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$XJXVW���������� 

'U��-RKQ�&OD\� 
0HQDULQL�6LOLFRQ�%LRV\VWHPV� 
�����0DVRQV�0LOO�5G���6XLWH������+XQWLQJGRQ�9DOOH\��3$� 
������ 
'HDU�'U��&OD\�� 

:H�DUH�LVVXLQJ�WKLV�7UDQVLWLRQ�6XPPDU\�5HVSRQVH�/HWWHU�WR�0HQDULQL�6LOLFRQ�%LRV\VWHPV� 
WR�QRWLI\�\RX�RI�RXU�GHFLVLRQ�RQ�\RXU�WUDQVLWLRQ�VXPPDU\�IRU�'UXJ�'HYHORSPHQW�7RRO� 
�''7��%04��������UHFHLYHG�RQ�0D\���������E\�WKH�&HQWHU�IRU�'UXJ�(YDOXDWLRQ�DQG� 
5HVHDUFK��&'(5��%LRPDUNHU�4XDOLILFDWLRQ�3URJUDP��%43��� 

<RXU�SURSRVHG�FRQWH[W�RI�XVH��&28��LV�³&7&��LV�D�5HVSRQVH�%LRPDUNHU�IRU�WKH� 
HDUO\�HYDOXDWLRQ�RI�GUXJ�SURGXFW�DFWLYLW\�LQ�P&53&�FOLQLFDO�WULDOV´�� 

)'$�KDV�FRPSOHWHG�LWV�UHYLHZ�DQG�KDV�DJUHHG�WR�SURFHHG�ZLWK�WKH�&'(5�%LRPDUNHU� 
4XDOLILFDWLRQ�XQGHU�WKH�����''7�TXDOLILFDWLRQ�SURFHVV��3OHDVH�SUHSDUH�D�4XDOLILFDWLRQ� 
3ODQ��43��VXEPLVVLRQ�WKDW�DGGUHVVHV�WKH�VFLHQWLILF�LVVXHV�DQG�WKH�UHFRPPHQGDWLRQV� 
RXWOLQHG�EHORZ��$�43�FRQWDLQV�GHWDLOV�RI�WKH�DQDO\WLFDO�YDOLGDWLRQ�RI�WKH�ELRPDUNHU� 
PHDVXUHPHQW�PHWKRG��VXPPDULHV�RI�H[LVWLQJ�GDWD�WKDW�ZLOO�VXSSRUW�WKH�ELRPDUNHU�DQG�LWV� 
FRQWH[W�RI�XVH��&28���DQG�GHVFULSWLRQV�RI�NQRZOHGJH�JDSV�DQG�KRZ�\RX�SURSRVH�WR� 
PLWLJDWH�WKHP��3OHDVH�LQFOXGH�GHWDLOHG�VWXG\�SURWRFROV�DQG�WKH�VWDWLVWLFDO�DQDO\VLV�SODQ� 
�6$3��IRU�HDFK�VWXG\�DV�D�SDUW�RI�\RXU�43�VXEPLVVLRQ�� 

:KHQ�HYDOXDWLQJ�ELRPDUNHUV�SURVSHFWLYHO\�LQ�FOLQLFDO�WULDOV��VSRQVRUV�DUH�HQFRXUDJHG�WR� 
VXEPLW�VWXG\�GDWD�XVLQJ�&OLQLFDO�'DWD�,QWHUFKDQJH�&RQVRUWLXP��&',6&��VWDQGDUGV�WR� 
IDFLOLWDWH�UHYLHZ�DQG�XWLOL]DWLRQ�RI�GDWD��'DWD�VKDULQJ�DQG�WKH�FDSDELOLW\�WR�LQWHJUDWH�GDWD� 
DFURVV�WULDOV�FDQ�HQKDQFH�ELRPDUNHU�GHYHORSPHQW�DQG�XWLOL]DWLRQ��,I�VSRQVRUV�LQWHQG�WR� 
LQFOXGH�DQDO\VHV�RI�WKHVH�ELRPDUNHUV�WR�VXSSRUW�UHJXODWRU\�GHFLVLRQ�PDNLQJ�IRU�D� 
VSHFLILF�,QYHVWLJDWLRQDO�1HZ�'UXJ��,1'��GHYHORSPHQW�SURJUDP��WKH\�VKRXOG� 
SURVSHFWLYHO\�GLVFXVV�WKH�DSSURDFK�ZLWK�WKH�DSSURSULDWH�&'(5�GLYLVLRQ�� 

