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x�	 $FXWH�UKDEGRP\RO\VLV�ZLWK�K\SHUNDOHPLD�IROORZHG�E\�YHQWULFXODU� 
G\VUK\WKPLDV��FDUGLDF�DUUHVW��DQG�GHDWK�KDV�RFFXUUHG�DIWHU�XVH�LQ� 
DSSDUHQWO\�KHDOWK\�SHGLDWULF�SDWLHQWV�ZKR�ZHUH�VXEVHTXHQWO\� 
IRXQG�WR�KDYH�XQGLDJQRVHG�VNHOHWDO�PXVFOH�P\RSDWK\�������� 

x�	 :KHQ�D�KHDOWK\�DSSHDULQJ�SHGLDWULF�SDWLHQW�GHYHORSV�FDUGLDF� 
DUUHVW�VRRQ�DIWHU�DGPLQLVWUDWLRQ�RI�6XFFLQ\OFKROLQH�&KORULGH� 
,QMHFWLRQ��QRW�IHOW�WR�EH�GXH�WR�RWKHU�FDXVHV��LPPHGLDWH�WUHDWPHQW� 
IRU�K\SHUNDOHPLD�VKRXOG�EH�LQVWLWXWHG��,Q�WKH�SUHVHQFH�RI�VLJQV�RI� 
PDOLJQDQW�K\SHUWKHUPLD��DSSURSULDWH�WUHDWPHQW�VKRXOG�EH� 
LQVWLWXWHG�FRQFXUUHQWO\�������� 

x�	 5HVHUYH�XVH�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LQ�SHGLDWULF� 
SDWLHQWV�IRU�HPHUJHQF\�LQWXEDWLRQ�RU�LQVWDQFHV�ZKHUH�LPPHGLDWH� 
VHFXULQJ�RI�WKH�DLUZD\�LV�QHFHVVDU\��RU�IRU�LQWUDPXVFXODU�XVH� 
ZKHQ�D�VXLWDEOH�YHLQ�LV�LQDFFHVVLEOH�������� 

� 

�����������������������,1',&$7,216�$1'�86$*(��������������������������� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LV�D�GHSRODUL]LQJ�QHXURPXVFXODU�EORFNHU� 
LQGLFDWHG�LQ�DGXOWV�DQG�SHGLDWULF�SDWLHQWV�� 
x� DV�DQ�DGMXQFW�WR�JHQHUDO�DQHVWKHVLD����� 
x� WR�IDFLOLWDWH�WUDFKHDO�LQWXEDWLRQ����� 
x� WR�SURYLGH�VNHOHWDO�PXVFOH�UHOD[DWLRQ�GXULQJ�VXUJHU\�RU�PHFKDQLFDO� 
YHQWLODWLRQ����� 

�������������������'26$*(�$1'�$'0,1,675$7,21��������������������� 
x� )RU�LQWUDYHQRXV�RU�LQWUDPXVFXODU�XVH�RQO\�������� 
x� ,QGLYLGXDOL]H�GRVDJH�DIWHU�FDUHIXO�DVVHVVPHQW�RI�WKH�SDWLHQW�������� 
x� $FFLGHQWDO�DGPLQLVWUDWLRQ�RI�QHXURPXVFXODU�EORFNLQJ�DJHQWV�PD\�EH�IDWDO�� 
6WRUH�ZLWK�WKH�SUHILOOHG�V\ULQJH�DQG�FDS�LQWDFW��DQG�LQ�D�PDQQHU�WKDW�
 
PLQLPL]HV�WKH�SRVVLELOLW\�RI�VHOHFWLQJ�WKH�ZURQJ�SURGXFW��������
 

x� 6HH�IXOO�SUHVFULELQJ�LQIRUPDWLRQ�IRU�GRVDJH�UHFRPPHQGDWLRQV��SUHSDUDWLRQ� 
LQVWUXFWLRQV��DQG�DGPLQLVWUDWLRQ�LQIRUPDWLRQ���������������������������� 
� 

���������������������'26$*(�)2506�$1'�675(1*7+6����������������� 
,QMHFWLRQ������PJ����P/�����PJ�P/��LQ�D�VLQJOH�GRVH��SUHILOOHG�V\ULQJH����� 
��������������������������&2175$,1',&$7,216����������������������������� 
x� 6NHOHWDO�PXVFOH�P\RSDWKLHV������ 
x� .QRZQ�K\SHUVHQVLWLYLW\�WR�VXFFLQ\OFKROLQH����� 
x� $IWHU�WKH�DFXWH�SKDVH�RI�LQMXU\�IROORZLQJ�PDMRU�EXUQV��PXOWLSOH�WUDXPD�� 
H[WHQVLYH�GHQHUYDWLRQ�RI�VNHOHWDO�PXVFOH��RU�XSSHU�PRWRU�QHXURQ�LQMXU\����� 

x� 3HUVRQDO�RU�IDPLOLDO�KLVWRU\�RI�PDOLJQDQW�K\SHUWKHUPLD����� 
�����������������������:$51,1*6�$1'�35(&$87,216������������������ 
x� $QDSK\OD[LV��6HYHUH�DQDSK\ODFWLF�UHDFWLRQV�WR�QHXURPXVFXODU�EORFNLQJ� 
DJHQWV��LQFOXGLQJ�VXFFLQ\OFKROLQH��KDYH�EHHQ�UHSRUWHG��6RPH�FDVHV�KDYH� 
EHHQ�OLIH�WKUHDWHQLQJ�DQG�IDWDO��7DNH�QHFHVVDU\�SUHFDXWLRQV��VXFK�DV�WKH� 
LPPHGLDWH�DYDLODELOLW\�RI�DSSURSULDWH�HPHUJHQF\�WUHDWPHQW�������� 

x� 5LVN�RI�'HDWK�GXH�WR�0HGLFDWLRQ�(UURUV��8QLQWHQGHG�DGPLQLVWUDWLRQ�RI� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�PD\�UHVXOW�LQ�SDUDO\VLV��UHVSLUDWRU\� 
DUUHVW�DQG�GHDWK��&RQILUP�SURSHU�VHOHFWLRQ�RI�LQWHQGHG�SURGXFW�DQG�DYRLG� 
FRQIXVLRQ�ZLWK�RWKHU�LQMHFWDEOH�VROXWLRQV�WKDW�DUH�SUHVHQW�LQ�FULWLFDO�FDUH�DQG� 
RWKHU�FOLQLFDO�VHWWLQJV��������� 

x� +\SHUNDOHPLD��6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�PD\�LQGXFH�VHULRXV� 
FDUGLDF�DUUK\WKPLDV�RU�FDUGLDF�DUUHVW�GXH�WR�K\SHUNDOHPLD�������� 

x� 0DOLJQDQW�+\SHUWKHUPLD��6XFFLQ\OFKROLQH�DGPLQLVWUDWLRQ�KDV�EHHQ� 
DVVRFLDWHG�ZLWK�DFXWH�RQVHW�RI�PDOLJQDQW�K\SHUWKHUPLD��&RQWLQXRXVO\� 
PRQLWRU�WHPSHUDWXUH�DQG�H[SLUHG�&2���,QWUDYHQRXV�GDQWUROHQH�VRGLXP�LV� 
UHFRPPHQGHG�DV�DQ�DGMXQFW�WR�VXSSRUWLYH�PHDVXUHV�LQ�WKH�PDQDJHPHQW�RI� 
PDOLJQDQW�K\SHUWKHUPLD�������� 

x� %UDG\FDUGLD��,QWUDYHQRXV�EROXV�DGPLQLVWUDWLRQ�PD\�UHVXOW�LQ�SURIRXQG� 
EUDG\FDUGLD�RU��UDUHO\��DV\VWROH��7KH�LQFLGHQFH�LV�KLJKHU�IROORZLQJ�D�VHFRQG� 
GRVH�RI�VXFFLQ\OFKROLQH��3UHWUHDWPHQW�ZLWK�DQWLFKROLQHUJLF�DJHQWV��H�J��� 
DWURSLQH��PD\�UHGXFH�WKH�RFFXUUHQFH�RI�EUDG\DUUK\WKPLDV�������� 

������������������������������$'9(56(�5($&7,216������������������������� 
$GYHUVH�UHDFWLRQV�UHSRUWHG�ZLWK�VXFFLQ\OFKROLQH�DUH�FDUGLDF�DUUHVW��PDOLJQDQW� 
K\SHUWKHUPLD��DUUK\WKPLDV��EUDG\FDUGLD��WDFK\FDUGLD��K\SHUWHQVLRQ�� 
K\SRWHQVLRQ��K\SHUNDOHPLD��SURORQJHG�UHVSLUDWRU\�GHSUHVVLRQ�RU�DSQHD������� 
7R�UHSRUW�6863(&7('�$'9(56(�5($&7,216��FRQWDFW�+LNPD� 
3KDUPDFHXWLFDOV�86$��,QF��DW�����������������RU�WKH�)'$�DW�������)'$� 
�����RU�ZZZ�IGD�JRY�PHGZDWFK�� 
�����������������������������'58*�,17(5$&7,216��������������������������� 
'UXJV�WKDW�0D\�(QKDQFH�WKH�1HXURPXVFXODU�%ORFNLQJ�$FWLRQ�RI� 
6XFFLQ\OFKROLQH��SURPD]LQH��R[\WRFLQ��DSURWLQLQ��FHUWDLQ�QRQ�SHQLFLOOLQ� 
DQWLELRWLFV��TXLQLGLQH��ȕ�DGUHQHUJLF�EORFNHUV��SURFDLQDPLGH��OLGRFDLQH�� 
WULPHWKDSKDQ��OLWKLXP�FDUERQDWH��PDJQHVLXP�VDOWV��TXLQLQH��FKORURTXLQH�� 
LVRIOXUDQH��GHVIOXUDQH��PHWRFORSUDPLGH��WHUEXWDOLQH��DQG�GUXJV�WKDW�UHGXFH� 
SODVPD�FKROLQHVWHUDVH�DFWLYLW\�������� 
�� 

�5HYLVHG��������� 
� 
� 
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��� ,1',&$7,216�$1'�86$*(� 
���'26$*(�$1'�$'0,1,675$7,21� 
���� ,PSRUWDQW�'RVDJH�DQG�$GPLQLVWUDWLRQ�,QIRUPDWLRQ� 
���� 'RVDJH�5HFRPPHQGDWLRQV�IRU�,QWUDYHQRXV�8VH�LQ�$GXOWV� 
�����'RVDJH�5HFRPPHQGDWLRQV�IRU�,QWUDYHQRXV�8VH�LQ�3HGLDWULF�3DWLHQWV�� 
�����'RVDJH�5HFRPPHQGDWLRQV�IRU�,QWUDPXVFXODU�8VH�LQ�$GXOWV�DQG�3HGLDWULF� 

3DWLHQWV��
 
�����3UHSDUDWLRQ�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�
 
�����'UXJ�,QFRPSDWLELOLW\�
 
���� ,QVWUXFWLRQV�IRU�8VH�RI�3UHILOOHG�6\ULQJH�
 

��� '26$*(�)2506�$1'�675(1*7+6� 
���&2175$,1',&$7,216� 
���:$51,1*6�$1'�35(&$87,216� 
���� 9HQWULFXODU�'\VUK\WKPLDV��&DUGLDF�$UUHVW��DQG�'HDWK�)URP�+\SHUNDOHPLF� 
5KDEGRP\RO\VLV�LQ�3HGLDWULF�3DWLHQWV�
 

���� $QDSK\OD[LV�
 
���� 5LVN�RI�'HDWK�'XH�WR�0HGLFDWLRQ�(UURUV�
 
���� +\SHUNDOHPLD�
 
���� 0DOLJQDQW�+\SHUWKHUPLD�
 
���� %UDG\FDUGLD�
 
���� ,QFUHDVH�LQ�,QWUDRFXODU�3UHVVXUH�
 
���� 3URORQJHG�1HXURPXVFXODU�%ORFN�GXH�WR�3KDVH�,,�%ORFN�DQG�
 
7DFK\SK\OD[LV� 

���� 5LVN�RI�3URORQJHG�1HXURPXVFXODU�%ORFN�LQ�3DWLHQWV�ZLWK�5HGXFHG�3ODVPD� 
&KROLQHVWHUDVH�$FWLYLW\�
 

�
 
�
 

�	 � 

�����5LVN�RI�$GGLWLRQDO�7UDXPD�LQ�3DWLHQWV�ZLWK�)UDFWXUHV�RU�0XVFOH� 
6SDVPV� 

������,QFUHDVH�LQ�,QWUDFUDQLDO�3UHVVXUH� 
����� 5LVN�RI�$VSLUDWLRQ�GXH�WR�,QFUHDVH�LQ�,QWUDJDVWULF�3UHVVXUH� 
����� 3URORQJHG�1HXURPXVFXODU�%ORFN�LQ�3DWLHQWV�ZLWK�+\SRNDOHPLD�RU� 

