
 

 
  

  
  

  
  
 

 
  
  
  
 

 

  
  
  

 
 

 
 

  
  
  
  
  
  

  
  
  

  

+,*+/,*+76�2)�35(6&5,%,1*�,1)250$7,21� 
7KHVH�KLJKOLJKWV�GR�QRW�LQFOXGH�DOO�WKH�LQIRUPDWLRQ�QHHGHG�WR�XVH�
$3/(1=,1��VDIHO\�DQG�HIIHFWLYHO\��6HH�IXOO�SUHVFULELQJ�LQIRUPDWLRQ�IRU� 
$3/(1=,1�� 
$3/(1=,1��EXSURSLRQ�K\GUREURPLGH��H[WHQGHG�UHOHDVH�WDEOHWV�IRU�RUDO� 
XVH� 
,QLWLDO�8�6��$SSURYDO������� 
:$51,1*��68,&,'$/,7<�$1'�$17,'(35(66$17�'58*6�$1'�
 

1(85236<&+,$75,&�5($&7,216�,1�3$7,(176�7$.,1*�
 
%83523,21�)25�602.,1*�&(66$7,21�
 

See full prescribing information for complete boxed warning.�
 
�
 

�� $QWLGHSUHVVDQWV�LQFUHDVHG�WKH�ULVN�RI�VXLFLGDO�WKLQNLQJ�DQG�EHKDYLRU� 
� LQ�FKLOGUHQ��DGROHVFHQWV��DQG�\RXQJ�DGXOWV�WUHDWHG�IRU�PDMRU�GHSUHVVLYH� 
� GLVRUGHU��0''��DQG�RWKHU�SV\FKLDWULF�GLVRUGHUV��0RQLWRU�FORVHO\�IRU� 
� FOLQLFDO�ZRUVHQLQJ�DQG�VXLFLGDO�WKLQNLQJ�DQG�EHKDYLRU�������� 
�� 6HULRXV�QHXURSV\FKLDWULF�HYHQWV�KDYH�EHHQ�UHSRUWHG�LQ�SDWLHQWV� 
� WDNLQJ�EXSURSLRQ�IRU�VPRNLQJ�FHVVDWLRQ�������� 
�BBBBBBBBBBBBBBBBB� 5(&(17�0$-25�&+$1*(6�BBBBBBBBBBBBBBBBB�� 
:DUQLQJV�DQG�3UHFDXWLRQV�������	 00������ 
�BBBBBBBBBBBBBBBBBB�,1',&$7,216�$1'�86$*(� BBBBBBBBBBBBBBBBB�� 
$3/(1=,1�LV�DQ�DPLQRNHWRQH�DQWLGHSUHVVDQW��LQGLFDWHG�IRU�WKH�WUHDWPHQW�RI� 
PDMRU�GHSUHVVLYH�GLVRUGHU��0''��DQG�VHDVRQDO�DIIHFWLYH�GLVRUGHU��6$'��� 
3HULRGLFDOO\�UHHYDOXDWH�ORQJ�WHUP�XVHIXOQHVV�IRU�WKH�LQGLYLGXDO�SDWLHQW������� 
�BBBBBBBBBBBBBBB�'26$*(�$1'�$'0,1,675$7,21�BBBBBBBBBBBBBB�� 
*HQHUDO��,QFUHDVH�GRVH�JUDGXDOO\�WR�UHGXFH�VHL]XUH�ULVN������������� 
0DMRU�'HSUHVVLYH�'LVRUGHU�� 
x 6WDUWLQJ�GRVH������PJ�RQFH�GDLO\��HTXLYDOHQW�WR�����PJ�EXSURSLRQ�+&O��� 

8VXDO�WDUJHW�GRVH������PJ�RQFH�GDLO\��HTXLYDOHQW�WR�����PJ�EXSURSLRQ� 
+&O��������� 

x $IWHU���GD\V��PD\�LQFUHDVH�WKH�GRVH�WR�����PJ�RQFH�GDLO\�������� 
�6HDVRQDO�$IIHFWLYH�'LVRUGHU� 
x	 ,QLWLDWLYH�WUHDWPHQW�LQ�WKH�DXWXPQ�SULRU�WR�RQVHW�RI�VHDVRQDO�GHSUHVVLYH� 

V\PSWRPV������� 
x	 6WDUWLQJ�GRVH������PJ�RQFH�GDLO\��HTXLYDOHQW�WR�����PJ�EXSURSLRQ�+&O��� 

8VXDO�WDUJHW�GRVH������PJ�RQFH�GDLO\��HTXLYDOHQW�WR�����PJ�EXSURSLRQ� 
+&O��������� 

x	 $IWHU�RQH�ZHHN��PD\�LQFUHDVH�WKH�GRVH�WR�����PJ�RQFH�GDLO\�������� 
x	 &RQWLQXH�WUHDWPHQW�WKURXJK�WKH�ZLQWHU�VHDVRQ�������� 
6HYHUH�+HSDWLF�,PSDLUPHQW� 
x 0D[LPXP�GRVH�����PJ�HYHU\�RWKHU�GD\������� 
�BBBBBBBBBBBBBB�'26$*(�)2506�$1'�675(1*7+6� BBBBBBBBBBBBB�� 
x	 ([WHQGHG�UHOHDVH�WDEOHWV������PJ������PJ������PJ����� 
�BBBBBBBBBBBBBBBBBBB� &2175$,1',&$7,216�BBBBBBBBBBBBBBBBBBB�� 
x	 6HL]XUH�GLVRUGHU�RU�FRQGLWLRQV�WKDW�LQFUHDVH�WKH�ULVN�RI�VHL]XUH��H�J��� 

EXOLPLD�RU�DQRUH[LD�QHUYRVD��DEUXSW�GLVFRQWLQXDWLRQ�RI�DOFRKRO�� 
EHQ]RGLD]HSLQHV��DQWLHSLOHSWLFV��VHGDWLYH�K\SQRWLFV��EDUELWXUDWHV����������� 

x	 0$2�LQKLELWRUV��GLVFRQWLQXH�0$2,�DW�OHDVW���ZHHNV�SULRU�WR�EXSURSLRQ� 
XVH������� 

x	 .QRZQ�K\SHUVHQVLWLYLW\�WR�EXSURSLRQ�RU�RWKHU�LQJUHGLHQWV�RI�$3/(1=,1�� 
��������� 

� 

�BBBBBBBBBBBBBBB�:$51,1*6�$1'�35(&$87,216�BBBBBBBBBBBBBBB�� 
x 6HL]XUH�ULVN��7KH�ULVN�LV�GRVH�UHODWHG��&DQ�PLQLPL]H�ULVN�E\�OLPLWLQJ�GDLO\� 

GRVH�WR�����PJ�DQG�JUDGXDOO\�LQFUHDVLQJ�WKH�GRVH��'LVFRQWLQXH�LI�VHL]XUH� 
RFFXUV������������������ 

x +\SHUWHQVLRQ��$3/(1=,1�FDQ�LQFUHDVH�EORRG�SUHVVXUH��0RQLWRU�EORRG� 
SUHVVXUH�EHIRUH�LQLWLDWLQJ�WUHDWPHQW�DQG�SHULRGLFDOO\�GXULQJ�WUHDWPHQW�������� 

x $FWLYDWLRQ�RI�SV\FKRVLV��PDQLD�K\SRPDQLD��6FUHHQ�SDWLHQWV�IRU�ELSRODU� 
GLVRUGHU�DQG�PRQLWRU�IRU�WKHVH�V\PSWRPV�������� 

x 3V\FKRVLV�DQG�RWKHU�QHXURSV\FKLDWULF�UHDFWLRQV��'LVFRQWLQXH�LI�SV\FKRVLV�RU� 
QHXURSV\FKLDWULF�UHDFWLRQV�RFFXU�������� 

x $QJOH�&ORVXUH�*ODXFRPD��$QJOH�FORVXUH�JODXFRPD�KDV�RFFXUUHG�LQ�SDWLHQWV� 
ZLWK�XQWUHDWHG�DQDWRPLFDOO\�QDUURZ�DQJOHV�WUHDWHG�ZLWK�DQWLGHSUHVVDQWV�� 
������ 

�BBBBBBBBBBBBBBBBBBB�$'9(56(�5($&7,216� BBBBBBBBBBBBBBBBBBB�� 
0RVW�FRPPRQ�DGYHUVH�UHDFWLRQV�DUH��LQFLGHQFH��������î�SODFHER�UDWH���GU\� 
PRXWK��QDXVHD��LQVRPQLD��GL]]LQHVV��SKDU\QJLWLV��DEGRPLQDO�SDLQ��DJLWDWLRQ�� 
DQ[LHW\��WUHPRU��SDOSLWDWLRQ��VZHDWLQJ��WLQQLWXV��P\DOJLD��DQRUH[LD��XULQDU\� 
IUHTXHQF\��UDVK������� 
7R�UHSRUW�6863(&7('�$'9(56(�5($&7,216��FRQWDFW�9DOHDQW� 
3KDUPDFHXWLFDOV�1RUWK�$PHULFD�//&�DW����������������RU�)'$�DW������� 
)'$������RU�www.fda.gov/medwatch.� 
�BBBBBBBBBBBBBBBBBBB�'58*�,17(5$&7,216BBBBBBBBBBBBBBBBBBBB�� 
x	 &<3�%��LQKLELWRUV�DQG�LQGXFHUV��$3/(1=,1�LV�SULPDULO\�PHWDEROL]HG�E\� 

&<3�%���'RVH�DGMXVWPHQW�PD\�EH�QHFHVVDU\�LI�FRDGPLQLVWHUHG�ZLWK� 
&<3�%��LQKLELWRUV�RU�LQGXFHUV��,QKLELWRUV��H�J��WLFORSLGLQH�DQG�FORSLGRJUHO�� 
FDQ�LQFUHDVH�OHYHOV�RI�EXSURSLRQ��,QGXFHUV��ULWRQDYLU��ORSLQDYLU��DQG� 
HIDYLUHQ]��FDQ�GHFUHDVH�OHYHOV�RI�EXSURSLRQ�������� 

x	 &DUEDPD]HSLQH��SKHQREDUELWDO��SKHQ\WRLQ�FDQ�LQGXFH�PHWDEROLVP�RI� 
$3/(1=,1�DQG�GHFUHDVH�H[SRVXUH��'RVH�LQFUHDVH�PD\�EH�QHFHVVDU\�������� 

x	 'UXJV�PHWDEROL]HG�E\�&<3�'���%XSURSLRQ�LQKLELWV�&<3�'��DQG�FDQ� 
LQFUHDVH�FRQFHQWUDWLRQV�RI��DQWLGHSUHVVDQWV��H�J���QRUWULSW\OLQH��LPLSUDPLQH�� 
GHVLSUDPLQH��SDUR[HWLQH��IOXR[HWLQH��VHUWUDOLQH���DQWLSV\FKRWLFV��H�J��� 
KDORSHULGRO��ULVSHULGRQH��WKLRULGD]LQH���EHWD�EORFNHUV��H�J���PHWRSURORO���DQG� 
7\SH��&�DQWLDUUK\WKPLFV��H�J���SURSDIHQRQH��IOHFDLQLGH���&RQVLGHU�GRVH� 
UHGXFWLRQ�ZKHQ�XVLQJ�ZLWK�EXSURSLRQ�������� 

x 'UXJV�WKDW�ORZHU�VHL]XUH�WKUHVKROG��&DXWLRXV�EXSURSLRQ�GRVLQJ������������� 
x 'RSDPLQHUJLF�'UXJV��OHYRGRSD�DQG�DPDQWDGLQH���&16�WR[LFLW\�FDQ�RFFXU� 