%LRPDUNHU�&RQVLGHUDWLRQV� 

'UXJ�'HYHORSPHQW�1HHG�� 

:H�DJUHH�WKDW�WKHUH�LV�D�FXUUHQW�ODFN�RI�D�UHOLDEOH�HDUO\�LQGLFDWRU�RI�D�EHQHILFLDO� 
UHVSRQVH�WR�WKHUDS\�IRU�WUHDWPHQW�RI�PHWDVWDWLF�FDVWUDWLRQ�UHVLVWDQW�SURVWDWH�FDQFHU� 
�P&53&���7KLV�JDS�SURORQJV�WKH�GUXJ�GHYHORSPHQW�F\FOH�DQG�GHSULYHV�SDWLHQWV� 
DFFHVV�WR�SURPLVLQJ��QHZ��DQG�OLIH�H[WHQGLQJ�WUHDWPHQWV�� 
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%LRPDUNHU�'HVFULSWLRQ�� 

1DPH��$QWL�HSLWKHOLDO�FHOOXODU�DGKHVLRQ�PROHFXOH��(S&$0�DQG�8QL3URW.%��3������� 
SRVLWLYH�FLUFXODWLQJ�WXPRU�FHOOV�� 

7KLV�LV�D�UHVSRQVH�ELRPDUNHU��DEEUHYLDWHG�&7&���WKDW�UHJLVWHUV�WKH�FKDQJH�LQ� 
FLUFXODWLQJ�WXPRU�FHOO��&7&��QXPEHUV�EHWZHHQ�WZR�WLPH�SRLQWV��EDVHOLQH�DQG�DIWHU� 
���ZHHNV�RI�WKHUDS\��%DVHG�RQ�SUHOLPLQDU\�GDWD��LW�DSSHDUV�WKDW�D�IDYRUDEOH� 
UHVSRQVH�WR�WKHUDS\�LV�REVHUYHG�ZKHQ�SDWLHQWV�ZLWK�D�&7&�FRXQW�!��LQ�����P/V�RI� 
EORRG�DW�EDVHOLQH��GHWHFWDEOH�&7&V���DUH�ODWHU�IRXQG�WR�KDYH���&7&V��XQGHWHFWDEOH� 
&7&V��DIWHU����ZHHNV�RI�WKHUDS\��7KLV�LQIRUPDWLRQ�ZLOO�EH�H[SORUHG�IXUWKHU�DQG� 
UHYLHZHG�DV�SDUW�RQ�WKH�ELRPDUNHU¶V�RQJRLQJ�GHYHORSPHQW�� 

$OWKRXJK�D�UDQJH�RI�&7&�GHWHFWLRQ�WHFKQRORJLHV�DUH�DYDLODEOH��WKH�&HOO6HDUFK�&7&� 
7HVW��0HQDULQL�6LOLFRQ�%LRV\VWHPV��LV�WKH�RQO\�DVVD\�DV�RI�-XO\������WKDW�KDV� 
UHFHLYHG�)'$�FOHDUDQFH�IRU�&7&�HQXPHUDWLRQ��.������������ 	�.����������7KLV� 
DVVD\�FDSWXUHV�DQG�HQXPHUDWHV�D�SDUWLFXODU�FODVV�RI�&7&V�IURP�WKH�WRWDO�SRSXODWLRQ� 
RI�DOO�&7&V��E\�XVLQJ�DQ�$QWL�(S&$0�FRQMXJDWHG�PDJQHWLF�SDUWLFOH��IHUURIOXLG��� 
&7&V�LQ�WKLV�DVVD\�DUH�VWULFWO\�GHILQHG�DV�WKRVH�LQWDFW�FHOOV�WKDW�DUH�(S&$0���KDYH� 
D�'$3,��QXFOHXV�VXUURXQGHG�E\�F\WRSODVP�WKDW�LV�F\WRNHUDWLQ���&.����DQG�WKH�&7&� 
PXVW�DOVR�EH�&'������� 

&RQWH[W�RI�8VH��&28��&RQVLGHUDWLRQV� 

��	 :H�UHFRPPHQG�WKH�IROORZLQJ�FODULILFDWLRQV�WR�\RXU�SURSRVHG�&28� 

Requester’s COU: CTC0 is a Response Biomarker for the early evaluation of 
drug product activity in mCRPC clinical trials. 

