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12 88%
4% 50mg
2.9%
1.2% 0.1%

0.2%
1
12
12
=1/10 >1/100
<1/10) >1/1,000 <1/100 >1/10,000 <1/1,000

<1/10,000

1
MedDRA
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- =180 mmHg / =110 mm Hg

GFR < 15 ml/min/1.73 m?

GFR 15~29

ml/min/1.73 m?

25mg GFR 15-~29
ml/min/1.73 m? CYP3A

Child-Pugh  C
Child-Pugh B
CYP3A
= 160 mm Hg = 100 mm Hg

QT
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QT

QT
QT

OAB

OAB

CYP2D6
CYP2D6
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BOO

OAB

CYP2D6

CYP2D6

MRHD 22 14



7

17 0 10 30 100 300 mg/kg
AUC MRHD 50mg AUC 0 1 6
22 96 MRHD 50mg 6
/ MRHD 22
/ 6
20 0 3 10 30mg/kg AUC
MRHD 50mg AUC 0 1 14 36
MRHD 14
/ NOAEL MRHD
MRHD 36
17 1
7 20 0 10 30 100 mg/kg/
AUC
MRHD 0 1 6 22
MRHD 6 21
MRHD 22 4
92.7% 98.8% 21
30mg/kg
MRHD 22 4 7
5%~13% MRHD 22
2

19



18

Cmax

CYP
CYP3A

CYP2D6

\}

65

- AUC 18-45

CYP3A4 CYP2D6
UGT P- P-gp
OCT OCT1 OCT2 OCT3
CYP2D6

P-gp
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400mg

1 /6 100 / bpm 3 /6
300mg 10
12
/ 59
18-95 72% 28% 48%
52% 495
3 1 24
2 24
2 3
2
046,047,074
50mg
24 FAS-I
878 862
2.73 2.71
t -1.10 -1.49
t -- -0.40 (-0.58, -0.21)
95%ClI
p -- <0.001#
24 FAS
1328 1324
11.58 11.70
t -1.20 -1.75
T -- -0.55 (-0.75, -0.36)
95%Cl
p -- <0.001#
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ml  FAS
1328 1322
159.2 159.0
t 9.4 21.4




Cl

3 046 047 074
046 047 074
50mg amg 50mg 50mg
24 FAS-I
n 291 293 300 325 312 262 257
2.67 2.83 2.63 3.03 2.77 2.43 2.51
+ -1.17 -1.57 -1.27 -1.13 -1.47 -0.96 -1.38
t - -0.41 -0.10 -- -0.34 - -0.42
95%ClI
95% B (-0.72,- | (-0.42, B (-0.66, - B (-0.76, -
0.09) 0.21) 0.03) 0.08)
p - 0.003# 0.11 - 0.026# - 0.001#
24 FAS
n 480 473 475 433 425 415 426
11.71 11.65 11.55 11.51 11.80 11.48 11.66
+ -1.34 -1.93 -1.59 -1.05 -1.66 | -1.18 -1.60
t - -0.60 -0.25 -- -0.61 - -0.42
95%ClI
95% B (-0.90, - | (-0.55, B (-0.98, - B (-0.76, -
0.29) 0.06) 0.24) 0.08)
p - <0.001# 0.11 - 0.001# - 0.015#
ml  FAS
n 480 472 475 433 424 415 426
156.7 161.1 158.6 | 1575 | 156.3 | 164.0 | 159.3
+ 12.3 24.2 25.0 7.0 18.2 8.3 20.7
t - 11.9 12.6 - 11.1 -- 12.4
95%ClI
0 B (6.3, (7.1, B (4.4, B (6.3,
95% 17.4) | 182) 17.9) 18.6)
P - <0.001# | <0.001* - 0.001# -- <0.001#
FAS
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046 047 074
50mg amg 50mg 50mg
n 480 472 473 432 425 413 426
2.37 2.40 2.41 2.45 2.45 2.36 241
+ -0.22 -0.31 -0.29 -0.08 -0.19 | -0.15 -0.29
t -- -0.09 -0.07 -- -0.11 -- -0.14
95%ClI
95% B (-0.17,- | (-0.15, B (-0.18, - B (-0.22, -
0.02) 0.01) 0.04) 0.06)
p - 0.018* 0.085 - 0.004* - <0.001%
24 FAS-I
n 283 286 289 319 297 256 251
2.43 2.52 2.37 2.56 242 2.24 2.33
+ -1.11 -1.46 -1.18 -0.89 -1.32 | -0.95 -1.33
t -- -0.35 -0.07 -- -0.43 -- -0.39
95%ClI
95% __ (-0.65,- | (-0.38, __ (-0.72, - __ (-0.69, -
0.05) 0.23) 0.15) 0.08)
p -- 0.003* 0.26 -- 0.005* -- 0.002%
24 FAS
n 479 470 472 432 424 413 426
5.78 5.72 5.79 5.61 5.90 5.42 5.80
+ -1.65 -2.25 -2.07 -0.82 -1.57 | -1.35 -1.94
t -- -0.60 -0.42 -- -0.75 -- -0.59
95%ClI
95% B (-1.02, - | (-0.84, - B (-1.20, - B (-1.01, -
0.18) 0.00) 0.30) 0.16)
p -- 0.005* | 0.050* -- 0.001* - 0.007%
FAS
n 428 414 425 390 387 377 388
411 3.95 3.87 55 54 5.13 5.13
+ 1.89 2.55 2.44 0.7 15 1.05 1.88
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046 047 074
50mg amg 50mg 50mg
t 0.66 0.55 0.8 0.83
25%ClI
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- 24
50mg -169 -2.12 50mg
95% ClI -0.57 -1.04 -0.09