+\SRFDOFHPLD�
 
����� 5LVNV�GXH�WR�,QDGHTXDWH�$QHVWKHVLD�
 

��� $'9(56(�5($&7,216�
 
��� '58*�,17(5$&7,216�
 
����	 'UXJV�WKDW�0D\�$IIHFW�WKH�1HXURPXVFXODU�%ORFNLQJ�$FWLRQ�RI� 

6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ� 
��� 86(�,1�63(&,),&�3238/$7,216� 
���� 3UHJQDQF\�
 
���� /DFWDWLRQ�
 
���� 3HGLDWULF�8VH�
 
���� *HULDWULF�8VH�
 

���� 29(5'26$*(�
 
��� '(6&5,37,21�
 
���� &/,1,&$/�3+$50$&2/2*<�
 
����� 0HFKDQLVP�RI�$FWLRQ�
 
����� 3KDUPDFRG\QDPLFV�
 
����� 3KDUPDFRNLQHWLFV�
 

���� 121&/,1,&$/�72;,&2/2*<� 
����� &DUFLQRJHQHVLV��0XWDJHQHVLV��,PSDLUPHQW�RI�)HUWLOLW\� 

���� +2:�6833/,('�6725$*(�$1'�+$1'/,1*�
 
�
 

�6HFWLRQV�RU�VXEVHFWLRQV�RPLWWHG�IURP�WKH�IXOO�SUHVFULELQJ�LQIRUPDWLRQ� 

DUH�QRW�OLVWHG� 
� 
� 
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x� $FXWH�UKDEGRP\RO\VLV�ZLWK�K\SHUNDOHPLD�IROORZHG�E\�YHQWULFXODU�G\VUK\WKPLDV��FDUGLDF�DUUHVW�� 
� DQG� GHDWK� KDV� RFFXUUHG� DIWHU� WKH� DGPLQLVWUDWLRQ� RI� VXFFLQ\OFKROLQH� WR� DSSDUHQWO\� KHDOWK\� 
� SHGLDWULF�SDWLHQWV�ZKR�ZHUH�VXEVHTXHQWO\�IRXQG�WR�KDYH�XQGLDJQRVHG�VNHOHWDO�PXVFOH�P\RSDWK\�� 
� PRVW�IUHTXHQWO\�'XFKHQQH�PXVFXODU�G\VWURSK\�[see Warnings and Precautions (5.1)]�� 

x� :KHQ� D� KHDOWK\� DSSHDULQJ� SHGLDWULF� SDWLHQW� GHYHORSV� FDUGLDF� DUUHVW� ZLWKLQ� PLQXWHV� DIWHU� 
� DGPLQLVWUDWLRQ� RI� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ�� QRW� IHOW� WR� EH� GXH� WR� LQDGHTXDWH� 
� YHQWLODWLRQ��R[\JHQDWLRQ�RU�DQHVWKHWLF�RYHUGRVH��LPPHGLDWH�WUHDWPHQW�IRU�K\SHUNDOHPLD�VKRXOG� 
� EH�LQVWLWXWHG��,Q�WKH�SUHVHQFH�RI�VLJQV�RI�PDOLJQDQW�K\SHUWKHUPLD��DSSURSULDWH�WUHDWPHQW�VKRXOG� 
� EH�LQVWLWXWHG�FRQFXUUHQWO\�[see Warnings and Precautions (5.1)]�� 

x� 5HVHUYH� WKH� XVH� RI� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� LQ� SHGLDWULF� SDWLHQWV� IRU� HPHUJHQF\� 
� LQWXEDWLRQ� RU� LQVWDQFHV� ZKHUH� LPPHGLDWH� VHFXULQJ� RI� WKH� DLUZD\� LV� QHFHVVDU\�� H�J��� 
� ODU\QJRVSDVP��GLIILFXOW�DLUZD\�� IXOO�VWRPDFK��RU� IRU� LQWUDPXVFXODU�XVH�ZKHQ�D�VXLWDEOH�YHLQ� LV� 
� LQDFFHVVLEOH�[see Warnings and Precautions (5.1)]�� 

� 

�� ,1',&$7,216�$1'�86$*(� 

6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LV�LQGLFDWHG�LQ�DGXOWV�DQG�SHGLDWULF�SDWLHQWV��
 

x� DV�DQ�DGMXQFW�WR�JHQHUDO�DQHVWKHVLD�
 

x� WR�IDFLOLWDWH�WUDFKHDO�LQWXEDWLRQ�
 

x� WR�SURYLGH�VNHOHWDO�PXVFOH�UHOD[DWLRQ�GXULQJ�VXUJHU\�RU�PHFKDQLFDO�YHQWLODWLRQ�
 

�� '26$*(�$1'�$'0,1,675$7,21� 

����� ,PSRUWDQW�'RVDJH�DQG�$GPLQLVWUDWLRQ�,QIRUPDWLRQ� 
x�	 6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LV�IRU�LQWUDYHQRXV�RU�LQWUDPXVFXODU�XVH�RQO\�� 

x�	 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� PXVW� EH� DGPLQLVWHUHG� XQGHU� VXSHUYLVLRQ� RI� H[SHULHQFHG� 
FOLQLFLDQV�ZKR�DUH� IDPLOLDU�ZLWK� LWV� DFWLRQV� DQG�ZLWK� DSSURSULDWH�QHXURPXVFXODU�PRQLWRULQJ� 
WHFKQLTXHV�� 

x�	 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� VKRXOG� EH� DGPLQLVWHUHG� RQO\� E\� WKRVH� VNLOOHG� LQ� WKH� 
PDQDJHPHQW�RI�DUWLILFLDO�UHVSLUDWLRQ�DQG�RQO\�ZKHQ�IDFLOLWLHV�DUH�LQVWDQWO\�DYDLODEOH�IRU�WUDFKHDO� 
LQWXEDWLRQ�DQG�IRU�SURYLGLQJ�DGHTXDWH�YHQWLODWLRQ�RI�WKH�SDWLHQW��LQFOXGLQJ�WKH�DGPLQLVWUDWLRQ�RI� 
R[\JHQ�XQGHU�SRVLWLYH�SUHVVXUH�DQG�WKH�HOLPLQDWLRQ�RI�&2���7KH�FOLQLFLDQ�PXVW�EH�SUHSDUHG�WR� 
DVVLVW�RU�FRQWURO�UHVSLUDWLRQ�� 

x�	 7KH�GRVDJH�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�VKRXOG�EH�LQGLYLGXDOL]HG�DQG�VKRXOG�DOZD\V� 
EH�GHWHUPLQHG�E\�WKH�FOLQLFLDQ�DIWHU�FDUHIXO�DVVHVVPHQW�RI�WKH�SDWLHQW�� 

x�	 7R�DYRLG�GLVWUHVV�WR�WKH�SDWLHQW��GR�QRW�DGPLQLVWHU�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�EHIRUH� 
XQFRQVFLRXVQHVV�KDV�EHHQ�LQGXFHG�>VHH�:DUQLQJV�DQG�3UHFDXWLRQV�������@��� 

x�	 7KH�RFFXUUHQFH�RI�EUDG\DUUK\WKPLDV�ZLWK�DGPLQLVWUDWLRQ�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ� 
PD\� EH� UHGXFHG� E\� SUHWUHDWPHQW� ZLWK� DQWLFKROLQHUJLFV� �H�J��� DWURSLQH�� >VHH� :DUQLQJV� DQG� 
3UHFDXWLRQV������@�� 

�	 � 

� 
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x�	 0RQLWRU� QHXURPXVFXODU� IXQFWLRQ� ZLWK� D� SHULSKHUDO� QHUYH� VWLPXODWRU� ZKHQ� XVLQJ� 
6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� E\� LQIXVLRQ� >VHH� 'RVDJH� DQG� $GPLQLVWUDWLRQ� ������� 
:DUQLQJV�DQG�3UHFDXWLRQV������@�� 

x�	 9LVXDOO\� LQVSHFW� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� IRU� SDUWLFXODWH�PDWWHU� DQG� GLVFRORUDWLRQ� 
SULRU�WR�DGPLQLVWUDWLRQ��ZKHQHYHU�VROXWLRQ�DQG�FRQWDLQHU�SHUPLW��'R�QRW�DGPLQLVWHU�VROXWLRQV� 
WKDW�DUH�QRW�FOHDU�DQG�FRORUOHVV�� 

x�	 6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�PXVW�EH�GLOXWHG�IRU�FRQWLQXRXV�LQWUDYHQRXV�LQIXVLRQ�>VHH� 
'RVDJH�DQG�$GPLQLVWUDWLRQ������@��� 

5LVN�RI�0HGLFDWLRQ�(UURUV� 
$FFLGHQWDO�DGPLQLVWUDWLRQ�RI�QHXURPXVFXODU�EORFNLQJ�DJHQWV�PD\�EH�IDWDO��6WRUH�6XFFLQ\OFKROLQH� 
&KORULGH�,QMHFWLRQ�ZLWK�WKH�SUHILOOHG�V\ULQJH�DQG�FDS�LQWDFW��DQG�LQ�D�PDQQHU�WKDW�PLQLPL]HV�WKH� 
SRVVLELOLW\�RI�VHOHFWLQJ�WKH�ZURQJ�SURGXFW�[see Warnings and Precautions (5.3)]�� 

���� 'RVDJH�5HFRPPHQGDWLRQV�IRU�,QWUDYHQRXV�8VH�LQ�$GXOWV � 
)RU�6KRUW�6XUJLFDO�3URFHGXUHV� 
7KH�DYHUDJH�GRVH�UHTXLUHG�WR�SURGXFH�QHXURPXVFXODU�EORFNDGH�DQG�WR�IDFLOLWDWH�WUDFKHDO�LQWXEDWLRQ� 
LV� ����PJ�NJ� 6XFFLQ\OFKROLQH� &KORULGH� JLYHQ� LQWUDYHQRXVO\�� � 7KH� RSWLPXP� LQWUDYHQRXV� GRVH� RI� 
6XFFLQ\OFKROLQH�&KORULGH� ,QMHFWLRQ�ZLOO� YDU\� DPRQJ�SDWLHQWV� DQG�PD\�EH� IURP�����PJ�NJ� WR����� 
PJ�NJ� IRU� DGXOWV�� )ROORZLQJ� LQWUDYHQRXV� DGPLQLVWUDWLRQ� RI� GRVHV� LQ� WKLV� UDQJH�� QHXURPXVFXODU� 
EORFNDGH�GHYHORSV� LQ�DERXW���PLQXWH��PD[LPXP�EORFNDGH�PD\�SHUVLVW� IRU�DERXW���PLQXWHV��DIWHU� 
ZKLFK�UHFRYHU\�WDNHV�SODFH�ZLWKLQ���WR���PLQXWHV��$���WR����PJ�WHVW�GRVH�RI�6XFFLQ\OFKROLQH�&KORULGH� 
,QMHFWLRQ�PD\�EH�XVHG�WR�GHWHUPLQH�WKH�VHQVLWLYLW\�RI�WKH�SDWLHQW�DQG�WKH�LQGLYLGXDO�UHFRYHU\�WLPH� 
[see Warnings and Precautions (5.9)]�� 
)RU�/RQJ�6XUJLFDO�3URFHGXUHV� 
Continuous Intravenous Infusion 
7KH�GRVDJH�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�DGPLQLVWHUHG�E\�FRQWLQXRXV�LQWUDYHQRXV�LQIXVLRQ� 
GHSHQGV�XSRQ�WKH�GXUDWLRQ�RI�WKH�VXUJLFDO�SURFHGXUH�DQG�WKH�QHHG�IRU�PXVFOH�UHOD[DWLRQ��� 
'LOXWHG�VROXWLRQV�FRQWDLQLQJ�IURP���PJ�P/�WR���PJ�P/�VXFFLQ\OFKROLQH�KDYH�FRPPRQO\�EHHQ�XVHG� 
IRU� FRQWLQXRXV� LQWUDYHQRXV� LQIXVLRQ� [see Dosage and Administration (2.5)]�� 7KH� PRUH� GLOXWH� 
VROXWLRQ� ���PJ�P/�� LV�SUREDEO\�SUHIHUDEOH� IURP�WKH�VWDQGSRLQW�RI�HDVH�RI�FRQWURO�RI� WKH� UDWH�RI� 
DGPLQLVWUDWLRQ�RI�6XFFLQ\OFKROLQH�&KORULGH� ,QMHFWLRQ�DQG��KHQFH��RI� UHOD[DWLRQ��6XFFLQ\OFKROLQH� 
&KORULGH�,QMHFWLRQ����PJ�SHU�P/��PD\�EH�DGPLQLVWHUHG�DW�D�UDWH�RI�����PJ������P/��SHU�PLQXWH�WR� 
���PJ�����P/��SHU�PLQXWH�WR�REWDLQ�WKH�UHTXLUHG�DPRXQW�RI�UHOD[DWLRQ��7KH�DPRXQW�UHTXLUHG�SHU� 
PLQXWH�ZLOO�GHSHQG�XSRQ�WKH�LQGLYLGXDO�UHVSRQVH�DV�ZHOO�DV�WKH�GHJUHH�RI�UHOD[DWLRQ�UHTXLUHG��7KH� 
DYHUDJH�UDWH�RI�FRQWLQXRXV�LQWUDYHQRXV�LQIXVLRQ�IRU�DQ�DGXOW�UDQJHV�EHWZHHQ�����PJ�SHU�PLQXWH�DQG� 
����PJ�SHU�PLQXWH��� 
0RQLWRU�QHXURPXVFXODU�IXQFWLRQ�ZLWK�D�SHULSKHUDO�QHUYH�VWLPXODWRU�ZKHQ�XVLQJ�6XFFLQ\OFKROLQH� 
&KORULGH�,QMHFWLRQ�E\�LQIXVLRQ�LQ�RUGHU�WR�DYRLG�RYHUGRVH��GHWHFW�GHYHORSPHQW�RI�3KDVH�,,�EORFN�� 
IROORZ�LWV�UDWH�RI�UHFRYHU\��DQG�DVVHVV�WKH�HIIHFWV�RI�UHYHUVLQJ�DJHQWV�[see Warnings and Precautions 
(5.8)].� 