FDA Suggested COU for continued biomarker development: A conversion 
of Circulating Tumor Cell (CTC) count* in 7.5ml of blood from detectible at 
baseline to undetectable after 12 weeks of therapy as a response biomarker 
indicating preliminary and early evidence of clinical activity of therapies in 
mCRPC clinical trials. 
* CTC count as defined in the biomarker description 

��	 7KH�&7&�FRXQWV�ZHUH�GHWHUPLQHG�XVLQJ�&HOO6HDUFK��ZKLFK�LVRODWHV�D�VXEVHW�RI 
&7&V�ZLWK�D�GHILQHG�PROHFXODU�VLJQDWXUH��(S&$0���&.���&'������2WKHU�DVVD\ 
SODWIRUPV�PD\�FDSWXUH�&7&V�ZLWK�WKH�VDPH�RU�GLIIHUHQW�PROHFXODU�VLJQDWXUH�V���DQG 
&7&�FRXQWV�FDQ�EH�GLIIHUHQW�EHWZHHQ�PHWKRGV��,I�DQRWKHU�&7&�PHDVXUHPHQW 
PHWKRG�ZLOO�EH�XVHG��SOHDVH�SURYLGH�LQIRUPDWLRQ�5(�KRZ�WKH�QHZ�SODWIRUP 
FRPSDUHV�ZLWK�WKH�&HOO6HDUFK�V\VWHP� 
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��	 7KH�SURSRVHG�&7&��UHVSRQVH�ELRPDUNHU�ZDV�H[FOXVLYHO\�GHULYHG�IURP�WKH 
GHYHORSPHQW�WULDOV�RI�IRXU�VWXGLHV�RI�DQGURJHQ�UHFHSWRU��$5��WDUJHWHG�DJHQWV��EXW�LQ 
RQO\�RQH�VWXG\�RI�D�QRQ�$5�WDUJHWHG�DJHQW��7KH�&7&�&RQYHUVLRQ´�IURP�!��&7&V�DW 
EDVHOLQH�WR���&7&V�DIWHU����ZHHNV�RI�WKHUDS\�LV�IRXQG�WR�EH�DVVRFLDWHG�ZLWK�D 
IDYRUDEOH�UHVSRQVH�WR�WKLV�VSHFLILF�FODVV�RI�WUHDWPHQW�UHJLPHQ��:KHWKHU�RU�QRW�VXFK 
D�UHVSRQVH�ELRPDUNHU�LV�YDOLG�IRU�RWKHU�LQYHVWLJDWLRQDO�GUXJ�SURGXFWV�VXFK�DV�WKRVH 
ZLWK�D�GLIIHUHQW�PHFKDQLVP�RI�DFWLRQ��0R$��LV�XQNQRZQ�DQG�ZRXOG�UHTXLUH�DGGLWLRQDO 
FOLQLFDO�WULDO�GDWD��$V�\RXU�ELRPDUNHU�GHYHORSPHQW�HIIRUW�FRQWLQXHV��\RXU�&28 
VKRXOG�VSHFLI\�WKH�WKHUDSHXWLF�SURGXFW�V��RU�SURGXFW�FODVVHV�IRU�ZKLFK�&7&� 
UHVSRQVH�ELRPDUNHU�KDV�EHHQ�YDOLGDWHG�LQ�FOLQLFDO�WULDOV� 

