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Summary: Cutaneous Leishmaniasis:
Current treatments and gaps

Current treatment recommendations for Cutaneous leishmaniasis (CL) are based on the clinical presenta-
tion of the diseases and the specie of Leishmania causing the infection.

Treatment recommendations goes from only observation and cleaning of the lesion, followed by topical
treatments for patients with small lesions in size and number, systemic treatments for patients with large
lesions in size or number, or lesions in face or in anatomical areas where topical treatment is not feasible and
the combination of treatment for special cases, such as patients with L. recidivans or those patients who do
not respond to monotherapy.

Based on the characteristics and what has been observed when using the current available drugs for CL,
we believe there is a lot of room for improvement. We could for example aim to improve on efficacy and rise
current cure rates which goes from 50 to 70% and aspire for a cure rate of 90% or more. We could also aim
for developing safer treatments and reduce the AEs (adverse events) rate or reduce the length of treatment
which in some cases goes until close to 3 months.

Developing a new treatment however is challenging; and even though we would like to have a very safe
treatment, highly efficacious against all forms of the diseases, and easy to use in all sorts of populations,
meeting all these parameters is not an easy task and sometimes impossible.

Given these challenges, the scientific community is moving in different directions. Some groups are look-
ing at using drugs which are already in the market for the treatment of other indications. For example, several
studies have evaluated the use of antifungal drugs such as itraconazole, ketoconazole, fluconazole, azithro-
mycin etc. Other groups focus in developing new delivery systems for topical treatments, including the use
of sodium stibogluconate loaded in nano-deformable liposomes, nano formulations, or drug depot subcuta-
neous injections, etc. Others are working on developing vaccines, immunomodulators or trying to develop
new compounds using natural products.

DND: strategy aims to develop at a short, safe, non-invasive, efficacious, affordable, and field-adapted
treatment for CL for all forms of CL or at least for lesions due to L. braziliensis or L. troipica which are the
more difficult to treat and where no good interventions exist.

In the short period of time, DND: is focusing in better using the existing tools but in combination. So, we
are testing the combination of one single application of thermotherapy (TT) (500C for 30 seconds) plus 3
weeks of miltefosine (MF). A phase II study completed in 2019, showed the superiority of the combined
approach as compared to TT alone. Now we are conducting a phase III study in 4 countries in Latin America
(Brazil, Bolivia, Panama, and Peru) aiming to demonstrate the non-inferiority of the combination of TT+MF
when compared with the standard monotherapy treatment: Meglumine antimoniate and MF.

In the long term, DNDi is looking for opportunities to develop a topical cream for the treatment of uncom-
plicated CL cases, an oral treatment for patients with large or numerous lesions or those who do not respond
to local treatments, and an immunomodulator for cases where the lack of a proper immune response by the
host has been implicated in the severity, chronicity, or treatment outcome of the diseases.

Concerning oral treatments, DNDi has been working for the last 10 years at least on the screening and lead
optimization of several compounds against leishmania. So far, 4 compounds belonging to different families
have completed their preclinical development and are now in phase 1. These NCEs, have shown to be very
active against Leishmania strains causing both VL and CL. As soon as the phase I studies are completed, we
plan to initiate phase II studies testing these compounds on CL patients.

As regard to immunomodulators, DNDi, with the support from GHIT (Global Health Innovative
Technology) Fund and in collaboration from GeneDesign and the University of Tokyo, is developing a TLR9
agonist, Class B CpG ODN, named D35. Preclinical and CMC studies were completed on Q3-2020, so now
we planning to initiate a Phase I, single ascending study in UK by Q2-2021.
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