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II. EARDOHE

A) ZHIMERE G 28 7 7 A DHEKI O Fi% &k OVE

%
S. aureus 3 X OZAHNME E. faecalis \Zxt 3 HIEMHERT VA 21T/ -7z, AIFEEIZE LN
7= MRSA 7¢ EOZHIMMERE 2k U T AT 7o Ll 2 Fr b &M & o, #iie b5 % ARk
L MIC %% L7z, Z DR, S. aureus & VRE LRI DOHIHE R Z b AW EEEGH 2
LINTE T,

B) HLEATE PEREAM

FHUEEY A VKIERE O HBLEEMENZ &3, BSIRo 70, HANRZ M FDA209P % H
W2 TERPEOBEIRIZ L Y . 209P-d (MIC 0.25mg/L). 209P_JJ (KMIC 4mg/L) %157, it
— T =AW ) MENTORERD D 2 S ORI gyrase DFFETRALICA RN S| & i
TENRTVWD Z LRSI NTZ, FELAEY A X DMPEESERIT, ¥/ o rmtkcdh s
Mu50 # W T b AT bz ny, BIEIZE £ CTlPER T8 STz, Mub0 23 F>%F / 1
V2 B parC (S8OF) Y, LAY A OIEEG P L TV D Z L AVRBE NS,

~ 7 A % T2 GRS 1R SR ClE, Mub0 (2 52 R 2L &9 A, ciprofloxacin, vancomycin
Trelg L7z, Mub0 BRiZ, &/ o UfEd MRSA B ToH 5728, ciprofloxacin CTlHEepH L =
nigmoiz, —h5, L&Y Al 25mg/kg % 5T 100%41F L, vancomycin (ZE773 60%) LV
HEAVTZ R R STz,

A) Design and synthesis of novel-class antibiotics against multidrug resistant bacteria

Overview: The novel antibiotics effective against MRSA and VRE were designed and
synthesized.

Increasing of antimicrobial activity of several anti-MRSA antibiotics was aimed. Some
constructs, including Product-A, showed strong activity not only against MRSA but also
against K. faecium.

B) Evaluation of antimicrobial activity

Overview: The above tests were done with a few novel antibiotics obtained above (1)

One of the above products showed very low rate in resistance appearance. When analyzed



with FDA209P, first step and the second step mutants, FDA209P-J (MIC 0.25mg/L) and
209P_JJ (<MIC 4mg/L), were obtained. Whole genome sequencing revealed that those
strains possessed a mutation in parC (S80F). On the other hand, Product-A resistance was
never obtained from quinolone-resistant strain Mu50. It is suggested that the mutation parC

(S80F) of Mu50 interferes the occurrence of Product-A resistance.
Mouse infection model was used for the evaluation of antimicrobial agents.
Product-A, ciprofloxacin, and vancomycin were compared each other in the system.

Ciprofloxacin was ineffective against Mu50. Product-A showed at 25mg better life-saving

activity than vancomyecin (survival rate; 100% vs 60%).
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