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. Synthetic compounds:

We performed the structured assays for commercially-available analogs of the qualified hits
and also newly-developed derivatives. Most of them were subjected to the test for chemical
property, membrane permeability and metabolic stability, etc. Representative compounds
were tested for oral pharmacokinetics in mice. We are now aiming to develop a lead compound.

. Natural products:

We finished 1st to 3rd screening of about 20000 samples which were obtained from CRO.
Subsequent purification identified the structure of 5 products. We also analyzed purified
natural products from Okinawan marine, and found that a compound showed strong in vitro
activity (ECz200 <1uM). Concurrently, we screened about 10000 samples from Kitasato Univ

and are now under purification step from the hit samples.
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(1) Culture of microorganisms
We cultured microbial broths of actinomycetes and fungi for the screening of COX activators.

(2) Preparation and supply of microbial broth extracts
1) We prepared the extracts from the microbial broths, and the extracts were dispensed into
96-well microplates and sent to Osaka University. We supplied 3,878 samples of actinomycetes
broth extracts and 4,464 samples of fungal broth extracts.
2) We supplied 72 samples of actinomycetes broth extracts and 74 samples of fungal broth
extracts that showed COX activating activity to Osaka University for further evaluation.
3) We recultured and prepared the extracts of 3 actinomycetes broths and 5 fungal broths that
were selected by the evaluation at Osaka University. Those cultured broth extracts and there
fractionated samples were sent to Osaka University.
4) We determined the purification candidate broth extracts from the above 8 microbial extracts,

and part of them were fractionated by HPLC and sent to Osaka University.
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