ZKHQ�XVHG�FRQFRPLWDQWO\�ZLWK�$3/(1=,1�������� 
x 'UXJ�ODERUDWRU\�WHVW�LQWHUDFWLRQV��$3/(1=,1�FDQ�FDXVH�IDOVH�SRVLWLYH� 

XULQH�WHVW�UHVXOWV�IRU�DPSKHWDPLQHV�������� 
�BBBBBBBBBBBBBB� 86(�,1�63(&,),&�3238/$7,216�BBBBBBBBBBBBBBB�� 
x	 3UHJQDQF\��8VH�RQO\�LI�EHQHILW�RXWZHLJKV�SRWHQWLDO�ULVN�WR�WKH�IHWXV�������� 
x	 1XUVLQJ��%XSURSLRQ�DQG�LWV�PHWDEROLWHV�DUH�SUHVHQW�LQ�KXPDQ�PLON�� 

([HUFLVH�FDXWLRQ�ZKHQ�$3/(1=,1�LV�DGPLQLVWHUHG�WR�D�QXUVLQJ�PRWKHU�� 
������ 

x	 0LOG�WR�PRGHUDWH�KHSDWLF�LPSDLUPHQW��&RQVLGHU�UHGXFLQJ�WKH�GRVH�DQG�RU� 
IUHTXHQF\�RI�GRVLQJ�������� 

x 5HQDO�LPSDLUPHQW��&RQVLGHU�UHGXFLQJ�WKH�GRVH�DQG�RU�IUHTXHQF\�������� 
� 
6HH����IRU�3$7,(17�&2816(/,1*�,1)250$7,21�DQG�0HGLFDWLRQ� 
*XLGH� 

5HYLVHG��00������ 

)8//�35(6&5,%,1*�,1)250$7,21��&217(176
� 
� 
:$51,1*��68,&,'$/,7<�$1'�$17,'(35(66$17� 

'58*6�$1'�1(85236<&+,$75,&�5($&7,216�,1� 
3$7,(176�7$.,1*�%83523,21�)25�602.,1*� 
&(66$7,21 

�	 ,1',&$7,216�$1'�86$*( 
��� 0DMRU�'HSUHVVLYH�'LVRUGHU 
��� 6HDVRQDO�$IIHFWLYH�'LVRUGHU 

�	 '26$*(�$1'�$'0,1,675$7,21 
��� $GPLQLVWUDWLRQ�,QVWUXFWLRQV 
��� (TXLYDOHQW�'DLO\�'RVHV�RI�$3/(1=,1��%XSURSLRQ� 

K\GUREURPLGH��DQG�%XSURSLRQ�K\GURFKORULGH 
��� 'RVDJH�IRU�0DMRU�'HSUHVVLYH�'LVRUGHU��0''� 
��� 'RVDJH�IRU�6HDVRQDO�$IIHFWLYH�'LVRUGHU��6$'� 
��� 7R�'LVFRQWLQXH�$3/(1=,1��7DSHU�WKH�'RVH 
��� 'RVDJH�$GMXVWPHQW�IRU�3DWLHQWV�ZLWK�,PSDLUHG�+HSDWLF� 

)XQFWLRQ 

� '26$*(�)2506�$1'�675(1*7+6 
� &2175$,1',&$7,216 
� :$51,1*6�$1'�35(&$87,216 

��� &OLQLFDO�:RUVHQLQJ�DQG�6XLFLGH�5LVN�LQ�7UHDWLQJ� 
3V\FKLDWULF�'LVRUGHUV 

��� 1HXURSV\FKLDWULF�6\PSWRPV�DQG�6XLFLGH�5LVN�LQ� 
6PRNLQJ�&HVVDWLRQ�7UHDWPHQW 

��� 6HL]XUH 
��� +\SHUWHQVLRQ 
��� $FWLYDWLRQ�RI�0DQLD�+\SRPDQLD 
��� 3V\FKRVLV�DQG�2WKHU�1HXURSV\FKLDWULF�5HDFWLRQV 
��� $QJOH�&ORVXUH�*ODXFRPD 
��� +\SHUVHQVLWLYLW\�5HDFWLRQV 

�	 $'9(56(�5($&7,216 
��� &OLQLFDO�7ULDOV�([SHULHQFH 
��� 3RVWPDUNHWLQJ�([SHULHQFH 

�	 ��'58*�,17(5$&7,216 

���
 

Reference ID: 3539351 

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda



  
  
  
  
  
  

  
  
  
  
  
  
  
  

  
  
  

  

  
  

  
  

  
  

  
  

  
  
  

  
  

  

��� 3RWHQWLDO�IRU�2WKHU�'UXJV�WR�$IIHFW�$3/(1=,1 
��� 3RWHQWLDO�IRU�$3/(1=,1�WR�$IIHFW�2WKHU�'UXJV 
��� 'UXJV�WKDW�/RZHU�6HL]XUH�7KUHVKROG 
��� 'RSDPLQHUJLF�'UXJV��/HYRGRSD�DQG�$PDQWDGLQH� 
��� 0$2�,QKLELWRUV 

�� 
�� 

���� +XPDQ�2YHUGRVH�([SHULHQFH 
���� 2YHUGRVDJH�0DQDJHPHQW 
'(6&5,37,21 
&/,1,&$/�3+$50$&2/2*< 
���� 0HFKDQLVP�RI�$FWLRQ 

� 
��� 'UXJ�/DERUDWRU\�7HVW�,QWHUDFWLRQV 
86(�,1�63(&,),&�3238/$7,216 
��� 3UHJQDQF\ 
��� /DERU�DQG�'HOLYHU\ 
��� 1XUVLQJ�0RWKHUV 

�� 

�� 

���� 3KDUPDFRNLQHWLFV 
121&/,1,&$/�72;,&2/2*< 
���� &DUFLQRJHQHVLV��0XWDJHQHVLV��,PSDLUPHQW�RI�)HUWLOLW\ 
&/,1,&$/�678',(6 
���� 0DMRU�'HSUHVVLYH�'LVRUGHU 

��� 3HGLDWULF�8VH ���� 6HDVRQDO�$IIHFWLYH�'LVRUGHU 
��� *HULDWULF�8VH 
��� 5HQDO�,PSDLUPHQW 
��� +HSDWLF�,PSDLUPHQW 

�� 
�� 

+2:�6833/,('�6725$*(�$1'�+$1'/,1* 
3$7,(17�&2816(/,1*�,1)250$7,21 
����� �,QIRUPDWLRQ�IRU�3DWLHQWV 

� '58*�$%86(�$1'�'(3(1'(1&( 
��� &RQWUROOHG�6XEVWDQFH 
��� $EXVH 

� 

6HFWLRQV�RU�VXEVHFWLRQV�RPLWWHG�IURP�WKH�)XOO�3UHVFULELQJ�,QIRUPDWLRQ� 
DUH�QRW�OLVWHG�� 

�� 29(5'26$*( 

��� 

Reference ID: 3539351 

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda



)8//�35(6&5,%,1*�,1)250$7,21�
 

:$51,1*��68,&,'$/,7<�$1'�$17,'(35(66$17�'58*6�$1'� 
1(85236<&+,$75,&�5($&7,216�,1�3$7,(176�7$.,1*� 

%83523,21�)25�602.,1*�&(66$7,21� 
68,&,'$/,7<�$1'�$17,'(35(66$17�'58*6 � 
$QWLGHSUHVVDQWV�LQFUHDVHG�WKH�ULVN�FRPSDUHG�WR�SODFHER�RI�VXLFLGDO�WKLQNLQJ�DQG�EHKDYLRU� 
�VXLFLGDOLW\�� LQ� FKLOGUHQ�� DGROHVFHQWV�� DQG� \RXQJ� DGXOWV� LQ� VKRUW�WHUP� VWXGLHV� RI� PDMRU� 
GHSUHVVLYH�GLVRUGHU��0''��DQG�RWKHU�SV\FKLDWULF�GLVRUGHUV��$Q\RQH�FRQVLGHULQJ�WKH�XVH�RI� 
$3/(1=,1� RU� DQ\� RWKHU� DQWLGHSUHVVDQW� LQ� D� FKLOG�� DGROHVFHQW�� RU� \RXQJ� DGXOW� PXVW� 
EDODQFH�WKLV�ULVN�ZLWK�WKH�FOLQLFDO�QHHG��6KRUW�WHUP�VWXGLHV�GLG�QRW�VKRZ�DQ�LQFUHDVH�LQ�WKH� 
ULVN� RI� VXLFLGDOLW\� ZLWK� DQWLGHSUHVVDQWV� FRPSDUHG� WR� SODFHER� LQ� DGXOWV� EH\RQG� DJH� ���� 
WKHUH�ZDV� D�UHGXFWLRQ� LQ� ULVN�ZLWK� DQWLGHSUHVVDQWV�FRPSDUHG� WR�SODFHER�LQ�DGXOWV�DJHG���� 
DQG� ROGHU�� 'HSUHVVLRQ� DQG� FHUWDLQ� RWKHU� SV\FKLDWULF� GLVRUGHUV� DUH� WKHPVHOYHV� DVVRFLDWHG� 
ZLWK�LQFUHDVHV�LQ�WKH�ULVN�RI�VXLFLGH��3DWLHQWV�RI�DOO�DJHV�ZKR�DUH�VWDUWHG�RQ�DQWLGHSUHVVDQW� 
WKHUDS\� VKRXOG� EH� PRQLWRUHG� DSSURSULDWHO\� DQG� REVHUYHG� FORVHO\� IRU� FOLQLFDO� ZRUVHQLQJ�� 
VXLFLGDOLW\�� RU� XQXVXDO� FKDQJHV� LQ�EHKDYLRU�� )DPLOLHV� DQG� FDUHJLYHUV� VKRXOG� EH� DGYLVHG� RI� 
WKH�QHHG�IRU�FORVH�REVHUYDWLRQ�DQG�FRPPXQLFDWLRQ�ZLWK�WKH�SUHVFULEHU�>VHH�:DUQLQJV�DQG� 
3UHFDXWLRQV������@�� 

