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Table1-10 Antimicrobial activity of prulifloxacin aganist antibiotic—resistant bacteria

Organism Drug MICO pgImLO
O Nolof isolates] range 500 800 900
CAZ-resistant PUFXO NM 3940 0601 32 on3} 8 16
P. aeruginosa NFLX 060 32 4 32 032
0O n0O 280 CPFX 060 32 1 8 32
TFLX 0om25-0 32 1 8 032
FLRX 0B 32 4 32 032
SPFX op5-0 32 2 16 032
LVFX 0oR5-0 32 2 8 032
LVFX-resistant PUFXO NM 3940 1-032 32 32 32
P. aeruginosa NFLX 8132 032 032 032
0O nO430 CPFX 1-0 32 32 32 032
TFLX 1- 32 032 032 032
FLRX 8132 032 032 032
SPFX 4132 032 032 032
LVFX 8132 32 032 032
IPM—resistant PUFXO NM 3940 003032 o6 2 8
P. aeruginosa NFLX 05132 2 8 32
0 nO 520 CPFX 06— 32 o6 4 8
TFLX 061 32 o6 4 8
FLRX 06132 2 16 032
SPFX 0om25-0 32 2 8 16
LVFX 0orp5-0 32 2 8 32
Cephem-resistant PUFXO NM 3940 0omis- 1 0 015 03 03
Escherichia coli NFLX O03- 16 0 0ro6 0oR5 OB
0O n0O 240 CPFX 0omis— 8 0015 om3 o3
TFLX 0omis- 8 03 06 06
FLRX 03—~ 16 06 o6 [on3}
SPFX 0Jomis- 8 003 06 06
LVFX 0omis- 4 0[D3 om3 om3
ABPC 832 16 032 032
CDTR 1-0 32 4 032 032
CFDN 2—- 32 8 16 32
FRPM ob- 8 1 8 8
Klebsiella pneumoniae PUFXO NM 3940 0omis- 2 o6 2 2
0 ESBLsO NFLX O3~ 16 4 16 16
0 nO 240 CPFX Jgomis- 4 1 4 4
TFLX Jgomis- 2 o6 2 2
FLRX orl6— 16 4 16 16
SPFX 0omis- 4 1 4 4
LVFX Oom3- 8 2 8 8
ABPC —032 032 032 032
CDTR 1-032 8 32 32
CFDN 06— 32 4 16 032
FRPM o5~ 4 1 2 2
CVAIAMPC 81132 16 32 032
Escherichia coli PUFXO NM 3940 0015~ 32 0 015 06 1
0 ESBLsO NFLX 0 0om15-0 32 O[D6 0B 16
0O n0O 280 CPFX 0 0m15-0 32 0 0[ois5 om3 4
TFLX 00150 32 0 015 06 4
FLRX 0m3-0 32 06 0B 16
SPFX 0 0om15-0 32 0[D3 om3 8
LVFX 0 015-0 32 03 0oR5 4
ABPC -032 032 032 032
CDTR oR5- 32 4 8 16
CFDN o13- 16 1 4 8
FRPM om3- 4 o6 1 1
CVAIAMPC 4132 16 16 32
CCL 1-0 32 8 32 032

CAZ: ceftazidime, LVFX: levofloxacin, |PM: imipenem, PUFX: prulifloxacin, NFLX: norfloxacin, CPFX: ciprofloxacin, TFLX: tosufloxacin,
FLRX: fleroxacin, SPFX: sparfloxacin, ABPC: ampicillin, CDTR: cefditoren, CFDN: cefdinir, FRPM: faropenem, CVAIAMPC: clavulanic
acid]amoxicillin, CCL: cefaclor
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Table1-20 Antimicrobial activity of prulifloxacin aganist antibiotic—resistant bacteria

Organism Drug MICO pgimLO
0 Nolof isolates[] range 500 800 900
Haemophilus influenzae PUFXO NM 3940 00015~ 003 0 0m15 0 0m15 0O Oom15
0 BLNARDO NFLX 0 0[D15- O0rD6 03 0[n6 006
0 nO 320 CPFX 0 00150 0015 0 omi5 0 0m15 0 0mi15
TFLX [ 0C015] 0015 0 0[015 0O 0mi15 0O 0m15
FLRX [ O[D15- 0[D6 03 003 0[D3
SPFX 0 0CD15-] 0015 0 0[15 0O 0m15 O 0mm15
LVFX [0 0CD15-1 0015 0 0mm15 0O 0mmi15 0O 0mi15
ABPC 06— 2 1 1 2
CDTR 00015~ 0B 0 0m15 003 OB
CFDN 06— 2 1 1 2
FRPM omR5- 1 1 1 1
AZM om3- 2 06 1 1
CAM 05— 4 1 2 2
CVAIAMPC 1- 4 2 2 2
CCL 2- 8 4 8 8
Streptococcus pneumoniae  PUFXO NM 3940 omR5- 2 ob o6 o6
0 PRSPO NFLX 2- 8 4 4 4
0O nO 270 CPFX oR5- 2 06 0b 1
TFLX 03— O0[R5 06 006 o3
FLRX 2- 8 4 4 4
SPFX 06— 0B o3 o3 oms
LVFX o5 1 0B 0B OB
ABPC om3s5- 2 1 1 1
CDTR 0Jobi5- 0b 05 o5 (e]n25)
CFDN o3~ 4 2 4 4
FRPM O3~ O0[R5 o3 o3 o5
AZM o6 32 2 16 032
CAM 0 o151 32 06 2 32
CVAIAMPC Of13- 0B 0B 1 1
CCL 00 32 32 032 032
Enterococcus faecalis PUFXO NM 3940 4- 32 32 32 32
LVFX-resistant NFLX 160 32 032 032 032
OnO 170 CPFX 4- 32 32 32 32
TFLX 4- 8 8 8 8
FLRX 32132 032 032 032
SPFX 2—- 16 8 16 16
LVFX 8- 32 16 16 32
ABPC 1- 32 1 1 2
CVAIAMPC 060 32 1 1 2
Enterococcus faecium PUFXO NM 3940 8- 32 16 32 32
LVFX-resistant NFLX 16-0 32 32 032 032
0O n0O 180 CPFX 8- 32 16 16 32
TFLX 2- 8 4 8 8
FLRX 32- 32 032 032 032
SPFX 2—- 32 8 16 32
LVFX 81132 16 32 32
ABPC orps5-1 32 1 32 032
CVAJAMPC orps5- 32 1 32 032
Enterobacter cloecae PUFXO NM 3940 gomis- 2 0 0[015 o3 1
ABPC—resistant NFLX 0Jomis- 32 06 1 8
0O nO 300 CPFX Jomis- 8 0 0[15 0B 1
TFLX Jomis- 4 0 0mm15 0B 1
FLRX 03— 16 06 2 4
SPFEX pgomms — 4 03 1 2
LVFX goms - 4 0[o3 1 2
Serratia marcescens PUFXO NM 3940 Jgomis- 8 om3 o6 2
ABPC-resistant NFLX 0n3-1 32 06 4 8
0O nO 200 CPFX 015~ 32 0ore5 1 2
TFLX 0[D15-0 32 0re5 1 2
FLRX OMm3- 32 06 2 4
SPFX OMm3- 32 0B 1 4
LVFX 03— 16 OR5 1 4

