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Summary: Cutaneous Leishmaniasis:
Current situation and DNDi's approach

It has been estimated that between 0.7 to 1.2 million new cases of Cutaneous Leishmaniasis (CL) occurs
worldwide annually. It represents approximately one new case every 30 seconds. The disease is endemic in
87 countries, of which 12 contribute to nearly 90% of the global burden of CL. No vaccines or chemopro-
phylaxis are available.

There are a limited number of drugs used for the treatment of CL. The current recommendations from
World Health Organization (WHO) are based on the clinical presentation and the specie of Leishmania caus-
ing the disease. It prescribes no treatment for patients with very small lesions or those caused by L. major or
L. mexicana. For patients with a small number of lesions in size and number, topical treatment is preferred.
Options include thermotherapy, liquid nitrogen or intralesional antimonial. For patients with larger lesions in
size, number or located in areas of the body where it is difficult to apply any topical treatment, systemic treat-
ment such as antomonial or miltefosine are the preferred options. The combination of antimonials either
systemically or intralesional plus liquid nitrogen is commonly used in the old world for treating CL due to L.
tropica; whilst antimonial plus allopurinol is used to treat patients with Leishmaniasis recidivans V.

DND:i’s CL strategy aims to develop a short, safe, non-invasive, efficacious and affordable treatment to
treat all cases of CL or at least, for lesions caused by L. tropica and L. braziliensis. Four approaches are pro-
posed. For the short period of time, DNDJ is testing the combined us of thermotherapy (one single applica-
tion, 50°C for 30” plus miltefosine 2.5 mg/kg/day for 21 days). These two interventions, currently recommended
as monotherapy by WHO and United States Food and Drug Administration (FDA), have been widely tested
and their efficacy and safety are well known. In the long term we focusing in developing an oral drug and an
immunomodulator.

Dr. C. Mowbray has already described DNDi’s efforts for the development of new oral treatments for both
visceral and cutaneous leishmaniasis. Enough to say that at this stage 5 new oral chemical entities are in
phase I and other compounds are in the preclinical stage. For the last 5 years, DNDi in collaboration with
GeneDesign, Tokyo University and the financial support from Global Health Innovative Technology Fund
(GHIT), have been working to complete all the preclinical studies to start the first-in-human trials of the
immunomodulator called CpG D35. It is a TLR9 agonist which promotes the required Th1 response needed
to control of the leishmania infection. Plans are to initiate the single-ascending dose study in UK by Q2-2021

CL creates many other problems, including stigma and mental health issues associated with lesion scar-
ring. This is of particular importance in children and women who represent approximately half of all CL
cases worldwide. Unfortunately, the burden of this problem is still not quantified, and more studies are
needed. CL’s outbreaks also frequently reported, and in most cases associated with population displacement
in complex regions/areas. The most notorious is the one associated with the war in Syria, where the annual
number of cases has increased dramatically from around 15,000 in 2007 to close to 85,000 new CL cases
reported in 2018.
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