Intermittent Intravenous Injection 
,QWHUPLWWHQW� LQWUDYHQRXV� LQMHFWLRQV� RI� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� PD\� DOVR� EH� XVHG� WR� 
SURYLGH�PXVFOH�UHOD[DWLRQ�IRU�ORQJ�SURFHGXUHV��$Q�LQWUDYHQRXV�LQMHFWLRQ�RI�����PJ�NJ�WR�����PJ�NJ� 
PD\�EH�JLYHQ�LQLWLDOO\��IROORZHG��DW�DSSURSULDWH�LQWHUYDOV��E\�IXUWKHU�LQMHFWLRQV�RI������PJ�NJ�WR� 
�����PJ�NJ�WR�PDLQWDLQ�WKH�GHJUHH�RI�UHOD[DWLRQ�UHTXLUHG�� 

�	 � 
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����� 'RVDJH�5HFRPPHQGDWLRQV�IRU�,QWUDYHQRXV�8VH�LQ�3HGLDWULF�3DWLHQWV� 

)RU� HPHUJHQF\� WUDFKHDO� LQWXEDWLRQ� RU� LQ� LQVWDQFHV� ZKHUH� LPPHGLDWH� VHFXULQJ� RI� WKH� DLUZD\� LV� 
QHFHVVDU\��WKH�LQWUDYHQRXV�GRVH�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LV���PJ�NJ�IRU�LQIDQWV�DQG� 
RWKHU�VPDOO�SHGLDWULF�SDWLHQWV��IRU�ROGHU�SHGLDWULF�SDWLHQWV�DQG�DGROHVFHQWV�WKH�LQWUDYHQRXV�GRVH�RI� 
6XFFLQ\OFKROLQH� &KORULGH� LV� �� PJ�NJ� [see Warnings and Precautions (5.1), Use in Specific 
Populations (8.4)]. 7KH�HIIHFWLYH�GRVH�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LQ�SHGLDWULF�SDWLHQWV� 
PD\� EH� KLJKHU� WKDQ� WKDW� SUHGLFWHG� E\� ERG\� ZHLJKW� GRVLQJ� DORQH�� )RU� H[DPSOH�� WKH� XVXDO� DGXOW� 
LQWUDYHQRXV�GRVH�RI�����PJ�NJ� LV�FRPSDUDEOH� WR�D�GRVH�RI���PJ�NJ� WR���PJ�NJ� LQ�QHRQDWHV�DQG� 
LQIDQWV�XS�WR���PRQWKV�RI�DJH�DQG���PJ�NJ�WR���PJ�NJ�LQ�LQIDQWV�XS�WR���\HDUV�RI�DJH [see Clinical 
Pharmacology (12.3)].� 

����� 'RVDJH�5HFRPPHQGDWLRQV�IRU�,QWUDPXVFXODU�8VH�LQ�$GXOWV�DQG�3HGLDWULF�3DWLHQWV� 
,I� D� VXLWDEOH� YHLQ� LV� LQDFFHVVLEOH�� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� PD\� EH� DGPLQLVWHUHG� 
LQWUDPXVFXODUO\�DW�D�GRVH�RI�XS�WR���PJ�NJ�WR���PJ�NJ�WR�LQIDQWV��ROGHU�SHGLDWULF�SDWLHQWV��RU�DGXOWV�� 
7KH�WRWDO�GRVH�DGPLQLVWHUHG�E\�WKH�LQWUDPXVFXODU�URXWH�VKRXOG�QRW�H[FHHG�����PJ��7KH�RQVHW�RI� 
HIIHFW�RI�VXFFLQ\OFKROLQH�JLYHQ�LQWUDPXVFXODUO\�LV�XVXDOO\�REVHUYHG�LQ�DERXW���WR���PLQXWHV�� 

����� 3UHSDUDWLRQ�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ� 
6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� LV� VXSSOLHG� LQ� D� VLQJOH�GRVH�� SUHILOOHG� V\ULQJH�� DQG� GRHV� QRW� 
UHTXLUH�GLOXWLRQ�IRU�LQWUDYHQRXV�RU�LQWUDPXVFXODU�EROXV�GRVLQJ�� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�PD\�EH�GLOXWHG�IRU�FRQWLQXRXV�LQWUDYHQRXV�LQIXVLRQ�WR���PJ�P/� 
RU���PJ�P/�LQ�D�VROXWLRQ�VXFK�DV�� 

x� ���'H[WURVH�,QMHFWLRQ��863��RU� 

x� �����6RGLXP�&KORULGH�,QMHFWLRQ��863� 
3UHSDUH�WKH�GLOXWHG�6XFFLQ\OFKROLQH�&KORULGH�VROXWLRQ�IRU�VLQJOH�SDWLHQW�XVH�RQO\��6WRUH�WKH�GLOXWHG�
6XFFLQ\OFKROLQH�&KORULGH�VROXWLRQ�LQ�D�UHIULJHUDWRU�>���&�WR����&������)�WR�����)�@�DQG�XVH�ZLWKLQ���� 
KRXUV�DIWHU�SUHSDUDWLRQ��9LVXDOO\�LQVSHFW�WKH�GLOXWHG�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�VROXWLRQ�IRU� 
SDUWLFXODWH�PDWWHU�DQG�GLVFRORUDWLRQ�SULRU�WR�DGPLQLVWUDWLRQ��'R�QRW�DGPLQLVWHU�VROXWLRQV�WKDW�DUH�QRW� 
FOHDU�DQG�FRORUOHVV��'LVFDUG�DQ\�XQXVHG�SRUWLRQ�RI�WKH�GLOXWHG�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ� 
VROXWLRQ�� 

���� 'UXJ�,QFRPSDWLELOLW\� 
6XFFLQ\OFKROLQH�&KORULGH� ,QMHFWLRQ� LV� DFLGLF� �S+������ DQG�PD\�QRW�EH�FRPSDWLEOH�ZLWK�DONDOLQH� 
VROXWLRQV� KDYLQJ� D� S+� JUHDWHU� WKDQ� ���� �H�J��� EDUELWXUDWH� VROXWLRQV��� 7KHUHIRUH�� GR� QRW� PL[� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�ZLWK�DONDOLQH�VROXWLRQV��� 

� � 
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� 
����� ,QVWUXFWLRQV�IRU�8VH�RI�3UHILOOHG�6\ULQJH� 

&$87,21��$VVXUH�WKDW�WKH�QHHGOH�RU�1HHGOHOHVV�/XHU�$FFHVV�'HYLFH��1/$'��LV�VHFXUHO\�DWWDFKHG� 
EHIRUH�EHJLQQLQJ� WKH� LQMHFWLRQ��9LVXDOO\� LQVSHFW� WKH� V\ULQJH�QHHGOH�RU� V\ULQJH�1/$'�FRQQHFWLRQ� 
EHIRUH�DQG�GXULQJ�GUXJ�DGPLQLVWUDWLRQ��� 
$GPLQLVWUDWLRQ�7HFKQLTXH�� 
Figure 1 

6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�PD\�EH�DGPLQLVWHUHG�LQWUDYHQRXVO\�RU�LQWUDPXVFXODUO\��� 
���� ,QVSHFW�WKH�RXWHU�SDFNDJLQJ��SODVWLF�RYHUZUDS��DQG�WKH�V\ULQJH�ODEHO�E\�YHULI\LQJ��� 
��SODVWLF�RYHUZUDS�LQWHJULW\��
 
��GUXJ�QDPH�
 
��GUXJ�VWUHQJWK�
 
��ILOO�YROXPH�
 
��URXWH�RI�DGPLQLVWUDWLRQ�
 
��H[SLUDWLRQ�GDWH�WR�EH�VXUH�WKDW�WKH�GUXJ�KDV�QRW�H[SLUHG��
 
��VWHULOH�ILHOG�DSSOLFDELOLW\��
 

'R�QRW�XVH�LI�SDFNDJH�KDV�EHHQ�GDPDJHG� 
���� 2SHQ�WKH�RXWHU�SDFNDJLQJ�DQG�UHPRYH�WKH�V\ULQJH�IURP�WKH�SODVWLF�RYHUZUDS��'R�QRW�SRS� 
V\ULQJH�WKURXJK��� 

���� 3HUIRUP�YLVXDO�LQVSHFWLRQ�RQ�WKH�V\ULQJH�E\�YHULI\LQJ��� 
��DEVHQFH�RI�V\ULQJH�GDPDJH�
 
��DEVHQFH�RI�H[WHUQDO�SDUWLFOHV�
 
��DEVHQFH�RI�LQWHUQDO�SDUWLFOHV�
 
��SURSHU�GUXJ�FRORU�
 

���� 3XVK�SOXQJHU�URG�VOLJKWO\�ZKLOH�WLS�FDS�LV�VWLOO�RQ�WR�EUHDN�WKH�VWRSSHU�ORRVH��� 
���� 5HPRYH�WLS�FDS�E\�WZLVWLQJ�LW�RII���6HH�)LJXUH����� 

Figure 2. 

� 
���� 'LVFDUG�WKH�WLS�FDS�� 
���� ([SHO�DLU�EXEEOH�� 
���� &RQQHFW� WKH� V\ULQJH� WR� DQ� DSSURSULDWH� LQMHFWLRQ� FRQQHFWLRQ� GHSHQGLQJ� RQ� WKH� URXWH� RI� 
DGPLQLVWUDWLRQ�� 
��%HIRUH�LQMHFWLRQ��HQVXUH�WKDW�WKH�V\ULQJH�LV�VHFXUHO\�DWWDFKHG�WR�WKH�QHHGOH�RU�1/$'��� 
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���� 'HSUHVV� SOXQJHU� URG� WR� GHOLYHU� WKH� UHTXLUHG� GRVH� RI� PHGLFDWLRQ�� (QVXUH� WKDW� SUHVVXUH� LV� 
PDLQWDLQHG�RQ�WKH�SOXQJHU�URG�GXULQJ�WKH�HQWLUH�DGPLQLVWUDWLRQ��:DVWH�UHVLGXDO�PHGLFDWLRQ�SHU� 
LQVWLWXWLRQDO�SROLF\�� 

���� 5HPRYH� V\ULQJH� IURP� 1/$'� �LI� DSSOLFDEOH�� DQG� GLVFDUG� LQWR� DSSURSULDWH� UHFHSWDFOH�� 
:KHQ�D�QHHGOH�LV�FRQQHFWHG�WR�WKH�V\ULQJH��WR�SUHYHQW�QHHGOH�VWLFN�LQMXULHV��GR�QRW�UHFDS�QHHGOHV��� 

127(6��� 
x�	 $OO�VWHSV�PXVW�EH�SHUIRUPHG�VHTXHQWLDOO\�� 

x�	 'R�QRW�DXWRFODYH�V\ULQJH� 

x�	 'R�QRW�XVH�WKLV�SURGXFW�RQ�D�VWHULOH�ILHOG� 

x�	 'R�QRW�LQWURGXFH�DQ\�RWKHU�IOXLG�LQWR�WKH�V\ULQJH�DW�DQ\�WLPH�� 

x�	 7KLV�SURGXFW�LV�IRU�VLQJOH�GRVH�RQO\��GLVFDUG�XQXVHG�SRUWLRQ� 

�� '26$*(�)2506�$1'�675(1*7+6� 

6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ��863��LV�D�FOHDU��FRORUOHVV�VROXWLRQ�DYDLODEOH�DV�IROORZV��� 
����PJ�SHU���P/�����PJ�P/��LQ�D�VLQJOH�GRVH��SUHILOOHG�V\ULQJH��(DFK�PLOOLOLWHU�FRQWDLQV����PJ�RI� 
VXFFLQ\OFKROLQH�FKORULGH�DQK\GURXV��HTXLYDOHQW�WR�������PJ�RI�VXFFLQ\OFKROLQH�FKORULGH�GLK\GUDWH�� 
863�� 

