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［審 議 結 果］ 

平成 26 年 4 月 30 日に開催された医薬品第二部会において、本品目を承認し

て差し支えないとされ、薬事・食品衛生審議会薬事分科会に報告することとさ

れた。 

本品目の再審査期間は 8 年、原体及び製剤はいずれも劇薬に該当し、生物由

来製品及び特定生物由来製品のいずれにも該当しないとされた。 

       

なお、審査報告書について、下記のとおり訂正を行う。 

この訂正による審査結果の変更はない。 

 

 

記 
 

頁 行 訂正後 訂正前 

28 上 4 

空腹時投与では投与 4 時間後（投与

法 A）及び、食事 1 時間前（投与法

B）投与では投与 1 時間後及び投与

4 時間後（投与法 B）、食事の 2 時

間後投与では投与 2 時間前及び投

与 4 時間後（投与法 C）又は投与 2
時間前及び投与 2 時間後（投与法

D） 

空腹時（投与法 A）及び食事 1 時間

前（投与法 B）投与では投与 4 時間

後、食事の 2 時間後投与では投与 4
時間後（投与法 C）又は 2 時間後（投

与法 D） 

50 下 4 偽陽性率も高い読影者によって判

定結果が異なる可能性がある 
偽陽性率も高い 
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1

1
Institute of Cancer Research

17 -hydroxylase/C17,20-lyase
CYP17

AR AR
 

 
2

Cougar Biotechnology 2005 11
CRPC COU-AA-001

2008 5 DTX
CRPC COU-AA-301 301

2009 4 CRPC
COU-AA-302 302  

301 EU 2010 12
2011 4 ZYTIGA is a CYP17 inhibitor indicated for use in 

combination with prednisone for the treatment of patients with metastatic castration-resistant 
prostate cancer who have received prior chemotherapy containing docetaxel. EU 2011 9

Zytiga is indicated with prednisone or prednisolone for the treatment of metastatic castration 
resistant prostate cancer in adult men whose disease has progressed on or after a docetaxel-based 
chemotherapy regimen.  

302 2012 6
2012 12 ZYTIGA is a CYP17 inhibitor indicated in combination with 

prednisone for the treatment of patients with metastatic castration-resistant prostate cancer. EU
2013 1 ZYTIGA is indicated with prednisone or prednisolone for the treatment of 

metastatic castration resistant prostate cancer in adult men who are asymptomatic or mildly 
symptomatic after failure of androgen deprivation therapy in whom chemotherapy is not yet 
clinically indicated  
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2014 1 87
 

 
2010 6 CRPC

JPN-102 2012 6
CRPC JPN-201 DTX
CRPC JPN-202  

301 302
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25 60%RH
PTP  36  

4  PTP  
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40 75%RH
PTP  6  

4  PTP  
 6  

 

PTP
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1  

1
17 -hydroxylase/C17, 20-lyase CYP17

 
J Steroid Biochem Mol Biol 2003; 84: 555-62 J Med Chem 

1995; 38: 2463-71 J Med Chem 1998; 41: 5375-81
J Steroid Biochem Mol Biol 2003; 84: 555-62

CYP17
J 

Steroid Biochem Mol Biol 2003; 84: 555-62 J Steroid Biochem Mol Biol 2003; 84: 537-42 J 
Steroid Biochem Mol Biol 1994; 50: 267-73 CRPC

SCID

Clin Cancer Res 2011; 17: 5913-25  

2 001
NCI-H295R
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O- M45 N-
M31 P450

CYP  
M45 M31

IC50

3.1 10nmol/L M45 312
10,000nmol/L M31 10 10,000nmol/L  
 

M45 M31

 
IC50 nmol/L  

a b c c 
 3.1  3.1  3.0 2,700 

M45 850 730 2,800 NA 
M31 1,300 2,900 6,200 NA 

 130 87 110 170 
n=1 NA a b c  

 
3 CRPC SCID

Clin Cancer Res 2011; 17: 5913-25
CRPC LuCaP23CR LuCaP35CR SCID

250
300mm3 0.5mmol/kg/ 21

 
SCID

 
 

1 3 CYP17

AR CRPC
 

 
2  study No. 8655156  study No. 8655175

AR 3H
M45 M31 in vitro

M45
IC50 230 400nmol/L n=3

AR
n=4  

 
M45

M45 n=3  

3
1 TOX9587

5 40 400mg/kg
40 400mg/kg

400mg/kg
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2

hERG  study No.071018.DPC
ether-a-go-go hERG HEK293

1.3 3 10 27 mol/L 10 27 mol/L hERG
hERG

IC50 12.2 mol/L 1.3 3 10 mol/L n=3 27 mol/L n=4
27 mol/L hERG 5.7 0.2%

n=3  
hERG

 
 

 Study No. 692409
4 250 750 2,000mg/kg

RR PR QRS
QT QTc

 
 
3  study No. 8210847

8 100 750 2,000mg/kg
1

750mg/kg 1

 
 
4  1632/1

10 800mg/kg

 
 

CRPC
 

 

PK

in vivo
Methocel A4M Tween80

 
 

1
1

39.2mg/kg
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PK 15 30
20ng/mL 5

1,013.0ng/mL 5
1 15 2%
t1/2 1.6 2

AUC12h 3,807.0ng h/mL
10,251.0ng h/mL 37.1%  

5* 50mg/kg 500mg 50mg/kg
4.46mg/kg PK

50mg/kg AUC24h

3  
* 4.46mg/kg  

 

PK
   

     
 500mg 50mg/kg 5mg/kg 4.46mg/kg 
     

Cmax ng/mL  306 370 1,524 428 3,830 522 4,475 655 
AUC24h ng h/mL  1,582 2,292 4,849 1,347 2,025 192 1,593 652 

 
 

2 250mg 42mg/kg
24mg/kg PK

4.0ng/mL PK

t1/2 6.6
7.6 9.5

AUC 1.5%  
 

PK
 1  2   
 250mg 250mg 250mg 24mg/kg 
     

Cmax ng/mL  104.6 80.48 113.0 52.76 77.8 75.70 19,783.3 2,291.22
tmax h  2.5 1.22 2.0 0.00 2.3 0.82 0.22 0.07 
t1/2 h  7.8 3.77 7.6 4.25 9.5 4.55 6.6 1.59 

AUC ng·h/mL  622.4 514.18 558.0 247.73 618.7 407.16 19,763.5 2,128.25
 

 
2

125 2,000mg/kg 15 125 1,500mg/kg 4
PK

15 4 2.2 0.55ng/mL
1 2

4 9 2 125
500mg/kg 2,000mg/kg

Cmax
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AUC

 
40 400mg/kg 4 26 PK

2.0ng/mL
26 PK

Cmax AUC

 
 

PK 26
50mg/kg 150mg/kg 400mg/kg 

  
 1 183 1 183 1 183 

Cmax ng/mL 729 77.1 138 132 3,243 189 251 276 3,537 500 494 291
tmax h 1.00 1.00 2.00 1.00 4.00 2.00 1.00 2.00 4.00 0.50 2.00 0.50
t1/2 h 1.29 1.99 4.99 2.96 2.49 1.72 3.67 3.88 3.34 3.82 6.37 4.64

AUC24h ng h/mL 3,006 240 1,132 710 16,397 1,063 2,220 1,734 49,610 1,889 5,586 3,106
AUC ng h/mL 2,981 244   16,413 1,038   50,077 1,913   

3

2 2,000mg/kg 4 13 39 PK
4 13

4.0ng/mL 39 1.0ng/mL 39
PK

500mg/kg 1,000mg/kg
 

 

PK 39
250mg/kg 500mg/kg 1,000mg/kg 

  
 1 273 1 273 1 273 

n 4 4 4 4 4 4 4 4 7 7 7 7 
Cmax 

ng/mL
114 

68 
151 
149 

139 
105 

87.5 
51.6 

226 
91 

482 
439

183 
89 

466 
496

238 
110 

471 
537 

270 
89*1

185 
109

tmax 

h
0.875 
0.250 

1.75 
1.50 

1.50 
0.58 

4.75 
4.99 

2.50 
1.00

1.25 
0.50

3.75 
3.10

3.75 
3.10

3.00 
2.58 

3.14 
2.48 

4.00 
3.10*1

2.86 
2.27

t1/2 

h
5.20 
0.37*2 

6.87 
1.91*2 8.33*3 7.06*4 5.03 

1.36
5.73 
1.84  9.95*4 5.48 

1.38*1 
5.13 
1.12*5 5.82*3 9.48 

1.81*2

AUC24h 

ng h/mL
594 
196 

628 
293 

610 
356 

489 
258 

1,577
874

3,408
3,808

1,139
667

4,154
4,618

1,637 
846 

2,945 
2,989 

2,095
550*1

1,223
625

AUC  

ng h/mL
713 
43*2

757 
264*2   

1,628
872

3,504
3,864   

1,461 
630*1 

3,258 
3,512*5   

*1 n=6 *2 n=3 *3 n=2 *4 n=1 *5 n=5  
 

PK
 

1 3 in vitro  
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M9

5 2 CRPC
4

2 1  
 
3 in vitro

Caco-2
14C 1 10 30 mol/L

Papp A B 1.85 3.69×10-6 1.19 1.70×10-6 0.88
1.19×10-6cm/sec Papp B A

1.11 1.40×10-6 1.10 1.58×10-6 0.79 1.11×10-6cm/sec efflux ratio Papp B A/Papp A

B 0.38 0.60 0.73 1.31 0.84 1.08 14C
1 5 15 mol/L Papp A B 3.25 3.46×10-6 1.66 2.55×10-6

1.37 1.78×10-6cm/sec Papp B A 2.49 4.60×10-6 1.56 2.28×10-6 1.43
1.57×10-6cm/sec efflux ratio 0.76 1.41 0.76 1.09 0.83 1.14  

 
 

2
1

14C 100mg/kg
 

0.5 4
8 24 882ng eq/g

72 1,390 903 724
306ng eq/g AUClast 0 AUC

48.4

5.55 32.4
1  

1,960
10,900ng eq/g 8 4 914 5,380ng eq/g

4
 

 
2

96.3
99.8% 97.4 99.9% 98.8 99.9% 0.1 10 mol/L

95.6 99.9% 1-
89.4 95.7%  

COU-AA-011
14C
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99.78 99.81% 1.4 mol/L
99.81%  

CRPC
Cmax 1,000ng/mL 2.9 mol/L 4

2 1
1- 51.6mg/mL 780 mol/L 0.71mg/mL

15 mol/L Br J Clin Pharmacol 1983; 15: 399-405

 
 

14C 100mg/kg
0.25 168hr 1
0.564 0.764  

 
3

 
 

3
1 in vitro

10 50 mol/L 37 120 14C
5 mol/L 37 60 76

M45 M10 M1
M6 M31 M9

M11 M14 M8 M15 M3
M45 M31

NADPH
CYP

 
14C 5 mol/L

5
60

26.2 80.0%
76

20.3% M45
68.3 24.7%

RNA
Drug Metab Rev, 1998; 30:441-98

M1
 

 
14C 25 mol/L CYP CYP1A2 2A6 2B6 2C8 2C9 2C19

2D6 2E1 3A4 2 10 g/mL
CYP3A4 14C

58.7 85.5% CYP
14C 25 mol/L
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CYP CYP1A1 1A2 2A6 2B6 2C8 2C9 2C19 2D6 2E1 3A4
CYP3A4 CYP 14C

CYP3A4  

14C 50 mol/L UDP-
UGT UGT1A1 1A3 1A4 1A6 1A7 1A8 1A9 1A10 2B4 2B7 2B15

2B17 14C UGTM1
UGT1A4 1A3 51.3 1.3 13.4 1.3pmol/min/mg protein

UGTM2 M10 56.6 1.3 4.3 0.3pmol/min/mg protein UGT1A1
1A6 1A7 1A8 1A9 1A10 2B4 2B7 2B15 2B17 14C

