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Background:
Visceral Leishmaniasis (VL) is among the most neglected of the tropical diseases,
afflicting the poorest of the poor. It is characterized by irregular bouts of fever,
weight loss, enlargement of the spleen and liver, and anaemia. It is highly endemic
in the Indian subcontinent and in Eastern Africa. An estimated 200,000 to 400,000
new cases of VL occur worldwide each year.

Clinical presentation of VL is dependent on many factors but mainly age, severity,
and geographical location. Presence of concomitant secondary infections such as
malaria, tuberculosis, and pneumonia complicate the disease presentation. In
children, malnutrition, anaemia and subsequent impaired immunity increase the
likelihood of disease progression.

The assessment of VL cure is done at day 28-30 as initial cure or at 6 months as
definitive cure. Therefore, understanding of baseline clinical symptoms is
important in monitoring treatment response, and in identifying and reporting of
adverse events in VL trials.

Objectives: 
The objective of the data review is to identify the prevalent symptoms and clinical
signs among VL patients enrolled in LEAP clinical trials, describe baseline clinical
presentation of VL patients by country and region, and assess the change of
clinical symptoms and clinical signs from baseline to initial cure at 28-30 days.
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Method:
We reviewed data from five open-label randomized clinical trials conducted
in the region by Drugs for Neglected Diseases initiative (DNDi) between 2004
and 2015. The trials included non-HIV primary VL patients who presented for
treatment. The studies were conducted in Ethiopia, Kenya, Sudan, and
Uganda. Data were analyzed to estimate the proportion of different clinical
symptoms at baseline and the association with initial treatment outcome.
The analysis also included the distribution of multiple symptoms. Logistic
regression was used to assess the likelihood of initial treatment failure for
different baseline symptoms and clinical signs.

Results: 

Conclusion:
Majority of participants in the LEAP clinical trials were male, children (4-14 years) and from Sudan. There is variation in clinical presentation of symptoms among VL
patients in the four countries. The most common baseline symptoms in addition to fever were abdominal swelling, weight loss, inguinal lymphadenopathy and mucosal
pallor. These symptoms were however not significantly associated with initial treatment failure. The findings also point to fever clearance as a better indicator of initial
treatment success.

Study Recruitment period Sample 
size

Study drug (s)

LEAP 0104 2004-2009 1,107 • Paromomycin (PM)
• Sodium stibogluconate (SSG) 
• PM+SSG combination

Ambi 0106 2008-2010 124 • AmBisome® single 
• multiple dose

LEAP 0208 2010-2012 151 • combination AmBisome® + SSG
• combination AmBisome® + miltefosine 
• Miltefosine

Fexi VL001 2013-2014 14 • Fexinidazole
LEAP 0714 2015 30 • Miltefosine allometric dosing
Total 2004-2015 1,426
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Proportion with different  symptoms by region
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Baseline symptoms associated with initial treatment 
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Multiple occurrence of symptoms by treatment 
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Symptoms evolution from baseline to initial cure Day 28-30 
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