��	 3OHDVH�FODULI\�ZKHWKHU�\RXU�&7&�FRPSDULVRQ�ZLWK�EDVHOLQH�LV�IRU�����RU����ZHHNV 
SRVW�WKHUDS\� 

$QDO\WLFDO�&RQVLGHUDWLRQV�� 

��	 )'$�FOHDUHG�&HOO6HDUFK�KDV�D�/2'�RI�����&7&�����P/�EORRG��ZKLFK�ZDV 
HVWDEOLVKHG�WKURXJK�VSLNLQJ�6.�%5���EUHDVW�FDQFHU�FHOO�OLQH��<RX�VWDWH�WKDW 
&HOO6HDUFK�FDQ�GLVFULPLQDWH�EHWZHHQ�D�&7&�FRXQW�RI���RU���LQ�����P/�EORRG�IURP 
SURVWDWH�FDQFHU�SDWLHQWV��+RZHYHU��IURP�WKH�GDWD�LQFOXGHG�LQ�WKH�����N� 
VXEPLVVLRQV��WKH�WHVW�ZDV�QRW�DQDO\WLFDOO\�YDOLGDWHG�DW�OHYHOV�ORZHU�WKDQ���&7&� 
���P/� 
D�	 6KRXOG�&7&�VDPSOHV�EH�VKLSSHG�WR�D�FHQWUDO�ODERUDWRU\�IRU�&7&�WHVWLQJ� 
VKLSSLQJ�YDOLGDWLRQ�VWXGLHV�VKRXOG�EH�SHUIRUPHG�WR�GHILQH�WKH�VKLSSLQJ�DQG 
VWRUDJH�FRQGLWLRQV��DQG�WKH�OHQJWK�RI�WLPH�IRU�ZKLFK�WKDW�&7&�FRXQW�LV�VWDEOH� 

E�	 &9��VKRXOG�EH�GHWHUPLQHG�DW�YDU\LQJ�&7&�OHYHOV��H�J��������&7&�SHU�����P/ 
RI�EORRG��IRU�WKH�HQWLUH�SURFHGXUH�±�EORRG�VDPSOLQJ��VWRUDJH��VKLSPHQW� 
DQWLERG\�VWDLQLQJ��LVRODWLRQ�DQG�QXPHUDWLRQ� 

F�	 $VVD\�YDULDELOLW\�PXVW�EH�WDNHQ�LQWR�FRQVLGHUDWLRQ�LQ�GDWD�DQDO\VLV�DQG 
LQWHUSUHWDWLRQ� 

��	 :H�UHFRPPHQG�WKH�SDWLHQW�EUHDNGRZQ��GLVWULEXWLRQ��ZLWK�HDFK�FRXQW��������������DQG 
FRUUHVSRQGLQJ�RXWFRPH��L�H��LV�WKHUH�FOLQLFDO�VXSSRUW�WKDW�SDWLHQWV�ZLWK�ORZHU���RI 
&7&V�KDYH�EHWWHU�SURJQRVLV"�� 

��	 3OHDVH�SURYLGH�VWXGLHV�WKDW�VXSSRUW�WKH�DQDO\WLFDO�YDOLGDWLRQ�RI�&HOO6HDUFK�DW�OHYHOV 
ORZHU�WKDQ���&7&�����P/� 

&OLQLFDO�&RQVLGHUDWLRQV�� 

��	 &HOO6HDUFK�PD\�FDSWXUH�RQO\�D�SDUWLFXODU�FODVV�RI�&7&V�IURP�WKH�WRWDO�SRSXODWLRQ�RI 
DOO�&7&V��7KXV��WKH�SURSRVHG�&7&��GHULYHG�IURP�&HOO6HDUFK�PD\�QRW�EH�DSSOLFDEOH 
WR�DOO�PHWDVWDWLF�FDVWUDWLRQ�UHVLVWDQW�SURVWDWH�FDQFHU�SDWLHQWV��$GGLWLRQDO�ELRFKHPLFDO 
PDUNHU�V��PD\�QHHG�WR�EH�LQFRUSRUDWHG�IRU�YDOLGLW\�LQ�DOO�P&53&�SDWLHQWV�IRU�D�PRUH 
JHQHUDOL]HG�&28�FODLP� 
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��	 'DWD�IRU�&7&��PD\�EH�DGHTXDWH�DV�DQ�HDUO\�UHVSRQVH�ELRPDUNHU�LQ�HDUO\�SKDVH 
WULDOV�DQG�FRXOG�SRWHQWLDOO\�EH�KHOSIXO�IRU�GHWHUPLQDWLRQ�RI�EUHDNWKURXJK�WKHUDS\ 
GHVLJQDWLRQ���6LQFH�LW�LV�QRW�FOHDU�WKDW�WKH�&7&��HQGSRLQW�UHIOHFWV�FOLQLFDO�EHQHILW�IRU 
WKH�SDWLHQW��WKH�&28�LV�QRW�LQWHQGHG�WR�LQFOXGH�XVH�RI�&7&2�DV�DQ�HQGSRLQW�WR 
VXSSRUW�PDUNHWLQJ�DSSURYDO� 