1(85236<&+,$75,&�5($&7,216�,1�3$7,(176�7$.,1*�%83523,21�)25� 
602.,1*�&(66$7,21� 

6HULRXV�QHXURSV\FKLDWULF�UHDFWLRQV�KDYH�RFFXUUHG�LQ�SDWLHQWV�WDNLQJ�EXSURSLRQ�IRU�VPRNLQJ� 
FHVVDWLRQ�>VHH�Warnings and Precautions (5.2)@��7KH�PDMRULW\�RI�WKHVH�UHDFWLRQV�RFFXUUHG� 
GXULQJ�EXSURSLRQ�WUHDWPHQW��EXW�VRPH�RFFXUUHG�LQ�WKH�FRQWH[W�RI�GLVFRQWLQXLQJ�WUHDWPHQW�� 
,Q�PDQ\�FDVHV��D�FDXVDO�UHODWLRQVKLS�WR�EXSURSLRQ�WUHDWPHQW�LV�QRW�FHUWDLQ��EHFDXVH� 
GHSUHVVHG�PRRG�PD\�EH�D�V\PSWRP�RI�QLFRWLQH�ZLWKGUDZDO��+RZHYHU��VRPH�RI�WKH�FDVHV� 
RFFXUUHG�LQ�SDWLHQWV�WDNLQJ�EXSURSLRQ�ZKR�FRQWLQXHG�WR�VPRNH��$OWKRXJK�$3/(1=,1�LV� 
QRW�DSSURYHG�IRU�VPRNLQJ�FHVVDWLRQ��REVHUYH�DOO�SDWLHQWV�IRU�QHXURSV\FKLDWULF�UHDFWLRQV�� 
,QVWUXFW�WKH�SDWLHQW�WR�FRQWDFW�D�KHDOWKFDUH�SURYLGHU�LI�VXFK�UHDFWLRQV�RFFXU�>VHH�Warnings 
and Precautions (5.2)@�� 
� 

�� ,1',&$7,216�$1'�86$*(� 

���� 0DMRU�'HSUHVVLYH�'LVRUGHU� 
$3/(1=,1���EXSURSLRQ�K\GUREURPLGH�H[WHQGHG�UHOHDVH�WDEOHWV��LV�LQGLFDWHG�IRU�WKH�WUHDWPHQW�RI� 
PDMRU�GHSUHVVLYH�GLVRUGHU��0''���DV�GHILQHG�E\�WKH�'LDJQRVWLF�DQG�6WDWLVWLFDO�0DQXDO��'60��� 

7KH�HIILFDF\�RI�WKH�LPPHGLDWH�UHOHDVH�IRUPXODWLRQ�RI�EXSURSLRQ�ZDV�HVWDEOLVKHG�LQ�WZR���ZHHN� 
FRQWUROOHG�LQSDWLHQW�WULDOV�DQG�RQH���ZHHN�FRQWUROOHG�RXWSDWLHQW�WULDO�RI�DGXOW�SDWLHQWV�ZLWK�0''�� 
7KH�HIILFDF\�RI�WKH�VXVWDLQHG�UHOHDVH�IRUPXODWLRQ�RI�EXSURSLRQ�LQ�WKH�PDLQWHQDQFH�WUHDWPHQW�RI� 

��
 

Reference ID: 3539351 

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda

mailto:5.2)@��7KH�PDMRULW\�RI�WKHVH�UHDFWLRQV�RFFXUUHG�
mailto:5.2)@��7KH�PDMRULW\�RI�WKHVH�UHDFWLRQV�RFFXUUHG�


0''�ZDV�HVWDEOLVKHG�LQ�D�ORQJ�WHUP��XS�WR����ZHHNV���SODFHER�FRQWUROOHG�WULDO�LQ�SDWLHQWV�ZKR� 
KDG�UHVSRQGHG�WR�EXSURSLRQ�LQ�DQ���ZHHN�VWXG\�RI�DFXWH�WUHDWPHQW�>VHH�Clinical Studies (14.1)@�� 

����	 6HDVRQDO�$IIHFWLYH�'LVRUGHU� 
$3/(1=,1�LV�LQGLFDWHG�IRU�WKH�SUHYHQWLRQ�RI�VHDVRQDO�PDMRU�GHSUHVVLYH�HSLVRGHV�LQ�SDWLHQWV� 
ZLWK�D�GLDJQRVLV�RI�VHDVRQDO�DIIHFWLYH�GLVRUGHU��6$'��� 

7KH�HIILFDF\�RI�EXSURSLRQ�K\GURFKORULGH�H[WHQGHG�UHOHDVH�WDEOHWV�LQ�WKH�SUHYHQWLRQ�RI�VHDVRQDO� 
PDMRU�GHSUHVVLYH�HSLVRGHV�ZDV�HVWDEOLVKHG�LQ���SODFHER�FRQWUROOHG�WULDOV�LQ�DGXOW�RXWSDWLHQWV�ZLWK� 
D�KLVWRU\�RI�0''�ZLWK�DQ�DXWXPQ�ZLQWHU�VHDVRQDO�SDWWHUQ�DV�GHILQHG�LQ�WKH�'60�>VHH�Clinical 
Studies (14.2)@�� 

��	 '26$*(�$1'�$'0,1,675$7,21� 

����	 $GPLQLVWUDWLRQ�,QVWUXFWLRQV� 
7R�PLQLPL]H�WKH�ULVN�RI�VHL]XUH��LQFUHDVH�WKH�GRVH�JUDGXDOO\�>VHH�Warnings and Precautions 
(5.3)@�� 

$3/(1=,1�VKRXOG�EH�VZDOORZHG�ZKROH�DQG�QRW�FUXVKHG��GLYLGHG��RU�FKHZHG��$3/(1=,1� 
VKRXOG�EH�DGPLQLVWHUHG�LQ�WKH�PRUQLQJ�DQG�PD\�EH�WDNHQ�ZLWK�RU�ZLWKRXW�UHJDUG�WR�PHDOV�� 

����	 (TXLYDOHQW�'DLO\�'RVHV�RI�$3/(1=,1��%XSURSLRQ�K\GUREURPLGH�� 
DQG�%XSURSLRQ�K\GURFKORULGH� 

6HH�7DEOH���IRU�HTXLYDOHQW�GDLO\�GRVHV�RI�$3/(1=,1��EXSURSLRQ�K\GUREURPLGH��DQG�EXSURSLRQ� 
K\GURFKORULGH�� 

7DEOH����	 (TXLYDOHQW�'DLO\�'RVHV�RI�$3/(1=,1��%XSURSLRQ�K\GUREURPLGH��DQG� 
%XSURSLRQ�K\GURFKORULGH� 

$3/(1=,1��EXSURSLRQ�K\GUREURPLGH�� %XSURSLRQ�K\GURFKORULGH� 

����PJ� ����PJ� 

����PJ� ����PJ� 

����PJ� ����PJ� 

����	 'RVDJH�IRU�0DMRU�'HSUHVVLYH�'LVRUGHU��0''�� 
7KH�UHFRPPHQGHG�VWDUWLQJ�GRVH�IRU�0''�LV�����PJ�RQFH�GDLO\�LQ�WKH�PRUQLQJ��$IWHU���GD\V�RI� 
GRVLQJ��WKH�GRVH�PD\�EH�LQFUHDVHG�WR�WKH�WDUJHW�GRVH�RI�����PJ�RQFH�GDLO\�LQ�WKH�PRUQLQJ��� 

,W�LV�JHQHUDOO\�DJUHHG�WKDW�DFXWH�HSLVRGHV�RI�GHSUHVVLRQ�UHTXLUH�VHYHUDO�PRQWKV�RU�ORQJHU�RI� 
DQWLGHSUHVVDQW�WUHDWPHQW�EH\RQG�WKH�UHVSRQVH�LQ�WKH�DFXWH�HSLVRGH��,W�LV�XQNQRZQ�ZKHWKHU�WKH� 
$3/(1=,1�GRVH�QHHGHG�IRU�PDLQWHQDQFH�WUHDWPHQW�LV�LGHQWLFDO�WR�WKH�GRVH�WKDW�SURYLGHG�DQ� 
LQLWLDO�UHVSRQVH��3HULRGLFDOO\�UHDVVHVV�WKH�QHHG�IRU�PDLQWHQDQFH�WUHDWPHQW�DQG�WKH�DSSURSULDWH� 
GRVH�IRU�VXFK�WUHDWPHQW�� 
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���� 'RVDJH�IRU�6HDVRQDO�$IIHFWLYH�'LVRUGHU��6$'�� 
7KH�UHFRPPHQGHG�VWDUWLQJ�GRVH�IRU�6$'�LV�����PJ�RQFH�GDLO\��$IWHU���GD\V�RI�GRVLQJ��WKH�GRVH� 
PD\�EH�LQFUHDVHG�WR�WKH�WDUJHW�GRVH�RI�����PJ�RQFH�GDLO\�LQ�WKH�PRUQLQJ��'RVHV�DERYH�����PJ�RI� 
EXSURSLRQ�+&O�H[WHQGHG�UHOHDVH��HTXLYDOHQW�WR�$3/(1=,1�����PJ��ZHUH�QRW�DVVHVVHG�LQ�WKH� 
6$'�WULDOV�� 

)RU�WKH�SUHYHQWLRQ�RI�VHDVRQDO�0''�HSLVRGHV�DVVRFLDWHG�ZLWK�6$'��LQLWLDWH�$3/(1=,1�LQ�WKH� 
DXWXPQ��SULRU�WR�WKH�RQVHW�RI�GHSUHVVLYH�V\PSWRPV��&RQWLQXH�WUHDWPHQW�WKURXJK�WKH�ZLQWHU� 
VHDVRQ��7DSHU�DQG�GLVFRQWLQXH�$3/(1=,1�LQ�HDUO\�VSULQJ��)RU�SDWLHQWV�WUHDWHG�ZLWK�����PJ�SHU� 
GD\��GHFUHDVH�WKH�GRVH�WR�����PJ�RQFH�GDLO\�EHIRUH�GLVFRQWLQXLQJ�$3/(1=,1��,QGLYLGXDOL]H�WKH� 
WLPLQJ�RI�LQLWLDWLRQ�DQG�GXUDWLRQ�RI�WUHDWPHQW�VKRXOG�EH�LQGLYLGXDOL]HG��EDVHG�RQ�WKH�SDWLHQW¶V� 
KLVWRULFDO�SDWWHUQ�RI�VHDVRQDO�0''�HSLVRGHV�� 

���� 7R�'LVFRQWLQXH�$3/(1=,1��7DSHU�WKH�'RVH� 
:KHQ�GLVFRQWLQXLQJ�WUHDWPHQW�LQ�SDWLHQWV�WUHDWHG�ZLWK�$3/(1=,1�����PJ�RQFH�GDLO\��GHFUHDVH� 
WKH�GRVH�WR�����PJ�RQFH�GDLO\�SULRU�WR�GLVFRQWLQXDWLRQ��� 

���� 'RVDJH�$GMXVWPHQW�IRU�3DWLHQWV�ZLWK�,PSDLUHG�+HSDWLF�)XQFWLRQ� 
)RU�SDWLHQWV�ZLWK�VHYHUH�KHSDWLF�LPSDLUPHQW��WKH�UHFRPPHQGHG�LQLWLDO�DQG�PD[LPXP�GRVH�LV� 
����PJ�HYHU\�RWKHU�GD\�>VHH�Use in Specific Populations (8.7)�DQG�Clinical Pharmacology 
(12.3)@��� 

�� '26$*(�)2506�$1'�675(1*7+6� 
$3/(1=,1�([WHQGHG�5HOHDVH�7DEOHWV������PJ�RI�EXSURSLRQ�K\GUREURPLGH��DUH�ZKLWH�WR�RII� 
ZKLWH��URXQG�WDEOHWV�SULQWHG�ZLWK�³%5´�RYHU�³���´�� 

