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30 1 15  

 

 

 

 

 

 

 

250 mg 

 

 

29 5 26  

1 250 mg  

4  

29 10 3 1003 2  

 

 

 

 

 

 

 

 

 

 

 

 

1 1 1,000 

mg  
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1
 

29 12 1  

 

 

 

  250 mg 

   

   

  29 5 26  

 1 250 mg  

  

 

 

1 1 1,000 mg  
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1.

1.1
Institute of Cancer Research

CYP17

 

2014 7  

 

1.2

1 PCR3011 2013

2  

EU PCR3011 2017 9 2017 4

EU

2017 11 ZYTIGA is indicated with prednisone or prednisolone for the treatment of newly diagnosed 

high risk metastatic hormone sensitive prostate cancer (mHSPC) in adult men in combination with androgen 

deprivation therapy (ADT).  

2017 11

28  

 

PCR3011  

PCR3011

 

 

2.

 

 

3.

 

 

4.

 

 

                                                        
1  3 Gleason score 8 3

2  



3 
HNPC  

5.

5.1
5.1.1 Tg.rasH2 26

Tg.rasH2 CByB6F1 25 0 0.5% w/v

0.1% w/v 80 125 375 750 mg/kg/ QD 26

 

125 mg/kg/

375 mg/kg/ 750 mg/kg/

 

 

5.1.2 2

Sprague Dawley 65 0 0 0.5% w/v

0.1% w/v 80 5 15 50 150

mg/kg/ QD 2  

5 mg/kg/ 15 mg/kg/

5 mg/kg/

 

 

5.R

 

 

5.R.1

2 5.1.2

9 26 4 21

250 mg

 

LH LH  

Reprod Toxicol 1997; 11: 107-

21 LH

LH Crit Rev 

Toxicol 1999; 29:169-261
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6.

 

7.
1 1

1 2  
 

1
 
 

 
    

 
*  

  
PCR3011 

 

1,209 
605 
604 

1,000 mg
5 mg QD  
QD  

 
 

  

ABI-PRO-
3001 

CRPC  

214 
143 
 71 

5 mg BID
 

1,000 mg QD  
QD  

 
 

ABI-PRO-
3002 CRPC  

313 
157 
156 

5 mg BID
 

1,000 mg QD  
QD  

 
 

* ADT  

 

7.3  

 

7.1

7.1.1  

7.1.1.1 CTD 5.3.5.1.1 PCR3011 2013 2

2016 10 31

3 Gleason score 8 3

2

1,200

ADT

34 236  

1,000 mg 5 mg

QD 1 2

 

1,209 605 604

1 10 1,199 597

602 ITT
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OS CRPC

OS Urol Oncol 2014; 32:70-9

OS

rPFS2

2 2 OS

rPFS 0.049 0.001 OS

842 852 2

50% 426 65% 554

rPFS 565

OS 0.2 Wang-

Tsiatis  

2016 10 31 OS 1 rPFS

Kaplan-Meier 2 1 3 2

 
 

2 OS 1 ITT 2016 10 31
  

 597 602 
%  169 28.3  237 39.4  

95%CI  NE NE, NE  34.7 33.1, NE  
95%CI *1 0.621 0.509, 0.756  

p *2 0.0001 
*1 ECOG PS 0 1 2 Cox *2 ECOG PS 0 1 2

log-rank 0.01

  

                                                        
2   

16
2 6

2 16
2

CT MRI RECIST ver.1.1  
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1 OS 1 Kaplan-Meier ITT 2016 10 31

 
3 rPFS ITT 2016 10 31

  
 597 602 

%  239 40.0  354 58.8  
95%CI  33.0 29.6, NE  14.8 14.7, 18.3  

95%CI *1 0.466 0.394, 0.550  
p *2 0.0001 

*1 ECOG PS 0 1 2 Cox *2 ECOG PS 0 1 2
log-rank 0.001

 

 
2 rPFS Kaplan-Meier ITT 2016 10 31
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30 40/597 6.7%

37/602 6.1% 11 16

3

2

1

3 2

1 1

1

 

7.2
7.2.1  

7.2.1.1 CTD5.3.5.1.2 ABI-PRO-3001 2012 7

CRPC 200 ADT

1 22  

214 143 71

 