�� &2175$,1',&$7,216� 

6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LV�FRQWUDLQGLFDWHG�� 

x�	 LQ�SDWLHQWV�ZLWK�VNHOHWDO�PXVFOH�P\RSDWKLHV�[see Warnings and Precautions (5.1)]� 

x�	 LQ�SDWLHQWV�ZLWK�NQRZQ�K\SHUVHQVLWLYLW\� WR�VXFFLQ\OFKROLQH��6HYHUH�DQDSK\ODFWLF�UHDFWLRQV� WR� 
VXFFLQ\OFKROLQH�KDYH�EHHQ�UHSRUWHG�[see Warnings and Precautions (5.2)]�� 

x�	 DIWHU�WKH�DFXWH�SKDVH�RI�LQMXU\�IROORZLQJ�PDMRU�EXUQV��PXOWLSOH�WUDXPD��H[WHQVLYH�GHQHUYDWLRQ� 
RI�VNHOHWDO�PXVFOH��RU�XSSHU�PRWRU�QHXURQ�LQMXU\��ZKLFK�PD\�UHVXOW�LQ�VHYHUH�K\SHUNDOHPLD�DQG� 
FDUGLDF�DUUHVW�[see Warnings and Precautions (5.4)]� 

x�	 LQ� SDWLHQWV� ZLWK� SHUVRQDO� RU� IDPLOLDO� KLVWRU\� RI� PDOLJQDQW� K\SHUWKHUPLD� [see Warnings and 
Precautions (5.5)]� 

�� :$51,1*6�$1'�35(&$87,216� 

����� 9HQWULFXODU�'\VUK\WKPLDV��&DUGLDF�$UUHVW��DQG�'HDWK�)URP�+\SHUNDOHPLF�5KDEGRP\RO\VLV��� 
� LQ�3HGLDWULF�3DWLHQWV� 

7KHUH�KDYH�EHHQ�UHSRUWV�RI�YHQWULFXODU�G\VUK\WKPLDV��FDUGLDF�DUUHVW��DQG�GHDWK�VHFRQGDU\�WR�DFXWH� 
UKDEGRP\RO\VLV� ZLWK� K\SHUNDOHPLD� LQ� DSSDUHQWO\� KHDOWK\� SHGLDWULF� SDWLHQWV� ZKR� UHFHLYHG� 
VXFFLQ\OFKROLQH��0DQ\�RI�WKHVH�SHGLDWULF�SDWLHQWV�ZHUH�VXEVHTXHQWO\�IRXQG�WR�KDYH�D�VNHOHWDO�PXVFOH� 
P\RSDWK\�VXFK�DV�'XFKHQQH�PXVFXODU�G\VWURSK\�ZKRVH�FOLQLFDO�VLJQV�ZHUH�QRW�REYLRXV��� 
7KH�V\QGURPH�RIWHQ�SUHVHQWHG�DV�VXGGHQ�FDUGLDF�DUUHVW�ZLWKLQ�PLQXWHV�DIWHU�WKH�DGPLQLVWUDWLRQ�RI� 
VXFFLQ\OFKROLQH�� 7KHVH� SHGLDWULF� SDWLHQWV� ZHUH� XVXDOO\�� EXW� QRW� H[FOXVLYHO\�� PDOHV�� DQG� PRVW� 
IUHTXHQWO\���\HDUV�RI�DJH�RU�\RXQJHU��7KHUH�KDYH�DOVR�EHHQ�UHSRUWV�LQ�DGROHVFHQWV��7KHUH�PD\�EH�QR� 
VLJQV�RU�V\PSWRPV�WR�DOHUW�WKH�SUDFWLWLRQHU�WR�ZKLFK�SDWLHQWV�DUH�DW�ULVN��$�FDUHIXO�KLVWRU\�DQG�SK\VLFDO� 
PD\�LGHQWLI\�GHYHORSPHQWDO�GHOD\V�VXJJHVWLYH�RI�D�P\RSDWK\��$�SUHRSHUDWLYH�FUHDWLQH�NLQDVH�FRXOG� 
LGHQWLI\�VRPH�EXW�QRW�DOO�SDWLHQWV�DW�ULVN�� 
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:KHQ� D� KHDOWK\�DSSHDULQJ�� SHGLDWULF� SDWLHQW� GHYHORSV� FDUGLDF� DUUHVW� ZLWKLQ� PLQXWHV� DIWHU� 
DGPLQLVWUDWLRQ�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ��QRW�IHOW�WR�EH�GXH�WR�LQDGHTXDWH�YHQWLODWLRQ�� 
R[\JHQDWLRQ�RU�DQHVWKHWLF�RYHUGRVH��LPPHGLDWH�WUHDWPHQW�IRU�K\SHUNDOHPLD�VKRXOG�EH�LQVWLWXWHG��'XH� 
WR�WKH�DEUXSW�RQVHW�RI�WKLV�V\QGURPH��URXWLQH�UHVXVFLWDWLYH�PHDVXUHV�DUH�OLNHO\�WR�EH�XQVXFFHVVIXO�� 
&DUHIXO�PRQLWRULQJ�RI�WKH�HOHFWURFDUGLRJUDP�PD\�DOHUW�WKH�SUDFWLWLRQHU�WR�SHDNHG�7�ZDYHV��DQ�HDUO\� 
VLJQ��� $GPLQLVWUDWLRQ� RI� LQWUDYHQRXV� FDOFLXP�� ELFDUERQDWH�� DQG� JOXFRVH� ZLWK� LQVXOLQ�� ZLWK� 
K\SHUYHQWLODWLRQ� KDYH� UHVXOWHG� LQ� VXFFHVVIXO� UHVXVFLWDWLRQ� LQ� VRPH� RI� WKH� UHSRUWHG� FDVHV�� 
([WUDRUGLQDU\�DQG�SURORQJHG�UHVXVFLWDWLYH�HIIRUWV�KDYH�EHHQ�HIIHFWLYH�LQ�VRPH�FDVHV��,Q�DGGLWLRQ��LQ� 
WKH� SUHVHQFH� RI� VLJQV� RI� PDOLJQDQW� K\SHUWKHUPLD�� DSSURSULDWH� WUHDWPHQW� VKRXOG� EH� LQLWLDWHG� 
FRQFXUUHQWO\�[see Warnings and Precautions (5.5)].�� 
%HFDXVH� LW� LV� GLIILFXOW� WR� LGHQWLI\� ZKLFK� SDWLHQWV� DUH� DW� ULVN�� UHVHUYH� WKH� XVH� RI� 6XFFLQ\OFKROLQH� 
&KORULGH� ,QMHFWLRQ� LQ� SHGLDWULF� SDWLHQWV�� IRU� HPHUJHQF\� LQWXEDWLRQ� RU� LQVWDQFHV� ZKHUH� LPPHGLDWH� 
VHFXULQJ� RI� WKH� DLUZD\� LV� QHFHVVDU\�� H�J��� ODU\QJRVSDVP�� GLIILFXOW� DLUZD\�� IXOO� VWRPDFK�� RU� IRU� 
LQWUDPXVFXODU�XVH�ZKHQ�D�VXLWDEOH�YHLQ�LV�LQDFFHVVLEOH�� 

���� $QDSK\OD[LV� 
6HYHUH�DQDSK\ODFWLF�UHDFWLRQV�WR�QHXURPXVFXODU�EORFNLQJ�DJHQWV��LQFOXGLQJ�VXFFLQ\OFKROLQH��KDYH� 
EHHQ� UHSRUWHG��7KHVH� UHDFWLRQV�KDYH�� LQ� VRPH�FDVHV�� EHHQ� OLIH�WKUHDWHQLQJ�DQG� IDWDO��'XH� WR� WKH� 
SRWHQWLDO�VHYHULW\�RI�WKHVH�UHDFWLRQV��WKH�QHFHVVDU\�SUHFDXWLRQV��VXFK�DV�WKH�LPPHGLDWH�DYDLODELOLW\� 
RI� DSSURSULDWH� HPHUJHQF\� WUHDWPHQW�� VKRXOG� EH� WDNHQ�� $OOHUJLF� FURVV�UHDFWLYLW\� EHWZHHQ� 
QHXURPXVFXODU�EORFNLQJ�DJHQWV��ERWK�GHSRODUL]LQJ�DQG�QRQ�GHSRODUL]LQJ��KDV�EHHQ�UHSRUWHG�LQ�WKLV� 
FODVV� RI� GUXJV�� 7KHUHIRUH�� DVVHVV� SDWLHQWV� IRU� SUHYLRXV� DQDSK\ODFWLF� UHDFWLRQV� WR� RWKHU� 
QHXURPXVFXODU�EORFNLQJ�DJHQWV�EHIRUH�DGPLQLVWHULQJ�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�� 

����� 5LVN�RI�'HDWK�'XH�WR�0HGLFDWLRQ�(UURUV� 
$GPLQLVWUDWLRQ� RI� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� UHVXOWV� LQ� SDUDO\VLV�� ZKLFK� PD\� OHDG� WR� 
UHVSLUDWRU\�DUUHVW�DQG�GHDWK��WKLV�SURJUHVVLRQ�PD\�EH�PRUH�OLNHO\�WR�RFFXU�LQ�D�SDWLHQW�IRU�ZKRP�LW� 
LV� QRW� LQWHQGHG�� &RQILUP� SURSHU� VHOHFWLRQ� RI� LQWHQGHG� SURGXFW� DQG� DYRLG� FRQIXVLRQ� ZLWK� RWKHU� 
LQMHFWDEOH�VROXWLRQV�WKDW�DUH�SUHVHQW�LQ�FULWLFDO�FDUH�DQG�RWKHU�FOLQLFDO�VHWWLQJV��,I�DQRWKHU�KHDOWKFDUH� 
SURYLGHU� LV� DGPLQLVWHULQJ� WKH� SURGXFW�� HQVXUH� WKDW� WKH� LQWHQGHG� GRVH� LV� FOHDUO\� ODEHOHG� DQG� 
FRPPXQLFDWHG�� 

����� +\SHUNDOHPLD� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�PD\�LQGXFH�VHULRXV�FDUGLDF�DUUK\WKPLDV�RU�FDUGLDF�DUUHVW�GXH�WR� 
K\SHUNDOHPLD�LQ�SDWLHQWV�ZLWK�HOHFWURO\WH�DEQRUPDOLWLHV�DQG�WKRVH�ZKR�PD\�KDYH�GLJLWDOLV�WR[LFLW\�� 
6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� LV� FRQWUDLQGLFDWHG� DIWHU� WKH� DFXWH� SKDVH� RI�  LQMXU\� IROORZLQJ�  
PDMRU�EXUQV��PXOWLSOH� WUDXPD��H[WHQVLYH�GHQHUYDWLRQ�RI� VNHOHWDO�PXVFOH��RU�XSSHU�PRWRU�QHXURQ� 
LQMXU\�[see Contraindications (4)]��7KH�ULVN�RI�K\SHUNDOHPLD�LQ�WKHVH�SDWLHQWV�LQFUHDVHV�RYHU�WLPH� 
DQG�XVXDOO\�SHDNV�DW���WR����GD\V�DIWHU�WKH�LQMXU\��7KH�ULVN�LV�GHSHQGHQW�RQ�WKH�H[WHQW�DQG�ORFDWLRQ� 
RI�WKH�LQMXU\��7KH�SUHFLVH�WLPH�RI�RQVHW�DQG�WKH�GXUDWLRQ�RI�WKH�ULVN�SHULRG�DUH�XQGHWHUPLQHG��� 
3DWLHQWV� ZLWK� FKURQLF� DEGRPLQDO� LQIHFWLRQ�� VXEDUDFKQRLG� KHPRUUKDJH�� RU� FRQGLWLRQV� FDXVLQJ� 
GHJHQHUDWLRQ�RI�FHQWUDO�DQG�SHULSKHUDO�QHUYRXV�V\VWHPV�DUH�DW�DQ�LQFUHDVHG�ULVN�RI�GHYHORSLQJ�VHYHUH� 
K\SHUNDOHPLD�DIWHU�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�DGPLQLVWUDWLRQ��&RQVLGHU�DYRLGLQJ�XVH�RI� 
6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� LQ� WKHVH� SDWLHQWV� RU� YHULI\� WKH� SDWLHQW¶V� EDVHOLQH� SRWDVVLXP� 
OHYHOV�DUH�ZLWKLQ�WKH�QRUPDO�UDQJH�SULRU�WR�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�DGPLQLVWUDWLRQ��� 