$3/(1=,1�([WHQGHG�5HOHDVH�7DEOHWV������PJ�RI�EXSURSLRQ�K\GUREURPLGH��DUH�ZKLWH�WR�RII�� 
ZKLWH��URXQG�WDEOHWV�SULQWHG�ZLWK�³%5´�RYHU�³���´�� 

$3/(1=,1�([WHQGHG�5HOHDVH�7DEOHWV������PJ�RI�EXSURSLRQ�K\GUREURPLGH��DUH�ZKLWH�WR�RII�� 
ZKLWH��URXQG�WDEOHWV�SULQWHG�ZLWK�³%5´�RYHU�³���´�� 

�� &2175$,1',&$7,216� 
$3/(1=,1�LV�FRQWUDLQGLFDWHG�LQ�SDWLHQWV�ZLWK�WKH�IROORZLQJ�FRQGLWLRQV�� 

x 6HL]XUH�GLVRUGHU�RU�FRQGLWLRQV�WKDW�LQFUHDVH�WKH�ULVN�RI�VHL]XUHV��H�J���DUWHULRYHQRXV� 
PDOIRUPDWLRQ��VHYHUH�KHDG�LQMXU\��&16�WXPRU�RU�&16�LQIHFWLRQ��VHYHUH�VWURNH��DQRUH[LD� 
QHUYRVD�RU�EXOLPLD��RU�DEUXSW�GLVFRQWLQXDWLRQ�RI�DOFRKRO��EHQ]RGLD]HSLQHV��EDUELWXUDWHV��DQG� 
DQWLHSLOHSWLF�GUXJV�>VHH�Warnings and Precautions (5.3)@�� 

x .QRZQ�K\SHUVHQVLWLYLW\�WR�EXSURSLRQ��$QDSK\ODFWRLG�DQDSK\ODFWLF�UHDFWLRQV�DQG�6WHYHQV� 
-RKQVRQ�V\QGURPH�KDYH�EHHQ�UHSRUWHG�>VHH�Warnings and Precautions (5.7)@�� 
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x &RQFXUUHQW�XVH�RI�PRQRDPLQH�R[LGDVH��0$2��LQKLELWRU��EHFDXVH�0$2,V�KDYH�WKH�SRWHQWLDO� 
WR�HQKDQFH�FHQWUDO�QHUYRXV��&16��WR[LFLW\��$W�OHDVW����GD\V�VKRXOG�HODSVH�EHWZHHQ� 
GLVFRQWLQXDWLRQ�RI�DQ�0$2�LQKLELWRU�DQG�LQLWLDWLRQ�RI�WUHDWPHQW�ZLWK�$3/(1=,1�� 

��	 :$51,1*6�$1'�35(&$87,216� 

����	 &OLQLFDO�:RUVHQLQJ�DQG�6XLFLGH�5LVN�LQ�7UHDWLQJ�3V\FKLDWULF� 
'LVRUGHUV� 

3DWLHQWV�ZLWK�PDMRU�GHSUHVVLYH�GLVRUGHU��0''���ERWK�DGXOW�DQG�SHGLDWULF��PD\�H[SHULHQFH� 
ZRUVHQLQJ�RI�WKHLU�GHSUHVVLRQ�DQG�RU�WKH�HPHUJHQFH�RI�VXLFLGDO�LGHDWLRQ�DQG�EHKDYLRU� 
�VXLFLGDOLW\��RU�XQXVXDO�FKDQJHV�LQ�EHKDYLRU��ZKHWKHU�RU�QRW�WKH\�DUH�WDNLQJ�DQWLGHSUHVVDQW� 
PHGLFDWLRQV��DQG�WKLV�ULVN�PD\�SHUVLVW�XQWLO�VLJQLILFDQW�UHPLVVLRQ�RFFXUV��6XLFLGH�LV�D�NQRZQ�ULVN� 
RI�GHSUHVVLRQ�DQG�FHUWDLQ�RWKHU�SV\FKLDWULF�GLVRUGHUV��DQG�WKHVH�GLVRUGHUV�WKHPVHOYHV�DUH�WKH� 
VWURQJHVW�SUHGLFWRUV�RI�VXLFLGH��7KHUH�KDV�EHHQ�D�ORQJ�VWDQGLQJ�FRQFHUQ�WKDW�DQWLGHSUHVVDQWV�PD\� 
KDYH�D�UROH�LQ�LQGXFLQJ�ZRUVHQLQJ�RI�GHSUHVVLRQ�DQG�WKH�HPHUJHQFH�RI�VXLFLGDOLW\�LQ�FHUWDLQ� 
SDWLHQWV�GXULQJ�WKH�HDUO\�SKDVHV�RI�WUHDWPHQW����� 

3RROHG�DQDO\VHV�RI�VKRUW�WHUP�SODFHER�FRQWUROOHG�WULDOV�RI�DQWLGHSUHVVDQW�GUXJV��665,V�DQG� 
RWKHUV��VKRZ�WKDW�WKHVH�GUXJV�LQFUHDVH�WKH�ULVN�RI�VXLFLGDO�WKLQNLQJ�DQG�EHKDYLRU��VXLFLGDOLW\��LQ� 
FKLOGUHQ��DGROHVFHQWV��DQG�\RXQJ�DGXOWV��DJHV����WR�����ZLWK�PDMRU�GHSUHVVLYH�GLVRUGHU��0''�� 
DQG�RWKHU�SV\FKLDWULF�GLVRUGHUV��6KRUW�WHUP�VWXGLHV�GLG�QRW�VKRZ�DQ�LQFUHDVH�LQ�WKH�ULVN�RI� 
VXLFLGDOLW\�ZLWK�DQWLGHSUHVVDQWV�FRPSDUHG�WR�SODFHER�LQ�DGXOWV�EH\RQG�DJH�����WKHUH�ZDV�D� 
UHGXFWLRQ�ZLWK�DQWLGHSUHVVDQWV�FRPSDUHG�WR�SODFHER�LQ�DGXOWV�DJHG����DQG�ROGHU��� 

7KH�SRROHG�DQDO\VHV�RI�SODFHER�FRQWUROOHG�WULDOV�LQ�FKLOGUHQ�DQG�DGROHVFHQWV�ZLWK�0''�� 
REVHVVLYH�FRPSXOVLYH�GLVRUGHU��2&'���RU�RWKHU�SV\FKLDWULF�GLVRUGHUV�LQFOXGHG�D�WRWDO�RI����VKRUW� 
WHUP�WULDOV�RI���DQWLGHSUHVVDQW�GUXJV�LQ�RYHU������SDWLHQWV��7KH�SRROHG�DQDO\VHV�RI�SODFHER� 
FRQWUROOHG�WULDOV�LQ�DGXOWV�ZLWK�0''�RU�RWKHU�SV\FKLDWULF�GLVRUGHUV�LQFOXGHG�D�WRWDO�RI�����VKRUW� 
WHUP�WULDOV��PHGLDQ�GXUDWLRQ�RI���PRQWKV��RI����DQWLGHSUHVVDQW�GUXJV�LQ�RYHU��������SDWLHQWV�� 
7KHUH�ZDV�FRQVLGHUDEOH�YDULDWLRQ�LQ�ULVN�RI�VXLFLGDOLW\�DPRQJ�GUXJV��EXW�D�WHQGHQF\�WRZDUG�DQ� 
LQFUHDVH�LQ�WKH�\RXQJHU�SDWLHQWV�IRU�DOPRVW�DOO�GUXJV�VWXGLHG��7KHUH�ZHUH�GLIIHUHQFHV�LQ�DEVROXWH� 
ULVN�RI�VXLFLGDOLW\�DFURVV�WKH�GLIIHUHQW�LQGLFDWLRQV��ZLWK�WKH�KLJKHVW�LQFLGHQFH�LQ�0''��7KH�ULVN� 
GLIIHUHQFHV��GUXJ�YV��SODFHER���KRZHYHU��ZHUH�UHODWLYHO\�VWDEOH�ZLWKLQ�DJH�VWUDWD�DQG�DFURVV� 
LQGLFDWLRQV��7KHVH�ULVN�GLIIHUHQFHV��GUXJ�SODFHER�GLIIHUHQFH�LQ�WKH�QXPEHU�RI�FDVHV�RI�VXLFLGDOLW\� 
SHU������SDWLHQWV�WUHDWHG��DUH�SURYLGHG�LQ�7DEOH���� 
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7DEOH����	 5LVN�'LIIHUHQFHV�LQ�WKH�1XPEHU�RI�6XLFLGDOLW\�&DVHV�E\�$JH�*URXS�LQ�WKH� 
3RROHG�3ODFHER�&RQWUROOHG�7ULDOV�RI�$QWLGHSUHVVDQWV�LQ�3HGLDWULF�DQG�$GXOW� 
3DWLHQWV� 

$JH�5DQJH� 'UXJ�3ODFHER�'LIIHUHQFH�LQ�1XPEHU�RI�&DVHV�RI� 
6XLFLGDOLW\�SHU������3DWLHQWV�7UHDWHG� 

,QFUHDVHV�&RPSDUHG�WR�3ODFHER� 

����\HDUV� ���DGGLWLRQDO�FDVHV� 

��±���\HDUV� ��DGGLWLRQDO�FDVHV� 

'HFUHDVH�&RPSDUHG�WR�3ODFHER� 

��±���\HDUV� ��IHZHU�FDVH� 

����\HDUV� ��IHZHU�FDVHV� 

1R�VXLFLGHV�RFFXUUHG�LQ�DQ\�RI�WKH�SHGLDWULF�WULDOV��7KHUH�ZHUH�VXLFLGHV�LQ�WKH�DGXOW�WULDOV��EXW�WKH� 
QXPEHU�ZDV�QRW�VXIILFLHQW�WR�UHDFK�DQ\�FRQFOXVLRQ�DERXW�GUXJ�HIIHFW�RQ�VXLFLGH�� 

,W�LV�XQNQRZQ�ZKHWKHU�WKH�VXLFLGDOLW\�ULVN�H[WHQGV�WR�ORQJHU�WHUP�XVH��L�H���EH\RQG�VHYHUDO� 
PRQWKV��+RZHYHU��WKHUH�LV�VXEVWDQWLDO�HYLGHQFH�IURP�SODFHER�FRQWUROOHG�PDLQWHQDQFH�WULDOV�LQ� 
DGXOWV�ZLWK�GHSUHVVLRQ�WKDW�WKH�XVH�RI�DQWLGHSUHVVDQWV�FDQ�GHOD\�WKH�UHFXUUHQFH�RI�GHSUHVVLRQ�� 

$OO�SDWLHQWV�EHLQJ�WUHDWHG�ZLWK�DQWLGHSUHVVDQWV�IRU�DQ\�LQGLFDWLRQ�VKRXOG�EH�PRQLWRUHG� 
DSSURSULDWHO\�DQG�REVHUYHG�FORVHO\�IRU�FOLQLFDO�ZRUVHQLQJ��VXLFLGDOLW\��DQG�XQXVXDO�FKDQJHV�LQ� 
EHKDYLRU��HVSHFLDOO\�GXULQJ�WKH�LQLWLDO�IHZ�PRQWKV�RI�D�FRXUVH�RI�GUXJ�WKHUDS\��RU�DW�WLPHV�RI�GRVH� 
FKDQJHV��HLWKHU�LQFUHDVHV�RU�GHFUHDVHV�>VHH�Boxed Warning�DQG�Use in Specific Populations 
(8.4)@�� 

