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�Ï�W(æ�Ð 

�\
ñ�j,­8¢�F2«,­8¢(w�Ä 

�ÏF2�Ä+÷�Ð  

�\
ñ�>#,�l�®�F#,�l�®UÉ
8+X�È"ë+Ç 

 Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|�ÄmCRPC�Å  

 �àAú�Ý,´Q�	¡Eœ0+�W�µ�6"ü"ë+Ç�•�O�W�}�G7ª,|�Äm HSPC�Å�È	5�� �Z�Õ
�E÷

�µ�6"ü"ë+Ç�F�Õ
��µ�6"ü"ë+Ç�0K¯�=CµE÷ 3 �Z�8�Ä 

�Ï?ô�l�Ð  

250mg  

�Ï+X#�+XGÿ�Ð 

�Ø9€�rGÿ 

�\
ñ�Ø9€�rGÿ�j 1000 mg�Ä4×250mg(w�Å
��=!ÿ���0!Q �Ä 

�\
ñ�>#,�l�®�F#,�l�®UÉ 5mg 
��=!ÿ�� 2 !Q6„+X�È"ë+ÇEœ0+�W	ë�ï�å�Ç�W�}�G7ª

,|�ÄmCRPC�Å�Ó65�Ä  

�\
ñ�>#,�l�®�F#,�l�®UÉ 5mg 
��=!ÿ�� 1 !Q6„+X�È"ë+Ç�àAú�Ý,´Q�	¡Eœ0+�W�µ�6

"ü"ë+Ç�•�O�W�}�G7ª,|�Äm HSPC�Å�Ä  

�Õ
��\
ñ"ë+Ç,´�Ó65F��Ä
<�&�Õ
��ó�W7ª%ð3PGú�n%ð3P2«�l(™ �ÄGnRHa�Å�F�ÄF�

>|E÷	ü�×-®�h�7L”�_�Ä�\
ñN«
XO@�}8#�A 1 �?�&
¼O@
>8#�A2 �?�&0ª7©�=+X�Ä?ñ�Ï9Ÿ

���Ø�Ë�–�Ð�Å�Ä�\
ñ�Ä�ƒ�d"d�¤(w
N�=�ÄB'	/�à.¾�F
°�ì�=+X�Ä 

+X9Ÿ�OL$"��W-�#{ 


X�0�û�¯+X�\
ñ"ë+Ç�{�}�È�Ä�ƒ�ð#{>p$5Eœ"XG¦�×�¦
X�Õ
�"ë+Ç,´�} 3 �Z�8!ÿ�T


˜�ð#{�0!Q�È!”
>!ÿ�Z�8�ð#{�0!Q�Ä�)>p	»�Ã>p$5Jî
¼�ƒ #â%¤+‰�Ä�ƒ!ÿ�8-�#{�0!Q�Ä

�v�)�¾�ˆ
X�u>p�W�ó�Ë> 1�Gý�WNþL™,´�Ó65�È�Ä
X�Õ
�"ë+Ç,´�} 3 �Z�8!ÿ�T
˜-�#{�0

!Q�È!”
>!ÿ�8-�#{�0!Q�Ä  

�)�¾�Õ
��\
ñ"ë+Ç�}�F"ë+Ç�OL$�*)à�~Jî>p+÷,´�Ó65�È�Ä#��?5$�1�Ó65,´>pJî"d

�£�=�~�¾ 4.0 mM�Ä 
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�²�Ì�Ó65
�+O 3 4×	ú 3 4×���:"��W�»�&�È	5��Q�>p	»�Ã�~Jî>p+÷�Ã"d6ï�F�¦��MŽ

-�,ÞCX%ð3P"��W�»�&�È�I�Ä�Œ!’"ë+Ç�È�¦F�>|F2�ƒ,´	k�–�4*6�Ä-$�`"��W+÷(æ5C@�8#

1 4×�F�*4ï"d�£�È�é
�Gý�à�0�û�¯+X�\
ñ"ë+Ç�Ä 

�²�Ì�Ó65�*)à%?�=�\
ñ�Ã#,�l�®�F#,�l�®UÉ�È�Ä���h?ô�rGÿ�¾!Q��Gý�à�0�û"ë+Ç�Ä  

6Í�Ï7-�•�ã
¼6Í"��W�õ�å�;,´�rGÿB3�¤	Ï�I  

6Í�Ï7-�•�ã  

�*4ïE«�Ö6Í�Ï7-�•�ã,´�Ó65�=M0?±B3�¤�rGÿ�Ä 

�)�¾�*4ï�]�Ö6Í�Ï7-�•�ã�ÄChild -Pugh B4×�Å,´�Ó65�È�\
ñ,´�Ø9€�rGÿ�ÄL}�~8#

250mg�È!ÿ�Y�0!Q�Ä�0N©
X�*4ï�]�Ö6Í�Ï7-�•�ã�ÄChild -Pugh B4×�Å�Ó65�]�0�…9Ÿ���Ø

�Ë�–.D0¦�n/j�È
X	…!Q
��=5	9Ÿ 1000 mg�\
ñ
>�ÈLo"�(©UÉ�˜DÛ�äMbGÿ�Î�Ð4Ö 4�=�Ä?ñ

�Ï9Ÿ���Ø�Ë�–�Ð�Å�Ä 

�)�¾�]�Ö6Í�Ï7-�•�ã�Ó65�È�0�û"ë+Ç�}�Ã1\ 1�Z�8!ÿ
˜�ÃL¿
> 2�Z�8!ÿ 2 
˜�Ã��	ú

�{
>,´!ÿ�Z�8�Ä�)�I"XG¨Eœ"XG¦�ÄALT �Å�Ã �Y�Ü"XG¨Eœ"XG¦�ÄAST�Å
¼6ö4Ò3P"d�£F�

>|-�#{�Ä�²�Ì�*4ï�]�Ö6Í�Ï7-�•�ã�Ó65,´ ALT 
¼/�F AST	wQ�>5×!“�h�l�:L€�ÄULN�Å�È

�F�k6ö4Ò3P	wQ�>3×ULN�ÈN«�Œ9Ÿ�D	/�½�¯+X�\
ñ�Ä?ñ�Ï9Ÿ���Ø�Ë�–�Ð�Å�Ä 

�UGý6Í�Ï7-�•�ã�ÄChild -Pugh C4×�Å�Ó65�=�Ç�¯+X�\
ñ�Ä
��0N©B�P¼
X 8 �»�*4ï�U

Gý6Í�Ï7-�•�ã�ÄChild -Pugh C4×�Å
�B�65
¼ 8 �»6Í�Ï7-!“�h,´�•�ç�)'—
�B�65�]�6�À�¶

Lo"�(©UÉ,´9Ÿ(™��BR�Ø�Ë�–�Ä�>6Í�Ï7-!“�h,´
�B�65-("��È�*4ï�UGý6Í�Ï7-�•�ã
�B�

65,´Lo"�(©UÉ�˜DÛ�äMbGÿ�ÄAUC�Å�Î�Ð 7 �=�È$h/ë9Ÿ(™G��6,´�äMbGÿ�Î�Ð 2 �=�Ä 

6Í"��W  

� ) � \ 
 ñ " ë + Ç � O L $ 
 � + O 6 Í " � � W , ´ � Ó 6 5 � Ä ALT
¼/ �F AST>5×ULN � F � k 6 ö 4 Ò

3P>3×ULN�Å�È�Ä�²�&�]�Ý�\
ñ"ë+Ç�¦B3�¤�rGÿ�Ä?ñ�Ï#��?�»N©�Ð�Å�Ä
X6Í�Ï7-"d�£

�’�=�`�*4ï"d�£�F AST 
¼ �$�/�7�”�������î�8�/�1�D�k6ö4Ò3P�”�������î�8�/�1
>�È
�L}�~�rGÿ8#

750 mg!ÿ�� 1 !Q�½!Q"ë+Ç�Ä�)�’�="ë+Ç�Ó65�È8#�A!ÿ 2 
˜-�#{ 1 !Q>p$5Eœ"XG¦
¼6ö4Ò

3P"d�£�È3 �Z�8
>!ÿ�8-�#{ 1 !Q�Ä 

�²�Ì 750 mg!ÿ�� 1 !Q5	9Ÿ�&�½!Q
�+O6Í"��W�È
�
X6Í�Ï7-�ð���l�’�=�`�*4ï"d�£

�F AST 
¼ �$�/�7�”�������î�8�/�1�¦�D�k6ö4Ò3P�”�������î�8�/�1
>�ÈL}�~�rGÿ8# 500 mg!ÿ�� 1 !Q�½

!Q"ë+Ç�Ä 

�²�Ì 500 mg!ÿ�� 1 !Q5	9Ÿ�&�½!Q
�+O6Í"��W�ÈN«�Œ9Ÿ�Ä 

9���6ö1Ñ�ÇLk�F�¦���,8$ ALT 
¼�k6ö4Ò3P
<�&	wQ�,´	Ï
��È�ƒ�Ó65�*)à ALT�Ú

3×ULN �dL¿�k6ö4Ò3P�Ú2×ULN �&�ÈM0"h�u�Œ+X�\
ñ�Ä 
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6î�Ï7-�•�ã�õ�å�;,´�rGÿB3�¤  

�)6î�Ï7-�•�ã�Ó65�È��M0F�>|�rGÿB3�¤�Ä?ñ�Ï9Ÿ���Ø�Ë�–�Ð�Å�Ä�v
XGý�Ö6î�•�ã

,´�}�G7ª,|�Ó65�]�J���d�º4ÿP¼�È�*AÞ!”2«�Ó65BX�~�¯+X�Ä 


8�¦�¯+X�j CYP3A4 B!�,�r�&,´�rGÿB3�¤  

�\
ñ"ë+Ç�OL$F¯�}
8�¦�¯+X�j CYP3A4 B!�,�r�Ä�²9��Õ9!JÐ�Ã	‘Pœ?¯�£�Ã�Y/¿�£�Ã

�Y/¿�3"p�Ã�Y/¿�ç�1�Ã9��$"��Õ�Å�Ä�²�Ì�õN«
8�¦�¯+X�j CYP3A4 B!�,�r�ÈM0
X
8�¦

+X9Ÿ�OL$�Î�Ð�\
ñ,´5	9ŸNÁ)·8#!ÿ�� 2 !Q�Ä�»�²�È�þ 1000 mg!ÿ�� 1 !Q�Î8# 1000 mg!ÿ

�� 2 !Q�Å�Ä
X�Œ!’
8�¦�¯+X�j CYP3A4 B!�,�r
>�È�Ä�6�\
ñB3�¤8#	Ï5	9Ÿ�rGÿ
¼NÁ)·

�Ä?ñ�Ï9Ÿ(™-(�Â�Œ+X�Ð�Å�Ä 

61�¤ �ê  

?ñ�Ï61�¤+X9Ÿ�Ð�Ä 

�o1� �F M‚�A�¤  

�J�Z.ž0û�\
ñ
X�o1�
¼M‚�A�¤�],´�¹�˜�W
¼+Ç�x�Ä 

�Ï�=8Ÿ	ý�Ä�Ð  

�¹�˜�W(©�±�²?± 

+a�¾�Œ+X�j�f�,8$,´9Ÿ�x�Ø�Ë�–�x�Ä�È �\
ñ
�7-�J�EC§Q�>p	»�Ã�~Jî>p+÷
¼�ƒ#â

%¤+‰�Ä�d�º�0�h?ñ,´�=8Ÿ	ý�Ä�_�F
˜"d6ï�Ã�~Jî>p+÷�ÃQ�>p	»
¼�oD��O���Ä�¦��Gý?±

,´�=8Ÿ	ý�Ä	5���ó7?+î+õ�Ã6Í7?"��W�ÃPØ�È
¼E÷�•�W6ê#�&¾�ÄFJ�h�È-�,ÞCX%ð3P�=8Ÿ

	ý�Ä4ÿ�4*6
>
����Ç�`�9�x,´�×�f�Ä6„
8�Ä+X,ÞCX2«
*G·7-�OL}�~F	�Ë9Ÿ(™�=8Ÿ	ý�Ä

,´
�+O)·
¼�UGý0;�Ö�Ä 

�d�ºB�P¼ 

+a�¾�d�ºB�P¼,´�‘�&
4�2�È�=
<9Ÿ(™,´�d�ºB�P¼�]?ò���`,´�=8Ÿ	ý�Ä
�+O)·"Ñ�9

-$�Õ
�"��W�È�•��#�	ý�P�d�º�ÎD%�]?ò���`,´�=8Ÿ	ý�Ä
�+O)·�Ä 


X�TN©L¿�j�Ã�¹� �r�)'—�Ã�J�]�ó�d�ºB�P¼�Ä.D0¦ COU-AA-301
¼.D0¦ COU-AA-

302�Å�]�È��	��¶ mCRPC�Ó65�È�¦�]"ë+Ç4ô�Ó65!ÿ�Y�=+X�\
ñ 1000mg�È!ÿ�� 1 !Q�È6„


8#,�l�® 5mg�È!ÿ�� 2 !Q�Ä�)'—4ô�=+X�¹� �r�È6„
8#,�l�® 5mg�È!ÿ�� 2 !Q�Ä1\�9N©

L¿�j�Ã�¹� �r�)'—�Ã�J�]�ó�d�ºB�P¼�Ä.D0¦ 212082PCR 3011�Å�•4ô�¶Q�	¡ mHSPC�Ó

65�Ä"ë+Ç4ô�Ó65!ÿ�Y�=+X�\
ñ 1000mg�È6„
8#,�l�®�Ä5 mg�È!ÿ�� 1 !Q�Å"ë+Ç�Ä�)'—4ô

�],´�Ó65�Õ
��¹� �r"ë+Ç�Ä!”�F�È
X mCRPC�Ó65�]�0�…�¶ 2N©L¿�j�Ã�¹� �r�)'—B�P¼

�Ä.D0¦ ABI-PRO-3001
¼.D0¦ ABI-PRO-3002�Å�Ä5 N©L¿�j�)'—B�P¼�] 2230�»�Ó65,´
8
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�¦�¹�˜�W� �ž�´�@�¶#��?�»N©�Ã1~ 44×�=8Ÿ	ý�Ä��	ú 1~44×�ÎP¼�Ô�ð���2�h�]� �ž,´�Í

�ž�Ä
X�p�9B�P¼�]�È�T4ô
wM0?±�Õ
� GnRHa�F���°�Õ
�E÷-®�h�7L”�_�Ä 


X"w�k� �ž�]�ÈLo"�(©UÉ"ë+Ç�Ó65,´�]�}"ë+Ç�15��&L$�j 11�Z�8�Ä0.1�È43�Å�È�¹

� �r"ë+Ç�Ó65,´�]�}"ë+Ç�15��&L$�j 7.2 �Z�8�Ä0.1 �È43�Å�Ä�d�ºB�P¼�Õ
z,´�0�h?ñ

�Ä�•������ �Å,´�D
XLo"�(©UÉ"ë+Ç4ô�$�h?ñ�Ä�•���� �Å,´9Ÿ(™�=8Ÿ	ý�Ä�j+â�•�Ã�£8²,��ÃQ�

>p	»�Ã�¦�ó�Ã"d6ï�Ã�~Jî>p+÷�Ã%ž'��Ã7©#+�Ã
…
@�Ã�:
¬
hFƒ�O���Ã
ã�-
¼�d,��Ä 

�d�ºB�P¼�Õ
z,´�0�h?ñ�Ä>20% �Å,´�D
XLo"�(©UÉ"ë+Ç�$�h?ñ�Ä�•���� �Å,´�ÎP¼�Ô�ð

���2�h�_C[>p�Ã.á�W/'G¨G¦	wQ��ÃQ�+H"é�9GŸ>p+÷�Ã#û�$4ö7��ÿ�A+÷�ÃQ�6ö
*G·>p+÷�Ã

Q�>p3�+÷
¼�~Jî>p+÷�Ä 

Lo"�(©UÉ4ô�] 53%,´�Ó65��	ú�¹� �r4ô�] 46%,´�Ó65�Õ
z�*)à 3-4 4×�=8Ÿ�»�&�Ä

Lo"�(©UÉ4ô�] 14%,´�Ó65��	ú�¹� �r4ô�] 13%,´�Ó65�Õ
z�Œ9Ÿ�Ä�,8$�\
ñ
¼#,�l�®�Œ

9Ÿ,´�h?ñ�=8Ÿ�»�&�Ä�•�� �Á�Å�_6Í7?"��W
¼�ó7?+õ�Ä 

Lo"�(©UÉ4ô�] 7.5�Á,´�Ó65
¼�¹� �r4ô�] 6.6�Á,´�Ó65�Õ
z�*)à�¶�>"ë+Ç�]�=8Ÿ�»

�&-(�£,´!«�Ñ�Ä
XLo"�(©UÉ4ô�]�È�0�h?ñ,´!«�Ñ	Ï
��_+î+õF��…�Ä3.3�Á�Å�Ä�¦��>5 �»

�Ó65�Õ
z,´!«�Ñ	Ï
�	5��6ê&¾�Ã�óD# 
¬
h PÔ�Œ�Ã!«�Ñ�Ä���¦�����Ÿ�Å
¼�08\DÛ�ƒ(æ�å

�¦	F�Ä 

.D0¦ COU-AA-301�Ö���°�Õ
�E÷�J?¯��C‹	F+Ç,´Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|  