UGT1A4 UGT1A3
 

14C 5 mol/L SULT
SULT1A1*1 1A1*2 1A3 1B1 1E1 2A1 14C

SULTM1 M45 SULT2A1 1E1
44.2 2.7 16.6 1.8pmol/min/ g protein SULT1A1*1 1A1*2 1A3

1B1
SULT2A1 SULT1E1

 
 
2 in vivo

14C
100mg/kg

 
21 0.25 2

Cmax M45 Cmax 1,810 1,960ng eq/g
M31 M32 M35 M38

M33 M42 M31
M32 M36 Cmax 49.8 227ng eq/g  

24 27
0.1%  

48 27
M18

M39 M23 M31 M45
1 3%  

48
32.0 32.8%

6 13.1% 20 M45
16.5 25.0%

 
 

500mg/kg 39
39

M42 M62 M80 M88 M91
M51 M52 M96 M45 M84
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M31 M35 M38 M65 M70 M77
 

 
14C 1,000mg

M45 M31 43% 4
1 2  

 
10mg/kg 25mg/kg

25mg/kg
5 AUC 2,317 7,499 7,527ng h/mL

AUC 14.7 156 61.6ng h/mL

M45 M31
 

 
4

1
14C 100mg/kg

%
24 85.2 7.2 85.8 5.1% 168

89.9 4.7 93.4 0.4% 168
0.53 0.26 0.37 0.11%  

14C 100mg/kg
120 %

0.84 0.23 74.6 4.1 18.7 4.4%  
 

2

5  
1

0.1 10 mol/L CYP CYP1A2 2A6
2C9 2C19 2D6 2E1 3A4/5 37

CYP CYP1A2
2C9 2C19 2D6 2E1 3A4/5 Ki 0.32 17.6 0.12
0.16 31.8 6.50 11.4 mol/L CYP2A6

CYP1A2 2D6 2C9 2C19 CYP3A4/5
Ki 0.44 0.39 29.8 46.3 8.01 10.2 mol/L

CYP2A6 2E1  
0.03 30 mol/L CYP CYP2B6 2C8 2C19

CYP2C8
IC50 1.3 3.0 1.6 2.9 mol/L

CYP2B6 2C19 IC50

10 mol/L  
 

0.2ng/mL 4
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1 1 CYP

Cmax 1,000ng/mL 2.9 mol/L 4
2 1 CYP1A2 2D6

Ki CYP2C8 IC50

CYP1A2 2D6 2C8

2
in vitro 

0.1 10 mol/L 48 CYP1A2 2C9 3A4
CYP2C9 3A4

CYP1A2 1.3 1.6
48

in vivo 
40 400mg/kg 4 CYP CYP1A1/2

CYP2B CYP2E1 CYP3A1/2 CYP4A1 UGT SULT2A1
CYP4A1 UGT CYP2E1

CYP CYP1A1/2 SULT2A1 CYP3A1/2 CYP2B
CYP3A1/2 SULT2A1

 
 
3

Caco-2 14C 1 30 mol/L 1
15 mol/L P P-gp P-gp

10 mol/L 100 mol/L
Papp A B Papp B A

 
BCRP 2 MRP2

MDCK P-gp LLC-PK1
BCRP MRP2 P-gp M45 M31

1 15 mol/L Papp A B

Papp B A efflux ratio BCRP MRP2 P-gp
BCRP MRP2 P-gp KO143

GF120918 M45 M31
 

BCRP BCRP
M45 M31 1 15 mol/L BCRP

M45
M31 4 BCRP

KO143 BCRP
M31  

BCRP MRP2 P-gp M45
BCRP M31 BCRP
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Caco-2 P-gp 0.1
30 mol/L 0.1 15 mol/L

IC50 10.8 mol/L
 

OATP 1B1
17 -D-

M45 M31 M45 M31
6 mol/L 17 -D- 1 mol/L OATP1B1

68.6 79.6 49.7% 6 mol/L
M45 20 mol/L M31 20 mol/L 0.5 mol/L OATP1B1

58.5 56.9 57.7%  
 

1

2 1

 

39
2 9 39

 
COU-AA-302 COU-AA-301 302

301 JPN-201 JPN-202

302
0 0.8% 0 4 302 1.6%

8/516 1.4% 7/508
2.1% 1/47

302 301 33.3 27.1% JPN-201
JPN-202 6.3 6.4%  

 
 

 

2  
P-gp 5 3

P-gp
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1,000mg 21 g/mL

98 g/mL in vitro 5 3 P-gp
IC50 10.8 mol/L 4.2 g/mL P-gp

P-gp

P-gp
P-gp

P-gp
 

 
OATP1B1

5 3 OATP1B1
 

1,000mg Cmax 2.9 mol/L 4
2 1 M45 M31 Cmax

24 mol/L OATP1B1
OATP1B1

OATP1B1

 
 

 
in vitro P-gp OATP1B1

P-gp OATP1B1

 

 

 
 

1
ICR 5 0 125 500 2,000mg/kg

2,000mg/kg  
Wistar 10 0 400mg/kg

400mg/kg
 

13
2,000mg/kg 2,000mg/kg

 
 



18 
 

2
1 15 4.2.3.2.1 non-GLP

ICR 5 0 125 500 2,000mg/kg/ 15
 

2,000mg/kg/ 1
2,000mg/kg/

500mg/kg/
2,000mg/kg/ 2,000mg/kg/

GLDH 500mg/kg/
ALP

AST
ALT 2,000mg/kg/

500mg/kg/ 2,000mg/kg/
500mg/kg/ 2,000mg/kg/

2,000mg/kg/
500mg/kg/ 2,000mg/kg/ 500mg/kg/

2,000mg/kg/ 2,000mg/kg/
2,000mg/kg/

500mg/kg/ 2,000mg/kg/
 

 
2 28 4.2.3.2.2

Tg.rasH2 CByB6F1 10 0 125 375 750
1,500mg/kg/ 28  

125mg/kg/
1,500mg/kg/

125mg/kg/
1,500mg/kg/ 1,500mg/kg/

1,500mg/kg/ 125mg/kg/
750mg/kg/ 1,500mg/kg/

750mg/kg/ 1,500mg/kg/ ALP
125mg/kg/ 1,500mg/kg/ ALT AST GLDH

1,500mg/kg/ 1,500mg/kg/
1,500mg/kg/

375mg/kg/ 125mg/kg/ 750mg/kg/
1,500mg/kg/ 750mg/kg/

1,500mg/kg/
375mg/kg/ 125mg/kg/

1,500mg/kg/ 750mg/kg/
750mg/kg/ 375mg/kg/

125mg/kg/ 750mg/kg/ 1,500mg/kg/
1,500mg/kg/ 375mg/kg/

750mg/kg/
125mg/kg/  

 
3 28 1 4.2.3.2.3

Wistar 20 0 40 126 400mg/kg/ 28
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28 10 28 10
 

40 400mg/kg/
400mg/kg/

126mg/kg/ ALT AST ALP
400mg/kg/

40mg/kg/ 126mg/kg/
400mg/kg/

400mg/kg/  

 
 
4 28 2 4.2.3.2.4

SD 20 0 40 126 400mg/kg/ 28
28 10 28 10

 
400mg/kg/

400mg/kg/
40mg/kg/ ALP

400mg/kg/
40mg/kg/

400mg/kg/

40mg/kg/
 

 
 
5 13 4.2.3.2.5

SD 20 0 250 750 2,000mg/kg/ 13
13 15 4

5  
6 2,000mg/kg/ 5

8 2,000mg/kg/
9

9 250 750mg/kg/ 10 2,000mg/kg/
12 250 750 2,000mg/kg/ 50

250 750mg/kg/ 250/50mg/kg/
750/250mg/kg/ 2,000/750mg/kg/ 2,000/750mg/kg/

2 4 32
49 2,000/750mg/kg/ 53

5 4  
ALP ALT AST -

-GTP
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250/50mg/kg/ 750/250mg/kg/
2,000/750mg/kg/ 2,000/750mg/kg/

2,000/750mg/kg/
250/50mg/kg/ LH

250/50mg/kg/
250/50mg/kg/ ALP 750/250mg/kg/

2,000/750mg/kg/

250/50mg/kg/ 250/50mg/kg/
750/250mg/kg/ 250/50mg/kg/

750/250mg/kg/
250/50mg/kg/

250/50mg/kg/
250/50mg/kg/

750/250mg/kg/ 2,000/750mg/kg/
2,000/750mg/kg/  
2,000/750mg/kg/

 
 
6 26 4.2.3.2.6

SD 30 0 50 150 400mg/kg/ 26
26 20 4

10  
400mg/kg/

8 7

 

150mg/kg/
400mg/kg/

50mg/kg/ 150mg/kg/

400mg/kg/ 400mg/kg/
50mg/kg/ LH

50mg/kg/ 400mg/kg/ 150mg/kg/
ALP 400mg/kg/ -GTP 400mg/kg/

400mg/kg/
50mg/kg/

50mg/kg/ 150mg/kg/
400mg/kg/
50mg/kg/ 150mg/kg/ 50mg/kg/

50mg/kg/ 150mg/kg/
50mg/kg/

400mg/kg/

50mg/kg/
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50mg/kg/ 150mg/kg/
150mg/kg/ 400mg/kg/

400mg/kg/ 400mg/kg/

 

 
50mg/kg/

 
50mg/kg/ 50mg/kg/

183 50mg/kg/ AUC24h 1,132 710 ng
h/mL *  

* JPN-102 CRPC 1,000mg 1 1 2
AUC24h 15 3,955.72ng h/mL  

 
7 28 4.2.3.2.7

5 0 2 10 50 250 1,000mg/kg/
28 28 3 4

2  
2mg/kg/

2mg/kg/ 50mg/kg/
2mg/kg/ 10mg/kg/

2 10 50mg/kg/ 250mg/kg/ 50mg/kg/
DHEA

ACTH 10mg/kg/ LH 10mg/kg/
10mg/kg/ 250mg/kg/ ALP

50mg/kg/ 250mg/kg/
250mg/kg/

10mg/kg/ 250mg/kg/ 50mg/kg/
50 1,000mg/kg/

250mg/kg/ 1,000mg/kg/
2mg/kg/ 10 50 1,000mg/kg/

1,000mg/kg/ 2mg/kg/ 50mg/kg/
2mg/kg/

2mg/kg/ 2 50mg/kg/
10 250 1,000mg/kg/

50mg/kg/ 50 1,000mg/kg/
1,000mg/kg/ 1,000mg/kg/

 

 
 
8 13 4.2.3.2.8

7 0 2,000mg/kg/ 4 250 750mg/kg/
0 250 750 2,000mg/kg/ 13 13
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4 4 0 2,000mg/kg/
3  

250mg/kg/ 750mg/kg/

ACTH
DHEA 250mg/kg/ LH

250mg/kg/ ALP 750mg/kg/
2,000mg/kg/
250mg/kg/ 250mg/kg/

250mg/kg/
250mg/kg/  

 
 
9 39 4.2.3.2.9

7 0 1,000mg/kg/ 4 250 500mg/kg/
0 250 500 1,000mg/kg/ 39 39

4 4 0 1,000mg/kg/
3  

250mg/kg/
250mg/kg/ 250mg/kg/

1,000mg/kg/
ACTH DHEA

250mg/kg/ 250mg/kg/
500mg/kg/ ALP 1,000mg/kg/ 250mg/kg/

1,000mg/kg/
250mg/kg/ 500mg/kg/

250mg/kg/ 250mg/kg/
1,000mg/kg/

250mg/kg/
250mg/kg/

250mg/kg/
250mg/kg/ 500mg/kg/

 
 

273
250mg/kg/ AUC24 610 489ng h/mL

*  
* JPN-102 CRPC 1,000mg 1 1 2

AUC24 15 3,955.72 ng h/mL  
 

3

 
 

4
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26
104  

 
5

1

 
 

SD 36 0 30 300mg/kg/
12 4

12 4
8 2

12 4
16

 
4 300mg/kg/ 7/24

30mg/kg/ 300mg/kg/
30mg/kg/

30mg/kg/  
8

300mg/kg/
30 300mg/kg/

 
16  

300mg/kg/
8 16

 
 

