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We achieved following experiments to develop an anticoagulation drug which would have a significantly lower
risk of major bleeding.

1. HTS of the chemical compound library were performed at RIKEN by evaluating the inhibitory activity against
the interaction between LOX-1 and coagulation factor A.

2. With post hoc analyses including a counter assay and dose-response assays, approximately 60 hit compounds

were obtained.

3. Further profiling assays in vitro were performed to evaluate the hit compounds.

4. Two kinds of the first screening methods were substantially improved by refining the reaction and detection
conditions.

5. A disease model has examined whether it is suitable for in vivo evaluation of the hit compounds. A line of

LOX-1-gene-knockout animal was also generated.
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2,000 DISC

HTS
DISC HTS

A high throughput screening (HTS) assay for the screening of anticoagulation drugs was
developed using cell-free binding assay.

The pilot screen using a small compound library of about 2,000 was run, and it was
demonstrated that this HTS assay is robust enough to screen DISC library.

The HTS primary screen using DISC library was run, and hit candidates were selected.
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