American Journal of Medical Case Reports, 2015, Vol. 3, No. 11, 359-361
Available online at http://pubs.sciepub.com/ajmcr/3/11/3
© Science and Education Publishing
DOI:10.12691/ajmcr-3-11-3
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Abstract Visceral leishmaniasis (VL) or kala-azar is an endemic parasitic disease caused predominantly, in its
Mediterranean type, by Leishmania infantum. Fever and splenomegaly are the most common clinical manifestations,
detected in more than 80% of patients. We present two cases with atypical manifestations, without fever and with
spleen nodules in the context of an outbreak of VL in Spain.
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1. Introduction
Visceral leishmaniasis (VL) is a severe systemic
disease caused by Leishmania donovani, complex
pathogenic protozoa. It has a global annual incidence
between 0.2 and 0.4 million cases. It characteristically
affects immunocompetent hosts from endemic areas, but
occasionally can affect immunocompromised patients [1].
The Mediterranean type of VL is mainly caused by
Leishmania infantum that frequently infects infants and
young children. Dogs are the main reservoir of
leishmaniasis in L. infantun transmission areas [2].
VL in children characteristically presents with high
fever, pancytopenia and progressive splenomegaly,
although it may appear more insidiously with intermittent
fever, pallor, weight loss and development of
splenomegaly which is evident only around a month after
the onset of symptoms [3]. Its course is usually fatal
without treatment. However, VL not always presents with
these typical symptoms, making diagnosis difficult unless
a high index of suspicion is taken.
During the last years, there has been an outbreak of
cutaneous and visceral leishmaniasis in the south-west
area of Madrid (Spain). Its origin appears to be associated
with an increased population of wild hare (Lepus
granatensis) in nearby parks. These hare are infected with
L. infantum, and act as a reservoir. From July 2009 to
December 2012, 542 cases of leishmaniasis were reported
in Madrid, being 30% of VL. 12% of the VL cases had
atypical presentations, mainly in adults [4]. Out of the
total, 15 cases were infants under 1 year of age (11 with
visceral leishmaniasis and 4 with cutaneous leishmaniasis)

and 8 cases were aged between 12 and 23 months (7 with
visceral leishmaniasis and 1 with cutaneous leishmaniasis).
In this context, we report two cases of atypical LV in
infants.

2. Case 1: Afebrile VL in a 14 Month-old
Infant
A 14 month-old female, previously healthy, was
referred to our Hospital following pallor and
splenomegaly for 20 days. She had no history of fever,
bleeding tendency, and gastrointestinal or respiratory
symptoms. She was native to Southern area of Madrid
(Leganés). Parents were from Morocco. She had never
traveled outside Spain. She had no domestic animals and
no bites were observed. On physical examination her vital
signs were within normal range. She had splenomegaly
without hepatomegaly.
Her primary laboratory data revealed microcytic anemia,
mild leukopenia and transaminases mildly increased.
Immunoglobulins and coagulation parameters were within
normal limits. Serology was negative for Mononucleosiclike syndromes. Abdominal ultrasonography revealed a
markedly splenomegaly of 115 mm without hepatomegaly
or any other lesions.
Specific anti-leishmanial antibodies, detected by
indirect fluorescent antibody test (IFAT), were at titers of
1:320. Detection of leishmania antigen in urine was
positive. A specific polymerase chain reaction (PCR) for
Leishmania spp. was then performed on blood
(Laboratory of Leishmaniasis, National Center of
Microbiology, Instituto de Salud Carlos III. Madrid) by
technique previously validated and published [5],[6], and
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showed the presence of protozoan DNA, confirming the
diagnosis of VL.
The patient started treatment with liposomal
amphotericin B (4 mg/kg in 6 doses). Gradually, anemia,
hypertrasaminasemia and splenomegaly were resolved.
Notably, the patient remained afebrile throughout the
whole process. Six months after the treatment the patient
remains without fever or splenomegaly and blood test also
are normal. Clinical and analytical data before and after
treatment are shown in Table 1.

positive for the presence of protozoan DNA, confirming
the diagnosis of VL. Treatment with liposomal
amphotericin B (4 mg/kg in 6 doses) was also started.
Hepatosplenomegaly was resolved in the following
weeks and hepatic markers as well decreased gradually.
Finally, spleen nodules completely resolved after 5
months. The patient remains asymptomatic one year after
the resolution. Clinical data before and after treatment are
also shown in Table 1.
Table 1. Clinical data of the patients before and after treatment

3. Case 2: Multiples Splenic Nodules in
Afebrile VL

Caso 1

Hemoglobin g/dL
3

An 8-month-old male, previously healthy, admitted
with pallor and hepatosplenomegaly for 1 month. He had
no history of fever or others symptoms.
Laboratory test showed increased transaminases and
microcytic
anemia.
Serological
studies
for
Mononucleosic-like syndromes yielded negative results.
Abdominal ultrasonography revealed a marked
splenomegaly with diffuse multifocal hypoechoic nodules,
of a maximum diameter of 9 mm (Figure 1).

