14

2137
2 1



M 300mg  500mg 300 500

12 3 27
1-(2)

WCH.

(8]

HN
« CH.SO.H

COOH

Ci6HisFN,O4 CH403S
414.41

( )-(S)-10-(1-aminocyclopropyl)-9-fluoro-3-methyl-7-oxo0-2,3-

dihydro- 7H-pyrido[1,2,3-de][1,4]benzoxazine-6-

carboxylic acid monomethane- sulfonate

( )-(S)-10-(1- )-9- -3- -7-
-2,3- -7H- [1,2,3-de][1,4] -6-



12

27

300mg

30

1

14
500mg
1000mg 2
1 600mg
1

2

300

500



M
500
12 3 27
1 100mL
651.0mg
B

2000

300mg

500mg

600mg

14 1 18

300

390.6mg

1000mg

2



PZFX

PZFX

1IH-NMR 13C-NMR

PZFX

GCP

pazufloxacin mesilate

1-aminocyclopropyl

uv

uv

IR

GCP

pH

pH



30
240 lux hr
25 93%RH
6
36

60

15

18 28

25

27 T76%RH

25

105

3
1000lux

75%RH

4

105



3
60
1000lux
180 lux hr
39 40 75%RH
25 30%RH 45%RH
pH
3
I.V.Push Piggyback

75%RH

60
25 60%RH

6
12

1.V.Push
Piggyback

pH



PZFX

PZFX
198 298 396mg/kg 198 396mg/kg
200 400mg/kg
198 298mg/kg 198 396mg/kg 200 400mg/kg
1 10 30 99mg/kg/
20 39 79mg/kg/ 3 3 10 30 99mg/kg/
20 40 80mg/kg/ 1 3 99mg/kg/
1 90mg/kg/ 3 30mg/kg/

30  10mg/kg/

79 80mg/kg/

10 30 99mg/kg/

99mg/kg/ 20 60 120mg/kg/
120mg/kg/
13 25 50mg/kg/ 50mg/kg/
25mg/kg/
50mg/kg/

10 30 100mg/kg/

100mg/kg/
ASA PCA IgE

V79
CPFX
NFLX OFLX ENX



1mg/kg
NA CPFX
SPFX
AUC Cmax

LFLX

99mg/kg/

20mg/kg

Cmax

200mg/kg

SPFX

50kg

LVEX

LVFX

30mg/kg

LFLX

10

PZFX

ENX OFLX

NA

200 400mg/kg
10 20

Cmax
22 41



PZFX

DNA
DNA
PZFX S.aureusSA113 DNA
IC50 pg/mL  13.6 9.65 800 DNA
58.8 82.9
E.coliNIHJJC-2 2MIC PZFX 37 2 3 10
In vitro
PZFX
MIC
PZFX IPM
CPEX CPFX
IPM IPM CPFX
CAZ GM
1976 1999 PZFX  MICq pg/mL
MIC S.aureus MSSA 0.39 0.2
MRSA50 S.epidermidis25 02 CNS125 S.pyogenes125 0.78 S.agalactiae 6.25 S,pneumoniae
313 313 100 0.78 M(B).catarrahalis0.1 156 0.025 C.freundii

6.25 0.0125 Kpneumoniae 0.1 0.025 E.cloacae 1.56 0.0125 S.marcescens6.25 0.1 P.mirabilis
0.1 0.05 Pwulgaris 005 0.025 Mmorganii3.13 0.025 Purettgeri3. 13 0.0125 H.influenzae

10



005 P.aeruginosal00 0.2 Acalcoaceticus0.78 B.fragilis25 3.13 Prevotella 50
MIC MIC range MICyp pg/mL
S.epidermidis0.2 100 25 CNS0.2 100 125 S.pyogenes0.78 25 12.5
E.faecalis0.39 100 100 MIC 100 30.2% Efaecium1.56 100 100 MIC 100
20.8% E.coli 0.05 25 1.56 C.freundii 0.05 100 6.25 K.oxytoca 0.05 100 6.25 E.cloacae
0.05 100 1.56 S.marcescens 0.05 100 6.25 M.morganii 0.05 50 3.13 P.rettgeri 0.05
100 3.13 P.aeruginosa0.1 >100 100 MIC 100 13.6% A.calcoaceticus 0.05 100 0.78
B. fragilis1.56 100 25 Prevotella 0.39 100 50

