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ABSTRACT

American visceral leishmaniasis (VL) is a vector-borne disease transmitted by some
species of phlebotomine sandflies from the genus Lutzomyia. This neglected tropical zoonosis
shows increasing urbanization process, since the end of the 1980s. After the emergence
of foci of the disease in urban areas, VL has assumed an important role in public health.
Although VL is widely prevalent in several parts of the world, diagnosing the illness is still
difficult. We present a case of a 12-year-old girl with a history of recurrent fever, anorexia,
cachexia, chronic fatigue, weight loss, left palpebral unilateral edema, persistent cough and
pancytopenia. A diagnosis of VL was performed using a reference immunochromatographic
rapid test. Identification of the infecting protozoan was directly obtained by PCR of bone
marrow. The patient responded favorably to treatment using liposomal amphotericin B.
This is the first report of human visceral leishmaniasis in the city of Lavras in the South of
Minas Gerais State. This first report of VL highlighted the need of maintenance of permanent
surveillance and control programs in the city of Lavras, including the active search of sandflies,
human and canine cases. The current situation of Lavras should also be taken as an alert to

other near cities where favorable eco-epidemiological conditions may exist.
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INTRODUCTION

American visceral leishmaniasis (VL) is a vector-borne disease transmitted by
some species of phlebotomine sandflies from the genus Lutzomyia'. VL is endemic
in at least 98 tropical and subtropical countries on five continents®. This neglected
tropical disease is the most severe clinical form of leishmaniasis, and it has an
estimated incidence of 500,000 new cases and 60,000 deaths per year®. Brazil is
among the six countries that harbor over 90% of the cases worldwide®.

VL is characterized by irregular bouts of fever, weight loss, enlargement of the
spleen and liver, and anaemia®. The disease is fatal if untreated with a fatality rate
in developing countries that can reach 100% within two years®. In this way, early
diagnosis is considered an essential component of VL control.

After the emergence of foci of the disease in urban areas, visceral leishmaniasis
(VL) has assumed an important role in public health”. The first autochthonous case
of visceral leishmaniasis in Minas Gerais State was detected in Belo Horizonte
in 1959. In the last 59 years, the disease has spread to other regions of the State
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as the number of human and canine cases of VL has
substantially increased, suggesting an expansion in the rate
of transmission of the disease.

In January 2017, the first autochthonous case of human
visceral leishmaniasis was diagnosed in the Southern region
of Minas Gerais State, which elevated to 226 the number of
municipalities with reported cases of human VL.

Lavras is a city in Southern Minas Gerais State, Brazil
located at an altitude of 919 m (21°14°43”S 44°59°59”W).
Lavras has a population of roughly 99,229 inhabitants and
the total area of the city is 564.7 km?2.

CASE REPORT

A 12-year-old healthy female patient was hospitalized
in December 2016 with a one-month history of recurrent
fever, anorexia, cachexia, chronic fatigue, weight loss,
left palpebral unilateral edema, persistent cough and
pancytopenia. Physical examination revealed that she was
hypochromic, icteric (++/4), with normal bowel sound,
and had a mild splenomegaly. Abdominal examination
was otherwise normal. Blood laboratory assessments are
presented in Table 1. During the period of one month, the
patient was hospitalized and her clinical status slowly
progressed to a wasting disease.

There was no serological evidence of HIV infection,
hepatitis C, hepatitis B, liver disease or alcohol abuse.
However, the patient presented a severe metabolic
decompensation due to diabetes.

In the present case, 20 days have passed since the
appearance of the first symptoms until the definitive diagnosis
of VL using a reference immunochromatographic rapid test
based on the rK39 antigen (IT-LEISH®, DiaMed Latino-
America SA, Switzerland). Examination of the bone marrow
aspirate revealed some structures that resembled Leishmania

fragments. Identification of the infecting protozoan was
directly obtained by PCR of the bone marrow sample using
the primers 5-TTTTCTGGTCCCGCGGGTAGG-3 and
5-CCACCTGGCCTATTTTACACCA-3 (Figure 1).

DNA Ladder Negative control Patient Positive control

o il .

100bp T

Figure 1 - Gel electrophoresis of PCR products. Lane 1, DNA
ladder 100 bp. Lane 2, negative control. Lane 3, sample of
patient. Lane 4, Leishmania infantum DNA - positive control.