.D0¦ COU-AA-301��	��¶ 1195�»���°�Õ
�E÷�J?¯��C‹	F+Ç,´Eœ0+�W	ë�ï�å�Ç�W�}

�G7ª,|�Ó65�Ä.D0¦?ô�Ê�È"Ñ�96ÍEœ0+,´�õ�å�;�È9� AST 
¼/�F �$�/�7�•�������î�8�/�1�È�IB��Ó

65�=7-�•4ô�Ä�96ÍEœ0+,´�Ó65�È9� AST 
¼/�F ALT>5×ULN �•�=1V
8�•4ô�‘�&�Ä>˜ 1 �n

/j.D0¦ COU-AA-301 �]�\
ñ"ë+Ç4ô�=8Ÿ	ý�Ä
�+O)·E³�¹� �r4ô�Î�Ð �•���� ,´�=8Ÿ	ý�Ä �F

M0(©�[�£#�,´�=8Ÿ�»�&�Ä�\
ñ6„
8#,�l�®,´�]�}"ë+Ç�&L$�_ 8 �Z�8�Ä 
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>˜ 1�Ö.D0¦ 301 �] G»GL̈o"�(©UÉ4ô
�+O)·E³�¹� �r4ô Q�≥2%,´�=8Ÿ	ý�Ä�FM0(©�[�£#�
,´�=8Ÿ�»�&  

 
 
3+5��˜�È�62«  

�=8Ÿ	ý�Ä  

�\
ñ  + #,�l�®  
(N = 791) 

�¹� �r  + #,�l�®  
(N = 394) 

�p�94×�[ 1 
% 

3�É44× 
% 

�p�94×�[  
% 

3�É44× 
% 

6¼6¹PØPì	ú5�5D4ô4÷+î+õ 
�£8²6ï6ð/ �=F2 2 
6¼6¹�=F23 

 
30 

26.2 

 
4.2 
3.0 

 
23 
23 

 
4.1 
2.3 

�˜DÛ�W+î+õ  
"d6ï 4 

 
27 

 
1.9 

 
18 

 
0.8 

>p1Ñ�>#û�$1Ñ2«+î+õ  
%ž'�  
Q�>p	» 

 
19 
8.5 

 
0.3 
1.3 

 
17 
6.9 

 
0.3 
0.3 

6ó6Ð3+5�+î+õ 
7©#+ 
#¸	F�=8Ÿ  

 
18 
6.1 

 
0.6 
0 

 
14 
3.3 

 
1.3 
0 

�O��	ú�å��2«+î+õ  
"ü�o3+5��O�� 
�:
¬
hFƒ�O��  

 
12 
5.4 

 
2.1 
0 

 
7.1 
2.5 

 
0.5 
0 


¬
h3+5��Ã7(	ú4åLÄ+î+õ  

ã�-   

 
11 

 
0 

 
7.6 

 
0 

6î7?	ú"ü�o3+5�+î+õ   
�oNÁ 
�L�o+÷  

 
7.2 
6.2 

 
0.3 
0 

 
5.1 
4.1 

 
0.3 
0 


42«�•�T�Ã�]"�	ú�{�_�¦
�+÷  
PØ�È5    

 
5.9 

 
1.4 

 
2.3 

 
0 

�ó7?�˜�È+î+õ  
�ó�»�a�h 6   
7(,��F7(G��=F2 7 
�ó�Ë> 1� 8 

 
7.2 
3.8 
2.3 

 
1.1 
0.5 
1.9 

 
4.6 
2.8 
1.0 

 
1.0 
0 

0.3 
1 �=8Ÿ�»�&�9'—5¾
-
-�æ,|+÷.D0¦�p�=8Ÿ�»�&FJ+X�_B��7�ö�Ä NCI CTCAE�Å 3.0(x�64×�Ä   
2 	5���_B��Ö�£8²&¾�Ã�£8²,��Ã�£8²6ï6ð
¼�£8²�%.œ�Ä 
3 	5���_B��Ö6¼6¹+ù�K�ÃPØPì6¼6¹+ì,��Ã6¼,��Ã6¼6¹PØPì�=F2
¼PØPì6¼6¹�j-$�Ä 
4 	5���_B��Ö"d6ï�Ã�F
˜"d6ï�Ã
��)�W"d6ï
¼�˜DÛ�W"d6ï�Ä  
5 	5��L”+õ*6�WPØ�È���F,´�p�9PØ�È�Ä  
6 	5���_B��Ö�ó�»�a�h�Ã�ó�ØE÷FO�Ã�oNÔ�Ã�Ô�:�W�ó�ØE÷FO�Ã�o�W�ó�ØE÷FO�Ã�Ô�W�ó�ØE÷FO�Ã

�o�•�Ã�ó�ØE÷5C�Ã�¼�˜�W�o�Ô�P�,Lk%��Ã�P�,LÌ.½
¼5C�’
»�ó�»�a�h�Ä  
7 	5���_B��Ö�ó5�,��Ã7(,��Ã�=0c�Ê
»�ó5�,��Ä�¹� �r4ô�Õ
z,´�ó6¼�Ç�Ž�F5j>p"��\
ñ"ë+Ç4ô

�$�h?ñ�Ä�6�[�j 1.3%
¼ 1.1%�Å�Ä  
8 	5���_B��Ö�ó�Ë> 1��Ã�u>p�W�ó�Ë> 1��Ã���ó�Ô�Ï7-LÌ.½�Ã�ó$À�W�A�{�Ã�ó7?�™�W+÷�Ã�ó6¼

+õ
¼�4>p�6� �; L}�Ä  

 

>˜ 2 �n/j�¶.D0¦ COU-AA-301�]�£#�,´�ÎP¼�Ô�ð���2�h�Ä 
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>˜ 2�Ö.D0¦ COU-AA-301�£#�,´�ÎP¼�Ô�ð���2�h  

 
 
�ÎP¼�Ô�ð���2�h  

�\
ñ  + #,�l�® (N = 791) �¹� �r  + #,�l�® (N = 394) 

�p�94×�[ % 3�É44×% �p�94×�[ % 3�É44×% 

Q�+H"é�9GŸ>p+÷ 63 0.4 53 0 

AST 	wQ� 31 2.1 36 1.5 

�~Jî>p+÷ 28 5.3 20 1.0 

�~/'>p+÷  24 7.2 16 5.8 

ALT 	wQ� 11 1.4 10 0.8 

�k6ö4Ò3P	wQ�  6.6 0.1 4.6 0 

 

.D0¦ COU-AA-302�Ö�Z4ÿ	F+Ç,´Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|  

.D0¦ COU-AA-302��	��¶ 1088�»���°�Z4ÿ	F+Ç,´Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|�Ó65�Ä

.D0¦�ÂL”�¶�d�96ÍEœ0+,´�Ó65�ÈAST 
¼/�F �$�/�7�•�������î�8�/�1,´�Ó65�•�=1V
8�•4ô�‘�&�Ä

>˜ 3�n/j.D0¦ COU-AA-302�]�\
ñ"ë+Ç4ô�•���� �Ó65�*)à,´�D
�+O)·E³�¹� �r4ô�Î�Ð�•����

,´�=8Ÿ	ý�Ä�Ä�\
ñ6„
8#,�l�®,´�]�}"ë+Ç�&L$�_ 13.8�Z�8�Ä 

  



Reference: CCDS Version 018                                                                                                                 8 

>˜ 3�Ö.D0¦ COU-AA-302 �] G»GL̈o"�(©UÉ4ô
�+O)· ≥5%�DE³�¹� �r 4ôQ�≥2%,´�=8Ÿ	ý
�Ä 

 
 
3+5��˜�È�62«  

�=8Ÿ	ý�Ä  

�\
ñ  + #,�l�®  
(N = 542) 

�¹� �r  + #,�l�®  
(N = 540) 

�p�94×�[ 1 
% 

3�É44× 
% 

�p�94×�[  
% 

3�É44× 
% 

�˜DÛ�W+î+õ  
+â�•  
"d6ï 2 


�'�  

 
39 
25 
8.7 

 
2.2 
0.4 
0.6 

 
34 
21 
5.9 

 
1.7 
1.1 
0.2 

6¼6¹PØPì	ú5�5D4ô4÷+î+õ 
�£8²6ï6ð/ �=F2 3 
7©6Ñ"Ï+ì,�  

 
30 
6.6 

 
2.0 
0.4 

 
25 
4.1 

 
2.0 
0.7 

6ó6Ð3+5�+î+õ 
�ï0�  
7©#+ 
#¸	F�=8Ÿ  

 
23 
22 
11 

 
0.4 
0.9 
0.0 

 
19 
18 
5.0 

 
0.6 
0.9 
0.2 

>p1Ñ	ú#û�$1Ñ2«+î+õ  
%ž'�  
Q�>p	» 

 
22 
22 

 
0.2 
3.9 

 
18 
13 

 
0.0 
3.0 


¬
h3+5��Ã7(	ú4åLÄ+î+õ  

ã�-  

¬
h
 Lî  

 
17 
12 

 
0.0 
2.4 

 
14 
9.6 

 
0.2 
0.9 

2î/Ž3+5�+î+õ  
�a-P  

 
14 

 
0.2 

 
11 

 
0.0 


42«�•�T�Ã�]"�	ú�{�_�¦
�+÷  
�[�T  
Cü�B    

 
13 
5.9 

 
0.0 
0.0 

 
9.1 
3.3 

 
0.0 
0.0 

�O��	ú�å��2«+î+õ  
�:
¬
hFƒ�O��  
Uk
í&¾ 

 
13 
11 

 
0.0 
0.0 

 
8.0 
8.1 

 
0.0 
0.0 

6î7?	ú"ü�o3+5�+î+õ   
>p�o 

 
10.3 

 
1.3 

 
5.6 

 
0.6 

,Þ6Ô
¼,Þ�;4ô4÷+î+õ 
,Þ+é 

 
8.1 

 
0.0 

 
3.7 

 
0.0 

1 �=8Ÿ�»�&�9'— NCI CTCAE 3.0(x�64×�Ä   
2 	5���_B��Ö�F
˜"d6ï�Ã
��)�W"d6ï
¼�˜DÛ�W"d6ï�Ä  
3 	5���_B��Ö�£8²&¾�Ã�£8²,��Ã�£8²6ï6ð
¼�£8²�%.œ�Ä 

 

>˜ 4 �n/j�¶.D0¦ COU-AA-302�]
�+O)· 15%���:�È�D�\
ñ"ë+Ç4ô
�+O)·"��¹� �r

4ô�$Q��Ä>5%�Å,´�ÎP¼�Ô�ð���2�h�Ä 
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>˜ 4�Ö.D0¦ COU-AA-302�] G»G¨Lo"�(©UÉ4ô
�+O)· >15%�D"��¹� �r4ô Q�>5%,´�ÎP¼�Ô
�ð���2�h  

 
 
�ÎP¼�Ô�ð���2�h  

�\
ñ + #,�l�®  (N = 542) �¹� �r + #,�l�®  (N = 540) 

�p�94×�[  
% 

3�É44× 
% 

�p�94×�[  
% 

3�É44× 
% 

>p#â�– 
#û�$4ö7��ÿ�A+÷  

 
38 

 
8.7 

 
32 

 
7.4 

>p+O	F�ð��  
Q�>p3�+÷1 

ALT 	wQ� 
AST 	wQ� 
Q�JÐ>p+÷ 
�~Jî>p+÷ 

 
57 
42 
37 
33 
17 

 
6.5 
6.1 
3.1 
0.4 
2.8 

 
51 
29 
29 
25 
10 

 
5.2 
0.7 
1.1 
0.2 
1.7 

1�*�¾MŽ0ª7©>p�ð#{ 

.D0¦ 212082PCR 3011�Ö"ë+ÇQ�	¡ mHSPC�Ó65 

.D0¦ 212082PCR 3011 ��	��¶ 1199 �»���°�Z�Õ
�E÷4ö7�"��W	F+Ç,´�àAú�ÝQ�	¡

mHSPC�Ó65�Ä�ÂL”�d�96ÍEœ0+,´�Ó65�ÈAST 
¼/�F �$�/�7�•�������= ULN ,´�Ó65�•�=1V
8�•

4ô�‘�&�Ä�p�9�Ó65
w
XB�P¼�OL$�Õ
� GnRHa�F���°�Õ
�E÷	ü�×-®�h�7L”�_�Ä�\
ñ6„
8

#,�l�®,´�]�}"ë+Ç�&L$�j 24�Z�8�Ä 

>˜ 5 �n/j�¶�\
ñ6„
8#,�l�®4ô�•���� �Ó65�*)à,´�D�¦
�+O)·E³�¹� �r6„
8#,�l�®4ô

,´
�+O)·�Î�Ð�•���� ,´�=8Ÿ	ý�Ä�Ä 
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>˜ 5�Ö .D0¦ 212082PCR 3011�]G»G¨Lo"�(©UÉ4ô
�+O)· �•5%�D"��¹� �r4ôQ� �•2%
,´�=8Ÿ	ý�Ä 1 

 �\
ñ6„
8#,�l�®�Ä N=597�Å  
 

�¹� �r�Ä N=602�Å 

3+5�/�˜�È�62«   �p�94×�[ 2 3-4 4×  �p�94×�[  3-4 4× 

 �=8Ÿ	ý�Ä   % %  % % 

>p1Ñ�>#û�$1Ñ2«+î+õ       

 Q�>p	»  37 20  13 10 

 %ž'�   15 0.0  13 0.2 

��BR	ú:U�«2«+î+õ      

 �~Jî>p+÷  20 10  3.7 1.3 


42«�ð��       

 ALT 	wQ� 3  16 5.5  13 1.3 

 AST	wQ� 3  15 4.4  11 1.5 

�O��	ú�å��2«+î+õ        

 "ü�o3+5��O��   7.0 1.0  3.7 0.8 

 �:
¬
hFƒ�O��   6.7 0.2  4.7 0.2 


42«/Ž4ÿ3+5�+î+õ      

 �d,�   7.5 0.3  5.0 0.2 


¬
h3+5��Ã7(	ú4åLÄ+î+õ  

 
ã�- 4  6.5 0.0  3.2 0 
1 �p�9�Ó65�Õ
� GnRHa�F�Õ
�E÷-®�h�7L”�_�Ä  
2 �=8Ÿ�»�&�9'— CTCAE 4.0(x�64×�Ä  
3 �Õ
z�j�=8Ÿ�»�&�F�=8Ÿ	ý�Ä�Ä  
4 	5��
ã�-�Ã
ã, �Ã�:
¬
hFƒ
ã�-5,
8�±�Ä  
#��Ö>˜ 6 �p�G�j�ÎP¼�Ô�ð���2�h�È�i�ž�ðP¼�Õ
z,´� �lF�>|+|�Ê�×�ƒ.D0¦65AÔ�jB��ÎP¼�Ô�ð���2
�h�9�d�º�?�y�ÃM0?±5	�¸�dL¿+X9Ÿ�F65B3�¤.D0¦+X9Ÿ�&�È�6�J>Û�Õ
z�j�=8Ÿ�»�&�È	£>˜ 5 �p�G�Ä 
 

>˜ 6 �n/j�¶.D0¦ 212082PCR 3011�]
�+O)·
X 15%���:�D�\
ñ6„
8#,�l�®"ë+Ç4ô�]


�+O)·"��¹� �r4ô�$Q��Ä> 5%�Å,´�ÎP¼�Ô�ð���2�h�»�&�Ä 

>˜ 6�Ö.D0¦ 212082PCR 3011�]�\
ñ"ë+Ç4ô >15%�Ó65�Õ
z	…�ÎP¼�Ô�ð���2�h  

 �\
ñ6„
8#,�l�®  
(N=597) 

�¹� �r  
(N=602) 

�ÎP¼�Ô�ð���2�h  1-4 4× 
% 

3-4 4× 
% 

1-4 4× 
% 

3-4 4× 
% 

>p�h?ô     

    #û�$4ö7��ÿ�A+÷  
 

20 4 14 1.8 

�d�º+O	F      

�~Jî>p+÷ 30 9.6 6.7 1.3 

    ALT 	wQ� 46 6.4 45 1.3 
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    �k6ö4Ò3P	wQ� 16 0.2 6.2 0.2 

#��Ö>˜ 6 �p�G�j�ÎP¼�Ô�ð���2�h�È�i�ž�ðP¼�Õ
z,´� �lF�>|+|�Ê�×�ƒ.D0¦65AÔ�jB��ÎP¼�Ô�ð���2�h
�9�d�º�?�y�ÃM0?±5	�¸�dL¿+X9Ÿ�F65B3�¤.D0¦+X9Ÿ�&�È�6�J>Û�Õ
z�j�=8Ÿ�»�&�È	£>˜ 5 �p�G�Ä 