30 9/143 6.3%

8/71 11.3% 5 4

1

1  

 

7.2.1.2 CTD5.3.5.1.3 ABI-PRO-3002 2012 3 2013 3

CRPC 290 ADT

4 42  

313 157 156

 

30 4/157 2.5%

4/156 2.6% 2 0

1

1

1

 

7.R

7.R.1



8 
HNPC  

PCR3011

19 9 28 0928010

24 9 5 PCR3011

 

 

7.R.2

 

 

7.R.2.1
PCR3011  

PCR3011 NCCN v.3.2012

ADT 2012

ADT ADT

ADT

PCR3011 ADT

 

 

 

 

7.R.2.2  

PCR3011 rPFS

7.1.1.1  

rPFS

QOL rPFS

 

 

PCR3011 OS rPFS

7.1.1.1  

PCR3011 OS 1 rPFS

Kaplan-Meier 4 3 5 4  
 

4 OS 1 ITT 2016 10 31
   

 35 35 
%  3 8.6  5 14.3  

95%CI  NE NE, NE  NE NE, NE  
95%CI * 0.635 0.152, 2.659  

* Cox  
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3 OS 1 Kaplan-Meier 2016 10 31

 
5 rPFS ITT 2016 10 31

   
 35 35 
%  6 17.1  17 48.6  

95%CI  NE NE, NE  22.2 18.3, NE  
95%CI * 0.219 0.086, 0.560  

* Cox  

 

 
4 rPFS Kaplan-Meier ITT 2016 10 31
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PCR3011 OS rPFS

 

PCR3011

 

 

7.R.3 7.3 

26 4 21 250 mg

27 2 2 0202 4 1

 

 

7.R.3.1

PCR3011

 

PCR3011 6  
 

6 PCR3011

 
%  

  
597  602  

 561 94.0  561 93.2  
Grade 3  379 63.5  295 49.0  

 28 4.7  24 4.0  
 179 30.0  155 25.7  

  71 11.9  56 9.3  
 183 30.7  103 17.1  
 55 9.2  17 2.8  

 

PCR3011 5% Grade

219 36.7% 133 22.1%

122 20.4% 22 3.7% 3%

Grade 3 121 20.3% 60 10.0% 62 10.4%

8 1.3% ALT 33 5.5% 8 1.3%

1% 11 1.8% 3 0.5%

1%
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1% ALT 23

3.9% 5 0.8% AST 12 2.0% 4 0.7% 8 1.3% 2 0.3%

7 1.2% 0 1%

47 7.9% 4 0.7% 39 6.5%

15 2.5% ALT 30 5.0% 10 1.7% AST 30 5.0% 9 1.5%

 

 

CRPC  

PCR3011 CRPC

301 302 3 7

 
 

7 CRPC

 

%  
 
 

 
CRPC 

597  1,333  
 561 94.0  1,323 99.2  

Grade 3  379 63.5   759 56.9  
 28 4.7  126 9.5  

 179 30.0   566 42.5  
  71 11.9   219 16.4  

 177 29.6   224 16.8  
 28 4.7   37 2.8  

 

CRPC

10% Grade 36.7% CRPC

15.4% ALT 16.4% 0% AST 14.6% 0% CRPC

5% Grade 3

20.3% 2.5% 10.4% 3.6% ALT 5.5% 0% CRPC

1%

CRPC

1% 7.9% 1.1%

6.5% 0.9% AST 5.0% 0% ALT 4.9% 0% CRPC

1% ALT

2.2% 0%  

 

CRPC

ALT AST

 
                                                        
3  PCR3011 5 mg QD 301

302 5 mg BID
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CYP17

301 302

10 mg/ PCR3011 5 mg/ 4

 

ALT AST PCR3011 ALT AST 301

302 301 302

Grade Grade 3 9.0% 3.8% PCR3011

ALT AST

CRPC  

 

 

PCR3011 8  
 

8 PCR3011

 
%  

  
35  562  

 34 97.1  527 93.8  
Grade 3  23 65.7  356 63.3  

 1 2.9  27 4.8  
  6 17.1  173 30.8  

 2 5.7   69 12.3  
 16 45.7  167 29.7  
 2 5.7  53 9.4  

 

