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VORZHU�UDWH�������� 
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���������� 
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�� ,1',&$7,216�$1'�86$*(�� 

725,6(/�LV�LQGLFDWHG�IRU�WKH�WUHDWPHQW�RI�DGYDQFHG�UHQDO�FHOO�FDUFLQRPD�� 
� 
�� '26$*(�$1'�$'0,1,675$7,21�� 

���� $GYDQFHG�5HQDO�&HOO�&DUFLQRPD�� 

7KH�UHFRPPHQGHG�GRVH�RI�725,6(/�IRU�DGYDQFHG�UHQDO�FHOO�FDUFLQRPD�LV����PJ�DGPLQLVWHUHG�DV�DQ� 
LQWUDYHQRXV�LQIXVLRQ�RYHU�D����±����PLQXWH�SHULRG�RQFH�D�ZHHN�� 
� 
7UHDWPHQW�VKRXOG�FRQWLQXH�XQWLO�GLVHDVH�SURJUHVVLRQ�RU�XQDFFHSWDEOH�WR[LFLW\�RFFXUV�� 
� 
���� 3UHPHGLFDWLRQ�� 

3DWLHQWV�VKRXOG�UHFHLYH�SURSK\ODFWLF�LQWUDYHQRXV�GLSKHQK\GUDPLQH����WR����PJ��RU�VLPLODU�DQWLKLVWDPLQH�� 
DSSUR[LPDWHO\����PLQXWHV�EHIRUH�WKH�VWDUW�RI�HDFK�GRVH�RI�725,6(/�[see Warnings and Precautions 
(5.1)]����� 
� 
���� 'RVDJH�,QWHUUXSWLRQ�$GMXVWPHQW�� 

725,6(/�VKRXOG�EH�KHOG�IRU�DEVROXWH�QHXWURSKLO�FRXQW��$1&���������PP���SODWHOHW�FRXQW���������PP��� 
RU�1&,�&7&$(�JUDGH���RU�JUHDWHU�DGYHUVH�UHDFWLRQV��2QFH�WR[LFLWLHV�KDYH�UHVROYHG�WR�JUDGH���RU�OHVV�� 
725,6(/�PD\�EH�UHVWDUWHG�ZLWK�WKH�GRVH�UHGXFHG�E\���PJ�ZHHN�WR�D�GRVH�QR�ORZHU�WKDQ����PJ�ZHHN�� 
� 
���� 'RVH�0RGLILFDWLRQ�*XLGHOLQHV� 

+HSDWLF�,PSDLUPHQW��8VH�FDXWLRQ�ZKHQ�WUHDWLQJ�SDWLHQWV�ZLWK�KHSDWLF�LPSDLUPHQW��,I�725,6(/�PXVW�EH� 
JLYHQ�LQ�SDWLHQWV�ZLWK�PLOG�KHSDWLF�LPSDLUPHQW��ELOLUXELQ�!��±����î8/1�RU�$67�!8/1�EXW�ELOLUXELQ� 
�8/1���UHGXFH�WKH�GRVH�RI�725,6(/�WR����PJ�ZHHN��725,6(/�LV�FRQWUDLQGLFDWHG�LQ�SDWLHQWV�ZLWK� 
ELOLUXELQ�!���î8/1�[see Contraindications (4), Warnings and Precautions (5.2) and Use in Specific 
Populations (8.7)]�� 
� 
&RQFRPLWDQW�6WURQJ�&<3�$��,QKLELWRUV��7KH�FRQFRPLWDQW�XVH�RI�VWURQJ�&<3�$��LQKLELWRUV�VKRXOG�EH� 
DYRLGHG��H�J��NHWRFRQD]ROH��LWUDFRQD]ROH��FODULWKURP\FLQ��DWD]DQDYLU��LQGLQDYLU��QHID]RGRQH��QHOILQDYLU�� 
ULWRQDYLU��VDTXLQDYLU��WHOLWKURP\FLQ��DQG�YRULFRQD]ROH���*UDSHIUXLW�MXLFH�PD\�DOVR�LQFUHDVH�SODVPD� 
FRQFHQWUDWLRQV�RI�VLUROLPXV��D�PDMRU�PHWDEROLWH�RI�WHPVLUROLPXV��DQG�VKRXOG�EH�DYRLGHG��,I�SDWLHQWV�PXVW�EH� 
FR�DGPLQLVWHUHG�D�VWURQJ�&<3�$��LQKLELWRU��EDVHG�RQ�SKDUPDFRNLQHWLF�VWXGLHV��D�725,6(/�GRVH�UHGXFWLRQ� 
WR������PJ�ZHHN�VKRXOG�EH�FRQVLGHUHG��7KLV�GRVH�RI�725,6(/�LV�SUHGLFWHG�WR�DGMXVW�WKH�$8&�WR�WKH�UDQJH� 
REVHUYHG�ZLWKRXW�LQKLELWRUV��+RZHYHU��WKHUH�DUH�QR�FOLQLFDO�GDWD�ZLWK�WKLV�GRVH�DGMXVWPHQW�LQ�SDWLHQWV� 
UHFHLYLQJ�VWURQJ�&<3�$��LQKLELWRUV��,I�WKH�VWURQJ�LQKLELWRU�LV�GLVFRQWLQXHG��D�ZDVKRXW�SHULRG�RI� 
DSSUR[LPDWHO\���ZHHN�VKRXOG�EH�DOORZHG�EHIRUH�WKH�725,6(/�GRVH�LV�DGMXVWHG�EDFN�WR�WKH�GRVH�XVHG�SULRU� 
WR�LQLWLDWLRQ�RI�WKH�VWURQJ�&<3�$��LQKLELWRU�[see Warnings and Precautions (5.12) and Drug Interactions 
(7.2)]�� 
� 

� �� 
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&RQFRPLWDQW�6WURQJ�&<3�$��,QGXFHUV��7KH�XVH�RI�FRQFRPLWDQW�VWURQJ�&<3�$��LQGXFHUV�VKRXOG�EH� 
DYRLGHG��H�J��GH[DPHWKDVRQH��SKHQ\WRLQ��FDUEDPD]HSLQH��ULIDPSLQ��ULIDEXWLQ��ULIDPSDFLQ��SKHQREDUELWDO���,I� 
SDWLHQWV�PXVW�EH�FR�DGPLQLVWHUHG�D�VWURQJ�&<3�$��LQGXFHU��EDVHG�RQ�SKDUPDFRNLQHWLF�VWXGLHV��D�725,6(/� 
GRVH�LQFUHDVH�IURP����PJ�ZHHN�XS�WR����PJ�ZHHN�VKRXOG�EH�FRQVLGHUHG��7KLV�GRVH�RI�725,6(/�LV� 
SUHGLFWHG�WR�DGMXVW�WKH�$8&�WR�WKH�UDQJH�REVHUYHG�ZLWKRXW�LQGXFHUV��+RZHYHU��WKHUH�DUH�QR�FOLQLFDO�GDWD� 
ZLWK�WKLV�GRVH�DGMXVWPHQW�LQ�SDWLHQWV�UHFHLYLQJ�VWURQJ�&<3�$��LQGXFHUV��,I�WKH�VWURQJ�LQGXFHU�LV� 
GLVFRQWLQXHG�WKH�WHPVLUROLPXV�GRVH�VKRXOG�EH�UHWXUQHG�WR�WKH�GRVH�XVHG�SULRU�WR�LQLWLDWLRQ�RI�WKH�VWURQJ� 
&<3�$��LQGXFHU�[see Warnings and Precautions (5.12) and Drug Interactions (7.1)]�� 
� 
���� ,QVWUXFWLRQV�IRU�3UHSDUDWLRQ�� 

725,6(/�LV�D�F\WRWR[LF�GUXJ��)ROORZ�DSSOLFDEOH�VSHFLDO�KDQGOLQJ�DQG�GLVSRVDO�SURFHGXUHV1� 
� 
725,6(/�PXVW�EH�VWRUHG�XQGHU�UHIULJHUDWLRQ�DW���±��&�����±���)��DQG�SURWHFWHG�IURP�OLJKW��'XULQJ� 
KDQGOLQJ�DQG�SUHSDUDWLRQ�RI�DGPL[WXUHV��725,6(/�VKRXOG�EH�SURWHFWHG�IURP�H[FHVVLYH�URRP�OLJKW�DQG� 
VXQOLJKW��3DUHQWHUDO�GUXJ�SURGXFWV�VKRXOG�EH�LQVSHFWHG�YLVXDOO\�IRU�SDUWLFXODWH�PDWWHU�DQG�GLVFRORUDWLRQ� 
SULRU�WR�DGPLQLVWUDWLRQ��ZKHQHYHU�VROXWLRQ�DQG�FRQWDLQHU�SHUPLW�� 
� 
,Q�RUGHU�WR�PLQLPL]H�WKH�SDWLHQW�H[SRVXUH�WR�WKH�SODVWLFL]HU�'(+3��GL���HWK\OKH[\O�SKWKDODWH���ZKLFK�PD\� 
EH�OHDFKHG�IURP�39&�LQIXVLRQ�EDJV�RU�VHWV��WKH�ILQDO�725,6(/�GLOXWLRQ�IRU�LQIXVLRQ�VKRXOG�EH�VWRUHG�LQ� 
ERWWOHV��JODVV��SRO\SURS\OHQH��RU�SODVWLF�EDJV��SRO\SURS\OHQH��SRO\ROHILQ��DQG�DGPLQLVWHUHG�WKURXJK� 
SRO\HWK\OHQH�OLQHG�DGPLQLVWUDWLRQ�VHWV�� 
� 
725,6(/����PJ�P/�LQMHFWLRQ�PXVW�EH�GLOXWHG�ZLWK�WKH�VXSSOLHG�GLOXHQW�EHIRUH�IXUWKHU�GLOXWLRQ�LQ������ 
6RGLXP�&KORULGH�,QMHFWLRQ��863�� 
� 
3OHDVH�QRWH�WKDW�ERWK�WKH�725,6(/�LQMHFWLRQ�DQG�GLOXHQW�YLDOV�FRQWDLQ�DQ�RYHUILOO�WR�HQVXUH�WKH� 
UHFRPPHQGHG�YROXPH�FDQ�EH�ZLWKGUDZQ�� 
� 
)ROORZ�WKLV�WZR�VWHS�GLOXWLRQ�SURFHVV�LQ�DQ�DVHSWLF�PDQQHU�� 
� 
6WHS���� 
� 
',/87,21�2)�725,6(/�,1-(&7,21����0*�0/�:,7+�6833/,('�',/8(17� 

x (DFK�9LDO�RI�725,6(/��WHPVLUROLPXV��PXVW�ILUVW�EH�PL[HG�ZLWK�����P/�RI�WKH�HQFORVHG�GLOXHQW��7KH� 
UHVXOWDQW�VROXWLRQ�FRQWDLQV����PJ���P/�����PJ�P/��� 

x 0L[�ZHOO�E\�LQYHUVLRQ�RI�WKH�YLDO��$OORZ�VXIILFLHQW�WLPH�IRU�WKH�DLU�EXEEOHV�WR�VXEVLGH��7KH�VROXWLRQ� 
VKRXOG�EH�FOHDU�WR�VOLJKWO\�WXUELG��FRORUOHVV�WR�OLJKW�\HOORZ�VROXWLRQ��HVVHQWLDOO\�IUHH�IURP�YLVXDO� 
SDUWLFXODWHV�� 

7KH�FRQFHQWUDWH�GLOXHQW�PL[WXUH�LV�VWDEOH�EHORZ����&�IRU�XS�WR����KRXUV�� 
� 
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6WHS���� 
� 
',/87,21�2)�&21&(175$7(�',/8(17�0,;785(�:,7+������62',80�&+/25,'(� 
,1-(&7,21��863� 
� 
x :LWKGUDZ�SUHFLVHO\�WKH�UHTXLUHG�DPRXQW�RI�FRQFHQWUDWH�GLOXHQW�PL[WXUH�FRQWDLQLQJ�WHPVLUROLPXV� 

���PJ�P/�DV�SUHSDUHG�LQ�6WHS���IURP�WKH�YLDO��L�H�������P/�IRU�D�WHPVLUROLPXV�GRVH�RI����PJ��DQG� 
IXUWKHU�GLOXWH�LQWR�DQ�LQIXVLRQ�EDJ�FRQWDLQLQJ�����P/�RI������6RGLXP�&KORULGH�,QMHFWLRQ��863�� 

x 0L[�E\�LQYHUVLRQ�RI�WKH�EDJ�RU�ERWWOH��DYRLGLQJ�H[FHVVLYH�VKDNLQJ��DV�WKLV�PD\�FDXVH�IRDPLQJ�� 

7KH�UHVXOWLQJ�VROXWLRQ�VKRXOG�EH�LQVSHFWHG�YLVXDOO\�IRU�SDUWLFXODWH�PDWWHU�DQG�GLVFRORUDWLRQ�SULRU�WR� 
DGPLQLVWUDWLRQ��7KH�DGPL[WXUH�RI�725,6(/�LQ������6RGLXP�&KORULGH�,QMHFWLRQ��863�VKRXOG�EH�SURWHFWHG� 
IURP�H[FHVVLYH�URRP�OLJKW�DQG�VXQOLJKW�� 
� 
���� $GPLQLVWUDWLRQ� 

x	 $GPLQLVWUDWLRQ�RI�WKH�ILQDO�GLOXWHG�VROXWLRQ�VKRXOG�EH�FRPSOHWHG�ZLWKLQ�VL[�KRXUV�IURP�WKH�WLPH�WKDW� 
725,6(/�LV�ILUVW�DGGHG�WR������6ROXWLRQ�&KORULGH�,QMHFWLRQ��863�� 

x	 725,6(/�LV�DGPLQLVWHUHG�DV�DQ�LQWUDYHQRXV�LQIXVLRQ�RYHU�D�����WR����PLQXWH�SHULRG�RQFH�ZHHNO\�� 
7KH�XVH�RI�DQ�LQIXVLRQ�SXPS�LV�WKH�SUHIHUUHG�PHWKRG�RI�DGPLQLVWUDWLRQ�WR�HQVXUH�DFFXUDWH�GHOLYHU\� 
RI�WKH�SURGXFW�� 

x	 $SSURSULDWH�DGPLQLVWUDWLRQ�PDWHULDOV�VKRXOG�EH�FRPSRVHG�RI�JODVV��SRO\ROHILQ��RU�SRO\HWK\OHQH�WR� 
DYRLG�H[FHVVLYH�ORVV�RI�SURGXFW�DQG�GLHWK\OKH[\OSWKDODWH��'(+3��H[WUDFWLRQ��7KH�DGPLQLVWUDWLRQ� 
PDWHULDOV�VKRXOG�FRQVLVW�RI�QRQ�'(+3��QRQ�SRO\YLQ\OFKORULGH��39&��WXELQJ�ZLWK�DSSURSULDWH�ILOWHU�� 
,Q�WKH�FDVH�ZKHQ�D�39&�DGPLQLVWUDWLRQ�VHW�KDV�WR�EH�XVHG��LW�VKRXOG�QRW�FRQWDLQ�'(+3��$Q�LQ�OLQH� 
SRO\HWKHUVXOIRQH�ILOWHU�ZLWK�D�SRUH�VL]H�RI�QRW�JUHDWHU�WKDQ���PLFURQV�LV�UHFRPPHQGHG�IRU� 
DGPLQLVWUDWLRQ�WR�DYRLG�WKH�SRVVLELOLW\�RI�SDUWLFOHV�ELJJHU�WKDQ���PLFURQV�EHLQJ�LQIXVHG��,I�WKH� 
DGPLQLVWUDWLRQ�VHW�DYDLODEOH�GRHV�QRW�KDYH�DQ�LQ�OLQH�ILOWHU�LQFRUSRUDWHG��D�SRO\HWKHUVXOIRQH�ILOWHU� 
VKRXOG�EH�DGGHG�DW�WKH�VHW��L�H���DQ�HQG�ILOWHU��EHIRUH�WKH�DGPL[WXUH�UHDFKHV�WKH�YHLQ�RI�WKH�SDWLHQW�� 
'LIIHUHQW�HQG�ILOWHUV�FDQ�EH�XVHG��UDQJLQJ�LQ�ILOWHU�SRUH�VL]H�IURP�����PLFURQV�XS�WR���PLFURQV��7KH� 
XVH�RI�ERWK�DQ�LQ�OLQH�DQG�HQG�ILOWHU�LV�QRW�UHFRPPHQGHG�� 

x	 725,6(/��ZKHQ�GLOXWHG��FRQWDLQV�SRO\VRUEDWH�����ZKLFK�LV�NQRZQ�WR�LQFUHDVH�WKH�UDWH�RI�'(+3� 
H[WUDFWLRQ�IURP�39&��7KLV�VKRXOG�EH�FRQVLGHUHG�GXULQJ�WKH�SUHSDUDWLRQ�DQG�DGPLQLVWUDWLRQ�RI� 
725,6(/��LQFOXGLQJ�VWRUDJH�WLPH�HODSVHG�ZKHQ�LQ�GLUHFW�FRQWDFW�ZLWK�39&�IROORZLQJ�FRQVWLWXWLRQ�� 

