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NSAIDs
QT
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QT
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2000mg/kg 500mgkg 1500mgkg
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DNA DNA
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107-101° MIC MIC
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MecA MIC
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0.4g PK/PD
AUC/MICo 125 CpalMICoo 8 10
AUC/MICs 30 40

0.4g PK/PD

AUl C[| CmaMiCo® | AUI C[| CmaiMI &
M'&0_125mg/L 313 32.5 279 23.6
M"QOO_B@/L 156 16. 2 140 11.8
M'Q)o.m_)g/L 78 8. 1 70 5.9
a 1h
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Ames 4 TA1535 TA1537 TA98 TA100 HPRT

uDS

TA102 Ames
300mlg / V79

20mg/kg

63 mg/kg
/
/
[
QT
90mg/kg 16mg/L QT
50 0.3g/kg
> 0.2g/L 30
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> 60mg/kg

> 20mg/L
0.49/50kg
2-3
1.
90%
500
1 AUC
5 400mg Cmax AUC +
Cmax AUC
mg/ L mg Ah/ |
n=372 3.1N1 36. 1N9] 11-152 6
/ n=1 4. 5NO0 48N2. 7 12. 7N1
n=28 3.8NO0| 51. 8N6
n=28 4. 6NO0 54. 6 N6
n=28 3.6NO0| 48. 2N¢
n=9 4. 2NO0 49. 3N9
a
6 1 400mg Cmax AUC
Cmax mg/ L AUC
mg Ah/ |
/ n=>56 3.9N0 39. 3N8 8 .-1252 4
n=118
n==64 4. 4N3
n=54 4. 5N2
<65 n=58 4. 6 N4
>65 n=60 4. 3N1
n=28 4 . N 38N4. 14. 8N?Z
. n=1 6. 1N1 48.2RKd 10. 1K1
b =107
n=58 4. 2N2
n=49 4. 6N1
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65 n=52 ‘ 4.1N1W ‘

265 n=55 4. 7N2
a)
b) Cmax
1200mg
+ 124.3 400mg 3
1 400mg n=10 400mg n=12
7
—— B = -
E !
= 5 n —@— oral dose
= 111 —— iv. dose
5 |
b=
" 4
[=
2 .
c S
=]
&
: - S
0
5
o 1
o I I ] I ] I |
0 4 B 12 16 20 24 28
Time (hours)
30%-509
1.7-2.7Lkg
400mg
400mg
7
7 400mg *
a
N -
mc g/ mc g/ mc g/ ¢
5 3.3N0. 7 61. 8N27 21. 2N
8 3.3NO0. 7 5.5N1. 3 1.7N0
5 3. 3N0. 7 24 . 4N14 8. 7N6
| 4| 3.7R1. 1 7.6K1.7 2K0. 3




3 3.7R1. 1 8. 8N4. 3 2. 2N0
4 3.7R1. 1 9. 8N4.5 2. 6N0
5 3NG@G. 5 2.6N0. 9 0. 9N0O
6 2. 3K0. 4 0. 9RO0. 3 0. 4N0O0
6 2. 3R0. 4 0. 9RO0. 2 0. 4KN0
8 2. 9NO0. ¢ 7. 6N2 2. 7KN0
10 2. 3NO. ¢ 3.5N1. 2 1. 6N0
6 2. 7NO. 1 2.3N1.5 0. 8N0O
a 400mg 3
2 5 3
b N=5
c N=7
d N=12
e
52%
P450 M1
38% 14%
M2 M2 40%
M1 10%
CYP P450 CYP3A4 CYP2D6 CYP2C9

CYP2C19 CYP1A2

45% 20%
25% 96%#4%
+ 122 L/h 2.68.5L/h
2.
16 8 8 17 8 9
10 400ny
16 8 8 200ng
AUC  Chax
1] 400mg
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23 19 75 24 19 70
400ng 10 AUC  Cmax 8%
16%
18 400mg 9 9
AUC  Cax
400mg
Cmax 4.1 mcg/ml AUC2s 47mcgh/ml 14
HD CAPD
24 ClLcr
> 30 < 60ml/min CLcr  30ml/min Crnax
21% 28% AUC 13%
M1 AUC 1.7 2.8 M2
AUC  Cpax 2.8 4.8 1.4 25
CLer  20ml/min 8 8
400mg AUC
AUC
Crnax 45% 33%
M1 AUC 1415 M2
AUC 7.5 Crmax 253
400 mg
7 AUCs s
Cma x 22 %
9% 3% 4% 2%
M2
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Child-Pugh A B

QT
6 Child-Pugh A 10 Child-Pugh B
400mg AUC 18
78% 102% Crnax 79% 84%
M1 AUC
3.9 5.9 5.7 8 M1 Ciax 3
4.7 3.9 M2 AUC 1.5
2.5 M2 Crmax 1.6 1.3 2.7 2.1
Child-Pugh
Cc n=10
Child-Pugh A/B n=5
32 8 UVA UVB
200mg 400mg
400mg MED
/
3. -

CYP3A4 CYP2D6 CYP2C9 CYP2C19 CYP1A2

12 / 900y 600Ny
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4 400ny

AUC 26% 60% 23%
/ 4
8
24 12 12 50mg
AUC 400mg
AUC Crnax
10%
12 400mg 500mg C&"
12 24 2
AUC Crnax
2.5 0.9
12 400mg 2
50% Crnax
400 mg 5
2. 5mg 5 A UC Cnax
12%21%
100mg

AUC  Cpax 39% 59% 4 8

11 CYP450 3A4
200mg 9 7 400ng
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20

10mg 400mg AUC  Cpax
29 400mg
7 0.15mg /0.03mg
FSH
12 500mg 2
400mg
10 150y 2
3 400y
12 200mg 12 1 3
400mg 12 1 3
400mg
24 400mg 8
R S 5 25mg
4.
10 3 3 3 4
0.2g 0.3g 0.4g 90 7
30 60
90
Cmax Mg/L AUCo9s mghi/L Crnax AUCo.96
0.2g| 2.5284#.191 32.6422.754
0.3g| 3.7821#.333 48.43343.227 1 15 21 15 2051 148 2
0.4g| 5.1784#.176 65.189#.965
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14

10

0.4g
5.3514.533mg/L
1.39 AUCSsS)24 AUCo.p
10
25
3
24
YBH14012021
H20213851
43
43
541004
077899060371BF 75120
0778990651
wWww. gui l i npharma. com

24 24

10

/

/

1.08440.177mg/L
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