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Shiba T*, Kido Y*, et al. Proc Natl Acad Sci U S A.
2013 Mar 19;110(12):4580-5
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Drugs ~Infectious disease~

Development of a Novel Anti-African Trypanosomiasis Drug Targeting

Cyanide-Resistant Respiration

. . Gradate School of Medicine, Osaka Metropolitan University
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Project Outline

The parasite Trypanosoma brucei is the pathogen of Human African
Trypanosomiasis (HAT) in humans and Nagana in livestock. Untreated, the
infection can spread to the central nervous system and be fatal, causing
extensive damage on the African continent. The standard treatment of 7-14
days of intravenous infusion is difficult to complete in Africa, and side effects
are severe. Oral drugs that have been developed in recent years still have
strong side effects and cannot be used for mass drug administration to
eradicate the disease.

We have been developing drugs that
target the specialized energy
metabolism system that allows T.
brucei to survive. Cyanide-resistant
oxygen respiration by TAO is essential
for the survival, but is absent in its
mammalian host, making it an ideal
drug target. We have studied
ascofuranone from filamentous fungi,
which inhibits TAO at low
concentrations, as a lead compound
and found OCU-0126 to have the
highest drug efficacy among more than
200 derivatives.
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A single oral dose of 50 mg/kg (mice) (5 days)
produced a cure, while oral doses of 3,000 mg/kg g
did not cause death or apparent toxicity within 2~ "=~

weeks. o2 1 0CU-0126: 50 mg/kg
Currently, a CMC study for preparation of the N=6 p.0.q24hrx5
investigational drug and a non-clinical study T
package are underway in anticipation of submitting e porToos
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a notification of clinical trial. CE- A

Target disease: African trypanosomiasis

Patent information: International application number PCT/JP2011/075216, International publication number
W02012/060387 Al

Technology features: Development of a safe drug that targets the pathogenic protozoan-specific metabolic system
Marketability: new HAT infections are declining, but livestock damage due to Nagana is estimated at $10 billion
per year (Prev Vet Med. 2014 Feb 1;113(2):197-210)

Preferred corporate partnerships: joint research, out-licensing