7KH�IROORZLQJ�V\PSWRPV��DQ[LHW\��DJLWDWLRQ��SDQLF�DWWDFNV��LQVRPQLD��LUULWDELOLW\��KRVWLOLW\�� 
DJJUHVVLYHQHVV��LPSXOVLYLW\��DNDWKLVLD��SV\FKRPRWRU�UHVWOHVVQHVV���K\SRPDQLD��DQG�PDQLD��KDYH� 
EHHQ�UHSRUWHG�LQ�DGXOW�DQG�SHGLDWULF�SDWLHQWV�EHLQJ�WUHDWHG�ZLWK�DQWLGHSUHVVDQWV�IRU�PDMRU� 
GHSUHVVLYH�GLVRUGHU�DV�ZHOO�DV�IRU�RWKHU�LQGLFDWLRQV��ERWK�SV\FKLDWULF�DQG�QRQSV\FKLDWULF�� 
$OWKRXJK�D�FDXVDO�OLQN�EHWZHHQ�WKH�HPHUJHQFH�RI�VXFK�V\PSWRPV�DQG�HLWKHU�WKH�ZRUVHQLQJ�RI� 
GHSUHVVLRQ�DQG�RU�WKH�HPHUJHQFH�RI�VXLFLGDO�LPSXOVHV�KDV�QRW�EHHQ�HVWDEOLVKHG��WKHUH�LV�FRQFHUQ� 
WKDW�VXFK�V\PSWRPV�PD\�UHSUHVHQW�SUHFXUVRUV�WR�HPHUJLQJ�VXLFLGDOLW\�� 

&RQVLGHUDWLRQ�VKRXOG�EH�JLYHQ�WR�FKDQJLQJ�WKH�WKHUDSHXWLF�UHJLPHQ��LQFOXGLQJ�SRVVLEO\� 
GLVFRQWLQXLQJ�WKH�PHGLFDWLRQ��LQ�SDWLHQWV�ZKRVH�GHSUHVVLRQ�LV�SHUVLVWHQWO\�ZRUVH��RU�ZKR�DUH� 
H[SHULHQFLQJ�HPHUJHQW�VXLFLGDOLW\�RU�V\PSWRPV�WKDW�PLJKW�EH�SUHFXUVRUV�WR�ZRUVHQLQJ�GHSUHVVLRQ� 
RU�VXLFLGDOLW\��HVSHFLDOO\�LI�WKHVH�V\PSWRPV�DUH�VHYHUH��DEUXSW�LQ�RQVHW��RU�ZHUH�QRW�SDUW�RI�WKH� 
SDWLHQW¶V�SUHVHQWLQJ�V\PSWRPV�� 

)DPLOLHV�DQG�FDUHJLYHUV�RI�SDWLHQWV�EHLQJ�WUHDWHG�ZLWK�DQWLGHSUHVVDQWV�IRU�PDMRU�GHSUHVVLYH� 
GLVRUGHU�RU�RWKHU�LQGLFDWLRQV��ERWK�SV\FKLDWULF�DQG�QRQSV\FKLDWULF��VKRXOG�EH�DOHUWHG�DERXW�WKH� 
QHHG�WR�PRQLWRU�SDWLHQWV�IRU�WKH�HPHUJHQFH�RI�DJLWDWLRQ��LUULWDELOLW\��XQXVXDO�FKDQJHV�LQ�EHKDYLRU�� 
DQG�WKH�RWKHU�V\PSWRPV�GHVFULEHG�DERYH��DV�ZHOO�DV�WKH�HPHUJHQFH�RI�VXLFLGDOLW\��DQG�WR�UHSRUW� 
VXFK�V\PSWRPV�LPPHGLDWHO\�WR�KHDOWK�FDUH�SURYLGHUV��6XFK�PRQLWRULQJ�VKRXOG�LQFOXGH�GDLO\� 
REVHUYDWLRQ�E\�IDPLOLHV�DQG�FDUHJLYHUV. 3UHVFULSWLRQV�IRU�$3/(1=,1�VKRXOG�EH�ZULWWHQ�IRU�WKH� 
VPDOOHVW�TXDQWLW\�RI�WDEOHWV�FRQVLVWHQW�ZLWK�JRRG�SDWLHQW�PDQDJHPHQW��LQ�RUGHU�WR�UHGXFH�WKH�ULVN� 
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RI�RYHUGRVH��)DPLOLHV�DQG�FDUHJLYHUV�RI�DGXOWV�EHLQJ�WUHDWHG�IRU�GHSUHVVLRQ�VKRXOG�EH�VLPLODUO\� 
DGYLVHG�� 

����	 1HXURSV\FKLDWULF�6\PSWRPV�DQG�6XLFLGH�5LVN�LQ�6PRNLQJ�&HVVDWLRQ� 
7UHDWPHQW� 

$3/(1=,1�LV�QRW�DSSURYHG�IRU�VPRNLQJ�FHVVDWLRQ�WUHDWPHQW��KRZHYHU��EXSURSLRQ�+&O� 
VXVWDLQHG�UHOHDVH�LV�DSSURYHG�IRU�WKLV�XVH��6HULRXV�QHXURSV\FKLDWULF�V\PSWRPV�KDYH�EHHQ� 
UHSRUWHG�LQ�SDWLHQWV�WDNLQJ�EXSURSLRQ�IRU�VPRNLQJ�FHVVDWLRQ��7KHVH�KDYH�LQFOXGHG�FKDQJHV�LQ� 
PRRG��LQFOXGLQJ�GHSUHVVLRQ�DQG�PDQLD���SV\FKRVLV��KDOOXFLQDWLRQV��SDUDQRLD��GHOXVLRQV�� 
KRPLFLGDO�LGHDWLRQ��KRVWLOLW\��DJLWDWLRQ��DJJUHVVLRQ��DQ[LHW\��DQG�SDQLF��DV�ZHOO�DV�VXLFLGDO� 
LGHDWLRQ��VXLFLGH�DWWHPSW��DQG�FRPSOHWHG�VXLFLGH�>VHH�Boxed Warning�DQG�Adverse Reactions 
(6.2)@��2EVHUYH�SDWLHQWV�IRU�WKH�RFFXUUHQFH�RI�QHXURSV\FKLDWULF�UHDFWLRQV��,QVWUXFW�SDWLHQWV�WR� 
FRQWDFW�D�KHDOWKFDUH�SURIHVVLRQDO�LI�VXFK�UHDFWLRQV�RFFXU�� 

,Q�PDQ\�RI�WKHVH�FDVHV��D�FDXVDO�UHODWLRQVKLS�WR�EXSURSLRQ�WUHDWPHQW�LV�QRW�FHUWDLQ��EHFDXVH� 
GHSUHVVHG�PRRG�FDQ�EH�D�V\PSWRP�RI�QLFRWLQH�ZLWKGUDZDO��+RZHYHU��VRPH�RI�WKH�FDVHV�RFFXUUHG� 
LQ�SDWLHQWV�WDNLQJ�EXSURSLRQ�ZKR�FRQWLQXHG�WR�VPRNH�� 

����	 6HL]XUH� 
$3/(1=,1�FDQ�FDXVH�VHL]XUH��7KH�ULVN�RI�VHL]XUH�LV�GRVH�UHODWHG��7KH�GRVH�VKRXOG�QRW�H[FHHG� 
����PJ�RQFH�GDLO\��,QFUHDVH�WKH�GRVH�JUDGXDOO\��'LVFRQWLQXH�$3/(1=,1�DQG�GR�QRW�UHVWDUW� 
WUHDWPHQW�LI�WKH�SDWLHQW�H[SHULHQFHV�D�VHL]XUH�� 

7KH�ULVN�RI�VHL]XUHV�LV�DOVR�UHODWHG�WR�SDWLHQW�IDFWRUV��FOLQLFDO�VLWXDWLRQV��DQG�FRQFRPLWDQW� 
PHGLFDWLRQV�WKDW�ORZHU�WKH�VHL]XUH�WKUHVKROG��&RQVLGHU�WKHVH�ULVNV�EHIRUH�LQLWLDWLQJ�WUHDWPHQW�ZLWK� 
$3/(1=,1��$3/(1=,1�LV�FRQWUDLQGLFDWHG�LQ�SDWLHQWV�ZLWK�D�VHL]XUH�GLVRUGHU�RU�FRQGLWLRQV�WKDW� 
LQFUHDVH�WKH�ULVN�RI�VHL]XUH��H�J���VHYHUH�KHDG�LQMXU\��DUWHULRYHQRXV�PDOIRUPDWLRQ��&16�WXPRU�RU� 
&16�LQIHFWLRQ��VHYHUH�VWURNH��DQRUH[LD�QHUYRVD�RU�EXOLPLD��RU�DEUXSW�GLVFRQWLQXDWLRQ�RI�DOFRKRO�� 
EHQ]RGLD]HSLQHV��EDUELWXUDWHV��DQG�DQWLHSLOHSWLF�GUXJV�>VHH Contraindications (4)@��7KH�IROORZLQJ� 
FRQGLWLRQV�FDQ�DOVR�LQFUHDVH�WKH�ULVN�RI�VHL]XUH��FRQFRPLWDQW�XVH�RI�RWKHU�PHGLFDWLRQV�WKDW�ORZHU� 
WKH�VHL]XUH�WKUHVKROG��H�J���RWKHU�EXSURSLRQ�SURGXFWV��DQWLSV\FKRWLFV��WULF\FOLF�DQWLGHSUHVVDQWV�� 
WKHRSK\OOLQH��DQG�V\VWHPLF�FRUWLFRVWHURLGV���PHWDEROLF�GLVRUGHUV��H�J���K\SRJO\FHPLD�� 
K\SRQDWUHPLD��VHYHUH�KHSDWLF�LPSDLUPHQW��DQG�K\SR[LD���RU�XVH�RI�LOOLFLW�GUXJV��H�J���FRFDLQH��RU� 
DEXVH�RU�PLVXVH�RI�SUHVFULSWLRQ�GUXJV�VXFK�DV�&16�VWLPXODQWV��$GGLWLRQDO�SUHGLVSRVLQJ� 
FRQGLWLRQV�LQFOXGH�GLDEHWHV�PHOOLWXV�WUHDWHG�ZLWK�RUDO�K\SRJO\FHPLF�GUXJV�RU�LQVXOLQ��XVH�RI� 
DQRUHFWLF�GUXJV��H[FHVVLYH�XVH�RI�DOFRKRO��EHQ]RGLD]HSLQHV��VHGDWLYH�K\SQRWLFV��RU�RSLDWHV�� 

