17 8 10

400mg

14 9 30
1 400mg

C21H24FN30s4 HCI
437.89

1 6 8 7 [(4aS, 7aS)
[3.4 b] 6 ] 4 1,4 3

1-Cyclopropyl-6-fluoro-8-methoxy-7-[(4aS,7aS)-octahydropyrrolo[3,4-b]pyridine
-6-yl]-4-oxo0-1,4-dihydroquinoline-3-carboxylic acid monohydrochloride



400mg
14 9 30
@
(2) QT
3

1

400mg

17

1

10



14

9] B

400mg

30

400mg

15

400mg

1

10

10



1 400mgl
1 1999 6 21 12 10
2002 6 78

1 -l B

H -l i

UVIVIS
IR IH-NMR 13C-NMR X
pH
99.5 2
0.1%
0.1%
IR
HPLC
HPLC
IR 1H-NMR
400mg



50mg 200mg
12 2 14 67
AUC
Cmax Crmax

IR IR

B
|

B B oo 900mL
I

BA

CE
HPLC CE
HPLC

CE
HPLC

g I



invitro -

HPLC

50mg 400mg Crmax

Crmax
AUC
50mg 400mg

25 /60%RH/

/136 40 [75%RH/
112 60 / 16 40 /75%RH/
/6 15 Ix [/ 2mm /24
360 Ix hr
36
25 /60%RH/ PTP 124
40 /75%RH/ PTP 9
60 /6 50 /3 / 40 /75%RH



30 /60%RH/ 16 3 Ix
/ 140 120 Ix hr

| 2

13 5 1 565
24 36
36
36
LDso
435 125 500mg/kg 758mg/kg
500mg/kg 1320mg/kg 500 2000mg/kg
105mg/kg 63 100mg/kg 130mg/kg 100 125mg/kg
112mg/kg 100mg/kg 146mg/kg 100 160mg/kg
1335mg/kg
4 13 6 4 13
4 20 100 500mg/kg/ 100mg/kg/
20 100mg/kg/ 100mg/kg/
100mg/kg/
4 10 50 250/150mg/kg/ 250mg/kg/ 6 3
2 23 150mg/kg/
250/150mg/kg/
GOT GPT
GLDH
50mg/kg/
100 150mg/kg/ 100mg/kg/
150mg/kg/
150mg/kg/



4 10 30 90mg/kg/ 10mg/kg/
30mg/kg/ 90mg/kg/
GPT GLDH
QT 10mg/kg/
13 20 100 500 750mg/kg/ 500mg/kg/
GPT,GOT LDH 750mg/kg/
100mg/kg/
750mg/kg/ 4 GPT GOT
LDH 500 750mg/kg/ 13
23
13 15 45 135mg/kg/ 135mg/kg/
GLDH 45mg/kg/
13 60mg/kg/
60mg/kg/
6 20 100 500mg/kg/ 100mg/kg/ GPT GOT
ALP 500mg/kg/ LDH
20mg/kg/
100mg/kg/
6 15 45 135mg/kg/ 45mg/kg/ GPT GLDH
135mg/kg/
GOT
15mg/kg/
20 100 500mg/kg/
100mg/kg/ 500mg/kg/
500mg/kg/
20mg/kg/ 100mg/kg/
500mg/kg/
20 100 500mg/kg/ 100mg/kg/
500mg/kg/ 500mg/kg/



20mg/kg/ 500mg/kg/
10 30 100mg/kg/

100mg/kg/
100mg/kg/
4
F2
20mg/kg/ 100mg/kg/
100mg/kg/ F1
V79
V79 CHO
in vitro DNA
TA102 V79
TA102
400mg/ 7
6.5
PCA PHA

150mg/kg/ 4

100mg/kg/
30mg/kg/
30mg/kg/
10mg/kg/
20 100 500mg/kg/
500mg/kg/
F1 500mg/kg/
F1
500mg/kg/
DNA
in vitro 25 in vivo
ASA
PCA
B o 6 al



in vitro 100pg/mL

436mg/kg 7
261mg/kg/ 436mg/kg/
300mg/kg 100mg/kg/ 7
UV-LNA
DNA DNA V79
10
10 30 90mg/kg/ 30mg/kg/
90mg/kg/
10mg/kg/
11
4
30 60 90mg/kg/ 2 60mg/kg/
ERG a b
30mg/kg/
12
in vitro
100pg/mL

10



Crmax

AUC

AUC

53

11

4.4

13



in vitro

MIC MICgo S.aureus MSSA 0.025 0.78 0.2
pg/mL S.aureus MRSA 0.025 50 6.25 ug/mL S.epidermidis 0.025 3.13 0.39 pg/mL
S.pyogenes0.1 0.78 0.2 ug/mL S. pneumoniae PSSP 0.1 0.78 0.39 ug/mL S.
pneumoniae PRSP 0.1 0.39 0.39 ug/mL E.co/i0.025 0.78 0.1 ng/mL K. pneumoniae
0.025 156 0.1 pg/mL E.cloacaec0.012 0.78 0.05 pg/mL E.aerogenes0.025 0.2 0.2
uwg/mL Pmirabilis 0.05 25 0.39 ug/mL RPwulgaris0.05 0.78 0.39 ug/mL H.influenzae
0.006 0.012 0.012 ug/mL PRanaerobicus0.125 8 0.25 upg/mL Pasaccharolyticus0.125

16 0.25 ug/mL Pmagnus 0.03 32 8 pug/mL Pmicros0.125 2 0.25 pg/mL PRacnes
0.06 0.25 0.25 upg/mL M.pneumoniae0.035 0.26 0.13 npg/mL C.pneumoniae0.03
0.12 0.06 pg/mL L.pneumophila0.012 0.025 0.025 pg/mL

SPFX TFLX LVFX
CPFX S. pneumoniae
M. catarrhalis H. influenzae CAM
MBC MIC 2 MIC
Postantibiotic effect PAE MIC 4MIC 10MIC 3
3 S.aureus PAE 1MIC 0.9
1.8hr 4MIC 1.4 2.7hr 10MIC 2.1 3.3hr S.pneumoniae IMIC 0.3
1.2hr 4MIC 1.2 2.2hr 10MIC 2.0 2.hr E.coli PAE 1IMIC
0.4 1.1hr 4MIC 0.7 2.2hr 10MIC 0.3 3.2hr H.influenzae 1MIC
0.0 0.7hr 4MIC 1.2 3.1hr 10MIC 1.4 3.1hr E.coli PAE
CPFX
SPFX S.aureus S.pyogenes
CPEFX SPFX S.aureus
20mg/kg S.pyogenes 80mg/kg  100%

E.coli  K.pneumoniae
CPFX SPFX 1mg/kg 2.5mg/kg

12



100%

EDso
EDso SPFX
S.pneumoniae H.influenzae
4
50mg/kg
SPFX 1/10,000 CPFX
H.influenzae 10mg/kg
S.aureus
3 4
80mg/kg
80mg/kg
CPFX
DNA
DNA
2.2x 106
E.coli S.pneumoniae
1/20 7
S.pneumoniae 100
S.pneumoniae 1000
McCoy
M-1
1 >128ug/mL 16

EDso
0.0137 1.72mg/ 0.761 95.6mg/kg
CPFX LVFX 2 12

1
24
S.pneumoniae 1/100
1 1
80mg/kg 1/1000 SPFX
1/1000 SPFX
DNA
4MIC
<1.45x 10°
CPFX S.aureus
170
1/2
S.aureus MIC 8
CPFX  S.aureus MIC 100 10,000
PMN
PMN McCoy
10.9+ 1.0 8.7+ 1.0 n=5
MIC