����� 0DOLJQDQW�+\SHUWKHUPLD� 
6XFFLQ\OFKROLQH�DGPLQLVWUDWLRQ�KDV�EHHQ�DVVRFLDWHG�ZLWK�DFXWH�RQVHW�RI�PDOLJQDQW�K\SHUWKHUPLD��D� 
SRWHQWLDOO\� IDWDO� K\SHUPHWDEROLF� VWDWH� RI� VNHOHWDO� PXVFOH�� 7KH� ULVN� RI� GHYHORSLQJ� PDOLJQDQW� 
K\SHUWKHUPLD� IROORZLQJ� VXFFLQ\OFKROLQH� DGPLQLVWUDWLRQ� LQFUHDVHV� ZLWK� WKH� FRQFRPLWDQW� 
DGPLQLVWUDWLRQ�RI�YRODWLOH�DQHVWKHWLFV��0DOLJQDQW�K\SHUWKHUPLD�IUHTXHQWO\�SUHVHQWV�DV� LQWUDFWDEOH� 
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VSDVP�RI�WKH�MDZ�PXVFOHV��PDVVHWHU�VSDVP��ZKLFK�PD\�SURJUHVV�WR�JHQHUDOL]HG�ULJLGLW\��LQFUHDVHG� 
R[\JHQ�GHPDQG��WDFK\FDUGLD��WDFK\SQHD�DQG�SURIRXQG�K\SHUS\UH[LD��6XFFHVVIXO�RXWFRPH�GHSHQGV� 
RQ�UHFRJQLWLRQ�RI�HDUO\�VLJQV��VXFK�DV�MDZ�PXVFOH�VSDVP��DFLGRVLV��RU�JHQHUDOL]HG�ULJLGLW\�WR�LQLWLDO� 
DGPLQLVWUDWLRQ�RI�VXFFLQ\OFKROLQH�IRU� WUDFKHDO� LQWXEDWLRQ��RU�IDLOXUH�RI� WDFK\FDUGLD�WR�UHVSRQG�WR� 
GHHSHQLQJ�DQHVWKHVLD��6NLQ�PRWWOLQJ��ULVLQJ�WHPSHUDWXUH�DQG�FRDJXORSDWKLHV�PD\�RFFXU�ODWHU�LQ�WKH� 
FRXUVH�RI�WKH�K\SHUPHWDEROLF�SURFHVV��5HFRJQLWLRQ�RI�WKH�V\QGURPH�LV�D�VLJQDO�IRU�GLVFRQWLQXDQFH� 
RI� DQHVWKHVLD�� DWWHQWLRQ� WR� LQFUHDVHG� R[\JHQ� FRQVXPSWLRQ�� FRUUHFWLRQ� RI� DFLGRVLV�� VXSSRUW� RI� 
FLUFXODWLRQ�� DVVXUDQFH� RI� DGHTXDWH� XULQDU\� RXWSXW� DQG� LQVWLWXWLRQ� RI� PHDVXUHV� WR� FRQWURO� ULVLQJ� 
WHPSHUDWXUH��,QWUDYHQRXV�GDQWUROHQH�VRGLXP�LV�UHFRPPHQGHG�DV�DQ�DGMXQFW�WR�VXSSRUWLYH�PHDVXUHV� 
LQ�WKH�PDQDJHPHQW�RI�PDOLJQDQW�K\SHUWKHUPLD��&RQVXOW�WKH�GDQWUROHQH�SUHVFULELQJ�LQIRUPDWLRQ�IRU� 
DGGLWLRQDO� LQIRUPDWLRQ� DERXW� WKH� PDQDJHPHQW� RI� PDOLJQDQW� K\SHUWKHUPLF� FULVLV�� &RQWLQXRXV� 
PRQLWRULQJ� RI� WHPSHUDWXUH� DQG� H[SLUHG� &2�� LV� UHFRPPHQGHG� DV� DQ� DLG� WR� HDUO\� UHFRJQLWLRQ� RI� 
PDOLJQDQW�K\SHUWKHUPLD�� 

��� %UDG\FDUGLD 
,QWUDYHQRXV� EROXV� DGPLQLVWUDWLRQ� RI� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� LQ� SHGLDWULF� SDWLHQWV� 
�LQFOXGLQJ� LQIDQWV�� PD\� UHVXOW� LQ� SURIRXQG� EUDG\FDUGLD� RU�� UDUHO\�� DV\VWROH�� ,Q� ERWK� DGXOW� DQG� 
SHGLDWULF�SDWLHQWV�WKH�LQFLGHQFH�RI�EUDG\FDUGLD��ZKLFK�PD\�SURJUHVV�WR�DV\VWROH��LV�KLJKHU�IROORZLQJ� 
D�VHFRQG�GRVH�RI�VXFFLQ\OFKROLQH��7KH�LQFLGHQFH�DQG�VHYHULW\�RI�EUDG\FDUGLD�LV�KLJKHU�LQ�SHGLDWULF� 
SDWLHQWV�WKDQ�DGXOWV��:KHUHDV�EUDG\FDUGLD�LV�FRPPRQ�LQ�SHGLDWULF�SDWLHQWV�DIWHU�DQ�LQLWLDO�GRVH�RI� 
���� PJ�NJ�� EUDG\FDUGLD� LV� VHHQ� LQ� DGXOWV� RQO\� DIWHU� UHSHDWHG� H[SRVXUH�� 3UHWUHDWPHQW� ZLWK� 
DQWLFKROLQHUJLF�DJHQWV��H�J���DWURSLQH��PD\�UHGXFH�WKH�RFFXUUHQFH�RI�EUDG\DUUK\WKPLDV�� 

���� ,QFUHDVH�LQ�,QWUDRFXODU�3UHVVXUH� 
6XFFLQ\OFKROLQH� FDXVHV� DQ� LQFUHDVH� LQ� LQWUDRFXODU� SUHVVXUH�� $YRLG� 6XFFLQ\OFKROLQH� &KORULGH� 
,QMHFWLRQ�LQ�LQVWDQFHV�LQ�ZKLFK�DQ�LQFUHDVH�LQ�LQWUDRFXODU�SUHVVXUH�LV�XQGHVLUDEOH��H�J���QDUURZ�DQJOH� 
JODXFRPD��SHQHWUDWLQJ�H\H� LQMXU\��XQOHVV� WKH�SRWHQWLDO�EHQHILW�RI� LWV�XVH�RXWZHLJKV� WKH�SRWHQWLDO� 
ULVN�� 

���� 3URORQJHG�1HXURPXVFXODU�%ORFN�GXH�WR�3KDVH�,,�%ORFN�DQG�7DFK\SK\OD[LV� 

:KHQ�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LV�JLYHQ�RYHU�D�SURORQJHG�SHULRG�RI�WLPH��WKH�FKDUDFWHULVWLF� 
GHSRODUL]DWLRQ� EORFN� RI� WKH� P\RQHXUDO� MXQFWLRQ� �3KDVH� ,� EORFN�� PD\� FKDQJH� WR� D� EORFN� ZLWK� 
FKDUDFWHULVWLFV� VXSHUILFLDOO\� UHVHPEOLQJ� D� QRQ�GHSRODUL]LQJ� EORFN� �3KDVH� ,,� EORFN��� 3URORQJHG� 
UHVSLUDWRU\�PXVFOH�SDUDO\VLV�RU�ZHDNQHVV�PD\�EH�REVHUYHG�LQ�SDWLHQWV�PDQLIHVWLQJ�WKLV�WUDQVLWLRQ�WR� 
3KDVH� ,,� EORFN�� 7DFK\SK\OD[LV� RFFXUV� ZLWK� UHSHDWHG� DGPLQLVWUDWLRQ� [see Clinical Pharmacology 
(12.2)]�� 
:KHQ�3KDVH�,,�EORFN�LV�VXVSHFWHG�LQ�FDVHV�RI�SURORQJHG�QHXURPXVFXODU�EORFNDGH��SRVLWLYH�GLDJQRVLV� 
VKRXOG�EH�PDGH�E\�SHULSKHUDO�QHUYH�VWLPXODWLRQ��SULRU�WR�DGPLQLVWUDWLRQ�RI�DQ\�DQWLFKROLQHVWHUDVH� 
GUXJ��5HYHUVDO�RI�3KDVH�,,�EORFN�LV�D�PHGLFDO�GHFLVLRQ�ZKLFK�PXVW�EH�PDGH�XSRQ�WKH�EDVLV�RI�WKH� 
SDWLHQW��FOLQLFDO�SKDUPDFRORJ\��DQG�WKH�H[SHULHQFH�DQG�MXGJPHQW�RI�WKH�FOLQLFLDQ��7KH�SUHVHQFH�RI� 
3KDVH�,,�EORFN�LV�LQGLFDWHG�E\�IDGH�RI�UHVSRQVHV�WR�VXFFHVVLYH�VWLPXOL��SUHIHUDEO\��WUDLQ�RI�IRXU���� 
7KH� XVH� RI� DQ� DQWLFKROLQHVWHUDVH� GUXJ� VXFK� DV� QHRVWLJPLQH� WR� UHYHUVH� 3KDVH� ,,� EORFN� VKRXOG� EH� 
DFFRPSDQLHG� E\� DSSURSULDWH� GRVHV� RI� DQ� DQWLFKROLQHUJLF� GUXJ� WR� SUHYHQW� GLVWXUEDQFHV� RI� FDUGLDF� 
UK\WKP��$IWHU�DGHTXDWH�UHYHUVDO�RI�3KDVH�,,�EORFN�ZLWK�DQ�DQWLFKROLQHVWHUDVH�DJHQW��WKH�SDWLHQW�VKRXOG� 
EH�FRQWLQXDOO\�REVHUYHG�IRU�DW�OHDVW���KRXU�IRU�VLJQV�RI�UHWXUQ�RI�PXVFOH�UHOD[DWLRQ��5HYHUVDO�VKRXOG� 
QRW�EH�DWWHPSWHG�XQOHVV������D�SHULSKHUDO�QHUYH�VWLPXODWRU�LV�XVHG�WR�GHWHUPLQH�WKH�SUHVHQFH�RI�3KDVH� 
,,�EORFN��VLQFH�DQWLFKROLQHVWHUDVH�DJHQWV�ZLOO�SRWHQWLDWH�VXFFLQ\OFKROLQH�LQGXFHG�3KDVH�,�EORFN���DQG� 
����VSRQWDQHRXV�UHFRYHU\�RI�PXVFOH�WZLWFK�KDV�EHHQ�REVHUYHG�IRU�DW�OHDVW����PLQXWHV�DQG�KDV�UHDFKHG� 
D�SODWHDX�ZLWK�IXUWKHU�UHFRYHU\�SURFHHGLQJ�VORZO\��WKLV�GHOD\�LV�WR�HQVXUH�FRPSOHWH�K\GURO\VLV�RI� 
VXFFLQ\OFKROLQH� E\� SODVPD� FKROLQHVWHUDVH� SULRU� WR� DGPLQLVWUDWLRQ� RI� WKH� DQWLFKROLQHVWHUDVH� DJHQW�� 
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6KRXOG� WKH� W\SH� RI� EORFN� EH� PLVGLDJQRVHG�� GHSRODUL]DWLRQ� RI� WKH� W\SH� LQLWLDOO\� LQGXFHG� E\� 
VXFFLQ\OFKROLQH��L�H���3KDVH�,�EORFN��ZLOO�EH�SURORQJHG�E\�DQ�DQWLFKROLQHVWHUDVH�DJHQW��� 

����� 5LVN� RI� 3URORQJHG� 1HXURPXVFXODU� %ORFN� LQ� 3DWLHQWV� ZLWK� 5HGXFHG� 3ODVPD� &KROLQHVWHUDVH� 
� $FWLYLW\� 

6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LV�QRW�UHFRPPHQGHG�LQ�SDWLHQWV�ZLWK�NQRZQ�UHGXFHG�SODVPD� 
FKROLQHVWHUDVH��SVHXGRFKROLQHVWHUDVH��DFWLYLW\�GXH�WR�WKH�OLNHOLKRRG�RI�SURORQJHG�QHXURPXVFXODU� 
EORFN�IROORZLQJ�DGPLQLVWUDWLRQ�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LQ�VXFK�SDWLHQWV�� 
3ODVPD� FKROLQHVWHUDVH� DFWLYLW\� PD\� EH� GLPLQLVKHG� LQ� WKH� SUHVHQFH� RI� JHQHWLF� DEQRUPDOLWLHV� RI� 
SODVPD� FKROLQHVWHUDVH� �H�J��� SDWLHQWV� KHWHUR]\JRXV� RU� KRPR]\JRXV� IRU� DW\SLFDO� SODVPD� 
FKROLQHVWHUDVH� JHQH��� SUHJQDQF\�� VHYHUH� OLYHU� RU� NLGQH\� GLVHDVH�� PDOLJQDQW� WXPRUV�� LQIHFWLRQV�� 
EXUQV�� DQHPLD��GHFRPSHQVDWHG�KHDUW�GLVHDVH��SHSWLF�XOFHU��RU�P\[HGHPD��3ODVPD�FKROLQHVWHUDVH� 
DFWLYLW\�PD\�DOVR�EH�GLPLQLVKHG�E\�FKURQLF�DGPLQLVWUDWLRQ�RI�RUDO�FRQWUDFHSWLYHV��JOXFRFRUWLFRLGV�� 
RU�FHUWDLQ�PRQRDPLQH�R[LGDVH� LQKLELWRUV�DQG�E\� LUUHYHUVLEOH� LQKLELWRUV�RI�SODVPD�FKROLQHVWHUDVH� 
�H�J��� RUJDQRSKRVSKDWH� LQVHFWLFLGHV�� HFKRWKLRSKDWH�� DQG� FHUWDLQ� DQWLQHRSODVWLF� GUXJV�� [see Drug 
Interactions (7.1)]�� 
3DWLHQWV�KRPR]\JRXV�IRU�DW\SLFDO�SODVPD�FKROLQHVWHUDVH�JHQH����LQ�������SDWLHQWV��DUH�H[WUHPHO\� 
VHQVLWLYH� WR� WKH� QHXURPXVFXODU� EORFNLQJ� HIIHFW� RI� VXFFLQ\OFKROLQH�� ,I� 6XFFLQ\OFKROLQH� &KORULGH� 
,QMHFWLRQ�LV�DGPLQLVWHUHG�WR�D�SDWLHQW�KRPR]\JRXV�IRU�DW\SLFDO�SODVPD�FKROLQHVWHUDVH��UHVXOWLQJ�LQ� 
DSQHD�RU�SURORQJHG�PXVFOH�SDUDO\VLV�VKRXOG�EH�WUHDWHG�ZLWK�FRQWUROOHG�UHVSLUDWLRQ�� 