,QFLGHQFH�RI�6HL]XUH�ZLWK�%XSURSLRQ�8VH� 

7KH�LQFLGHQFH�RI�VHL]XUH�ZLWK�$3/(1=,1�KDV�QRW�EHHQ�IRUPDOO\�HYDOXDWHG�LQ�FOLQLFDO�WULDOV��,Q� 
VWXGLHV�XVLQJ�EXSURSLRQ�+&O�VXVWDLQHG�UHOHDVH�XS�WR�����PJ�SHU�GD\��HTXLYDOHQW�WR�$3/(1=,1� 
����PJ�SHU�GD\��WKH�LQFLGHQFH�RI�VHL]XUH�ZDV�DSSUR[LPDWHO\��������������SDWLHQWV���,Q�D�ODUJH� 
SURVSHFWLYH��IROORZ�XS�VWXG\��WKH�VHL]XUH�LQFLGHQFH�ZDV�DSSUR[LPDWHO\����������������ZLWK� 
EXSURSLRQ�+&O�LPPHGLDWH�UHOHDVH�LQ�WKH�UDQJH�RI�����PJ�WR�����PJ�SHU�GD\��HTXLYDOHQW�WR� 
$3/(1=,1�����PJ�WR�����PJ�SHU�GD\��� 

$GGLWLRQDO�GDWD�DFFXPXODWHG�IRU�EXSURSLRQ�LPPHGLDWH�UHOHDVH�VXJJHVWV�WKDW�WKH�HVWLPDWHG�VHL]XUH� 
LQFLGHQFH�LQFUHDVHV�DOPRVW�WHQIROG�EHWZHHQ�����DQG�����PJ�GD\��HTXLYDOHQW�WR�$3/(1=,1� 

��
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����PJ�DQG�����PJ�SHU�GD\���7KH�ULVN�RI�VHL]XUH�FDQ�EH�UHGXFHG�LI�WKH�$3/(1=,1�GRVH�GRHV�QRW� 
H[FHHG�����PJ�RQFH�GDLO\�DQG�WKH�WLWUDWLRQ�UDWH�LV�JUDGXDO�� 

���� +\SHUWHQVLRQ� 
7UHDWPHQW�ZLWK�$3/(1=,1�FDQ�UHVXOW�LQ�HOHYDWHG�EORRG�SUHVVXUH�DQG�K\SHUWHQVLRQ��$VVHVV�EORRG� 
SUHVVXUH�EHIRUH�LQLWLDWLQJ�WUHDWPHQW�ZLWK�$3/(1=,1��DQG�PRQLWRU�SHULRGLFDOO\�GXULQJ�WUHDWPHQW�� 

,Q�WKH���WULDOV�RI�EXSURSLRQ�+&O�H[WHQGHG�UHOHDVH�LQ�VHDVRQDO�DIIHFWLYH�GLVRUGHU��WKHUH�ZHUH� 
VLJQLILFDQW�HOHYDWLRQV�LQ�EORRG�SUHVVXUH��+\SHUWHQVLRQ�ZDV�UHSRUWHG�DV�DQ�DGYHUVH�UHDFWLRQ�IRU���� 
RI�WKH�EXSURSLRQ�JURXS����������DQG�QRQH�LQ�WKH�SODFHER�JURXS����������,Q�WKH�6$'�WULDOV���� 
SDWLHQWV�WUHDWHG�ZLWK�EXSURSLRQ�GLVFRQWLQXHG�IURP�WKH�VWXG\�EHFDXVH�WKH\�GHYHORSHG� 
K\SHUWHQVLRQ��1RQH�RI�WKH�SODFHER�JURXS�GLVFRQWLQXHG�EHFDXVH�RI�K\SHUWHQVLRQ��7KH�PHDQ� 
LQFUHDVH�LQ�V\VWROLF�EORRG�SUHVVXUH�ZDV�����PP+J�LQ�WKH�EXSURSLRQ�JURXS�DQG�����PP+J�LQ�WKH� 
SODFHER�JURXS��7KH�GLIIHUHQFH�ZDV�VWDWLVWLFDOO\�VLJQLILFDQW��S ��������7KH�PHDQ�LQFUHDVH�LQ� 
GLDVWROLF�EORRG�SUHVVXUH�ZDV�����PP+J�LQ�WKH�EXSURSLRQ�JURXS�DQG�����PP+J�LQ�WKH�SODFHER� 
JURXS��7KH�GLIIHUHQFH�ZDV�QRW�VWDWLVWLFDOO\�VLJQLILFDQW��S ��������,Q�WKH�6$'�WULDOV������RI� 
SDWLHQWV�ZHUH�WUHDWHG�ZLWK�����PJ�SHU�GD\��DQG�����ZHUH�WUHDWHG�ZLWK�����PJ�SHU�GD\��7KH�PHDQ� 
GDLO\�GRVH�ZDV�����PJ�SHU�GD\��7KH�PHDQ�GXUDWLRQ�RI�EXSURSLRQ�H[SRVXUH�ZDV�����GD\V��� 

,Q�D�VWXG\�RI�EXSURSLRQ�LPPHGLDWH�UHOHDVH�LQ�0''�SDWLHQWV�ZLWK�VWDEOH�FRQJHVWLYH�KHDUW�IDLOXUH� 
�1 �����EXSURSLRQ�ZDV�DVVRFLDWHG�ZLWK�DQ�H[DFHUEDWLRQ�RI�SUH�H[LVWLQJ�K\SHUWHQVLRQ�LQ��� 
SDWLHQWV��OHDGLQJ�WR�GLVFRQWLQXDWLRQ�RI�EXSURSLRQ�WUHDWPHQW��7KHUH�DUH�QR�FRQWUROOHG�VWXGLHV� 
DVVHVVLQJ�WKH�VDIHW\�RI�EXSURSLRQ�LQ�SDWLHQWV�ZLWK�D�UHFHQW�KLVWRU\�RI�P\RFDUGLDO�LQIDUFWLRQ�RU� 
XQVWDEOH�FDUGLDF�GLVHDVH�� 

���� $FWLYDWLRQ�RI�0DQLD�+\SRPDQLD� 
$QWLGHSUHVVDQW�WUHDWPHQW�FDQ�SUHFLSLWDWH�D�PDQLF��PL[HG��RU�K\SRPDQLF�PDQLF�HSLVRGH��7KH�ULVN� 
DSSHDUV�WR�EH�LQFUHDVHG�LQ�SDWLHQWV�ZLWK�ELSRODU�GLVRUGHU�RU�ZKR�KDYH�ULVN�IDFWRUV�IRU�ELSRODU� 
GLVRUGHU��3ULRU�WR�LQLWLDWLQJ�$3/(1=,1��VFUHHQ�SDWLHQWV�IRU�D�KLVWRU\�RI�ELSRODU�GLVRUGHU�DQG�WKH� 
SUHVHQFH�RI�ULVN�IDFWRUV�IRU�ELSRODU�GLVRUGHU��H�J���IDPLO\�KLVWRU\�RI�ELSRODU�GLVRUGHU��VXLFLGH��RU� 
GHSUHVVLRQ���$3/(1=,1�LV�QRW�DSSURYHG�IRU�WKH�WUHDWPHQW�RI�ELSRODU�GHSUHVVLRQ�� 

���� 3V\FKRVLV�DQG�2WKHU�1HXURSV\FKLDWULF�5HDFWLRQV� 
'HSUHVVHG�SDWLHQWV�WUHDWHG�ZLWK�EXSURSLRQ�KDYH�KDG�D�YDULHW\�RI�QHXURSV\FKLDWULF�VLJQV�DQG� 
V\PSWRPV��LQFOXGLQJ�GHOXVLRQV��KDOOXFLQDWLRQV��SV\FKRVLV��FRQFHQWUDWLRQ�GLVWXUEDQFH��SDUDQRLD�� 
DQG�FRQIXVLRQ��6RPH�RI�WKHVH�SDWLHQWV�KDG�D�GLDJQRVLV�RI�ELSRODU�GLVRUGHU��,Q�VRPH�FDVHV��WKHVH� 
V\PSWRPV�DEDWHG�XSRQ�GRVH�UHGXFWLRQ�DQG�RU�ZLWKGUDZDO�RI�WUHDWPHQW��'LVFRQWLQXH�$3/(1=,1� 
LI�WKHVH�UHDFWLRQV�RFFXU�� 

���� $QJOH�&ORVXUH�*ODXFRPD� 
$QJOH�&ORVXUH�*ODXFRPD��7KH�SXSLOODU\�GLODWLRQ�WKDW�RFFXUV�IROORZLQJ�XVH�RI�PDQ\� 
DQWLGHSUHVVDQW�GUXJV�LQFOXGLQJ�:(//%875,1�;/�PD\�WULJJHU�DQ�DQJOH�FORVXUH�DWWDFN�LQ�D� 
SDWLHQW�ZLWK�DQDWRPLFDOO\�QDUURZ�DQJOHV�ZKR�GRHV�QRW�KDYH�D�SDWHQW�LULGHFWRP\�� 

� 

�� 
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���� +\SHUVHQVLWLYLW\�5HDFWLRQV� 
$QDSK\ODFWRLG�DQDSK\ODFWLF�UHDFWLRQV�KDYH�RFFXUUHG�GXULQJ�FOLQLFDO�WULDOV�ZLWK�EXSURSLRQ�� 
5HDFWLRQV�KDYH�EHHQ�FKDUDFWHUL]HG�E\�SUXULWXV��XUWLFDULD��DQJLRHGHPD��DQG�G\VSQHD��UHTXLULQJ� 
PHGLFDO�WUHDWPHQW��,Q�DGGLWLRQ��WKHUH�KDYH�EHHQ�UDUH��VSRQWDQHRXV�SRVWPDUNHWLQJ�UHSRUWV�RI� 
HU\WKHPD�PXOWLIRUPH��6WHYHQV�-RKQVRQ�V\QGURPH��DQG�DQDSK\ODFWLF�VKRFN�DVVRFLDWHG�ZLWK� 
EXSURSLRQ��,QVWUXFW�SDWLHQWV�WR�GLVFRQWLQXH�$3/(1=,1�DQG�FRQVXOW�D�KHDOWK�FDUH�SURYLGHU�LI�WKH\� 
GHYHORS�DQ�DOOHUJLF�RU�DQDSK\ODFWRLG�DQDSK\ODFWLF�UHDFWLRQ��H�J���VNLQ�UDVK��SUXULWXV��KLYHV��FKHVW� 
SDLQ��HGHPD��DQG�VKRUWQHVV�RI�EUHDWK��GXULQJ�WUHDWPHQW��� 

7KHUH�DUH�UHSRUWV�RI�DUWKUDOJLD��P\DOJLD��IHYHU�ZLWK�UDVK�DQG�RWKHU�V\PSWRPV�RI�VHUXP�VLFNQHVV� 
VXJJHVWLYH�RI�GHOD\HG�K\SHUVHQVLWLYLW\�� 

