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Jz
Jz
100 100

COOH
(@]
Co1HoFN306S
461.46
)6 -1 7[5 -2 13 4 ) -1

]-4-  -4H-[1,3] [3,24 -3-
(x )-6-fluoro-1-methyl-7-[4-(5-methyl-2-oxo-1,3-dioxolen-4-yl)methyl- 1-
piperazinyl]-4-oxo-4H-[ 1,3]thiazeto[ 3,2-a]quinoline-3-carboxylic acid



Jz
100

(1)

)

JZ

100
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1 264.2mg
200mg 1 2 1
396.3mg 300mg
1 396.3mg
300mg 1 2
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36

396.3mg

264.2mg

300mg/kg
16

1

2

42

36

396.3mg

396.3mg

1

264.2mg

1 2
396.3mg



NSAIDS

26

UFX

NSAIDS

NSAIDS GABAA

GABAA
10

NSAIDS

NSAIDS

UFX



pH

16

0.11pg/mL

C.difficile
C.difficile
C.difficile
712602 16/2602

1 2642mg 1 2

5/6

30 50%

3

2

C.difficile



MIC

(1) 1 2 1 1321mg  264.2mg
97 p348  132.1mg
1321mg  95.5% 106/111 264.2mg 93.2% 109/117
132.1mg  92.7% 5155 264.2mg  84.3% 75/89

132.1mg  92.7% 5155 2642mg  91.8% 56/61 264.2mg
1321mg  82.6% 19/23 264.2mg
87.0% 47/54 132.1mg  87.3% 48/55 2642mg  92.3% 36/39

132.1mg 69.8% 30/43 264.2mg 79.5% 70/88
1 2642mgl 2

@)
100 p357 1 2 1 264.2mg 76.5%
132.1mg 82.6%
MIC  25p g/mL 101 p357
MIC
1
2 2 1 264.2mg
84.6% 22/26 39%63mg 1 2 89.3% 25/28

96.4% 27/28



(1)

(2)

()

(4)

(1)

(2)

264.2mg 26 1 396.3mg 28 1
28 5
100% 11 1 2642mgl 2 50%
4/8 36.3% 4/11 125% 1/8

1
132.1mg 2642mg 396.3mgl 2
2 1 2 1 264.2mg
396.3mg 1 396.3mg
5 1 132.1mg
2642mg 1 2
1 39%6.3mgl 2
1 2642mgl 2
3 1 2 1 1321mg 264.2mg
1 2 1
132.1mg 264.2mg 396.3mg
528.4mg
MIC
73.3% 11/15 15
in vitro
5
33.3% 28.6%
6
64.3% 9/14 76.9% 10/13

10



1990 1

23 1993 7 2 1993
10 1
D 4 260
50 201
2
30
23 22
24
3 44.3% 54/122
(1) in vitro GABA GABAA
NSAIDS
2 1 39%6.3mgl 2
29/268 10.82% 205 p450
1
1
1 39%.3mgl 2 1 264.2mg

1 1321mg 264.2mgl 2
1 396.3mg 1 264.2mg
1 396.3mg
1 2 1 2642mg 1 2
1 2642mgl 2



1
396.3mg
1
26 1 396.3mg 28 1
5
85/104 86.7% 91/105

0.13165 0.032937

ITT

1 132.1mg

1

396.3mg

12

1

1

ITT

1 396.3mg

264.2mg

1

1

1321 264.2mg

1
1

264.2mg

1

2

396.3mg

264.2mg 396.3mg

28

5

intent to treat

PC

132.1mg

1

2

1

1

2

264.2

2

2

264.2mg

396.3mg 81.7%

p=0.1557 90%

PC

per protocol



) 1
132.1mg 264.2mg 396.3mgl 2

1 1321mg 2642mg 1 2

1 2 1
132.1mg 264.2mg 396.3mg
528.4mg
MICoo
0.05ug/mi 528.4mg time above MIC 27
3 132.1mg 264.2mg
UFX UFX
UFX
MIC
(4)
88.3% 83/94 77.4% 89/115
1)
MICgy pg/mL
12.5 125 OFLX 25 25
CPFX 25 12.5 TFLX 25 125
MI1GCgo

13



80.3% 118/147 87.9% 29/33 OFLX 79.1% 136/172 79.2% 76/96 Jpn JAntibiotics

42:497,1989 CPFX 87.4% 139/159 785% 62/79 Jpn JAntibiotics 42:513, 1989  TFLX
89.4% 169/189 58.7% 27/46 Jpn J Antibiotics 43: 583, 1990 LVFX
77.0% 77/100 90.9% 20/22  Jpn J Antibiotics 47:309, 1994
() 6 MIC
MIC