SD 48 0 30 300mg/kg/
16 2 7

14 16
2 4 14

16 2 8
2  

2 30mg/kg/
300mg/kg/

 

 

4  
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2

SD 22 0 10 30 100mg/kg/ 6 17
21  

100mg/kg/ 3
100mg/kg/

 
10mg/kg/

10mg/kg/ 30mg/kg/
100mg/kg/ 6

10mg/kg/ 10 30mg/kg/
30 100mg/kg/ 100mg/kg/ 30mg/kg/

100mg/kg/
 

 
6

800mg/kg
3 4

2

 
 

7
1

2 3
28 1 4 28 2
5 13 6 26

SD 10 0 50 400mg/kg/
2 LH

 
LH

 
 
2

14C 1,000mg
10% M45

M31 43.4 43.3% 4
1 2 28

39 M45 AUC24h

13.1 10.5 M31 AUC24h

0.7 4.4
 

 
3

不純物A*
不純物D* 不純物F*

不純物B*
不純物E*

*新薬承認情報提供時に置き換え

不純物C*
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5

28 SD 10 0
40 40 5% 400 400 5%

mg/kg/ 28 5
 

28
SD 10 0 40

40 2.6% 400 400 2.6% 
mg/kg/ 28

 

3
2

 
 

 

 

S9 mix TA100 TA98 TA100

1.5ppm
1 1 1,000mg

Threshold of Toxicological Concern g/
 

S9 mix TA1537
S9 mix

 

 
 

5

 

3  
 

*新薬承認情報提供時に置き換え

不純物G* 不純物E* 不純物H* 不純物I*
不純物D* 不純物J*

不純物A* 不純物B* 不純物C*

不純物E* 不純物K*

不純物D*

不純物D* 不純物D*

不純物D*

不純物F*

不純物E*
不純物H* 不純物J*

不純物G*

不純物I*

不純物D*

不純物A* 不純物B* 不純物C*
不純物E* 不純物K*

不純物F*
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4
290 700nm

nm L/mol/cm  
 

 
 

 
JPN-201 JPN-202

302 301
302 1/542 0.2% 0/540 301

2/791 0.3% 1/394 0.3% Grade 1 2

1
 

 
 

 
4

3
A B C

D A B
 
4 JPN-101 JPN-102 JPN-201 JPN-202

D COU-AA-301 COU-AA-302 B C D
 

 
1  

M45 M31 LC-MS/MS
* 0.2 0.2 100 89.3ng/mL  

* COU-AA-001 COU-AA-002 COU-AA-BE
1.96 1.75ng/mL  

2
1 5.3.1.2.3 COU-AA-BE 2007 2012 3

31 1,000mg
A

BA
A Cmax AUClast 0

AUC AUC 90% CI
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A  
 

A PK

  n  A A  
90%CI %

Cmax nmol/L  
 14 276 164 478 410 186.98 119.43, 292.73  

 13 1,701 1,248 1,748 1,396 95.90 65.34, 140.75  

AUClast h nmol/L  
 14 3,191 1,939 3,915 2,939 148.93 96.49, 229.85  

 13 12,449 6,190 11,668 5,116 94.52 70.06, 127.53  

AUC h nmol/L  
 14 3,491 2,077 4,197 3,009 137.27 95.55, 197.20  

 13 12,806 6,543 12,043 5,125 95.45 71.01, 128.30  
 

 
2 5.3.1.2.2 COU-AA-014

18 1,000mg BA

Cmax AUClast AUC
B C D B C 15%

 
 

PK
 
 B C D 

90%CI %  
D B C B D C 

n 17 17 16 14 14 14 
Cmax ng/mL  92.4 47.8 93.3 38.4 96.1 35.5 101 85.11, 119.14 95.7 80.98, 113.16  105 88.72, 124.72

AUClast ng h/mL  487 267 504 227 570 234 115 102.30, 129.06 99.6 88.78, 111.85  115 102.52, 129.70
AUC ng h/mL  498 267 513 227 579 234 115 102.63, 129.19 100 89.16, 112.09  115 102.52, 129.42

 
 
3 5.3.1.2.1 COU-AA-005

120 1,000mg B D
BE

Cmax AUC AUClast

B D 90%CI 0.914 0.854, 0.979 0.926 0.880, 0.974
0.930 0.881, 0.981 B D BE  
 

3
1 5.3.3.1.5 COU-AA-009 2009 10

36 1,000mg 298.7kcal 2.5g
826.3kcal 52.5g

PK
PK

PK
tmax t1/2 Cmax

AUC 7 5
17 10  
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PK

  
90%CI %  

n 35 36 35 35 35 
Cmax ng/mL  90.9 65.3 558 307 1,270 487 726 584, 903  1,683 1,353, 2,093

tmax h * 2.0 1.0, 4.0  3.0 1.0, 6.0 2.0 1.5, 4.0   
AUClast ng h/mL 499 336 2,079 1,000 4,347 1,607 472 395, 563  992 831, 1,183  
AUC ng h/mL  509 338 2,092 1,004 4,370 1,616 462 388, 549  969 816, 1,152  

t1/2 h  15.7 3.68 17.6 4.33 17.9 4.87   
*  

 
2 5.3.3.1.3 PCR1005 2012 1 5  

51 24 27 1,000mg
1 2 PK

A 1 B 4 2
4 C 2 D

A B C D PK
A B Cmax

AUC 2 1.6 C 10 7
D 12 7.5  

 
 

PK
 A B C D  
n 47 47 48 45 

Cmax ng/mL  111 62.1 216 105 1,111 609 1,258 626 
tmax h *1 1.50 1.00, 6.00  1.50 1.00, 4.00  1.75 1.00, 4.00  2.00 1.00, 4.00  

AUClast ng h/mL 598 292 943 479 4,071 1,898 4,511 1,993 
AUC ng h/mL  599 271*3 971 490*2 4,094 1,907 4,533 1,999 

t1/2 h  13.6 3.36*3 13.9 4.60*2 11.9 2.70 11.7 2.74 
B C D A 90%CI %  

Cmax ng/mL   
203.0 

173.04, 238.04 *4
1,020.6 

870.27, 1,196.91 *4 
1,169.5 

997.17, 1,371.71 *4

AUClast ng h/mL  
154.2 

134.73, 176.57 *4
714.1 

623.86, 817.44 *4
773.6 

675.75, 885.56 *4

AUC ng h/mL   
157.3 

136.17, 181.70 *5
695.2 

602.25, 802.57 *5
749.2 

648.57, 865.40 *5

*1 *2 n=45 *3 n=43 *4 n=41 *5 n=37  
 

3 1 3 in vitro

 
 

1
 

COU-AA-009 PCR1005
3
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JPN-201 JPN-202
COU-AA-301 COU-AA-302 1

2

5  
 

 
 

2
pH PK

 
pH pH

pH mg/mL pH
mg/mL pH

pH PK

 
JPN-201 JPN-202

29.2% 14/48 43.5% 20/46
*

pH  
* 12 Prostate-Specific Antigen Working Group PSAWG

PSA PSA 50% 4
PSA 50%  

 
pH PK

 
 

PK
P450 CYP 1A2 CYP2D6 CYP2C8

CYP3A4  
 

1
1 5.3.3.1.2 JPN-101

30 250 500 1,000mg
PK

PK Cmax AUC
tmax t1/2

3 1 3 in vitro
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PK
mg  250 500 1,000 

Cmax ng/mL  53.17 48.588 90.46 74.970  172.1 150.35 
tmax h * 2.00 1.00, 4.00  2.00 1.00, 4.00  1.50 1.00, 4.00  

AUClast ng h/mL  285.8 290.52 484.4 435.47  810.4 616.66 
AUC ng h/mL  293.9 290.25 494.3 434.47  822.4 615.89 

t1/2 h  14.24 5.075 15.10 6.111 16.59 6.894 
n=30 *  

 
2 5.3.1.1.1 COU-AA-007  

8 14C 1,000mg

Cmax AUClast AUC 330 357
402 t1/2

tmax

N- M31 O- M45
43.3 43.4% 264

87.9%
55.3 22.3% 264

5.3% M31 4.22%

 
AUC 0.523

 
 

PK
   

Cmax ng/mL  10.4 5.50 3,429 538 1,836 326 
tmax h * 3.0 1.0, 3.1  4.0 3.0, 4.0  3.5 2.0, 4.0  

AUClast ng h/mL  74.8 42.7 26,683 8,732 12,162 3,636 
AUC ng h/mL  80.9 44.0 32,523 9,391 17,017 4,977 

t1/2 h  11.2 3.86  4.80 1.64  4.88 1.56 
n=8 *  

 
3 5.3.3.1.1 COU-AA-016  

32 250 500 750 1,000mg
PK  

 

PK
mg  250 500 750 1,000 

n 27 29 28 29 
Cmax ng/mL  39.9 25.3  67.0 34.7  87.0 43.3  125 76.4 

tmax h *1 2.0 1, 6  2.0 1, 4  2.0 1, 4  2.0 1, 4  
AUClast ng h/mL 195 109  336 156  438 189  607 298 
AUC ng h/mL   210 105*2  345 155  449 189  621 300 

t1/2 h  14.4 4.5*2 15.3 4.1 16.5 4.5 16.0 4.6 
*1 *2 n=26 

 
4 5.3.3.1.4 COU-AA-008  

32 250 500 750 1,000mg
PK  
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PK
mg  250 500 750 1,000 

Cmax ng/mL  25.9 10.0 76.6 35.9 57.4 32.7 112 36.7 
tmax h * 1.8 1.0, 4.0  2.0 1.0, 3.0  1.8 1.0, 3.0  1.8 1.0, 3.0  

AUClast ng h/mL  155 83.3 428 257 309 180 610 249 
AUC ng h/mL   162 84.7 440 254 317 183 617 249 

t1/2 h   11.1 2.97 14.6 4.70 14.7 3.96 12.7 1.91 
n=8 *  

 
2

1 5.3.3.2.3 JPN-102 2010 6

CRPC 27
PD

1 28 250
500mg 1 1 1 2 1,000mg 1 1 1

1,000mg 1hr 1,000mg 1 1 2
1,000mg 2hr 8

5mg 1 2  
7

Cmax AUC24h 7 1 1.31
1.74 1.40 1.69

JPN-101 1.3 1.5
1 7 15 Cmax 1,000mg 1hr 1,000mg

2hr 4.25 4.62 6.00 AUC24h 3.13 3.44 4.10
1 7

1 15 Cmax AUC24h

 

1 PK
mg  250 500 1,000 1,000 

 1 2 1  2
n 9 6 6 6 

Cmax 

ng/mL  

1  
 121.3 37.9 385.7 181.5 185.7 104.4 788.8 343.2 

7  
 183.6 69.8 625.5 253.2 205.4 97.2 949.5 338.1 

15  168.8 83.0 542.2 231.4 166.4 70.9 999.7 386.2 

tmax* 

h  

1  
 3.00 1.97, 5.92 2.95 2.00, 3.95 2.00 0.57, 2.95  2.50 0.98, 3.97

7  
 2.97 1.77, 3.05 1.99 1.98, 5.98 2.00 1.03, 4.05  2.46 1.98, 3.25

15  2.08 0.97, 10.30 2.46 1.97, 3.22 1.98 0.95, 2.95  2.97 1.95, 4.02

AUC24h 

ng h/mL  

1  
 516.0 114.4 1,698.0 830.1 869.7 523.9 2,724.7 1,109.8 

7  
 708.8 164.7 2,348.8 774.8 1,137.6 524.4 3,924.6 1,137.2 

15  673.2 131.7  2,235.8 1,100.2 964.8 375.1 3,955.7 1,260.0 

*  
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PD

8
1ng/dL 8

250 500mg
1,000mg

1,000mg 1hr 1,000mg 2hr
 

 
2 5.3.5.2.2 JPN-201 2012 6

 
CRPC 48

4 1
5mg 1 2 1,000mg 1

2 1 1 PD
2 7 13.2

17.3ng/mL 1 5
1 3 109.5 174.5ng/mL

DHEA-S 1 1 1ng/dL
0.4 g/dL  

 
3 5.3.5.2.3 JPN-202 2012 6

 
DTX CRPC 47

4 1 5mg 1 2
1,000mg 1 2 1 1

PD 2 7
12.1 14.7ng/mL

1 5 1 3
92.8 122.8ng/mL DHEA-S

1 1 1ng/dL 0.4 g/dL
 

 
4 5.3.5.2.7 PCR2008 2011 2013  

CRPC 25 2.5g 299kcal
52.5g 826kcal

5mg 1 2
1,000mg 1 2

1 1 7 8 1
1 7

Cmax AUC24h 1 2
1.7 2.0

1.35 1.07
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PK  
 7  14   

   
90%CI %  

n 7 6 6/6 
Cmax ng/mL  265 168 324 229 135.2 95.79, 190.79  
tmax h * 2.0 1.0, 8.1  2.5 1.0, 3.0   
AUC24h ng h/mL  1,596 1,279 1,492 963 106.7 66.48, 171.13  