Gý?±�=8Ÿ	ý�Ä�ÿF  

�ó>p1Ñ�=8Ÿ	ý�Ä 

3 �O.D0¦�Ä.D0¦ COU-AA-301
¼ ABI-PRO-3001�Ã.D0¦ COU-AA-302
¼ ABI-PRO-

3002��	ú.D0¦ 212082PCR 3011�Å
w�ÂL”�¶��#��×�f,´Q�>p	»
¼�9�d�º�n:‡,´�ó7?+î+õ

�Ó65�È
>65	5�����° 6 �Z�8�µ
�+O,´�ó6¼�Ç!«�F�Ø79>p�C�ÃGý�Ö�F�=0c�Ê
»�ó5�,��Ã

NYHA �Ê�y,´ III �F IV 4×�ó�Ë> 1��Ä.D0¦ COU-AA-301
¼ ABI-PRO-3001�Å�F II-IV 4×

�ó�Ë> 1��Ä.D0¦ 212082PCR 3011�Ã.D0¦ COU-AA-302
¼ ABI-PRO-3002�Å�F�ó7?�4>p

�6� <50% �Ä�p�9�•4ô�Ó65�Ä	5��#k�W9Ÿ(™"ë+Ç
¼�¹� �r"ë+Ç�Ó65�Å
<�&�Õ
� ADT "ë

+Ç�È�k?±�Ä+XGnRHa�È�¦�>3��o+õ�Ã�ó6¼�Ç!«�Ã7A>p1Ñ�?�F
¼�ó$À�W)M!«�9�£�Ä 


X�ÄN©L¿�j�Ã�¹� �r�)'—�d�º.D0¦,´�k� �ž�]�È�\
ñ"ë+Ç4ô�ó�Ë> 1�,´
�+O)·"�

�¹� �r4ôQ��Ä2.6% vs.0.9%�Å�Ä�\
ñ"ë+Ç4ô�] 1.3%,´�Ó65�*)à 3-4 4×�ó�Ë> 1��È�,8$ 5

�»�Ó65�Œ!’"ë+Ç�È4 �»�Ó65!«�Ñ�Ä�¹� �r4ô�] 0.2%,´�Ó65�*)à 3-44×�ó�Ë> 1��Ä�¹� �r

4ô�*)à 2 �»
��ó�Ë> 1�6<!«�Ñ�È"Ñ�9�*)à"ë+Ç4ø!’�»�&�Ä 


X�:F "w�k� �ž�]�È�Õ
z,´�ó�»�a�h5
�W�J� �Ž�¾ 1-24×�Ä�\
ñ"ë+Ç4ô�9 1�»�>�ó

�»�a�h�9�£,´!«�Ñ
¼ 3 �»)M!«�»�&�È�¹� �r4ô�*)à 5 �»-(�£!«�Ñ�»�&�Ä�\
ñ"ë+Ç4ô�9 7

�»
��óD#
¬
hPÔ�Œ�,8$,´!«�Ñ�»�&�Ä0.3% �Å�È�¹� �r4ô�9 2 �»�Ä0.1%�Å�Ä�¹� �r4ô�9

3 �»�Ó65
��*)à�ó6¼5j>p�F�ó6¼�Ç!«�,8$!«�Ñ�È�\
ñ"ë+Ç4ô�9 3 �»�Ä 

���;�µ�é
XB$�>�–,´�Ï#��?�»N©�Ð�]B�4öAØAê�Ö  

• -�,ÞCX%ð3PE÷Gÿ�EC§,´�~Jî>p+÷�Ã�ƒ#â%¤+‰
¼�ó>p1Ñ�=8Ÿ	ý�Ä 

• 6î�:7ª,ÞCX�Ï7-�=�˜ 

• 6Í"��W 

• O�(™
��Î�Ð�\
ñ�äMbGÿ 

�:�2
>4ÿP¼  


X�\
ñ�©�ö�:�2
>,´�¯+X�OL$�È�*�¾8�
��Õ
z�"
�)à�;�G�¦��,´�=8Ÿ	ý�Ä�ÄNÁ)·

�²�;�Ö�=�h?ñ�•���������������D< 1/100, 5…?ñ�•�����������������D< 1/1000�Ä 

3+5��˜�È�62« : 
¬
h3+5��È7(	ú4åLÄ+î+õ  

5…?ñ�ÖE÷�•�W6ê#�&¾  

3+5��˜�È�62«�Ö 
4/ý6¼6¹PØPì	ú5�5D4ô4÷+î+õ 

javascript:%20OpenTerm%20('SOC:10038738')
javascript:%20OpenTerm%20('SOC:10038738')
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�=�h?ñ�Ö  Z4é6¼$æ@��È6¼+õ 

3+5��˜�È�62«�Ö 6Í6ö3+5�+î+õ 

5…?ñ�Ö�ä
��W6Í&¾�È�U�W6Í> 1�  

3+5��˜�È�62«�Ö �ó>p1Ñ3+5�+î+õ 

MŽ�h5…?ñ�ÖQT L$�O�&K¯�È�F1��•Eœ
»�Ô�W�ó�ØE÷FO�Ä?ñ�¾
�+O�~Jî>p+÷�F�9�*.p

�ó>p1Ñ+î+õ,´�Ó65�Å�Ä 

 

�Õ
z
�+Á,´�=8Ÿ	ý�Ä  

9Ÿ
ñ9ç�Ç�:�2Aè
�
>�È�Õ
z
�+Á,´�=8Ÿ	ý�ÄMŽ�hGý?±�ÄF	�g
����15�-�#{9Ÿ
ñ,´

9ç,ú/NþL™�£>‘�Ä?±"r	k+Ç�C�J�ê��FJE÷
-�æ�=8Ÿ	ý�Ä�Õ
z3+5��Õ
z�+�…
�+Á,´�=8Ÿ	ý

�Ä�Ä 

�Ï/±�ü�Ð  

− �)�\
ñ#k�W�@�6�FEµ�É�ˆ
XCµ�•	ý�Ä65/±+X�Ä 

− �º�P�F�9�º�P
�7-,´�·�£/±+X�Ä 

− �UGý6Í�Ï7-�•�ã�Ó65�ÄChild -Pugh C4×�Å/±+X�Ä 

�Ï#��?�»N©�Ð  

+a-�,ÞCX%ð3PE÷Gÿ�,8$,´�~Jî>p+÷�Ã�ƒ#â%¤+‰
¼�ó>p1Ñ�=8Ÿ	ý�Ä  

+a�¾�\
ñ�) CYP17,´�Á�f�Œ+X�J�,8$-�,ÞCX%ð3P"d�£	wQ��È
�!”
�7-�J�EC§Q�>p

	»�Ã�~Jî>p+÷
¼�ƒ#â%¤+‰�Ä8#�A!ÿ�8-�#{�0!Q�Ó65�_
V�*)àQ�>p	»�Ã�~Jî>p+÷
¼ �ƒ #â

%¤+‰�Ä
X�\
ñ"ë+Ç�}
¼"ë+Ç�OL$�Ä�×�fQ�>p	»�¦4Ð!“�~Jî>p+÷�Ä  

�i�ž
�N©�¯+X#,�l�® 5 mg!ÿ���T!Q6„+XG»G¨Lo"�(©UÉ 1000 mg!ÿ���0!Q,´�¹� �r

�)'—B�P¼,´"w�k� �ž�È
�)à�\
ñ"ë+Ç4ô�9 4�Á,´�Ó65
¼�¹� �r4ô�9 2�Á,´�Ó65
�+O 3-4

4×�~Jî>p+÷�Ä
�)à
4"ë+Ç4ô
w�9 2�Á,´�Ó65
�+O 3-4 4×Q�>p	»�È
4"ë+Ç4ô
w�9 1�Á�Ó65


�+O 3-4 4×�ƒ#â%¤+‰�Ä 


X 212082PCR 3011.D0¦�]�È�¯+X#,�l�® 5 mg!ÿ���0!Q6„+XG»G¨Lo"�(©UÉ 1000 mg

!ÿ���0!Q�È
�)à�\
ñ"ë+Ç4ô�9 10�Á,´�Ó65��	ú�¹� �r4ô�9 1�Á,´�Ó65�*)à 3-44×�~Jî>p

+÷�È�9 20�Á,´�Ó65
¼�¹� �r4ô�9 10�Á,´�Ó65?ò���`
�+O 3-4 4×Q�>p	»�Ä
4"ë+Ç4ô
w�9

1�Á,´�Ó65
�+O 3-4 4×�ƒ#â%¤+‰�Ä 
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�)�¾>p	»	wQ��Ã�~Jî>p+÷ 
¼�ƒ#â%¤+‰
�7-�,8$ �*.p+õ�õ�ÐGý,´�Ó65�È�²�9 �ó> �Ã

F��O
�+O�ó6¼�Ç�Ž�Ã�ó>p1Ñ+î+õ�F�Ô�W�ó�»�a�h ,´ �Ó65�È�¯ +X�\
ñ�&�Ä�ö�7-�#{�Ä�:

�2
>4ÿP¼�n/j�È
X�=+X�\
ñ�OL$
�+O�~Jî>p+÷�F�9�*.p�ó>p1Ñ+î+õ,´�Ó65�]?ò���` QT

L$�O�&K¯
¼�F1��•Eœ
»�Ô�W�ó�ØE÷FO�Ä 

�d�º.D0¦�]�ÂL”�¶���Ô�4>p�6� �ÄLVEF �Å<50%�F NYHA �ó�Ï7- III 4×�F IV 4×�ó

> �Ó65�Ä.D0¦ COU-AA-301�Å�F NYHA �ó�Ï7- II 4×8#IV 4×�ó> �Ó65�Ä.D0¦ COU-AA-

302 
¼.D0¦ 212082PCR3011�Å�È�\
ñ
XF	�Ë�Ó65�]�¯+X,´�¹�˜�W�J �=.ž�Ê�Ä?ñ�Ï�d�º

B�P¼�Ð�Å�Ä 

6î�:7ª,ÞCX�Ï7-�=�˜  

�ÄN©L¿�j�Ã�¹� �r�)'— �d�ºB�P¼"w�k� �ž�n/j�È6î�:7ª,ÞCX�Ï7-�=�˜,´
�+O)·
X

�\
ñ"ë+Ç4ô 2230�»�Ó65
¼�¹� �r4ô 1763�»�Ó65�6�[�j 0.3%
¼ 0.1%�Ä�"�Õ
z�Õ
��\
ñ

6„
8#,�l�®"ë+Ç,´�Ó65
X�Œ+X!ÿ��,´2«
*G·
¼ /�F�d
��O���F�Ä%ð(æ�1�&�È�*)à6î�:7ª

,ÞCX�Ï7-�=�˜�Ä-�#{6î�:7ª,ÞCX�Ï7-�=�˜,´+÷(æ
¼�ƒ�±�È�T�¦�_�)�¾�Œ+X#,�l�®�ÃL}

�~#,�l�®�rGÿ�F�*)à�2�h�Ä%ð(æ�1,´�Ó65�Ä�\
ñ"ë+Ç�,8$,´-�,ÞCX%ð3PE÷Gÿ-(�£,´�=

8Ÿ	ý�Ä
�7-�J�Ù-�6î�:7ª,ÞCX�Ï7-�=�˜,´+÷(æ
¼�ƒ�±�Ä�i�ž�d�ºM0?±F�>|F2�ƒ,´�ð���È

��.žAú6î�:7ª,ÞCX�Ï7-�=�˜�Ä�*)à�Ä%ð�õ�å�{�}�Ã�OL$
¼�{
>
�7-?±�Î�Ð,ÞCX2«
*G·

�rGÿ�Ä 

6Í"��W   

�ÄN©L¿�j�d�ºB�P¼"w�k� �ž�n/j�È3/4 4×ALT �F AST 	wQ��Ä8#�A 5×ULN�Å
X�\
ñ

"ë+Ç,´ 2230�»�Ó65�]
�+O)·�j 6%�ÈFJ�h
�+O
X"ë+Ç�0�û
>�} 3 �Z�8�Ä-("��*4ï6Í�Ï

7-!“�h,´�Ó65�È�*4ï ALT �F AST	wQ�,´�Ó65�$�9
�7-�*)à6Í�Ï7-�7�7	wQ��Ä�\
ñ"ë+Ç

4ô 2230�»�Ó65�]4Ö 1.1%,´�Ó65
� ALT 
¼ AST 	wQ��F6Í�Ï7-�2�h6<�Œ!’"ë+Ç�Ä
XF	�Ë

�d�ºB�P¼�]�È�Z�Õ
z�>�\
ñ�>.ž-(�£,´6Í"��W�,8$,´!«�Ñ�x�»�Ä 

�¾�0�û�\
ñ"ë+Ç�}�Ã"ë+Ç�0�û
>�} 3 �Z�8�µ!ÿ 2 
˜ 1 !Q�Ã��	ú�¦
>!ÿ�8 1 !Q-�#{>p

$5Eœ"XG¦�ÄALT
¼ AST�Å
¼6ö4Ò3P"d�£�Ä�)�¾�*4ï�]�Ö6Í�Ï7-�•�ã6<�Õ
� 250mg,´�~

�rGÿ"ë+Ç,´�Ó65�È�¾�0�û"ë+Ç�}�Ã"ë+Ç1\ 1 �Z�8�µ!ÿ
˜ 1 !Q�ÃL¿
> 2 �Z�8�µ!ÿ 2 
˜ 1

!Q�Ã��	ú�{
>,´!ÿ�8 1 !Q-�#{ ALT�ÃAST 
¼6ö4Ò3P"d�£�Ä�²�Ì�*)à��/j6Í"��W,´�d�º

+÷(æ�F�ƒ�±�ÈN«	ú�&-�#{>p$5�k6ö4Ò3P�ÃAST 
¼ALT "d�£�Ä�² AST�ÃALT �F6ö4Ò3PE³

�*4ï�l	wQ��ÈN«�Î�Ð-�#{NÁ)·�Ä�0�� AST �F ALT 	wQ�8# 5×ULN ���:�È�F6ö4Ò3P	wQ�

8#3×ULN ���:�ÈN«�²�&�]�Ý�\
ñ�¦�ö�7-�#{6Í�Ï7-�Ä 

�õ
X6Í�Ï7-�ð���l�’�=8#�Ó65�*4ï"d�£�F AST 
¼ �$�/�7�”�������î�8�/�1�D�k6ö4Ò3P

�”�������î�8�/�1
>�È�}7-���~�rGÿ"d�£�½!Q�¯+X�\
ñ"ë+Ç�Ä?ñ�Ï+X#�+XGÿ�Ð�Å�Ä�²�Ì"ë+Ç�O

L$�+�…�&L$�Ó65�*)à�UGý6Í"��W�ÄAST �F �$�/�7�•�����î�8�/�1�Å�È�Ä�Œ+X�\
ñ"ë+Ç�¦�D�=�Ç
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�½!Q�¯+X�Ä�:�2
>5…�9�U�W6Í7?> 1��Ã�ä
��W6Í&¾,´�ÕFƒ�ÈG��6 �j8$!«�W,´�Ä?ñ�Ï�=

8Ÿ	ý�Ä�Ð�Å�Ä  

�~>p3�+÷ 

�Õ
�
Q�l�GGž�F*Ž�l�G�x,´���°3��o+õ�Ó65�Õ
��\
ñ6„
8#,�l�®/ #,�l�®UÉ"ë+Ç�&�È

�.�Õ
zE÷�~>p3�+÷	…�Z+õ�»�Ä?ñ�Ï9Ÿ(™-(�Â�Œ+X�Ð�Å�Ä3��o+õ�Ó65�Ä-�#{>p3��Ä 

O�(™
��Î�Ð�\
ñ�äMbGÿ  

�\
ñN«0ª7©�=+X�Ä8#�A
X�=9Ÿ�} 2�?�&	ú�=9Ÿ
> 1�?�&�µ/±O��Ä�>0ª7©�=9Ÿ-("��È

�¾F�O@�&�=+X	…�rGÿ�\
ñ�ÈLo"�(©UÉ,´ Cmax
¼ AUC0-�’ �Ä�äMbGÿ�Å�6�[�Î�Ð8# 17 �=
¼

10 �=�Ä�)�¾�J!Q�>O�(™
<�&�=+X�\
ñ�&�,8$,´�äMbGÿ�Î�Ð,´�¹�˜�W�J�ZF�>|Aô�`�Ä?ñ

�Ï�=8Ÿ	ý�Ä�Ð
¼�Ï9Ÿ���Ø�Ë�–�Ð�Å�Ä 

�>K• 223�¼"_	F(™6„
8�¯+X  
 


X��+÷(æ�F�9E«�Ö+÷(æ,´�Ã�k?±�jPØEœ0+,´Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|�Ó65�]F�

>|,´�0N©L¿�j�d�ºB�P¼�]�È��-"�&� �ž�n/j#-)ò
¼#,�l�®/ #,�l�®UÉ�Ð�•K• 223 �¼"_	F

(™6„
8"ë+Ç
>!«�Ñ)·�Î�Ð
¼PØ�È
�+O)·�Î�Ð�Ä
X�d�ºB�P¼�{�F�È�=�*AÞ#-)ò
¼#,�l�®/

#,�l�®UÉ�>K• 223�¼"_	F(™6„
8�¯+X�Ä 

PØ�ö�Ö 

�Š�OEœ0+�W�}�G7ª,|�Ä	ë�ï�å�Ç�W�}�G7ª,|�Å�Ó65
�7-�*)àPØ�ö�ÖL}�~�Ä�\
ñ�>

3�,ÞCX%ð3P6„
8�¯+X
��Î�jF	/ý�x�Ä�Ä 

���°�¯+XGž�ç�A  

���°�¯+XGž�ç�A"ë+Ç,´�}�G7ª,|�Ó65�È�¦5C@�)·
�7-E³�~�Ä 

Q�>p3�+÷ 

�¯+X3�,ÞCX%ð3P�J�Î�ÐQ�>p3�+÷NþL™�È
�!”�Ä4ÿ�h#{Gÿ3��o+õ�Ó65,´>p3��Ä 

PØPì6¼	ý�Ä 

�Õ
��\
ñ"ë+Ç,´�Ó65�"�Õ
z� �»6¼+õ�»�&�ÄG��6�Ó65�*)à Z4é6¼$æ@��dL¿6î> 1��Ä

�WG��6+õ�»
X"ë+Ç�O1\�0�Z�8�µ�*)à�È�Œ+X�\
ñ
>
��’�=�Ä�)
8�¦�¯+X�".��>6¼+õ/  Z

4é6¼$æ@��9�£,´9Ÿ(™"ë+Ç,´�Ó65�È�Ä�~+X�\
ñ�Ä 

6„
8	F+Ç"ë+Ç 

�\
ñ�>4ö7�"��W	F+Ç6„
8�¯+X,´�¹�˜�W
¼+Ç�x�J�Z.ž�Ê�Ä  
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Eµ�É�=6@
��W 