13



100mg/kg

100mg/kg
10mg/kg
100mg/kg
31.5mg/kg
100mg/kg
100mg/kg
10ug/mL
100mg/kg
invivo invitro
120mg/kg 120mg/kg 1
300mg/kg
75mg/kg 1
2.5 20ug
5nM
GABA GABA
ICso0  10-3M CPFX ENX
in vivo QT
100mg/kg QT QTc
100mg/kg
30mg/kg QT 30mg/kg QT
QTc 2mg/kg/min
QTc QT
QTc
QTc 30mg/kg 0.5mg/kg/min
Cmax 24.3ug/mL 400mg
Cmax 4.13ug/mL 5.9
QT QT

14



QTc QTc
200ug/mL
Torsades de pointes
120mg/kg 2mg/kg/min
QTc 6 1
SPFX QTc 6 3
4 Torsades de pointes 2
QT HERG lir
7
7 CPFX
CPFX
1.0png/mL MIC
400mg
Cmax
1.78ug/mL 0.68ug/mL 2.6
8.7 10.9
MICogo
100mg/kg
QT
400mg Cmax 5.9

15



Cmax 10

400mg
14C- Tmax  0.5h
3.63h T2z 2.1h 0.5 8h 17.0h 10 48h
T2 10.3h 10-31h 194h 72 168h
T2 1.56h 0.5 8h 10.2h 10.25 31.25h 160h
48.25 168.25h
9.18 mg/kg T
1.21h 4 8h CL  2.55L/h/kg Vss
3.63 L/kg Tmax 0.083h
5 Tz 1.25h 3 8h AUC
77.8%
53.4%
9.18 mg/kg
T2 0.929h 15 4h CL 4.21L/h/kg Vs 3.70 L/kg
Tmax 0.25h T12 1.28h 4 8h
AUC 77.5%
2.75mg/kg 15
T2 6.81 10.25 31.25h 8.64h 0.5
31.25h CL 0.691 0.222 L/h/kg Vss 4.865 2.74L/kg 9.18
mg/kg Tmax 4.0 159h Tz 7.24
24 31h 9.01 10 31h AUC 6.95 37.6pg h/mL
52.4 90.7%
14C - 459mg/kg 8 1
8 24 Tar 2.64
2.22h 1.5 8h 1 8 AUC 1.43
1.52 ug eq. h/mL
AUC 3.60
1.93ug h/mL CL 2.55 4.77L/h/kg AUC 2.80

16



0.472ug h/mL 77.8 24.5%

9.18 mg/kg
Tmax 1.00h 0.083h 12 Crmax 0.787pg/mL
2.86pg/mL 1/4 AUC 2.81ug h/mL 2.80ug
h/mL
0.918 9.18mg/kg 2.75 27.5mg/kg
1
Wistar 14C - 4.6 mg/kg
0.5
T/P
1.37 5.49 168
0.04 1.1%
FB30
21 140 7.77
85.5

2

Wistar 14C - 5 mg/kg

24
7
FB30 14C - 5 mg/kg
24

17



18 14C - 5 mg/kg
2
2 0.06%
17 14C - 5 mg/kg
2
4.6 mg/kg
Cmax 2.32u0/g
0.773pg/mL AUC 4.97ug/g 1.49ug/mL
50 mg/kg
Cmax 18.8ug/g
4.42pg/mL AUCos 35.3ug h/g 7.65ug h/mL AUCo-s T/P
AUC AUC 35.3ug h/g 4.61 25.2ug
h/g 2.02 19.4ug hig 3.98
in vivo 4.6 mg/kg
30 8 31.3 35.4% 9.18 mg/kg
30 8 30.9 31.8% 24 49.1%
0.1 10pg/mL 14C-
invitro 28.0 44.2% 445 53.8%
14C - al- a- B- y -
B- a-
B -
PE/P
1.08 1.25

18



M-1 M-2
M-3 M-4
M-6
M-8
M-1
M-1 M-2
2
85% 71 79%
M-2 15% 22%
M-2 1/3 1/4
M-1 MIC 1 >128ug/mL
M-2
M-2
3% M-1
M-2 M-3
M-1 36%
M-1 32%
M-5 18%
M-2
M-1 19 3%
M-1 25 35%
M-1 M-2
CYP CYP
M-1
14C - 4.59 mg/kg
14.9% 86.8%
92.6% A ur 3

19

14%

M-2

M-5

M-9

M-1

75%

2%

2

168

5.14%

3%



168 19.9% 62.0%

14C - 4.59 mg/kg/ 11 8
8
14C - 4.59 mg/kg
48 5.7%
29.0% 60.9%
4.90% 20.6% 80.5%
24 9.8% 18.1% 67.6%
18%
85%
3.3%
14C - 4.6 mg/kg 8
1/3 3/4 AUC
46% 1 2 30%
1
100mg 200mg 400 mg 600 mg 100 600
mg AUC Crmax
400mg Cmax =4.13ug/mL  Tmax =1.75h AUC=51.51ug h/mL
T12=13.9h A ur =21.5%
400mg 1 1 1 1 7
1 Cmax =4.06pg/mL  AUC, =32.35ug h/mL 7 Cmax =4.08pug/mL
AUC, =46.67ug h/mL 1
24 A ur 23.6%
1 4
58 97% 7
59 92%
200mg 1
Cmax AUC 2.37ug/mL 22.33ug h/mL
2.07pug/mL 21.90pug h/mL A ur 17.5%
18.6%
2
400 mg 1
87.1%

20



21

86.2%

3
50mg 100mg 200 mg 400mg 600 mg 800 mg
50 800 mg AUC Crmax
400mg Cmax =2.50pg/mL  Tmax
=1.50h AUC=26.9ug h/mL Tu2=13.1h A uw=20.1%
5 2
100mg 200mg 1 2 400mg 1 1
5 3 400mg 1 1 10
14 600mg 1 1 10
4
400 mg 10 2 28
8 102 Tmax 05 4h
Cmax 3 1
12 4
AUC Crmax 45.5ug h/mL 4.32pg/mL
32.2ug h/mL 2.78ug/mL 1.41 1.55
AUCnorm Cmax norm 6.92kg h/L 0.66kg/L
6.54kg h/L 0.56kg/L 1.06 1.18
Tmax Tz
1.03h 11.9h 1.29h 13.3h
96 24.1% 19.3 23.6%
400mgl 1 5 14 4 No.0137
6 No0.0104 7 No.0110 5 3
1 1 No0.10029 8
AUC, Crmax No0.0137 46.67pug
h/mL 4.08ug/mL No0.0104 33.89ug h/mL 3.24pg/mL No0.0110



47.97ug h/mL 4.52ug/mL No.10029 35.6ug h/mL
3.33ug/mL
Tmax 1.07 1.44h T2 10.3 15.1h
AUC; norm Cmax norm No0.0137 7.37kg h/L
0.64kg/L No0.0104 6.00kg h/L 0.57kg/L No.0110
8.98kg h/L 0.85kg/L No0.10029 7.15kg h/L 0.67kg/L
No.0137 63.9kg No0.0104 71.0kg
No0.0110 76.1kg No0.10029 80.9kg AUC
. Crmax
5
3
18.59 1.67 6.78
12 24
400mgl1 1 5
2 36 1.67 3.58
0.4
1.2 09 1.2 1.1 1.7 0.3 0.6
0.2 0.8
6
69 81 66 80 22 44
200 mg
8 Cmax AUC 1.55pug/mL
19.27ug h/mL 1.31pg/mL 18.85ug h/mL
1.92ug/mL 24.85ug h/mL
Cmax norm AUCnorm 0.60kg/L
7.81kg h/L 0.64kg/L 8.01kg h/L
7
Child-Pugh ClassA Class B
Cmax 247 2.62 3.13ug/mL  AUC 249 32.6 31.9ug h/mL Crmax