PZFX MICg pg/mL

0.39 MRSA 50 GM MRSA 0.39 GM OFLX
MRSA 25 3.13 G PCG S.pneumoniae 3.13
PCG S.pneumoniae 3.13 1.56 CAZ E.coli0.1
6.25 CAZ C.freundii0.39 1.56 CAZ
E.cloacae 0.2 6.25 CAZ S.marcescens 12.5 IPM B
S.marcescens 3.13 100 IPM P.aeruginosa 0.78
GM P.aeruginosa0.78 IPM GM P.aeruginosa3.13 IPM GM CAZ P.aeruginosa50
IPM B P.aeruginosa 0.78 0.05
APBC H.influenzae 0.025 MRSA GM OFLX MRSA
MICgo PZFX
CAZ GM PCG S.pneumoniae PCG
S.pneumoniae IPM 1/8 1716 CAZ C.freundii CAZ
S.marcescens GM P.aeruginosa IPM CPFX
IPM CPEX

S.pneumoniae MRSA
S.pneumoniae

S.pneumoniae MIC  pg/mL  S.pneumoniae
1ID552 [ID553 3.13 PCG 167 0.78
25 MIC50 MIC90 3.13

MRSA  MiICrange MIC50 MICgyq

pug/mL 119 0.1 100 6.25 50 GM OFLX MRSA 26 1.56
100 125 25

pH
pH6 8 8
1 32mM 2 16 MIC
S.aureus Smith E.coli TK-16 P.aeruginosa S-495 PZFX 1/4 4MIC
4MIC 2 99%
Cmax PZFX CAZ GM
PZFX 8ug/mL CAZ 64ug/mL GM 8ug/mL PZFX S.aureus Smith

11



CAZ CAZ GM

CAZ GM P.aeruginosa S-495
CAZ GM 15
PZFX 8ug/mL CAZ80pug/mL IPM30ug/mL 15
S.pneumoniae 1ID553
E.faecalis11D682 CAZ IPM 15
S.marcescens|ID620 S.aureusSmith P.mirabilis IFO3849 E.coli TK-16 P.aeruginosa S-495
CAZ IPM
PZFX MBC /MIC CAZ GM CPFX IPM
S.aureus Smith MBC/MIC PZFX GM IPM 2 CAZ4 CPFX1 P.aeruginosa
S-495 PZFX GM CPFX 2 CAZ IPM 1 E.coliTK-16 PXFZ CAZ
CPEX 1 IPM 4 GM 2
in vitro
PZFX S.aureus F-2341 MRSA 500mg 05
0.7log 2 2.6log 3 5
6 10
VCM VCM
P.aeruginosa S-1410
500mg 0.5 3.6log 1 8
9 CAZ
P.aeruginosa S-2165 1/4 16MIC 2
CAZ IPM
PZFX iMIC 1/3 4MIC 1/30 16MIC
4 PZFX
B PMN
/ PZFX7 CAZ0.6 IPMO0.8 PZFX CAZ
IPM PMN
PAE postantibiotic effect
500mg 30 15
PZFX 8ug/mL 15 PAE CAZ
191 80ug/mL IPM 500mg30 30ug/mL
PZFX PAE S.aureus Smith 2 S. pneumoniae D553 30
IPM 30pg/mL 511 5.97 E.faecalis D682
1 IPM CAZ S.pneumoniae 2 PZFX
PAE 4 E.coli
TK-16 S.marcescens D620 P.mirabilis IFO3849 P.aeruginosa S-495 2

12



2.5 IPM 0.3 1.25 CAZ 005 1 AUC

PAE

In vivo

S.aureus MRSA E.coli K.pneumoniae P.mirabilis
CAZz E.cloacae GM CAZ IPM IPM GM 2
P.aeruginosa MRSA

P.aeruginosa
S.aureus P.aeruginosa
S.aureus P.aeruginosa

P.aeruginosa

EDso

PZFX
IPM CPFX GM CAZ
S.aureusF-1479 MRSA E.coliTK-16 P.aeruginosaS-1278
MIC 2 MRSA 8.3x 10° CPFX CAZ IPM
25x 10 E.coli 3.1x 10° CAZ IPM P.aeruginosa 2.9
x 10% IPM 10 CPFX 10
S.aureusF-1479 MRSA P.aeruginosaS-1278 MIC
7 MIC S.aureus F-1479 CAZ CPFX GM IPM
MIC 2 4 32 256 PZFX
P.aeruginosa S-1278 CAZ CPFX GM IPM MIC 64 8 8 8
PZFX 16
In vivo P.aeruginosa S-1278 2 10
IPM CAZ 42 4MIC
10—4.6
10%° IPM  10°° CAZ 100 MIC IPM 8
16 CAZ 16 64
200mg/kg
300mg/kg 2/5
100mg/kg
NSAIDs
200mg/kg
Y - GABA GABA
GABA
10“*mol/L