&RPSDWLELOLWLHV�DQG�,QFRPSDWLELOLWLHV�� 
� 
8QGLOXWHG�725,6(/�LQMHFWLRQ�VKRXOG�QRW�EH�DGGHG�GLUHFWO\�WR�DTXHRXV�LQIXVLRQ�VROXWLRQV��'LUHFW�DGGLWLRQ� 
RI�725,6(/�LQMHFWLRQ�WR�DTXHRXV�VROXWLRQV�ZLOO�UHVXOW�LQ�SUHFLSLWDWLRQ�RI�GUXJ��$OZD\V�FRPELQH�725,6(/� 
LQMHFWLRQ�ZLWK�',/8(17�IRU�725,6(/�EHIRUH�DGGLQJ�WR�LQIXVLRQ�VROXWLRQV��,W�LV�UHFRPPHQGHG�WKDW� 
725,6(/�EH�DGPLQLVWHUHG�LQ������6RGLXP�&KORULGH�,QMHFWLRQ�DIWHU�FRPELQLQJ�ZLWK�GLOXHQW��7KH�VWDELOLW\� 
RI�725,6(/�LQ�RWKHU�LQIXVLRQ�VROXWLRQV�KDV�QRW�EHHQ�HYDOXDWHG��$GGLWLRQ�RI�RWKHU�GUXJV�RU�QXWULWLRQDO� 
DJHQWV�WR�DGPL[WXUHV�RI�725,6(/�LQ������6RGLXP�&KORULGH�,QMHFWLRQ�KDV�QRW�EHHQ�HYDOXDWHG�DQG�VKRXOG� 
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EH�DYRLGHG��7HPVLUROLPXV�LV�GHJUDGHG�E\�ERWK�DFLGV�DQG�EDVHV��DQG�WKXV�FRPELQDWLRQV�RI�WHPVLUROLPXV�ZLWK� 
DJHQWV�FDSDEOH�RI�PRGLI\LQJ�VROXWLRQ�S+�VKRXOG�EH�DYRLGHG�� 
�� 
�� '26$*(�)2506�$1'�675(1*7+6�� 

725,6(/���WHPVLUROLPXV��LV�VXSSOLHG�DV�D�NLW�FRQVLVWLQJ�RI�WKH�IROORZLQJ�� 
� 
725,6(/��WHPVLUROLPXV��LQMHFWLRQ�����PJ�P/���7KH�725,6(/�YLDO�FRQWDLQV�WHPVLUROLPXV�DW�D� 
FRQFHQWUDWLRQ�RI����PJ�P/��7KH�YLDO�FRQWDLQV�DQ�RYHUILOO�RI�����P/�WR�HQVXUH�WKH�DELOLW\�WR�ZLWKGUDZ�WKH� 
UHFRPPHQGHG�GRVH�� 
� 
',/8(17�IRU�725,6(/���7KH�',/8(17�YLDO�LQFOXGHV�D�GHOLYHUDEOH�YROXPH�RI�����P/��7KLV�YLDO�FRQWDLQV� 
DQ�RYHUILOO�LQ�RUGHU�WR�HQVXUH�WKDW�WKH�DSSURSULDWH�YROXPH�FDQ�EH�ZLWKGUDZQ��� 
� 
�� &2175$,1',&$7,216�� 

725,6(/�LV�FRQWUDLQGLFDWHG�LQ�SDWLHQWV�ZLWK�ELOLUXELQ�!���î8/1�[see Warnings and Precautions (5.2)]�� 
� 
�� :$51,1*6�$1'�35(&$87,216�� 

���� +\SHUVHQVLWLYLW\�,QIXVLRQ�5HDFWLRQV�� 

+\SHUVHQVLWLYLW\�LQIXVLRQ�UHDFWLRQV��LQFOXGLQJ�EXW�QRW�OLPLWHG�WR�IOXVKLQJ��FKHVW�SDLQ��G\VSQHD��K\SRWHQVLRQ�� 
DSQHD��ORVV�RI�FRQVFLRXVQHVV��K\SHUVHQVLWLYLW\�DQG�DQDSK\OD[LV��KDYH�EHHQ�DVVRFLDWHG�ZLWK�WKH� 
DGPLQLVWUDWLRQ�RI�WHPVLUROLPXV��7KHVH�UHDFWLRQV�FDQ�RFFXU�YHU\�HDUO\�LQ�WKH�ILUVW�LQIXVLRQ��EXW�PD\�DOVR� 
RFFXU�ZLWK�VXEVHTXHQW�LQIXVLRQV��3DWLHQWV�VKRXOG�EH�PRQLWRUHG�WKURXJKRXW�WKH�LQIXVLRQ�DQG�DSSURSULDWH� 
VXSSRUWLYH�FDUH�VKRXOG�EH�DYDLODEOH��7HPVLUROLPXV�LQIXVLRQ�VKRXOG�EH�LQWHUUXSWHG�LQ�DOO�SDWLHQWV�ZLWK�VHYHUH� 
LQIXVLRQ�UHDFWLRQV�DQG�DSSURSULDWH�PHGLFDO�WKHUDS\�DGPLQLVWHUHG�� 
� 
725,6(/�VKRXOG�EH�XVHG�ZLWK�FDXWLRQ�LQ�SHUVRQV�ZLWK�NQRZQ�K\SHUVHQVLWLYLW\�WR�WHPVLUROLPXV�RU�LWV� 
PHWDEROLWHV��LQFOXGLQJ�VLUROLPXV���SRO\VRUEDWH�����RU�WR�DQ\�RWKHU�FRPSRQHQW��LQFOXGLQJ�WKH�H[FLSLHQWV��RI� 
725,6(/�� 
� 
$Q�+��DQWLKLVWDPLQH�VKRXOG�EH�DGPLQLVWHUHG�WR�SDWLHQWV�EHIRUH�WKH�VWDUW�RI�WKH�LQWUDYHQRXV�WHPVLUROLPXV� 
LQIXVLRQ��725,6(/�VKRXOG�EH�XVHG�ZLWK�FDXWLRQ�LQ�SDWLHQWV�ZLWK�NQRZQ�K\SHUVHQVLWLYLW\�WR�DQ� 
DQWLKLVWDPLQH��RU�SDWLHQWV�ZKR�FDQQRW�UHFHLYH�DQ�DQWLKLVWDPLQH�IRU�RWKHU�PHGLFDO�UHDVRQV�� 
� 
,I�D�SDWLHQW�GHYHORSV�D�K\SHUVHQVLWLYLW\�UHDFWLRQ�GXULQJ�WKH�725,6(/�LQIXVLRQ��WKH�LQIXVLRQ�VKRXOG�EH� 
VWRSSHG�DQG�WKH�SDWLHQW�VKRXOG�EH�REVHUYHG�IRU�DW�OHDVW����WR����PLQXWHV��GHSHQGLQJ�RQ�WKH�VHYHULW\�RI�WKH� 
UHDFWLRQ���$W�WKH�GLVFUHWLRQ�RI�WKH�SK\VLFLDQ��WUHDWPHQW�PD\�EH�UHVXPHG�ZLWK�WKH�DGPLQLVWUDWLRQ�RI�DQ�+�� 
UHFHSWRU�DQWDJRQLVW��VXFK�DV�GLSKHQK\GUDPLQH���LI�QRW�SUHYLRXVO\�DGPLQLVWHUHG�[see Dosage and 
Administration (2.2)]��DQG�RU�DQ�+��UHFHSWRU�DQWDJRQLVW��VXFK�DV�LQWUDYHQRXV�IDPRWLGLQH����PJ�RU� 
LQWUDYHQRXV�UDQLWLGLQH����PJ��DSSUR[LPDWHO\����PLQXWHV�EHIRUH�UHVWDUWLQJ�WKH�725,6(/�LQIXVLRQ��7KH� 
LQIXVLRQ�PD\�WKHQ�EH�UHVXPHG�DW�D�VORZHU�UDWH��XS�WR����PLQXWHV��� 
� 
$�EHQHILW�ULVN�DVVHVVPHQW�VKRXOG�EH�GRQH�SULRU�WR�WKH�FRQWLQXDWLRQ�RI�WHPVLUROLPXV�WKHUDS\�LQ�SDWLHQWV�ZLWK� 
VHYHUH�RU�OLIH�WKUHDWHQLQJ�UHDFWLRQV��� 
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� 
���� +HSDWLF�,PSDLUPHQW� 

7KH�VDIHW\�DQG�SKDUPDFRNLQHWLFV�RI�725,6(/�ZHUH�HYDOXDWHG�LQ�D�GRVH�HVFDODWLRQ�SKDVH���VWXG\�LQ����� 
SDWLHQWV�ZLWK�QRUPDO�RU�YDU\LQJ�GHJUHHV�RI�KHSDWLF�LPSDLUPHQW��3DWLHQWV�ZLWK�EDVHOLQH�ELOLUXELQ�!���î8/1� 
H[SHULHQFHG�JUHDWHU�WR[LFLW\�WKDQ�SDWLHQWV�ZLWK�EDVHOLQH�ELOLUXELQ�����î8/1�ZKHQ�WUHDWHG�ZLWK�725,6(/�� 
7KH�RYHUDOO�IUHTXHQF\�RI���JUDGH���DGYHUVH�UHDFWLRQV�DQG�GHDWKV��LQFOXGLQJ�GHDWKV�GXH�WR�SURJUHVVLYH� 
GLVHDVH��ZHUH�JUHDWHU�LQ�SDWLHQWV�ZLWK�EDVHOLQH�ELOLUXELQ�!���î8/1�GXH�WR�LQFUHDVHG�ULVN�RI�GHDWK�[see 
Contraindications (4)]�� 
� 
8VH�FDXWLRQ�ZKHQ�WUHDWLQJ�SDWLHQWV�ZLWK�PLOG�KHSDWLF�LPSDLUPHQW��&RQFHQWUDWLRQV�RI�WHPVLUROLPXV�DQG�LWV� 
PHWDEROLWH�VLUROLPXV�ZHUH�LQFUHDVHG�LQ�SDWLHQWV�ZLWK�HOHYDWHG�$67�RU�ELOLUXELQ�OHYHOV��,I�725,6(/�PXVW�EH� 
JLYHQ�LQ�SDWLHQWV�ZLWK�PLOG�KHSDWLF�LPSDLUPHQW��ELOLUXELQ�!��±����î8/1�RU�$67�!8/1�EXW�ELOLUXELQ� 
�8/1���UHGXFH�WKH�GRVH�RI�725,6(/�WR����PJ�ZHHN�[see Dosage and Administration (2.4)]�� 
� 
���� +\SHUJO\FHPLD�*OXFRVH�,QWROHUDQFH�� 

7KH�XVH�RI�725,6(/�LV�OLNHO\�WR�UHVXOW�LQ�LQFUHDVHV�LQ�VHUXP�JOXFRVH��,Q�WKH�SKDVH���WULDO������RI�SDWLHQWV� 
UHFHLYLQJ�725,6(/�KDG�DW�OHDVW�RQH�HOHYDWHG�VHUXP�JOXFRVH�ZKLOH�RQ�WUHDWPHQW��DQG�����RI�SDWLHQWV� 
UHSRUWHG�K\SHUJO\FHPLD�DV�DQ�DGYHUVH�HYHQW��7KLV�PD\�UHVXOW�LQ�WKH�QHHG�IRU�DQ�LQFUHDVH�LQ�WKH�GRVH�RI��RU� 
LQLWLDWLRQ�RI��LQVXOLQ�DQG�RU�RUDO�K\SRJO\FHPLF�DJHQW�WKHUDS\��6HUXP�JOXFRVH�VKRXOG�EH�WHVWHG�EHIRUH�DQG� 
GXULQJ�WUHDWPHQW�ZLWK�725,6(/��3DWLHQWV�VKRXOG�EH�DGYLVHG�WR�UHSRUW�H[FHVVLYH�WKLUVW�RU�DQ\�LQFUHDVH�LQ�WKH� 
YROXPH�RU�IUHTXHQF\�RI�XULQDWLRQ�� 
� 
���� ,QIHFWLRQV�� 

7KH�XVH�RI�725,6(/�PD\�UHVXOW�LQ�LPPXQRVXSSUHVVLRQ��3DWLHQWV�VKRXOG�EH�FDUHIXOO\�REVHUYHG�IRU�WKH� 
RFFXUUHQFH�RI�LQIHFWLRQV��LQFOXGLQJ�RSSRUWXQLVWLF�LQIHFWLRQV�[see Adverse Reactions (6.1)]�� 
� 
3QHXPRF\VWLV�MLURYHFL�SQHXPRQLD��3-3���LQFOXGLQJ�IDWDOLWLHV��KDV�EHHQ�UHSRUWHG�LQ�SDWLHQWV�ZKR�UHFHLYHG� 
WHPVLUROLPXV��7KLV�PD\�EH�DVVRFLDWHG�ZLWK�FRQFRPLWDQW�XVH�RI�FRUWLFRVWHURLGV�RU�RWKHU�LPPXQRVXSSUHVVLYH� 
DJHQWV��3URSK\OD[LV�RI�3-3�VKRXOG�EH�FRQVLGHUHG�ZKHQ�FRQFRPLWDQW�XVH�RI�FRUWLFRVWHURLGV�RU�RWKHU� 
LPPXQRVXSSUHVVLYH�DJHQWV�DUH�UHTXLUHG��� 
� 
���� ,QWHUVWLWLDO�/XQJ�'LVHDVH�� 