MIC 3.13 6.25ug/mL
MIC 100ug/mL

MIC 2
57.3% 63/110 OFLX
56.5% 140/248 Jpn J Antibiotics 42:497, 1989 CPFX 54.4% 137/252 Jpn J Antibiotics 42:513,
1989 TFLX 46.0% 104/226 Jpn J Antibiotics 43: 583, 1990 LVFX 50.4% 65/129 JpnJ
Antibiotics 47:309, 1994

(3)
100%
MIC
1998
0.9%
1.0% 1.2%
2155
19 22 26

14



(4) 44.3% 54/122

18.2% 12/66
45.1% 55/122

(D) 1 132.1mg 0.43% 3/702 264.2mg 0.81%
12/1473  396.3mg 0% 0/284
264.2mg 2 14
0.05pg/mL 1 2 35 2 6 1 0.11pg/mL
2602 in vitro
GABAA
10 NSAIDS
NSAIDS
NSAIDS
invitro
NSAIDS
(2 1 39%3mgl 2
9 3 18
GCP
GCP

15



5 ITT

1 39%3mg 1 2

1 2642mgl 2
100% 41/41 100%
46/46 88.9% 8/9 73.3% 11/15 100% 4/4 100% 6/6

16



14
Jz
Jz
132.1mg 132.1mg
9 3 18

9 3 18 1 1 18

396.3mgx 2/
396.3mgx 2/
396.3mgx 2/
396.3mgx 2/
396.3mgx 2/
528.4mgx 2/ 7
300 396.3mgx 2/
396.3mgx 2/

17

13

264.2mg

264.2mgx 2/



91 92
93
QT
2
38 39
132.1mg 132.1mg
B 42 36
3
QT torsades de pointes
38
2 4
PUFX 150mgkg 1 1 6 5
6 UFX 6
QT Fridericia QT
QTc PR UFX 2.24
2.65ug/mL 147 0.70ug/mL PUFX 396.3mg 1 2 7
UFX Cmax 1.54ug/mL 0.5 1.8
PUFX
39
Hartley
UFX UFX PUFX 396.3mg 1 2 7
UFX  Cmax 1.54ug/mL 10 30 100 15 45
150pg/mL UFX 15
45ug/mL UFX 150ug/mL
1.0+ 0.3% 6.0+ 0.5% UFX 15  45pug/mL

15 45ug/mL



Step 1 6 792.6mg

Cmax  2.30pg/mL AUGC,, 11.56pg hr/mL 132.1mg 264.2mg 528.4mg
Cmax
AUG,., 48 UFX
23.1% 132.1mg 264.2mg 528.4mg 46.0% 38.3% 30.6%
Step 2 6 5284mg1 2 7
Cmax AUCq. 121, 4
12 UFX 2
1
4 6 29.0 33.0% 48 29.6%
6 396.3mgx 2/
UFX 3 63 75
47 63Kkg 2 4 1
UFX 2 4
091 0.50 1.54pg/mL 034 024
0.80ug/mL 5 2
040 1.86 0.38 3.45ug/mL 0.09 184 011 7.49ug/mL
91
92
93
UFX
20
Full Analysis Set FAS Per Protocol Set
PPS 2 FAS PPS

PPS
FAS 1

19



PPS FAS 3

FAS FAS
PPS FAS
FAS 1
PPS FAS
91
792.6mg 1 5284mgl 2 7 7 1
12 1 6
Step 1
Step 2

Stepl1 6 Sep2 6

Step 1
Step 2 6 2 7 1
12 Step 2
Step 1
(D) 92
396.3mgx 2/
) 3 14

20



1 236 3
FAS
149 25.5 PPS
FAS
PPS 10.5% 22/209
19
FAS
3.7 10.7 PPS 7.4%
18/227 95%Cl 4.8 12.2 PPS
54 13.7 ( )
23 3
20
No.
2 6
No.
No. No.
No.
No.
FAS 91.6%
PPS 95.4% 166/174 95%Cl 91.1 98.0
95.7% 90/94
93.0% 53/57
/ 2
FAS 89.8% 88/98
PPS 93.4% 71/76 95%CI 85.3 97.8

93.2% 82/88
48/52

21

237

19.8% 46/232 95%Cl

21.6% 46/213 95%Cl 16.3 27.7
9.5% 22/232  95%Cl 6.0 14.0
95%Cl 6.7 15.5

1 No.

6.6% 15/227 95%CI

15/202 95%ClI 4.2 12.0

FAS 7.9%
8.9% 18/202 95%ClI
14
14
4 No.
No.

