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Drugs ~Intractable disease~

New drug discovery for Fabry disease

Center for Medical Research & Development,
Principql Osaka Medical and Pharmaceutical University

WEELEE b ofessor Michio ASAHI

Project Outline

We found that chloroquine derivatives reduced cardiac dysfunction and hypertrophy caused by
glycolipid Gb3 accumulated in lysosomes (Patent applied). However, the chloroquine derivatives
is reported to have some side effects such as cardio—toxicity. Using chemical library possessing
in Basis for Supporting Innovative Drug Discovery and Life Science Research (BINDS) in Osaka
University, we found two lead compounds which ameliorates lysosome function like chloroquine
derivatives. We verified the efficiency using Fabry disease model of iPS—derived cardiomyocytes.
We will investigate the efficacy of the two compounds in animal models of Fabry disease to
proceed to clinical trial and develop a novel and inexpensive therapeutic agents for Fabry disease.

What is Fabry disease? The amelioration of cardiac parameter by lead

) ) ) compounds, A and B, in Fabry disease model of iPS-
+ An inherited disorder
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mechanism is unknown.
+ Current remedy is
enzyme replacement
therapy.

Enzyme  replacement therapy is very

expensive, and is sometimes ineffective.
=>Necessity of new drug discovery

Fabry disease, possibly the other lysosome
disease.

After patent applications, we will examine the molecular mechanism of action for the lead
compounds. In parallel with that, we will examine the efficacy of lead compounds, A and B,
using a Fabry disease mouse model to proceed to clinical trial. Although the target is Fabry
disease, it might be expanded to the other lysosome diseases.




