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PZFX: pazufloxacin, CAZ: ceftazidime, IPM/CS: imipenem/cilastatin

Fig. 2. Bactericidal activity of pazufloxacin, ceftazidime and imipenem/
cilastatin against imipenem-resistant Pseudomonas aeruginosa S-—

1410 in the simulation model.
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PZFX: pazufloxacin, CAZ: ceftazidime, IPM/CS: imipenem/cilastatin

Fig. 3. Bactericidal activity of pazufloxacin, ceftazidime and imipenem/
cilastatin against imipenem-resistant Pseudomonas aeruginosa S—

1502 in the simulation model.
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Fig. 4. Bactericidal activity of pazufloxacin, vancomycin and arbekacin
against methicillin-resistant Staphylococcus aureus F-2341 in the

simulation model.

Table 1.

MIC.0 against bacteria after exposure of pazufloxacin mesilate and other reference drug in

an in vitro model simulating serum level after drip infusion

MIC[UU
Strain Model
PZFX CAZ IPM/CS
PZFX mesilate 0.5g/0.5hd.i.  0.39/0.39* 12.5/12.5 25/25
P. aeruginosa S-1410 CAZ1g/1hd.i. 0.39/0.39 3.13/3.13 25/25
IPM/CS0.5g/0.5hd.i 0.39/0.39 3.13/3.13 25/25
PZFX mesilate 0.5 g/0.5hd.i. 3.13/3.13 1.56/3.13 50/50
P. aeruginosa S-1502 CAZ1g/1hd.i. 1.56/1.56 6.25/3.13 25/25
IPM/CS0.5g/0.5hd.i 1.56/1.56 6.25/6.25 50/50
PZFX VCM ABK
S. aureus F-2341 PZFX mesilate 0.5 g/0.5h d.1i. 0.2/0.2 1.56/1.56 1.56/1.56
(MRSA) VCM 0.5g/1hd.i. 0.2/0.2 3.13/3.13 3.13/3.13
ABKO.1g/1hd.i. 0.39/0.39 1.56/1.56 1.56/1.56

*MIC after drug exposure in a simulation model/MIC without drug exposure.

PZFX: pazufloxacin, CAZ: ceftazidime, IPM/CS: imipenem/cilastatin, VCM: vancomyecin,

ABK: arbekacin
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B Y, MIC %25 ug/mL @ S-1502 ¥ Tl L1k @ PAE
PHRONGPo7bDEEZ NIz, THITH L, PZFX
GRS E TV TIER OB 2 R A A b2 6
FERIVEFFEIC S PAE S0 b7z, T O TIE PZFX
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LRMERT AIEMIZIZIE L T, TokomE
FHIEFER 0 TH Y, PAE BMb o 2fRP /S5 N20
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PZFX: pazufloxacin, CAZ: ceftazidime, IPM/CS: imipenem/cilastatin

Fig. 5. Postantibiotic effects of pazufloxacin, ceftazidime and imipenem/cilastatin
against imipenem-resistant Pseudomonas aeruginosa S—1410 in the simulation

model.

*: The postantibiotic effect could not be calculated.
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IPM/CS 0.5 g/0.5 h d.i.

PZFX: pazufloxacin, CAZ: ceftazidime, IPM/CS: imipenem/cilastatin

Fig. 6. Postantibiotic effects of pazufloxacin, ceftazidime and imipenem/cilastatin
against imipenem-resistant Pseudomonas aeruginosa S—1502 in the simulation

model.
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ABK 0.1 g/1h d.i.

PZFX: pazufloxacin, VCM: vancomycin, ABK: arbekacin

Fig. 7. Postantibiotic effects of pazufloxacin, vancomycin, arbekacin against
methicillin—resistant Staphylococcus aureus F—2341 in the simulation model.
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Bactericidal activity of pazufloxacin mesilate against Pseudomonas aeruginosa
and MRSA in an in vitro dynamic model

Yoshiko Yamashiro, Masahiro Takahata and Shinzaburo Minami
Research Laboratories, Toyama Chemical Co., Ltd., 2-4—1 Shimo—okui Toyama 930-8508, Japan

We studied the bactericidal activity, the development of resistance, and the postantibiotic effect (PAE)
using a model simulating the serum level after puzufloxacin (PZFX: free base of PZFX mesilate) drip
infusion (d.i.) (0.5g/0.5h) in humans using imipenem/cilastatin (IPM/CS)-resistant Pseudomonas
aeruginosa and methicillin—resistant Staphylococcus aureus (MRSA), and compared with those of IPM/
CS (0.5g/0.5hd.i.), ceftazidime (CAZ, 1g/1hd.i.), vancomycin (VCM, 0.5g/1hd.i.), and arbekacin
(ABK, 0.1g/1hd.i.). Inthe model with PZFX— and CAZ-sensitive P. aeruginosa S—1410, PZFX mesilate
showed greater short—term bactericidal activity and bacterial count reduction than CAZ or IPM/CS. In the
model with PZFX-intermediately—resistant and CAZ-sensitive P. aeruginosa S-1502, PZFX mesilate
showed more rapid bactericidal activity than CAZ or IPM/CS, and PZFX exhibited comparable and
superior bacterial count reduction compared to CAZ and IPM/CS. In the model with MRSA F-2341, PZFX
mesilate showed greater short—term bactericidal activity and bacterial count reduction than VCM and ABK.
After the drug exposure in the simulation model, no change was seen in drug susceptibility in any of the
drugs used. After PZFX exposure in the drip infusion model for 0.5 h, the PAE exceeded >5.2h for P.
aeruginosa S—1410, 0.7 h for P. aeruginosa S—1502, and 0.8 h for MRSA F-2341.