&DVHV�RI�LQWHUVWLWLDO�OXQJ�GLVHDVH��VRPH�UHVXOWLQJ�LQ�GHDWK��RFFXUUHG�LQ�SDWLHQWV�ZKR�UHFHLYHG�725,6(/�� 
6RPH�SDWLHQWV�ZHUH�DV\PSWRPDWLF��RU�KDG�PLQLPDO�V\PSWRPV��ZLWK�LQILOWUDWHV�GHWHFWHG�RQ�FRPSXWHG� 
WRPRJUDSK\�VFDQ�RU�FKHVW�UDGLRJUDSK��2WKHUV�SUHVHQWHG�ZLWK�V\PSWRPV�VXFK�DV�G\VSQHD��FRXJK��K\SR[LD�� 
DQG�IHYHU��6RPH�SDWLHQWV�UHTXLUHG�GLVFRQWLQXDWLRQ�RI�725,6(/�DQG�RU�WUHDWPHQW�ZLWK�FRUWLFRVWHURLGV� 
DQG�RU�DQWLELRWLFV��ZKLOH�VRPH�SDWLHQWV�FRQWLQXHG�WUHDWPHQW�ZLWKRXW�DGGLWLRQDO�LQWHUYHQWLRQ��3DWLHQWV�VKRXOG� 
EH�DGYLVHG�WR�UHSRUW�SURPSWO\�DQ\�QHZ�RU�ZRUVHQLQJ�UHVSLUDWRU\�V\PSWRPV�� 
� 
,W�LV�UHFRPPHQGHG�WKDW�SDWLHQWV�XQGHUJR�EDVHOLQH�UDGLRJUDSKLF�DVVHVVPHQW�E\�OXQJ�FRPSXWHG�WRPRJUDSK\� 
VFDQ�RU�FKHVW�UDGLRJUDSK�SULRU�WR�WKH�LQLWLDWLRQ�RI�725,6(/�WKHUDS\��)ROORZ�VXFK�DVVHVVPHQWV�SHULRGLFDOO\�� 
HYHQ�LQ�WKH�DEVHQFH�RI�FOLQLFDO�UHVSLUDWRU\�V\PSWRPV�� 
� 

� �� 

Reference ID: 4238713 



,W�LV�UHFRPPHQGHG�WKDW�SDWLHQWV�EH�IROORZHG�FORVHO\�IRU�RFFXUUHQFH�RI�FOLQLFDO�UHVSLUDWRU\�V\PSWRPV��,I� 
FOLQLFDOO\�VLJQLILFDQW�UHVSLUDWRU\�V\PSWRPV�GHYHORS��FRQVLGHU�ZLWKKROGLQJ�725,6(/�DGPLQLVWUDWLRQ�XQWLO� 
DIWHU�UHFRYHU\�RI�V\PSWRPV�DQG�LPSURYHPHQW�RI�UDGLRJUDSKLF�ILQGLQJV�UHODWHG�WR�SQHXPRQLWLV��(PSLULF� 
WUHDWPHQW�ZLWK�FRUWLFRVWHURLGV�DQG�RU�DQWLELRWLFV�PD\�EH�FRQVLGHUHG��2SSRUWXQLVWLF�LQIHFWLRQV�VXFK�DV�3-3� 
VKRXOG�EH�FRQVLGHUHG�LQ�WKH�GLIIHUHQWLDO�GLDJQRVLV��)RU�SDWLHQWV�ZKR�UHTXLUH�XVH�RI�FRUWLFRVWHURLGV�� 
SURSK\OD[LV�RI�3-3�PD\�EH�FRQVLGHUHG�� 
� 
���� +\SHUOLSLGHPLD� 

7KH�XVH�RI�725,6(/�LV�OLNHO\�WR�UHVXOW�LQ�LQFUHDVHV�LQ�VHUXP�WULJO\FHULGHV�DQG�FKROHVWHURO��,Q�WKH�SKDVH��� 
WULDO������RI�SDWLHQWV�UHFHLYLQJ�725,6(/�KDG�DW�OHDVW�RQH�HOHYDWHG�VHUXP�FKROHVWHURO�YDOXH�DQG�����KDG�DW� 
OHDVW�RQH�HOHYDWHG�VHUXP�WULJO\FHULGH�YDOXH��7KLV�PD\�UHTXLUH�LQLWLDWLRQ��RU�LQFUHDVH�LQ�WKH�GRVH��RI�OLSLG� 
ORZHULQJ�DJHQWV��6HUXP�FKROHVWHURO�DQG�WULJO\FHULGHV�VKRXOG�EH�WHVWHG�EHIRUH�DQG�GXULQJ�WUHDWPHQW�ZLWK� 
725,6(/�� 
� 
���� %RZHO�3HUIRUDWLRQ� 

&DVHV�RI�IDWDO�ERZHO�SHUIRUDWLRQ�RFFXUUHG�LQ�SDWLHQWV�ZKR�UHFHLYHG�725,6(/��7KHVH�SDWLHQWV�SUHVHQWHG� 
ZLWK�IHYHU��DEGRPLQDO�SDLQ��PHWDEROLF�DFLGRVLV��EORRG\�VWRROV��GLDUUKHD��DQG�RU�DFXWH�DEGRPHQ��3DWLHQWV� 
VKRXOG�EH�DGYLVHG�WR�UHSRUW�SURPSWO\�DQ\�QHZ�RU�ZRUVHQLQJ�DEGRPLQDO�SDLQ�RU�EORRG�LQ�WKHLU�VWRROV�� 
� 
���� 5HQDO�)DLOXUH�� 

&DVHV�RI�UDSLGO\�SURJUHVVLYH�DQG�VRPHWLPHV�IDWDO�DFXWH�UHQDO�IDLOXUH�QRW�FOHDUO\�UHODWHG�WR�GLVHDVH� 
SURJUHVVLRQ�RFFXUUHG�LQ�SDWLHQWV�ZKR�UHFHLYHG�725,6(/��6RPH�RI�WKHVH�FDVHV�ZHUH�QRW�UHVSRQVLYH�WR� 
GLDO\VLV�� 
� 
���� :RXQG�+HDOLQJ�&RPSOLFDWLRQV�� 

8VH�RI�725,6(/�KDV�EHHQ�DVVRFLDWHG�ZLWK�DEQRUPDO�ZRXQG�KHDOLQJ��7KHUHIRUH��FDXWLRQ�VKRXOG�EH� 
H[HUFLVHG�ZLWK�WKH�XVH�RI�725,6(/�LQ�WKH�SHULRSHUDWLYH�SHULRG�� 
� 
����� ,QWUDFHUHEUDO�+HPRUUKDJH�� 

3DWLHQWV�ZLWK�FHQWUDO�QHUYRXV�V\VWHP�WXPRUV��SULPDU\�&16�WXPRU�RU�PHWDVWDVHV��DQG�RU�UHFHLYLQJ� 
DQWLFRDJXODWLRQ�WKHUDS\�PD\�EH�DW�DQ�LQFUHDVHG�ULVN�RI�GHYHORSLQJ�LQWUDFHUHEUDO�EOHHGLQJ��LQFOXGLQJ�IDWDO� 
RXWFRPHV��ZKLOH�UHFHLYLQJ�725,6(/�� 
� 
����� 3URWHLQXULD�DQG�1HSKURWLF�V\QGURPH� 

3URWHLQXULD��LQFOXGLQJ�FDVHV�RI�QHSKURWLF�V\QGURPH��KDV�RFFXUUHG�LQ�SDWLHQWV�WUHDWHG�ZLWK�725,6(/�� 
0RQLWRU�XULQH�SURWHLQ�SULRU�WR�WKH�VWDUW�RI�725,6(/�WKHUDS\�DQG�SHULRGLFDOO\�WKHUHDIWHU��'LVFRQWLQXH� 
725,6(/�LQ�SDWLHQWV�ZKR�GHYHORS�QHSKURWLF�V\QGURPH��� 
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����� &R�DGPLQLVWUDWLRQ�ZLWK�,QGXFHUV�RU�,QKLELWRUV�RI�&<3�$�0HWDEROLVP� 

$JHQWV�,QGXFLQJ�&<3�$�0HWDEROLVP�� 
� 
6WURQJ�LQGXFHUV�RI�&<3�$����VXFK�DV�GH[DPHWKDVRQH��FDUEDPD]HSLQH��SKHQ\WRLQ��SKHQREDUELWDO��ULIDPSLQ�� 
ULIDEXWLQ��DQG�ULIDPSDFLQ�PD\�GHFUHDVH�H[SRVXUH�RI�WKH�DFWLYH�PHWDEROLWH��VLUROLPXV��,I�DOWHUQDWLYH�WUHDWPHQW� 
FDQQRW�EH�DGPLQLVWHUHG��D�GRVH�DGMXVWPHQW�VKRXOG�EH�FRQVLGHUHG��6W��-RKQ¶V�:RUW�PD\�GHFUHDVH�725,6(/� 
SODVPD�FRQFHQWUDWLRQV�XQSUHGLFWDEO\��3DWLHQWV�UHFHLYLQJ�725,6(/�VKRXOG�QRW�WDNH�6W��-RKQ¶V�:RUW� 
FRQFRPLWDQWO\�[see Dosage and Administration (2.4) and Drug Interactions (7.1)]�� 
� 
$JHQWV�,QKLELWLQJ�&<3�$�0HWDEROLVP�� 
� 
6WURQJ�&<3�$��LQKLELWRUV�VXFK�DV�DWD]DQDYLU��FODULWKURP\FLQ��LQGLQDYLU��LWUDFRQD]ROH��NHWRFRQD]ROH�� 
QHID]RGRQH��QHOILQDYLU��ULWRQDYLU��VDTXLQDYLU��DQG�WHOLWKURP\FLQ�PD\�LQFUHDVH�EORRG�FRQFHQWUDWLRQV�RI�WKH� 
DFWLYH�PHWDEROLWH�VLUROLPXV��,I�DOWHUQDWLYH�WUHDWPHQWV�FDQQRW�EH�DGPLQLVWHUHG��D�GRVH�DGMXVWPHQW�VKRXOG�EH� 
FRQVLGHUHG�[see Dosage and Administration (2.4) and Drug Interactions (7.2)]�� 
� 
����� &RQFRPLWDQW�XVH�RI�725,6(/�ZLWK�VXQLWLQLE� 

7KH�FRPELQDWLRQ�RI�725,6(/�DQG�VXQLWLQLE�UHVXOWHG�LQ�GRVH�OLPLWLQJ�WR[LFLW\��'RVH�OLPLWLQJ�WR[LFLWLHV� 
�*UDGH�����HU\WKHPDWRXV�PDFXORSDSXODU�UDVK��DQG�JRXW�FHOOXOLWLV�UHTXLULQJ�KRVSLWDOL]DWLRQ��ZHUH�REVHUYHG� 
LQ�WZR�RXW�RI�WKUHH�SDWLHQWV�WUHDWHG�LQ�WKH�ILUVW�FRKRUW�RI�D�SKDVH���VWXG\�DW�GRVHV�RI�725,6(/����PJ�,9�SHU� 
ZHHN�DQG�VXQLWLQLE����PJ�RUDO�SHU�GD\��'D\V������IROORZHG�E\�D���ZHHN�UHVW��� 
� 
����� 9DFFLQDWLRQV� 

7KH�XVH�RI�OLYH�YDFFLQHV�DQG�FORVH�FRQWDFW�ZLWK�WKRVH�ZKR�KDYH�UHFHLYHG�OLYH�YDFFLQHV�VKRXOG�EH�DYRLGHG� 
GXULQJ�WUHDWPHQW�ZLWK�725,6(/��([DPSOHV�RI�OLYH�YDFFLQHV�DUH��LQWUDQDVDO�LQIOXHQ]D��PHDVOHV��PXPSV�� 
UXEHOOD��RUDO�SROLR��%&*��\HOORZ�IHYHU��YDULFHOOD��DQG�7<��D�W\SKRLG�YDFFLQHV�� 
� 
����� (PEU\R�)HWDO�7R[LFLW\� 

%DVHG�RQ�ILQGLQJV�LQ�DQLPDO�VWXGLHV�DQG�LWV�PHFKDQLVP�RI�DFWLRQ��725,6(/�FDQ�FDXVH�IHWDO�KDUP�ZKHQ� 
DGPLQLVWHUHG�WR�D�SUHJQDQW�ZRPDQ��,Q�DQLPDO�UHSURGXFWLRQ�VWXGLHV��GDLO\�RUDO�DGPLQLVWUDWLRQ�RI� 
WHPVLUROLPXV�WR�SUHJQDQW�DQLPDOV�GXULQJ�RUJDQRJHQHVLV�FDXVHG�DGYHUVH�HPEU\R�IHWDO�HIIHFWV�LQ�UDWV�DQG� 
UDEELWV�DW�DSSUR[LPDWHO\������DQG������WLPHV�WKH�$8&�LQ�SDWLHQWV�DW�WKH�UHFRPPHQGHG�KXPDQ�GRVH�� 
UHVSHFWLYHO\��$GYLVH�SUHJQDQW�ZRPHQ�DQG�IHPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO�RI�WKH�SRWHQWLDO�ULVN�WR�D�IHWXV�� 
$GYLVH�IHPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO�WR�XVH�HIIHFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW�ZLWK�725,6(/� 
DQG�IRU���PRQWKV�DIWHU�WKH�ODVW�GRVH��$GYLVH�PDOHV�ZLWK�IHPDOH�SDUWQHUV�RI�UHSURGXFWLYH�SRWHQWLDO�WR�XVH� 
HIIHFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW�ZLWK�725,6(/�DQG�IRU���PRQWKV�DIWHU�WKH�ODVW�GRVH�[see Clinical 
Pharmacology (12.1) and Use in Specific Populations (8.1, 8.3)]. 
� 
����� (OGHUO\�3DWLHQWV� 

%DVHG�RQ�WKH�UHVXOWV�RI�D�SKDVH���VWXG\��HOGHUO\�SDWLHQWV�PD\�EH�PRUH�OLNHO\�WR�H[SHULHQFH�FHUWDLQ�DGYHUVH� 
UHDFWLRQV�LQFOXGLQJ�GLDUUKHD��HGHPD��DQG�SQHXPRQLD�[see Use in Specific Populations (8.5)].� 
� 

� �� 
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�� $'9(56(�5($&7,216�� 

7KH�IROORZLQJ�VHULRXV�DGYHUVH�UHDFWLRQV�KDYH�EHHQ�DVVRFLDWHG�ZLWK�725,6(/�LQ�FOLQLFDO�WULDOV�DQG�DUH� 
GLVFXVVHG�LQ�JUHDWHU�GHWDLO�LQ�RWKHU�VHFWLRQV�RI�WKH�ODEHO�[see Warnings and Precautions (5)]�� 
� 
x +\SHUVHQVLWLYLW\�,QIXVLRQ�5HDFWLRQV�[see Warnings and Precautions (5.1)]�� 
x +HSDWLF�,PSDLUPHQW�[see Warnings and Precautions (5.2)]� 
x +\SHUJO\FHPLD�*OXFRVH�,QWROHUDQFH�[see Warnings and Precautions (5.3)]� 
x ,QIHFWLRQV�[see Warnings and Precautions (5.4)]� 
x ,QWHUVWLWLDO�/XQJ�'LVHDVH�[see Warnings and Precautions (5.5)]�� 
x +\SHUOLSLGHPLD�[see Warnings and Precautions (5.6)]�� 
x %RZHO�3HUIRUDWLRQ�[see Warnings and Precautions (5.7)]�� 
x 5HQDO�)DLOXUH�[see Warnings and Precautions (5.8)] 
x :RXQG�+HDOLQJ�&RPSOLFDWLRQV�[see Warnings and Precautions (5.9)] 
x ,QWUDFHUHEUDO�+HPRUUKDJH�[see Warnings and Precautions (5.10)]� 