�� $'9(56(�5($&7,216� 
7KH�IROORZLQJ�DGYHUVH�UHDFWLRQV�DUH�GLVFXVVHG�LQ�JUHDWHU�GHWDLO�LQ�RWKHU�VHFWLRQV�RI�WKH�ODEHOLQJ�� 

x &OLQLFDO�ZRUVHQLQJ�DQG�VXLFLGH�ULVN�>VHH�Warnings and Precautions (5.1)@� 

x 1HXURSV\FKLDWULF�V\PSWRPV�DQG�VXLFLGH�ULVN�LQ�VPRNLQJ�FHVVDWLRQ�WUHDWPHQW�>VHH�Warnings 
and Precautions (5.2)@� 

x 6HL]XUH�>VHH�Warnings and Precautions (5.3)@� 

x +\SHUWHQVLRQ�>VHH�Warnings and Precautions (5.4)@� 

x $FWLYDWLRQ�RI�PDQLD�RU�K\SRPDQLD�>VHH�Warnings and Precautions (5.5)@� 

x 3V\FKRVLV�DQG�RWKHU�QHXURSV\FKLDWULF�HYHQWV�>VHH�Warnings and Precautions (5.6)@� 

x $QJOH�&ORVXUH�*ODXFRPD�>VHH�Warnings and Precautions (5.7)@� 

x +\SHUVHQVLWLYLW\�UHDFWLRQV�>VHH�Warnings and Precautions (5.8)@� 

���� &OLQLFDO�7ULDOV�([SHULHQFH� 
%HFDXVH�FOLQLFDO�WULDOV�DUH�FRQGXFWHG�XQGHU�ZLGHO\�YDU\LQJ�FRQGLWLRQV��DGYHUVH�UHDFWLRQ�UDWHV� 
REVHUYHG�LQ�WKH�FOLQLFDO�WULDOV�RI�D�GUXJ�FDQQRW�EH�GLUHFWO\�FRPSDUHG�WR�UDWHV�LQ�WKH�FOLQLFDO�WULDOV� 
RI�DQRWKHU�GUXJ�DQG�PD\�QRW�UHIOHFW�WKH�UDWHV�REVHUYHG�LQ�FOLQLFDO�SUDFWLFH�� 

&RPPRQO\�2EVHUYHG�$GYHUVH�5HDFWLRQV�LQ�&RQWUROOHG�&OLQLFDO�7ULDOV�RI�6XVWDLQHG�5HOHDVH� 
%XSURSLRQ�+\GURFKORULGH� 
$GYHUVH�UHDFWLRQV�WKDW�RFFXUUHG�LQ�DW�OHDVW����RI�SDWLHQWV�WUHDWHG�ZLWK�EXSURSLRQ�+&O�VXVWDLQHG� 
UHOHDVH������PJ�DQG�����PJ�SHU�GD\��DQG�DW�D�UDWH�DW�OHDVW�WZLFH�WKH�SODFHER�UDWH�DUH�OLVWHG�EHORZ�� 

300 mg/day of bupropion HCl sustained-release (equivalent to APLENZIN 348 mg/day): 
DQRUH[LD��GU\�PRXWK��UDVK��VZHDWLQJ��WLQQLWXV��DQG�WUHPRU�� 

400 mg/day of bupropion HCl sustained-release (equivalent to APLENZIN 464 mg/day):� 
DEGRPLQDO�SDLQ��DJLWDWLRQ��DQ[LHW\��GL]]LQHVV��GU\�PRXWK��LQVRPQLD��P\DOJLD��QDXVHD��SDOSLWDWLRQ�� 
SKDU\QJLWLV��VZHDWLQJ��WLQQLWXV��DQG�XULQDU\�IUHTXHQF\�� 

���
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$3/(1=,1�LV�ELRHTXLYDOHQW�WR�EXSURSLRQ�+&O�H[WHQGHG�UHOHDVH��ZKLFK�KDV�EHHQ�GHPRQVWUDWHG� 
WR�KDYH�VLPLODU�ELRDYDLODELOLW\�ERWK�WR�WKH�LPPHGLDWH�UHOHDVH�IRUPXODWLRQ�RI�EXSURSLRQ�DQG�WR�WKH� 
VXVWDLQHG�UHOHDVH�IRUPXODWLRQ�RI�EXSURSLRQ��7KH�LQIRUPDWLRQ�LQFOXGHG�XQGHU�WKLV�VXEVHFWLRQ�DQG� 
XQGHU�WKH�VXEVHFWLRQV�����DQG�����LV�EDVHG�SULPDULO\�RQ�GDWD�IURP�FRQWUROOHG�FOLQLFDO�WULDOV�ZLWK� 
WKH�VXVWDLQHG�UHOHDVH�DQG�H[WHQGHG�UHOHDVH�IRUPXODWLRQV�RI�EXSURSLRQ�K\GURFKORULGH�� 

Major Depressive Disorder 
$GYHUVH�5HDFWLRQV�/HDGLQJ�WR�'LVFRQWLQXDWLRQ�RI�7UHDWPHQW�ZLWK�%XSURSLRQ�+&O� 
,PPHGLDWH�5HOHDVH��%XSURSLRQ�+&O�6XVWDLQHG�5HOHDVH��DQG�%XSURSLRQ�+&O�([WHQGHG� 
5HOHDVH�LQ�0DMRU�'HSUHVVLYH�'LVRUGHU�7ULDOV� 
,Q�SODFHER�FRQWUROOHG�FOLQLFDO�WULDOV�ZLWK�EXSURSLRQ�+&O�VXVWDLQHG�UHOHDVH����������DQG�����RI� 
WKH�SODFHER������PJ�GD\�DQG�����PJ�GD\�JURXSV��UHVSHFWLYHO\��GLVFRQWLQXHG�WUHDWPHQW�EHFDXVH�RI� 
DGYHUVH�UHDFWLRQV��7KH�VSHFLILF�DGYHUVH�UHDFWLRQV�OHDGLQJ�WR�GLVFRQWLQXDWLRQ�LQ�DW�OHDVW����RI�WKH� 
����PJ�GD\�RU�����PJ�GD\�JURXSV�DQG�DW�D�UDWH�DW�OHDVW�WZLFH�WKH�SODFHER�UDWH�DUH�OLVWHG�LQ�7DEOH� 
��� 

7DEOH����	 7UHDWPHQW�'LVFRQWLQXDWLRQ�'XH�WR�$GYHUVH�5HDFWLRQV�LQ�3ODFHER�&RQWUROOHG� 
7ULDOV�LQ�0''� 

$GYHUVH�5HDFWLRQ� 
7HUP� 

3ODFHER� 
�Q ����� 

%XSURSLRQ�+&O� 
6XVWDLQHG�5HOHDVH� 

����PJ�GD\
� 
�Q ����� 

%XSURSLRQ�+&O� 
6XVWDLQHG�5HOHDVH� 
����PJ�GD\

� 

�Q ����� 

5DVK� ����� ����� ����� 

1DXVHD� ����� ����� ����� 

$JLWDWLRQ� ����� ����� ����� 

0LJUDLQH� ����� ����� ����� 

�� (TXLYDOHQW�WR�����PJ�GD\�EXSURSLRQ�+%U� 


� (TXLYDOHQW�WR�����PJ�GD\�EXSURSLRQ�+%U� 

,Q�FOLQLFDO�WULDOV�ZLWK�EXSURSLRQ�+&O�LPPHGLDWH�UHOHDVH������RI�SDWLHQWV�DQG�YROXQWHHUV� 
GLVFRQWLQXHG�GXH�WR�DQ�DGYHUVH�UHDFWLRQ��5HDFWLRQV�UHVXOWLQJ�LQ�GLVFRQWLQXDWLRQ���LQ�DGGLWLRQ�WR� 
WKRVH�OLVWHG�DERYH�IRU�WKH�VXVWDLQHG�UHOHDVH�IRUPXODWLRQ���LQFOXGHG�YRPLWLQJ��VHL]XUHV��DQG�VOHHS� 
GLVWXUEDQFHV�� 

$GYHUVH�5HDFWLRQV�2FFXUULQJ�DW�DQ�,QFLGHQFH�RI�!���LQ�3DWLHQWV�7UHDWHG�ZLWK�%XSURSLRQ� 
+&O�,PPHGLDWH�5HOHDVH�RU�%XSURSLRQ�+&O�6XVWDLQHG�5HOHDVH�LQ�0''� 
7DEOH���VXPPDUL]HV�WKH�DGYHUVH�UHDFWLRQV�WKDW�RFFXUUHG�LQ�SODFHER�FRQWUROOHG�WULDOV�LQ�SDWLHQWV� 
WUHDWHG�ZLWK�EXSURSLRQ�+&O�VXVWDLQHG�UHOHDVH�����PJ�GD\�DQG�����PJ�GD\��7KHVH�LQFOXGH� 
UHDFWLRQV�WKDW�RFFXUUHG�LQ�HLWKHU�WKH�����PJ�RU�����PJ�JURXS�DW�DQ�LQFLGHQFH�RI����RU�PRUH�DQG� 
ZHUH�PRUH�IUHTXHQW�WKDQ�LQ�WKH�SODFHER�JURXS�DUH�LQFOXGHG�� 

���
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7DEOH���� $GYHUVH�5HDFWLRQV�LQ�3ODFHER�&RQWUROOHG�7ULDOV�LQ�3DWLHQWV�ZLWK�0''�
 

%RG\�6\VWHP�$GYHUVH� 3ODFHER� %XSURSLRQ�+&O� %XSURSLRQ�+&O� 
5HDFWLRQ� �Q ����� 6XVWDLQHG�5HOHDVH� 

����PJ�GD\
� 
�Q ����� 

6XVWDLQHG�5HOHDVH� 
����PJ�GD\

� 

�Q ����� 

%RG\��*HQHUDO�� 

� +HDGDFKH� 

� ,QIHFWLRQ� 

� $EGRPLQDO�SDLQ� 

� $VWKHQLD� 

� &KHVW�SDLQ� 

� 3DLQ� 

� )HYHU� 

� 

���� 

��� 

��� 

��� 

��� 

��� 

²� 

� 

���� 

��� 

��� 

��� 

��� 

��� 

��� 

� 

���� 

��� 

��� 

��� 

��� 

��� 

��� 

&DUGLRYDVFXODU� � � � 

� 3DOSLWDWLRQ� ��� ��� ��� 

� )OXVKLQJ� ²� ��� ��� 

� 0LJUDLQH� ��� ��� ��� 

� +RW�IODVKHV� ��� ��� ��� 

'LJHVWLYH� � � � 

� 'U\�PRXWK� ��� ���� ���� 

� 1DXVHD� ��� ���� ���� 

� &RQVWLSDWLRQ� ��� ���� ��� 

� 'LDUUKHD� ��� ��� ��� 

� $QRUH[LD� ��� ��� ��� 

� 9RPLWLQJ� ��� ��� ��� 

� '\VSKDJLD� ��� ��� ��� 

0XVFXORVNHOHWDO� � � � 

� 0\DOJLD� ��� ��� ��� 

� $UWKUDOJLD� ��� ��� ��� 

� $UWKULWLV� ��� ��� ��� 

� 7ZLWFK� ²� ��� ��� 

1HUYRXV�6\VWHP� � � � 

� ,QVRPQLD� ��� ���� ���� 

� 'L]]LQHVV� ��� ��� ���� 

� $JLWDWLRQ� ��� ��� ��� 

��� 
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%RG\�6\VWHP�$GYHUVH� 3ODFHER� %XSURSLRQ�+&O� %XSURSLRQ�+&O� 
5HDFWLRQ� �Q ����� 6XVWDLQHG�5HOHDVH� 