�\
ñ
[�£3��Ä�9	z�£3��=6@
�+÷�ÃLapp �Ä�ù�ž�Å�£3�G¦5j�•+÷�F:‘:43�- 	z�£3�
h

�fLÌ.½+÷1y5…?ñF‡�PL�NÈ,´�Ó65�=�Ä�=+X�\
ñ�Ä�\
ñF�
[�9JÐ�È!ÿ 4 (w�rGÿ,´JÐ
[Gÿ

CµE÷1.18mmol�Ä�F 27mg�Å�ÄL€JÐ�t�•,´�Ó65�Ä�¸��63<•�Ä 

�¦�³%Œ
XNþL™ 

Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|+g�W�Ó65�Ä	5��!“
X�Õ
��\
ñ"ë+Ç,´�Ó65�Å
�7-�9C[

>p
¼�W�Ï7-LÌ.½,´NþL™�Ä 

B'5ž�¾�o1��=�C�/�`�4�Ä 

QT L$�O 


X�0N©�J�]�ó�0�n	…7ò�d�ºB�P¼�]�È33 �} mCRPC�Ó65
XF�O@�}1 �?�&�FF�O@
> 2

�?�&�=+X�\
ñ 1000mg!ÿ�� 1 !Q�È
<�&
8�¦�=+X#,�l�® 5mg!ÿ�� 2 !Q�Ä-$�`1\ 2 
˜�O,´

1\ 2�Y QTcL$�OE³�*4ï ���n:‡
�	F�Ä�²>20ms �Å�Ä'f6<�È+a�¾�d�ºB�P¼AîAÑ,´�pL€�W�È

�=7-�¼�˜�ÂL”�\
ñ
�7-�?�u�&K¯ QTcL$�O�Ä�² <10ms�Å�Ä 

�)P®P¦
¼�ý�Œ�j�˜7-�Ë,´�¡
ý  

�\
ñ�)P®P¦
¼�ý�Œ�j�˜7-�Ë���¡
ý�F�¡
ý
��-+•�=AÑ�Ä 

�Ï�…�·	ú�*�£�O�·�£+X9Ÿ�Ð  

�º�P  

�\
ñ�=F2+X�¾�£�W�Ä�*�¾�\
ñ,´�Œ+X�j�f
¼
X�Ø(™B�P¼,´ 5��Ì �È�º�P �F�9�º�P
�

7-,´�·�£/±+X�\
ñ�È
��j�\
ñ
�7-�J�,8$6þ�o�•�ã�È�¦
�7-�EC§�º�P�]!’�Ä 

�J���£�¾�…�·�¯+X�\
ñ ,´�ê�ƒ� �ž�Ä
X�Ø(™+O!ÆB�P¼�]�È�º�P�WUP
X�˜�È�’�@Lf

!å
��=G»G¨Lo"�(©UÉ�È�ƒ!ý�ƒ�äMbGÿ4Ö�j�ê�ƒ�Ø9€�rGÿ�;�äMbGÿ�ÄAUC �Å,´�• 0.03�=�&�È

�)6þ��,´
�6â�9�¡
ý�Ä 

�*�£  

�\
ñ�=F2+X�¾�£�W�Ä �J�= .ž�Ê�\
ñ�_
V �J�6"ü �` !ý�£�]�È��	ú �\
ñ�)�£"q�6"ü��

	ú!ý�£�²�«�¤�o,´�¡
ý�Ä 

F¯�… 

-��}�J�=$5�ŠLo"�(©UÉ �F�¦��BR(™�_
V�ˆ
X�¾2î#â�]�Ä�²�Ì�Ó65�>�…�·
�+O�W>|

�j�È�IM0?±�¯+XF¯�…�‡�Ä�²�Ì�Ó65�>6âU´�O�£�W 
�+O�W>|�j�È�I?±"r�¯+XF¯�…�‡
<�&

F�M0�¯+X
��F�0/ý�9�x,´F¯�…�é�?�Ä 
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�i�ž�Ø (™+O!ÆB�P¼,´5��Ì	ú�¦�Œ+X�j�f�È�²�Ì+g�W,´�d�Ó�j6âU´�£�W�È�I�*AÞ�¦


X�\
ñ"ë+Ç�OL$
¼�[!Q5	9Ÿ
> 3 
˜�µG÷+X�9�x,´F¯�…�Ú�í�Ä 

+O6â�Ë 

�i�ž�Ø(™B�P¼�È�\
ñ
�7-�J�•�ã6âU´+g�W,´+O6â7-�Ë�Ä 

�Ï�o1�+X9Ÿ�Ð  

�J�Z.ž�Ê�\
ñ+X�¾�o1�,´�9�x�W
¼�¹�˜�W�Ä 

�Ï61�¤+X9Ÿ�Ð 


X�\
ñ�d�ºB�P¼�Õ
��\
ñ"ë+Ç,´�Ó65�]�È70% ,´�Ó65�j 65�±�F 65�±���:�È6< 27%

,´�Ó65�j 75 �±�F 75 �±���:�Ä61�¤�Ó65
¼E³�¤E«�Ó65
X�¹�˜�W
¼�9�x�W�:"Ñ�9?ò���`

�k�ƒ���2�Ä�J"Ñ�9�¦��,´�d�º�Õ
zAñ�Î61�¤�Ó65
¼E³�¤E«�Ó65�)�\
ñ,´�Ä1„�9���2�È

�v�_�=7-�ÂL”61�¤�Ó65�•�O�W�$Q��Ä 

�Ï9Ÿ(™-(�Â�Œ+X�Ð 

�>�¦��9Ÿ(™,´-(�Â�Œ+X 

�¦��9Ÿ(™�)Lo"�(©UÉ�äMbGÿ,´%Œ
X�¡
ý  

�i�ž�ƒ�F� �ž�È�\
ñ�_ CYP3A4 ,´�Å(™�Ä 
X�0N©�•�ç
�B�65,´9Ÿ���Ø�Ë�–-(�Â�Œ

+X�d�º.D0¦�]�È
�B�65�x�Õ
��j�x CYP3A4B!�,�r�Y/¿�£5	9Ÿ�È!ÿ�Y 600 mg�È�15� 6

�Y�ÈL¿
>�Õ
� 1000 mg�\
ñ	…�rGÿ5	9Ÿ�ÈLo"�(©UÉ>p#v AUC�’ 
w�l�;L} 55%�Ä 

"ë+Ç�OL$�ÄF¯�}�¯+X�j�x CYP3A4 B!�,�r�Ä�²�È9��Õ9!JÐ�Ã	‘Pœ?¯�£�Ã�Y/¿�£�Ã

�Y/¿�3"p�Ã�Y/¿�ç�1�Ã9��$"��Õ�Ã
S4Ö6 9y [C_
&F�6�]�Å�ÈL”MŽ"Ñ�9�¦���/��"ë+Ç�é

�x�Ä 


X
��0N©�•�ç
�B�65,´9Ÿ���Ø�Ë�–-(�Â�Œ+X�d�º.D0¦�]�È�>Gž�ç�A�Ä�0/ý�j�x

CYP3A4�Á�f�r�Å6„
8�¯+X�Z�)Lo"�(©UÉ,´9Ÿ���Ø�Ë�–�×+O�§�9�d�º�?�y,´�¡
ý�Ä 

Lo"�(©UÉ�)�¦��9Ÿ(™�äMbGÿ,´%Œ
X�¡
ý  

Lo"�(©UÉ�_6Í7?9Ÿ(™��BRG¦CYP2D6
¼ CYP2C8,´�Á�f�r�Ä 


X.D0¦�\
ñ�Ä�Ð#,�l�®�Å	…�rGÿ5	9Ÿ�) CYP2D6 �Å(™
#5¾"É8Ü�¡
ý,´�0N©B�P¼�]�È


#5¾"É8Ü,´�˜DÛ�äMbGÿ�ÄAUC�Å�Î�Ð�¶4Ö 2.9 �=�Ä
#5¾"É8Ü,´#k�W��BR(™
#�‘'',´

AUC24�Î�Ð�¶4Ö 33%�Ä 

�\
ñ�>4ÿ CYP2D6 #k	F�F��BR,´9Ÿ(™�Ä(©�[�_"ë+Ç�7� E³0´,´9Ÿ(™�Å6„
8�¯+X�&

M0BX�~�È�Ä�ƒ63<•L}�~"ë+Ç�7� E³0´,´9Ÿ(™,´�rGÿ�Ä4ÿ CYP2D6 ��BR,´9Ÿ(™	5��5¾�ˆ
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#K�D�Ã�ž:H#K�D�Ã
`�D�E�>�Ã�·�ù#�EË�Ã"O
ü�¦G·�Ã�Y�)Gž�Ã�ž5‡�EGž�Ã"O	‘�l�Ã
�

�µ
��Ã5Ï63Gž�Ã�"Pœ�J1y�Ä
>�9/ý9Ÿ
ñM0?±FJE÷ CYP2D6�’�@#k�WKw,���BR(™�Å�Ä 

�i�ž�0N©
X�•�ç
�B�65�]�0�…,´ CYP2C89Ÿ(™L$-(�Â�Œ+X,´B�P¼�È
Q�l�GGž�>�\


ñ 1000 mg	…�rGÿ6„
85	9Ÿ
>�È
Q�l�GGž,´ AUC �Î�Ð 46%�È
Q�l�GGž,´#k�W��BR(™

M-III 
¼M-IV ,´ AUC 
4L}�~ 10%�Ä�>�\
ñ6„
8�Ä+X�&�È�Ä-�#{�Ó65�_
V�J
�+O"ë+Ç�7

� 0´,´ CYP2C8�Å(™�EC§,´"��W	ý�Ä�Ä4ÿ CYP2C8��BR,´9Ÿ
ñ	5��
Q�l�GGž
¼*Ž�l�G

�x1y�Ä?ñ�Ï#��?�»N©�Ð�Å�Ä 

�ƒ�F.D0¦>˜�>�È�\
ñ,´�k?±��BR(™.›G¨Lo"�(©UÉ
¼"^"W	F.›G¨Lo"�(©UÉ7-�O�Á�f

6Í7?�t
�EœF�<û,­ OATP1B1�È
�!”
�7-�Î�Ð4ÿ OATP1B1#¸L”,´9Ÿ(™,´#ƒ�Ö�Ä�*�¾Eœ

F�<û,­,´9Ÿ(™-(�Â�Œ+X�J���d�º.D0¦� �ž�Ä 

�>�".��&K¯ QT L$�O,´9Ÿ(™6„
8�¯+X  

+a�¾	ë�ï"ë+Ç
��&K¯ QT L$�O�È
�!”�\
ñ�>�".�
��&K¯ QT L$�O,´9Ÿ(™�F
���B!�,

�F1��•Eœ�W�Ô�W�ó�ØE÷FO,´9Ÿ(™6„
8�¯+X�&�ÄBX�~�È�² IA 2«�Ä�»�²�~�l�1�Ã�I
Q7*�Å

�F III 2«�Ä�»�²7*.ÈGž�Ã3R��#K�D�Ã�JMŽ�Y(©�Ã�:�3�Y(©�Å�Ç�ó�»�a�h9Ÿ
ñ�Ã5¾"ÉGž�Ã

9Û?¯"É�O�Ã�Ç2î/Ž+õ9Ÿ(™1y�Ä 

�>=ê�µGŸ6„
8�¯+X  

=ê�µGŸ
��>Lô%ð3P
��ƒ5�
8�¦
�7-�Î�Ð�}�G7ª(©�2�W�Ç	Ï�ÄPSA �Å"d�£�Ä�=�Ø9€

�>�\
ñ6„
8�¯+X�Ä 

�Ï9Ÿ(™E÷Gÿ�Ð 

�\
ñE÷Gÿ�¯+X,´4ÿP¼�9L€�Ä   

�\
ñ��(©�2�W@�"�9Ÿ�Ä
X
�+O�=9ŸE÷Gÿ�»�&�&�È�Ä�ƒ�Œ+X�\
ñ�È�¦G÷
�5,
8�_�1

�W�Ú�í�È	5���)�ó�»�a�h�Ã�ó�Ë> 1�,´-�#{��	ú6Í�Ï7-,´Aô�'�Ä  

�Ï�d�ºB�P¼�Ð  

�\
ñ,´�9�x�W
¼�¹�˜�W�"4ÿ
X�9N©L¿�j�Ã�¹� �r�)'—�Ã
-Lu�d�ºB�P¼�Ä.D0¦ COU-

AA-301�ÃCOU-AA-302
¼ 212082PCR 3011�Å�]�Ç�`Añ�Î�ÄF	�Ë.D0¦,´�p�9�Ó65
w�Õ
�

GnRHa�F���°�Õ
�E÷	ü�×-®�h�7L”�_�Ä F	�9N©B�P¼�ÂL”�¶���°�¯+XE÷Gž�ç�A"ë+Ç
¼�9

6î�:7ª�F7A
²�ƒ+õ
",´�Ó65�Ä+a�¾=ê�µGŸ
���5�
8Lô%ð3P
��ƒ�, 8$�}�G7ª (©�2�W�Ç	Ï

�ÄPSA�Å"d�£	wQ��È
�!”�\
ñ,´�˜*3�£K^�W�d�ºB�P¼�=�qAè�Ó65�¯+X=ê�µGŸ�Ä 
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.D0¦ COU-AA-301 

���°�Õ
�E÷�J?¯��C‹ 	F+Ç,´Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|�Ó65  


X�0N©L¿�j�Ã�¹� �r�)'—�Ã�J�]�ó III �O�d�ºB�P¼�]�È
X���°�Õ
��J?¯��C‹	F+Ç,´

	ë�ï�å�Ç�W�}�G7ª,|�Ó65�]Aô�`�\
ñ,´+Ç�x
¼�¹�˜�W�Ä�9 2:1 "��»L¿�j�6G}�¡ 1195�»

�Ó65
��=�\
ñ 1000 mg!ÿ�� 1 !Q6„
8#,�l�® 5 mg!ÿ�� 2 !Q�ÄN=797�Å�F
��=�¹� �r!ÿ

�� 1 !Q6„
8#,�l�® 5 mg!ÿ�� 2 !Q�ÄN = 398�Å�Ä>ÛL¿�j�6G}�`�+�04ô,´�Ó65�6�15�"ë+Ç

8#+î+õF��…�Ä�Ê�y�j PSAE³�*4ï/ �0�~�l�Î�Ð 25%�¦�d�9�é�x�Ê�y,´�¡�ÿ�–F��…
¼+÷(æ

�F�d�ºF��…�Å�Ã�0�û�à,´�Ç6ï,T"ë+Ç�Ã�=
�6@
�,´"��W�FF0�*.D0¦�Ä�\B�P¼�ÂL”�¶��

�°�Õ
�E÷Gž�ç�A"ë+Ç�}�G7ª,|
¼�96î�:7ª�F
²�ƒ+î+õ
",´�Ó65�Ä 


44ôL$,´�Ó65�ê
�5�AÑ�–� �ž
¼�*4ï+î+õ(©�±�_
w>‘,´�Ä�Ó65�]�}�¤U´�j 69 �±

�Ä39~95 �±�Å�È/ý�ÿ�6�3�j�ÖQ��Ð3R�ê	• 93.3%�ÈU��ê	• 3.6%�È�Ê?� 1.7%�È�¦��	•

1.6%�Ä89%�•4ô�Ó65,´ �LG�6ï,T	•�Œ4ô�ÄECOG�Å�ƒ�Ë(æ�1Aô�6 0 �F 1�È1°�>+ì,�Gÿ>˜

Aô�6�•���Ä
X�} 24 �?�&�Õ
z�0,��Å,´�Ó65	• 45%�Ä90%�Ó65�*)àPØEœ0+�È30%�Ó65�*)à

�µ7?Eœ0+�Ä70%�Ó65�§�9�¡�ÿ�–+î+õF��…,´Añ�ž�È30% �Ó65�õ�9 PSAF��…�Ä70%�Ó65��

�°�Õ
��0/ý4ö7�"�	F+Ç�é�x�È30% �Õ
��T/ý�é�x"ë+Ç�Ä 


X
�+O 552 �»!«�Ñ
>�9�é�xF�>|N´�Ê,´�]�O�6�À�È5��Ì�n/j�\
ñ4ô�Ó65,´�k+O�ˆ

�O�ÄOS�ÅE³�¹� �r4ô�95�AÑ�–�n:‡�i�´�Ä>˜ 7 
¼
. 1�Å�Ä
X?ò���` 775 �»!«�Ñ
>�Ä	•

�04ø�6�ÀAÑ�B!«�Ñ� ,´ 97%�Å�È�$�à+O�ˆ�6�À�Ä�Ç�`5��Ì�>�O�]�6�À5��Ì�08$�Ä>˜ 7�Å�Ä 

>˜ 7�Ö�Õ
��\
ñ�F�¹� �r�>#,�l�®�F#,�l�®UÉ"ë+Ç�Ó65�Ä!“
X�Õ
� GnRHa "ë+Ç�F���°
-®�h�7L”�_"ë+Ç�Å,´�k+O�ˆ�O  �Ä�?
A"ë+Ç�6�ÀLö�Å  