   
90%CI %  

n 18 18 18/18 
Cmax ng/mL  276 234 416 289 173.8 120.55, 250.58  
tmax h * 2.0 0.5, 6.0  4.0 3.0, 10.0   
AUC24h ng h/mL  1,157 667 2,111 720 204.7 161.72, 259.12  

*  
 

3
1 5.3.3.3.1 COU-AA-011 2009 2010 4  

Child-Pugh A Child-Pugh B
BMI 8 1,000mg

PK
Cmax AUClast

0.84 1.12
2.74 3.62

t1/2

 
 

PK  
    

Cmax ng/mL  85.7 46.6 71.9 40.2 297 258 
tmax h *1 1.75 1.0, 3.0  2.0 0.5, 3.0  1.5 1.0, 2.0  

AUClast ng h/mL  321 166 355 191 1,530 1,350 
AUC ng h/mL  330 166 365 194 1,562 1,389 

t1/2 h  13.1 4.19 17.7 7.91 18.6 5.04 
90%CI %  

Cmax   84.2 45.02, 157.50  274 146.35, 512.00  
AUClast   112 59.56, 509.51  362 193.03, 679.00  
AUC   111 59.61, 208.35   357 190.98, 667.46 *2 

n=8 *1 *2 n=5  
 
2 5.3.3.3.3 PCR1004 2012 1  

Child-Pugh C BMI
8 125mg 62.5mg

2,000mg 1,000mg PK

2,000mg PK
Cmax

AUClast AUC 3.6 7.6 7.0
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PK  

  *1  
90%CI %  

Cmax ng/mL  64.5 71.0 200 171 358.22 165.38, 775.94  
AUClast ng h/mL  402 317 3,026 2,242 756.32 384.16, 1,489.0  
AUC ng h/mL  461 405 2,840 2,179  697.37 293.58, 1,656.5 *2  

n=8 *1 2,000mg *2 n=5 
 

4 5.3.3.3.2 COU-AA-012 2009
2010 1  

ESRD BMI 8
1,000mg PK

ESRD
Cmax AUClast 0.53 0.63

ESRD 1
Cmax AUClast 7

 

 
PK ESRD

1 2
PK

 
 

ESRD PK  

  ESRD  ESRD  
90%CI %

Cmax ng/mL  104 124 50.2 37.7 53.1 26.77, 105.21  
tmax h * 1.5 1.0, 4.0  3.0 1.0, 6.0   

AUClast ng h/mL  485 513 305 267 62.8 32.41, 121.71  
AUC ng h/mL  497 523 315 265 65.0 34.25, 123.21  

t1/2 h  19.0 4.08 16.0 2.00  
n=8 *  

 
5

1 5.3.3.4.2 PCR1002 2012 1 2
20 M31

M45 PK CYP3A4
1 14 1,000mg

11 16 400mg 1 1
Cmax AUClast AUC

M31 Cmax AUClast AUC
0.75 0.93 0.96 M45

 
CYP3A4
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PK

  
 

 
90%CI %  

Cmax ng/mL  131 59.5  137 48.1 108.64 90.03, 131.11  
AUClast ng h/mL 672 332 739 274 114.69 97.91, 134.33  
AUC ng h/mL  682 335 753 277 114.95 98.28, 134.44  

n=20
 
2 5.3.3.4.3 PCR1003 2012 3

19 M31
M45 PK CYP3A4

1 14 1,000mg
8 13 600mg 1 1

Cmax AUClast

AUC
M45 Cmax AUClast AUC 0.41 0.24 0.30

M31 1.83 1.04 1.03 CYP3A4
 

CYP3A4
 

 

PK

  
 

 
 

90%CI %
n 19 18 18 

Cmax ng/mL  138 72.2 61.2 43.1 44.63 35.01, 56.89  
AUClast ng h/mL  727 433 294 169 42.18 35.19, 50.56  
AUC ng h/mL  747 483 332 170 45.26 38.04, 53.85  

 
 
3 5.3.3.4.1 COU-AA-015

2010 2012 4
CRPC 34 CYP2D6
CYP1A2 PK

5mg 1 2 1,000mg 1
1 1 8 8

30mg 100mg
PK

 

Cmax AUClast AUClast

Cmax AUClast

 
CYP1A2

CYP2D6 CYP2D6
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PK

  
 

 
90%CI

%  
n 18 18 18 

 
Cmax ng/mL  3.49 4.82  7.12 4.99    275.36 212.43, 356.95  
AUClast ng h/mL  44.4 76.1 90.7 110    302.21 239.26, 381.72  
AUC ng h/mL   52.4 88.7*1  101 132     287.47 230.21, 358.98 *1

 
Cmax ng/mL  373 118 401 131 108.1208 99.18, 117.87  
AUClast ng h/mL  3,122 1,145 4,183 1,495  133.9794 127.93, 140.32  
AUC ng h/mL  3,168 1,149 4,291 1,503  135.6964 129.29, 142.42  

   
 
90%CI

%  
n 16 15 15 

Cmax ng/mL  1,928 680 2,014 645   102.36 88.84, 117.94  
AUClast ng h/mL   49,131 24,134   52,806 19,233   109.36 95.49, 125.24  
AUC ng h/mL    58,903 36,235*2    57,923 22,098*3   112.85 96.6, 131.75 *3 

*1 n=17 *2 n=15 *3 n=12 
 

6 PD
1 5.3.3.2.1 COU-AA-001 2005 11 2008 11

CRPC
COU-AA-001 18 250

500 750 1,000 2,000mg
1 34ng/dL

8 1ng/dL 28
250 500mg 750mg

750 2,000mg
 

2 QT/QTc 5.3.4.2.1 COU-AA-006 2009
2012 5

CRPC 33 QT/QTc

5mg 1 2 1,000mg 1 2
1 1 QTcF

Fridericia QT 90%CI
10msec QT/QTc 500msec
60msec

QTcF  
QT/QTc

 

7 PPK
1 CRPC  

COU-AA-008 COU-AA-009
COU-AA-014 1 CRPC
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COU-AA-006 DTX CRPC
COU-AA-301

256 4,200 NONMEM version 6.0
PPK CL/F

CRPC BMI
CL/F CRPC

 
PPK 5 CRPC

COU-AA-302
360 4,627 PPK CRPC

CL/F 1,550L/h DTX
CRPC CL/F 1,505L/h  

 
2 CRPC

JPN-101 JPN-102 JPN-201
JPN-202 152 2,678

NONMEM version 7.0 PPK
PK 2- 1

PK
CL/F

BMI
CRPC PSA
AST

ALT

 
 

8
CRPC JPN-102

8 1 8 Cmax AUC24h

15 1 15
Cmax AUC24h Grade 3 4

1 PK
PK

 
JPN-101

COU-AA-008 COU-AA-016 PCR1005 250 500 1,000mg
PK Cmax AUC
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t1/2 tmax 10.4 16.6 1.5 2.0
11.1 16.5 1.5 2.0  

CRPC JPN-102
COU-AA-006

1,000mg 1 2 PK
1

Cmax AUC24h

2 Cmax AUC24h

2

JPN-102 2 COU-AA-006
COU-AA-006

 
PPK CRPC
AUC CRPC 1

AUC 1,120ng h/mL CRPC
1 2 AUC 981ng

h/mL  
 

 
 

2
CYP2C8 3. 5

CYP2C8
PK PCR1011

 
16 PK

15mg 1 8 8
1,000mg Cmax AUClast

AUC 90%CI %
124.99 99.91, 156.38 146.45 125.7, 170.62 145.98 125.74 169.48

M- M- AUC
10% CYP2C8

CYP2C8 CYP2C8
 

 
 

 
3

 
COU-AA-011 Cmax AUClast

2.74 3.62 3 1
PCR1004 Cmax AUClast

AUC 3.6 7.6 7
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3 2  
CRPC COU-AA-001

2,000mg
3 2

 

 
250mg
2,000mg CRPC

 
3

2  
 

 
 

 
PCR1004

 
 

2
2 4 2

1 2 13
11 4 15  

    
   

 

 

 

JPN-101   30 250 500 1,000mg
 

 
PK 

JPN-102  CRPC  
27 250 500 1,000mg 1 1

 
 

PK 

JPN-201  CRPC  
48 

5mg 1 2
1,000mg 1 1

 

 
 

PK 

JPN-202  
DTX

CRPC  
47 

5mg 1 2
1,000mg 1 1

 

 
 

PK 

 

COU-AA-005   120 1,000mg   
PK 

COU-AA-016   32 250 500 750 1,000mg
 

 
PK 

PCR1005   51 1,000mg   
PK 

COU-AA-006  CRPC  33 
5mg 1 2

1,000mg 1 1
 

 
PK 



40 
 

        
   

 

COU-AA-001 
COU-AA-001EXT  CRPC  

54 

250 500 750 1,000
2,000mg 1 1  

5mg 1
2 5mg
1 2

0.5mg 1 1
1,000mg 1 1  

 
PK 

COU-AA-002  CRPC  
66 

250 500 750
1,000mg 1 1  

* 5mg 1 2
0.5mg 1 1

1,000mg 1 1
 

 
PK 

COU-AA-004  
DTX

CRPC  
58 

* 5mg 1 2
1,000mg 1 1

 
 

COU-AA-302  CRPC  

1,088 
546
542

* 5mg 1 2
1,000mg  

1 1  

 
 

PK 

COU-AA-301  
DTX

CRPC  

1,195 
797
398

* 5mg 1 2
1,000mg

1 1  

 
 

  

COU-AA-007   8 1,000mg   
PK 

COU-AA-014   18 1,000mg   
PK 

COU-AA-BE   33 1,000mg 1 1   
PK 

COU-AA-008   33 250 500 750 1,000mg
 

 
PK 

COU-AA-009   36 1,000mg   
PK 

COU-AA-011   
24 1,000mg   

PK 

COU-AA-012   
16 1,000mg   

PK 

PCR1004   

16 
8 
8 

125mg
2,000mg  

 
PK 

COU-AA-015  CRPC  34 

* 5mg 1 2
1,000mg 1 1

 

 
PK 

PCR1002   20 1,000mg   
PK 

PCR1003   19 1,000mg   
PK 

COU-AA-003 
COU-AA-003EXT  

DTX

CRPC  
47 1,000mg 1 1   

COU-AA-BMA  CRPC  56 
* 5mg 1 2

1,000mg 1 1
 

 

PCR2007  DTX

CRPC  

82 

* 5mg 1 2
1,000mg 1 1

 

 
PK 

PCR2008  CRPC  25 

* 5mg 1 2
1,000mg 1 1

 

 
PK 
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DTX CRPC PK *
5mg 1 2  

 
 

PK

 
 

1
4

 
 