13



100mg/kg

writhing
100mg/kg
10 100mg/kg
30mg/kg 100mg/kg T
10 100mg/kg 100mg/kg
30mg/kg 3x 10-*g/mL
10-49/mL
3% 10-49/mL
10%g/mL
10-4g/mL 3x 10-4g/mL
30mg/kg
100mg/kg
B a
Cmax 10
10-49/mL
100mg/kg
100mg/kg K+ PSP
10-49/mL 3% 10-4g/mL 10-4g9/mL
10“g/mL
3x 103g/mL ADP
3% 10%g/mL 10%g/mL
3% 10™g/mL
100mg/kg
100mg/kg 05 3
10°3g/mL 2x 103g/mL
8x 10"g/mL 30mg/kg 150mg/min
12.0%
CPFX2x 10%g/mL
CPFX OFLX 1.6x 10°g/mL 10 30mg/kg
04 0.7 7.0
1375ng/mL 22.6% CPFX  30mg/kg
150mg/min 2/2
CPFX  OFLX
10

14



1992 1999

B(M).catarrhalis

1988
MIC

MICsq

MIC90 4
MIC90 pg/mL 25
MICq 100 MICy, Cmax 11.0pg/mL
MICs 6.25
100pg/mL
Mngo Cmax
3
600 1000mg/ CPFX 200 600mg/
MIC CPEX CPFX
Cmax 1 AUC AUC/MIC Cmax/MIC CPEX
CPEX
AUC/MIC Cmax/MIC
PZFX
5mg/kg
CL 2.10L/hr/kg 0.97L/hr/kg
0.87L/hr/kg 0.26L/hr/kg Tiwp 0.23 0.88
1.00 4.46
3.08 10 30 100mg/kg 1 1 28
PZFX HPLC AUCq.,,
AUC,._,,

15



1.2 1.8 AUC,._,
1.2 15
tac 5mg/Kg
5
5mgs/kg 1 1 10
24
24 3 4
20mg/kg
15 60 120 PZFX 0.33 0.30  0.13pg/mL
0.020 0.047 0.061
20 21 4c 5mg/kg
0.2 0.8
PZFX
124 34.2% 30.7%
4c 5mg/Kg
16.7 33.6%
“c 5mg/kg
HPLC PZFX
PZFX PZFX
PZFX PZFX
tac 5mg/Kg
96 76.9% 19.5%
6 24 17.67
+* 5.53%
4c 5mg/kg
0O 6 15 3.2
50mg 100mg 200mg 400mg 500mg 30
Cmax 1.26 2.69 4.61
10.2 11.0pg/mL 2-

16



T.,2B 1.74 1.88

1 300mg 1 2 5 9 1 500mg 1 1 2 1 2
10 1 500mg 1 3 5 13 30
1 1 2
Cmax 12 Cop
Cmin,ss
500mg 1 3 Cmax

50mg 100mg 200mg 400mg 500mg 30

2
46.8 56.6% 24 89.5 93.9%
PZFX 24 5.71%
1% 24
PZFX 99.69%
65 74 5 75 5 10 500mg 30
65 74 75
2- Cmax 19.3pg/mL 17.3pg/mL
Cmax AUC
T1/28 Vss 36.0L
Vss 56.6L CL 13.8L/hr
CL 23.4L/hr 65 74 75
65 74 75 2
40.8% 31.5% 2
24
80%
2 3 300mg 30
Ccr44.7mL/min Ccr13.6mL/min
TP AUC,.,
24 28
1 300mg 1 1 2
Ccr 44.7mL/min 13.6mL/min 1
2 Cmax,ss 8.52ug/mL 12.4pg/mL Cmax
3 1 2 Cmax,ss 25.0
31.6pg/mL 1 1 Cmax,ss 17.3 20.8ug/mL 1 2
Ccr