 
+O�ˆ� �ž�6�À  

�\
ñ +#,�l�®  
(N=797) 

�¹� �r +#,�l�®
(N=398) 

!«�Ñ�»�&  333 (42%) 219 (55%) 

�]�}�k+O�ˆ�O (�8 ) 
(95%5ž��	jL$ ) 

14.8 (14.1, 15.4) 10.9 (10.2, 12.0) 

P�l a < 0.0001 

NþL™"�b (95%5ž��	jL$ ) 0.646 (0.543, 0.768) 

�$�à,´+O�ˆ� �ž�6�À    

!«�Ñ�»�&  501(63%) 274(69%) 

�]�}�k+O�ˆ�O (�8 )�Ä95%5ž��	jL$�Å  15.8(14.8�È17.0) 11.2(10.4�È13.1) 

NþL™"�b (95%5ž��	jL$ ) 0.740(0.638�È0.859) 
a P�l�_�*�¾�)� 0�
¼�ðP¼�È�¦�i�ž ECOG(æ�1Aô�6�Ä0 �F 1 �6�Å�•�6�r�Ä  
b NþL™"��_�*�¾�6�r
>,´"��»NþL™)· Q
»�ÄNþL™"� <1>˜/j�\
ñ�$�H�Ä  
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X�0�û"ë+Ç
>� �8�µ,´�p�9Aô�'�&L$&é�È�\
ñ"ë+Ç�Ó65,´+O�ˆ)·
wQ��¾�¹� �r4ô

�Ä
. 1�Å�Ä 


.  1�Ö�Õ
��\
ñ�F�¹� �r�>#,�l�®�F#,�l�®UÉ,´�Ó65�Ä!“
X�Õ
� GnRHa "ë+Ç�F���°
-®�h�7L”�_6„
8"ë+Ç�Å,´ Kaplan Meier +O�ˆ�"4ï  �Ä�?
A"ë+Ç�6�ÀLö�Å  

 
 

.D0¦ COU-AA-302 

�Z4ÿ	F+Ç,´Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|�Ó65  

�\.D0¦�]�•4ô,´
�B�65���°�Z�Õ
�E÷	F+Ç�È
�B�65��+÷(æ�F�9E«�Þ+÷(æ�È�D�J��

	F+Ç�d�º�7�±�Ä�i�ž1°�>+ì,�B3��>˜�ÄBPI -SF�Å�ÈE÷	ë 24 �?�&�µ�0�UGý+ì,��j�Ö,´Aô

�69��j 0-1 �6�È�I?ö�j��+÷(æ�È9��j 2-3 �6�È�I?ö�j�9E«�Þ+÷(æ�Ä.D0¦�]�ÂL”�¶�]�Ö�F

Gý�Ö+ì,��Ã�¯+XLo(w2«9Ÿ(™"ë+Ç,|,��F�9�µ7?Eœ0+,´
�B�65�Ä 

�¡ 1088�»�Ó65�9 1:1"��»L¿�j�6G}�Õ
�
��=�\
ñ 1000mg!ÿ�� 1 !Q�Än=546�Å�F
�

�=�¹� �r!ÿ�� 1 !Q�Än=542�Å�È�T4ô
w
8�¦�=+X#,�l�® 5mg!ÿ�� 2 !Q�Ä�ƒ�Ó65�*)à�¡�ÿ

�–�F�d�º�Ä4ö7�"�	F+Ç�Ã�n+Ç�F�{�_"ë+Ç�ÃLo(w2«9Ÿ(™"ë+Ç�F ECOG(æ�1Aô�6
X 3 �6

���:�Å+î+õF��…�Ã�=
�6@
�,´"��W�FF0�*.D0¦�È�Ó65�6�Œ!’"ë+Ç�Ä 

�Õ
��\
ñ6„
8#,�l�®�F#,�l�®UÉ"ë+Ç,´
�B�65�]�}�¤U´�j 71 �±�È�Õ
��¹� �r6„
8

#,�l�®�F#,�l�®UÉ"ë+Ç,´
�B�65�]�}�¤U´�j 70 �±�Ä�9�ê/ý�62«�È�\
ñ"ë+Ç4ô,´
�B�65

�]�9,­/ý�ê 520�»�Ä95.4%�Å�ÃU��ê 15 �»�Ä2.8%�Å�Ã�Ê#b�ê 4 �»�Ä0.7%�Å	ú�¦�� 6 �»

+O
�ˆ
�O
(%) 

!«�Ñ�&L$�È

 797     736        657        520        282        68          2         0   
398     355        306        210        105        30          3         0 

                          …….�¹� �r    

 
 

�¹� �r  
 

�\
ñ  

—�\
ñ  
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�Ä1.1%�Å�Ä�T"ë+Ç4ô�]�È76% ,´
�B�65 ECOG�ƒ7-(æ�1Aô�6�j 0�È24%,´
�B�65Aô�6�j

1�Ä50%,´
�B�65�õ�Ó�9PØEœ0+�È31%�Ó�9PØEœ0+
¼EŸ4ô4÷�F#û�$5�Eœ0+�È19%�õ�Ó�9

EŸ4ô4÷�F#û�$5�Eœ0+�Ä6„
8�k?±+Ç�x4ø&é�j�k+O�ˆ�O
¼�¡�ÿ�–��F��…+O�ˆ�O�ÄrPFS �Å�Ä

L”!”�{�F�ÈF�G÷+X���;�7�7Aô�`+Ç�x�Ö8#�¯+XLo(w2«9Ÿ(™5C@�,|+÷+ì,�,´�&L$�Ã8#4ö

7�"��W	F+Ç�0�û,´�&L$�Ã8# ECOG �ƒ7-(æ�1Aô�6�¦	F�&L$�Ä�>�*4ï-("��•�� �6�Å�Ã8#

PSAF��…�&L$�Ä�i�ž�}�G7ª,|���Œ4ô 2[PCWG2]�7�ö�T�Ê�Å�Ä 

�¡�ÿ�–��F��…+O�ˆ�O,´Aô�`G÷+XF�5�,´�¡�ÿ�–�ð���È�²PØ+õ&¦,´Aô�`G÷+X PCWG2

�Ê�y�ÈEŸ4ô4÷+õ&¦,´Aô�`G÷+X�"�i8Ÿ,´ �Î�ƒ,T+Ç�xAô�'�7�ö�ÄRECIST 1.1 �Å�ÄrPFS ,´

�6�ÀG÷+X4ÿ�]�ó�ÎP¼�Ô�Ñ��,´�¡�ÿ�–F��…Aô�`�Ä 

�i�žAÑ�B,´ rPFS�6�À�È�¡�9 401�»
�B�65�*)à�9�¡�ÿ�–Añ�ž,´F��…�F
�+O!«�Ñ�»

�&�È�\
ñ"ë+Ç4ô 150 �»�Ä28%�Å�È�¹� �r"ë+Ç4ô 251 �»�Ä46%�Å�Ä�T"ë+Ç4ôL$,´ rPFS

�ˆ
X�n:‡���2�Ä?ñ>˜ 8 
¼
. 2�Å�Ä 

>˜ 8�Ö.D0¦ COU-AA-302�Ö�Õ
��\
ñ�F�¹� �r6„
8#,�l�®�F#,�l�®UÉ�Ð GnRHa �F���°
-®�h�7L”�_"ë+Ç,´�Ó65,´���¡�ÿ�–F��…+O�ˆ�O  

 
�\
ñ + #,�l�®  

(N=546) 
�¹� �r + #,�l�®  

(N=542) 

���¡�ÿ�–F��…+O�ˆ�O (rPFS)   

F��…�F!«�Ñ  150(28%) 251(46%) 

�]�} rPFS(�8 ) �ZEî�`  8.3 

(95% CI) (11.66�× NE) (8.12�× 8.54) 

P�l *  <0.0001 

NþL™"�**(95% CI) 0.425(0.347�× 0.522) 

NE=�ZAô�` 
*P �l�•8��)�*4ï ECOG�ƒ7-(æ�1Aô�6�Ä0 �F 1�Å,´�6�r�)� 0��ðP¼ 
**NþL™"�<1�È�I�\
ñ�$�§�H�ï 
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.  3: �Õ
��\
ñ�F�¹� �r6„
8#,�l�®�F#,�l�®UÉ�Ð GnRHa �F���°-®�h�7L”�_"ë+Ç,´
�Ó65,´���¡�ÿ�–F��…+O�ˆ�O Kaplan Meier �"4ï�Ä1\�¼!Q OS�O�]�6�À�& -.D0¦
65�Ñ���Å  

 

X?ò���` 333�»!«�Ñ�»�&
>�ÈF�>|�¶AÑ�B,´ OS�O�]�6�À�Ä�*�¾�p?ò���`,´�d�º9ç

,ú�È�)�\.D0¦F�>|��-"�È�¦�)�¹� �r4ô
�B�65���Ë�\
ñ9Ÿ(™"ë+Ç�Ä�>�¹� �r4ô-("��È

�\
ñ4ô
�B�65,´�k+O�ˆ�OE³K¯�È!«�ÑNþL™L}�~ 25%�ÄHR=0.752�× 95% CI�Ö[0.606�×

0.934]�Èp=0.0097�Å�È�v OS 5��Ì�J�=�@'Ï�È�O�]�6�À5��Ì�ZEî�`N´�Ê�Œ!’B�P¼,´�§�9

5�AÑ�–�?�y,´+|�l�Ä?ñ>˜ 10�Å�Ä�u!”!Q IA 
>5�5�D�DZ
�B�65+O�ˆ�õ�å�Ä 


X?ò���` 741�»!«�Ñ�»�&
>�ÈF�>|�¶AÑ�B,´ OS�04ø�6�À�Ä�]�}L¿Aï�&L$�j 49 �Z

�8�Å�Ä�\
ñ"ë+Ç4ô
¼�¹� �r"ë+Ç4ô�6�[�9 65%�Ä546 �»�]�9 354�»�Å
¼ 71%�Ä542 �»�]

�9 387�»�Å
�B�65!«�Ñ�Ä�\
ñ"ë+Ç4ô!«�ÑNþL™L}�~ 19.4%�ÄHR=0.806�×95% CI�Ö[0.697�×

0.931]�Èp=0.0033�Å�ÈOS9ç,ú�§�95�AÑ�–�?�y�È�]�} OS�&K¯ 4.4 �Z�8�Ä�\
ñ4ô�j 34.7

�Z�8�È�¹� �r4ô�j 30.3�Z�8�×?ñ>˜ 10
¼
. 4�Å�Ä�m1Ñ�¹� �r4ô�9 44%,´
�B�65
>5��Õ


��¶�\
ñ"ë+Ç�È�v�\
ñ4ô�Í'f�9�n:‡,´�d�º9ç,ú�H�ï�Ä 

  

!«�Ñ�&L$�È�8  

�\
ñ  �¹� �r  

�\
ñ  

�¹� �r  

+O
�ˆ
�O (%

) 
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>˜ 10: .D0¦ COU-AA-302�Ö�Õ
��\
ñ�F�¹� �r6„
8#,�l�®�F#,�l�®UÉ�Ð GnRHa �F��
�°-®�h�7L”�_"ë+Ç,´�Ó65,´�k+O�ˆ�O  

 �\
ñ + #,�l�®  
(N=546) 

�¹� �r + #,�l�®  
(N=542) 

+O�ˆ�O�O�]�6�À    

!«�Ñ (%) 147(27%) 186(34%) 

�]�}+O�ˆ�O (�8 ) �Z�`Eî  27.2 

(95% CI) (NE�× NE) (25.95�× NE) 

P�l *  0.0097 

NþL™"�**(95% CI) 0.752(0.606�× 0.934) 

+O�ˆ�O�04ø�6�À   

!«�Ñ (%) 354(65%) 387(71%) 

�]�}+O�ˆ�O (�8 ) 34.7 30.3 

(95% CI) (32.7�× 36.8) (28.7�× 33.3) 

P�l *  0.0033 

NþL™"�**(95% CI) 0.806(0.697�× 0.931) 

 NE=�ZAô�` 
*P �l�•8��)�*4ï ECOG�ƒ7-(æ�1Aô�6�Ä0 �F 1�Å,´�6�r�)� 0��ðP¼ 
** NþL™"�<1�È�I�\
ñ�$�§�H�ï 


.  4: �Õ
��\
ñ�F�¹� �r6„
8#,�l�®�F#,�l�®UÉ�Ð GnRHa �F���°-®�h�7L”�_"ë+Ç,´
�Ó65,´+O�ˆ�O Kaplan Meier �"4ï�Ä�04ø�6�À�Å  

 
L”�k+O�ˆ�O
¼ rPFS�Ç�`�i�´�F�È�>�¹� �r"ë+Ç-("��È�\
ñ
X�;�G�p�9!Q?±4ø&é�]

�•>˜)à�*�d�º9ç,ú�Ö 

!«�Ñ�&L$�È�8  

�\
ñ  �¹� �r  

+O
�ˆ
�O (%

) 

      

�\
ñ  

�¹� �r  
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�*�¾ PCWG2�7�ö.ž�Ê,´8# PSAF��…�&L$�Ö�\
ñ"ë+Ç4ô
¼�¹� �r4ô
�B�658# PSA

F��…,´�]�}�&L$�6�[�j 11.1 �Z�8
¼ 5.6 �Z�8�ÄHR=0.488�× 95% CI�Ö[0.420�× 0.568]�È

p<0.0001�Å�Ä�\
ñ"ë+Ç4ô8# PSA F��…�&L$4Ö�j�¹� �r4ô,´�T�=�ÄHR=0.488�Å�Ä�\
ñ"ë

+Ç4ô�]�*)à4ÿAñ�Î,´ PSA5C@�,´
�B�65"��»Q��¾�¹� �r4ô�Ä62% vs. 24% �×p<0.0001�Å�Ä


X�9
�#{Gÿ,´EŸ4ô4÷+õ&¦
�B�65�]�È�\
ñ"ë+Ç4ô?ò���`�¼�˜�FG��65C@�,´
�B�65� Gÿ

�>�n�Î�Ð�Ä 

8#�¯+XLo(w2«9Ÿ(™�&L$�Ö�04ø�6�À�&�È�\
ñ"ë+Ç4ô
¼�¹� �r4ô
�B�658#�¯+XLo(w

2«9Ÿ(™,´�]�}�&L$�6�[�j 33.4�Z�8
¼ 23.4�Z�8�ÄHR=0.721�×95% CI�Ö[0.614�×0.846]�È

p<0.0001�Å�Ä 

8#4ö7�"��W	F+Ç�0�û,´�&L$�Ö�\
ñ"ë+Ç4ô
¼�¹� �r4ô
�B�658#4ö7�"��W	F+Ç�0�û

,´�]�}�&L$�6�[� j 25.2 �Z�8
¼ 16.8 �Z�8�Ä HR=0.580�× 95% CI�Ö[0.487�× 0.691]�È

p<0.0001�Å�Ä 

8# ECOG�ƒ7-(æ�1Aô�6�¦	F�•�� �6,´�&L$�Ö�\
ñ"ë+Ç4ô
¼�¹� �r4ô
�B�658# ECOG

�ƒ7-(æ�1Aô�6�¦	F�•�� �6,´�&L$�6�[�j 12.3 �Z�8
¼ 10.9 �Z�8�ÄHR=0.821�× 95% CI�Ö

[0.714�×0.943]�Èp=0.0053�Å�Ä 

�;�G.D0¦4ø&é�ƒ)à�¶�\
ñ"ë+Ç�§�95�AÑ�–�n:‡�?�y,´�H�ï�Ö 

�Ò?ò5C@�)·�Ö�Ò?ò5C@�)·�_�7�È�9
�#{Gÿ+õ&¦�D�9'— RECIST �7�ö
��Ç�¶�¼�˜�F

G��65C@�,´
�B�65,´"��»�Ä�*4ï#û�$5��W�?M0?±�•�����F�P �}7-?ö�j�0�ZM¦+õ&¦�Å�Ä�\
ñ"ë