Treatment was initiated in January 6", 2017, with a
daily regimen of 4 mg/kg/day of liposomal amphotericin B
(LAMB - AmBisome®, United Medical, Brazil), during five
consecutive days, totaling 20 ampoules or 1 g of liposomal
amphotericin B. Glycemia was stabilized with the use of
4 Ul of subcutaneous insulin (Humulin®, Eli Lilly do Brasil
Ltda). The patient experienced an uneventful recovery and
was discharged five days after the beginning of the use of
LAMB, and is currently being followed as an outpatient,
demonstrating clinical improvement. Laboratory exams
performed on days 1 and 15 after treatment are presented
in Table 1.

Table 1 - Laboratory data at admission to the inpatient unit, during and after treatment with liposomal amphotericin B

Reference values Beggining of treatment Day 1 aet Day 15 aet
Hemoglobin (g/dL) 12-16 9.4 9.1 8.9
Hematocrit (%) 36-48 31.1 28.3 32.1
Red blood cells (10'2/L) 4-5.8 3.89 3.7 3.95
Total White blood cells (/mm?g) 4-11 2.6 3 4
Band neutrophils (/mm?d) 0-3 6 4 20
segmented neutrophils (/mm?) 40-75 53 28 63
Platelet (/mm3) 150-450 174 100 330
Glucose (mg/dL) 60-99 361 79 110
AST (U/L) <36 643 1614 22
ALT (U/L) 19-44 472 804 25

AST — aspartate transaminase; ALT — alanine transaminase; Aet - after the end of treatment
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DISCUSSION

Human visceral leishmaniasis is usually preceded
by canine cases® ™. In this way, the detection of new
geographical areas of canine VL is a critical point for
starting or improving the epidemiological surveillance of
leishmaniasis’.

It is indisputable that if not suspected or left untreated,
VL has devastating consequences. Therefore, it is of great
clinical importance that health professionals be familiar
with the clinical patterns of VL to avoid delayed or missed
diagnosis''. Since the first confirmed case of canine VL
in 2013, and the first report of Lutzomyia longipalpis
in the municipality of Lavras in 20152, several health
education actions were implemented by the authors, who
were aware of the importance of the disease and the early
diagnosis and treatment. These actions were applied to
health professionals, teachers of elementary and secondary
education schools and throughout the community by
the distribution of explanatory brochures, flipcharts, and
lectures. Health education is considered an important
tool in controlling leishmaniasis'®. Of note, the delay and
failure in the early diagnosis leading to health worsening,
often evidence the negligence of the disease by health
professionals'®'*'5, In the present case, 20 days have
passed since the appearance of the first symptoms until
the definitive diagnosis. As such, health education actions
might be important in the rapid diagnosis of the patient and
consequently to improve the success of the early beginning
of correct treatment.

According to the Brazilian Ministry of Health, the
primary treatment of visceral leishmaniasis should be with
®11 However, in the reported case, due to a
severe metabolic decompensation related to diabetes, the
treatment was conducted using the LAMB, resulting in a
rapid resolution of symptoms. Five days after the beginning
of the use of LAMB, the patient was discharged. Fifteen
days after treatment, all hematological parameters returned
to normal. Romero et al.'®, during the assessment of efficacy
and safety of the currently recommended treatments for
VL in Brazil, point towards a recommendation for the
use of LAMB as the first line treatment for VL in Latin
American countries. LAMB presents an acceptable efficacy
profile, lower toxicity and shorter administration time when
compared to Glucantime. Results on the safety and efficacy
of LAMB were also shown by other groups in Europe'’-°.

In this study, the patient presented jaundice (++/4).
Although jaundice and ascites are considered rare features
in VL?°, other studies have demonstrated that different
degrees of jaundice has been observed as an usual clinical
presentation, particularly in children®'-22,

Glucantime
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After this first report of human VL, other four cases were
diagnosed in the city of Lavrasin 2017: a 36-year-old man,
a l-year-old child, a 38-year-old woman and a 3-year-old
child. Furthermore, four cases of tegumentary leishmaniasis
were also diagnosed in 2017. These reports highlighted the
need of maintenance of permanent surveillance and control
programs in the city of Lavras, including the active search
of sandflies, human and canine leishmaniasis cases. The
current situation of Lavras should also be taken as an alert
to other near cities where favorable eco-epidemiological
conditions may exist.
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