10% Grade

18 51.4% 201 35.8% 13 37.1% 26

4.6% 12 34.3% 42 7.5% 12 34.3% 110 19.6%

11 31.4% 81 14.4% 10 28.6% 100 17.8% 8 22.9%

67 11.9% 5 14.3% 8 1.4% 4 11.4% 3 0.5%

5% Grade 3 12 34.3% 109 19.4%

4 11.4% 23 4.1% 5%

5%

8 22.9% 31 5.5%  

 

 

PCR3011

CRPC

                                                        
4  2

COU-AA-201 COU-AA-203 5 mg QD
PCR3011

5 mg QD  



13 
HNPC  

 

 

 

7.R.4

 

 

 

7.R.2 7.R.3 

PCR3011 3 Gleason score 8

3 2

 

 

 

 

 

 

 

 

 

7.R.4.1  

 

 

 

PCR3011 Gleason score 8 3

J Clin Oncol 2008; 26: 5936-42 PCR3011

3 2 7.1.1.1
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N Engl J Med 2017; 377: 338-51

PCR3011

 

ADT 1,000 mg QD 5 mg QD

STAMPEDE STAMPEDE

PCR3011

1

ADT

OS 95%CI 0.61 0.49, 0.75  

 

STAMPEDE N Engl J Med 2017; 377: 338-51

 

ADT

Failure-free Survival5 OS

95%CI 0.21 0.15, 0.31 0.75 0.48, 1.18  

 

PCR3011

STAMPEDE N Engl J Med 2017; 377: 338-51

PCR3011

 

 

 

ADT

7.R.2.1

 

 

 

STAMPEDE

PCR3011

 

                                                        
5   

PSA
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PCR3011 3 Gleason score 8

3 2

 

 

 

 

 

 

 

 

7.R.5

 

 

7.R.2 7.R.3 

 

 

7.R.5.1
CRPC

1 1 1,000 mg  

 

PCR3011 COU-AA-001

26 4 21 250 mg

ADT

1,000 mg QD

PCR3011  

PCR3011

 

12 2013  
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PCR3011

 

 

 

 

7.R.6

 

 

PCR3011

 

CRPC

PCR3011

300  

PCR3011

52 52  

 

 

7.R.3 

 

CRPC 455

 

 

7.3  

7.1 

7.2  

 

7.3.1 PCR3011
561/597 94.0% 561/602 93.2%

337/597 56.4% 269/602 44.7%

10% 9  
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9 10%

 
 

MedDRA ver.18.0  

%  
 

597  
 

602  
Grade Grade 3  Grade Grade 3  

 561 94.0  379 63.5  561 93.2  295 49.0  
     

 110 18.4  14 2.3  123 20.4  19 3.2  
  89 14.9   6 1.0   86 14.3  15 2.5  

  74 12.4  20 3.4   88 14.6  17 2.8  
  65 10.9   7 1.2   69 11.5  12 2.0  
     
 219 36.7  121 20.3  133 22.1   60 10.0  
  92 15.4  0  75 12.5   1 0.2  
     

ALT   98 16.4  33 5.5   77 12.8   8 1.3  
AST   87 14.6  26 4.4   68 11.3   9 1.5  

     
 122 20.4   62 10.4  22 3.7   8 1.3  

  75 12.6  27 4.5   68 11.3  18 3.0  
     

  62 10.4   2 0.3   67 11.1   3 0.5  
     

  77 12.9  10 1.7   86 14.3  14 2.3  
     

 54 9.0  15 2.5   85 14.1  27 4.5  

 

179/597 30.0% 155/602 25.7%

3 11 1.8% 9

1.5% 7 1.2% 6 1.0% 5

0.8% 4 0.7%

3 0.5% 11 1.8%

10 1.7% 6 1.0% 5 0.8%

4 0.7%

3 0.5%

4

1 2 1

 
73/597 12.2% 61/602 10.1%

3

ALT 5 0.8%

3 0.5% 6 1.0% ALT 4 0.7%

3 0.5% ALT 5 1

ALT 3  
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7.3.2 ABI-PRO-3001

135/143 94.4% 66/71 93.0%

73/143 51.0% 35/71 49.3%

10% 10  
 

10 10%

 
 