P=0.019
- 24
50 mg -2.16  -2.90
B3
Ames
MRHD 19 300mg/kg
100mg/kg
300mg/kg
MHRD 36
MHRD
14
MHRD 22
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1.7

B1-

0 125 25 50 mg/kg/

25 50 100 mg/kg/

38~45 21~38

25mg
Cmax AUC
50mg
29 26

AUCasn 84 6.5

71%

l4c_

50mg
3-4
29% 50mg 35%
100mg 2 Cmax AUC24h
50mg 200mg 4 Crmax
7
Cmax AUC 45% 17%
Cmax AUC 5% 51%
Vss 1670L
o-1
l4c_ 2
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16% 11%

CYP1A2 CYP2B6

CYP2C8 CYP2C9 CYP2C19 CYP2El P450

CYP1A2 CYP3A

CYP3A4
CYP2D6
14%
CLr
6%
l4c_
AUC

OCT
CYP2D6 CYP3A4
CYP2D6 UGT
CYP2D6 CYP2D6
160mg Cmax  AUC,
19% CYP2D6
CYP2D6
CYP2D6 CYP2D6
CLtot 57 L/ h t1/2 50
13L/h CLiwt 25%
25mg 12.2% 100mg 160mg
55% 34%
45%
> 65 Cmax
18-45
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Cmax AUC 40%"'50% Cmax AUC

eGFR-MDRD 60~89 ml/min/1.73 m?

100mg Cmax AUC 6% 31%
eGFR-MDRD 30~59 ml/min/1.73 m? Cmax AUC
23% 66% eGFR-MDRD 15~29 ml/min/1.73 m?
Cmax AUC 92% 118% GFR < 15 ml/min/1.73 m?
Child-Pugh A 100mg
Cmax AUC 9% 19%
Chlld-PUgh B Cmax AUC 175% 65%
Child-Pugh C
25mg 50mg
25mg
4 Cinax 9.701 ng/ml  AUC2an 64.093
ng-h/ml  tue 40.3%h
50mg
4 Crnax 37.125 ng/ml AUC24n 208.489
ng-h/ml  ti» 41.3h
25mg
8 Cmax 8.236 ng/ml  AUCaan 98.964
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ng-h/ml Cmax  AUCosn
AUC24h 1.8 29
50 mg
7 Cmax 32590 ng/ml AUC24h
ng- h/ml Chax AUCoun
AUC24n 23 31
10-30
25mg 10 /
50mg 10 / 30 /
36
JX20160189
25mg J20180018 50mg J20180019

25mg H20171305 50mg H20171306

: Astellas Pharma Europe B.V.
: Sylviusweg 62, 2333 BE Leiden, The Netherlands

Avara Pharmaceutical Technologies, Inc.

3300 Marshall Avenue, Norman, OK 73072, USA

Astellas Pharma Europe B.V.
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1

1

Cmax

320.987
Cmax



Hogemaat 2, 7942 JG Meppel, The Netherlands

10 6 3
110027
400-0856-799 024 25814488
024 25815211
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