17



200mg 30 45

1.18pg/mL 0.42 30% 40%
500mg 300mg 30 60
1 12 PZFX
30
500mg 05 25 249 6.24pug/g n=4 300mg 15 45
0.87 4.00pgZ/g n=3 500mg 60
0.83 2 1.74 6.11pg/g n=5
5 500mg 30 1.5
3.49 12.7ug/g 7.95u9/9
1.33
3 1 500mg 1 2 30
15 29.9ug/mL 4.5 29.5ug/mL 5.47pg/mL

16.7 139  0.83pgeqPZFX/mL

4 500mg 30
1.0
9.85ug/9g 4.27pg/mL 1.83 2.5
1.75 2.22 18.7 35.5ug/g 41.1
46.5ug/mL 3.69 5.09ug/mL 217 30
3 1 500mg 1 2 30
4.5
1.44 13.6pg/g 7.04 28.9ug/mL

4.78 23.2ug eq PZFX/mL

2 300mg 500mg 60
500mg 7 1.43ug/mL
300mg 4 1.87pug/mL
2 500mg 30 15

4.84pug/mL 4.61pg/mL
0.60 0.44

18



5 300mg 500mg 30

15
3 14 15
2
PZFX 500mg
1.33 7.54ug/q9 4.54ug/g n=4 2.12 8.44ug9/9g
4.72ug/g n=4 55%
6.089/9g
75%
5 300mg 30
0.83
5.00 13.90ug/g
1.67 PZFX
5 300mg 30
0.25 7.83ug/mL 0.5
6.99ug/mL 1 4
2 3.18pg/mL 1.59
3 500mg 30 1.5
0.272 0.381pg/mL
0.330pg/mL 0.062
4 1 500mg 1 2 30
3 6
8.5 29.3 115ugeqPZFX/mL
20%
300mg 30 500mg 30 60
300mg 30 10
8.29ug/mL 9.13ug/mL
500mg 30
60 10.9ug/mL  8.38ug/mL
11.0pg/mL  8.69ug/mL
2
300mg 500mg 9.24pug/mL 11.5pg/mL 12
0.07ug/mL 0.27ug/mL
0 2 300mg 500mg 434ug/mL
930ug/mL 10 12 18.6ug/mL 37.5pug/mL

19



o] 3[] 7

500mgl 2 30 5 Cmax AUC
3 1.17 1.15 5 1.27 1.33
Chemotherapy 40(5):598-601, 1992
Cmax AUC 15 39%
CYP1A2 0.25 2mmol/L 7-
O- 1 2mmol/L 10%
SD 4]:[ 3 1000mg 2 200mg
30 2 500mg
PZFX Tu:B 2
Wistar/ST 10 30 100mg/kg 1 2 4 4
1 7 0.1mg/kg
ICR 14 NSAID 30
50 200mg/kg
50mg/kg 200mg/kg 600mg/kg
5 1
100mg/kg 50 200mg/kg
ICR 10 5
B 1pug/body
B
ICR 10 30 100mg/kg 5
80mg/kg
GABA
10* mol/L
Wistar/ST 10 30 100mg/kg 1 1 3
3 1mg/kg 100mg/kg
ddy 30 100mg/kg 1.25
2.5mg/kg

90%

10 6 1

20



T2 AUC,,

500mg 30 1 2 AUC Cer

44. 7mL/min 300mg 30 1 2 Ccr 13.6mL/min 300mg 30
1 1 CcrOmL/min 300mg 30 3 1
Ccr
2
80%
500mg 30 1 2 1 AUC 40.2ug hr/mL
96.6ug hr/mL 2.4
500mg 30 1 3 1 AUC 92.7ug hr/mL
Cmax 11.7pg/mL 11.8ug/mL
2 AUC 24

PZFX  CPFX NFLX
SPFX OFLX LVFX
LVFX

50 100 200 400mg
300mg
500mg

500mg 1 3
500mg 1000mg

21



GCP GCP

PZFX

1) 47(S-1):141-175, 1999

50 100 200 400mg/

5 20

200mg 4 2

50mg 1 1 100mg 2 2

22

200mg



2 4 400mg 5

1
)
300mgx 2/
5
(3) 500mg
6
500mg
BUN
LAP
4
(4)
0.02mL

200mg 400mg

30 300ug/mL

23

47(S-1):141-175, 1999

B 2-

24

47(S-1):141-175, 1999

500mgx 2/

NAG

5

30 300



3000ug/mL 15 48

13 500mg 6
1 6 12
300pg/mL 15 8.43mm 1
15
48
48 30pg/mL 15
2.71mm 1 2.38mm
300ug/mL 1 15 2.71mm
48 30pg/mL
15 48
(5) 500mg 1 3 47(S-1):141-175, 1999
6 500mgx 3/ 5
4
7
5
1 24
6 5 3 5 6 6 1 2
4
(6) 500mg 1000mg 60