AUC ClassB

22



M-1 Crmax AUC
Child-Pugh ClassA Class B

Cmax 0.639 0.572 0.200pg/mL  AUC 4.33 6.30 1.11pug h/mL
M-2 AUC 176 17.8 11.8ug h/mL
8
CLer mL/min/1.73m?2 >90 group
1 60 90 group 2 30 60 group3 30 group 4
4 Cmax AUC
CLr A ur groupl 4.38ug/mL 43.4ug h/mL 2.3L/h 24.2%  group2

4.92ug/mL 40.1pg h/mL  2.0L/h 19.5% group3 3.45ug/mL 35.8ug h/mL 1.9L/h
16.4% group4 3.16pg/mL 43.9ug h/mL 0.9L/h 9.5%
group 4 group 1 AUC Crmax
72.1% A ur CLr M-1
AUC  group4/groupl 248.4%

9

Cmax 39% AUC 41%

Cmax 28.9% AUC  40.0% Tmax A
ur
Cmax 41% AUC  61% Tmax A ur
15%
Cmax 84.5% AUC 97.4%
Cmax 85% AUC 94%

B Crmax / 149.6%
133.5% AUCo24 / 107.5% B

/ 103.7%

Cmax 79.2% AUC 87.9%

Crmax AUC

23



Crnax AUC
Cmax 83.2% AUC  95.5%

10
211 200mg
400mg
400mg 231/232A
232B 50mg 211 400mg
400mg 215 400mg
400mg 232A 400mg 232B
Cmax

AUC

50mg 400mg

AUIC AUC/MIC 125

1.78ug/mL 0.68ug/mL

biopsy
/ 8.7 10.9

MICao

24

50mg
214
215
400mg
215
231

HPLC-FL



AUIC125

AUIC AUC/MIC 125
AUIC
in vitro
1993 Forrest A
PK/PD AUIC 125
AUIC 125 32 125 250
6.6 250 1.9 AUIC
AUIC 75 175
/ 8.7 10.9
M-1 M-2 Crmax AUC
Cmax AUC
2

Cmax AUC
/
transepithelial elimination
CYP450 2
CYP450

25



50%

M-1 M-2  Cmax

QT
400mg

Group 4 AUC
AUC
AUC

20% 3% 14%

337mL/min  144mL/min 177mL/min 229mL/min
43mL/min

AUC
M-2
M-1 AUC M-2

No0.0148

26

AUC

20%

14%



AUC M-2
transepithelial elimination
Rohwedder
24 60%
20%
AUC
/
/
14C- 5 mg/kg
7.8 86
invitro
51.6 88.4%
51.6% 66.9% 70.3%
78.1% 87.8% 88.4%
63 140
0.252 0.182 geq./g 84
1.06 0.233geq./g
86
52 32 14C-
164
ADME

27



35
1 1 No.0115
| | 18
600mg 1 100mg
2 400mg 6 3 600mg 6
200mg 6 1 16.7%
4 66.7% 4 2
QTc
0.3700sec. 25 0.3983sec. 48
QT p=0.001 p=0.044 t
0.47sec.
2 2 No0.0120
<l 0 N 6
2 200mg
6 6 GOT GPT
GLDH
7
7 2 28.6% 4
3 50% 5 GOT
GLDH 1
No.2 6 GOT 1841U/L GPT 4351U/L

28

19

50mg
200mg 6

600mg
16

600mg
0.3843sec.

GPT

IgM IgG EBV-VCA 1gG IgM

28



EBV-EBNA HBs HBe HBc IgM  HA
IgM 1gG HCV
1
3 3 No0.0137
9] B | | 9
400mg 6 3
1 4 7 2 3 56
6 5 83.3% 18 3 2 66.7%
5 5 2
1
QTc 1
2 7
2.5 0.47sec.
Bifidobacterium Eubacterium Peptostreptococcus
2 C.difficile C.difficile D-1
1
1 4 No.0101
ol B <l B 38
50mg 100 mg 200mg 6 2
400mg 600mg 7
38 8 21.1% 9 50mg 6
2 33.3% 2 1 1 100mg 6 1 16.7% 2
1 1 600mg 7 1 142% 1 1
400mg 1 Al-P

29



2 5 No.0111

800mg
i N | | 7 2
7 4 57.1% 5 7 5
71.4% 9 3 2
1
1
2
1 6 No0.0102
i N | i N | 16 2
1 n=8 1 100mg
2 n=8 1 200mg
1 1 1 2 1
2
16 12 75.0% 38 100mg
8 6 75.0% 12 200mg 8 3 37.5% 12
16 9 56.3% 14 100mg 4
3 1 200mg
2
1 4 2
1
100mg 500mg
200mg
1/004 2/004 1/004 96
2/004 200mg 48
781U/L 190
2 7 No0.0104

30



x N | | | 8 2

400 mg 1 1 5
1
7 3 429% 7 8
1 125% 4 2
1
1
3 8 0110
N 15
400mg 10 7 3 5
2 1 1 10
10 8  80.0% 20
4 80.0% 7 3
2 1
2 1
2 1
4 9 No.0113
N 10
600mg 7 3 1 1 10
7 14 3 1
4 2
1
1 GOT
GPT 7 4
3

31



37 No.0162

19|}
| i N | 12 / 30.8£ 8.9

/33.3+ 7.8 12 / 73.0+£ 3.9 [755+ 24
12 / 74.0+ 4.3 [72.8+ 6.2 200mg
8 4
24 9 12 3
2 1 1
1 4
1
1 38 No.0155
9l B B 47.1£ 96 10
52.6x 12.2 8 Child-Pugh class A 6 class B 2
400mg
10 3 7 2
2 2 1
8 3 5 3 2
1 2 2
2 39 0090
i N | e N | 501+ 59 8
Child-Pugh class B 54.8+ 8.7 8 400mg

8 1 12.5% 1
8 2 25% 3

40 0148

| i N | 494+ 73 8

24 2 CLcr>90mL/min/1.73m2 56.9+ 8.1 8

19|}

32



3 CLcr 60 90mL/min/1.73m?2 51.6% 14.9 8 4 CLcr

30mL/min/1.73m2 59.0+ 9.6 8 400mg
1 3 2 8 4 6
4 2 4 2 2
4 2 1
4
QTc 10 No0.0163
QT ol <l B
20 9 11 3
400mg 800mg 400mg
2
QT QTc
QT
ETT
400mg 800mg 400mg 18
QT 271+ 12.6 + SD 252+ 11.0 27.7+ 11.0
37.8+ 17.8msec Bazett QTc 27.9+ 139 26.0+ 11.6 285
+ 11.1 37.7+ 17.4msec Fridericia QTc 27.6+ 13.4 25.7+ 11.4 28.2
+ 11.1 37.7+ 17.5msec
ETT QT 17 400mg QT
RR=1000msec 4.0+ 5.1% RR=400msec 2.3+ 2.8% 800mg
QT RR1000msec
3.7+ 3.4% 5.4+ 4.2%
11 No0.0108
e B B 32
2
200mg 7 400mg 8
LFLX 400mg 7 8 7
21 5 7
UVB 280 315nm UVA
315 400nm 400nm MED