+Ç4ô
¼�¹� �r4ô�]�È
X�*4ï�9
�#{Gÿ+õ&¦�D�*)à�Ò?ò5C@�,´
�B�65"��»�6�[�j 36%
¼

16%�Äp<0.0001�Å�Ä 

+ì,��Ö�>�¹� �r4ô -("��È�\
ñ"ë+Ç4ô,´�£
w+ì,��j�ÖF��…NþL™�n:‡L}�~ 18%

�Äp=0.0490�Å�Ä�\
ñ"ë+Ç4ô
¼�¹� �r4ô8#+ì,��j�ÖF��…,´�]�}�&L$�6�[�j 26.7 �Z�8
¼

18.4�Z�8�Ä 

8#�}�G7ª,|"ë+Ç�Ï7-Aô�' �ÄFACT-P�Å�Ä�k�6�Å�¦	F,´�&L$�Ö�>�¹� �r4ô-("��È�\


ñ"ë+Ç4ô,´ FACT-P�Ä�k�6�Å�¦	FNþL™L}�~ 22%�Äp=0.0028�Å�Ä�\
ñ"ë+Ç4ô
¼�¹� �r4ô

8#FACT-P�Ä�k�6�Å�¦	F,´�]�}�&L$�6�[�j 12.7�Z�8
¼ 8.3�Z�8�Ä 

.D0¦ 212082PCR 3011�Ä"ë+ÇQ�	¡ mHSPC�Ó65�Å 

.D0¦ 212082PCR 3011�9 1:1,´"��»L¿�j�6G}�¡ 1199�»Q�	¡ mHSPC�Ó65�È�6�[�Õ


��\
ñ 1000 mg!ÿ�� 1 !Q6„
8#,�l�®�Ä5 mg !ÿ�� 1 !Q�Å"ë+Ç�ÄN=597�Å�È�F�¹� �r!ÿ

�� 1 !Q"ë+Ç�ÄN=602�Å�Ä�\.D0¦�•4ô,´
w�j�àAú�Ý,´ mHSPC�Ó65�È	5��L¿�j�•4ô�{�}

�Z�Õ
�"ë+Ç�È�F�Õ
� ADT "ë+Ç�Ä-®�h�7L”�_�F GnRHa�d�F�=�d�ÇLô%ð3P�Å�0K¯ 3 �Z

�8�Ä�Ó65
X�•4ô�} 1 �Z�8�}�qAè�Õ
� 1 �Z+Ç0;,´���Ÿ�W�n+Ç�F���Ÿ�W�{�_�Ä�4*6Eœ0+
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+î+õ�,8$,´+÷(æ�Å�Ä Q�	¡+î+õ�Ê�y�j
X�*4ï�&�§�9�9/ýNþL™
�3P�],´8#�A�T/ý�Ö

GleasonAô�6�•���×PØ�›�ÿ�n/j�ˆ
X 3 �4�F���:+õ&¦�×�ˆ
X
�#{Gÿ,´�µ7?Eœ0+�Ä�ÂL”�9�n

:‡�ó7?�Ã6î�:7ª�F6Í�Ï7-LÌ.½,´�Ó65�Ä�Ó65�15��Õ
�"ë+Ç�È-$8#�*)à�¡�ÿ�–�F�d�º+î

+õF��…�Ã�=
��Õ
�,´"��W�ÃF0�*.D0¦�F!«�Ñ�Ä�d�ºF��…,´�Ê�y�_M0?±4ö7�"��W	F+Ç�Ã

�n+Ç�F�{�_"ë+Ç,|+÷�ÃM0K¯�O�¯+XLo(w2«9Ÿ(™,´+ì,��F ECOG �ƒ7-(æ�1Aô�6�¦	F8# 3

�6�F���:�Ä 


44ôL$,´�Ó65�ê
�5�AÑ�–
w>‘�Ä�]�}�¤U´�j 67 �±�Ä�\
ñ"ë+Ç4ô�Ó65,´/ý�ÿ�6�3�j

Q��Ð3R�ê	• 69%�ÃU��ê	• 2.5%�Ã�Ê?�	• 21%��	ú�¦���ê/ý	• 8.1%�ÄECOG�ƒ7-(æ�1Aô

�6�j 0 ,´�Ó65	• 76%�ÈAô�6�j 1 ,´�Ó65	• 42%�ÈAô�6�j 2 ,´�Ó65	• 3.5%�Ä�Í�ž1°�>+ì

,�B3��>˜�ÄE÷	ë 24 �?�&�0�UGý,´+ì,��Å�Ê�y�È�*4ï+ì,�Aô�`
X 0~1�6�Ä��+÷(æ�Å,´�Ó

65	• 50%�È2~3�6�ÄE«�Ö+÷(æ�Å,´�Ó65	• 23%�È�•�� ,´�Ó65	• 28%�Ä93.4%,´�Ó65���°�Õ


�E÷�}�G7ª,|"ë+Ç�È	5���{�_�Ä 3.8%�Å�Ã�n +Ç�Ä3.8%�Å�Ã�µ�6"ü"ë+Ç�Ä 93.2%�Å�Ä�µ

�6"ü"ë+Ç	5�� GnRHa �F ���Ç�r �Ä75.0%�Å �Ã -®�h�7L”�_�Ä 12.0%�Å �Ã �ÇLô%ð3P"ë+Ç

�Ä62.1%�Å�ÃLü%ð3P	ú3�,ÞCX%ð3P�Ä1.4%�Å�Ä 

 

�k?±+Ç�x4ø&é�j�k+O�ˆ�O�Ä
X
�+O 406 �»!«�Ñ�»�&
>�9�é�xN´�ÊF�>|,´ �O�]�6�À

5��Ì�n/j�È �\
ñ6„
8#,�l�®"ë+Ç4ô�Ó65,´�k+O�ˆ�O�ÄOS �ÅE³�¹� �r4ô�*)à�i�´�È�D�§

�95�AÑ�–�?�y�Ä�\
ñ4ô6„
8#,�l�®"ë+Ç4ô�] 21%,´�Ó65��	ú�¹� �r4ô�] 41�Á,´�Ó65�Õ


��¶
�7-�&K¯Eœ0+�W CRPC,´ OS,´
>5�"ë+Ç�Ä?ò���` 618�»!«�Ñ+õ�»�&�È�0�…�¶�à,´

+O�ˆ�6�À�Ä�]�}L¿Aï�O�j 52�Z�8�ÄB��6�À5��Ì�>N´�x?ô�Ê,´�O�]�6�À5��Ì�08$�Ä>˜ 11


¼
. 5�Å�Ä�i�ž�$�à�6�À�ÈG»G¨Lo"�(©UÉ4ô
¼�¹� �r4ô�6�[�9 29%
¼ 45%,´�Ó65�Õ
�

�¶
�7-�&K¯Eœ0+�W CRPC�k+O�ˆ�O�ÄOS �Å,´
>5�"ë+Ç�Ä 
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>˜ 11�Ö 212082PCR3011/LATITUDE .D0¦�]�\
ñ"ë+Ç4ô�F�¹� �r"ë+Ç4ô�Ó65,´
�k+O�ˆ�O�Ä�?
A"ë+Ç�6�ÀLö�Å  

 
�\
ñ6„
8#,�l�®  

�ÄN=597�Å 
�¹� �r  
(N=602) 

�k+O�ˆ�O 1   
!«�Ñ�Ä %�Å 169�Ä28%�Å 237�Ä39%�Å 

�]�}+O�ˆ�O�Ä�8�Å  
�Ä95% CI�Å 

NE(NE, NE) 34.7(33.1, NE) 

p �l 2 <0.0001 
NþL™"� (95% CI) 3 0.621 (0.509�× 0.756) 

�$�à �k+O�ˆ�O   

!«�Ñ�Ä %�Å 275 (46%) 343 (57%) 

�]�}+O�ˆ�O�Ä�8�Å  
�Ä95% CI�Å 

53.3  
(48.2, NE) 

36.5 
(33.5, 40.0) 

NþL™"� (95% CI) 3 0.66 (0.56, 0.78) 

NE=�Z�`1Ç�Ä   
1 �*�¾�9N´�Ê�é�xF�>|,´�O�]�6�À5��Ì�Ä  
2  p �l�*�¾�)� 0��ðP¼�È�¦�i�ž ECOG �ƒ7-(æ�1Aô�6�Ä 0/1 vs2�Å
¼�µ7?Eœ0+�Ä�� vs �9�Å�6�r�Ä 
3 NþL™"��*�¾�6�r
>,´"��»NþL™ Q
»�ÄNþL™"��Ø 1>˜/j>˜�>�\
ñ�Ð�:#,�l�®�$�H�Ä  

 


.  5�Ö �k+O�ˆ�O,´ Kaplan-Meier 
.�×�?
A"ë+Ç�ê5Ô �$�à�6�À
�Ä212082PCR3011/LATITUDE .D0¦�Å  

 

 



Reference: CCDS Version 018                                                                                                                 27 


XF�>|AÑ�B,´ rPFS�k?±�6�À�&�È�¡
�+O 593�»�»�&�×�\
ñ6„
8#,�l�®"ë+Ç4ô�]�9 239

�»�Ä40.0%�Å�Ó65�È�¹� �r4ô�]�9 354 �»�Ä58.8%�Å�Ó65
�+O�¡�ÿ�–F��…�F�"!«�Ñ�Ä?ò

���`�T"ë+Ç4ô�{L$,´ rPFS�ˆ
X�n:‡���2�Ä?ñ>˜ 12
¼
. 6�Å�Ä 

>˜ 12�Ö .D0¦ 212082PCR 3011�]�\
ñ6„
8#,�l�®"ë+Ç4ô
¼�¹� �r"ë+Ç4ô�Ó65,´�¡
�ÿ�–��F��…+O�ˆ�O�Ä�?
A"ë+Ç�6�ÀLö�Å  

�¡�ÿ�–��F��…+O�ˆ�O  �\
ñ6„
8#,�l�®  
(N=597) 

�¹� �r  
(N=602) 

+î+õF��…�F!«�Ñ  239�Ä40.0%�Å 354�Ä58.8%�Å 

�]�} rPFS�Ä�8�Å  
�Ä95% CI�Å 

33.0 
�Ä29.57, NE�Å 

14.8 
(14.69�È18.27) 

p �l 1 <0.0001 

NþL™"�2 (95% CI) 0.466 (0.394�× 0.550) 

NE=��#��`1Ç�Ä  
1 p �l�*�¾�)� 0��ðP¼�È�¦�i�ž ECOG�ƒ7-(æ�1Aô�6�Ä 0/1�F 2�Å�•�6�r�Ä 
2 NþL™"��*�¾�6�r
>,´"��»NþL™ Q
»�ÄNþL™"�  <1>˜/j�\
ñ�Ð�:#,�l�®6„
8 ADT "ë+Ç�$�H�Ä 

 

.  6�Ö.D0¦ 212082PCR 3011�¡�ÿ�–��F��…+O�ˆ�O,´ Kaplan-Meier 
.�×�?
A"ë+Ç�ê5Ô  

 

L”?ò���`,´�k+O�ˆ�O
¼ rPFS,´9ç,ú�F�ÈF�
X�p�9N´�x�Ê�y,´!Q?±4ø&é�7�7�]?ò��

�`�\
ñ6„
8#,�l�®"ë+Ç-(�)�¾�¹� �r"ë+Ç,´9ç,ú�È�§�ƒ�²�;�Ö 

8#PØPì-(�£�»�&,´�&L$�Ö PØPì-(�£�»�&NþL™L}�~�¶ 24% �ÄHR=0.759; 95% CI:0.601, 

0.960; p=0.0208�Å�Ä�\
ñ6„
8#,�l�®"ë+Ç4ô,´8#PØPì-(�£�»�&�&L$,´1\ 25 ,®�6�}� �j

43.0�Z�8�È�¹� �r4ô�j 31.3�Z�8�Ä 

8#PSAF��…�&L$�Ä�i�ž PCWG2�7�ö�Å�Ö �\
ñ6„
8#,�l�®"ë+Ç4ô,´�]�}8# PSAF�

�¹� �r  
�¹� �r  

!«�Ñ�&L$�È�8  

�\
ñ  

�\
ñ  

 

+O
�ˆ
�O
(%) 
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�…�&L$�j 33.3�Z�8�È�¹� �r4ô�j 7.4�Z�8�ÄHR=0.310; 95% CI:0.266, 0.363; p�Ø0.0001�Å�Ä 

8#
>5�"ë+Ç,´�&L$�Ö �04ø�6�À�&�È�\
ñ6„
8#,�l�®"ë+Ç4ô,´�]�}8#
>5�"ë+Ç�&L$

�J�ZEî�`�È�¹� �r4ô�j 29.6 �Z�8�ÈF	�n/j�¶ AA-P �&F��¶8#�&K¯+O
­,´
>5�"ë+Ç,´�&

L$ �ÄHR=0.431; 95% CI:0.356, 0.522; p�Ø0.0001�Å�Ä 

8#C§�û	F+Ç,´�&L$�Ö�\
ñ6„
8#,�l�®"ë+Ç4ô,´�]�}8#C§�û	F+Ç�&L$�J�ZEî�`�È�¹

� �r4ô�j 57.6�Z�8�ÄHR=0.508; 95% CI:0.412, 0.627, p�Ø0.0001�Å�Ä 

8#+ì,�F��…�&L$�Ö �\
ñ6„
8#,�l�®"ë+Ç4ô,´
¼�¹� �r4ô�]�}8#+ì,�F��…�&L$�6�[

�j 47.4�Z�8
¼ 16.6�Z�8�ÄHR=0.721; 95% CI:0.607, 0.857; p=0.0002�Å�Ä 

�W�J�Ò3R�W4ø&é
w�n/j�\
ñ�Ð�:#,�l�®"ë+Ç�H�¾�¹� �r"ë+Ç�Ä 

�]
-�Ó65�d�ºB�P¼� �ž  �Ä.D0¦ ABI -PRO-3002�Å 

�Z4ÿ	F+Ç,´Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|�Ó65   


X�}�¾�Ê#b�Ä�]
-�ÃPœ�•?¯�Ê
¼# 
-�Å
¼!W#b�Ä�ô5‡�ß�Å,´ 42 �Z.D0¦�]�óF�>|,´

�0N©�\
ñ6„
8#,�l�®/ #,�l�®UÉ�Ä�{
>5�0 #,�l�®�Å"ë+Ç��+÷(æ�F�9E«�Ö+÷(æ,´Eœ0+�W

	ë�ï�å�Ç�W�}�G7ª,|�Ó65,´L¿�j�Ã	ü-"�Ã�¹� �r�)'—,´ III �O�d�º.D0¦�]�È 
�B�65�i�ž

	j���Ä�Ê#b�F!W#b�Å
¼ ECOGAô�6�Ä0 �F 1�Å�6�r�È�¦L¿�j�6G}�Ä1:1�Å�Õ
��\
ñ6„
8

#,�l�®�F�¹� �r6„
8#,�l�®�Ä
8�l
�B�650ª7©�Õ
� 1000mg�\
ñ�Ä�� 4×250mg(w�r5	

9Ÿ�Å�F 4 (w�¹� �r�Ä!ÿ�� 1 !Q�Å6„
8#,�l�® 5mg�Ä!ÿ�� 2 !Q�Å�Ä 

�\.D0¦�¡�•4ô 313
=
�B�65�Ä157 
=
�B�65�Ö�\
ñ6„
8#,�l�®�È156 
=
�B�65�Ö�¹

� �r6„
8#,�l�®�Å�È�¦�]�]
-�Ó65�•4ô 238 �»�Ä
�B�65�Õ
�"ë+Ç�È-$8#+î+õF��…�Ä.D

0¦?ô�Ê,´+î+õF��…	5���Ö.D0¦65.ž�Ê
�B�654ÿ	¶�¶ PSAF��…�ÄPSAE³�0�~�l�Î�Ð�•������ �È

5
�)�l�Î�Ð�•���Q�J���P�O�È�¦�D
X�•�� 
˜
>.žAÔ�Å�Ã�¡�ÿ�–F��…�Ä.žAÔ,´PØ�›�ÿ�n/j,´F��…�F

�i8Ÿ(x RECIST 1.1�7�ö?ô�Ê,´EŸ4ô4÷+î+õF��…�Å�Ã�F�d�ºF��…�ÄFJE÷ BPI-SF Aô�`�l

�•�� 6<.žAÔ+ì,�F��…�È�*)àPØPì�=8Ÿ�»�&�È#,�l�®�rGÿ�Î�W�F�’+X�$�j�x,´3�,ÞCX%ð3P�È

�F�0�û�¯+X�à,´�˜DÛ�Ç,|"ë+Ç�Å�Ä
�B�65�•
�
��=
��Õ
�,´"��W�F�Z�êF9��6<4ø!’"ë

+Ç�Ä 

+Ç�xAô�'	5��FJE÷>p$5 PSA #ƒ�Ö�•Aô�',´+î+õF��…��	ú+O�ˆ(æ�1Aô�`�ÄF�F�>|��

�;Aô�'�Ö�k+O�ˆ�O�×�Ò?ò5C@�)·�×Aà�…
8�¦�F
>5�+X9Ÿ�×8#�0�û4ö7�"�	F�–+Ç#�"ë+Ç

Eœ0+�W�}�G7ª,|,´�&L$�×�*�¾�Ó65�Õ
z,´L�	§B3��5��Ì#{�Ê,´8#+ì,�F��…,´�&L$��	ú

Kw,��r,´�¯+X�Ç�6�•>‘Gÿ8#Kw,�F��…�&L$�×FJE÷+õ
"
�N®��	ú�ƒ�l�ð��.ž�Ê,´8#

ECOG �ƒ�Ë(æ�1�d�º�¦	F,´�&L$�Ä 
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�T4ôL$,´�Ó65�ê
�5�AÑ�–� �ž
¼�*4ï+î+õ(©�±�k�ƒ�_
w>‘,´�Ä�Ó65�]�}�¤U´�j 71

�±�Ä48~90 �±�Å�Ä8#�é�xN´�xAî�Ê,´�]�O�6�À�&�È�9�x�W5��Ì�n/j
<+X�¹� �r6„
8#,

�l�®"ë+Ç,´
�B�65-("��È+X�\
ñ6„
8#,�l�®"ë+Ç,´
�B�65,´ PSA F��…NþL™L}�~58%

�ÄHR=0.418�Èp<0.0001�Å�×�]
-�Ó65,´5��Ì�>�k�ƒ,´5��Ì�08$�È-("��¾�¹� �r6„
8#,

�l�®"ë+Ç4ô�È�¯+X�\
ñ"ë+Ç,´
�B�65 PSAF��…NþL™L}�~�¶44%�ÄHR=0.563, p=0.0173�Å�Ä 

>˜ 13�Ö.D0¦ ABI -PRO-3002,´8# PSAF��…�&L$�È�6�r�6�À�Ä�?
A"ë+Ç�6�ÀLö�Å  

 �]
-  �k�ƒ  

 AA �¹� �r  AA �¹� �r  

�ÿF  a (N=119) (N=119) (N=157) (N=156) 