No.

No.
No.

No.

95%Cl 87.1 94.8

23/23

82.0 95.0

33/35 92.3%



FAS PPS
2 93
396.3mgx 2/
264.2mgx 2/ 396.3mgx 2/
264.2mgx 2/
396.3mgx 2/
7
1
2
UTI 3
133 2 131
PPS 125 FAS 130
PPS 107 FAS
130
FAS 130 17.7% 23/130  95%CI
116 25.4 11.5% 15/130 95%Cl 6.6 18.3
PPS 18.3% 23/126 95%CI 119 26.1
12.0% 15/125 95%CI 6.9 19.0 13
FAS 7.0% 9/129
95%Cl 3.2 12.8 PPS 74% 9/121 95%ClI 3.5
13.7 FAS
7.8% 10/129 95%Cl 3.8 13.8 PPS 8.3% 10/121
95%Cl 4.0 14.7 ( ) 1
14 24
7 17 2
No. No.
5 No. No.
No.
No.
No.
UTI 3 PPS

22



75.7% 81/107

PPS
82.8%

82.4% 75/91

396.3mgx 2/
3.2% 9/284

ICH E2A

12/284 20.4% 69/339

ICH E2A

ICH E2A

95%Cl

130/157

66.5 83.5

76.6%

396.3mgx 2/

ICH E2A

23

82/107

11.1%

95%Cl
83.3%

37/334

67.5 84.3

55/66

4.2%



396.3mgx 2/ 90.9% 10/11 264.2mgx 2/ 50.0% 4/8
396.3mgx
2/ 100% 6/6 94.3% 83/88
396.3mgx 2/
264.2mgx 2/
396.3mgx 2/
396.3mgx 2/ 10.8% 29/268
264.2mgx 2/ 4.9% 64/1303 396.3mgx 2/ 396.3mg
x 2/ 268 396.3mgx 2/
396.3mgx 2/
7.4% 24/323
9.0% 53/591
396.3mgx 2/ 264.2mgx 2/
264.2mgx 2/ 4.9% 64/1303 396.3mgx 2/
9.0% (53/591 ) Fisher p<0.001
396.3mgx 2/
4 45(5):271-293,1997
396.3mgx 2/ 16.0% 15/94 200mgx 3/ 16.1% 14/87
5 45(5):294-317,1997
396.3mgx 2/ 7.9% 7/89 200mgx 3/ 7.5% 7/93 396.3mg
x 2/
4
1
9
3 1 CPK(CK) 5
4 6

24



CPK(CK) GOT(AST) GPT(ALT)

CPK(CK) 5 5 CPK(CK)
4
No.
1
65 64 tie AUC,.,
14
396.3mgx 2/
65 65
FAS 65 8.2% 15/182
17.0% 31/182 65 12.2% 22/180 21.1% 38/180 PPS
65 9.1% 15/165 18.6% 31/167 65 13.0%
22/169 22.1% 38/172
FAS
65 7.8% 14/180 8.3% 15/180 65 5.7% 10/176 7.4% 13/176
PPS 65 8.9% 14/158 9.5% 15/158

65 6.1% 10/165 7.9% 13/165

25



NSAIDS

invitro

NSAIDS

396.3mgx 2/
1

132.1 264.2mgx 2/

NSAIDS

GABAA
10 NSAIDS
NSAIDS
264.2mgx 2/
1 1321 2642mg 1 2
1 2642mg 1 2
396.3mg
1 2642mg 39%.3mg 1 2
396.3mgx 2/
264.2mgx 2/
1 2642mg 1 2
396.3mg
1 39%3mg 1 2

26

396.3mgx



264.2mgx 2/

1
396.3mg

264.2mg

1 39%3mg 1

27

1

2

2

396.3mg



Jz
100
9 3 18
ICH E2A
264.2mgx 2/
132.1mg
1 132.1mg
100 100

28

JZ

100

ICH E2A

NSAIDS

100mg

14

396.3mgx 2/



100%

1998 8 25

1 264.2mg
200mg 1 2
396.3mg 300mg

29



1 396.3mg
300mg 1 2
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