33



Minimal Erythema Dose 24 MED
LFLX 335+ 30nm 365+ 30nm MED
70% 0 20% MED LFLX
200mg 400mg LFLX
VS. 200mg 400mg p 0.05 Wilcoxon test UVA uvB
MED
12 No0.10029
ol 11
12 400mg 8 4 14
13 14
14 14
TSH T3 T4
TSH T3 T4
3/8 2/8
1 2/4
4 CK
2.4
1 1 1 1
1 QTc 1 A QTc 62msec
A QTc 30msec
1 13 No.0112
ol W
117 200mg 38 400mg 40
AMPC 500mg 39 3 5 14
13
/ 104 200mg 33 400mg 35
AMPC 36
200mg 87.9% 29/33
400mg 77.1% 27/35 AMPC 77.8% 28/36
200mg 23.7% 9/38 400mg
27.5% 11/40 AMPC 23.1% 9/39 200mg
1 AMPC 1 2
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200mg 400mg 1 AMPC 2
2 14 No0.0106
ol B <l B
i N | D96-022
-22 D96-027 -23
200mg 10 400mg 11 CFIX 400mg 7
6 14
28 17 60.7% 200mg
60.0% 6/10 400mg 45.4% 5/11 CFIX 85.7% 6/7
200mg 4 CFIX 2 4
3 15 0122
ofl ol B
200mg 400mg CEX 500mg
3 7 14
86 200mg 30 400mg 28 CEX 28
/ 17
69 200mg 21 400mg 22 CEX 26
48 200mg 18 400mg 15
CEX 15
200mg 95.2% 20/21
400mg 100.0% 22/22 CEX 100.0% 26/26
200mg 72.2% 13/18 400mg 80.0% 12/15 CEX
80.0% 12/15
200mg 60.0% 18/30 400mg 67.9% 19/28
CEX 57.1% 16/28 200mg 5
400mg 1
4 16 0109

e N | 9] B
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200mg 400mg CAM 500mg
2 7 14
80 200mg 26 400mg 27 CAM 27
CAM 2 78
200mg 26 400mg 27 CAM 25 1
77 200mg 26 400mg 27 CAM
24 33 200mg 10 400mg 10
CAM 13
200mg 88.5% 23/26
400mg  92.6% 25/27 CAM 87.5% 21/24
200mg 60.0% 6/10 400mg 90.0% 9/10 CAM 76.9% 10/13
200mg 15.4% 4/26 400mg 18.5% 5/27
CAM 16.0% 4/25 CAM
1
5 17 D96-013
ol BN
400mg ST 160/800mg
2 7
82 57 ST 25
29 53 36
ST 17
100.0% 36/36 ST
70.6% 12/17 83.3% 30/36 ST 70.6%
12/17
78.9% 45/57 ST 56.0% 14/25
49.1% 28/57 ST 32.0% 8/25
5
ST 2
1)
18 0119
CAM
200mg 400mg 1 1 CAM 500mg
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678 200mg 230 400mg 224 CAM 224
675 200mg 229 400mg 224 CAM 222
531 200mg 180 400mg 177 CAM 174
128 200mg 40 400mg 47 CAM 41
200mg 93.9% 169/180 400mg 94.4% 167/177 CAM
94.3% 164/174
200mg  49.3% 113/229 400mg 50.9% 114/224 CAM
50.0% 111/222 5% 200mg  3.9%
400mg 45% CAM 59% 200mg 3.5% 400mg
8.0% CAM 5.9% 200mg 6.1% 400mg 8.0% CAM 5.4%
200mg 7 400mgll
CAM 11
CAM
19 D96-026
1ol
1ol B
400mg 1 1 10
CAM 500mg 1 2 10
2 4
21 28
21 28
2 4
21 28
2 4
474 237 CAM 237 1
473 237 CAM 236
382 194 CAM 188 92 43
CAM 49 / 17 7 CAM 10
16 6 CAM 10 13 5 CAM
8 13 8 CAM 5
214 110 CAM 104
94.8% 184/194 CAM 94.7% 178/188
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-10%

CAM

CAM 95% [-3.7%, 5.3%]
CAM
96.4% 106/110 CAM 96.2% 100/104
95% [-5.8%, 6.2%] -10%
49.3% 117/237 CAM
25% 60 CAM 24% 57
CAM 9% 21 8% 20 CAM 12% 29
5% 13 CAM 5% 11
CAM 6% 15 5% 11 CAM 3% 8
1% 10 CAM 7% 17
9 CAM 14 10 3 CAM 7
2
1 CAM
18 6
2 1 1
13 CAM 1
25
20 0140
AMPC
400mg 10 AMPC 1000mg
411 203 AMPC 208
177 AMPC 185 408 200
208
91.5% 162/177 AMPC  89.7% 166/185
89.7% 61/68 AMPC 82.4% 56/68
59.0% 118/200 AMPC  49.0% 102/208
5% 5.0% AMPC 2.9%
6.0% AMPC 11.1% 7.0% AMPC 1.0%
AMPC 5.8% 55% AMPC 1.0%
21 D96-025

38

50.0% 118/236

5%

9% 22

7% 16

23

CAM 12

10

362
AMPC

8.5%



400mg 10

254 196 254
58 22.8%
2 4
96.8% 184/190 93.8% 106/113
91.4% 106/116
48.0% 122/254 5% 4.7%
9.8% 7.9% 5.9%
2)
22 D96-022
CXM-AX
e N | = N |
200mgl 1 400mgl 1 CXM-AX1 2 10
682 200mg 223 400mg 225 CXM-AX 234
150 200mg
46 400mg 55 CXM-AX 49 532 200mg 177
400mg 170 CXM-AX 185
235
200mg 77 400mg 73 CXM-AX 85
200mg 91.0% 161/177
400mg 92.4% 157/170 CXM-AX 87.0% 161/185
200mg 93.5% 72/77 400mg 91.8%
67/73 CXM-AX 84.7% 72/85
200mg 44.8% 100/223 400mg 45.3%
102/225 CXM-AX 47.4% 111/234 5%
200mg 5.4% 400mg 5.8% CXM-AX 6.8% 200mg
9.9% 400mg 8.0% CXM-AX 6.4% 200mg 3.1% 400mg
9.8% CXM-AX 5.6% 200mg 3.1% 400mg 5.3% CXM-AX
3.0%
1 23 D96-027
CAM
400mgl 1 5 400mgl 1 10 CAM500mgl 2
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936 5 316 10 307 CAM 313

1 926 5 312
10 302 CAM 312 179 5
66 10 51 CAM 62 757 5 250 10
256 CAM 251 /
420
5 143 10 148 CAM 129
5 91.2% 228/250
10 91.4% 234/256 CAM 92.0% 231/251
5 88.8% 127/143 10 91.2% 135/148
CAM 85.3% 110/129
5 42.0% 131/312 10 45.7%
138/302 CAM  47.8% 149/312 5%
5 5.8% 10 40% CAM 2.6% 5 5.4% 10
7.6% CAM 6.1% 5 4.2% 10 8.9% CAM 7.7%
5 3.8% 10 5.6% CAM 2.9% 5 2.2%
10 2.3% CAM 9.0%
2 24 0124
CAM
400mgl 1 CAM500mg1 2 7
749 376 CAM 373
3 1 745 374 CAM 371
100 54 CAM 46 649 322
CAM 327
229 115 CAM 114
89.1% 287/322
CAM  88.4% 289/327 77.4%
89/115 CAM 62.3% 71/114
441% 165/374 CAM 46.4% 172/371
5% 4.0% CAM 3.8%
4.0% CAM 4.6% 6.1% CAM 4.9% 4.3%
CAM 4.6%
3)
1 25 D97-005
CEX
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400mgl 1 CEX500mgl 3 7

401 201 CEX 200
1 399 201 CEX 198
50 21 CEX 29 351 180
CEX 171
125 68 CEX 57
90.0% 162/180
CEX 91.2% 156/171 91.2%
62/68 CEX 91.2% 52/57
33.3% 67/201 CEX 33.8% 67/198
5% 3.5% CEX 6.6%