������5LVN�RI�$GGLWLRQDO�7UDXPD�LQ�3DWLHQWV�ZLWK�)UDFWXUHV�RU�0XVFOH�6SDVPV� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�VKRXOG�EH�HPSOR\HG�ZLWK�FDXWLRQ�LQ�SDWLHQWV�ZLWK�IUDFWXUHV�RU� 
PXVFOH� VSDVP� EHFDXVH� WKH� LQLWLDO� PXVFOH� IDVFLFXODWLRQV� PD\� FDXVH� DGGLWLRQDO� WUDXPD�� 0RQLWRU� 
QHXURPXVFXODU� WUDQVPLVVLRQ� DQG� WKH� GHYHORSPHQW� RI� IDVFLFXODWLRQV� WKURXJKRXW� WKH� XVH� RI� 
QHXURPXVFXODU�EORFNLQJ�DJHQWV�� 

������,QFUHDVH�LQ�,QWUDFUDQLDO�3UHVVXUH� 
6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� PD\� FDXVH� D� WUDQVLHQW� LQFUHDVH� LQ� LQWUDFUDQLDO� SUHVVXUH�� 
KRZHYHU�� DGHTXDWH� DQHVWKHWLF� LQGXFWLRQ� SULRU� WR� DGPLQLVWUDWLRQ� RI� 6XFFLQ\OFKROLQH� &KORULGH� 
,QMHFWLRQ�ZLOO�PLQLPL]H�WKLV�HIIHFW�� 

������5LVN�RI�$VSLUDWLRQ�GXH�WR�,QFUHDVH�LQ�,QWUDJDVWULF�3UHVVXUH� 
6XFFLQ\OFKROLQH�PD\�LQFUHDVH�LQWUDJDVWULF�SUHVVXUH��ZKLFK�FRXOG�UHVXOW�LQ�UHJXUJLWDWLRQ�DQG�SRVVLEOH� 
DVSLUDWLRQ�RI�VWRPDFK�FRQWHQWV��(YDOXDWH�SDWLHQWV�DW�ULVN�IRU�DVSLUDWLRQ�DQG�UHJXUJLWDWLRQ��0RQLWRU� 
SDWLHQWV�GXULQJ�LQGXFWLRQ�RI�DQHVWKHVLD�DQG�QHXURPXVFXODU�EORFNDGH�IRU�FOLQLFDO�VLJQV�RI�YRPLWLQJ� 
DQG�RU�DVSLUDWLRQ��� 

������3URORQJHG�1HXURPXVFXODU�%ORFN�LQ�3DWLHQWV�ZLWK�+\SRNDOHPLD�RU�+\SRFDOFHPLD� 
1HXURPXVFXODU� EORFNDGH� PD\� EH� SURORQJHG� LQ� SDWLHQWV� ZLWK� K\SRNDOHPLD� �H�J��� DIWHU� VHYHUH� 
YRPLWLQJ�� GLDUUKHD�� GLJLWDOLVDWLRQ� DQG� GLXUHWLF� WKHUDS\�� RU� K\SRFDOFHPLD� �H�J��� DIWHU� PDVVLYH� 
WUDQVIXVLRQV��� &RUUHFW� VHYHUH� HOHFWURO\WH� GLVWXUEDQFHV� ZKHQ� SRVVLEOH�� ,Q� RUGHU� WR� KHOS� SUHFOXGH� 
SRVVLEOH�SURORQJDWLRQ�RI�QHXURPXVFXODU�EORFN��PRQLWRU�QHXURPXVFXODU�WUDQVPLVVLRQ�WKURXJKRXW�WKH� 
XVH�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�� 

����� 5LVNV�GXH�WR�,QDGHTXDWH�$QHVWKHVLD�� 
1HXURPXVFXODU�EORFNDGH�LQ�WKH�FRQVFLRXV�SDWLHQW�FDQ�OHDG�WR�GLVWUHVV��8VH�6XFFLQ\OFKROLQH�&KORULGH� 
,QMHFWLRQ�LQ�WKH�SUHVHQFH�RI�DSSURSULDWH�VHGDWLRQ�RU�JHQHUDO�DQHVWKHVLD��0RQLWRU�SDWLHQWV�WR�HQVXUH� 
WKDW�WKH�OHYHO�RI�DQHVWKHVLD�LV�DGHTXDWH��,Q�HPHUJHQF\�VLWXDWLRQV��KRZHYHU��LW�PD\�EH�QHFHVVDU\�WR� 
DGPLQLVWHU�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�EHIRUH�XQFRQVFLRXVQHVV�LV�LQGXFHG�� 

� � 
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�� $'9(56(�5($&7,216�
 

7KH�IROORZLQJ�FOLQLFDOO\�VLJQLILFDQW�DGYHUVH�UHDFWLRQV�DUH�GLVFXVVHG�LQ�JUHDWHU�GHWDLO�LQ�RWKHU�VHFWLRQV� 
RI�WKH�ODEHOLQJ�� 

x� 9HQWULFXODU�'\VUK\WKPLDV��&DUGLDF�$UUHVW��DQG�'HDWK�IURP�+\SHUNDOHPLF�5KDEGRP\RO\VLV�LQ� 
3HGLDWULF�3DWLHQWV�[see Warnings and Precautions (5.1)]� 

x� $QDSK\OD[LV�[see Warnings and Precautions (5.2)]� 

x� +\SHUNDOHPLD�[see Warnings and Precautions (5.4)]� 

x� 0DOLJQDQW�+\SHUWKHUPLD�[see Warnings and Precautions (5.5)]� 

x� %UDG\FDUGLD�[see Warnings and Precautions (5.6)]� 

x� ,QFUHDVH�LQ�,QWUDRFXODU�3UHVVXUH�[see Warnings and Precautions (5.7)]� 

x� 3URORQJHG�1HXURPXVFXODU�%ORFN�GXH�WR�3KDVH�,,�%ORFN�DQG�7DFK\SK\OD[LV�[see Warnings and 
Precautions (5.8)]� 

7KH�IROORZLQJ�DGYHUVH�UHDFWLRQV�DVVRFLDWHG�ZLWK�WKH�XVH�RI�VXFFLQ\OFKROLQH�ZHUH�LGHQWLILHG�LQ�FOLQLFDO� 
VWXGLHV�RU�SRVWPDUNHWLQJ�UHSRUWV��%HFDXVH�VRPH�RI�WKHVH�UHDFWLRQV�ZHUH�UHSRUWHG�YROXQWDULO\�IURP�D� 
SRSXODWLRQ�RI�XQFHUWDLQ�VL]H��LW�LV�QRW�DOZD\V�SRVVLEOH�WR�UHOLDEO\�HVWLPDWH�WKHLU�IUHTXHQF\�RU�HVWDEOLVK� 
D�FDXVDO�UHODWLRQVKLS�WR�GUXJ�H[SRVXUH�� 
&DUGLRYDVFXODU�GLVRUGHUV��&DUGLDF�DUUHVW��DUUK\WKPLDV��EUDG\FDUGLD��WDFK\FDUGLD��K\SHUWHQVLRQ�� 
K\SRWHQVLRQ� 
(OHFWURO\WH�GLVRUGHUV��+\SHUNDOHPLD� 
(\H�GLVRUGHUV��,QFUHDVHG�LQWUDRFXODU�SUHVVXUH� 
*DVWURLQWHVWLQDO�GLVRUGHUV��([FHVVLYH�VDOLYDWLRQ� 
,PPXQH�V\VWHP�GLVRUGHUV��+\SHUVHQVLWLYLW\�UHDFWLRQV�LQFOXGLQJ�DQDSK\OD[LV��LQ�VRPH�FDVHV�OLIH� 
WKUHDWHQLQJ�DQG�IDWDO�� 
0XVFXORVNHOHWDO�GLVRUGHUV��0DOLJQDQW�K\SHUWKHUPLD��UKDEGRP\RO\VLV�ZLWK�SRVVLEOH�P\RJORELQXULF� 
DFXWH�UHQDO�IDLOXUH��PXVFOH�IDVFLFXODWLRQ��MDZ�ULJLGLW\��SRVWRSHUDWLYH�PXVFOH�SDLQ� 
5HVSLUDWRU\�GLVRUGHUV��3URORQJHG�UHVSLUDWRU\�GHSUHVVLRQ�RU�DSQHD� 
6NLQ�GLVRUGHUV��5DVK� 

�� '58*�,17(5$&7,216� 

����� 'UXJV� WKDW� 0D\� $IIHFW� WKH� 1HXURPXVFXODU� %ORFNLQJ� $FWLRQ� RI� 6XFFLQ\OFKROLQH� &KORULGH� 
,QMHFWLRQ� 
'UXJV�WKDW�PD\�HQKDQFH�WKH�QHXURPXVFXODU�EORFNLQJ�DFWLRQ�RI�VXFFLQ\OFKROLQH�LQFOXGH��SURPD]LQH�� 
R[\WRFLQ�� DSURWLQLQ�� FHUWDLQ� QRQ�SHQLFLOOLQ� DQWLELRWLFV�� TXLQLGLQH�� ȕ�DGUHQHUJLF� EORFNHUV�� 
SURFDLQDPLGH��OLGRFDLQH��WULPHWKDSKDQ��OLWKLXP�FDUERQDWH��PDJQHVLXP�VDOWV��TXLQLQH��FKORURTXLQH�� 
LVRIOXUDQH��GHVIOXUDQH��PHWRFORSUDPLGH��DQG�WHUEXWDOLQH��� 
7KH�QHXURPXVFXODU�EORFNLQJ�HIIHFW�RI�VXFFLQ\OFKROLQH�PD\�EH�HQKDQFHG�E\�GUXJV�WKDW�UHGXFH�SODVPD� 
FKROLQHVWHUDVH�DFWLYLW\��H�J���FKURQLFDOO\�DGPLQLVWHUHG�RUDO�FRQWUDFHSWLYHV��JOXFRFRUWLFRLGV��RU�FHUWDLQ� 
PRQRDPLQH� R[LGDVH� LQKLELWRUV�� RU� E\� GUXJV� WKDW� LUUHYHUVLEO\� LQKLELW� SODVPD� FKROLQHVWHUDVH� [see 
Warnings and Precautions (5.9)]. 
,I� RWKHU� QHXURPXVFXODU� EORFNLQJ� DJHQWV� DUH� WR� EH� XVHG� GXULQJ� WKH�  VDPH� SURFHGXUH�� FRQVLGHU� WKH�  
SRVVLELOLW\�RI�D�V\QHUJLVWLF�RU�DQWDJRQLVWLF�HIIHFW�� 
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�� 86(�,1�63(&,),&�3238/$7,216� 