� 
7KH�PRVW�FRPPRQ��������DGYHUVH�UHDFWLRQV�REVHUYHG�ZLWK�725,6(/�DUH�UDVK��DVWKHQLD��PXFRVLWLV�� 
QDXVHD��HGHPD��DQG�DQRUH[LD��7KH�PRVW�FRPPRQ��������ODERUDWRU\�DEQRUPDOLWLHV�REVHUYHG�ZLWK�725,6(/� 
DUH�DQHPLD��K\SHUJO\FHPLD��K\SHUOLSLGHPLD��K\SHUWULJO\FHULGHPLD��O\PSKRSHQLD��HOHYDWHG�DONDOLQH� 
SKRVSKDWDVH��HOHYDWHG�VHUXP�FUHDWLQLQH��K\SRSKRVSKDWHPLD��WKURPERF\WRSHQLD��HOHYDWHG�$67��DQG� 
OHXNRSHQLD�� 
� 
���� &OLQLFDO�7ULDOV�([SHULHQFH�� 

%HFDXVH�FOLQLFDO�WULDOV�DUH�FRQGXFWHG�XQGHU�ZLGHO\�YDU\LQJ�FRQGLWLRQV��WKH�DGYHUVH�UHDFWLRQ�UDWHV�REVHUYHG� 
FDQQRW�EH�GLUHFWO\�FRPSDUHG�WR�UDWHV�LQ�RWKHU�WULDOV�DQG�PD\�QRW�UHIOHFW�WKH�UDWHV�REVHUYHG�LQ�FOLQLFDO� 
SUDFWLFH�� 
� 
,Q�WKH�SKDVH���UDQGRPL]HG��RSHQ�ODEHO�VWXG\�RI�LQWHUIHURQ�DOID��,)1�Į��DORQH��725,6(/�DORQH��DQG� 
725,6(/�DQG�,)1�Į��D�WRWDO�RI�����SDWLHQWV�ZHUH�WUHDWHG��7ZR�KXQGUHG�SDWLHQWV�UHFHLYHG�,)1�Į�ZHHNO\�� 
����UHFHLYHG�725,6(/����PJ�ZHHNO\��DQG�����SDWLHQWV�UHFHLYHG�D�FRPELQDWLRQ�RI�725,6(/�DQG�,)1�Į� 
ZHHNO\�[see Clinical Studies (14)]�� 
� 
7UHDWPHQW�ZLWK�WKH�FRPELQDWLRQ�RI�725,6(/����PJ�DQG�,)1�Į�ZDV�DVVRFLDWHG�ZLWK�DQ�LQFUHDVHG�LQFLGHQFH� 
RI�PXOWLSOH�DGYHUVH�UHDFWLRQV�DQG�GLG�QRW�UHVXOW�LQ�D�VLJQLILFDQW�LQFUHDVH�LQ�RYHUDOO�VXUYLYDO�ZKHQ�FRPSDUHG� 
ZLWK�,)1�Į�DORQH�� 
� 
7DEOH���VKRZV�WKH�SHUFHQWDJH�RI�SDWLHQWV�H[SHULHQFLQJ�WUHDWPHQW�HPHUJHQW�DGYHUVH�UHDFWLRQV��5HDFWLRQV� 
UHSRUWHG�LQ�DW�OHDVW�����RI�SDWLHQWV�ZKR�UHFHLYHG�725,6(/����PJ�DORQH�RU�,)1�Į�DORQH�DUH�OLVWHG��7DEOH��� 
VKRZV�WKH�SHUFHQWDJH�RI�SDWLHQWV�H[SHULHQFLQJ�VHOHFWHG�ODERUDWRU\�DEQRUPDOLWLHV��'DWD�IRU�WKH�VDPH�DGYHUVH� 
UHDFWLRQV�DQG�ODERUDWRU\�DEQRUPDOLWLHV�LQ�WKH�,)1�Į�DORQH�DUP�DUH�VKRZQ�IRU�FRPSDULVRQ�� 
� 

� ��
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7DEOH���±�$GYHUVH�5HDFWLRQV�5HSRUWHG�LQ�DW�/HDVW�����RI�3DWLHQWV�:KR�5HFHLYHG����PJ�,9�725,6(/�RU�,)1� 
Į�LQ�WKH�5DQGRPL]HG�7ULDO� 

$GYHUVH�5HDFWLRQ�� 

725,6(/� 
���PJ� 
Q� ������ 

,)1�Į� 
� 

Q� ������ 
$OO� 

*UDGHV�� 
Q������ 

*UDGHV� 
�	��� 
Q������ 

$OO� 
*UDGHV�� 
Q������ 

*UDGHV� 
�	��� 
Q������ 

*HQHUDO�GLVRUGHUV�� � � � 
�����$VWKHQLD� ��������� �������� ��������� �������� 
�����(GHPDD�� �������� ������ �������� ������ 
�����3DLQ� �������� ������� �������� ������ 
�����3\UH[LD� �������� ������ �������� ������ 
�����:HLJKW�/RVV� �������� ������ �������� ������ 
�����+HDGDFKH� �������� ������ �������� ������ 
�����&KHVW�3DLQ� �������� ������ ������� ������ 
�����&KLOOV� ������� ������ �������� ������ 
*DVWURLQWHVWLQDO�GLVRUGHUV�� � � � � 
�����0XFRVLWLVE�� �������� ������ �������� ������ 
�����$QRUH[LD� �������� ������ �������� ������ 
�����1DXVHD� �������� ������ �������� ������ 
�����'LDUUKHD� �������� ������ �������� ������ 
�����$EGRPLQDO�3DLQ� �������� ������ �������� ������ 
�����&RQVWLSDWLRQ� �������� ������ �������� ������ 
�����9RPLWLQJ� �������� ������ �������� ������ 
,QIHFWLRQV�� 
�����,QIHFWLRQVF�� �������� ������ �������� ������ 
�����8ULQDU\�WUDFW�LQIHFWLRQG�� �������� ������ �������� ������ 
�����3KDU\QJLWLV� �������� ������ ������ ������ 
�����5KLQLWLV� �������� ������ ������ ������ 
0XVFXORVNHOHWDO�DQG�FRQQHFWLYH�WLVVXH�GLVRUGHUV�� � � � � 
�����%DFN�3DLQ� �������� ������ �������� ������ 
�����$UWKUDOJLD� �������� ������ �������� ������ 
�����0\DOJLD� ������� ������ �������� ������ 
5HVSLUDWRU\��WKRUDFLF�DQG�PHGLDVWLQDO�GLVRUGHUV�� 
�����'\VSQHD� 
�����&RXJK� 
�����(SLVWD[LV� 

�������� 
�������� 
�������� 

������� 
������ 
������ 

�������� 
�������� 
������ 

������� 
������ 
������ 

6NLQ�DQG�VXEFXWDQHRXV�WLVVXH�GLVRUGHUV�� 
�����5DVKH�� �������� ������� ������� ������ 
�����3UXULWXV� �������� ������ ������� ������ 
�����1DLO�'LVRUGHU� �������� ������ ������ ������ 
�����'U\�6NLQ� �������� ������ ������� ������ 
�����$FQH� �������� ������ ������ ������ 
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7DEOH���±�$GYHUVH�5HDFWLRQV�5HSRUWHG�LQ�DW�/HDVW�����RI�3DWLHQWV�:KR�5HFHLYHG����PJ�,9�725,6(/�RU�,)1� 
Į�LQ�WKH�5DQGRPL]HG�7ULDO� 

$GYHUVH�5HDFWLRQ�� 

725,6(/� 
���PJ� 
Q� ������ 

,)1�Į� 
� 

Q� ������ 
1HUYRXV�V\VWHP�GLVRUGHUV�� 
�����'\VJHXVLDI�� 
�����,QVRPQLD� 
�����'HSUHVVLRQ� 

�������� 
�������� 
������ 

������ 
������ 
������ 

������� 
�������� 
�������� 

������ 
������ 
������ 

�&RPPRQ�7R[LFLW\�&ULWHULD�IRU�$GYHUVH�(YHQWV��&7&$(���9HUVLRQ������
D�,QFOXGHV�HGHPD��IDFLDO�HGHPD��DQG�SHULSKHUDO�HGHPD� 
E�,QFOXGHV�DSKWKRXV�VWRPDWLWLV��JORVVLWLV��PRXWK�XOFHUDWLRQ��PXFRVLWLV��DQG�VWRPDWLWLV� 
F�,QFOXGHV�LQIHFWLRQV�QRW�RWKHUZLVH�VSHFLILHG��126��DQG�WKH�IROORZLQJ�LQIHFWLRQV�WKDW�RFFXUUHG�LQIUHTXHQWO\�DV�GLVWLQFW� 
HQWLWLHV��DEVFHVV��EURQFKLWLV��FHOOXOLWLV��KHUSHV�VLPSOH[��DQG�KHUSHV�]RVWHU� 
G�,QFOXGHV�F\VWLWLV��G\VXULD��KHPDWXULD��XULQDU\�IUHTXHQF\��DQG�XULQDU\�WUDFW�LQIHFWLRQ� 
H�,QFOXGHV�HF]HPD��H[IROLDWLYH�GHUPDWLWLV��PDFXORSDSXODU�UDVK��SUXULWLF�UDVK��SXVWXODU�UDVK��UDVK��126���DQG� 
YHVLFXOREXOORXV�UDVK� 
I�,QFOXGHV�WDVWH�ORVV�DQG�WDVWH�SHUYHUVLRQ� 
� 
7KH�IROORZLQJ�VHOHFWHG�DGYHUVH�UHDFWLRQV�ZHUH�UHSRUWHG�OHVV�IUHTXHQWO\��������� 
� 
*DVWURLQWHVWLQDO�'LVRUGHUV�±�*DVWURLQWHVWLQDO�KHPRUUKDJH�������UHFWDO�KHPRUUKDJH��������� 
� 
(\H�'LVRUGHUV�±�&RQMXQFWLYLWLV��LQFOXGLQJ�ODFULPDWLRQ�GLVRUGHU�������� 
� 
,PPXQH�6\VWHP�±�$QJLRQHXURWLF�HGHPD�W\SH�UHDFWLRQV��LQFOXGLQJ�GHOD\HG�UHDFWLRQV�RFFXUULQJ�WZR�PRQWKV� 
IROORZLQJ�LQLWLDWLRQ�RI�WKHUDS\��KDYH�EHHQ�REVHUYHG�LQ�VRPH�SDWLHQWV�ZKR�UHFHLYHG�725,6(/�DQG�$&(� 
LQKLELWRUV�FRQFRPLWDQWO\��� 
� 
,QIHFWLRQV�±�3QHXPRQLD�������XSSHU�UHVSLUDWRU\�WUDFW�LQIHFWLRQ�������ZRXQG�LQIHFWLRQ�SRVW�RSHUDWLYH� 
ZRXQG�LQIHFWLRQ�������VHSVLV������� 
� 
*HQHUDO�'LVRUGHUV�DQG�$GPLQLVWUDWLRQ�6LWH�&RQGLWLRQV���'LDEHWHV�PHOOLWXV������� 
� 
5HVSLUDWRU\��7KRUDFLF�DQG�0HGLDVWLQDO�'LVRUGHUV�±�3OHXUDO�HIIXVLRQ������� 
� 
9DVFXODU�±�+\SHUWHQVLRQ�������YHQRXV�WKURPERHPEROLVP��LQFOXGLQJ�GHHS�YHLQ�WKURPERVLV�DQG�SXOPRQDU\� 
HPEROXV�>LQFOXGLQJ�IDWDO�RXWFRPHV@��������WKURPERSKOHELWLV�������SHULFDUGLDO�HIIXVLRQ�������� 
� 
1HUYRXV�6\VWHP�'LVRUGHUV�±�&RQYXOVLRQ������� 
� 

� ���
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7DEOH���±�,QFLGHQFH�RI�6HOHFWHG�/DERUDWRU\�$EQRUPDOLWLHV�LQ�3DWLHQWV�:KR�5HFHLYHG����PJ�,9�725,6(/�RU� 
,)1�Į�LQ�WKH�5DQGRPL]HG�7ULDO� 

/DERUDWRU\�$EQRUPDOLW\� 

725,6(/� 
���PJ� 
Q� ����� 

,)1�Į� 
� 

Q� ����� 
$OO� 

*UDGHV� 
Q����� 

*UDGHV�� 
�	�� 
Q����� 

$OO� 
*UDGHV� 
Q����� 

*UDGHV�� 
�	�� 
Q����� 

� 
$Q\� 

� 
���������� 

� 
��������� 

� 
��������� 

� 
��������� 

+HPDWRORJ\�� 
����������+HPRJORELQ�'HFUHDVHG� 
����������/\PSKRF\WHV�'HFUHDVHG� 
����������1HXWURSKLOV�'HFUHDVHG� 
����������3ODWHOHWV�'HFUHDVHG� 
����������/HXNRF\WHV�'HFUHDVHG� 

� 
��������� 
��������� 
�������� 
�������� 
�������� 

� 
�������� 
�������� 
������� 
������ 
������ 

� 
��������� 
��������� 
�������� 
�������� 
�������� 

� 
�������� 
�������� 
�������� 
������ 
������� 

&KHPLVWU\� 
����������$ONDOLQH�3KRVSKDWDVH�,QFUHDVHG� ��������� ������ ��������� ������� 
����������$67�,QFUHDVHG� �������� ������ ��������� ������� 
����������&UHDWLQLQH�,QFUHDVHG� ��������� ������ �������� ������ 
����������*OXFRVH�,QFUHDVHG� ��������� �������� ��������� ������ 
����������3KRVSKRUXV�'HFUHDVHG� ��������� �������� �������� ������� 
����������7RWDO�%LOLUXELQ�,QFUHDVHG� ������� ������ �������� ������ 
����������7RWDO�&KROHVWHURO�,QFUHDVHG� ��������� ������ �������� ������ 
����������7ULJO\FHULGHV�,QFUHDVHG� ��������� �������� ��������� �������� 
����������3RWDVVLXP�'HFUHDVHG� �������� ������� ������� ������ 
1&,�&7&�YHUVLRQ������ 
*UDGH���WR[LFLW\�PD\�EH�XQGHU�UHSRUWHG�IRU�O\PSKRF\WHV�DQG�QHXWURSKLOV� 
� 
���� 3RVW�PDUNHWLQJ�DQG�2WKHU�&OLQLFDO�([SHULHQFH�� 

7KH�IROORZLQJ�DGYHUVH�UHDFWLRQV�KDYH�EHHQ�LGHQWLILHG�GXULQJ�SRVW�DSSURYDO�XVH�RI�725,6(/��%HFDXVH�WKHVH� 
UHDFWLRQV�DUH�UHSRUWHG�YROXQWDULO\�IURP�D�SRSXODWLRQ�RI�XQFHUWDLQ�VL]H��LW�LV�QRW�DOZD\V�SRVVLEOH�WR�UHDGLO\� 
HVWLPDWH�WKHLU�IUHTXHQF\�RU�HVWDEOLVK�D�FDXVDO�UHODWLRQVKLS�WR�GUXJ�H[SRVXUH�� 
� 
7KH�IROORZLQJ�DGYHUVH�UHDFWLRQV�KDYH�EHHQ�REVHUYHG�LQ�SDWLHQWV�UHFHLYLQJ�WHPVLUROLPXV��DQJLRHGHPD�� 
UKDEGRP\RO\VLV��6WHYHQV�-RKQVRQ�6\QGURPH��FRPSOH[�UHJLRQDO�SDLQ�V\QGURPH��UHIOH[�V\PSDWKHWLF� 
G\VWURSK\���SDQFUHDWLWLV��FKROHF\VWLWLV��DQG�FKROHOLWKLDVLV��� 
� 
7KHUH�DUH�DOVR�SRVW�PDUNHWLQJ�UHSRUWV�RI�WHPVLUROLPXV�H[WUDYDVDWLRQV�UHVXOWLQJ�LQ�VZHOOLQJ��SDLQ��ZDUPWK�� 
DQG�HU\WKHPD��� 
� 