7.5% CEX 4.0%

2 26 0131
CEX
ol
il l
400mgl 1 CEX500mgl 3 5 14
468 234  CEX 234
17 451 227 CEX 224
83 43 CEX 40 385 191
CEX 194
212 100 CEX 112
92.7% 177/191
CEX 92.8% 180/194 89.0% 89/100 CEX
93.8% 105/112
49.3% 112/227 CEX 455% 102/224
5% 12.8% 29/227 CEX
45% 10/224 6.6% 15/227 CEX 3.6% 8/224
5.3% 12/227 CEX 4.0% 9/224
4)
1 27 D96-024
CXM-AX 10
400mgl 1 7 CXM-AX250mgl 2 10
471 238  CXM-AX 233
9 1 461 232
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CXM-AX 229 87 a7 CXM-AX 40
384 191 CXM-AX 193

80.6% 154/191
CXM-AX 91.2% 176/193
51.3% 119/232 CXM-AX  44.1% 101/229
5% 4.7% CXM-AX  57%
15.1% 35/232 CXM-AX  6.1% 14/229 11.2% 26/232
CXM-AX 6.6% 15/229 5.2% 12/232 CXM-AX  3.1%
7/229

2 28 0116
7 CXM-AX 10

= B Bt N

400mgl 1 7 CXM-AX250mgl 2 10
498 244 CXM-AX 254
4 1 493 242 CXM-AX 251
62 33 CXM-AX 29
436 211 CXM-AX 225
/ 224 109
CXM-AX 115
96.7% 204/211
CXM-AX 90.7% 204/225
94.5% 103/109 CXM-AX
83.5% 96/115

43.4% 105/242 CXM-AX 35.1% 88/251
5% 45% 10/242 CXM-AX
4.0% 7/251 11.2% 23/242 CXM-AX  6.0% 15/251
3 29 100107
10 CXM-AX 10
ofl B <l i
400mgl 1 CXM-AX250mgl 2 10
542 267 CXM-AX 275
5 537 263 CXM-AX 274
85 44 CXM-AX 41 457
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223 CXM-AX 234

CXM 89.3% 209/234

89.7% 200/223

47.9% 126/263 CXM-AX  40.9% 112/274

5% 8.4% 22/263 CXM-AX
5.8% 16/274 11.0% 29/263 CXM-AX 4.0% 11/274
7.6% 20/263 CXM-AX 6.2% 17/274 6.1% 16/263
CXM-AX 3.3% 9/274
4 30 0161
10 CXM-AX 10
ofl B -l i
400mgl CXM-AX250mgl 2 10
497 246 CXM-AX 251
1 496 245 CXM-AX 251
58 29 CXM-AX 29 439 217
CXM-AX 222
158 86 CXM-AX 72

CXM-AX  94.6% 210/222

97.7% 84/86 CXM

6.4% 16/251

400mgl 1

372
371
336

5% 10.0% 37/371
57% 21/371

93.5% 203/217

94.4% 68/72

33.1% 81/245 CXM  29.1% 73/251
9.8% 24/245 CXM-AX
D96-023
ol B il B
.
1
58

74
80.4% 270/336
86.5% 64/74
50.7% 188/371
8.9% 33/371 11.3% 42/371
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2 32 100131
400mgl 1 10
e B Bt N |
434
84 350 72
91.4% 299/327
50.9% 221/434
5% 5.8% 25/434 13.1% 57/434 6.5% 28/434
4.6% 20/434
5)
0121
e N BEE N |
400mgl 1 OFLX 200mgl 2
7 14
447 218  OFLX 229
69 20  OFLX 40 378
189  OFLX 189
58.0%
80/138 OFLX 67.6% 92/136
50.0% 109/218 OFLX 45.9% 105/229
5% 6.0% 13/218 OFLX
26% 6/229 50% 11/218 OFLX 3.5% 8/229
78% 17/218 OFLX 3.5% 8/229 6.0% 13/218
OFLX 3.9% 9/229 28% 36/218 OFLX

6.1% 42/229

1ol B

400mgl 1

34 0118

1ol B

100mgl 2

44



400mgl 3 500mg 14
684 351 333
15 669 343 326
250 119 130 434
232 202
96.6% 224/232
98.0% 198/202
50.4% 173/343 60.1% 196/326
5% 4.7% 16/343
9.2% 30/326 4.7% 17/343 4.6% 15/326
6.1% 21/343 7.7% 25/326 17.5% 60/343
25.8% 84/326 3.8% 13/343 11.7%
38/326 8.5% 29/343 7.7% 25/326
5.5% 19/343 3.7% 12/326
1 35 300026
D96-026 19 20l B
20| B
400mg 1 1 LVFX 1 100mg 1 3
10
O
. 20 79 [18 ]
. 1 100mgl 3 [ 1 500mgl 2 ]
o 10mg/
[ ]
. y
/
[ ]
. PCR [ ]
.
7
21 28 ] 3
[
302 149  LVFX 153
1 ITT
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/ 19 10 LVEX

18 11 LVFEX 7 13
8 LVEX 5 56 18.5% 32 LVF 24
246 117 LVEX 129
86 40 LVF 46
49.6% 58/117 LVFX 65.1% 84/129

p=0.029 Cochran-Mantel-Haenszel test

94.0% 110/117 LVFX 94.6% 122/129
LVFX -0.80% 95% [-6.28%, 4.68%)]
-10% LVFX
92.3% 36/39 LVFX 82.6% 38/46
100.0% 19/19
LVFX 82.8% 24/29 86.4% 19/22 LVFX 86.4%
19/22 92.7% 38/41 LVFX  92.7% 43/51
S.pneumoniae 100.0% 14/14 LVFX 85.7% 18/21 H.influenzae
100.0% 14/14 LVFX 85.7% 12/14 M.catarrhalis 80.0%
4/5 LVFX 100.0% 5/5 S.aureus 100.0% 2/2 LVFX 85.7%
6/7
36.2% 54/149 LVFX 33.3% 51/153
15.4% 23/149 LVFX 14.4% 22/153
5% 3.4% 5/149 LVFX 5.2% 8/153
5.4% 8/149 LVFX 5.2% 8/153
2 1
14 10 LVFX 4
8 6 LVFX 2 BOOP
1 LVFX
1
36 300027

400mg 1 1

2 N | 2 N |
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205 / 2 3 5
200 149
56 27.3% 36
7
94.0% 140/149
98.3% 57/58
100% 26/26 87.7% 57/65
43.5% 87/200 5%
85% 17 7.5% 15 5.0% 10
3 1.5%
1
7 1
37 300046
400mg 1 1
2ol B 2l B
7
160 1 159
147 13 8.1%
7 2
1 123
72.8% 107/147
84.1% 37/44
78.3% 54/69 47.1% 16/34
75.6% 93/123
76.9% 30/39 777.8%
42/54 70.0% 21/30

33.3% 53/159
57% 9

5%
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2000 3 10

PRSP

1999 9

400mg 1 1
AUIC AUC/MIC 125
200mgl 1 400mgl 1
200mg 12 400mg 34 AUIC MICg 0.1
200mg 100% 12/12 400mg 100% 34/34 MICg 0.2 200mg  50%
6/12 400mg 100% 34/34 MICg 0.39 200mg 0% 0/12 400mg

56% 19/34 125 0.2 MIC 400mg
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52.9

65
80

400mg 1 1

AUIC 125
86.4  38/44 76.9 30/39
78.3 54/69 77.8 42/54
18/34 70.0% 21/30
1 400mg 1

38.1% 142/373 65 74 38.8% 33/85 75 79 42.5% 17/40
20.0% 2/10 75 79
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5
4 94.8%
92.9% 92.9% 89.4% 90%
85.3% 85%
60
26% 43%
MIC
94.6%
92.7% 38/41 82.6% 38/46

94.0% 110/117
94.6% 122/129

39 46
97.4% 38/39
92.3% 36/39 91.3% 42/46 80.4% 37/46
2 5
3 10
6 CRP 6
K. pneumoniae H.
parainfluenzae 5 4
S. pneumoniae 2 S. aureus H. influenzae 1
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MSSA MICgo 0.1 0.5pg/mL
0.05 0.2ug/mL 0.1 0.5ug/mL