����8VH�DV�D�SULPDU\�HQGSRLQW�LQ�D�UHJLVWUDWLRQDO�WULDO�ZRXOG�OLNHO\�UHTXLUH�2'$&
 
GLVFXVVLRQ�DQG�SRWHQWLDOO\�DGGLWLRQDO�VXSSRUWLYH�GDWD�
 

����&7&��FRQFHSW�GRHV�QRW�DSSHDU�WR�DGGUHVV�WKH�FDVHV�WKDW�DUH�DVVRFLDWHG�ZLWK�KLJK 
EDVHOLQH�&7&�FRXQWV�DQG�D�VLJQLILFDQW�GURS�EXW����DIWHU����ZHHN�WKHUDS\��&ODULI\ 
KRZ�D�IDYRUDEOH�RU�QRQ�IDYRUDEOH�UHVSRQVH�ZRXOG�EH�GHWHUPLQHG�LQ�WKRVH�FDVHV� 

6WDWLVWLFDO�&RQVLGHUDWLRQV�� 

����3URYLGH�EDVHOLQH�&7&�GLVWULEXWLRQ�DV�D�FRQWLQXRXV�YDULDEOH�DQG�DV�D���FDWHJRU\���� 
����EDVHOLQH�&&7�����������YDULDEOH�E\�UHJLVWUDWLRQ�WULDO��,Q�DGGLWLRQ��SURYLGH 
FRUUHODWLRQ�DQDO\VLV�EHWZHHQ�EDVHOLQH�&7&�DQG�EDVHOLQH�36$�IRU�HDFK�RI�WKH�� 
UHJLVWUDWLRQ�WULDOV� 

����7KH�VWDWLVWLFDO�DQDO\VLV�SODQ��6$3��QHHGV�WR�EH�LQFOXGHG�LQ�\RXU�TXDOLILFDWLRQ�SODQ 
VXEPLVVLRQ� 

����,Q�WKH�6$3��VSHFLI\�WKH�YDOXH�IRU�D�SUHGLFWLYH�DFFXUDF\�PHDVXUH��H�J���&�LQGH[��WR 
EH�FRQVLGHUHG�DV�VWURQJ�RU�DFFHSWDEOH�SUHGLFWLRQ�DQG�SURYLGH�MXVWLILFDWLRQ��,Q 
DGGLWLRQ��VSHFLI\�DQDO\VHV�WR�H[SORUH�ZKHWKHU�EDVHOLQH�FKDUDFWHULVWLFV�DIIHFW�WKH 
FRUUHODWLRQ�EHWZHHQ�WKH�SURSRVHG�ELRPDUNHU�DQG�RYHUDOO�VXUYLYDO� 

:KHQ�\RX�SUHSDUH�IRU�\RXU�43�VXEPLVVLRQ��WKRURXJKO\�UHYLHZ�WKH�TXHVWLRQV�DERYH�DQG� 
DGGUHVV�WKHP�OLQH�E\�OLQH�IROORZLQJ�WKH�QXPEHULQJ�DERYH�RU�\RX�PD\�UHIHU�WR�WKH� 
VHFWLRQV�LQ�\RXU�43�ZKHUH�\RXU�UHVSRQVHV�DUH�IRXQG��7KH�VXPPDU\�RI�\RXU�UHVSRQVHV� 
PD\�EH�DGGHG�WR�WKH�DSSHQGL[�VHFWLRQ�RI�\RXU�43�� 

7KH�IROORZLQJ�ZHEOLQNV�FRQWDLQ�WKH�FRQWHQWV�WR�LQFOXGH�LQ�\RXU�VXEPLVVLRQ�WR�UHDFK�WKH� 
QH[W�PLOHVWRQH��4XDOLILFDWLRQ�3ODQ���KWWSV���ZZZ�IGD�JRY�GUXJV�FGHU�ELRPDUNHU� 
TXDOLILFDWLRQ�SURJUDP�UHVRXUFHV�ELRPDUNHU�UHTXHVWRUV�DQG�WKH�VXEPLVVLRQ�SRUWDO��&'(5� 
1(7*(1�3RUWDO��3OHDVH�&RQWDFW�&'(5¶V�%LRPDUNHU�4XDOLILFDWLRQ�3URJUDP��%43�� 
�&'(5�%LRPDUNHU4XDOLILFDWLRQ3URJUDP#IGD�KKV�JRY��VKRXOG�\RX�KDYH�DQ\�TXHVWLRQV� 
�UHIHU�WR�''7%04���������� 
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