� ���
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�� '58*�,17(5$&7,216�� 

���� $JHQWV�,QGXFLQJ�&<3�$�0HWDEROLVP�� 

&R�DGPLQLVWUDWLRQ�RI�725,6(/�ZLWK�ULIDPSLQ��D�SRWHQW�&<3�$����LQGXFHU��KDG�QR�VLJQLILFDQW�HIIHFW�RQ� 
WHPVLUROLPXV�&PD[��PD[LPXP�FRQFHQWUDWLRQ��DQG�$8&��DUHD�XQGHU�WKH�FRQFHQWUDWLRQ�YHUVXV�WKH�WLPH�FXUYH�� 
DIWHU�LQWUDYHQRXV�DGPLQLVWUDWLRQ��EXW�GHFUHDVHG�VLUROLPXV�&PD[�E\�����DQG�$8&�E\�����FRPSDUHG�WR� 
725,6(/�WUHDWPHQW�DORQH��,I�DOWHUQDWLYH�WUHDWPHQW�FDQQRW�EH�DGPLQLVWHUHG��D�GRVH�DGMXVWPHQW�VKRXOG�EH� 
FRQVLGHUHG�[see Dosage and Administration (2.4)]�� 
� 
���� $JHQWV�,QKLELWLQJ�&<3�$�0HWDEROLVP�� 

&R�DGPLQLVWUDWLRQ�RI�725,6(/�ZLWK�NHWRFRQD]ROH��D�SRWHQW�&<3�$��LQKLELWRU��KDG�QR�VLJQLILFDQW�HIIHFW�RQ� 
WHPVLUROLPXV�&PD[�RU�$8&��KRZHYHU��VLUROLPXV�$8&�LQFUHDVHG�����IROG��DQG�&PD[�LQFUHDVHG�����IROG� 
FRPSDUHG�WR�725,6(/�DORQH��,I�DOWHUQDWLYH�WUHDWPHQW�FDQQRW�EH�DGPLQLVWHUHG��D�GRVH�DGMXVWPHQW�VKRXOG�EH� 
FRQVLGHUHG�[see Dosage and Administration (2.4)]�� 
� 
���� $QJLRHGHPD�ZLWK�$&(�LQKLELWRUV�DQG�&DOFLXP�&KDQQHO�%ORFNHUV� 

$QJLRHGHPD�KDV�EHHQ�UHSRUWHG�LQ�SDWLHQWV�WDNLQJ�PDPPDOLDQ�WDUJHW�RI�UDSDP\FLQ��P725��LQKLELWRUV�LQ� 
FRPELQDWLRQ�ZLWK�UDPLSULO�DQG�RU�DPORGLSLQH��0RQLWRU�SDWLHQWV�IRU�VLJQV�DQG�V\PSWRPV�RI�DQJLRHGHPD� 
ZKHQ�WHPVLUROLPXV�LV�JLYHQ�FRQFRPLWDQWO\�ZLWK�DQJLRWHQVLQ�FRQYHUWLQJ�HQ]\PH��$&(��LQKLELWRUV��H�J��� 
UDPLSULO��RU�FDOFLXP�FKDQQHO�EORFNHUV��&&%���H�J���DPORGLSLQH��� 
� 
�� 86(�,1�63(&,),&�3238/$7,216�� 

���� 3UHJQDQF\�� 

5LVN�6XPPDU\� 
%DVHG�RQ�ILQGLQJV�LQ�DQLPDO�VWXGLHV�DQG�LWV�PHFKDQLVP�RI�DFWLRQ��WHPVLUROLPXV�FDQ�FDXVH�IHWDO�KDUP�ZKHQ� 
DGPLQLVWHUHG�WR�D�SUHJQDQW�ZRPDQ�[see Clinical Pharmacology (12.1)]��$OWKRXJK�WKHUH�DUH�QR�GDWD�RQ�WKH� 
XVH�RI�725,6(/�LQ�SUHJQDQW�ZRPHQ��WKHUH�DUH�OLPLWHG�GDWD�RQ�WKH�XVH�RI�VLUROLPXV��WKH�DFWLYH�PHWDEROLWH�RI� 
WHPVLUROLPXV��GXULQJ�SUHJQDQF\��KRZHYHU��WKHVH�GDWD�DUH�LQVXIILFLHQW�WR�LQIRUP�D�GUXJ�DVVRFLDWHG�ULVN�RI� 
DGYHUVH�GHYHORSPHQWDO�RXWFRPHV��,Q�DQLPDO�UHSURGXFWLYH�VWXGLHV��RUDO�GDLO\�DGPLQLVWUDWLRQ�RI�WHPVLUROLPXV� 
WR�SUHJQDQW�UDWV�DQG�UDEELWV�GXULQJ�RUJDQRJHQHVLV�FDXVHG�DGYHUVH�HPEU\R�IHWDO�HIIHFWV�DW�DSSUR[LPDWHO\� 
�����DQG������WLPHV�WKH�$8&�LQ�SDWLHQWV�DW�WKH�UHFRPPHQGHG�GRVH��UHVSHFWLYHO\�(see Data)��$GYLVH� 
SUHJQDQW�ZRPHQ�RI�WKH�SRWHQWLDO�KD]DUG�WR�D�IHWXV�� 
� 
7KH�HVWLPDWHG�EDFNJURXQG�ULVN�RI�PDMRU�ELUWK�GHIHFWV�DQG�PLVFDUULDJH�IRU�WKH�LQGLFDWHG�SRSXODWLRQ�LV� 
XQNQRZQ��$OO�SUHJQDQFLHV�KDYH�D�EDFNJURXQG�ULVN�RI�ELUWK�GHIHFW��ORVV�RU�RWKHU�DGYHUVH�RXWFRPHV��,Q�WKH� 
8�6��JHQHUDO�SRSXODWLRQ��WKH�HVWLPDWHG�EDFNJURXQG�ULVN�RI�PDMRU�ELUWK�GHIHFWV�DQG�PLVFDUULDJH�LQ�FOLQLFDOO\� 
UHFRJQL]HG�SUHJQDQFLHV�LV������DQG���������UHVSHFWLYHO\��� 
� 
'DWD� 
Animal Data 
7HPVLUROLPXV�DGPLQLVWHUHG�GDLO\�DV�DQ�RUDO�IRUPXODWLRQ�WKURXJKRXW�RUJDQRJHQHVLV�FDXVHG�DGYHUVH� 
HPEU\R�IHWDO�HIIHFWV�LQ�UDWV�DQG�UDEELWV�DW�KXPDQ�VXE�WKHUDSHXWLF�H[SRVXUHV��(PEU\R�IHWDO�DGYHUVH�HIIHFWV� 
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LQ�UDWV�FRQVLVWHG�RI�UHGXFHG�IHWDO�ZHLJKW�DQG�UHGXFHG�RVVLILFDWLRQV��DQG�LQ�UDEELWV�LQFOXGHG�UHGXFHG�IHWDO� 
ZHLJKW��RPSKDORFHOH��ELIXUFDWHG�VWHUQDEUDH��QRWFKHG�ULEV��DQG�LQFRPSOHWH�RVVLILFDWLRQV�� 
� 
,Q�UDWV��WKH�DGYHUVH�HPEU\R�IHWDO�HIIHFWV�ZHUH�REVHUYHG�DW�WKH�RUDO�GRVH�RI�����PJ�P��GD\��DSSUR[LPDWHO\� 
�����IROG�WKH�$8&�LQ�SDWLHQWV�ZLWK�FDQFHU�DW�WKH�KXPDQ�UHFRPPHQGHG�GRVH���,Q�UDEELWV��WKH�DGYHUVH� 
HPEU\R�IHWDO�HIIHFWV�ZHUH�REVHUYHG�DW�WKH�RUDO�GRVH�RI������PJ�P��GD\��DSSUR[LPDWHO\������IROG�WKH�$8&� 
LQ�SDWLHQWV�ZLWK�FDQFHU�DW�WKH�UHFRPPHQGHG�KXPDQ�GRVH�� 
� 
���� /DFWDWLRQ�� 

5LVN�6XPPDU\�� 
7KHUH�LV�QR�LQIRUPDWLRQ�UHJDUGLQJ�WKH�SUHVHQFH�RI�725,6(/�RU�LWV�PHWDEROLWHV�LQ�KXPDQ�PLON��RU�WKHLU� 
HIIHFWV�RQ�WKH�EUHDVWIHG�FKLOG�RU�PLON�SURGXFWLRQ��7UDFH�DPRXQWV�RI�VLUROLPXV��WKH�DFWLYH�PHWDEROLWH�RI� 
WHPVLUROLPXV��ZHUH�SUHVHQW�LQ�PLON�IURP�ODFWDWLQJ�UDWV�DGPLQLVWHUHG�VLUROLPXV��%HFDXVH�RI�WKH�SRWHQWLDO�IRU� 
VHULRXV�DGYHUVH�UHDFWLRQV�LQ�D�EUHDVWIHG�FKLOG�IURP�725,6(/��DGYLVH�D�ODFWDWLQJ�ZRPDQ�QRW�WR�EUHDVWIHHG� 
GXULQJ�WUHDWPHQW�ZLWK�725,6(/�DQG�IRU���ZHHNV�DIWHU�WKH�ILQDO�GRVH��� 
� 
���� )HPDOHV�DQG�0DOHV�RI�5HSURGXFWLYH�3RWHQWLDO� 

&RQWUDFHSWLRQ� 
Females 
725,6(/�FDQ�FDXVH�IHWDO�KDUP�ZKHQ�DGPLQLVWHUHG�WR�D�SUHJQDQW�ZRPDQ�[see Use in Specific Population 
(8.1)]��$GYLVH�IHPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO�WR�XVH�HIIHFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW�ZLWK� 
725,6(/�DQG�IRU���PRQWKV�DIWHU�WKH�ODVW�GRVH��� 

Males 
$GYLVH�PDOHV�ZLWK�SDUWQHUV�RI�UHSURGXFWLYH�SRWHQWLDO�WR�XVH�HIIHFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW�ZLWK� 
725,6(/�DQG�IRU���PRQWKV�DIWHU�WKH�ODVW�GRVH�[see Nonclinical Toxicology (13.1)]�� 
� 
,QIHUWLOLW\�� 
%DVHG�RQ�WKH�ILQGLQJV�LQ�DQLPDO�IHUWLOLW\�VWXGLHV��PDOH�DQG�IHPDOH�IHUWLOLW\�PD\�EH�FRPSURPLVHG�E\�WKH� 
WUHDWPHQW�ZLWK�7RULVHO��,W�LV�QRW�NQRZQ�LI�WKH�HIIHFWV�RQ�IHUWLOLW\�LQ�DQLPDO�VWXGLHV�ZHUH�UHYHUVLEOH�[see 
Nonclinical Toxicology (13.1)].� 
� 
���� 3HGLDWULF�8VH�� 

/LPLWHG�GDWD�DUH�DYDLODEOH�RQ�WKH�XVH�RI�WHPVLUROLPXV�LQ�SHGLDWULF�SDWLHQWV��7KH�HIIHFWLYHQHVV�RI� 
WHPVLUROLPXV�LQ�SHGLDWULF�SDWLHQWV�ZLWK�DGYDQFHG�UHFXUUHQW�UHIUDFWRU\�VROLG�WXPRUV�KDV�QRW�EHHQ�HVWDEOLVKHG�� 
� 
725,6(/�ZDV�VWXGLHG�LQ����SDWLHQWV�����SDWLHQWV�DJHV���WR����\HDUV�DQG����SDWLHQWV�DJHV����WR����\HDUV�� 
ZLWK�UHODSVHG�UHIUDFWRU\�VROLG�WXPRUV�LQ�D�SKDVH�����VDIHW\�DQG�H[SORUDWRU\�SKDUPDFRG\QDPLF�VWXG\�� 
� 
,Q�SKDVH�������SHGLDWULF�SDWLHQWV�ZLWK�DGYDQFHG�UHFXUUHQW�UHIUDFWRU\�VROLG�WXPRUV�UHFHLYHG�725,6(/�DW� 
GRVHV�UDQJLQJ�IURP����PJ�P��WR�����PJ�P��DV�D����PLQXWH�LQWUDYHQRXV�LQIXVLRQ�RQFH�ZHHNO\�LQ�WKUHH� 
ZHHN�F\FOHV��� 
� 
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,Q�SKDVH�������SHGLDWULF�SDWLHQWV�ZLWK�UHFXUUHQW�UHODSVHG�QHXUREODVWRPD��UKDEGRP\RVDUFRPD��RU�KLJK�JUDGH� 
JOLRPD�UHFHLYHG�725,6(/�DW�D�ZHHNO\�GRVH�RI����PJ�P���2QH�RI����SDWLHQWV�ZLWK�QHXUREODVWRPD�DFKLHYHG� 
D�SDUWLDO�UHVSRQVH��7KHUH�ZHUH�QR�REMHFWLYH�UHVSRQVHV�LQ�SHGLDWULF�SDWLHQWV�ZLWK�UHFXUUHQW�UHODSVHG� 
UKDEGRP\RVDUFRPD�RU�KLJK�JUDGH�JOLRPD��� 
� 
$GYHUVH�UHDFWLRQV�DVVRFLDWHG�ZLWK�725,6(/�ZHUH�VLPLODU�WR�WKRVH�REVHUYHG�LQ�DGXOWV��7KH�PRVW�FRPPRQ� 
DGYHUVH�UHDFWLRQV��������LQ�SHGLDWULF�SDWLHQWV�UHFHLYLQJ�WKH����PJ�P��GRVH�LQFOXGHG�WKURPERF\WRSHQLD�� 
LQIHFWLRQV��DVWKHQLD�IDWLJXH��IHYHU��SDLQ��OHXNRSHQLD��UDVK��DQHPLD��K\SHUOLSLGHPLD��LQFUHDVHG�FRXJK�� 
VWRPDWLWLV��DQRUH[LD��LQFUHDVHG�SODVPD�OHYHOV�RI�DODQLQH�DPLQRWUDQVIHUDVH�DQG�DVSDUWDWH�DPLQRWUDQVIHUDVH�� 
K\SHUFKROHVWHUROHPLD��K\SHUJO\FHPLD��DEGRPLQDO�SDLQ��KHDGDFKH��DUWKUDOJLD��XSSHU�UHVSLUDWRU\�LQIHFWLRQ�� 
QDXVHD�DQG�YRPLWLQJ��QHXWURSHQLD��K\SRNDOHPLD��DQG�K\SRSKRVSKDWHPLD�� 
� 
3KDUPDFRNLQHWLFV�� 
� 
,Q�SKDVH���RI�WKH�DERYH�PHQWLRQHG�SHGLDWULF�WULDO��WKH�VLQJOH�GRVH�DQG�PXOWLSOH�GRVH�WRWDO�V\VWHPLF� 
H[SRVXUH��$8&��RI�WHPVLUROLPXV�DQG�VLUROLPXV�ZHUH�OHVV�WKDQ�GRVH�SURSRUWLRQDO�RYHU�WKH�GRVH�UDQJH�RI���� 
WR�����PJ�P���� 
� 
,Q�WKH�SKDVH���SRUWLRQ��WKH�PXOWLSOH�GRVH��'D\����&\FOH����SKDUPDFRNLQHWLFV�RI�725,6(/����PJ�P��ZHUH� 
FKDUDFWHUL]HG�LQ�DQ�DGGLWLRQDO����SDWLHQWV�DJHV����GD\V�WR����\HDUV��PHGLDQ�DJH�RI���\HDUV���7KH�JHRPHWULF� 
PHDQ�ERG\�VXUIDFH�DGMXVWHG�FOHDUDQFH�RI�WHPVLUROLPXV�DQG�VLUROLPXV�ZDV������/�K�P��DQG������/�K�P��� 
UHVSHFWLYHO\��7KH�PHDQ�HOLPLQDWLRQ�KDOI�OLIH�RI�WHPVLUROLPXV�DQG�VLUROLPXV�ZDV����KRXUV�DQG����KRXUV�� 
UHVSHFWLYHO\��� 
� 
7KH�H[SRVXUH��$8&VV��WR�WHPVLUROLPXV�DQG�VLUROLPXV�ZDV�DSSUR[LPDWHO\���IROG�DQG���IROG�KLJKHU�� 
UHVSHFWLYHO\�WKDQ�WKH�H[SRVXUH�LQ�DGXOW�SDWLHQWV�UHFHLYLQJ�D����PJ�LQWUDYHQRXV�LQIXVLRQ�� 
� 
���� *HULDWULF�8VH�� 

