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Enlightenment activity for the proper use of antimicrobial agents have been
worked, but the problem of resistant bacteria has not been solved, and the risk of life has
increased due to the emergence of multi-drug resistant pathogens. Therefore, by deriving from a
natural product which has good antibacterial activity and has a unique structure, we have focused to

discover and develop novel classes of antibiotics, particularly agents with new mechanisms of
action and no cross-resistance to marketed antibacterial agents.

As the result, we have succeeded in finding several compounds that have strong antibacterial
activity against Gram-positive pathogens not only susceptible bacteria but also multi-drug resistant
bacteria, and show good pharmacokinetics comparable to marketed antibacterial agents in evaluation
systems using silkworms. Furthermore, we have succeeded in overcoming the hydrophobic nature of the

natural product and in synthesizing of the water-soluble derivatives.
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Table 1
S.aureus FDA209P
MIC 0.063~0.125 pg/mL  0.125~0.5ug/mL S. aureus KMP9
MIC 2—~8 128 pg/mL E.Coli NIHJ JC-2 MIC

0.25~2 ug/mL  64~—128ug/mL



iv ED50
ED50(mg/mL) EDso/M IC 4
ED50(mg /mL) ED50/M|C 10
EDso(mg/mL) ED50/M IC 10

Table

S. aureus FDA209P S. aureus KMP9 E. coli NIHJ JC-2 S. aureus MSSA1

Compounds . .
MIC (ny/mL) MIC (ny/mL) MIC (ny/mL) MIC (ny/mL) EDs, (mg/kg, iv) EDsy/MIC ratio
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Minocycline 0.063~0.125 2~8 2~0.25 04"
Erythromycin 0.125~0.5 128 64~128
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* ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, 48, 774-779. H. Hamamoto et al.
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