
9 2016 Not performed Not performed Positive Positive
10 2016 Not performed Leishmania spp. Not performed Positive
11 2017 Negative Negative Positive Negative
12 2017 Not performed Not performed Positive Positive
13 2017 Not performed Not performed Positive Not performed
14 2018 Not performed Not performed Positive Positive
15 2018 Not performed Not performed Positive Positive

BMA: bone marrow aspirate • IIF: indirect immunofluorescence assay • PB: peripheral blood.
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from initiation. None of the patients experienced 
adverse events. 

Only 1 patient experience recurrence with fever, 
night-time irritability and mild hepatosplenome-
galy 3 months after completion of treatment, with 
detection by PCR of Leishmania infantum in a bone 
marrow aspirate sample. The patient underwent a 
second course of LAB at a dose of 3 mg/kg/day ad-
ministered intravenously for 10 consecutive days, 
without further recurrences at the time of the 
12-month followup.

When it came to the management of LCL, 91% of 
patients underwent intralesional infiltration of 
meglumine antimoniate (Glucantime). A watchful 
waiting approach was taken in a patient aged 12 
months, who had a favourable outcome with 
spontaneous resolution of the lesion. Another pa-
tient, aged 2 years and with lesions in the face and 
lower lip, was treated with LAB. Seven patients 
(31.8%) required 1 or 2  infiltrations and 11 (50%) 3 
to 5 infiltration. Only 2 patients, aged 2 and 5 years, 
with lesions in the cheek, had a more protracted 
course of disease that required combined therapy 
with imiquimod followed by infiltrations of Glu-
cantime for a total duration of treatment of 12 
months. All patients had favourable outcomes, 
and none required surgical removal of the lesion

DISCUSSION

Based on data from the National Epidemiological 
Surveillance Network, there has been an increase 
in the regions where leishmaniasis is endemic 
worldwide accompanied by an increase in the re-
ported cases of this disease. According to the 
World Health Organization, Spain is considered 

among the countries in Europe with the greatest 
burden of disease.11 The global prevalence is esti-
mated at 12 to 14 million affected individuals, 
with an incidence of 2 million new cases per year, 
of which 1.5 are cutaneous and 500 000 visceral. 

In 2017, the incidence of leishmaniasis in the Va-
lencian Community was of 2.9 cases per 100 000 
inhabitants per year in the general population.12 
The most recent epidemiological reports publis-
hed in our region by the Department of Public 
Health12,13 show an exponential increase in cases 
between 2010 and 2017 (Figures 1 and 2), which 
was consistent with our findings, as we observed 
an increasing trend in the last 4 years (Figure 3). 

In agreement with the previous literature,4,11,14-16 
we found that VL was much more frequent in chil-
dren, especially in infants, compared to the adult 
population. Still, LCL is the most frequent presen-
tation in the paediatric population.17 The predomi-
nance of VL in infants may be explained by the 
immaturity of the immune system. 

The typical presenting symptoms in our patients 
with VL, which were fever, splenomegaly and anae-
mia, were consistent with the current literatu-
re5,11,15 and are the basis for suspecting the diag-
nosis in infants. 

In most cases, the lesions associated with LCL were 
found in the head and neck, in agreement with the 
findings of Dunya et al.17 in a study conducted in 
Syria in 168 patients with LCL, in which this loca-
tion was most frequent (57.1%), particularly the 
cheek. A study conducted by Roth-Damas et al. in a 
geographical area of the Valencian Community15 
also found that most cases involved single lesions 
(61%) and, as occurred in our study, 2 patients with 
lesions in the earlobe.

Table 4. Methods used for diagnosis of visceral leishmaniasis
Diagnostic test n Positive Negative Sensitivity
BMA examination 4 2 2 50%
PB smear 8 6 2 75%
PB PCR 7 7 0 100%
Serology (IIF) 14 11 3 78.50%
Leishmania urine antigen detection 3 0 3 0%

AG: antigen test • BMA: bone marrow aspirate • IIF: indirect immunofluorescence assay • PB: peripheral blood.
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We found significant changes in the methods used 
for confirmation of leishmaniasis through the 
years, especially for cases of VL. Early cases un-
derwent serological tests with confirmation by di-

rect visualization of the parasite with a microsco-
pe. In recent years, less invasive diagnostic tests 
have been developed, such as PCR testing of peri-
pheral blood, which has proven more sensitive 

Figure 2. Temporal trends in the incidence of leishmaniasis in the Valencian Community in the past decade
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Figure 3. Cases of visceral and cutaneous leishmaniasis by year
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than direct observation.8,14 It offers a sensitivity of 
92-98% and a specificity of 100%.17 In 2 cases, the 
definitive diagnosis was made based on the re-
sults of serological testing alone, as was also des-
cribed in the study by Ramos et al.11.

In the past, antimony compounds were used for 
first-line treatment of VL, although the long dura-
tion of these regimens, which required hospitaliza-
tion, their potential toxicity and the relatively high 
frequency of treatment failure led to the investiga-
tion of alternatives like LAB, whose use was appro-
ved in the United States by the Food and Drug Ad-
ministration in 1997. All of our patients with VL 
were treated with LAB, which was well tolerated.

All patients with VL had favourable outcomes save 
for 1 patient that experienced a relapse (6.6%), a 
proportion that was similar to the one reported by 
Prieto Tato et al., who detected recurrence in 11 
patients.5

Patients with LCL were treated with intralesional 
injection of glucantime, with addition of imiqui-
mod in 2 cases. In our series, a patient aged 2 years 
with a lesion of 2 months’ duration located in the 
facies-lower lip required treatment with LAB, an 
alternative that was already documented in the 
study by Del Rosal T et al.7 All patients had favou-
rable outcomes with full resolution of the lesion.

CONCLUSIONS

  There has been an increase in the incidence of 
leishmaniasis in the last 4 years. 

  In endemic areas, the differential diagnosis of an 
infant presenting with prolonged fever, hepatos-
plenomegaly and decreased counts of one or 
more blood cell lineages should include VL.

  LCL should be suspected in patients with a long-
lasting erythematous plaque or papule in an ex-
posed area of the skin.

  Molecular diagnostic methods based on PCR are 
less aggressive and more sensitive. Patients with 
VL exhibit a good response with favourable 
outcomes to treatment with LAB. 
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