����� 3UHJQDQF\� 
5LVN�6XPPDU\� 
$YDLODEOH�GDWD�IURP�SXEOLVKHG�OLWHUDWXUH�IURP�FDVH�UHSRUWV�DQG�FDVH�VHULHV�RYHU�VHYHUDO�GHFDGHV�RI� 
XVH�ZLWK�VXFFLQ\OFKROLQH�GXULQJ�SUHJQDQF\�KDYH�QRW�LGHQWLILHG�D�GUXJ�DVVRFLDWHG�ULVN�RI�PDMRU�ELUWK� 
GHIHFWV��PLVFDUULDJH��RU�DGYHUVH�PDWHUQDO�RU� IHWDO�RXWFRPHV��6XFFLQ\OFKROLQH� LV�XVHG�FRPPRQO\� 
GXULQJ�GHOLYHU\�E\�FDHVDUHDQ�VHFWLRQ�WR�SURYLGH�PXVFOH�UHOD[DWLRQ���,I�VXFFLQ\OFKROLQH�LV�XVHG�GXULQJ� 
ODERU� DQG� GHOLYHU\�� WKHUH� LV� D� ULVN� IRU� SURORQJHG� DSQHD� LQ� VRPH� SUHJQDQW� ZRPHQ (see Clinical 
Considerations). $QLPDO� UHSURGXFWLRQ� VWXGLHV� KDYH� QRW� EHHQ� FRQGXFWHG� ZLWK� VXFFLQ\OFKROLQH� 
FKORULGH�� 
7KH�HVWLPDWHG�EDFNJURXQG�ULVN�RI�PDMRU�ELUWK�GHIHFWV�DQG�PLVFDUULDJH�IRU�WKH�LQGLFDWHG�SRSXODWLRQ� 
LV�XQNQRZQ���$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\�� 
&OLQLFDO�&RQVLGHUDWLRQV� 
Maternal Adverse Reactions 
3ODVPD�FKROLQHVWHUDVH�OHYHOV�DUH�GHFUHDVHG�E\�DSSUR[LPDWHO\�����GXULQJ�SUHJQDQF\�DQG�IRU�VHYHUDO� 
GD\V� SRVWSDUWXP� ZKLFK� FDQ� SURORQJ� WKH� HIIHFW� RI� VXFFLQ\OFKROLQH�� 7KHUHIRUH�� VRPH� SUHJQDQW� 
SDWLHQWV�PD\�H[SHULHQFH�SURORQJHG�DSQHD�� 
Fetal/Neonatal Adverse Reactions 
$SQHD�DQG�IODFFLGLW\�PD\�RFFXU�LQ�WKH�QHZERUQ�DIWHU�UHSHDWHG�KLJK�GRVHV�WR��RU�LQ�WKH�SUHVHQFH�RI� 
DW\SLFDO�SODVPD�FKROLQHVWHUDVH��LQ�WKH�PRWKHU��� 
Labor or Delivery 
6XFFLQ\OFKROLQH� LV� FRPPRQO\� XVHG� WR� SURYLGH� PXVFOH� UHOD[DWLRQ� GXULQJ� GHOLYHU\� E\� FDHVDUHDQ� 
VHFWLRQ��6XFFLQ\OFKROLQH�LV�NQRZQ�WR�FURVV�WKH�SODFHQWDO�EDUULHU�LQ�DQ�DPRXQW�WKDW�LV�GHSHQGHQW�RQ� 
WKH�FRQFHQWUDWLRQ�JUDGLHQW�EHWZHHQ�WKH�PDWHUQDO�DQG�IHWDO�FLUFXODWLRQ��� 

����� /DFWDWLRQ� � � 
5LVN�6XPPDU\� 
7KHUH�DUH�QR�GDWD�RQ�WKH�SUHVHQFH�RI�VXFFLQ\OFKROLQH�RU�LWV�PHWDEROLWH�LQ�HLWKHU�KXPDQ�RU�DQLPDO� 
PLON��WKH�HIIHFWV�RQ�WKH�EUHDVWIHG�LQIDQW��RU�WKH�HIIHFWV�RQ�PLON�SURGXFWLRQ���7KH�GHYHORSPHQWDO�DQG� 
KHDOWK�EHQHILWV�RI�EUHDVWIHHGLQJ�VKRXOG�EH�FRQVLGHUHG�DORQJ�ZLWK� WKH�PRWKHU¶V�FOLQLFDO�QHHG� IRU� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�DQG�DQ\�SRWHQWLDO�DGYHUVH�HIIHFWV�RQ�WKH�EUHDVWIHG�LQIDQW�IURP� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�RU�IURP�WKH�XQGHUO\LQJ�PDWHUQDO�FRQGLWLRQ�� 

����� 3HGLDWULF�8VH� 
6DIHW\�DQG�HIIHFWLYHQHVV�RI�VXFFLQ\OFKROLQH�FKORULGH�KDYH�EHHQ�HVWDEOLVKHG�LQ�SHGLDWULF�SDWLHQW�DJH� 
JURXSV��QHRQDWH� WR�DGROHVFHQW��%HFDXVH�RI�D� ULVN�RI�YHQWULFXODU�G\VUK\WKPLDV��FDUGLDF�DUUHVW�� DQG� 
GHDWK�IURP�K\SHUNDOHPLF�UKDEGRP\RO\VLV�LQ�SHGLDWULF�SDWLHQWV��UHVHUYH�WKH�XVH�RI�6XFFLQ\OFKROLQH� 
&KORULGH� ,QMHFWLRQ� LQ� SHGLDWULF� SDWLHQWV� IRU� HPHUJHQF\� LQWXEDWLRQ� RU� LQVWDQFHV� ZKHUH� LPPHGLDWH� 
VHFXULQJ� RI� WKH� DLUZD\� LV� QHFHVVDU\�� H�J��� ODU\QJRVSDVP�� GLIILFXOW� DLUZD\�� IXOO� VWRPDFK�� RU� IRU� 
LQWUDPXVFXODU�XVH�ZKHQ�D�VXLWDEOH�YHLQ�LV�LQDFFHVVLEOH�[see Warnings and Precautions (5.1)]��� 
,QWUDYHQRXV� EROXV� DGPLQLVWUDWLRQ� RI� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� LQ� SHGLDWULF� SDWLHQWV� 
�LQFOXGLQJ� LQIDQWV�� PD\� UHVXOW� LQ� SURIRXQG� EUDG\FDUGLD� RU�� UDUHO\�� DV\VWROH�� 7KH� LQFLGHQFH� DQG� 
VHYHULW\�RI�EUDG\FDUGLD�LV�KLJKHU� LQ�SHGLDWULF�SDWLHQWV�WKDQ�DGXOWV�[see Warnings and Precautions 
(5.6)]��� 

� 
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7KH�HIIHFWLYH�GRVH�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LQ�SHGLDWULF�SDWLHQWV�PD\�EH�KLJKHU�WKDQ� 
WKDW�SUHGLFWHG�E\�ERG\�ZHLJKW�GRVLQJ�DORQH�[see Dosage and Administration (2.3)]��� 

����� *HULDWULF�8VH� 
&OLQLFDO�VWXGLHV�RI�VXFFLQ\OFKROLQH�FKORULGH�GLG�QRW�LQFOXGH�VXIILFLHQW�QXPEHUV�RI�VXEMHFWV�DJHG���� 
DQG� RYHU� WR� GHWHUPLQH� ZKHWKHU� WKH\� UHVSRQG� GLIIHUHQWO\� IURP� \RXQJHU� VXEMHFWV�� 2WKHU� UHSRUWHG� 
FOLQLFDO�H[SHULHQFH�KDV�QRW� LGHQWLILHG�GLIIHUHQFHV� LQ� UHVSRQVHV�EHWZHHQ� WKH�HOGHUO\�DQG�\RXQJHU� 
SDWLHQWV�� 
,Q�JHQHUDO��GRVH�VHOHFWLRQ�IRU�DQ�HOGHUO\�SDWLHQW�VKRXOG�EH�FDXWLRXV��XVXDOO\�VWDUWLQJ�DW�WKH�ORZ�HQG� 
RI�WKH�GRVLQJ�UDQJH��UHIOHFWLQJ�WKH�JUHDWHU�IUHTXHQF\�RI�GHFUHDVHG�KHSDWLF��UHQDO��RU�FDUGLDF�IXQFWLRQ�� 
DQG�RI�FRQFRPLWDQW�GLVHDVH�RU�RWKHU�GUXJ�WKHUDS\�� 

��� 29(5'26$*(� 

2YHUGRVDJH�ZLWK�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�PD\�UHVXOW�LQ�QHXURPXVFXODU�EORFN�EH\RQG� 
WKH�WLPH�QHHGHG�IRU�VXUJHU\�DQG�DQHVWKHVLD��7KLV�PD\�EH�PDQLIHVWHG�E\�VNHOHWDO�PXVFOH�ZHDNQHVV�� 
GHFUHDVHG�UHVSLUDWRU\�UHVHUYH��ORZ�WLGDO�YROXPH��RU�DSQHD��7KH�SULPDU\�WUHDWPHQW�LV�PDLQWHQDQFH� 
RI� D� SDWHQW� DLUZD\� DQG� UHVSLUDWRU\� VXSSRUW� XQWLO� UHFRYHU\� RI� QRUPDO� UHVSLUDWLRQ� LV� DVVXUHG�� 
'HSHQGLQJ� RQ� WKH� GRVH� DQG� GXUDWLRQ� RI� 6XFFLQ\OFKROLQH� &KORULGH� ,QMHFWLRQ� DGPLQLVWUDWLRQ�� WKH� 
FKDUDFWHULVWLF� GHSRODUL]LQJ� QHXURPXVFXODU� EORFN� �3KDVH� ,�� PD\� FKDQJH� WR� D� EORFN� ZLWK� 
FKDUDFWHULVWLFV� VXSHUILFLDOO\� UHVHPEOLQJ� D� QRQ�GHSRODUL]LQJ� EORFN� �3KDVH� ,,�� [see Warnings and 
Precautions (5.8)]�� 

��� '(6&5,37,21� 

6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ��863�LV�D�VWHULOH��QRQS\URJHQLF�VROXWLRQ�WR�EH�XVHG�DV�D�VKRUW� 
DFWLQJ��GHSRODUL]LQJ�QHXURPXVFXODU�EORFNHU�IRU�LQWUDYHQRXV�RU�LQWUDPXVFXODU�XVH���6XFFLQ\OFKROLQH� 
&KORULGH�,QMHFWLRQ�FRQWDLQV�VXFFLQ\OFKROLQH�FKORULGH�DV�WKH�DFWLYH�SKDUPDFHXWLFDO�LQJUHGLHQW�� 
� 
6XFFLQ\OFKROLQH� &KORULGH�� 863� LV� FKHPLFDOO\� GHVLJQDWHG� DV� (WKDQDPLQLXP�� ���¶�>�����GLR[R����� 
EXWDQHGL\O�� ELV�R[\�@ELV>N, N, N�WULPHWK\O��� GLFKORULGH�� GLK\GUDWH�� LW¶V� PROHFXODU� IRUPXOD� LV�� 
&��+��&O�1�2���+�2�DQG�LWV�PROHFXODU�ZHLJKW�LV���������� 
,W�KDV�WKH�IROORZLQJ�VWUXFWXUDO�IRUPXOD�� 
� 

� 
� 
6XFFLQ\OFKROLQH� LV�D�GLTXDWHUQDU\�EDVH�FRQVLVWLQJ�RI� WKH�GLFKORULGH�VDOW�RI� WKH�GLFKROLQH�HVWHU�RI� 
VXFFLQLF� DFLG�� ,W� LV� D�ZKLWH�� RGRUOHVV�� VOLJKWO\�ELWWHU� SRZGHU�� YHU\� VROXEOH� LQ�ZDWHU��7KH�GUXJ� LV� 
LQFRPSDWLEOH�ZLWK�DONDOLQH�VROXWLRQV�EXW�UHODWLYHO\�VWDEOH�LQ�DFLG�VROXWLRQV��6ROXWLRQV�RI�WKH�GUXJ� 
ORVH�SRWHQF\�XQOHVV�UHIULJHUDWHG�� 
� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ��863�����PJ���P/�����PJ�P/��LV�LQWHQGHG�IRU�VLQJOH�GRVH�DGPLQLVWUDWLRQ� 
DQG�FRQWDLQV�QR�SUHVHUYDWLYHV��8QXVHG�VROXWLRQ�VKRXOG�EH�GLVFDUGHG��3URGXFW�QRW�UHTXLULQJ�GLOXWLRQ��VLQJOH� 
GRVH� SUHILOOHG� V\ULQJH�� FRQWDLQV� VRGLXP� FKORULGH� WR� UHQGHU� LVRWRQLF�� (DFK� PLOOLOLWHU� FRQWDLQV� ��� PJ� 
VXFFLQ\OFKROLQH� FKORULGH� DQK\GURXV�� HTXLYDOHQW� WR� ������ PJ� VXFFLQ\OFKROLQH� FKORULGH� GLK\GUDWH�� 
863�� DQG� ���� PJ� RI� VRGLXP� FKORULGH� DV� DQ� LVRWRQLFLW\� DJHQW� DQG�RU� K\GURFKORULF� DFLG� IRU� S+� 
DGMXVWPHQW��7KH�S+�RI�WKH�VROXWLRQ�LV����������WR�������� 

� 
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��� &/,1,&$/�3+$50$&2/2*<� 