Leukocytes/mm

Case 2

Before

After

Before

After

8.3

12.9

8.7

11.4

9620

10980

5830

8460

AST U/L

78

37

72

35

ALT U/L

110

15

85

16

ERD mm/h

65

5

38

5

1/320

-

1/320

1/80

PCR

+

-

+

Splenomegaly

++

Serology

++

AST: aspartate aminotransferase, ALT: aspartate aminotransferase, ERD:
erythrocyte sedimentation rate, PCR: polymerase chain reaction.

4. Discussion

Figure 1. A 8-month-old male with visceral leishmaniasis. Upper:
transverse sonogram of the spleen shows multiple hipoechoic nodular
lesions; the largest one measuring 9 mm. Down: sonogram of the same
patient one year later shows a normal spleen

Serological assays were performed and detected antileishmanial antibodies by IFAT with titers of 1:320.
Detection of leishmania antigen in urine was negative. A
PCR for Leishmania spp. was performed (National Center
of Microbiology) on bone marrow aspirate and was

Delays in the diagnosis of VL are frequent due to the
absence of specific symptoms, the variability of
incubation time and, most likely due the low level of
awareness of the disease among pediatricians. The
difficulty of microscopic identification in bone marrow
smears, and negative results on serological tests in the
early stage of the disease may further hinder early
diagnosis [7]. Fortunately, the introduction of PCR
techniques in both blood and bone marrow aspirate, have
greatly facilitated the diagnosis of infection in developed
countries. In fact, PCR positivity in blood allows
diagnosis without performing a bone marrow aspirate,
which otherwise would be essential for confirmation of
the infection.
An epidemic outbreak of leishmaniasis, causing an
increase in incidence from 1.5 / 100,000 to 22.2 / 100,000
took place in the southern part of Madrid during the period
2009-2013. This outbreak has been linked to the presence
of wild hares in the area which have been described as the
parasite’s reservoir [8]. The risk of VL transmission in our
child population highlights the importance of an increased
awareness about the potential presentation of cases with
atypical manifestations. This awareness is very relevant
both during epidemic situations and in areas where the
disease is endemic.
The most common clinical findings are fever,
splenomegaly, and anemia. Although fever is the most
common symptom may be absent in immunocompromised
patients, and subclinical forms, especially in endemic
areas, as we have noticed. A case of an immunocompetent
11-month Iranian infant affected of VL without fever has
recently been described, with similar characteristics to our
patients [9]. Infants are especially likely to have atypical
forms, without fever as in our two patients. Pediatricians
should always rule out VL in patients with splenomegaly
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and cytopenia of any cell line, among other diagnoses
such as malignant leukemia or lymphomas, benign tumors
or more frequently infectious mononucleosis.
We must be also aware of the possible presence of
splenic nodules in patients with VL, because it requires
differential diagnosis with other pathologies as type I
Gaucher disease, granulomatous disease, bacterial abscess,
fungal infection, Mycobacterium tuberculosis infection, or
lymphoproliferative disorders. Nevertheless, this peculiar
finding may not be extraordinary in patients with VL.
Case reports of spleen nodules in VL patients have been
recently previously described in adults [10,11], but rarely
documented in infants [12]. Melchionda [13] in Italy has
described 4 children affected with VL, with spleen
nodules, although all had persistent fever. They were
under 2-years-old and the nodules disappeared after
treatment, as it was the case in our patient. In our second
case, the presence of spleen nodules in the absence of
fever, made the diagnosis of VL especially difficult.
The evolution of patients with treatment was favorable.
Although there are other treatment options as conventional
amphotericin B, liposomal amphotericin short course has
been described effective, safe and with fewer side effects
[14]. Treatment with antimonials still having their
usefulness in developing countries, but it is very long and
has a high cardiac toxicity, which has been clearly shifted.
In conclusion, we must be aware of atypical situations,
especially in endemic areas and during epidemic situations.
VL should be considered as a potential diagnosis when
splenomegaly and spleen nodules are detected, even in the
absence of fever. This increased awareness has the
potential of detecting underdiagnosed cases of VL,
allowing for earlier treatment and better outcome.
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