1 5.3.3.1.2 JPN-101
2 5.3.1.2.1 COU-AA-005
3 5.3.3.1.1 COU-AA-016
4 5.3.3.1.3 PCR1005 2012 1 5

2
1 5.3.3.2.3-1 JPN-102 2010 6

CRPC 63 6 12
PD PK

5  
1 28 250 500mg 1 1 1

2 1,000mg 1 1 1 1,000mg
1hr 1,000mg 1 1 2 1,000mg 2hr

1 8
5mg 1 2  

27
 

30
 

 
2 5.3.5.2.2-1 JPN-201 2012 6

CRPC 45
21  

5mg 1 2 1,000mg
1 1 1 2

 
56 48 Full Analysis Set FAS

 
12 Prostate-Specific Antigen 

Working Group PSAWG PSA PSA
50% 4 PSA 50%

12 PSA * 90%CI 60.4% 47.5%, 72.3%
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29/48  
* CRPC DTX

PSA 35%  

 
30 1/48

2.1%
 

 
3 5.3.5.2.3-1 JPN-202 2012 6

DTX CRPC 38
18  

5mg 1 2 1,000mg
1 1 1 2

 
64 47

PSA 1 46 FAS
 

12 PSA * 90%CI 28.3% 17.6%, 
41.1% 13/46  

* CRPC
PSA 20%  

 
30 2

1
1  

3
1 5.3.4.2.1-1 5.3.4.2.1-2 5.3.4.2.1-3 COU-AA-006 2009

2012 5
1 CRPC 34

QT/QTc PK
4  

5mg 1 2
1,000mg 1 1 1 2

 
30 1

 

2 5.3.3.2.1-1 5.3.3.2.1-2 COU-AA-001 COU-AA-001EXT
COU-AA-001 2005 11 2008 11 COU-AA-001EXT 2007

CRPC 47
PK 1  

250 500 750 1,000 2,000mg 1 1
2 1

1,000mg 1 1 2 1
 

54
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1,000mg 42  
DLT

 
30 3/54

5.6% 1
 

 
3 5.3.3.2.2-1 5.3.3.2.2-2 COU-AA-002 2006

CRPC 72
PK 3

 
250 500 750 1,000mg

30 1 1
2 1,000mg 1 1

1
 

66  
DLT

 
30 1/66

1.5%
 

 
4 5.3.5.2.1-1 5.3.5.2.1-2 5.3.5.2.1-3 COU-AA-004 2007 6

2011 10
DTX CRPC 50

8  
*5mg 1 2 1,000mg 1

1  
* 5mg 1

2  
 

58  
30 2/58

3.4% 1 1
 

5 5.3.5.1.2-1 5.3.5.1.2-2 COU-AA-302 2009 4

CRPC 1,000

12 151  
*5mg 1 2 1,000mg

1 1 1 2
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* 5mg 1
2  

 
1,088 546 542 Intent-to-treat

ITT
6 1,082 542 540  

radiographic progression free survival rPFS *

OS rPFS 378
OS 3 15% rPFS 40%

55% 100% 773
OS

Lan-DeMets O’Brien-Fleming  
*

 

12 2 6
2

12 1 2 6
 

CT MRI
modified RECIST  

 
 

rPFS p
0.01

 
 

rPFS ITT 2010 12 20
   

 546 542 
%  150 27.5  251 46.3  

95%CI  NE 11.66, NE  8.28 8.12, 8.54  
95%CI *1 0.425 0.347, 0.522  

p *2, *3 <0.0001 
NE *1 ECOG PS 0 1 Cox *2 ECOG PS

log-rank *3 0.01 
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rPFS Kaplan-Meier ITT 2010 12 20
 

 
OS 2 p

0.0008

 
 

OS 2 ITT 2011 12 20
   

 546 542 
%  147 26.9  186 34.3  

95%CI  NE NE, NE  27.24 25.95, NE  
95%CI *1 0.752 0.606, 0.934  

p *2,*3 0.0097 
NE *1 ECOG PS 0 1 Cox *2 ECOG PS

log-rank *3 0.0008 
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OS 2 Kaplan-Meier ITT 2011 12 20
 

30
18/542 3.3% 8/540 1.5%

7 3
2

1
1

1 1
 

 
6 5.3.5.1.1-1 5.3.5.1.1-2 COU-AA-301 2008 5

1 2 2010 9 20

2 DTX CRPC
1,158

13 147  
*5mg 1 2 1,000mg

1 1 1 2

 
* 5mg 1

2  
 

1,195 797 398 ITT
10 1,185
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791 394  
OS OS 1 67%

100% 797
Lan-DeMets O’Brien-Fleming

 
OS p

0.0141
OS

 

OS ITT
   

 797 398 
%  333 41.8  219 55.0  

95%CI  450.0 430.0, 470.0  332.0 310.0, 366.0  
95%CI *1 0.646 0543, 0.768  

p *2, *3 <0.0001 
*1 ECOG PS 0 1 2 pain score 1 2

PSA Cox *2 ECOG PS 0
1 2 pain score 1 2 PSA

log-rank *3 0.0141 
 

OS Kaplan-Meier ITT
 

30
97/791 12.3% 55/394 14.0%

64 41
4 2

1 2
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1
1

1  

1
6

30
 

 
1 5.3.1.1.1 COU-AA-007
2 5.3.1.2.2 COU-AA-014
3 5.3.3.1.4 COU-AA-008
4 5.3.3.1.5 COU-AA-009 2009 10
5 5.3.3.4.2 PCR1002 2012 1 2
6 5.3.3.4.3 PCR1003 2012 3

2
1 5.3.1.2.3-1 5.3.1.2.3-2 5.3.1.2.3-3 COU-AA-BE 2007
2012 3  

24 40 PK
3  

33 31
30 2/31

1 1  
 
2 5.3.3.3.1 COU-AA-011 2009 2010 4

24 PK
1  

24
30  

 
3 5.3.3.3.2 COU-AA-012 2009 2010 1  

16 PK
1  

16
30  

 
4 5.3.3.3.3 PCR1004 2012 1  

16 PK
2  

16
30  

 
5 5.3.3.4.1-1 5.3.3.4.1-2 5.3.3.4.1-3 COU-AA-015 2010

2012 4  
CRPC 37
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3  
34

30  
 
6 5.3.5.2.4-1 5.3.5.2.4-2 5.3.5.2.4-3 COU-AA-003

COU-AA-003EXT 2006 11  
DTX CRPC 45

3  
47

30 3/47 2
1  

 
7 5.3.5.2.5-1 5.3.5.2.5-2 COU-AA-BMA 2007

CRPC 60
1

 
56

30 1
 

 
8 5.3.5.2.6-1 PCR2007 2011 8  

DTX CRPC 80

15  
108 82

30 7/82 6
1  

 
9 5.3.5.2.7-1 PCR2008 2011 2013  

CRPC 24 28
PK 2

 
25

30  
 

1

CRPC
COU-AA-302 302

2 DTX CRPC
COU-AA-301

301  
302 301

CRPC
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JPN-201 DTX CRPC
JPN-202  

 
2

CRPC 2
DTX CRPC

 
 
1

302 301
 

2008 European Association of Urology
Prostate cancer: ESMO Clinical Recommendations for diagnosis,treatment and 

follow-up ESMO Ann Oncol 2008; 19 Suppl 2: ii45-6
302 CRPC

301 DTX CRPC

 

 
302 301

 
 

 
 
2

302 rPFS
 

CRPC rPFS

QOL rPFS
 

 
 

CRPC CT MRI RECIST
RECIST

rPFS CRPC
CRPC rPFS

 
302 301 rPFS

OS OS 302 rPFS

rPFS rPFS
OS  

 



51 
 

3
302

CRPC 302
rPFS

3 5
 

rPFS
rPFS

 
 

rPFS ITT 2010 12 20
   

 546 542 
%  174 31.9  261 48.2  

95%CI  13.73 11.33, 16.26  8.25 7.92, 9.69  
95%CI *1 0.493 0.406, 0.598  

p *2 <0.0001 
*1 ECOG PS 0 1 Cox *2 ECOG PS log-rank  
 

rPFS
ITT 2010 12 20

   
 546 542 

%  174 31.9  294 54.2  
95%CI  11.99 11.24, 14.46  7.92 5.62, 8.25  

95%CI *1 0.420 0.347, 0.507  
p *2 <0.0001 

*1 ECOG PS 0 1 Cox *2 ECOG PS log-rank  
 

301
2 DTX CRPC

301 OS
3 6

 
 

 
302 301

 
302 rPFS

OS 2
OS

 
301 OS

OS  
 
4

JPN-201 JPN-202 12 PSA 90%CI 60.4%
47.5%, 72.3% 29/48 28.3% 17.6%, 41.1% 13/46

2 2 3  
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301 12 PSA 95%CI 27.6% 24.5%, 30.9%
220/797 4.0% 2.3%, 6.5% 16/398 302 16
PSA 95%CI 59.2% 54.9%, 63.3% 323/546
20.5% 17.2%, 24.1% 111/542  

 
JPN-201 JPN-202 CRPC

CRPC
 

 
3

 

 
 
1

302 301 JPN-201 JPN-202
 

CRPC 302 JPN-201
 

 

CRPC

 

%  

JPN-201  
48  

302  
 

542  
 

540  
 44 91.7  537 99.1  524 97.0  

Grade 3 4  15 31.3  258 47.6  225 41.7  
 1 2.1  20 3.7  12 2.2  

  6 12.5  178 32.8  142 26.3  
 4 8.3   55 10.1  49 9.1  

 3 6.3  105 19.4   63 11.7  
 

302 5%
28.6% 23.3% 10.7% 5.0% 21.4%

14.4% 21.8% 13.1% 10.0% 5.0% 14.4% 6.9%
3% Grade 3 6.3%

1.7% 1% 1.8%
0.7% JPN-201 302

JPN-201 2  
 

DTX CRPC 301 JPN-202
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DTX CRPC

 

%  

JPN-202  
47  

301  
 

791  
 

394  
 43 91.5  784 99.1  390 99.0  

Grade 3 4  16 34.0  478 60.4  240 41.7  
 2 4.3  105 13.3   61 15.5  

  9 19.1  335 42.4  172 43.7  
 4 8.5  162 20.5   93 23.6  

  8 17.0  129 16.3   48 12.2  
 

301 5%
29.1% 20.1% 29.0% 23.4%
18.0% 9.1% 13.3% 7.4% 3%

Grade 3 4.4% 0.8%
1% 2.4% 1.3% 2.1%

0.8% 2.0% 1.0% 1.5% 0.5% JPN-202
301 JPN-201 2

 
 

302 JPN-201
 

302 JPN-201 5%
302

JPN-201 3% Grade 3

Grade Grade 3 302
JPN-201

3 JPN-201
 

JPN-201 302 3% Grade 3
 

 
301 JPN-202

 
301 JPN-202 5%

301
JPN-202 3% Grade 3

Grade 3 JPN-202 2/47 4.3%
301 2/779 0.3% JPN-202 Grade 3

2 Grade 3
4 ALT Grade 3 4

AST JPN-202 3/47 6.4% 301 12/779 1.5%
CRPC  

Grade
Grade 3
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Grade 3
Grade 3 4 AST JPN-202

2 3  
JPN-202 301 3% Grade 3

 
 

 

6  
 
2

 
MedDRA SMQ

 
302 JPN-201  

 

JPN-201 302

MedDRA Ver.15.0 
 

%  

JPN-201  
48  

302  
 

542  
 

540  
Grade Grade 3 Grade Grade 3 Grade Grade 3

 20 41.7  5 10.4 90 16.6 37 6.8 44 8.1  10 1.9
 17 35.4  5 10.4  78 14.4 34 6.3 37 6.9   9 1.7

  5 10.4  0 13 2.4   3 0.6  7 1.3   1 0.2
 1 2.1  0  4 0.7  0  5 0.9  0 

 0 0 0 0  1 0.2  0 
 0 0  2 0.4   1 0.2  1 0.2   1 0.2

 0 0  1 0.2   1 0.2 0 0 
 0 0  2 0.4  0 0 0 

 0 0 0 0  1 0.2  0 
 0 0 0 0  1 0.2  0 

 0 0 0 0  1 0.2   1 0.2
 0 0 0 0  1 0.2  0 

302 6/542 1.1% 3/540 0.6%
12/542 2.2% 1/540

0.2% Grade 3 4 37
34 31

3 2
1
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3
 

JPN-201
3/48 6.3% Grade 3
5 4 1

 
302 3 56/90 62.2%

Grade 3 19/32 59.4% Grade 4 5 JPN-201
3 15/20 75.0% Grade 3 5
 

 
301 JPN-202  

JPN-202 301

MedDRA Ver.15.0 
 

%  

JPN-202  
47  

301  
 

791  
 

394  
Grade Grade 3 Grade Grade 3 Grade Grade 3

 10 21.3  3 6.4  65 8.2  22 2.8 27 6.9  11 2.8  
 10 21.3  3 6.4  41 5.2  16 2.0 19 4.8   8 2.0  