������0HFKDQLVP�RI�$FWLRQ� 
6XFFLQ\OFKROLQH�LV�D�GHSRODUL]LQJ�QHXURPXVFXODU�EORFNHU��$V�GRHV�DFHW\OFKROLQH��LW�FRPELQHV�ZLWK� 
WKH�FKROLQHUJLF�UHFHSWRUV�RI�WKH�PRWRU�HQG�SODWH�WR�SURGXFH�GHSRODUL]DWLRQ��7KLV�GHSRODUL]DWLRQ�PD\� 
EH� REVHUYHG� DV� IDVFLFXODWLRQV�� 6XEVHTXHQW� QHXURPXVFXODU� WUDQVPLVVLRQ� LV� LQKLELWHG� VR� ORQJ� DV� 
DGHTXDWH�FRQFHQWUDWLRQ�RI�VXFFLQ\OFKROLQH�UHPDLQV�DW�WKH�UHFHSWRU�VLWH��2QVHW�RI�IODFFLG�SDUDO\VLV�LV� 
UDSLG��OHVV�WKDQ�RQH�PLQXWH�DIWHU�LQWUDYHQRXV�DGPLQLVWUDWLRQ���DQG�ZLWK�VLQJOH�DGPLQLVWUDWLRQ�ODVWV� 
DSSUR[LPDWHO\���WR���PLQXWHV�� 
7KH� SDUDO\VLV� IROORZLQJ� DGPLQLVWUDWLRQ� RI� VXFFLQ\OFKROLQH� LV� SURJUHVVLYH�� ZLWK� GLIIHULQJ� 
VHQVLWLYLWLHV�RI�GLIIHUHQW�PXVFOHV��7KLV�LQLWLDOO\�LQYROYHV�FRQVHFXWLYHO\�WKH�OHYDWRU�PXVFOHV�RI�WKH� 
IDFH��PXVFOHV�RI� WKH�JORWWLV�DQG�ILQDOO\� WKH� LQWHUFRVWDOV�DQG� WKH�GLDSKUDJP�DQG�DOO�RWKHU�VNHOHWDO�  
PXVFOHV�� 

������3KDUPDFRG\QDPLFV� 
'HSHQGLQJ� RQ� WKH� GRVH� DQG� GXUDWLRQ� RI� VXFFLQ\OFKROLQH� DGPLQLVWUDWLRQ�� WKH� FKDUDFWHULVWLF� 
GHSRODUL]LQJ� QHXURPXVFXODU� EORFN� �3KDVH� ,� EORFN�� PD\� FKDQJH� WR� D� EORFN� ZLWK� FKDUDFWHULVWLFV� 
VXSHUILFLDOO\�UHVHPEOLQJ�D�QRQ�GHSRODUL]LQJ�EORFN��3KDVH�,,�EORFN���7KLV�PD\�EH�DVVRFLDWHG�ZLWK� 
SURORQJHG� UHVSLUDWRU\� PXVFOH� SDUDO\VLV� RU� ZHDNQHVV� LQ� SDWLHQWV� ZKR� PDQLIHVW� WKH� WUDQVLWLRQ� WR� 
3KDVH�,,�EORFN��7DFK\SK\OD[LV�RFFXUV�ZLWK�UHSHDWHG�DGPLQLVWUDWLRQ�[see Warnings and Precautions 
(5.8)]��7KH�WUDQVLWLRQ�IURP�3KDVH�,�WR�3KDVH�,,�EORFN�KDV�EHHQ�UHSRUWHG�LQ���RI���SDWLHQWV�VWXGLHG� 
XQGHU� KDORWKDQH� DQHVWKHVLD� DIWHU� DQ� DFFXPXODWHG� GRVH� RI� �� WR� ��PJ�NJ� VXFFLQ\OFKROLQH� 
�DGPLQLVWHUHG�LQ�UHSHDWHG��GLYLGHG�GRVHV���7KH�RQVHW�RI�3KDVH�,,�EORFN�FRLQFLGHG�ZLWK�WKH�RQVHW�RI� 
WDFK\SK\OD[LV� DQG� SURORQJDWLRQ� RI� VSRQWDQHRXV� UHFRYHU\�� ,Q� DQRWKHU� VWXG\�� XVLQJ� EDODQFHG� 
DQHVWKHVLD� �1�2�2��QDUFRWLF�WKLRSHQWDO�� DQG� VXFFLQ\OFKROLQH� LQIXVLRQ�� WKH� WUDQVLWLRQ� ZDV� OHVV� 
DEUXSW��ZLWK�JUHDW�LQGLYLGXDO�YDULDELOLW\�LQ�WKH�GRVH�RI�VXFFLQ\OFKROLQH�UHTXLUHG�WR�SURGXFH�3KDVH�,,� 
EORFN��2I����SDWLHQWV�VWXGLHG�����GHYHORSHG�3KDVH�,,�EORFN��7DFK\SK\OD[LV�ZDV�QRW�DVVRFLDWHG�ZLWK� 
WKH�WUDQVLWLRQ�WR�3KDVH�,,�EORFN��DQG�����RI�WKH�SDWLHQWV�ZKR�GHYHORSHG�3KDVH�,,�EORFN�H[SHULHQFHG� 
SURORQJHG�UHFRYHU\�[see Warnings and Precautions (5.8)].� 
6XFFLQ\OFKROLQH� KDV� QR� GLUHFW� HIIHFW� RQ� WKH� P\RFDUGLXP�� 6XFFLQ\OFKROLQH� VWLPXODWHV� ERWK� 
DXWRQRPLF�JDQJOLD�DQG�PXVFDULQLF�UHFHSWRUV�ZKLFK�PD\�FDXVH�FKDQJHV�LQ�FDUGLDF�UK\WKP��LQFOXGLQJ� 
FDUGLDF�DUUHVW��&KDQJHV�LQ�UK\WKP��LQFOXGLQJ�FDUGLDF�DUUHVW��PD\�DOVR�UHVXOW�IURP�YDJDO�VWLPXODWLRQ�� 
ZKLFK� PD\� RFFXU� GXULQJ� VXUJLFDO� SURFHGXUHV�� RU� IURP� K\SHUNDOHPLD�� SDUWLFXODUO\� LQ� SHGLDWULF� 
SDWLHQWV�[see Warnings and Precautions (5.1, 5.4, 5.6), Use in Specific Populations (8.4)]��7KHVH� 
HIIHFWV�DUH�HQKDQFHG�E\�KDORJHQDWHG�DQHVWKHWLFV�� 
6XFFLQ\OFKROLQH� FDXVHV� DQ� LQFUHDVH� LQ� LQWUDRFXODU� SUHVVXUH� LPPHGLDWHO\� DIWHU� LWV� LQMHFWLRQ� DQG� 
GXULQJ�WKH�IDVFLFXODWLRQ�SKDVH��ZKLFK�PD\�SHUVLVW�DIWHU�RQVHW�RI�FRPSOHWH�SDUDO\VLV�[see�Warnings 
and Precautions (5.7)]�� 
6XFFLQ\OFKROLQH�PD\�FDXVH� LQFUHDVHV� LQ� LQWUDFUDQLDO�SUHVVXUH� LPPHGLDWHO\�DIWHU� LWV� LQMHFWLRQ�DQG� 
GXULQJ�WKH�IDVFLFXODWLRQ�SKDVH�[see Warnings and Precautions (5.11)].� 
$V� ZLWK� RWKHU� QHXURPXVFXODU� EORFNLQJ� DJHQWV�� WKH� SRWHQWLDO� IRU� UHOHDVLQJ� KLVWDPLQH� LV� SUHVHQW� 
IROORZLQJ�VXFFLQ\OFKROLQH�DGPLQLVWUDWLRQ��6LJQV�DQG�V\PSWRPV�RI�KLVWDPLQH�PHGLDWHG�UHOHDVH�VXFK� 
DV�IOXVKLQJ��K\SRWHQVLRQ�DQG�EURQFKRFRQVWULFWLRQ�DUH��KRZHYHU��XQFRPPRQ�ZLWK�QRUPDO�FOLQLFDO� 
XVDJH�� 
6XFFLQ\OFKROLQH�KDV�QR�HIIHFW�RQ�FRQVFLRXVQHVV��SDLQ�WKUHVKROG�RU�FHUHEUDWLRQ��[see Warnings and 
Precautions (5.14)].� 
6XFFLQ\OFKROLQH�KDV�QR�GLUHFW�DFWLRQ�RQ�WKH�XWHUXV�RU�RWKHU�VPRRWK�PXVFOH�VWUXFWXUHV�� 

� � 
� 
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�� 
������3KDUPDFRNLQHWLFV� 

(OLPLQDWLRQ� 
6XFFLQ\OFKROLQH�OHYHOV�ZHUH�UHSRUWHG�WR�EH�EHORZ�WKH�GHWHFWLRQ�OLPLW�RI����J�P/�DIWHU�����PLQXWHV� 
RI�DQ�LQWUDYHQRXV�EROXV�GRVH�RI���RU���PJ�NJ�LQ����DQHVWKHWL]HG�SDWLHQWV�� 
Metabolism 
6XFFLQ\OFKROLQH� LV� UDSLGO\�K\GURO\]HG�E\�SODVPD�FKROLQHVWHUDVH�WR�VXFFLQ\OPRQRFKROLQH��ZKLFK� 
SRVVHVVHV�FOLQLFDOO\�LQVLJQLILFDQW�GHSRODUL]LQJ�PXVFOH�UHOD[DQW�SURSHUWLHV��DQG�WKHQ�PRUH�VORZO\�WR� 
VXFFLQLF�DFLG�DQG�FKROLQH��� 
Excretion 
$ERXW�����RI�WKH�GUXJ�LV�H[FUHWHG�XQFKDQJHG�LQ�WKH�XULQH��
 
6SHFLILF�3RSXODWLRQV�
 
Pediatric Patients 
'XH�WR�WKH�UHODWLYHO\�ODUJH�YROXPH�RI�GLVWULEXWLRQ�LQ�WKH�SHGLDWULF�SDWLHQW�YHUVXV�WKH�DGXOW�SDWLHQW�� 
WKH�HIIHFWLYH�GRVH�RI�6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ�LQ�SHGLDWULF�SDWLHQWV�PD\�EH�KLJKHU�WKDQ� 
WKDW�SUHGLFWHG�E\�ERG\�ZHLJKW�GRVLQJ�DORQH�[see Dosage and Administration (2.3)]��� 

��� 121&/,1,&$/�72;,&2/2*<� 

������&DUFLQRJHQHVLV��0XWDJHQHVLV��,PSDLUPHQW�RI�)HUWLOLW\� 
&DUFLQRJHQHVLV� 
7KHUH�KDYH�EHHQ�QR�ORQJ�WHUP�VWXGLHV�SHUIRUPHG�LQ�DQLPDOV�WR�HYDOXDWH�FDUFLQRJHQLF�SRWHQWLDO�RI� 
VXFFLQ\OFKROLQH��� 
0XWDJHQHVLV� 
$GHTXDWH�VWXGLHV�KDYH�QRW�EHHQ�FRPSOHWHG�WR�HYDOXDWH�WKH�JHQRWR[LF�SRWHQWLDO�RI�VXFFLQ\OFKROLQH��� 
,PSDLUPHQW�RI�)HUWLOLW\� 
7KHUH�DUH�QR�VWXGLHV�WR�HYDOXDWH�WKH�SRWHQWLDO�LPSDFW�RI�VXFFLQ\OFKROLQH�RQ�IHUWLOLW\�� 

���� +2:�6833/,('�6725$*(�$1'�+$1'/,1*� 

� 
1'&�1R�� 

� 
&RQWDLQHU� 

� 
6L]H��P/�� 

� 
PJ�P/� 

PJ� 
�WRWDO�� 

P2VPRO�P/� 
�FDOF��� 

������������� 
3UHILOOHG� 
VLQJOH�GRVH� 
6\ULQJH� 

�� 
� � 

��� 
� 

���� 
� 

������ 

� 
6XFFLQ\OFKROLQH�&KORULGH�,QMHFWLRQ��863�LV�VXSSOLHG�DV�D�FOHDU��FRORUOHVV�VROXWLRQ�LQ�WKH�IROORZLQJ� 
FRQFHQWUDWLRQ�DQG�SDFNDJH�� 

1'&�����������������P/�VLQJOH�GRVH�SUHILOOHG�V\ULQJHV�SDFNDJHG�LQ�D�FDUWRQ�RI����� 
5HIULJHUDWLRQ�RI� WKH�XQGLOXWHG�6XFFLQ\OFKROLQH�&KORULGH� ,QMHFWLRQ�ZLOO� DVVXUH� IXOO�SRWHQF\�XQWLO� 
H[SLUDWLRQ�GDWH��$OO�XQLWV�FDUU\�D�GDWH�RI�H[SLUDWLRQ�� 
6WRUH�LQ�UHIULJHUDWRU����&�WR���&������&�WR�����)���7KH�VLQJOH�GRVH�V\ULQJHV�DUH�VWDEOH�IRU�XS�WR���� 
GD\V�DW�URRP�WHPSHUDWXUH�ZLWKRXW�VLJQLILFDQW�ORVV�RI�SRWHQF\�� 

� 
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