47(S-1):141-175, 1999
500mg 1000mg 60
12

24



2 6 4 1000mg 0 2 6 5 2 4 6 6
4 6 6 1
@)
47(S-1):176-195, 1999 47(S-1):209-226, 1999 47(S-1):227-
241, 1999
300mgx 2/ 500mgx 2/
30 3 14
40 5 23
1 17 1
80
10 3 1 5 1
70
80
9 4 5 71
71
66.7% 20/30 1
68.8% 11/16 90.0% 9/10
1
1 300mg
1 12
Enterobacter agglomerans / 1 295

SIRS systemic inflammatory response syndrome

WBC CRP
300mgx 2/ 59.1% 13/22 500mgx* 2/ 87.5% 7/8

25



69.6% 16/23 66.7% 6/9
71.4% 10/14 300mgx 2/ 75.0%
12/16 500mgx 2/ 57.1% 4/7 UTI 3
UTI UTI 22
59.1% 13/22
70.6% 12/17 33.3% 2/6
4/5 3 6
300mgx 2/ 63.6% 7/11 500mgx 2/ 83.3% 5/6
75.0% 6/8
20.0% 1/5 44.4% 4/9
80
300mgx 2/ 1
1 71 26
36.6% 14.1% 10/71
300mgx 2/ 49 8 500mgx 2/ 22 2 19
4 AST 5 ALT 6
CAZ 3
@) 62(7):410-427, 2000
1
300mgx 2/ L 500mgx 2/ H CAZ 1000mg
x 2/ C 30 5
1 110 L 36 H 38 C 36
UTI 19 1
90 L 30 H 33 c 27 110

26



p=0.064

p=0.082
uTI L 86.7% 26/30 H 788% 26/33 C 88.9% 24/27
L 86.7% 26/30 H 90.9% 30/33

C 85.2% 23727
3

Breslow-Day

p=0.006
L  100% 14/14

H 70.8% 17/24

X 2 p=0.030 L 75.0% 12/16 H 100% 9/9

C 93.3% 14/15
C 83.3% 10/12
Cochran-Mantel-Haenszel

UTI 90 L 54 H 49 C 42
L 92.6% 50/54 H 91.8% 45/49 C 97.6% 41/42
3
110 L 36 H 38 C 36
L 1 L 1 2
108 L 35 H 37 C 36
L 17.1% 6/35 H 24.3% 9/37 C 19.4% 7/36
L 14.3% 5/35
H 16.2% 6/37 C 13.9% 5/36 3
4 ALT 6 Al-P y -GTP 5 AST
4 ESR 1
L 1 ESR AST ALT Yy -GTP
2 48(6):417-432, 2000
300mgx 2/ L 500mgx 2/ H CAZ1000mgx 2/
C 30 14
120 L 40 H 39 C 44 GCP 6 L
2 H 2 c 2 114
26

88 L 32 H 27 C 29

10 104 L 35 H 33 C
36
H 85.2% 23/27 C 86.2% 25/29 L 65.6%
21/32 X ? p=0.088

27



L 531% 17/32 C 448% 13/29 H 704% 19/27

p=0.147
L 100% 32/32 H 92.6% 25/27 C 93.1% 27/29
3 L
92.9% 13/14 H 100% 7/7 C 100% 10/10 L 92.9%
13/14 H 100% 8/8 C 100% 11/11

L 947% 36/38 H 67.6% 25/37 C 795% 31/39
p=0.0074 Kruskal-Wallis

Cochran-Mantel-Haenszel

H 1 1
1
104 L 0% 0/35 H 30% 1/33 C 28% 1/36
H 1 C 1 GCP
L 1

97 L 34 H 29 C 34
L 14.7% 5/34 H 27.6% 8/29 C 44.1% 15/34
L 14.7% 5/34 H 241% 7/29

C 32.4% 11/34 11
ALT 11 AST 7 Yy -GTP 1
461 GCP GCP 22 439
384 199 1
129 50 5
1
1 3 1 5 434
30
18 12 3
33 406
1) 47(S-1):176-195, 1999 47