 0 0 12 1.5   4 0.5  8 2.0   4 1.0  
 0 0 8 1.0  0  5 1.3  0 

 0 0 5 0.6   1 0.1  1 0.3  0 
 0 0 1 0.1   1 0.1 0 0 

 0 0 1 0.1  0  2 0.5   1 0.3  
 0 0 1 0.1   1 0.1 0 0 

 0 0 2 0.3  0  1 0.3  0 
 0 0 1 0.1   1 0.1 0 0 
 0 0 1 0.1  0 0 0 

 0 0 0 0  1 0.3   1 0.3  
 0 0 0 0  1 0.3   1 0.3  

 0 0 1 0.1  0  1 0.3  0 
 0 0 0 0  1 0.3   1 0.3  

 0 0 1 0.1  0 0 0 
 0 0 0 0  1 0.3   1 0.3  

301 4/791 0.5% 4/394 1.0%
6/791 0.8% 3/394

0.8%  
JPN-202

Grade 3 3
 

301 3 37/65 56.9%
Grade 3 16/20 80.0% Grade 4 2 JPN-202

3 8/10 80.0% Grade 3 2/3
66.7%  

 
Hy’s law AST ALT 3
2 2
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Hy’s law
* 2

1
 

* CRPC
212082PCR3001  

 
 

Hy’s law

 
 
3

 

 
302 28.0% 152/542

23.5% 127/540 Grade 3 0.7% 4/542 1.7% 9/540
2

1  
JPN-201  
301 33.1% 262/791

23.6% 93/394 Grade 3 2.4% 19/791 1.3% 5/394
2

 
JPN-202 4.3% 2/47 Grade 

2  
 

 
302 301

302 1
5 2

CYP17

 
 
4

 
302 21.8% 118/542 13.1%
71/540 Grade 3 3.9% 21/542 3.0% 16/540

Grade 3 19
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13 1
3 1

 
JPN-201 4.2% 2/48 Grade 2 1 Grade 

3 1  
301 11.1% 88/791 8.1% 32/394

Grade 3 1.3% 10/791 0.3% 1/394
Grade 3

3
 

JPN-202 4.3% 2/47 Grade 2
 

302
Grade 3 1/542 0.2%

Grade 3 1
 

 
 

5 2
CYP17

 
 
5

 
302 16.6% 90/542

12.6% 68/540 Grade 3 2.2% 12/542 1.9% 10/540
2 1  

JPN-201 12.5% 6/48
Grade 1  

301 18.0% 142/791
9.1% 36/394 Grade 3 4.4% 35/791 0.8% 3/394

6
 

JPN-202 6.4% 3/47 Grade 
1  

 
 

 
302 301
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5 2
CYP17

 
 
6

Circulation 2010 ; 121: 833-40
 

MedDRA SMQ

 
302 19.9% 108/542 17.6%
95/540 Grade 3 6.6% 36/542 3.9% 21/540

Grade 5 1
1 34

16 5 4
 

JPN-201 4.2% 2/48 Grade 2
1

1  
301 18.6% 147/791 15.2%
60/394 Grade 3 6.8% 54/791 3.6% 14/394

Grade 5 5
1 2

1 34 7
14 6  

JPN-202 2.1% 1/47 Grade 1
 

 
 

302 301

 
 
7
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J Clin Oncol 2008; 26: 4371-2
 

MedDRA SMQ

 
302 9.4% 51/542

8.5% 46/540 Grade 3 1.8% 10/542
1.1% 6/540

9 1  
JPN-201 4.2% 2/48

Grade 3

 
301 7.6% 60/791

3.3% 13/394 Grade 3 2.0% 16/791
0.5% 2/394

15 3
 

JPN-202 4.3% 2/47
Grade 3 

 
 

 
302 301

 
 

 
302 301

0.7% 4/542 0.4% 3/791 JPN-201
JPN-202  

 
 

J Clin Oncol. 2013; 31: 4394-9
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NEC MedDRA

 
302 0.4% 2/542 0.6% 3/540

Grade 3 0.2% 1/540
1 3

 
301 0.5% 4/791

Grade 3 0.3% 2/791 2
2

2
1  

JPN-201 JPN-202  
 

 
301

 
 

4

 
 

2 3

 

 
 

 
 

 
National Comprehensive Cancer Network Clinical Practice Guidelines in Oncology. 

Prostate Cancer NCCN v.4.2013  
CRPC DTX CRPC

Category 1
DTX CRPC

Category 2A  
Category 1: Based upon high-level evidence, there is uniform NCCN consensus that the intervention is 

appropriate. 
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Category 2A: Based upon lower-level evidence, there is uniform NCCN consensus that the intervention is 
appropriate. 

 
National Cancer Institute Physician Data Query  

ECOG PS 0 1 CRPC DTX
CRPC  

2012  2012  
DTX CRPC OS

 
 

 
DeVita, Hellman, and Rosenberg’s Cancer: Principle & Practice of Oncology,  9th edition

Lippincott Williams & Wilkins 2011, USA  
DTX CRPC 301

OS  
3

2012  
CRPC  

 

 
302 301 JPN-201 JPN-202

CRPC DTX
CRPC

 
CRPC

 
 

 
 

DTX

DTX

20 7 23

 
CRPC DTX

302 301
CRPC DTX CRPC

 
 

5
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1,000mg 1 2 1 1

 
1 2  

1 5mg 1 2  
 

 
1

1 1 1,000mg

 
Cmax AUC 1 2

 
 

 
 

 
1

 
COU-AA-001 3

2 250mg/ 500mg/
750mg/ 1,000mg/ 2,000mg/

1,000mg/  
DLT  

7ng/dL 1 34ng/dL
8 1ng/dL

 
750mg/

1,000mg/  
1,000mg 2,000mg

2,000mg  
 

JPN-102
1,000mg 1 1  

1,000mg 1 1  
 

 
 
2

 
COU-AA-001 COU-AA-001EXT

CYP17
69.0% 29/42 28.6% 12/42

28.6% 12/42
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3

 
301 302 JPN-201 JPN-202

 
 

 
  

ALT GPT AST GOT
5  

3  

ALT GPT
AST GOT 2.5

1.5
 

500mg 1 1
 

ALT GPT AST GOT
3 2

1  
ALT GPT AST GOT

20  
10

 

 
301 302 JPN-201

JPN-202 Grade 3 ALT GPT AST GOT
5 3

2 750mg 500mg
301

500mg 15 750mg 500mg 5
500mg 10

500mg 301 302
JPN-201 JPN-202 Grade 3

500mg
 

 
 

Hy’s law
3 2
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Grade 3 750mg
500mg

Grade 3

 

4

 
CRPC

GnRH
GnRH

302 510/542 94.1% 301 730/791 92.3%
JPN-201 46/48 95.8% JPN-202 45/47 95.7%  

 
 

 

 
 

6
 

CRPC
 

 
12

1.0% 95% 1
300 500 500

1 6  
JPN-201 JPN-202

1.05% 1/95  
DTX CRPC 301

12 61.1%
12 40%

 
 

301 302

10
JPN-201 JPN-202 5.52 5.45

301 302 7.39 13.80
OS 301
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OS 75% 24.13 302 OS 25% 21.19 DTX
75% 25% OS

2 104  
 

 

 

DTX
CRPC 12

CRPC
 

 

 

1 JPN-101  
500mg 1/30 3.3% 1,000mg 1/30 3.3%

 
2  

 

2 JPN-102
250mg 500mg 1,000mg 1hr 1,000mg 2hr 100%

250mg 100% 500mg
5/6 83.3% 1,000mg 1hr 100% 1,000mg 2hr 100%

20%  
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20%

MedDRA Ver.15.0 
 

 

%  
250mg  

9  
500mg  

6  
1,000mg 1hr  

6  
1,000mg 2hr

6  

Grade 
Grade 3

 Grade
Grade 3 

 Grade
Grade 3 

 Grade 
Grade 3 

 
 9 100  4 44.4 6 100 3 50.0 6 100 3 50.0  6 100 2 33.3

         
 0 0 4 66.7 0 1 16.7 0 0 0 

         
 0 0 1 16.7 0 2 33.3 0 5 83.3 0 

 1 11.1  0 1 16.7 1 16.7 2 33.3 0 1 16.7 0 
 0 0 0 0 2 33.3 0 2 33.3 0 

 2 22.2  0 0 0 0 0 0 0 
         

 4 44.4  0 3 50.0 0 4 66.7 0 3 50.0 0 
 5 55.6  0 2 33.3 0 4 66.7 1 16.7  1 16.7 0 

 4 44.4  0 3 50.0 0 3 50.0 0 1 16.7 0 
 3 33.3  0 2 33.3 0 3 50.0 0 2 33.3 0 

 3 33.3  0 1 16.7 0 2 33.3 0 3 50.0 0 
 2 22.2  0 3 50.0 0 2 33.3 0 1 16.7 0 

 3 33.3  0 0 0 2 33.3 0 3 50.0 0 
 0 0 1 16.7 0 3 50.0 0 2 33.3 0 

 2 22.2  0 1 16.7 0 1 16.7 0 1 16.7 0 
 3 33.3  0 0 0 1 16.7 0 1 16.7 0 
 1 11.1  0 2 33.3 0 1 16.7 0 1 16.7 0 

 3 33.3  0 0 0 1 16.7 0 1 16.7 0 
 1 11.1  1 11.1 1 16.7 0 2 33.3 1 16.7  1 16.7 0 

         
 2 22.2  0 1 16.7 0 2 33.3 0 1 16.7 0 
         

 1 11.1  0 0 0 2 33.3 0 0 0 
 3 33.3  0 0 0 0 0 0 0 
 2 22.2  0 0 0 0 0 0 0 
 

250mg 4/9 44.4% 500mg 1/6 16.7% 1,000mg
1hr 2/6 33.3% 250mg

2 22.2% 1 11.1% 500mg 1 16.7%
1,000mg 1hr 2 33.3% 1 16.7%

250mg 2 1 500mg 1
1,000mg 1hr 2  

250mg 2/9 22.2% 500mg 1/6 16.7%
1,000mg 1hr 1/6 16.7%

250mg 2 22.2% 1 11.1% 500mg
1 16.7% 1,000mg 1hr 1 16.7%

3 JPN-201
44/48 91.7%

33/48 68.8% 10%  
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10%

MedDRA Ver.15.0 
 

 

%  
 

48  
Grade Grade 3  

 44 91.7  16 33.3  
 

  9 18.8  0 
 

  7 14.6  0 
  6 12.5  1 2.1  

  6 12.5  0 
  5 10.4  1 2.1  
 

  5 10.4  0 
 
 17 35.4   5 10.4  

  5 10.4  0 
 

6/48 12.5%
1 2.1%

1  
4/48 8.3%

3 6.3% 1 2.1%
 

 
4 JPN-202

43/47 91.5%
24/47 51.1% 10% 10 21.3%

9 19.1% 8 17.0% 3 Grade 3
 

 

9/47 19.1%

1 2.1%
1  

4/47 8.5%
1 2.1%

1  
 

5 COU-AA-005
B 21/115 18.3% D 28/119 23.5%

B 17/115 14.8% D 17/119
14.3%  

3 B 10 8.7% D
6 5.0% 4 3.4% 3 2.5%

Grade 2  
 

B 1/115 0.9% D 1/119 0.8%
B 1 0.9%

D ALT AST 1 0.8%
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6 COU-AA-016
250mg 2/27 7.4% 500mg 5/29 17.2% 750mg 4/28 14.3%

1,000mg 3/29 10.3%
250mg 2/27 7.4% 500mg 4/29 13.8% 750mg 4/28 14.3% 1,000mg

1/29 3.4%  
2 750mg 2 7.1%

Grade 2  

 
 