&OLQLFDO�VWXGLHV�RI�725,6(/�GLG�QRW�LQFOXGH�VXIILFLHQW�QXPEHUV�RI�VXEMHFWV�DJHG����DQG�ROGHU�WR�GHWHUPLQH� 
ZKHWKHU�WKH\�UHVSRQG�GLIIHUHQWO\�IURP�\RXQJHU�VXEMHFWV��%DVHG�RQ�WKH�UHVXOWV�RI�D�SKDVH���VWXG\��HOGHUO\� 
SDWLHQWV�PD\�EH�PRUH�OLNHO\�WR�H[SHULHQFH�FHUWDLQ�DGYHUVH�UHDFWLRQV�LQFOXGLQJ�GLDUUKHD��HGHPD��DQG� 
SQHXPRQLD�[see Warnings and Precautions (5.16)]��� 
� 
���� 5HQDO�,PSDLUPHQW� 

1R�FOLQLFDO�VWXGLHV�ZHUH�FRQGXFWHG�ZLWK�725,6(/�LQ�SDWLHQWV�ZLWK�GHFUHDVHG�UHQDO�IXQFWLRQ��/HVV�WKDQ���� 
RI�WRWDO�UDGLRDFWLYLW\�ZDV�H[FUHWHG�LQ�WKH�XULQH�IROORZLQJ�D����PJ�LQWUDYHQRXV�GRVH�RI�>��&@�ODEHOHG� 
WHPVLUROLPXV�LQ�KHDOWK\�VXEMHFWV��5HQDO�LPSDLUPHQW�LV�QRW�H[SHFWHG�WR�PDUNHGO\�LQIOXHQFH�GUXJ�H[SRVXUH�� 
DQG�QR�GRVDJH�DGMXVWPHQW�RI�725,6(/�LV�UHFRPPHQGHG�LQ�SDWLHQWV�ZLWK�UHQDO�LPSDLUPHQW�� 
� 
725,6(/�KDV�QRW�EHHQ�VWXGLHG�LQ�SDWLHQWV�XQGHUJRLQJ�KHPRGLDO\VLV�� 
� 
���� +HSDWLF�,PSDLUPHQW�� 

725,6(/�ZDV�HYDOXDWHG�LQ�D�GRVH�HVFDODWLRQ�SKDVH���VWXG\�LQ�����SDWLHQWV�ZLWK�QRUPDO�RU�YDU\LQJ�GHJUHHV� 
RI�KHSDWLF�LPSDLUPHQW�DV�GHILQHG�E\�$67�DQG�ELOLUXELQ�OHYHOV�DQG�SDWLHQWV�ZLWK�OLYHU�WUDQVSODQW��7DEOH����� 
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3DWLHQWV�ZLWK�PRGHUDWH�DQG�VHYHUH�KHSDWLF�LPSDLUPHQW�KDG�LQFUHDVHG�UDWHV�RI�DGYHUVH�UHDFWLRQV�DQG�GHDWKV�� 
LQFOXGLQJ�GHDWKV�GXH�WR�SURJUHVVLYH�GLVHDVH��GXULQJ�WKH�VWXG\��7DEOH����� 
� 
7DEOH���±�$GYHUVH�5HDFWLRQV�LQ�3DWLHQWV�ZLWK�$GYDQFHG�0DOLJQDQFLHV�3OXV�1RUPDO�RU�,PSDLUHG�+HSDWLF� 

)XQFWLRQ� 

+HSDWLF�)XQFWLRQ� 725,6(/�'RVH�5DQJH� $GYHUVH�5HDFWLRQV� 
*UDGH����� 

Q����� 

'HDWK� 
Q����� 

1RUPDO��Q� ����� ���±����� ���������� �������� 

0LOG��Q� ����� ���±���� ���������� ��������� 

0RGHUDWH��Q� ����� ���±���� ���������� ��������� 

6HYHUH��Q� ����� ����±���� ���������� ���������� 

/LYHU�7UDQVSODQW��Q� ���� ��� ��������� ������ 

+HSDWLF� )XQFWLRQ� *URXSV�� QRUPDO�  � ELOLUXELQ� DQG� $67� �8/1�� PLOG� � ELOLUXELQ� !�� ±� ���î8/1� RU� $67� !8/1� EXW� 
ELOLUXELQ� �8/1�� PRGHUDWH�  � ELOLUXELQ� !���� ±� �î8/1�� VHYHUH� � ELOLUXELQ� !�î8/1�� OLYHU� WUDQVSODQW�  � DQ\� ELOLUXELQ� DQG� 
$67�� 
&RPPRQ�7HUPLQRORJ\�&ULWHULD�IRU�$GYHUVH�(YHQWV��YHUVLRQ������LQFOXGLQJ�DOO�FDXVDOLW\�� 
,QFOXGHV�GHDWKV�GXH�WR�SURJUHVVLYH�GLVHDVH�DQG�DGYHUVH�UHDFWLRQV�� 
� 
725,6(/�LV�FRQWUDLQGLFDWHG�LQ�SDWLHQWV�ZLWK�ELOLUXELQ�!���î8/1�[see Contraindications (4), and 
Warnings and Precautions (5.2)]��8VH�FDXWLRQ�ZKHQ�WUHDWLQJ�SDWLHQWV�ZLWK�PLOG�KHSDWLF�LPSDLUPHQW��,I� 
725,6(/�PXVW�EH�JLYHQ�LQ�SDWLHQWV�ZLWK�PLOG�KHSDWLF�LPSDLUPHQW��ELOLUXELQ�!�����î8/1�RU�$67�!8/1� 
EXW�ELOLUXELQ��8/1���UHGXFH�WKH�GRVH�RI�725,6(/�WR����PJ�ZHHN�[see Dosage and Administration (2.4)]�� 
%HFDXVH�WKHUH�LV�D�QHHG�IRU�GRVDJH�DGMXVWPHQW�EDVHG�XSRQ�KHSDWLF�IXQFWLRQ��DVVHVVPHQW�RI�$67�DQG� 
ELOLUXELQ�OHYHOV�LV�UHFRPPHQGHG�EHIRUH�LQLWLDWLRQ�RI�725,6(/�DQG�SHULRGLFDOO\�WKHUHDIWHU�� 
� 
��� 29(5'26$*(�� 

7KHUH�LV�QR�VSHFLILF�WUHDWPHQW�IRU�725,6(/�LQWUDYHQRXV�RYHUGRVH��725,6(/�KDV�EHHQ�DGPLQLVWHUHG�WR� 
SDWLHQWV�ZLWK�FDQFHU�LQ�SKDVH���DQG���WULDOV�ZLWK�UHSHDWHG�LQWUDYHQRXV�GRVHV�DV�KLJK�DV�����PJ�P���7KH�ULVN� 
RI�VHYHUDO�VHULRXV�DGYHUVH�HYHQWV��LQFOXGLQJ�WKURPERVLV��ERZHO�SHUIRUDWLRQ��LQWHUVWLWLDO�OXQJ�GLVHDVH��,/'��� 
VHL]XUH��DQG�SV\FKRVLV��LV�LQFUHDVHG�ZLWK�GRVHV�RI�725,6(/�JUHDWHU�WKDQ����PJ�� 
� 
��� '(6&5,37,21�� 

7HPVLUROLPXV��DQ�LQKLELWRU�RI�P725��LV�DQ�DQWLQHRSODVWLF�DJHQW�� 
� 
7HPVLUROLPXV�LV�D�ZKLWH�WR�RII�ZKLWH�SRZGHU�ZLWK�D�PROHFXODU�IRUPXOD�RI�&��+��12���DQG�D�PROHFXODU� 
ZHLJKW�RI����������,W�LV�QRQ�K\JURVFRSLF��7HPVLUROLPXV�LV�SUDFWLFDOO\�LQVROXEOH�LQ�ZDWHU�DQG�VROXEOH�LQ� 
DOFRKRO��,W�KDV�QR�LRQL]DEOH�IXQFWLRQDO�JURXSV��DQG�LWV�VROXELOLW\�LV�LQGHSHQGHQW�RI�S+�� 
� 
7KH�FKHPLFDO�QDPH�RI�WHPVLUROLPXV�LV���S��R��E��R���R���R���S���E���E���E���S���S���R���R���DS�� 
����������������������������������������������D�+H[DGHFDK\GUR������GLK\GUR[\���>��R����>��S��R��R�� 

� ���
 

Reference ID: 4238713 



��K\GUR[\���PHWKR[\F\FORKH[\O@���PHWK\OHWK\O@�������GLPHWKR[\�����������������KH[DPHWK\O�������� 
HSR[\��H�S\ULGR>����c@>���@R[DD]DF\FORKHQWULDFRQWLQH���������������H��H���H��SHQWRQH��ƍ�>���� 
ELV�K\GUR[\PHWK\O�SURSLRQDWH@��RU�5DSDP\FLQ�����>��K\GUR[\����K\GUR[\PHWK\O����PHWK\OSURSDQRDWH@��� 
� 

� 
725,6(/��WHPVLUROLPXV��LQMHFWLRQ�����PJ�P/��LV�D�FOHDU��FRORUOHVV�WR�OLJKW�\HOORZ��QRQ�DTXHRXV��HWKDQROLF�� 
VWHULOH�VROXWLRQ��725,6(/��WHPVLUROLPXV��LQMHFWLRQ�UHTXLUHV�WZR�GLOXWLRQV�SULRU�WR�LQWUDYHQRXV�LQIXVLRQ�� 
725,6(/��WHPVLUROLPXV��LQMHFWLRQ�VKRXOG�EH�GLOXWHG�RQO\�ZLWK�WKH�VXSSOLHG�',/8(17�IRU�725,6(/��� 
� 
',/8(17�IRU�725,6(/��LV�D�VWHULOH��QRQ�DTXHRXV�VROXWLRQ�WKDW�LV�VXSSOLHG�ZLWK�725,6(/�LQMHFWLRQ��DV�D� 
NLW�� 
� 
725,6(/��WHPVLUROLPXV��LQMHFWLRQ�����PJ�P/�� 
� 
$FWLYH�LQJUHGLHQW��WHPVLUROLPXV�����PJ�P/�� 
� 
,QDFWLYH�LQJUHGLHQWV��GHK\GUDWHG�DOFRKRO��������Z�Y���dl�DOSKD�WRFRSKHURO���������Z�Y���SURS\OHQH�JO\FRO� 
�������Z�Y���DQG�DQK\GURXV�FLWULF�DFLG����������Z�Y��� 
� 
',/8(17�IRU�725,6(/��� 
� 
,QDFWLYH�LQJUHGLHQWV��SRO\VRUEDWH�����������Z�Y���SRO\HWK\OHQH�JO\FRO������������Z�Y��DQG�GHK\GUDWHG� 
DOFRKRO��������Z�Y��� 
� 
$IWHU�WKH�725,6(/��WHPVLUROLPXV��LQMHFWLRQ�YLDO�KDV�EHHQ�GLOXWHG�ZLWK�',/8(17�IRU�725,6(/���LQ� 
DFFRUGDQFH�ZLWK�WKH�LQVWUXFWLRQV�LQ�VHFWLRQ������WKH�VROXWLRQ�FRQWDLQV�������DOFRKRO�� 
� 
725,6(/��WHPVLUROLPXV��LQMHFWLRQ�DQG�',/8(17�IRU�725,6(/��DUH�ILOOHG�LQ�FOHDU�JODVV�YLDOV�ZLWK�EXW\O� 
UXEEHU�VWRSSHUV�� 
� 
��� &/,1,&$/�3+$50$&2/2*<�� 

����� 0HFKDQLVP�RI�$FWLRQ� 

7HPVLUROLPXV�LV�DQ�LQKLELWRU�RI�P725��PDPPDOLDQ�WDUJHW�RI�UDSDP\FLQ���7HPVLUROLPXV�ELQGV�WR�DQ� 
LQWUDFHOOXODU�SURWHLQ��).%3������DQG�WKH�SURWHLQ�GUXJ�FRPSOH[�LQKLELWV�WKH�DFWLYLW\�RI�P725�WKDW�FRQWUROV� 
FHOO�GLYLVLRQ��,QKLELWLRQ�RI�P725�DFWLYLW\�UHVXOWHG�LQ�D�*��JURZWK�DUUHVW�LQ�WUHDWHG�WXPRU�FHOOV��:KHQ� 
P725�ZDV�LQKLELWHG��LWV�DELOLW\�WR�SKRVSKRU\ODWH�S��6�N�DQG�6��ULERVRPDO�SURWHLQ��ZKLFK�DUH�GRZQVWUHDP� 
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RI�P725�LQ�WKH�3,��NLQDVH�$.7�SDWKZD\�ZDV�EORFNHG��,Q�in vitro�VWXGLHV�XVLQJ�UHQDO�FHOO�FDUFLQRPD�FHOO� 
OLQHV��WHPVLUROLPXV�LQKLELWHG�WKH�DFWLYLW\�RI�P725�DQG�UHVXOWHG�LQ�UHGXFHG�OHYHOV�RI�WKH�K\SR[LD�LQGXFLEOH� 
IDFWRUV�+,)���DQG�+,)���DOSKD��DQG�WKH�YDVFXODU�HQGRWKHOLDO�JURZWK�IDFWRU�� 
� 
����� 3KDUPDFRG\QDPLFV� 

Effects on Electrocardiogram: 7KHUH�ZHUH�QR�FOLQLFDOO\�UHOHYDQW�47�FKDQJHV�REVHUYHG�DW�WKH�UHFRPPHQGHG� 
GRVH�IRU�725,6(/��,Q�D�UDQGRPL]HG��VLQJOH�EOLQGHG��FURVVRYHU�VWXG\�����KHDOWK\�VXEMHFWV�UHFHLYHG� 
725,6(/����PJ��SODFHER��DQG�D�VLQJOH�RUDO�GRVH�RI�PR[LIOR[DFLQ�����PJ��$�VXSUDWKHUDSHXWLF�725,6(/� 
GRVH�ZDV�QRW�VWXGLHG�LQ�WKLV�UDQGRPL]HG�47�WULDO��7KH�ODUJHVW�GLIIHUHQFH�EHWZHHQ�WKH�XSSHU�ERXQG���VLGHG� 
����&,�IRU�WKH�PHDQ�GLIIHUHQFH�EHWZHHQ�725,6(/�DQG�SODFHER�FRUUHFWHG�47�LQWHUYDO�ZDV�OHVV�WKDQ����PV�� 
,Q�D�GLIIHUHQW�WULDO�LQ����SDWLHQWV�ZLWK�D�KHPDWRORJLF�PDOLJQDQF\��725,6(/�GRVHV�XS�WR�����PJ�ZHUH� 
VWXGLHG��1R�SDWLHQW�ZLWK�D�QRUPDO�47F)�DW�EDVHOLQH�KDG�DQ�LQFUHDVH�LQ�47F)�!���PV��$GGLWLRQDOO\��WKHUH� 
ZHUH�QR�SDWLHQWV�ZLWK�D�47F)�LQWHUYDO�JUHDWHU�WKDQ�����PV�� 
� 
����� 3KDUPDFRNLQHWLFV�� 