28



(S-1):196-203, 1999

47(S-1):204-208, 1999

222 23 199
GCP 11
300mgx 2/ 500mgx 2/ 30
3 14
500mgx 3/ 500mg
x 3/ 300mgx 3/
76.4% 152/199
78.9% 90/114 74.6% 53/71 55.6% 5/9
1/2 1
300mgx 2/ 81.8% 36/44 500mgx 2/ 73.6% 109/148
300mgx 3/ 1/1 500mgx 1/ -500mgx 2/
2 500mgx 2/ -500mgx 3/ 1 500mgx 2/ -500mgx 1/ -500mg
x 2/ 1 500mgx 3/ -500mgx 2/ 1 500mgx 2/ -300mgx 2/ 1
100% 6/6 70.7% 65/92
73.1% 76/104 76.2% 32/42
71.0% 44/62
45% 10/221
7 32% 7/221
1
26.0%
537204 13.2% 27/204
ALT 9 8 AST Al-P 5 y -GTP
3 LAP LDH 2 Cl- 2 BUN
2 47(S-1):176-195, 1999
500mgx 1/
1 300mgx 1/ 2 5 3 4 3 500mg
x 1/ 5 S.aureus

3

47(S-1):209-226, 1999

300mgx 2/

29
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500mgx 3/ 500mgx 3/ 300mg

x 3/ 5 156

27 129 8

7
1
83.7% 108/129
86.0% 43/50 82.3% 65/79 300mg

x2/ 91.2% 31/34 500mgx 2/ 80.9% 76/94 500mgx 3/ 1/1
UTI 82.0% 105/128

80.0% 40/50 83.3% 65/78
87.6% 1837209

1
1.3% 2/156 1
1 1
18.8% 27/144 8.3% 12/144
6 ALT 5 AST 3 y -GTP 2 Al-P
LAP 1
4) 47(S-1):227-241, 1999
300mgx 2/
500mgx 2/ 30 3 14
500mgx 3/ 500mgx 3/ 300mgx 3/
54 3 1 4 50
35 GCP 24
11
82.0% 41/50 90.9%
10/11 84.6% 11/13 70.6% 12/17
3 2 1
300mgx 2/ 87.5% 7/8 500mgx 2/ 80.0% 28/35 500mg
x 3/ 80.0% 4/5 300mgx 2/ -500mgx 2/ 2/2
38 37 56.8%
21/37
3
50
52.9% 27/51
15.7% 8/51 2 2

30



ALT Al-P 1

®) 47(S-1):242-248, 1999
5
300mgx 2/ 1 500mgx 2/ 4
GCP
300mgx 2/ 500mgx 2/
500mgx 3/  300mgx 3/ 30 3 14
80.0% 4/5
87.5% 7/8
5 1
(6)
1
300mgx 2/ 500mgx 2/ 30
3 14 C. albicans
6
GCP
1
B CAZ
) 62(8):472-500, 2000

500mgx 2/ CAZ1000mg
x 2/ 30 5
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5 300 146 154

5
74 226 UTI
2 1 3
297 145 152
2 1
19 278 134 144
p=0.107 p=0.081
46.7% 50/107 35.3%
42/119 +
++
+23.4% 25/107 ++3.7% 4/107 +17.6% 21/119 ++9.2%
11/119
uTI 92.5% 99/107 87.4% 104/119
90% 2.3 12.5%
A =10%
Logistic
87.9% 94/107 84.9%
101/119 ITT 300 2
1 80.7% 117/145 76.3%
1167152
72.9% 78/107 80.7% 96/119
48.6% 52/107 40.3% 48/119 1
79.3% 73/92 73.0% 81/111
5 73.9% 68/92
82.0% 91/111 1
5
86.2% 150/174 82.9% 165/199 5
87.9% 174/198 90.7% 196/216
CAZ
72.7% 8/11 84.6% 11/13
CAZ 1 3
10*CFU/mL ++ 30 99 /hpf
+ 10 29 /hpf
10*CFU/mL uTI
62.5% 5/8 77.8% 7/9
297 2.8% 4/145 3.3% 5/152
2
1
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1
1
278 134 144 17.2% 23/134
23.6% 34/144 11.2% 15/134
20.1% 29/144
AST ALT
() 48(6):433-463, 2000
500mgx 2/ CAZ
1000mgx* 2/ 30 14
233 GCP 7 226 112
114 47 179 84
95
1
7 219
23 203 99
104
73.8% 62/84 58.9% 56/95 p=0.041
75.0% 63/84 58.9% 56/95 p=0.027
ESR p=0.048 CRP p=0.084 X
p=0.093 p=0.117 p=0.100
90.5% 76/84 90.5% 86/95 90% 8.4 8.3%
A =10%
8 Logistic
85.1% 86/101 85.2% 92/108 90%
91 9.0% 76.8% 86/112
81.6% 93/114 90% 14.6 5.0%
81.1% 30/37 100% 46/46
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108
87111