L¿�j	F,´
�B�65  119 119 157 156 

  �»�&  30 (25.2) 43 (36.1) 34 (21.7) 60 (38.5) 

  �Z�n  89 (74.8) 76 (63.9) 123 (78.3) 96 (61.5) 

  p �l b  0.0173  <0.0001 

  NþL™"�(95% CI)c  0.563 (0.349; 0.909)  0.418 (0.271; 
0.646) 

a �*�¾ Kaplan-Meier�"4ï,´Aô�`   
b p�l�i�ž	j�� (�Ê#b�F!W#b)
¼ECOGAô�6F�>|�6�r  
c NþL™"��_�*�¾�6�r"��»NþL™)· Q
»�Ä�²�ÌNþL™"�<1 �IB$�>�9�Y�¾�\
ñ�Ä   
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.  7�Ö.D0¦ ABI -PRO-3002,´ PSAF��…�&L$,´ Kaplan-Meier �"4ï�Ö�k�ƒ (�?
A"ë+Ç�6
�ÀLö) 

 


.  8:  .D0¦ ABI -PRO-3002,´ PSAF��…�&L$,´ Kaplan-Meier �"4ï�Ö�]
-  (�?
A"ë+Ç
�6�ÀLö ) 

 

�>�¹� �r6„
8#,�l�®"ë+Ç,´
�B�65�Ä31% �Å-("��È�\
ñ6„
8#,�l�®"ë+Ç,´
�B�65

,´ PSA 5C@�)·�Ä67%�Å�n:‡��Q��Äp<0.0001�Å�Ä�]
-�Ó65,´5��Ì�>�k�ƒ�ê5Ô,´5��Ì�0

8$�È�\
ñ6„
8#,�l�®"ë+Ç4ô
¼�¹� �r6„
8#,�l�®"ë+Ç4ô,´ PSA5C@�)·�6�[�_ 67%
¼ 37%

�Äp<0.0001�Å�Ä�Ò?ò5C@�)·�Ä�¼�˜5C@�
¼G��65C@��ÈCR+PR�Å>˜�>�È�\
ñ6„
8#,�l�®

%
 S

ub
je

ct
s 

w
ith

ou
t P

SA
 P

ro
gr

es
si

on

0

20

40

60

80

100

Months from Randomization
0 3 6 9 12

Placebo      156       39       10        0        0
AA      157       68       20        2        0
No. Subjects Left

        
    

   

Country=Overall

AA
Placebo
Censored Obs in AA
Censored Obs in Placebo

%
 S

ub
je

ct
s 

w
ith

ou
t P

SA
 P

ro
gr

es
si

on

0

20

40

60

80

100

Months from Randomization
0 3 6 9 12

Placebo      119       33        7        0        0
AA      119       51       13        2        0
No. Subjects Left

        
    

   

Country=China

AA
Placebo
Censored Obs in AA
Censored Obs in Placebo

L¿�j�&L$�Ä�8�Å  

��P
S

A

F�
�…
,®
�6
)·  


-�æ =�k�ƒ  

�\
ñ  

�¹� �r 


-�æ =�k�ƒ  

��P
S

A

F�
�…
,®
�6
)·  

L¿�j�&L$�Ä�8�Å  
 

�\
ñ 
�¹� �r 

                  �\
ñ4ô  

————  �¹� �r4ô  

�»�»�»�»   �\
ñ4ô�P�a 

�¿�¿�¿�¿   �¹� �r4ô�P�a  

                 �\
ñ4ô  

————  �¹� �r4ô  

�»�»�»�»   �\
ñ4ô�P�a 

�¿�¿�¿�¿   �¹� �r4ô�P�a  
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"ë+Ç,´
�B�65,´5C@�)·�Ä23% �Å"��¹� �r6„
8#,�l�®"ë+Ç,´
�B�65�Ä 5%�Å�n:‡	wQ��È

�}654Ö�j
>65,´ 4.8�=�Ä p=0.0369�Å�Ä�p�9,´5C@�
w�jG��65C@��Ä�]
-�Ó65,´5��Ì�>�k

�ƒ�ê5Ô,´5��Ì�08$�È�\
ñ6„
8#,�l�®"ë+Ç4ô
¼�¹� �r6„
8#,�l�®"ë+Ç4ô,´�Ò?ò5C@�)·

�6�[�_ 32% 
¼0%�Äp=0.0052�Å�Ä 

�¹�˜�W5��Ì�n/j�0�h�Õ
z,´�=8Ÿ�»�&�Ä�\
ñ�F�¹� �r4ô�9 �•������ 
�B�65�Õ
z�Å�jPØ

,��Ã�£8²,��Ã6ü,��Ã6Ò1�+ì,�
¼Q�>p	»�Ä�\
ñ4ô�9 17%,´
�B�65�Õ
z�¶ 3 �F 4 4×�=8Ÿ

�»�&�È�¹� �r4ô�9 21%�×�T4ô�6�[�9 4%
¼ 7%,´
�B�65�Õ
z�¶�UGý�=8Ÿ�»�&�×�6�[�9

3%
¼ 4%,´
�B�65�Õ
z�¶�,8$!«�Ñ,´�=8Ÿ�»�&�×�6�[�9 3%
¼ 5%,´
�B�65�Õ
z�¶�,8$

�Œ9Ÿ,´�=8Ÿ�»�&�Ä 

.D0¦ ABI-PRO-3002,´5��ÌAñ�Î�¶
X�Z�Õ
�E÷	F+Ç,´ mCRPC
�B�65�]G»G¨Lo"�(©

UÉ6„
8#,�l�®"ë+Ç
�9ç�Ç�9�Y,´�d�º9ç,ú- NþL™"��Ä�\.D0¦�]G»G¨Lo"�(©UÉ4ô,´�¹�˜�W

(©�±�>�˜*3�£K^�W III �O.D0¦ COU-AA-302�W�ƒ�08$�Ä�Z?ò���`�à,´�¹�˜�W��
'�Ä 

�]
-�Ó65�d�ºB�P¼� �ž  �Ä.D0¦ ABI -PRO-3001�Å 

���°�Õ
�E÷�J?¯��C‹	F+Ç,´Eœ0+�W	ë�ï�å�Ç�W�}�G7ª,|�Ó65  

�]
-�Ó65�]F�>|,´
��0N©�\
ñ6„
8#,�l�®"ë+Ç�J?¯��C‹	F+Ç�aCU,´Eœ0+�W	ë�ï�å

�Ç�W�}�G7ª,|�Ó65,´ III �O�ÃL¿�j�Ã	ü-"�Ã�¹� �r�)'—.D0¦�Ä�p�9
8�l,´
�B�65�6
X1\

1
˜�O1\ 1�Y�9 2:1,´"��»L¿�j	F�6G}�È�6�[�Õ
� 1000 mgG»G¨Lo"�(©UÉ�Ä�� 4 x 250 mg

(w�r5	9Ÿ�È!ÿ�� 1 !Q�Å�F�¹� �r�Ä4 (w�È!ÿ�� 1 !Q�Å�È6„
8#,�l�®"ë+Ç�Ä5 mg�È!ÿ���T

!Q�Å�Ä�T"ë+Ç4ôL$�=�qAè�Ô	ù�Ä!ÿ�Z"ë+Ç
˜�O�15� 28�Y�Ä 

�\.D0¦�kAÑ��	��¦L¿�j	F 214�»
�B�65�Ä ITT 
¼�¹�˜�W�6�ÀLö
w	5��G»G¨Lo"�(©UÉ

4ô 143�»
�B�65
¼�¹� �r4ô 71 �»
�B�65�Ä
�B�65�Õ
�"ë+Ç-$8#�*)à+î+õF��…�Ä+î+õF�

�…�_�7 PSAF��…�Ä�}�G7ª(©�2�W�Ç	Ï���Œ4ô[PSAWG] �7�ö�Å
¼�¡�ÿ�–F��…�ÄPØ�›�ÿF�

�…�F�i�ž�i8Ÿ,´ RECIST 1.1.ž�Ê,´EŸ4ô4÷+î+õF��…�Å�È�d�9�F�=�d�9�d�ºF��…�Ä+ì,�

F��…[FJE÷BPI-SF Aô�` ]�È�*)àPØPì-(�£�=8Ÿ�»�&�È#,�l�®�rGÿ�Î�Ð�F�’+X�$�j�x,´3�

,ÞCX%ð3P�È�F�¯+XNÍ�F,´Lo(w2«Kw,��r"ë+Ç�}�G7ª,|-(�£,´�ƒ�±
¼+÷(æ�Å�×�F�d�ºF�

�…�È
<�&�d�9 PSAF��…
¼�¡�ÿ�–F��…�],´�0N©�F�TN©�Ä 

FJE÷#{�Ê
�B�65.D0¦�OL$,´ PSA "d�£Aô�`+Ç�x�Ä�k?±+Ç�x4ø&é�_ TTPP�È�Ê�y�j

�þL¿�j	F8# PSAF��…,´�&L$L$LÄ�Ä�i�ž PSAWG�7�ö�Ê�y�Å�Ä!Q?±+Ç�x4ø&é	5���Ö�k

+O�ˆ�O�ÃPSA 5C@�)·�Ã�Ò?ò5C@�)·�Ã+O#kCXGÿ�kAô�6	úFACT-P 
4�€Gÿ>˜Aô�6�Ã8#+ì

,�F��…�&L$�Ã�¯+X BPI-SF�0�UGý+ì,��j�ÖAô�6
¼!’,�9Ÿ�¯+XAô�69ç�Ç,´+ì,�5C@�,´
�

B�65"��»�È��	úFJE÷ BFI Aô�`,´+â�ã0;�Ö�Ä  


�B�65,´�]�}�¤U´�j 68�±�Ä�W�J� 
�B�65�*4ï+î+õF��…�õ�j PSAF��…�ÄG»G¨Lo"�
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(©UÉ4ô
¼�¹� �r4ô�6�[�9 95.1%
¼94.4%,´
�B�65�*)àPØEœ0+�×�*4ï�&�9+ì,�+÷(æ,´
�

B�65"��»�6�[�j 72.7%
¼ 66.2%�Ä�p�9
�B�65
w4ÿ9Ÿ(™�F�{�_	ë�ï�Ä61.7% 
�B�65�Õ
�

E÷-®�h�7L”�_�È54.7% 
�B�65�Õ
�E÷ GnRHa"ë+Ç�Å�Ä�p�9
�B�65
w�Õ
�E÷	F+Ç�Ä
X	ü

-""ë+Ç�OL$�ÈG»G¨Lo"�(©UÉ4ô,´�]�}"ë+Ç�15��&L$�_ 32.3
˜�È�¹� �r4ô�j 16.9
˜�ÄG»

G¨Lo"�(©UÉ4ô�]�}5	9Ÿ�&L$�j 9 �Z
˜�O�È6<�¹� �r4ô�j 5 �Z
˜�O�ÄL¿Aï�O�Õ
��0�n�?

G»G¨Lo"�(©UÉ5	9Ÿ,´
�B�65�]�È�]�}"ë+Ç�15��&L$�j 16.0
˜�È�]�}5	9Ÿ�&L$�j 4 �Z
˜

�O�Ä16 
˜�Å�Ä 

+Ç�x5��Ì�n/j�>�¹� �r4ô-("��ÈG»G¨Lo"�(©UÉ4ô,´ PSA F��…NþL™L}�~�¶49%

�ÄHR=0.506�×p=0.0001�Å�ÄL”�*4ï ECOG�ƒ�Ë(æ�1Aô�6�j 2 ,´
�B�65�Ä+a�¾�g�\GÿE³

�?�Å�F�È�p�9�¦���Ê4ô�6�À
w�n/jG»G¨Lo"�(©UÉ�n:‡�i�´
�B�65,´ TTPP�Ä 

>˜ 14�Ö�*�¾ PSAWG �7�ö .ž�Ê,´8# PSAF��…�&L$ 

�Ä.D0¦ ABI-PRO-3001�ÖITT �6�ÀLö�Å  

 
AA 

(N=143) 
�¹� �r  
(N=71) 

L¿�j	F,´
�B�65  143 71 

PSAF��… 109(76.2%) 52(73.2%) 

�P�a  34(23.8%) 19(26.8%) 
   

8#PSAF��…�&L$(�Y)a   

1\ 25,®�6�}�  (95% CI) 85.00(83.00, 112.00) 29.00(29.00, 30.00) 

�]�}�l (95% CI) 169.00(141.00, 197.00) 84.00(31.00, 113.00) 

1\ 75,®�6�}�  (95% CI) 281.00(252.00, 337.00) 141.00(113.00, 366.00) 

93
$ (1.0+, 533.0+) (22.0+, 533.0+) 
   

3 �Z�8���»�&)· (95% CI) 0.699(0.614, 0.769) 0.454(0.329, 0.572) 

6 �Z�8���»�&)· (95% CI) 0.446(0.360, 0.528) 0.169(0.082, 0.283) 

12�Z�8���»�&)· (95% CI) 0.153(0.092, 0.230) 0.145(0.064, 0.257) 
   

p �l  b 0.0001  

NþL™"�(95% CI)c 0.506(0.356, 0.719)  

#��Ö + =�P�a?ò���l�È NE=�=
�Aô�'�Ä  
a  �9'—PSAWG�7�ö�È8# PSAF��…�&L$G÷+X�þL¿�j	F��8#PSA F��…���{L$,´�Y� AÑ1Ç�Ä8#�6�À�&

�ý�Z
�+OPSA F��…,´
�B�65�È
X.D0¦�OL$�[!Q PSAAô�`�&�P�a�Ä�ZF�>|.D0¦�OL$Aô�`,´
�B�65

¼�ZF�>|�*4ïAô�`,´
�B�65�È8# PSAF��…�&L$
XL¿�j	F�&�P�a�Ä 

b  p�l+a�)� 0��ðP¼�Ç�*�Ä 
c  NþL™"�+a"��»NþL™ Q
»�Ç�*�ÄNþL™"�<1�9�Y�¾AA �Ä 
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.  9: �*�¾ PSAWG �7�ö,´�þL¿�j	F8# PSAF��…�&L$Kaplan-Meier 
.  

�Ä.D0¦ ABI-PRO- 3001�ÖITT�6�ÀLö�Å 

 
�)�¾���°���J?¯��C‹�j�*.p,´	F+Ç�aCU,´�]
- mCRPC
�B�65�È�¯+XG»G¨Lo"�(©UÉ

6„
8#,�l�®"ë+Ç�n:‡�i�´�¶ TTPP�¦9ç�Ç�¶E³Q�,´ PSA5C@�)·�Ä
<�&�È�•?ò���`�¶ OS

,´�d�º�9�YC»�ï �ÄHR=0.604 [0.356, 1.026]�Å�ÈHR �>.D0¦ COU-AA-301�ÄHR=0.646 

[0.543, 0.768]�Å-(�l�ÄG»G¨Lo"�(©UÉ4ô
�B�65.žAÔ,´ PSA5C@�)·�Ä49.7%�Å�n:‡Q��¾�¹

� �r4ô
�B�65�Ä14.1% �×-(�)NþL™=3.525�× p<0.0001�Å�Ä�>G»G¨Lo"�(©UÉ4ô�Ä37.1%�Å

-("��È�¹� �r4ô�Ä50.7% �Å�]�*)à+ì,�F��…�»�&,´
�B�65"��»E³Q��Ä-("��¾�¹� �r�ÈG»

G¨Lo"�(©UÉ�n:‡
`L}�~�¶+ì,�F��…,´NþL™�ÈL}�~0;�Ö�j 50%�ÄHR=0.496�× p=0.0014�Å�Ä


X+ì,�Aô�6�j 4 �F���:,´
�B�65�]�ÈG»G¨Lo"�(©UÉ4ô,´+ì,��i�´)·E³Q��È�T4ô���2�j

23%�Ä 

	ü-""ë+Ç�O�µ�ÈG»G¨Lo"�(©UÉ4ô�9 32.2%,´
�B�65�Õ
z 38#44×�=8Ÿ�»�&�È�¹� �r

4ô�9 28.2%�×�T4ô�6�[�9 14.0%
¼ 19.7%,´
�B�65�Õ
z"ë+Ç�OL$�UGý�=8Ÿ�»�&�×�6�[�9

7.0%
¼ 9.9%,´
�B�65�Õ
z�,8$"ë+Ç4ø!’,´�=8Ÿ�»�&�×�6�[�9 6.3%
¼ 12.7%,´
�B�65�Õ


z�,8$!«�Ñ,´�=8Ÿ�»�&�Ä  

.D0¦ ABI-PRO-3001,´5��ÌAñ�Î�¶
X�Õ
�E÷	F+Ç,´ mCRPC
�B�65�]G»G¨Lo"�(©UÉ

6„
8#,�l�®"ë+Ç
�9ç�Ç�9�Y,´9ç,ú- NþL™"��Ä�\.D0¦�]G»G¨Lo"�(©UÉ4ô,´�¹�˜�W(©�±�>

�˜*3�£K^�W III �O.D0¦�ÄCOU-AA-301�Å�W�ƒ�08$�Ä�Z?ò���`�à,´�¹�˜�W��
'�Ä 

.D0¦ 212082PCR 3011�],´�]
-
�B�65�d�º� �ž  

.D0¦ 212082PCR 3011�]�¡�9 137�»
�B�65�j�]
-�ê�Ä�\
ñ6„
8#,�l�®"ë+Ç4ô�Ö69

�»
�B�65�×�¹� �r4ô�Ö 68 �»
�B�65�Å�Ä
X.D0¦�•4ô�&�È�]
-
�B�65
¼�k�ƒ�ê5Ô
4"ë+Ç

4ôL$,´�ê
�5�AÑ�–
¼+î+õ(©�±�*�\
w>‘�Ä�W4Ö 80�Á,´
�B�65�{�}�Õ
�E÷�µ�6"ü"ë+Ç�È

��P
S

A

F�
�…
,®
�6
)·  

L¿�j�&L$�Ä�8�Å  

�\
ñ  
�¹� �r  

�¹� �r  �\
ñ  
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�k?±	5���ÇLô%ð3P9Ÿ(™
¼GnRHa�Ä�\
ñ6„
8#,�l�®"ë+Ç4ô
¼�¹� �r4ô,´�k"ë+Ç�15��&