MedDRA ver.18.0  

%  
 

143  
 

71  
Grade Grade 3  Grade Grade 3  

 135 94.4   48 33.6  66 93.0  23 32.4  
     

  34 23.8   4 2.8  15 21.1  1 1.4  
  19 13.3   2 1.4   9 12.7  0 
  17 11.9   1 0.7  5 7.0  0 
  15 10.5   3 2.1  10 14.1  2 2.8  

     
  37 25.9  12 8.4   8 11.3  4 5.6  

  3 2.1  0  8 11.3  0 
     

AST   20 14.0   3 2.1  11 15.5  0 
ALT  14 9.8  0  9 12.7  0 

     
 10 7.0   1 0.7   8 11.3  0 

     
  36 25.2  11 7.7  14 19.7  4 5.6  

     
  23 16.1   2 1.4   9 12.7  2 2.8  

 

25/143 17.5% 18/71 25.4%

2 6 4.2% 3 2.1%

2 1.4% 4 5.6%

2 2.8%  

10/143 7.0% 7/71 9.9%

2 3

2.1% AST 2 1.4% 3 4.2% AST

2 2.8% 2

AST 1  

 

7.3.3 ABI-PRO-3002

103/157 65.6% 114/156 73.1%

57/157 36.3% 48/156 30.8%

10% 11  
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11 10%

 
 

MedDRA ver.18.0  

%  
 

157  
 

156  
Grade Grade 3  Grade Grade 3  

 103 65.6  26 16.6  114 73.1  34 21.8  
     

  16 10.2   1 0.6  13 8.3  0 
 11 7.0  0  17 10.9  0 

 11 7.0  0  22 14.1  5 3.2  
  9 5.7  0  18 11.5  1 0.6  
     
  23 14.6   4 2.5   22 14.1  6 3.8  

 

9/157 5.7% 14/156 9.0%

2 2 1.3% 2 1.3%

 

5/157 3.2% 8/156 5.1%

2

2 1.3% 2 1.3% 2

1  

 

8.
8.1

 

 

8.2 GCP

CTD 5.3.5.1.1 GCP GCP

 

 

 

5

 

 

9. 1
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2

 

30 1 15  

 

 250 mg 

  

  

 29 5 26  

 

 

 

 

1.

20 12 25 20 8  

 

1.1

1 7.R.2 

PCR3011

OS rPFS

 

 

 

 

1.2

1 7.R.3 

 

 

 

 

PCR3011

5 mg/
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PCR3011

 

 

 

 

1.3
1 7.R.4 

PCR3011

 

 

 

 

 

 

 

 

 

1.4

1 7.R.5 

1 1 1,000 mg

 

 

 

Cmax AUC 1 2
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1.5  

300 52  

 

1 7.R.6 

 

 

 

 

 

 

 

 

12

13

12
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13

  

CRPC  

CRPC  

PCR3011  

 
 

 

 

2.

34 7 3  

 

 

 

 

 

 

1 1 1,000 

mg  

 

 

 

 

 

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

1.5 750 mg
 

ALT GPT AST GOT 2.5
1.5

500 mg  
 

ALT GPT AST GOT
20  

 
10  

 

 

4  

 

 

 



 
HNPC  

i 

 

 
   

ADT androgen deprivation therapy  
ALT alanine aminotransferase  
AST aspartate aminotransferase 
BID bis in die 1 2  
CI confidence interval  
CRPC castration resistant prostate cancer  
CYP17  17 -hydroxylase/C17,20-lyase 
ECOG Eastern Cooperative Oncology Group  
ITT intent-to-treat  
LH lutenizing hormone  
MedDRA Medical Dictionary for Regulatory 

Activities 
ICH  

NCCN
 

National Comprehensive Cancer Network 
Clinical Practice Guidelines in Oncology, 
Prostate Cancer 

 

NCI-PDQ National Cancer Institute Physician Data 
Query 

 

NE not estimated  
OS overall survival  
PS performance status  
PCR3011   212082PCR3011  
PCWG2 Prostate Cancer Clinical Trials Working 

Group 2 
 

QD quaque die 1 1  
RECIST Response Evaluation Criteria in Solid 

Tumors 
 

rPFS radiographic progression free survival  
Tg.rasH2

 
 HRAS

 
301   COU-AA-301  
302   COU-AA-302  

    

 
 2016

 
   

 