1.8%

3)

42
17
162

92.9% 65/70

p=0.002 82.9% 34/41
p=0.002
p=0.030
1 1
111 5.6%
1 1
1 1
1
1
2/111
1
203 99 104
354% 35/99 35.6% 37/104
31.3% 31/99 29.8% 31/104
AST ALT
500mgx 2/ CAZ 1000mgx 2/
14

207 GCP 14

191 94 97
149

174

91.1% 72/79
A =10%

34

90%

100% 52/52
3
3
219
6/108 7.2%
3
2.8% 37108
1

48(6):464-494, 2000

30

29

6.9 10.4%



80.4% 74/92 86.3%
82/95 90% 159 4.1%
78.7% 74/94 85.6% 83/97 90%
17.0 3.3%
66.7% 26/39 90.2% 37/41
p=0.021 S. pneumoniae
11 1 9 4 44.4%
p=0.008
70.5% 31/44 91.1% 41/45
p=0.027 50.0% 7/14
100% 17/17 p=0.001
3 70.0% 28/40
36.6% 15741 p=0.003 14
42.9% 9/21 55.0% 11/20 p=0.044
85.7% 12/14 86.7% 13/15
1 3
4/4 80.0% 8/10
1 2 1
1 (
174 81 93
7.4% 6/81 11.8% 11/93
1
1 1 1
1 4
1 5
3.7% 3/81 2.2% 2/93
1 1
1 1
20.8% 16/77 30.6% 26/85
14.3% 11/77 25.9% 22/85
AST ALT

@

48(8):654-672, 2000
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300mgx 2 3/ 500mgx 2 3/

7 49 8
41
1 47
2 45 87.8%
36/41 95.2% 20/21 80.0%
8/10 80.0% 8/10 300mgx 2/ 500mg
x 2/ 83.3% 5/6 96.4% 27/28
88.9% 24/27 89.7% 52/58
10.6% 5/47
2 1 1 1
2 24.4% 11/43

15.6% 7/45

2 48(5):353-374, 2000
300mgx 2 x 3/ 500mgx 2
x 3/ 3 14
85 17 68
1 83
4 79
79.4% 54/68 84.6% 11/13
71.4% 10/14 100.0% 8/8 77.8% 7/9 3/3
71.4% 15/21 300mgx 2/  500mgx 2
/  500mgx 3/ 85.7% 6/7 77.1% 37/48 83.3% 10/12
51.4% 19/37 75.0% 69/92
1
3.6% 3/83 1
83 2 2.4% 43.0% 34/79

17.7% 14/79

3 48(6):401-416, 2000
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300mgx 2 3/ 500mg

x 2 3/ 3 14
10 1 9
1 9
CRP 88.9% 8/9
33.3% 2/6 42.9% 3/7
P. aeruginosa 3 MSSA 1
9
9 4 44.4%
22.2% 2/9
(4) 48(8):673-683, 2000
500mgx 2 3/
14
8 1 6 2
4
1 7
DIC
4
500mgx 2/ 2 2/2
500mgx 2/ 2 500mgx 3/ (2 ) 500mgx 2/
500mgx 3/ 2 2/4
3 2 E.coli
E.coli E.faecalis
S. intermedius
14.3% 1/7
1 1000mg
5
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28.6% 2/7
)
300mgx 2 3/
10
x 2 6 UTI
10
UTI

4 300mgx* 2

3 4 3
100% 7/7
UTI
2 9
88.9% 8/9

E.coli 5
S.epidermidis
10

30.0% 3/10
AST

100mL

57.1% 4/7
Al-P

AST ALT

62(8):460-471, 2000

500mgx 2 3/ 7
3 7 300mgx 2 1 500mg
500mgx 2 2 500mgx 2

100% 7/7 7 3

7 6
3 7
UTI
5 3
UTI

S.epidermidis 2 E.coli

71.4% 5/7

20.0% 2/10
ALT

38



@)