96.0% 24/25 80.5%
33/41 100% 10/10
MICe 0.1 0.39ug/mL 0.5pg/mL
01 2ug/mL PISP 12
2ug/mL PRSP 1 13
PISP PRSP 84.6% 22/26
91.3% 21/23 lpg/mL 96.0% 24/25
36.2% 54/149 LVFX 33.3% 51/153
4 2.7% 1 0.7%
2 1 2
1
1
1
400mg 1.2% 47/4,008 1.1%
42/3,689
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10/149 6.7% LVFX 4/153 2.6%
GOT GPT 2
BOOP

QT Torsades de
pointes
11
5,623 3 0.05%
43 53
QT Torsades de pointes 1996 2001
Torsades de pointes 1 0.3
21 5.4 27
140 Torsades de pointes 1999
9 2002 5 1200 Torsades de
pointes 5 1 4.2
400mg QTc 500mg 1 1 10
200mg

18,409
QTc
Torsades de pointes

Torsades de pointes
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400mgx 1/
24.3% 24.8%
1.7% 5.0%

1.7%

0.3%
3.7% 2.0%
1.3%

400mgx 1/
8% 5.7% 4%
2.9% 3%

Torsades de pointes

200mgx 2/

200mg

400mg/ 27.1% 1373/5067

20.1% 112/556 400mg/

200mg/

53

26.5%
1.1%

500mgx 1/
7.4%
0.3%
400mgx 1/
8.2%
5.7% 4%
QT
400mgx 1/
QT ¢
400mg
200mg/ 21.2% 118/556
400mg/
200mg/
1342/5067
6/556 400mg/ 0.6% 31/5067



200mg/ 1 400mg/ 0.2%
9/5067
200mg/ 5.4% 30/556 400mg/
4.5% 227/5067
200mg/ 6 1.1%
4 1
400mg/ 16 0.3%
1
48 1
3
200mg/ 22.6% 52/230
400mg/ 22.7% 51/224 18.8% 42/224
200mg/
4.7% 11/230 400mg/ 3.1% 7/224 1.8% 4/224
200mg/
400mg/
400mg/
200mg/ 400mg/
400mg/ 200mg/
400mg/ 200mg/
400mg/
200mg/ 12.2% 68/556 400mg/ 18.1% 918/5067
200mg/ 2.9% 16/556 400mg/ 5.5% 279/5067
400mg /
60kg

5 10%
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22.0% 63/286

30.6% 68/222
%
kg 30-<40 40-<50 50-<60 60-<70 70-<80 80
14.3 46.1 50.1 46.9 45.8 46.8
1/7 771167 411/821 533/1137 483/1055 864/1847
50.0 41.7 40.7 34.5 28.8 35.7
5/10 53/127 72/177 39/113 15/52 10/28
%
kg 30-<40 40-<50 50-<60 60-<70 70-<80 80
33.3 32.4 17.2 22.5 21.7 21.7
1/3 12/37 15/87 20/89 10/46 5/23
42.9 28.9 35.6 20.8 16.7 20.0
317 26/90 32/90 5/24 1/6 1/5
Torsades de pointes
2003 4 18
54 44 Torsades de pointes 12 5
QT 2 NEC146
QT
60msec Crmax
CPMP QTc
400mg 2.7% 21/787 3.7% 5/136
2.2% 17/759
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60,000 Torsades de pointes
Torsades de pointes
Torsades de pointes

QT
1800
No0.0163 QT ¢
400mg 478.4msec 800mg 457.5msec
460msec QT

QT

Torsades de pointes

CCDS Company Core Data Sheet

330 196 /10
248 148 /10
61 0.36 /10
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12 /972.000 1.2 /10
148 /10

1.48 /10
400mg/
25.3% 2,013/7,971
2.5% 0.6% 0.5%
13 0.2%
400mg/ 500mg/
4.5% 26/574
2.3% 1.4%
1.4%
1
2
2003 4 18
584
72 59 44
29 27 25 19
CCDS
CCDS
0.01%~0.1%
CCDS

57

5.0%
4.0% 23/581
0.3%
585
39 38
18
0.1%



22 200mg 6 400mg 16
16
2
25 73 75
88 78
79
H.influenzae 22% 16%
C.pneumoniae 2% 34% M.pneumoniae
34% 16%
95.8% 95.5% 93.5% 94.5%
S.pneumoniae 14/14 100% 17/17

100% H.influenzae 14/14 100% 22/23 95.7%

M.pneumoniae 21/22 95.5% 23/24 95.8% C.pneumoniae 1/1
47/51 92.2%
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14

59

21 28

GCP



GCP

GCP

60

QT



QT

400mg

14 9 30

QT

61

QT

QT

QT
61

17

QT

10



1 1 400mg 1
PK/PD
1
400mg
400mg 1
1 200mg
2
200mg
Crmax
AUCtau
age Young Middle-aged Elderly
gender male female male female male female
n 10 9 10 10 10 10
AUCtau mg*h/L 58.2/1.18 60.0/1.21 48.2/1.12 59.8/1.16 53.4/1.21 62.8/1.11
AUCtau,norm kg*h/L 8.84/1.19 8.11/1.18 8.09/1.19 8.14/1.20 8.31/1.27 8.16/1.14
Cmax mg/L 4.85/1.22 5.30/1.21 3.99/1.15 5.08/1.13 4.48/1.16 5.48/1.09
Cmax,norm  kg/L 0.74/1.14 0.72/1.18 0.67/1.19 0.69/1.13 0.70/1.19 0.71/1.14
tmax h 15(1-3) 2(1-4) 1(1-4) 2(1-4) 1(1-2) 2(1-3)
t1/2 h 12.6/1.19 10.3/1.12 12.1/1.18 10.4/1.17 12.4/1.18 11.0/1.10
AUCtau,norm = AUCtau / (dose + body weight), Cmax,norm = Cmax/ (dose + body weight)
geometric mean / geometric sd, median (range) for tmax
505
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65 26.8% 99/370 65-74 22.4% 19/85 75-79
30.0% 12/40 80 0% 0/10
Cmax AUCtau
1.1
1.3
40kg
4 3
400mgl 1 7 Cmax AUCtau
(kg) 40 50 kg 50 60 kg 60  70kg 70 80 kg
n 8 30 12 9
Cmax (Mg/L) 5.74/1.11 5.01/1.18 4.49/1.12 4.02/1.21
AUCtau (Mg*h/L) 66.8/1.06 57.3/1.20 52.8/1.16 52.7/1.18
Geometric mean/geometric sd
kg 30 40 40 50 | 50 60 60 70 70 80 80
10 127 176 112 52 27
4 38 47 25 11 5
40.0% 29.9% 26.7% 22.3% 21.2% 18.5%
1)
40kg
3 40kg 1 200mg 1
1
40kg 200mg
1 200mg 1 1
40kg 4
3
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40kg 200mg

200mg
200mg
400mg MIC
200mg
PK/PD 200mg

MIC

class

respiratory quinolone

quinolone
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Crmax AUC

respiratory



200mg 200mg

QT

23

QT

QT

QT
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50kg

QT
QT
QT
QT
QT
72.2+ 10.7kg 40
QT
1 400mgl 1
6 1 422 msec 452msec 30 msec
QTc
1997 EMEA “ The assessment of the potential for QT interval prolongation
by non-cardiovascular medicinal products. Ref.3901, CPMP/986/96, London 1997 ~
QTc A QTc  30msec
QTc 450msec 470msec
QTc
6 1 QTc
148 |/ 10
1.2 [/ 10 Davis et.al. Annals of Internal Medicine
111(12):1041-3, 1989
10 10
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QT

