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Summary: Prospects for new treatments for leishmaniasis

Although Leishmaniasis is described as a Neglected Tropical Disease, in reality it is a disease with several
different manifestations including visceral leishmaniasis (VL) and cutaneous leishmaniasis (CL) affecting
more than one million patients per year. The currently available treatments for leishmaniasis rely on a small
group of old drugs with limited efficacy, serious side effects and toxicities which often require prolonged and
painful courses of injections. The same small range of drugs are used for treating both VL and CL and so
there is an urgent need to develop improved treatments to meet the unmet medical needs of these patients.

DND:i and our partners have tried hard for more than 10 years to optimise the use of the available drugs
resulting in some improvements in the standard of care. However, to deliver significantly improved treat-
ments requires the development of innovative new, and ideally orally delivered treatments and this is the
focus of our target product profiles for VL and CL. With our partners we have assembled an exciting portfo-
lio of new chemical entities (NCEs) with different mechanisms of action and from a range of chemical
classes. These NCEs are now at different stages of Phase I clinical development and will soon provide
options for Phase II proof of concept studies in CL patients.

CL is caused by more than 20 different species of Leishmania parasites. The requirements of new orally
bioavailable drugs to reach the skin of patients, enter infected macrophages, then reach and kill the various
species of Leishmania parasites are demanding. We are guided by some valuable in vitro and in vivo models
which allow us to test and optimise the antiparasitic and pharmacokinetic and distribution properties of drug
candidates for CL. For example, one of these candidates is DNDI-6148 which has been shown to kill a range
of representative Leishmania parasites of different species and isolated from different geographical origins.
Furthermore, DNDI-6148 is highly effective at reducing and even curing cutaneous lesions caused by L.
major in two independent mouse infection models. Overall, this information for DNDI-6148 and similar data
for other NCEs in the portfolio, provides strong support for developing these drugs for CL as well as their
primary indication of VL. Such treatments may be either as monotherapies or in combinations to increase
efficacy, minimise treatment duration and reduce the risk of development of resistance.

Despite these promising preliminary results, further research and investment is essential to support the
development of the current drug candidates for CL and to identify further options for future development.
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(GR Epkdr7 Trans. Fumiko Hirabayashi)
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