7 PCR1005
1/48 2.1% 1 3/48 6.3%

2 4/49 8.2% 2 2 1/46 2.2%
1 1/48

2.1%  
2  

 

8 COU-AA-006
100% 24/33

72.7% 20%  
 

20%  

MedDRA Ver.11.0 
 

 

%  
 

33  
Grade Grade 3  

 33 100  13 39.4  
   

 10 30.3  1 3.0  
  8 24.2  3 9.1  

  7 21.2  0 
   

 16 48.5  3 9.1  
   

  7 21.2  0 
   
  9 27.3  0 

 
8/33 24.2% 2

2 6.1%  
3/33 9.1%

1 3.0%
 

9 COU-AA-001 COU-AA-001EXT
1

250mg 500mg 750mg 1,000mg 2,000mg 100%
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2
 

 

2

MedDRA Ver.11.0 
 

 

%  
250mg  

3  
500mg  

3  
750mg  

3  

Grade
Grade 3

 Grade
Grade 3

 Grade 
Grade  
3  

 3 100 1 33.3 3 100 2 66.7 3 100  0 
       

 2 66.7 0 1 33.3 0 2 66.7  0 
 0 0 0 0 1 33.3  0 

       
 1 33.3 1 33.3 0 0 0 0 
 0 0 0 0 2 66.7  0 

 2 66.7 0 0 0 0 0 
       
 0 0 2 66.7 1 33.3 3 100  0 

 0 0 2 66.7 0  1 33.3  0 
       

 0 0 2 66.7 0 0 0 
       

 2 66.7 0 0 0 1 33.3  0 
 2 66.7 0 0 0 0 0 

       
ALT  0 0 1 33.3 0 1 33.3  0 

       
 0 0 0 0 0 0 

       
 1 33.3 0 0 0 1 33.3  0 

ALT

2

MedDRA Ver.11.0 
 

 

%  
1,000mg  

6  
2,000mg  

3  

Grade
Grade 3

 Grade
Grade 3 

 
 6 100 3 50.0 3 100 1 33.3  

     
 3 50.0 0 2 66.7 0 

 3 50.0 0 2 66.7 1 33.3  
     

 2 33.3 0 2 66.7 0 
 2 33.3 1 16.7 0 0 

 1 16.7 0 0 0 
     
 5 83.3 0 1 33.3 0 

 1 16.7 0 0 0 
     

 0 0 0 0 
     

 2 33.3 0 0 0 
 1 16.7 0 1 33.3 0 
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MedDRA Ver.11.0 
 

 

%  
1,000mg  

6  
2,000mg  

3  

Grade
Grade 3

 Grade
Grade 3 

 
     

ALT  2 33.3 0 0 0 
     

 2 33.3 0 1 33.3 0 
     
 2 33.3 0 2 66.7 0 

ALT  

250mg 1/3 33.3% 500mg 2/3 66.7% 1,000mg
3/6 50.0% 2,000mg 1/3 33.3%
250mg 1 33.3% 500mg

1 33.3% 1,000mg
1 16.7% 2,000mg 1

33.3% 500mg 1 1,000mg
1  

1,000mg 1/6 16.7%
1 16.7%

 
 
2

100% 52/54
96.3% 20%  

 

20%

MedDRA Ver.11.0 
 

 

%  
 

54  
Grade Grade 3  

 54 100  27 50.0  
   
 41 75.9  3 5.6  

   
 25 46.3  1 1.9  

 18 33.3  1 1.9  
   

 12 22.2  0 
   
 17 31.5  0 

 
24/54 44.4% 2

3 5.6%
2 3.7%

3 2 1
 

8/54 14.8%
2 3.7% -

1 1.9%
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2 -
1  

 
10 COU-AA-002

1
250mg 500mg 750mg 1,000mg 250mg

500mg 750mg 1,000mg 100%
2

 
 

2

MedDRA Ver.11.0 
 

 

%  
250mg  

3  
500mg  

3  
750mg  

3  
1000mg  

6  

Grade 
Grade 3

 Grade
Grade 3

 Grade
Grade 3 

 Grade 
Grade 3

 
 3 100  0 3 100 1 33.3 3 100 3 100  6 100  1 16.7

         
 1 33.3  0 0 0 0 0 1 16.7  0 
 0 0 1 33.3 0 1 33.3 0 2 33.3  0 
 0 0 1 33.3 0 1 33.3 1 33.3  2 33.3  0 

 0 0 0 0 2 66.7 0 1 16.7  0 
 0 0 1 33.3 0 1 33.3 0 0 0 

 0 0 2 66.7 0 0 0 2 33.3  0 
 0 0 0 0 0 0 1 16.7  0 

         
 1 33.3  0 0 0 0 0 1 16.7  0 

 1 33.3  0 0 0 0 0 0 0 
 0 0 0 0 0 0 0 0 

 0 0 0 0 0 0 0 0 
 0 0 0 0 2 66.7 0 2 33.3  1 16.7

 0 0 0 0 2 66.7 1 33.3  0 0 
         

 1 33.3  0 0 0 1 33.3 0 2 33.3  0 
 0 0 0 0 2 66.7 1 33.3  0 0 

         
 1 33.3  0 1 33.3 0 1 33.3 0 0 0 

 1 33.3  0 2 66.7 0 1 33.3 0 5 83.3  0 
 0 0 2 66.7 0 0 0 3 50.0  0 

         
 1 33.3  0 1 33.3 0 3 100 0 0 0 

         
 0 0 0 0 0 0 3 50.0  0 

 0 0 0 0 0 0 0 0 
AST  0 0 0 0 0 0 0 0 

         
 0 0 0 0 2 66.7 0 3 50.0  0 

 0 0 1 33.3 0 1 33.3 0 2 33.3  0 
         
 0 0 1 33.3 0 1 33.3 0 3 50.0  0 
 0 0 1 33.3 1 33.3 2 66.7 1 33.3  0 0 
 0 0 1 33.3 0 0 0 0 0 

AST  
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2  

MedDRA Ver.11.0 
 

 

%  
250mg  

3  
500mg  

6  
750mg  

3  
1000mg  

6  

Grade 
Grade 3

 Grade
Grade 3

 Grade
Grade 3 

 Grade 
Grade 3

 
 3 100  2 66.7 6 100 2 33.3 3 100 1 33.3  6 100  3 50.0

         
 0 0 2 33.3 0 2 66.7 0 1 16.7  0 
 0 0 2 33.3 1 16.7 1 33.3 0 0 0 
 0 0 2 33.3 0 2 66.7 0 2 33.3  0 

 0 0 2 33.3 0 1 33.3 0 0 0 
 0 0 2 33.3 0 1 33.3 0 0 0 

 1 33.3  0 1 16.7 0 1 33.3 0 4 66.7  0 
 0 0 1 16.7 0 1 33.3 0 2 33.3  0 

         
 0 0 2 33.3 0 1 33.3 0 2 33.3  0 

 0 0 1 16.7 0 0 0 2 33.3  0 
 0 0 1 16.7 0 2 66.7 0 0 0 

 0 0 1 16.7 0 0 0 2 33.3  0 
 0 0 1 16.7 1 16.7 2 66.7 1 33.3  2 33.3  0 

 0 0 0 0 0 0 0 0 
         

 0 0 1 16.7 0 0 0 0 0 
 2 66.7  0 1 16.7 0 0 0 0 0 

         
 0 0 2 33.3 0 1 33.3 0 2 33.3  0 

 2 66.7  0 5 83.3 0 3 100 0 3 50.0  0 
 1 33.3  0 2 33.3 0 0 0 3 50.0  0 

 1 33.3  0 2 33.3 0 2 66.7 0 3 50.0  0 
 0 0 1 16.7 0 1 33.3 0 1 16.7  0 

 0 0 1 16.7 0 1 33.3 0 0 0 
 0 0 1 16.7 0 0 0 0 0 

         
AST  1 33.3  1 33.3 0 0 0 0 2 33.3  0 

         
 0 0 1 16.7 0 0 0 0 0 

 0 0 2 33.3 0 1 33.3 0 5 83.3  0 
         
 0 0 1 16.7 0 1 33.3 0 0 0 
 2 66.7  0 1 16.7 0 1 33.3 0 5 83.3  2 33.3
 1 33.3  0 2 33.3 0 0 0 0 0 

AST  
 

250mg 1/3 33.3% 500mg 2/6 33.3%
250mg 1 33.3% 500mg

1 16.7%
 

250mg 1/3 33.3%
1 33.3%

 
 
2

100% 28/33
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84.8% 20%  
 

20%

MedDRA Ver.11.0 
 

 

%  
 

33  
Grade Grade 3  

 33 100  15 45.5  
   

 15 45.5  1 3.0  
  8 24.2  1 3.0  

   
  8 24.2  1 3.0  

  7 21.2  0 
   
  7 21.2  1 3.0  

   
 10 30.3  0 

   
  7 21.2  1 3.0  

 
8/33 24.2% 2

2 6.1%  
4/33 12.1%

1 3.0%
1

11 COU-AA-004
100% 43/58

74.1% 10%  
 

10%  

MedDRA Ver.11.0 
 

 

%  
 

58  
Grade Grade 3  

 58 100  28 48.3  
   

  16 27.6  3 5.2  
  13 22.4  0 
  11 19.0  3 5.2  

  10 17.2  0 
   8 13.8  1 1.7  

   7 12.1  0 
   6 10.3  0 
   

  16 27.6  0 
  11 19.0  0 
   9 15.5  0 
   9 15.5  0 

   
  24 41.4  1 1.7  

  17 29.3  0 
  11 19.0  0 
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MedDRA Ver.11.0 
 

 

%  
 

58  
Grade Grade 3  

   
AST   15 25.9  0 

  12 20.7  0 
  10 17.2  0 

ALT    7 12.1  0 
   

  12 20.7  1 1.7  
   7 12.1  0 

   
   9 15.5  0 

   
   6 10.3  0 

   
  11 19.0  2 3.4  

   
  14 24.1  1 1.7  

   6 10.3  5 8.6  
   

   6 10.3  2 3.4  
   
   6 10.3  0 

AST ALT  
 

21/58 36.2% 2
3 5.2%

2 3.4%
1  

6/58 10.3%

1 1.7%
1

 
 

12 COU-AA-302
537/542 99.1% 524/540 97.0%

425/542 78.4%
413/540 76.5% 10%

 
 

10%

MedDRA Ver.15.0 
 

 

%  
 

542  
 

540  
Grade Grade 3  Grade Grade 3  

 537 99.1  261 48.2  524 97.0  231 42.8  
     

 175 32.3  16 3.0  174 32.2  20 3.7  
 155 28.6  11 2.0  126 23.3   9 1.7  

  90 16.6   8 1.5   95 17.6  11 2.0  
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MedDRA Ver.15.0 
 

 

%  
 

542  
 

540  
Grade Grade 3  Grade Grade 3  

  87 16.1   4 0.7   86 15.9   5 0.9  
  75 13.8  0 110 20.4   1 0.2  

  65 12.0   2 0.4   64 11.9   5 0.9  
     

 230 42.4  12 2.2  206 38.1  10 1.9  
 136 25.1   2 0.4  111 20.6   5 0.9  

     
 125 23.1   2 0.4  103 19.1   3 0.6  
 119 22.0   5 0.9  118 21.9   1 0.2  
 117 21.6   5 0.9   96 17.8   5 0.9  
  69 12.7   4 0.7   58 10.7  0 