QT
17 3 QT
QT/QTc 20. . .
40 20
QT/QTc
1 400mg 1 1
SPFX 1 300mg 1 1 12
10
41
1 40 QT/QTc
3
40 20 20 37.3 20 52
12 -1
7 45 30 15 1 2 3 46
Cmax A QTcF + SD 1
QTcF SPFX
SPFX 1 - 44 90% [- 8.0 - 0.7] msec 7
- 16.6 90% [- 22.2 - 12.0] msec
Cmax A QTcF msec
n 1 A QTcF n 7 A QTcF
400 mg 40 13.146.4 (-4.2, 24.3) 39 |[19.6+9.7 (-0.9, 46.7)
SPFX 300 mg 39 17.6+13.3 (-33.2,39.8) | 38 | 36.1+16.1 (10.6, 72.4)
Arithmetic meantSD(range)
1 QTc
39 2 5.1% SPFX 39 8 20.5%
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SPFX QT/QTc 20 39
40 59 1
Crmax A QTcF SPFX
A QTcF
1
A QTcF 7 1 A QTcF 46.7msec
SPFX 7 A QTcF 72.4msec
Cmax A QTcF msec
1 7
n A QTcF n A QTcF
400 mg
10 9.7+8.2 (-4.2, 24.3) 10 | 17.6£10.1(-0.9, 29.7)
10 14.247.2 (3.2, 23.7) 10 17.9+ 8.0 ( 3.6, 26.8)
10 13.3+4.1 (7.8, 19.1) 9 21.7+10.0 (5.0, 33.4)
10 | 15.244.4(9.9,22.4) | 10 | 21.2+11.3 (8.9, 46.7)
40 13.146.4 (-4.2, 24.3) 39 19.6+ 9.7 (-0.9, 46.7)
SPFX 300 mg
10 | 14.2+12.1 (-11.2, 34.0) | 10 | 27.8+10.7 (10.6, 45.0)
10 | 20.9+10.3 ( 6.4, 39.8) 9 29.1+11.2 (11.2, 47.1)
9 21.8+£9.8 (8.7, 38.6) 9 37.9+£16.2 (15.9, 66.7)
10 | 13.9+18.8(-33.2,31.8) | 10 | 49.0+17.1(17.8,72.4)
SPFX 39 | 17.6+13.3(-33.2,39.8) | 38 36.1+16.1 (10.6, 72.4)
Arithmetic mean+SD (range)
1 SPFX
2 1 5
Crnax AUCrtau
Crmax,norm AUCtau,norm
Day 1 (n=20) | Day 7 (n=20) | Day 1 (n=20) | Day 7 (n=19)
AUC mg*h/L 48.5/1.21 -- 55.9/1.17 --
AUCtau mg*h/L 37.5/1.17 53.0/1.19 46.9/1.14 59.9/1.18
AUCrtaunorm | kg*h/L 5.99/1.17 8.46/1.19 6.27/1.13 8.13/1.19
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Cmax mg/L 3.59/1.26 440/1.21 457/1.20 5.18/1.17
Cmax,norm kg/L 0.57/1.20 0.70/1.17 0.62/1.16 0.70/1.15
tmax h 1(1-6) 1(1-4) 15(1-4) 2(1-4)
tu2 h 10.8/1.17 12.3/1.18 9.0/1.12 10.4/1.14
geometric mean/geometric s.d, median (range) for tmax
SPFX
1 7 1 7
n=20 n=19 n=19 n=19
AUC mg*h/L 28.3/1.24 -- 37.3/1.21 --
AUCtau mg*h/L 16.6/1.18 30.9/1.17 20.9/1.25 39.4/1.21
AUCtaunorm | kg*h/L 3.53/1.19 6.51/1.18 3.79/1.26 7.15/1.25
Cmax mg/L 1.10/1.30 1.84/1.22 1.33/1.38 2.38/1.25
Cmax,norm kg/L 0.23/1.28 0.39/1.20 0.24/1.38 0.43/1.28
tmax h 4(1-6) 4(1-4) 4(1-6) 4(1-6)
tu2 h 17.7/1.28 20.8/1.23 18.4/1.35 18.8/1.16
geometric mean/geometric s.d, median (range) for tmax
27.5% 11/40 SPFX 30.8% 12/39
27.5% 11/40 SPFX 15.4% 6/39
35.0% 7/20 SPFX 10.5% 2/19
SPFX
QT
QT/QTc 20. . .
40 20
QT/QTc 4 2
1 200mg 400mg 1 1
1 200mg 1 1 12
7 12
10 41
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1 2
A 200 mg R SPFX 200 mg
B SPFX 200 mg - 200 mg
C 400 mg R SPFX 200 mg
D SPFX 200 mg - 400 mg
c 1 1 1
QT/QTc QT/QTc
40 20 20 64.8 60 71
Crmax A QTcF * 1
200mg SPFX A QTcF 7 200mg 400mg
SPFX A QTcF 200mg 400mg A QTcF
400mg 200mg 90% 1 45 -0.5,9.5 msec 7 10.8
4.1,17.5 msec 7 400mg A QTcF
A QTcF
Treatment Group n Day 1 n Day 7
200 mg
10 6.2¢5.4(-2.9,14.4) 10 6.0+ 9.6 (-8.2, 18.3)
10 6.9+5.5(-1.1,16.3) 10 17.2+12.8(-0.4, 39.6)
20 6.54#5.3(-2.9,16.3) 20 11.6+12.4(-8.2, 39.6)
400 mg
10 13.4+6.9(4.6,26.9) 10 18.8+7.6(6.2, 28.8)
10 14.3+3.9(7.4,21.6) 10 30.6+8.9(9.8,41.2)
20 13.9+5.5(4.6,26.9) 20 24.7+10.1(6.2, 41.2)
SPFX 200 mg
20 12.9+7.7(2.1,24.9) 20 24.2+10.8 (2.4, 47.8)
20 17.3+8.2(-5.2,25.3) 20 34.8+14.5(0.4, 74.1)
40 15.148.2(-5.2,25.3) 40 29.5+13.7 (0.4, 74.1)
Arithmetic mean+SD (range)
200mg 400mg 1 7
QTc SPFX
200mg 40 1 66 74.1msec A QTcF
Cmax AUCtau Cmax,norm
AUCtau,norm
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200 mg 400 mg SPFX 200 mg
1 7 1 7 1 7
n=20 n=20 n=20 n=20 n=40 n=40

AUC mg*h/L | 28.5/1.16 - 52.3/1.21 - 23.3/1.24 -
AUCtau mg*h/L | 22.5/1.17 | 30.7/1.15 | 41.9/1.19 | 57.9/1.19 | 14.9/1.28 | 26.9/1.20
AUCtaynorm | kg*h/L | 6.42/1.15 | 8.74/1.15 | 5.96/1.16 | 8.24/1.21 | 425/1.19 | 7.67/1.16
Cmax mg/L 221/123 | 2.61/1.23 | 4.29/1.20 | 495/1.17 | 1.06/1.41 | 1.73/1.30
Cmax,norm kg/L 0.63/1.12 | 0.74/1.14 | 061/1.18 | 0.70/1.16 | 0.30/1.33 | 0.49/1.21
tmax h 1(1-3) 1(1-3) 1(1-3) 1(1-3) 2(1-6) 2.6 (1-6)
tue2 h 104/1.15 | 11.5/1.15 | 10.0/1.18 | 11.7/1.16 | 15.5/1.20 | 18.1/1.22