500mgx 2/

3 14
28 5 23
28
1 27
62.5% 5/8 86.7% 13/15
78.3% 18/23
76.2% 16/21
75.0% 9/12 77.8% 7/9
3.6% 1/28
3.6% 1/28 29.6% 8/27
25.9% 7/27
ALT
2 62(9):529-542, 2000
300mgx 2/ 500mgx 2/
5
91 UTI 22
69 300mgx 2/ 31 500mgx 2/ 38 UTI
UTI 300mgx 2 83.9% 26/31 500mgx 2 86.8%
33/38 85.5% 59/69
300mgx 2/ 73.7% 14/19  500mgx 2/ 82.4% 14/17
300mgx 2/ 100% 12/12 500mgx 2/ 90.5% 19/21
77.8% 28/36 93.9%
31/33 77.8% 28/36
90.9% 30/33 84.1% 58/69 uTI
88.0% 103/117 81.4% 48/59
94.8% 55/58
3
2.2% 2/90 1
2 11.4% 10/88
10.2% 9/88 ALT
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empiric
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empiric

36.4% 12/33

13/30 66.7% 18/27
p=0.038 X 2
18.8% 6/32 17.2% 5/29
3
1 30 95%

CAZ
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43.3%

7.4% 2/27
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CAZ

92.3% 12/13 100% 22/22
74.1% 20/27 85.7% 24/28

80%
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84.6% 11/13 93.8% 15/16 3/4

84.0% 21/25
63.2% 12/19 19
2 11
545% 6/11

80.6% 25/31 80.0%

8/10 33.3% 2/6
B

5 100% 5/5

100% 4/4
5 2 SIRS

SIRS sepsis
Chest 101:1644,1992

94.0% 47/50 85.2% 443/520 64.1%
59/92
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30

2
CAZ
CAZ
CAZ
empiric
100%
28/28 66.7% 4/6 MIC90  6.25ug/mL
85.2% 23/27
100% 12/12
61.8% 84/136 66.7% 46/69
74.6% 144/193
61.5% 8/13 82.5% 33740
30

80%
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30

1 600mg 1000mg 2
1000mg 2 1 600mg
300mgx 2/ 500mgx 2/
500mgx 2/
500mgx 2/
UTI
300mgx 2/ 500mgx 2/
500mgx 2/ 300mgx 2/
500mgx 2/ 500mgx 2/
300mgx 2/ 500mgx 2/
300mgx 2/ 500mg
x 2/
500mgx 2/
300mgx 2/ 500mgx 2/
1)
3.4% 43/1264 51 21
CPK
11 0.9% 11/1264 11
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1 1
)
3)
10
4)
AUC,..,
65
26/675
27% 7/264
65

0.2% 2/1264

1,906 GCP
T
Ccr
64
2.9% 17/589 3.9%
18.7% 104/555 12.0% 76/632
75

13.8% 34/247
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100mL
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GCP
GCP
GCP
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59/92

26

54

12

14 2 1

300mg 500mg 300 500
27
empiric
85.2% 443/520 64.1%
157
157 80

50.0% 27/54
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CAZ

p=0.002  p=0.021

S.pneumoniae MIC range
1.56 6.25ug/mL CAZO0.05 6.25ug/mL
3.13ug/mL CAZ 0.025 6.25pg/mL CAZ MIC

AUC/MIC MIC50 3.13ug/mL 14
48:325-331,2000 Lacy  Antimicrob Agents Chemother43:672-677,1999
25 30 CAZ B
Time above MIC MIC5, 0.2ug/mL 24

MIC MICqo MICso

Appelbaum
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Agents 16 : 5-15, 2000

Appelbaum
PAE
1)
6 1
3 1
2/4 3/3
19

30
84.7% 266/314

International Journal of Antimicrobial

Kaplan-Meier

52.6% 10/19

52

2 SIRS
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50.0%

171

19

12 3

@

100.0% 28/28
66.7% 4/6

27 18

38.7

84.0% 42/50
50.0% 3/6

75.0% 6/8

53

75.0% 6/8

27

12

58.3

172

7/12



77.4% 24/31

MIC
30
1 1000mg
1 600mg 2
500mgx 2/
500mgx 2/
500mgx 2/
AUC 90%
Ccer
500mgx 3/
30
30
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71.0% 22/31

18 31

71.9% 23/32

Cmax

300mgx 2/

20 30%



DNA
OFLX CPFX LFLX SPFX
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