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Study on the Chemical Structure and Biological Activity of the New Fungal Metabolites, SHY-5501HC
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As a part of our screening program in search of antitumor actives from microbial sources, we have reported the myrocins, a new structural class of
antitumor agents produced by a strain of Myrothecium sp., a genus of imperfect fungi. The two major components of myrocins were previously
characterized to be pentacyclic diterpenes with a cyclopropyl ring and a y-lactone ring in their molecules. In connection with our work on the

fungal metabolites, we further investigated the classically related strain of Myrothecium from domestic soils. This has resulted in the discovery of a



strain of myrocins producing fungus that was capable of secreting another novel metabolite, compound NO. SYH-5501HC. The new compound
was elucidated to be a tetracyclic one and was revealed to comprise an a,-unsaturated ketone and a remarkable y-lactol ring in its molecule. The
analytical results of its EI- and CI-MS spectra in combining with the NMR data revealed that its molecule formula is C/sub 22/H/sub 22/0O/sub
4/(MW=324). The structure of this microbial product was finally proposed to be structurally related to the myrocins through various NMR(1D /sup
1/H, /sup 13/C-NMR as well as 2D /sup 1/H-/sup 1/H COSY NMR) analyses, nevertheless, it showed slightly inhibitory activity against tumor cell
lines being tested including HepG2 in vitro resulting in cell apoptosis. In this fiscal year, we attempt to further confirm the molecular structure of
this new natural product together with its stereo configuratoin. Moreover, we have noticed that this particular entity also show cytotoxicity to
leukemia HL-60 cell and human lung cancer cell lines. Further study is necessary to confirm the activity of both of the cell lines mentioned above
as well as the detail mode of action of the new metabolite. These finding might provide a clue for study of the structure-activity correction to such

types of microbial products.