L$�]�}� �6�[�_ 28�Z�8�Ä�¡ 31�Z
˜�O�Å
¼ 22�Z�8�Ä�¡ 24�Z
˜�O�Å�ÄM0?±#��?,´�_�È


��?�g�\Gÿ
�7-�,8$,´�¦'f�W�È�ÄBX�~�ÑL5�Ê4ô�6�À5��Ì�Ä 


X rPFS�k?±�6�À�&�È�9 18 �»�Ä26.1�Á�Å�\
ñ6„
8#,�l�®"ë+Ç4ô
�B�65
¼ 38 �»

�Ä55.9�Á�Å�¹� �r4ô
�B�65�Õ
z�¶�¡�ÿ�–F��…�F!«�Ñ�Ä�>�¹� �r4ô-("��È�\
ñ6„
8#,

�l�®"ë+Ç4ô�¡�ÿ�–F��…�F!«�Ñ,´NþL™L}�~�¶ 66�Á�ÄHR = 0.341�× 95�Á CI�Ö0.193�È

0.605�Å�Ä�\
ñ6„
8#,�l�®"ë+Ç4ô�]�} rPFS�J�ZEî�`�È�¹� �r4ô,´�]�} rPFS�j 18.4�Z

�8�Ä 


XAÑ�B,´1\�0!Q OS�O�]�6�À�&�È?ò���` 29 �»
�B�65!«�Ñ�Ö�\
ñ6„
8#,�l�®"ë+Ç

4ô�j 14�»�Ä20.3�Á�Å�È�¹� �r4ô�j 15�»�Ä22.1�Á�Å�ÄOS ,´NþL™"��j 0.862�Ä95�Á CI�Ö

0.415�È1.788�Å�Ä�+�0"ë+Ç4ô�]�}+O�ˆ�O
w�ZEî�`�Ä 

�]
-
�B�65,´!Q?±+Ç�x4ø&é,´�Ê4ô�6�À�n/j�*�\
ñ6„
8#,�l�®"ë+Ç�$�H,´�08$�W

C»�ï�Ä�\
ñ6„
8#,�l�®"ë+Ç�&F��¶�]
-
�B�65C§�û	F+Ç,´M0"r�ÄHR = 0.433�× 95% CI: 

0.146, 1.279�×�]�}8#C§�û	F+Ç�&L$�Ö�+�0"ë+Ç4ô
w�ZEî�`�Å�Ã�&F��¶�0�û
>5�"ë+Ç,´

M0"r�ÄHR = 0.349�×95% CI: 0.173, 0.707�×�]�}�0�û
>5�"ë+Ç�&L$�Ö�+�0"ë+Ç4ô
w�ZEî

�`�Å�Ã�&F��¶�]
-
�B�65,´+ì,�F��…�ÄHR = 0.680�×95% CI: 0.416, 1.111�×�]�}8#+ì,�

F��…�&L$�Ö�\
ñ6„
8#,�l�®"ë+Ç4ô�ZEî�`�È�¹� �r4ô�j 12.9 �Z�8�Å
¼�&F��¶�]
-
�B�

65,´ PSAF��…�ÄHR = 0.261�×95% CI: 0.157, 0.433�×�]�}8# PSAF��…�&L$�Ö�\
ñ6„
8#,

�l�®"ë+Ç4ô�ZEî�`�È�¹� �r4ô�j 9.2�Z�8�Å�Ä 


X�]
-
�B�65�]�È�\
ñ6„
8#,�l�®"ë+Ç4ô
¼�¹� �r4ô�6�[�9 94.2�Á
¼ 98.5%,´
�

B�65�Õ
z�¶"ë+Ç�]�*)à,´�=8Ÿ�»�&�Ä�0�h�Õ
z,´�=8Ÿ�»�&�Ä�+�04ô�•���� �Á,´
�B�65�Õ
z�Å

�j�~Jî>p+÷�Ä�\
ñ6„
8#,�l�®"ë+Ç4ô
¼�¹� �r4ô,´
�+O)·�6�[�j 37.7�Á
¼ 20.6%�Å�Ã

ALT 	wQ��Ä30.4�Á
¼ 26.5�Á�Å�Ã AST 	wQ��Ä27.5�Á
¼ 22.1�Á�Å�ÃQ� >p3�+÷�Ä24.6�Á
¼

20.6�Á�Å�ÃQ�>p	»�Ä24.6�Á
¼ 14.7�Á�Å
¼6ü,��Ä10.1�Á
¼ 20.6�Á�Å�Ä�T4ô�Õ
z 3 4×�F 4

4×�=8Ÿ�»�&,´
�B�65"��»�6�[�_ 60.9�Á
¼ 50.0�Á�×�Õ
z�UGý�=8Ÿ�»�&,´
�B�65"��»�6

�[�_ 23.2�Á
¼32.4�Á�×�Õ
z�,8$�Œ9Ÿ,´�=8Ÿ�»�&,´
�B�65"��»�6�[�_ 13.0�Á
¼16.2�Á�×

�Õ
z�,8$!«�Ñ5��Ì,´�=8Ÿ�»�&,´
�B�65"��»�6�[�_ 8.7�Á�Ä4ÿ.D0¦65Aô�`�p�9F	�Ë�»�&


w�>.D0¦9Ÿ(™���£�Å
¼ 1.5�Á�Ä 


X�•F9.D0¦ 212082PCR 3011,´�]
-
�B�65�]?ò���`,´�\
ñ6„
8#,�l�®"ë+Ç,´�¹�˜

�W(©�±�>�k�ƒ�ê5Ô�žF}�08$�È�Z
�)à�à,´�¹�˜�WL�NÈ�Ä.D0¦ 212082PCR 3011Añ�>�\
ñ

6„
8#,�l�®+X�¾"ë+Ç�]
-�àAú�Ý,´Q�	¡ mHSPC�Ó65�9�Y,´9ç,ú-  NþL™"��Ä 
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�Ï9Ÿ*6"�*6�Ð  

9Ÿ*6�Œ+X 

G»G¨Lo"�(©UÉ
X�ƒ�µEœ	F�@Lo"�(©UÉ�ÈLo"�(©UÉ�_�0/ýLô%ð3P+O(™
8�@�Á�f�r�È


��Á�f 17�.-5Ï	FG¦/C17,20->ò@�G¦�ÄCYP17�Å�È
>65
X-®�h�Ã6î�:7ª
¼�}�G7ª6ï,T4ô4÷

�]>˜Eî�¦�D�_Lô%ð3P+O(™
8�@�p�õM0,´�Ä 

CYP17�Ü	F�T�ZF�5�,´	ý�Ä�Ö1�ÅFJE÷ 17�.-5Ï	FG¦�Ü	F�…'�G·Gž
¼�…GžEœ	F�@
48�

,´ 17�.-5Ï�*>}+O(™�×2�ÅL¿
>
X C17,20>ò@�G¦�Ü	F�;�6�[�’�@7a"R>˜LôGž
¼Lô'��¼Gž�Ä

7a"R>˜LôGž
¼Lô'��¼Gž
w�jLô%ð3P6<�D�_-®Gž,´�}�ƒ�ÄLo"�(©UÉ�) CYP17,´�Á�f�Œ+X

�•�,8$6î�:7ª-�,ÞCX%ð3P+O�@�Î�Ð�Ä 

Lô%ð3P�•�O�W�}�G7ª,|
��)Lô%ð3P"d�£L}�~"ë+Ç#��×+O�Ä1„�Ä Lô%ð3PLk�Ý+Ç#��²

GnRHa �F-®�h�7L”�_
�L}�~-®�h�]Lô %ð3P+O�@�È�v�=7-�¡
ý6î�:7ª�F6ï,T�]Lô%ð3P+O

�@�Ä 


X�¹� �r�)'—�d�ºB�P¼�]�ÈG»G¨Lo"�(©UÉ�EC§�Ó65>p$5-®Gž	ú�¦��Lô%ð3P"d�£L}

�~�Ä�d�º�¯+X�]�È��M0-�#{�\
ñ�)>p$5-®Gž"d�£,´�¡
ý�Ä 

>p$5PSA"d�£
�7-
�	F�È�v�J�ZAñ�Î�¦�>�Ó65�Z�ƒ,´�d�º9ç,ú�§�9-(�£�W�Ä 

"�*6.D0¦  

Gý�=5	9Ÿ"��W�Ö
X�WUP13
˜
¼ 26
˜�Ã)d 13
˜
¼ 39
˜Gý�=5	9Ÿ"��WB�P¼�]�È
X-(

�ƒ�¾4Ö�ê�d�º�äMbGÿ�ÄAUC�Å�0	z,´�õ�å�;�ÈG»G¨Lo"�(©UÉ
��EC§�Ú)ß-®Gž"d�£�;L}�Ä


�!”�È
XLô�W
¼Lü�W+O!Æ3+5��Ã6î�:7ª�Ã6Í7?�Ã
²�ƒ�Ä�õ?ñ�¾�WUP�Å
¼Lô�W�£7ª�]?ò

���`�˜�ÈGýGÿ�;L}
¼�0�Ê"��W�Ä+O!Æ�˜�È,´
�	F�>G»G¨Lo"�(©UÉ,´�ÇLô%ð3P9Ÿ*6#k�W

�08$�Ä
X�•������ �P�J���N�J���Y�Ä�ÕF��¾�ê AUC�Å�rGÿ!ÿ��
��=5	9ŸG»G¨Lo"�(©UÉ 26
˜
>�È?ò

���`�WUP,­�µLÌ
�+O)·
x�rGÿ�ÍC†�W�Î�Ð�Ä)d 39 
˜B�P¼�]�È!ÿ��
��=G»G¨Lo"�(©UÉ�È


X�$Q�,´�rGÿ�ÄQ��¾�ê AUC ,´ 2 �=�Å�;�Z?ò���`,­�µLÌ�Ä 

F‡�P"��W: G»G¨Lo"�(©UÉ
¼Lo"�(©UÉAmesB�P¼�Ã�ê#û�$4ö7�4ö7�F‡�P�–B�P¼
¼�W

UP�Þ�hB�P¼5��Ì
w�jLd�W�Ä 

+O!Æ"��W�Ö
XLô�W�WUP�Ä13 
¼ 26 
˜�Å
¼)d�Ä39 
˜�ÅGý�=5	9Ÿ"��WB�P¼�]�È�•������

mg/kg/�Y�Ä�WUP�Å
¼�•�������� �P�J���N�J/�Y�Ä)d�Å�rGÿ�;
�?ñ+O!Æ3+5�:>5Y�Ã��2î/ 2î#â�ÿ�A+÷

��	ú�Î+O�W�i
��È�¦�x�Ä�>Lo"�(©UÉ,´�ÇLô%ð3P9Ÿ*6#k�W�08$�Ä
X�WUP
¼)d�]?ò���`

F	�Ë�x�Ä,´ AUC �6�[�_�ÕF�
¼�W4Ö 0.6�=�¾�ê,´�d�º�äMbGÿ�Ä 


X�WUP+O6â�Ë�>���O7
6þ
�6â"��WB�P¼�]�ÈLô�W�WUP5	�¸ 30mg/kg/�Y��	ú�$Q��r

Gÿ 4 
˜
�?ñ+O!Æ3+5��˜�ÈGýGÿL}�~�Ã2î�€AÑ� �ÿ�A�Ã2î�€#k�ËL}�~�Ã2î�€�’�1�i
��È



Reference: CCDS Version 018                                                                                                                 36 

+O6â�Ë�;L}�Ä�Z5	9Ÿ,´Lü�W�WUP�>5	�¸ 30mg/kg/�Y�rGÿ,´Lô�W�WUP�ÔG}�È�,8$Tô�ƒ� 

Gÿ�ÿ�A�Ã-p�º
¼�ˆ#k,´7
6þ�ÿ�A�È-p�º�}�R�a)·	wQ��ÄG»G¨Lo"�(©UÉ�)Lô�W�WUP+O6â

�Ë,´�¡
ý
�
X�Œ9Ÿ 16 
˜
>�’�=�ÄLü�W�WUP�¾�ÔG}�}�T
˜8#�º�P1\ 7 �Y5	�¸G»G¨Lo"�(©

UÉ30mg/kg/�Y��	ú�$Q��rGÿ�È
��EC§�Ø�õ
˜�O�=?ô�I�F�&F�,´
�+O)·��	ú-p�º�}�R�a

)·	wQ��Ä300mg/kg/ �Y�Å�Ä5	�¸G»G¨Lo"�(©UÉ,´Lü�W�WUP
X�ÔG}7-�Ë�Ã+O6â�Ë	ú�¦�€��


4�éM’,´	ò� �Z?ñ���2�ÄG»G¨Lo"�(©UÉ�)Lü�W�WUP,´�¡
ý
�
X�Œ9Ÿ 4 
˜
>�’�=�Ä�9'—

�ƒ>˜M’0��’1Ç�È�WUP 30mg/kg/�Y,´�rGÿ4Ö�j�ê�Ø9€�rGÿ�Ä1000mg/ �Y�Å,´ 0.3�=�Ä 

�WUP7
6þ/6þ��
�6â"��WB�P¼�]�È�WUP�¾�º�P1\ 6~17 �Y4ÿ
�5	�¸G»G¨Lo"�(©UÉ 10�Ã

30�Ã100mg/kg/�Y�Ä�6�[4Ö-(�ƒ�¾�ê AUC ,´ 0.03�=�Ã0.1 �=�> 0.3�=�Å�È
��EC§
�6â"�

�W�È�•�����P�J���N�J���Y �rGÿ
�?ñ7
6þ/ 6þ��!«�Ñ�Ä-p�º
>�R�a)·�>
h�f6þ)·	wQ��Ã#k6þ� �ÿ

�A�Å�È7
6þ
�6â�&F��ÄPØPì�Å�>	ü�×EÃ�o1Ñ�™�P�È�•�����P�J���N�J���Y�rGÿ
��EC§6þ��6ËL�+O

!Æ�˜D
/ë5Y.��È100mg/kg/ �Y �rGÿ
��EC§6þ���ƒGý�ÿ�~�Ä�•�����P�J���N�J���Y �rGÿ
��EC§!ý�ƒ

"��W�Ä 

8$,|�W�Ö�WUP4ÿ
�5	9Ÿ�T�¤8$,|�WB�P¼�n/j�ÖLô�W�WUP5	�¸G»G¨Lo"�(©UÉ5�Ã15


¼ 50 mg/kg/�Y�ÈLü�W�WUP15�Ã50
¼ 150mg/kg/�Y�È
4�rGÿ
w
��EC§-®�hL$CX4ö7�7ª,T


¼L$CX4ö7�,|�ÈAÔ�j�>Lo"�(©UÉ,´9Ÿ*6#k�W�9�£�ÄG»G¨Lo"�(©UÉ
X�ê�äMbGÿ,´ 0.8�=�&�È

�)Lü�W�?UP�Z?ñ8$,|�W�Ä
X Tg.rasH2Eœ�*
��?UP 6 �Z�88$,|�WB�P¼�]�Z?ñ8$,|�W�Ä 

�Ï9Ÿ���Ø�Ë�–�Ð  

�"
X�•�ç
�B�65
¼ mCRPC�Ó65�]F�>|�¶�\
ñ	ú�¦#k�W��BR(™Lo"�(©UÉ9Ÿ���Ø�Ë�–

.D0¦�Ä
X�ƒ�µ�È�\
ñEõFOEœ	F�@Lo"�(©UÉ�Ä�d�º.D0¦�]�È>99% �6�À�g�\�]�\
ñ>p#v#ƒ

�Ö�~�¾�ð#{"d�£�Ä<0.2 ng/ml �Å�Ä  


h�f  

mCRPC�Ó65
��=�\
ñ
>�ÈLo"�(©UÉ�]�}Eî� �&L$�j 2 �?�&�Ä0c�1�;?ò���`Lo"�(©

UÉ:ô0��È�¦�äMbGÿ�Ä0c�1 AUC�Å�_ 1000 mg�\
ñ	…!Q5	9Ÿ,´ 2 �=�Ä 


X mCRPC�Ó65�]�È1000 mg !ÿ�� 1 !Q�rGÿ�; Cmax
¼ AUC 0c�1�l�Ä
w� ± SD �Å�6

�[�j 226±178 ng/ml 
¼ 993±639 ng�Âh/ml�Ä
X�rGÿ93
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