  58 10.7  0 27 5.0   1 0.2  
 52 9.6   6 1.1   55 10.2   9 1.7  

     
 116 21.4  0  78 14.4  0 

     
 121 22.3   1 0.2   98 18.1  0 
 118 21.8  21 3.9   71 13.1  16 3.0  

     
  90 16.6  12 2.2   68 12.6  10 1.9  

  65 12.0   6 1.1   65 12.0   1 0.2  
     

  72 13.3   2 0.4   66 12.2  0 
  70 12.9   5 0.9   70 13.0   1 0.2  

     
  93 17.2  0  73 13.5   1 0.2  

  64 11.8  13 2.4  52 9.6   5 0.9  
     

  69 12.7  0 50 9.3  0 
     

  54 10.0   2 0.4   54 10.0   2 0.4  
     
  72 13.3   1 0.2   59 10.9  0 

     
  78 14.4  34 6.3  37 6.9   9 1.7  

     
  58 10.7  11 2.0  50 9.3   9 1.7  

183/542 33.8% 149/540 27.6%
3 10

1.8% 8 1.5% 7 1.3%
6 1.1%

5 0.9% 4 0.7%
3 0.6%

11 2.0% 8 1.5% 5 0.9%

4 0.7%
3 0.6% 5

3 2
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1
7 5 4 3

2
1  

55/542 10.1% 49/540
9.1% 2 11 2.0%

4 0.7% 3 0.6%
2 0.4% 4 0.7% 3 0.6%

2 0.4%
11 2 2
1  

 
13 COU-AA-301

785/791 99.2% 392/394 99.5%
612/791 77.4%

307/394 77.9% 10%
 

 

10%

MedDRA Ver.15.0 
 

 

%  
 

791  
 

394  
Grade Grade 3 Grade Grade 3

 785 99.2 488 61.7 392 99.5  249 63.2
     

 418 52.8  82 10.4 194 49.2   43 10.9
 230 29.1 13 1.6   79 20.1   3 0.8  

  94 11.9  84 10.6  46 11.7   41 10.4
     99 25.1

 260 32.9 56 7.1  142 36.0   40 10.2
 229 29.0 38 4.8   92 23.4  15 3.8  

 161 20.4 25 3.2   70 17.8  12 3.0  
 156 19.7 24 3.0   79 20.1  20 5.1  

 114 14.4 32 4.0   72 18.3  22 5.6  
 101 12.8 12 1.5   48 12.2   8 2.0  

  83 10.5 19 2.4  34 8.6   4 1.0  
     

 258 32.6 17 2.1  130 33.0  11 2.8  
 223 28.2 10 1.3  126 32.0   4 1.0  
 191 24.1 20 2.5  101 25.6  12 3.0  
 155 19.6  9 1.1   58 14.7   5 1.3  
  82 10.4 13 1.6   41 10.4   8 2.0  

     
 217 27.4 16 2.0  104 26.4  15 3.8  

 142 18.0 35 4.4  36 9.1   3 0.8  
     

 103 13.0  9 1.1   42 10.7   3 0.8  
  89 11.3  2 0.3  39 9.9   1 0.3  

     
 106 13.4 23 2.9  29 7.4   3 0.8  

  88 11.1  1 0.1  31 7.9  0 
     

 117 14.8 14 1.8   51 12.9  11 2.8  
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MedDRA Ver.15.0 
 

 

%  
 

791  
 

394  
Grade Grade 3 Grade Grade 3

 101 12.8 0 33 8.4  0 
     
 154 19.5  2 0.3   68 17.3   1 0.3  
  87 11.0 10 1.3  31 7.9   1 0.3  

     
 197 24.9 62 7.8  110 27.9  32 8.1  

     
  89 11.3  1 0.1   51 12.9   1 0.3  
     

  93 11.8 0  54 13.7   2 0.5  
 

372/791 47.0% 194/394 49.2%
3 82

10.4% 24 3.0% 20 2.5% 17 2.1%
16 2.0% 14 1.8% 13 1.6% 12 1.5%
11 1.4% 10 1.3% 9 1.1%

8 1.0% 7 0.9%
6 0.8%

5 0.6%

4 0.5%

3 0.4% 42 10.7% 18 4.6%
14 3.6% 12 3.0% 11 2.8% 10 2.5%

9 2.3% 7 1.8% 6 1.5%
5 1.3%

4 1.0%
3 0.8% 6

5 4
3

2

1 4
3 2

1
 

162/791 20.5% 93/394
23.6% 2

48 6.1% 7 0.9% 6 0.8%
5 0.6% 4 0.5%

3 0.4%

2 0.3% 22 5.6% 8 2.0%
5 1.3% 4 1.0% 3 0.8%
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2 0.5% 5 4
3 2

1
3 2 1

 
 

14 COU-AA-007
5/8 62.5% 2/8

25.0%  
2 2 25.0%

Grade 2  
 

 
15 COU-AA-014

B 5/17 29.4% C 4/17 23.5% D 5/16
31.3% B 2/17
11.8% C 3/17 17.6% D 4/16 25.0%  

2 B 3 17.6% C
2 11.8% D 2 12.5% D
2 Grade 3  

D 1/16 6.3%
1 6.3%  

D 1/16 6.3%
1 6.3%

 
 

16 COU-AA-BE  
30/31 96.8%

23/31 74.2% 20% 10 32.3%
7 22.6% 2 Grade 3

 
11/31 35.5% 2

2 6.5%
2  

4/31 12.9%

1 3.2%  
 

 
17 COU-AA-008

250mg 2/8 25.0% 500mg 2/9 22.2% 750mg 3/8 37.5%
1,000mg 2/8 25.0%  

2
 

 
18 COU-AA-009

2/35 5.7% 4/36 11.1%
7/35 20.0%
1/35 2.9% 2/36 5.6% 4/35 11.4%
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2  

 
 

19 COU-AA-011
2/8 25.0% 3/8

37.5% 3/8 37.5%
1/8 12.5% 1/8 12.5%

3/8 37.5%  
2 3 37.5%

Grade 1  

 
 

20 COU-AA-012
1/8 12.5%

 
2  

 
 

21 PCR1004
1/8 12.5%

 
2  

 
 

22 COU-AA-015

17/18 94.4%
100%

10/18
55.6% 10/16 62.5% 20%

 
 

20%  

MedDRA Ver.11.0 
 

 

%  
 

18  
 

16  
Grade Grade 3  Grade Grade 3  

 17 94.4   9 50.0  16 100  10 62.5  
     

 11 61.1   3 16.7  11 68.8  1 6.3  
     

  5 27.8  0  3 18.8  0 
  4 22.2  0 1 6.3  0 
  4 22.2  0  6 37.5  0 
 1 5.6  0  4 25.0  0 
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MedDRA Ver.11.0 
 

 

%  
 

18  
 

16  
Grade Grade 3  Grade Grade 3  

     
  8 44.4  0  5 31.3  1 6.3  

  6 33.3   3 16.7   6 37.5   2 12.5  
  5 27.8  1 5.6   7 43.8   2 12.5  
  5 27.8  0  6 37.5  1 6.3  

  2 11.1  0  4 25.0  1 6.3  
     

  5 27.8  0 1 6.3  0 
     
  4 22.2  0  4 25.0  1 6.3  

  3 16.7  0  6 37.5  0 
     

  3 16.7  0  5 31.3   3 18.8  
AST   2 11.1  1 5.6   4 25.0  1 6.3  

AST  
 

5/18 27.8%
5/16 31.3%

1 5.6%

1 6.3%
1  

1/18 5.6%

1 5.6%  
 

23 PCR1002
3/20 15.0% 6/20

30.0%
1/20 5.0% 5/20 25.0%  

2
3 15.0%  

 
 

24 PCR1003
7/19 36.8% 13/19

68.4% 5/19
26.3% 8/19 42.1%  

2
2 10.5% 4 21.1%

3 15.8% 1
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25 COU-AA-003 COU-AA-003EXT
100% 44/47

93.6% 20%  
 

20%  

MedDRA Ver.11.0 
 

 

%  
 

47  
Grade Grade 3  

 47 100  25 53.2  
   
 29 61.7  1 2.1  

 12 25.5  2 4.3  
   

 22 46.8  4 8.5  
 13 27.7  0 

   
 14 29.8  2 4.3  
   

 13 27.7  1 2.1  
 13 27.7  3 6.4  
 10 21.3  3 6.4  

   
 12 25.5  3 6.4  

   
 10 21.3  0 

 
24/47 51.1% 2

5 10.6% 4 8.5% 3 6.4%
2 4.3%

3 2 1
 

12/47 25.5%
2 4.3%

1 2.1%
1

 
 

26 COU-AA-BMA
55/56 98.2%

53/56 94.6% 20%  
 

20%  

MedDRA Ver.11.0 
 

 

%  
 

56  
Grade Grade 3  

 55 98.2  32 57.1  
   

 34 60.7  2 3.6  
 14 25.0  0 

 13 23.2  1 1.8  
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MedDRA Ver.11.0 
 

 

%  
 

56  
Grade Grade 3  

   
 17 30.4   6 10.7  
 17 30.4  5 8.9  

   
 28 50.0  5 8.9  

 18 32.1  0 
   

 17 30.4   9 16.1  
AST  13 23.2  1 1.8  

   
 13 23.2  1 1.8  

   
 21 37.5  4 7.1  

   
 21 37.5  1 1.8  

   
 12 21.4  4 7.1  

AST  
 

21/56 37.5% 2
4 7.1%

3 5.4%
AST 2

3.6% AST 2
1  

7/56 12.5%

1
1.8%

1  
 

27 PCR2007
77/82 93.9%

43/82 52.4% 10% 16 19.5%
13 15.9% 11 13.4% 10 12.2%

6 2 Grade 3
 

28/82 34.1% 2
3 3.7%

2 2.4%
1

 
5/82 6.1%

1 1.2%
1  
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28 PCR2008
100% 14/18 77.8%

4/7 57.1%
9/18 50.0% 20%

 
 

20%  

MedDRA Ver.15.1 
 

 

%  
 

7  
 

18  
Grade Grade Grade Grade 3  

 7 100  2 28.6  14 77.8  1 5.6  
     

 3 42.9  0  3 16.7  0 
 3 42.9  0  3 16.7  0 
 1 14.3  0  5 27.8  0 

     
 3 42.9  1 14.3   3 16.7  0 

 2 28.6  0  2 11.1  0 
     

 3 42.9  0  3 16.7  0 
     
 2 28.6  0  4 22.2  0 

     
 2 28.6  0 0 0 
     

 2 28.6  0 1 5.6  0 
 

1/7 14.3%
1 14.3%  

 
 

1
2  

2 GCP
2  

17 -hydroxylase/C17,20-lyase
CYP17

AR AR
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2
 

26 4 16  
 

 250mg 
  
  
 25 7 26  

 

20 12 25 20 8  
 

1
1 4 2

 
CRPC

302
radiographic progression free survival

rPFS *

*

 
2 DTX

CRPC 301
OS p

 
* 5mg

1 2  
 

 

2
1 4 3

 

 
 

 
 

3
1 4 4
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CRPC
DTX CRPC

302 301

 

 
 

 
 

 
 

 
 

 
 

 

4
1 4 5

1 1 1,000mg

 
Cmax AUC 1 2

 
 

 
 

 
 

 

 
 

 
1 1

1,000mg  
 

 
Cmax AUC 1 2
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ALT GPT AST GOT

5  
 

3  

ALT GPT AST GOT
2.5

1.5 750mg
 

ALT GPT AST GOT 2.5
1.5

500mg
 

ALT GPT AST GOT
20  

 
10

 

 
 

 
5

CRPC 500 300
2

 
 

1 4 6

 

 
DTX CRPC

12
CRPC  

 

 

1 4 3 7

 

 
 

 
302 301
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COU-AA-011 PCR1004

 

12  
2

 
CRPC DTX

CRPC 150
302 301 12

420  
 

 
 

 
 

 
   

•
 

•  
•  
•

 

•  
•  
•  

 

 
•  
 

 
•  
•

•  
 

•  
•

 
 

  
  
 CRPC  
 1 2  

 420 300  

  
/
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1

 

2 GCP
5.3.5.2.2-1 5.3.5.2.3-1

GCP
 

8
 

 
  

 
 

1 1 1,000mg  
 

 
1  
2 Child-Pugh C  

 
 

 
 

 
1 Cmax AUC 1

2  
2

 
3
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ALT GPT AST GOT
5  

 
3  

ALT GPT AST GOT
2.5

1.5 750mg
 

ALT GPT AST GOT 2.5
1.5

500mg
 

ALT GPT AST GOT
20  

 
10

 

4
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