geometric mean/geometric s.d, median (range) for tmax
200mg 10.0% 2/20 400mg
19.0% 4/21 SPFX 12.5% 5/40
400mg 1
QT
QT
ICH El4
QT SPFX
QT
QT
QT
7 A QTcF
200mg 400mg SPFX
SPFX QT 1
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400mg SPFX200mg
SPFX 200mg QT
59 400mg 7
A QTcF 30msec Torsades de Pointes
Thorough QT/QTc Study E14 step 4 Shah RR. Br J
Clin Pharmacol 2002;54:188-202
IMS
IMS
CPFX
1999 2005
5
1999 2005
2000 2001 2002 2003 2004
6 12 15
DDD | 2,985,766 | 29,616,149 | 39,135,895 | 62,296,215 | 71,408,784 | 76,087,137 | 45,345,520
97 1,064 1,143 1,401 1,156 1,080 703
32.49 35.93 29.21 22.49 16.19 14.19 15.50
15 128 181 260 210 214 164
5.02 4.32 4.62 4.17 2.94 2.81 3.62
9 58 74 117 87 65 47
3.01 1.96 1.89 1.88 1.22 0.85 1.04
5 56 77 95 80 87 67
1.67 1.89 1.97 1.52 1.12 1.14 1.48
1 14 30 48 43 62 50
0.33 0.47 0.77 0.77 0.60 0.81 1.10
100 DDD
CPFX
2005
1999 2000 2001 2002 2003 2004 1 s
DDD | 273,598,700 | 273,038,950 | 315,473,350 | 264,626,350 | 237,642,150 | 191,233,000 | 40,188,710
1,088 1,114 1,126 1,205 999 895 338
3.98 4.08 3.57 4.55 4.20 4.68 8.41
86 70 91 83 78 72 25
0.31 0.26 0.29 0.31 0.33 0.38 0.62

72




43 42 63 54 49 45 16
0.16 0.15 0.20 0.20 0.21 0.24 0.40
30 17 20 21 23 18 7
0.11 0.06 0.06 0.08 0.10 0.09 0.17
13 1 8 8 6 9 2
0.05 0.04 0.03 0.03 0.03 0.05 0.05
100 DDD
CPFX
1987 15
CPFX 2005 15
100 DDD Defined Daily Dose 1
3.62 CPFX 0.62
CPFX
10
/
CPFX
3
10 3.85 1.17
CPFX
CPFX

respiratory quinolone
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gemifloxacin

Donowitz et.al., ‘Acute pneumonia’




pp.819, Principles and Practice of Infectious Disease. 6th ed., 2005
500mgQD
100mgTID AUC/MIC
AUC/MIC Peak/MIC
Craig et.al., ‘Pharmacodynamics of Quinolone Antimicrobial Agents’,
Quinolone Antimicrobial Agetns, 3rd Ed., 2003
respiratory quinolone

invitro
MIC 2 4
400mgQD 100mgTID
82.6% 38/46 92.3% 36/39
S.aureus 2/2 6/7 85.7%
S.agalactiae 1/1
S.pyogenes 1/1 0/1
S. pneumoniae 14/14  100% 18/21 85.7%
E.faecalis 1/1
19/19  100% 24/29 82.8%
H. influenzae 14/14  100% 12/14 85.7%
H.parainfluenzae 0/1
K. pneumoniae 1/2
M.catarrhalis 4/5 5/5
P.aeruginosa 2/3
19/22 86.4% 19/22 86.4%
38/41 92.7% 43/51 84.3%
35

QT

respiratory quinolone

QT

respiratory quinolone
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45.5% 15/33
37/44
77.9% 53/68
91.2% 62/68
2
QT
3
1)
36

91.2%

H.influenzae

76.9% 30/39
77.4% 41/53
8
90.0% 162/180
52/57 91.2% 156/171
B-
36

75

84.1%



30

60%RH 30

30

1)

0930002

(1)

@)
76

16

1

400mg

25

1

60%RH

25

16

|



16
5) 11 1.7 01 1.7
9
8) M-1 AUC M-2
AUC...
10) Cmax
7 8 50mg 211 400mg
215
Cmax
77 78 20% 3% 14%
Group 4
30 mL/min/1.73 m?
AUC
M-1 )
M-2
1.5
25
20
83 105 AUC
M-1
355
25
M-2
13.6
AUC
M-2 M-1
AUC
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1)

3)

37
No0.0162

37

3)

2 CLcr>90mL/min/
56.9+ 8.1 8
3 CLecr 60

90mL/min/1.73m?2

1.73m?

2 CLcr>60
90mL/min/ 1.73m?2 56.9
+ 8.1 8 3 CLcr
30 60mL/min/1.73m?

4 8 2 4

RN e

4 8 2 1
2
2
1
4 2
1

.QTc

4)

27.1+ 12.6

+ SD 25.2

+ 11.0 277+ 11.0 37.8 £
17.8msec Bazett

QTc _ 27.9+

13.9 26.0+ 11.6 28.5+ 11.1 37.7

+ 17.4msec Fridericia
QTc

QT

QT Dispersion 27.1+
12.6 + SD
25,2+ 11.0 27.7+ 110 37.8%
17.8msec Bazett

QTc Dispersion
279+ 139 26.0x 116 28.5%
11.1 37.7+ 17.4msec Fridericia

QTc Dispersion

QTc
13 16

4)

ETT QT 17 .
400mg QT
RR=1000msec 4.0

ETT QT 17
QT
400mg QT

+ 5.1% RR=400msec

RR=1000

2.3+ 2.8%

msec 4.0+ 5.1% RR=400msec

800mg

2.3+ 2.8%

QT

800mg

RR1000msec

800mg QT

RR=1000msec

10

4)

2)

D96-027 -23

D96-027 -23
-24

0124

3)

w
18,

14

15

1)

400mg 8.0%

400mg 8.5%

1)
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96.8% 92.9% 182/196
184/190
2) | ..CXM-AX1 2 ...CXM-AX500mg 1 2
5 10 /
2) | ...
17 1 10
14
5  91.2% 228/250 5  88.8% 222/250
_ 10 91.4% 234/256 | 10 91.4% 234/256
CAM  92.0% 231/251 CAM  89.2% 224/251
3) 1 2
1
Y T B |
12 3|19 IR < B B N |
2 ... 4.5% 10/242 45% 11/242
2 16 | CXM-AX  4.0% 7/251 CXM-AX  4.0% 10/251
17 11.2% 23/242 11.2% 27/242
4) 58 36
15
2 ... 85.4% 299/350
2 7 91.4% 299/327
5) 2.8% 36/218  OFLX 2.8% 6/218 OFLX
16 17| 6.1% 42/229 6.1% 14/229
5) 130 131
4.7%... 5.0%...
10 16
1) | ..LVFX 92.7% 43/51 .LVFX 84.3% 43/51
41
3) - I
76.9% 30/39 76.9% 30/39
13 777.8%... 77.8%...
..92.9% 92.9% 89.4% ..92.9% 92.8% 89.4%
3)
8
82.6% | ... 84.3%
3) 38/46 43/51
12
43 53 44 54 56
4)
11
5.7%... 1.8%...
4)
17
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1)

4 QTc

n=17

msec

400mg

800mg

QT1000

378.6/23.7 (348.3, 418.6)

393.8/33.4 (338.8, 478.4)

395.6/28.0 (355.7, 457.5)

QTso0

356.9/20.7 (325.5, 397.3)

370.5/24.2 (325.9, 424.8)

373.3/23.7 (334.9, 417.9)

QT7o00

341.7/19.2 (312.6, 380.3)

354.2/20.2 (316.5, 395.0)

357.1/21.6 (316.1, 396.8)

QTe00

322.2/17.2 (297.0, 356.7)

333.4/16.6 (304.3, 363.0)

335.9/19.1 (296.2, 370.4)

QTs00

297.0/13.9 (273.3, 324.2)

306.3/12.4 (288.7, 328.5)

307.8/16.0 (275.2, 336.4)

QTa00

263.9/9.2 (245.7, 279.2)

270.0/10.1 (249.5, 291.5)

270.1/13.3 (241.3, 292.8)

QT=A-B*exp (-(C*RR) A B C
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