LVFEX: levofloxacin, ABPC: ampicillin, PUFX: prulifloxacin, NFLX: norfloxacin, CPFX: ciprofloxacin, TFLX: tosufloxacin, FLRX: fleroxacin,
SPFX: sparfloxacin, CDTR: cefditoren, CFDN: cefdinir, FRPM: faropenem, AZM: azithromycin, CAM: clarithromycin, CVAIAMPC:

clavulanic acidl amoxicillin, CCL: cefaclor
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Fig. 5. Bactericidal activity of NM 394 and other drugs against penicillin—resistant Streptococcus pneurmoniae
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Antibacterial activity of prulifloxacin against antibacterial drug resistant clinical isolates

Chieko Shimauchi*J Y oshio Hosaka'd Y umiko Nakano'™DJ Hidero Kitasato™
Y oko Komatsu'd Takashi Edaf Kazuo Hoshino™O
Isamu Seto™ and M atsuhisa | noue™

“Department of Microbiologyl Kitasato Universityd 1-15-10 Kitasato Sagamiharall K anagawa 228-85550 Japan
*BML Corporation

We studied the antibacterial effect of NM 39400the active ingredient of prulifloxacinCl PUFX[Tla prodrug
synthetic quinolonell on relatively recently isolated drug—resistant bacteria from clinical specimens in
vitrod Quinoloned third—generation cephem and carbapenem are antibacterial drugs designed not to be
affected by drug resistance controlled by the transposable gene that caused problems in 1960-1979. After
clinical use of third—generation cephem drugs having a wide antibacterial spectrum MRSA isolation
appeared to rise. Around 199500 Escherichia coli and Klebsiella pneumoniae producing extended—spectrum
B dactamases] ESBLs that hydrolyze even third—generation cephem drugs were isolated in Japan.
Carbapenem hydrolyzing Pseudomonas aeruginosa and Serratia marcescens O penicillin—resistant
Streptococcus pneumoniae O PRSPT] vancomycin—resistant Enterococcus faecalis VRET] B - actamase
nonproducing ampicillin0 ABPCOesistant Haemophilus influenzaed BLNART etc.0 have also caused
problems. NM 394 produced an antibacterial effect on 28 cephem—resistant P. aeruginosa isolates] 43
levofloxacifl LVFXO-resistant P. aeruginosa isolates[] and 52 carbapenem—resistant P. aeruginosa isolates
at MI1Cs of 0.50032 and 0.5y gimL. This effect was equivalent or superior to that of control drugs norfloxacin

0 NFLXI ciprofloxacind CPFX[T tosufloxacind TFLX fleroxacind FLRX [ sparfloxacind SPFX[TJ and
levofloxacind LVFEX[D] MICe of NM 394 against 24 cephem-—resistant E. coli isolates and 28 ESBLs-
producing E. coli isolates was 0.03 and 1up gimLO showing antibacterial activity stronger than that of
NFLXO CPFXO TFLXO FLRXO SPFXO or LVFX. MICs of NM 394 against 24 ESBLs—producing K.
pnenumoniae32p —actam drug—resistant H. influenzae isolates, 17 LV FX—resistant E. faecalis isolates [
18 LVFX—resistant Enterococcus faecium isolatesl] 30 ABPC—resistant Enterobacter cloacae isolates] and
20 ABPC—esistant S marcescens isolates was 20F 0.015032032010and 2u glmLOand NM 394 exhibited
antibacterial activity equivalent or superior to 6 other new quinolone drugs. MICy of NM 394 against 27
PRSP isolateswas 0.5y gImLOand activity was equivalent to that of LVFEX but inferior to that TFLX and of
SPFX. Strong antibacterial activity of NM 394 was shown in short—time bactericidal effect on P. aeruginosa
and E. coli and activity was strong comparied to that of CPFXO TFLXO and LVFX.



