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Time-concentration curves simulating serum levels of pazufloxacin, ofloxacin and sparfloxacin
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Fig. 2. Comparison of bactericidal activity of pazufloxacin, ofloxacin and sparfloxacin against
Pseudomonas aeruginosa S-495 in simulation model.
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Fig. 3. Comparison of bactericidal activity of pazufloxacin, ofloxacin and sparfloxacin against
Pseudomonas aeruginosa S-1294 in simulation model.
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Fig. 4. Susceptibility distribution of colonies of Pseudomonas aeruginosa S-495 recovered after 24h incubation
in simualtion model.
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Fig. 5. Susceptibility distribution of colonies of Pseudomonas aeruginosa S-1294 recovered after 24h incubation
in simualtion model.
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Fig. 6. Bactericidal activity of pazufloxacin against Psexdomonas aeruginosa S-495 in simulation model.
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Fig. 7. Susceptibility distribution of colonies of Pseudomonas aeruginosa S-495 by using pazufloxacin in the model

simulating serum level of ofloxacin.
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Bactericidal effect of pazufloxacin in in wvitro simulation model

Yoshiko Yamashiro, Mitsunori Nakata, Masahiro Takahata, Yoshikazu Fukuoka,
Takashi Yasuda, Yasuo Watanabe and Hirokazu Narita
Research Laboratories, Toyama Chemical Co., Ltd.,
2-4-1, Shimookui, Toyama 930, Japan

The bactericidal activity of pazufloxacin (PZFX) against Pseudomonas aeruginosa using the simulation
model at 200mg oral dose was compared with those of ofloxacin (OFLX, 200mg p.o.) and sparfloxacin
(SPFX, 300mg p.o.).

PZFX showed the most rapid bactericidal effect, with a more than 2 log reduction of the bacterial counts
within 0.5h. The bactericidal effect of OFLX occured at 1h after dosing. The maximum reduction of
bacterial counts was more than 4 log in PZFX and 2.1 log~ 3 log in OFLX. SPFX only showed the
bacteriostatic effect within 10h after dosing.

The susceptibilities of colonies recovered at 24h following exposure to drugs in simulation model and
drug-free control were determined. The susceptibilities of colonies exposed to PZFX were same as that of
control. In contrast, OFLX and SPFX selected the drug-resistant colonies.

We examined the significance of the pharmacokinetic character of PZFX on bactericidal effect and
emergence of resistance using PZFX in the model simulating serum level of OFLX, because the peak
concentration of OFLX was lower than that of PZFX and the half-life of OFLX was longer than that of
PZFX. The effect of inhibition on regrowth of PZFX in the model simulating serum level of OFLX was
superior to that of PZFX in the model simulating serum level of PZFX. However, the emergence of
resistance was occured using the model simulating serum level of OFLX.

These data suggest that the pharmacokinetic character of PZF X have influence on its rapid bactericidal
effect and prevent the emergence of resistance.