$EVRUSWLRQ� 
� 
)ROORZLQJ�DGPLQLVWUDWLRQ�RI�D�VLQJOH����PJ�GRVH�RI�725,6(/�LQ�SDWLHQWV�ZLWK�FDQFHU��PHDQ�WHPVLUROLPXV� 
&PD[�LQ�ZKROH�EORRG�ZDV�����QJ�P/��FRHIILFLHQW�RI�YDULDWLRQ��&9� �������DQG�PHDQ�$8&�LQ�EORRG�ZDV� 
�����QJ�K�P/��&9� �������7\SLFDOO\�&PD[�RFFXUUHG�DW�WKH�HQG�RI�LQIXVLRQ��2YHU�WKH�GRVH�UDQJH�RI���PJ�WR� 
���PJ��WHPVLUROLPXV�H[SRVXUH�LQFUHDVHG�LQ�D�OHVV�WKDQ�GRVH�SURSRUWLRQDO�PDQQHU�ZKLOH�VLUROLPXV�H[SRVXUH� 
LQFUHDVHG�SURSRUWLRQDOO\�ZLWK�GRVH��)ROORZLQJ�D�VLQJOH����PJ�LQWUDYHQRXV�GRVH�LQ�SDWLHQWV�ZLWK�FDQFHU�� 
VLUROLPXV�$8&�ZDV�����IROG�WKDW�RI�WHPVLUROLPXV�$8&��GXH�SULQFLSDOO\�WR�WKH�ORQJHU�KDOI�OLIH�RI�VLUROLPXV�� 
� 
'LVWULEXWLRQ� 
� 
)ROORZLQJ�D�VLQJOH����PJ�LQWUDYHQRXV�GRVH��PHDQ�VWHDG\�VWDWH�YROXPH�RI�GLVWULEXWLRQ�RI�WHPVLUROLPXV�LQ� 
ZKROH�EORRG�RI�SDWLHQWV�ZLWK�FDQFHU�ZDV�����OLWHUV��%RWK�WHPVLUROLPXV�DQG�VLUROLPXV�DUH�H[WHQVLYHO\� 
SDUWLWLRQHG�LQWR�IRUPHG�EORRG�HOHPHQWV�� 
� 
0HWDEROLVP� 
� 
&\WRFKURPH�3�����$��LV�WKH�PDMRU�LVR]\PH�UHVSRQVLEOH�IRU�WKH�IRUPDWLRQ�RI�ILYH�WHPVLUROLPXV� 
PHWDEROLWHV��6LUROLPXV��DQ�DFWLYH�PHWDEROLWH�RI�WHPVLUROLPXV��LV�WKH�SULQFLSDO�PHWDEROLWH�LQ�KXPDQV� 
IROORZLQJ�LQWUDYHQRXV�WUHDWPHQW��7KH�UHPDLQGHU�RI�WKH�PHWDEROLWHV�DFFRXQW�IRU�OHVV�WKDQ�����RI� 
UDGLRDFWLYLW\�LQ�WKH�SODVPD��,Q�KXPDQ�OLYHU�PLFURVRPHV�WHPVLUROLPXV�ZDV�DQ�LQKLELWRU�RI�&<3�'��DQG� 
�$���+RZHYHU��WKHUH�ZDV�QR�HIIHFW�REVHUYHG�in vivo�ZKHQ�WHPVLUROLPXV�ZDV�DGPLQLVWHUHG�ZLWK�GHVLSUDPLQH� 
�D�&<3�'��VXEVWUDWH���DQG�QR�HIIHFW�LV�DQWLFLSDWHG�ZLWK�VXEVWUDWHV�RI�&<3�$��PHWDEROLVP�� 
� 
(OLPLQDWLRQ� 
� 
(OLPLQDWLRQ�LV�SULPDULO\�YLD�WKH�IHFHV��$IWHU�D�VLQJOH�,9�GRVH�RI�>��&@�WHPVLUROLPXV�DSSUR[LPDWHO\�����RI� 
WRWDO�UDGLRDFWLYLW\�ZDV�HOLPLQDWHG�ZLWKLQ����GD\V��ZLWK������DQG�����RI�WKH�DGPLQLVWHUHG�UDGLRDFWLYLW\� 
UHFRYHUHG�LQ�WKH�XULQH�DQG�IHFHV��UHVSHFWLYHO\��)ROORZLQJ�D�VLQJOH����PJ�GRVH�RI�725,6(/�LQ�SDWLHQWV�ZLWK� 
FDQFHU��WHPVLUROLPXV�PHDQ��&9��V\VWHPLF�FOHDUDQFH�ZDV������������/�K��7HPVLUROLPXV�H[KLELWV�D�EL� 
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H[SRQHQWLDO�GHFOLQH�LQ�ZKROH�EORRG�FRQFHQWUDWLRQV�DQG�WKH�PHDQ�KDOI�OLYHV�RI�WHPVLUROLPXV�DQG�VLUROLPXV� 
ZHUH������KRXUV�DQG����� KRXUV��UHVSHFWLYHO\�� 
� 
'UXJ�7UDQVSRUW�6\VWHPV���3�JO\FRSURWHLQ� 
� 
7HPVLUROLPXV�LV�D�VXEVWUDWH�RI�WKH�HIIOX[�WUDQVSRUWHU�3�JO\FRSURWHLQ��3JS��in vitro��,I�725,6(/�LV� 
DGPLQLVWHUHG�ZLWK�GUXJV�WKDW�LQKLELW�3JS��LQFUHDVHG�FRQFHQWUDWLRQV�RI�WHPVLUROLPXV�DUH�OLNHO\�DQG�FDXWLRQ� 
VKRXOG�EH�H[HUFLVHG�� 
� 
In vitro��WHPVLUROLPXV�LQKLELWHG�KXPDQ�3JS��,&���YDOXH�RI���ȝ0���,I�725,6(/�LV�DGPLQLVWHUHG�ZLWK�GUXJV� 
WKDW�DUH�VXEVWUDWHV�RI�3JS��LQFUHDVHG�FRQFHQWUDWLRQV�RI�WKH�VXEVWUDWH�GUXJ�DUH�OLNHO\�DQG�FDXWLRQ�VKRXOG�EH� 
H[HUFLVHG�� 
� 
(IIHFWV�RI�$JH�DQG�*HQGHU�� 

,Q�SRSXODWLRQ�SKDUPDFRNLQHWLF�EDVHG�GDWD�DQDO\VHV��QR�UHODWLRQVKLS�ZDV�DSSDUHQW�EHWZHHQ�GUXJ�H[SRVXUH� 
DQG�SDWLHQW�DJH�RU�JHQGHU�� 
� 
'UXJ�,QWHUDFWLRQV� 

Effect of Temsirolimus on CYP2D6 or CYP3A 

7KH�FRQFHQWUDWLRQ�RI�GHVLSUDPLQH��D�&<3�'��VXEVWUDWH��ZDV�XQDIIHFWHG�ZKHQ����PJ�RI�WHPVLUROLPXV�ZDV� 
FR�DGPLQLVWHUHG��1R�FOLQLFDOO\�VLJQLILFDQW�HIIHFW�LV�DQWLFLSDWHG�ZKHQ����PJ�RI�WHPVLUROLPXV�LV�FR� 
DGPLQLVWHUHG�ZLWK�DJHQWV�WKDW�DUH�PHWDEROL]HG�E\�&<3�'��RU�&<3�$�� 
� 
��� 121&/,1,&$/�72;,&2/2*<�� 

����� &DUFLQRJHQHVLV��0XWDJHQHVLV��,PSDLUPHQW�RI�)HUWLOLW\�� 

&DUFLQRJHQLFLW\�VWXGLHV�KDYH�QRW�EHHQ�FRQGXFWHG�ZLWK�WHPVLUROLPXV��+RZHYHU��VLUROLPXV��WKH�PDMRU� 
PHWDEROLWH�RI�WHPVLUROLPXV�LQ�KXPDQV��ZDV�FDUFLQRJHQLF�LQ�PLFH�DQG�UDWV��7KH�IROORZLQJ�HIIHFWV�ZHUH� 
UHSRUWHG�LQ�PLFH�DQG�RU�UDWV�LQ�WKH�FDUFLQRJHQLFLW\�VWXGLHV�FRQGXFWHG�ZLWK�VLUROLPXV��O\PSKRPD�� 
KHSDWRFHOOXODU�DGHQRPD�DQG�FDUFLQRPD��DQG�WHVWLFXODU�DGHQRPD�� 
� 
7HPVLUROLPXV�ZDV�QRW�JHQRWR[LF�LQ�D�EDWWHU\�RI�in vitro��EDFWHULDO�UHYHUVH�PXWDWLRQ�LQ�Salmonella 
typhimurium�DQG�Escherichia coli��IRUZDUG�PXWDWLRQ�LQ�PRXVH�O\PSKRPD�FHOOV��DQG�FKURPRVRPH� 
DEHUUDWLRQV�LQ�&KLQHVH�KDPVWHU�RYDU\�FHOOV��DQG�in vivo��PRXVH�PLFURQXFOHXV��DVVD\V�� 
� 
,Q�D�IHUWLOLW\�VWXG\�LQ�PDOH�UDWV��GHFUHDVHG�QXPEHU�RI�SUHJQDQFLHV��GHFUHDVHG�VSHUP�FRQFHQWUDWLRQ�DQG� 
PRWLOLW\��GHFUHDVHG�UHSURGXFWLYH�RUJDQ�ZHLJKWV��DQG�WHVWLFXODU�WXEXODU�GHJHQHUDWLRQ�ZHUH�REVHUYHG��7KHVH� 
HIIHFWV�ZHUH�REVHUYHG�DW�RUDO�WHPVLUROLPXV�GRVHV����PJ�P��GD\��DSSUR[LPDWHO\�����IROG�WKH�KXPDQ� 
UHFRPPHQGHG�LQWUDYHQRXV�GRVH���)HUWLOLW\�ZDV�DEVHQW�DW����PJ�P��GD\�� 
� 
,Q�D�IHUWLOLW\�VWXG\�LQ�IHPDOH�UDWV��DQ�LQFUHDVHG�LQFLGHQFH�RI�SUH��DQG�SRVW�LPSODQWDWLRQ�ORVVHV�RFFXUUHG�DW� 
RUDO�GRVHV������PJ�P��GD\��DSSUR[LPDWHO\�����IROG�WKH�KXPDQ�UHFRPPHQGHG�LQWUDYHQRXV�GRVH���UHVXOWLQJ� 
LQ�GHFUHDVHG�QXPEHUV�RI�OLYH�IHWXVHV�� 
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� 
��� &/,1,&$/�678',(6�� 

$�SKDVH����PXOWL�FHQWHU��WKUHH�DUP��UDQGRPL]HG��RSHQ�ODEHO�VWXG\�ZDV�FRQGXFWHG�LQ�SUHYLRXVO\�XQWUHDWHG� 
SDWLHQWV�ZLWK�DGYDQFHG�UHQDO�FHOO�FDUFLQRPD��FOHDU�FHOO�DQG�QRQ�FOHDU�FHOO�KLVWRORJLHV���7KH�REMHFWLYHV�ZHUH� 
WR�FRPSDUH�2YHUDOO�6XUYLYDO��26���3URJUHVVLRQ�)UHH�6XUYLYDO��3)6���2EMHFWLYH�5HVSRQVH�5DWH��255���DQG� 
VDIHW\�LQ�SDWLHQWV�UHFHLYLQJ�,)1�Į�WR�WKRVH�UHFHLYLQJ�725,6(/�RU�725,6(/�SOXV�,)1�Į��3DWLHQWV�LQ�WKLV� 
VWXG\�KDG���RU�PRUH�RI���SUH�VHOHFWHG�SURJQRVWLF�ULVN�IDFWRUV��OHVV�WKDQ�RQH�\HDU�IURP�WLPH�RI�LQLWLDO�UHQDO� 
FHOO�FDUFLQRPD�GLDJQRVLV�WR�UDQGRPL]DWLRQ��.DUQRIVN\�SHUIRUPDQFH�VWDWXV�RI����RU�����KHPRJORELQ�OHVV� 
WKDQ�WKH�ORZHU�OLPLW�RI�QRUPDO��FRUUHFWHG�FDOFLXP�RI�JUHDWHU�WKDQ����PJ�G/��ODFWDWH�GHK\GURJHQDVH�!���� 
WLPHV�WKH�XSSHU�OLPLW�RI�QRUPDO��PRUH�WKDQ�RQH�PHWDVWDWLF�RUJDQ�VLWH���3DWLHQWV�ZHUH�VWUDWLILHG�IRU�SULRU� 
QHSKUHFWRP\�VWDWXV�ZLWKLQ�WKUHH�JHRJUDSKLF�UHJLRQV�DQG�ZHUH�UDQGRPO\�DVVLJQHG���������WR�UHFHLYH�,)1�Į� 
DORQH��Q� �������725,6(/�DORQH�����PJ�ZHHNO\��Q� �������RU�WKH�FRPELQDWLRQ�DUP��Q� ������� 
� 
7KH�,77�SRSXODWLRQ�IRU�WKLV�LQWHULP�DQDO\VLV�LQFOXGHG�����SDWLHQWV��'HPRJUDSKLFV�ZHUH�FRPSDUDEOH� 
EHWZHHQ�WKH�WKUHH�WUHDWPHQW�DUPV�ZLWK�UHJDUG�WR�DJH��JHQGHU��DQG�UDFH��7KH�PHDQ�DJH�RI�DOO�JURXSV�ZDV���� 
\HDUV��UDQJH���±�����6L[W\�QLQH�SHUFHQW�ZHUH�PDOH�DQG�����ZHUH�IHPDOH��7KH�UDFLDO�GLVWULEXWLRQ�IRU�DOO� 
JURXSV�ZDV�����:KLWH�����%ODFN�����$VLDQ��DQG����RWKHU��6L[W\�VHYHQ�SHUFHQW�RI�SDWLHQWV�KDG�D�KLVWRU\� 
RI�SULRU�QHSKUHFWRP\�� 
� 
7KH�PHGLDQ�GXUDWLRQ�RI�WUHDWPHQW�LQ�WKH�725,6(/�DUP�ZDV����ZHHNV��UDQJH��±����ZHHNV���7KH�PHGLDQ� 
GXUDWLRQ�RI�WUHDWPHQW�RQ�WKH�,)1�DUP�ZDV���ZHHNV��UDQJH��±����ZHHNV��� 
� 
7KHUH�ZDV�D�VWDWLVWLFDOO\�VLJQLILFDQW�LPSURYHPHQW�LQ�26��WLPH�IURP�UDQGRPL]DWLRQ�WR�GHDWK��LQ�WKH� 
725,6(/����PJ�DUP�FRPSDUHG�WR�,)1�Į��7KH�FRPELQDWLRQ�RI�725,6(/����PJ�DQG�,)1�Į�GLG�QRW�UHVXOW�LQ� 
D�VLJQLILFDQW�LQFUHDVH�LQ�26�ZKHQ�FRPSDUHG�ZLWK�,)1�Į�DORQH��)LJXUH���LV�D�.DSODQ�0HLHU�SORW�RI�26�LQ� 
WKLV�VWXG\��7KH�HYDOXDWLRQV�RI�3)6��WLPH�IURP�UDQGRPL]DWLRQ�WR�GLVHDVH�SURJUHVVLRQ�RU�GHDWK��DQG�255�� 
ZHUH�EDVHG�RQ�EOLQGHG�LQGHSHQGHQW�UDGLRORJLF�DVVHVVPHQW�RI�WXPRU�UHVSRQVH��(IILFDF\�UHVXOWV�DUH� 
VXPPDUL]HG�LQ�7DEOH���� 
� 
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7DEOH�����6XPPDU\�RI�(IILFDF\�5HVXOWV�RI�725,6(/�YV��,)1�Į� 

3DUDPHWHU�� 725,6(/� 
� 

Q� ������ 

,)1�Į� 
� 

Q� ������ 

3�YDOXHD�� +D]DUG�5DWLR�� 

�����&,�E�� 

0HGLDQ�2YHUDOO�6XUYLYDO�� 
0RQWKV������&,��� 

����������������� ��������������� ������� ������������������ 

0HGLDQ�3URJUHVVLRQ�)UHH� 
6XUYLYDO�� 
0RQWKV������&,��� 

��������������� ��������������� ������� ������������������ 

2YHUDOO�5HVSRQVH�5DWH�� 
�������&,��� 

���������������� ��������������� ������F� 1$� 

&,� �FRQILGHQFH�LQWHUYDO��1$� �QRW�DSSOLFDEOH� 
�$�FRPSDULVRQ�LV�FRQVLGHUHG�VWDWLVWLFDOO\�VLJQLILFDQW�LI�WKH�S�YDOXH�LV����������2 %ULHQ�)OHPLQJ�ERXQGDU\�DW�����GHDWKV���� 
�1RW�DGMXVWHG�IRU�PXOWLSOH�FRPSDULVRQV�� 
D�%DVHG�RQ�ORJ�UDQN�WHVW�VWUDWLILHG�E\�SULRU�QHSKUHFWRP\�DQG�UHJLRQ��� 
E�%DVHG�RQ�&R[�SURSRUWLRQDO�KD]DUG�PRGHO�VWUDWLILHG�E\�SULRU�QHSKUHFWRP\�DQG�UHJLRQ��� 
F�%DVHG�RQ�&RFKUDQ�0DQWHO�+DHQV]HO�WHVW�VWUDWLILHG�E\�SULRU�QHSKUHFWRP\�DQG�UHJLRQ��� 

� 

� 
)LJXUH����.DSODQ�0HLHU�&XUYHV�IRU�2YHUDOO�6XUYLYDO�±�725,6(/�YV��,)1� 

� 
��� 5()(5(1&(6�� 

�� 26+$�+D]DUGRXV�'UXJV��OSHA��KWWSV���ZZZ�RVKD�JRY�6/7&�KD]DUGRXVGUXJV�LQGH[�KWPO�� 
� 
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��� +2:�6833/,('�6725$*(�$1'�+$1'/,1*�� 

1'&��������������725,6(/���WHPVLUROLPXV��LQMHFWLRQ�����PJ�P/�� 
� 
(DFK�NLW�LV�VXSSOLHG�LQ�D�VLQJOH�FDUWRQ�FRQWDLQLQJ�RQH�VLQJOH�XVH�YLDO�RI����PJ�P/�RI�WHPVLUROLPXV�DQG�RQH� 
',/8(17�YLDO�ZKLFK�LQFOXGHV�D�GHOLYHUDEOH�YROXPH�RI�����P/��DQG�PXVW�EH�VWRUHG�DW���±���&�����±����)��� 
3URWHFW�IURP�OLJKW�� 
� 
725,6(/�LV�D�F\WRWR[LF�GUXJ��)ROORZ�DSSOLFDEOH�VSHFLDO�KDQGOLQJ�DQG�GLVSRVDO�SURFHGXUHV��� 
� 
��� 3$7,(17�&2816(/,1*�,1)250$7,21�� 

$OOHUJLF��+\SHUVHQVLWLYLW\�,QIXVLRQ��5HDFWLRQV�� 
� 
3DWLHQWV�VKRXOG�EH�LQIRUPHG�RI�WKH�SRVVLELOLW\�RI�VHULRXV�DOOHUJLF�UHDFWLRQV��LQFOXGLQJ�DQDSK\OD[LV��LQFOXGLQJ� 
OLIH�WKUHDWHQLQJ�DQG�IDWDO�UHDFWLRQV���GHVSLWH�SUHPHGLFDWLRQ�ZLWK�DQWLKLVWDPLQHV��DQG�WR�LPPHGLDWHO\�UHSRUW� 
DQ\�IDFLDO�VZHOOLQJ�RU�GLIILFXOW\�EUHDWKLQJ�[see Warnings and Precautions (5.1)]�� 
� 
,QFUHDVHG�%ORRG�*OXFRVH�/HYHOV�� 
� 
3DWLHQWV�DUH�OLNHO\�WR�H[SHULHQFH�LQFUHDVHG�EORRG�JOXFRVH�OHYHOV�ZKLOH�WDNLQJ�725,6(/��7KLV�PD\�UHVXOW�LQ� 
WKH�QHHG�IRU�LQLWLDWLRQ�RI��RU�LQFUHDVH�LQ�WKH�GRVH�RI��LQVXOLQ�DQG�RU�K\SRJO\FHPLF�DJHQWV��3DWLHQWV�VKRXOG�EH� 
GLUHFWHG�WR�UHSRUW�DQ\�H[FHVVLYH�WKLUVW�RU�IUHTXHQF\�RI�XULQDWLRQ�WR�WKHLU�SK\VLFLDQ�[see Warnings and 
Precautions (5.3)]�� 
� 
,QIHFWLRQV�� 
� 
3DWLHQWV�VKRXOG�EH�LQIRUPHG�WKDW�WKH\�PD\�EH�PRUH�VXVFHSWLEOH�WR�LQIHFWLRQV�ZKLOH�EHLQJ�WUHDWHG�ZLWK� 
725,6(/�[see Warnings and Precautions (5.4)]�� 
� 
,QWHUVWLWLDO�/XQJ�'LVHDVH�� 
� 
3DWLHQWV�VKRXOG�EH�ZDUQHG�RI�WKH�SRVVLELOLW\�RI�GHYHORSLQJ�LQWHUVWLWLDO�OXQJ�GLVHDVH��D�FKURQLF�LQIODPPDWLRQ� 
RI�WKH�OXQJV��ZKLFK�PD\�UDUHO\�UHVXOW�LQ�GHDWK�[see Warnings and Precautions (5.5)]��3DWLHQWV��LQFOXGLQJ� 
WKRVH�ZKR�DUH�WDNLQJ�RU�KDYH�WDNHQ�FRUWLFRVWHURLGV�RU�LPPXQRVXSSUHVVLYH�DJHQWV��VKRXOG�EH�GLUHFWHG�WR� 
UHSRUW�SURPSWO\�DQ\�QHZ�RU�ZRUVHQLQJ�UHVSLUDWRU\�V\PSWRPV�WR�WKHLU�SK\VLFLDQ��� 
� 
,QFUHDVHG�%ORRG�7ULJO\FHULGHV�DQG�RU�&KROHVWHURO�� 
� 
3DWLHQWV�DUH�OLNHO\�WR�H[SHULHQFH�HOHYDWHG�WULJO\FHULGHV�DQG�RU�FKROHVWHURO�GXULQJ�725,6(/�WUHDWPHQW��7KLV� 
PD\�UHTXLUH�LQLWLDWLRQ�RI��RU�LQFUHDVH�LQ�WKH�GRVH�RI��OLSLG�ORZHULQJ�DJHQWV�[see Warnings and Precautions 
(5.6)]�� 
� 
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%RZHO�3HUIRUDWLRQ�� 
� 
3DWLHQWV�VKRXOG�EH�ZDUQHG�RI�WKH�SRVVLELOLW\�RI�ERZHO�SHUIRUDWLRQ��3DWLHQWV�VKRXOG�EH�GLUHFWHG�WR�UHSRUW� 
SURPSWO\�DQ\�QHZ�RU�ZRUVHQLQJ�DEGRPLQDO�SDLQ�RU�EORRG�LQ�WKHLU�VWRROV�[see Warnings and Precautions 
(5.7)]�� 
� 
5HQDO�)DLOXUH�� 
� 
3DWLHQWV�VKRXOG�EH�LQIRUPHG�RI�WKH�ULVN�RI�UHQDO�IDLOXUH�[see Warnings and Precautions (5.8)]�� 
� 
:RXQG�+HDOLQJ�&RPSOLFDWLRQV�� 
� 
3DWLHQWV�VKRXOG�EH�DGYLVHG�RI�WKH�SRVVLELOLW\�RI�DEQRUPDO�ZRXQG�KHDOLQJ�LI�WKH\�KDYH�VXUJHU\�ZLWKLQ�D�IHZ� 
ZHHNV�RI�LQLWLDWLQJ�WKHUDS\�RU�GXULQJ�WKHUDS\�[see Warnings and Precautions (5.9)]�� 
� 
,QWUDFHUHEUDO�%OHHGLQJ�� 
� 
3DWLHQWV�ZLWK�&16�WXPRUV�DQG�RU�UHFHLYLQJ�DQWLFRDJXODQWV�VKRXOG�EH�LQIRUPHG�RI�WKH�LQFUHDVHG�ULVN�RI� 
GHYHORSLQJ�LQWUDFHUHEUDO�EOHHGLQJ��LQFOXGLQJ�IDWDO�RXWFRPHV��ZKLOH�RQ�725,6(/�[see Warnings and 
Precautions (5.10)]�� 
� 
3URWHLQXULD�DQG�1HSKURWLF�6\QGURPH� 
$GYLVH�SDWLHQWV�WKDW�WUHDWPHQW�ZLWK�725,6(/�PD\�UHTXLUH�PRQLWRULQJ�IRU�SURWHLQXULD�DQG�QHSKURWLF� 
V\QGURPH�DQG�WR�FRQWDFW�WKHLU�KHDOWK�FDUH�SURYLGHU�IRU�VLJQV�DQG�V\PSWRPV�RI�QHSKURWLF�V\QGURPH�[see 
Warnings and Precautions (5.11)]�� 
� 
0HGLFDWLRQV�WKDW�FDQ�LQWHUIHUH�ZLWK�725,6(/�� 
� 
6RPH�PHGLFLQHV�FDQ�LQWHUIHUH�ZLWK�WKH�EUHDNGRZQ�RU�PHWDEROLVP�RI�725,6(/��,Q�SDUWLFXODU��SDWLHQWV� 
VKRXOG�EH�GLUHFWHG�WR�LQIRUP�WKHLU�SK\VLFLDQ�LI�WKH\�DUH�WDNLQJ�DQ\�RI�WKH�IROORZLQJ��3URWHDVH�LQKLELWRUV�� 
DQWL�HSLOHSWLF�PHGLFLQHV�LQFOXGLQJ�FDUEDPD]HSLQH��SKHQ\WRLQ��DQG�EDUELWXUDWHV��6W��-RKQ¶V�:RUW��ULIDPSLFLQ�� 
ULIDEXWLQ��QHID]RGRQH�RU�VHOHFWLYH�VHURWRQLQ�UH�XSWDNH�LQKLELWRUV�XVHG�WR�WUHDW�GHSUHVVLRQ��DQWLELRWLFV�RU� 
DQWLIXQJDO�PHGLFLQHV�XVHG�WR�WUHDW�LQIHFWLRQV�[see Warnings and Precautions (5.12)]�� 
� 
9DFFLQDWLRQV�� 
� 
3DWLHQWV�VKRXOG�EH�DGYLVHG�WKDW�YDFFLQDWLRQV�PD\�EH�OHVV�HIIHFWLYH�ZKLOH�EHLQJ�WUHDWHG�ZLWK�725,6(/��,Q� 
DGGLWLRQ��WKH�XVH�RI�OLYH�YDFFLQHV��DQG�FORVH�FRQWDFW�ZLWK�WKRVH�ZKR�KDYH�UHFHLYHG�OLYH�YDFFLQHV��ZKLOH�RQ� 
725,6(/�VKRXOG�EH�DYRLGHG�[see Warnings and Precautions (5.1�)]�� 
� 
(PEU\R�)HWDO�7R[LFLW\� 
� 
$GYLVH�SUHJQDQW�ZRPHQ�DQG�IHPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO�WKDW�725,6(/�FDQ�FDXVH�IHWDO�KDUP��$GYLVH� 
IHPDOHV�RI� UHSURGXFWLYH�SRWHQWLDO� WR� LQIRUP�WKHLU�KHDOWKFDUH�SURYLGHU�RI�D�NQRZQ�RU�VXVSHFWHG�SUHJQDQF\� 
[see Warnings and Precautions (5.15) and Use in Specific Populations (8.1)]��� 
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� 
$GYLVH�IHPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO�WR�XVH�HIIHFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW�ZLWK�725,6(/� 
DQG�IRU���PRQWKV�DIWHU�UHFHLYLQJ�WKH�ODVW�GRVH�[see Use in Specific Populations (8.3)]��� 
� 
$GYLVH�PDOHV�ZLWK�IHPDOH�SDUWQHUV�RI�UHSURGXFWLYH�SRWHQWLDO�WR�XVH�HIIHFWLYH�FRQWUDFHSWLRQ�GXULQJ�WUHDWPHQW� 
ZLWK�725,6(/�DQG�IRU���PRQWKV�DIWHU�UHFHLYLQJ�WKH�ODVW�GRVH�[see Use in Specific Populations (8.3)]�� 
� 
/DFWDWLRQ� 
� 
$GYLVH�ODFWDWLQJ�ZRPHQ�QRW�WR�EUHDVWIHHG�GXULQJ�WUHDWPHQW�ZLWK�725,6(/�DQG�IRU���ZHHNV�DIWHU�WKH�ODVW� 
GRVH�[see Use in Specific Populations (8.2)]�� 
� 
,QIHUWLOLW\� 
� 
$GYLVH�SDWLHQWV�WKDW�PDOH�DQG�IHPDOH�IHUWLOLW\�PD\�EH�FRPSURPLVHG�E\�WUHDWPHQW�ZLWK�725,6(/�[see Use 
in Specific Populations (8.3) and Nonclinical Toxicology (13.1)]�� 
� 
(OGHUO\�3DWLHQWV�� 
� 
(OGHUO\�SDWLHQWV�VKRXOG�EH�DGYLVHG�WKDW�WKH\�PD\�EH�PRUH�OLNHO\�WR�H[SHULHQFH�FHUWDLQ�DGYHUVH�UHDFWLRQV� 
LQFOXGLQJ�GLDUUKHD��HGHPD��DQG�SQHXPRQLD�[see Warnings and Precautions (5.16)]��� 
� 
7KLV�SURGXFW¶V�ODEHO�PD\�KDYH�EHHQ�XSGDWHG��)RU�IXOO�SUHVFULELQJ�LQIRUPDWLRQ��SOHDVH�YLVLW� 
ZZZ�WRULVHO�FRP�� 
� 

� 
� 
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