����PJ�GD\
� 
�Q ����� 

6XVWDLQHG�5HOHDVH� 
����PJ�GD\

� 

�Q ����� 

� $Q[LHW\� ��� ��� ��� 

� 7UHPRU� ��� ��� ��� 

� 1HUYRXVQHVV� ��� ��� ��� 

� 6RPQROHQFH� ��� ��� ��� 

� ,UULWDELOLW\� ��� ��� ��� 

� 0HPRU\�GHFUHDVHG� ��� ²� ��� 

� 3DUHVWKHVLD� ��� ��� ��� 

� &HQWUDO�QHUYRXV�V\VWHP� ��� ��� ��� 
� VWLPXODWLRQ� 

5HVSLUDWRU\� � � � 

� 3KDU\QJLWLV� ��� ��� ���� 

� 6LQXVLWLV� ��� ��� ��� 

� ,QFUHDVHG�FRXJK� ��� ��� ��� 

6NLQ� � � � 

� 6ZHDWLQJ� ��� ��� ��� 

� 5DVK� ��� ��� ��� 

� 3UXULWXV� ��� ��� ��� 

� 8UWLFDULD� ��� ��� ��� 

6SHFLDO�6HQVHV� � � � 

� 7LQQLWXV� ��� ��� ��� 

� 7DVWH�SHUYHUVLRQ� ²� ��� ��� 

� %OXUUHG�YLVLRQ�RU�GLSORSLD� ��� ��� ��� 

8URJHQLWDO� � � � 

� 8ULQDU\�IUHTXHQF\� ��� ��� ��� 

� 8ULQDU\�XUJHQF\� ��� ²� ��� 

� 9DJLQDO�KHPRUUKDJH�� ²� ��� ��� 

� 8ULQDU\�WUDFW�LQIHFWLRQ� ²� ��� ��� 

�� (TXLYDOHQW�WR�����PJ�GD\�EXSURSLRQ�+%U� 


� (TXLYDOHQW�WR�����PJ�GD\�EXSURSLRQ�+%U� 
�� � ,QFLGHQFH�EDVHG�RQ�WKH�QXPEHU�RI�IHPDOH�SDWLHQWV�� 
²� +\SKHQ�GHQRWHV�DGYHUVH�UHDFWLRQV�RFFXUULQJ�LQ�JUHDWHU�WKDQ���EXW�OHVV�WKDQ������RI�SDWLHQWV�� 

���
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7KH�IROORZLQJ�DGGLWLRQDO�DGYHUVH�UHDFWLRQV�RFFXUUHG�LQ�FRQWUROOHG�WULDOV�RI�EXSURSLRQ�+&O� 
LPPHGLDWH�UHOHDVH������WR�����PJ�SHU�GD\��DW�DQ�LQFLGHQFH�RI�DW�OHDVW����PRUH�IUHTXHQWO\�WKDQ�LQ� 
WKH�SODFHER�JURXS�ZHUH��FDUGLDF�DUUK\WKPLD�����YV�������K\SHUWHQVLRQ�����YV�������K\SRWHQVLRQ� 
����YV�������WDFK\FDUGLD������YV�������DSSHWLWH�LQFUHDVHG�����YV�������G\VSHSVLD�����YV������� 
PHQVWUXDO�FRPSODLQWV�����YV�������DNDWKLVLD�����YV�������LPSDLUHG�VOHHS�TXDOLW\�����YV������� 
VHQVRU\�GLVWXUEDQFH�����YV�������FRQIXVLRQ�����YV�������GHFUHDVHG�OLELGR�����YV�������KRVWLOLW\� 
����YV�������DXGLWRU\�GLVWXUEDQFH�����YV�������DQG�JXVWDWRU\�GLVWXUEDQFH�����YV������� 

Seasonal Affective Disorder 
,Q�SODFHER�FRQWUROOHG�FOLQLFDO�WULDOV�LQ�6$'�����RI�SDWLHQWV�WUHDWHG�ZLWK�EXSURSLRQ�+&O� 
H[WHQGHG�UHOHDVH�DQG����RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER�GLVFRQWLQXHG�WUHDWPHQW�EHFDXVH�RI� 
DGYHUVH�UHDFWLRQV��7KH�DGYHUVH�UHDFWLRQV�OHDGLQJ�WR�GLVFRQWLQXDWLRQ�LQ�DW�OHDVW����RI�SDWLHQWV� 
WUHDWHG�ZLWK�EXSURSLRQ�DQG�DW�D�UDWH�QXPHULFDOO\�JUHDWHU�WKDQ�WKH�SODFHER�UDWH�ZHUH�LQVRPQLD� 
����YV�������DQG�KHDGDFKH�����YV��������� 

7DEOH���VXPPDUL]HV�WKH�DGYHUVH�UHDFWLRQV�WKDW�RFFXUUHG�LQ�SDWLHQWV�WUHDWHG�ZLWK�EXSURSLRQ�+&O� 
H[WHQGHG�UHOHDVH�IRU�XS�WR�DSSUR[LPDWHO\���PRQWKV�LQ���SODFHER�FRQWUROOHG�WULDOV��7KHVH�LQFOXGH� 
UHDFWLRQV�WKDW�RFFXUUHG�DW�DQ�LQFLGHQFH�RI����RU�PRUH�DQG�ZHUH�PRUH�IUHTXHQW�WKDQ�LQ�WKH� 
SODFHER�JURXS�� 

7DEOH���� $GYHUVH�5HDFWLRQV�LQ�3ODFHER�&RQWUROOHG�7ULDO�LQ�3DWLHQWV�ZLWK�6$'� 

6\VWHP�2UJDQ�&ODVV��� 
3UHIHUUHG�7HUP� 

3ODFHER� 
�Q ����� 

%XSURSLRQ�+&O�([WHQGHG�5HOHDVH� 
�Q ����� 

*DVWURLQWHVWLQDO�'LVRUGHU� 

� 'U\�PRXWK� 

� 1DXVHD� 

� &RQVWLSDWLRQ� 

� )ODWXOHQFH� 

� $EGRPLQDO�SDLQ� 

� 

���� 

��� 

��� 

��� 

���� 

� 

���� 

���� 

��� 

��� 

��� 

1HUYRXV�6\VWHP�'LVRUGHUV� � � 

� +HDGDFKH� ���� ���� 

� 'L]]LQHVV� ��� ��� 

� 7UHPRU� ���� ��� 

,QIHFWLRQV�DQG�,QIHVWDWLRQV� � � 

� 1DVRSKDU\QJLWLV� ���� ���� 

� 8SSHU�UHVSLUDWRU\�WUDFW�LQIHFWLRQ� ��� ��� 

� 6LQXVLWLV� ��� ��� 

3V\FKLDWULF�'LVRUGHUV� 

� ,QVRPQLD� 

� $Q[LHW\� 

� 

���� 

��� 

� 

���� 

��� 

��� 
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6\VWHP�2UJDQ�&ODVV��� 
3UHIHUUHG�7HUP� 

3ODFHER� 
�Q ����� 

%XSURSLRQ�+&O�([WHQGHG�5HOHDVH� 
�Q ����� 

� $EQRUPDO�GUHDPV� 

� $JLWDWLRQ� 

��� 

���� 

��� 

��� 

0XVFXORVNHOHWDO�DQG�&RQQHFWLYH� 
7LVVXH�'LVRUGHUV� 

� 0\DOJLD� 

� 3DLQ�LQ�H[WUHPLW\� 

� 

��� 

��� 

� 

��� 

��� 

5HVSLUDWRU\��7KRUDFLF��DQG� 
0HGLDVWLQDO�'LVRUGHUV� 

� &RXJK� 

� 

��� 

� 

��� 

*HQHUDO�'LVRUGHUV�DQG� 
$GPLQLVWUDWLRQ�6LWH�&RQGLWLRQV� 

� )HHOLQJ�MLWWHU\� 

� 

��� 

� 

��� 

6NLQ�DQG�6XEFXWDQHRXV�7LVVXH� 
'LVRUGHUV� 

� 5DVK�  

� 

���  

� 

���  

0HWDEROLVP�DQG�1XWULWLRQ� 
'LVRUGHUV� 

� 'HFUHDVHG�DSSHWLWH� 

� 

��� 

� 

��� 

5HSURGXFWLYH�6\VWHP�DQG�%UHDVW� 
'LVRUGHUV� 

� '\VPHQRUUKHD� 

� 

���� 

� 

��� 

(DU�DQG�/DE\ULQWK�'LVRUGHUV� 

� 7LQQLWXV� 

� 

���� 

� 

��� 

9DVFXODU�'LVRUGHUV� 

� +\SHUWHQVLRQ� 

� 

��� 

� 

��� 

Changes in Body Weight 
7DEOH���SUHVHQWV�WKH�LQFLGHQFH�RI�ERG\�ZHLJKW�FKDQJHV�����OEV��LQ�WKH�VKRUW�WHUP�0''�WULDOV� 
XVLQJ�EXSURSLRQ�+&O�VXVWDLQHG�UHOHDVH��7KHUH�ZDV�D�GRVH�UHODWHG�GHFUHDVH�LQ�ERG\�ZHLJKW�� 

���
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7DEOH���� ,QFLGHQFH�RI�:HLJKW�*DLQ�RU�:HLJKW�/RVV�����OEV���LQ�0''�7ULDOV�8VLQJ� 
%XSURSLRQ�+&O�6XVWDLQHG�5HOHDVH� 

:HLJKW�&KDQJH� %XSURSLRQ�+&O� 
6XVWDLQHG�5HOHDVH� 

����PJ�GD\
� 

%XSURSLRQ�+&O� 
6XVWDLQHG�5HOHDVH� 
����PJ�GD\

� 

3ODFHER� 
�Q ����� 

�Q ����� �Q ����� 

*DLQHG�!��OEV� ��� ��� ��� 

/RVW�!��OEV� ���� ���� ��� 

�� (TXLYDOHQW�WR�����PJ�GD\�EXSURSLRQ�+%U� 


� (TXLYDOHQW�WR�����PJ�GD\�EXSURSLRQ�+%U� 

7DEOH���SUHVHQWV�WKH�LQFLGHQFH�RI�ERG\�ZHLJKW�FKDQJHV�����OEV��LQ�WKH���6$'�WULDOV�XVLQJ� 
EXSURSLRQ�+&O�H[WHQGHG�UHOHDVH��$�KLJKHU�SURSRUWLRQ�RI�VXEMHFWV�LQ�WKH�EXSURSLRQ�JURXS������� 
KDG�D�ZHLJKW�ORVV����OEV���FRPSDUHG�WR�WKH�SODFHER�JURXS��������7KHVH�ZHUH�UHODWLYHO\�ORQJ�WHUP� 
WULDOV��XS�WR���PRQWKV��� 

7DEOH����	 ,QFLGHQFH�RI�:HLJKW�*DLQ�RU�:HLJKW�/RVV�����OEV��LQ�6$'�7ULDOV�8VLQJ� 
%XSURSLRQ�+&O�([WHQGHG�5HOHDVH� 

:HLJKW�&KDQJH� %XSURSLRQ�+&O� 
([WHQGHG�5HOHDVH� 
����WR�����PJ�GD\� 

�Q ����� 

3ODFHER� 
�Q ����� 

*DLQHG�!��OEV� ���� ���� 

/RVW�!��OEV� ���� ���� 

���� 3RVWPDUNHWLQJ�([SHULHQFH� 
7KH�IROORZLQJ�DGYHUVH�UHDFWLRQV�KDYH�EHHQ�LGHQWLILHG�GXULQJ�SRVW�DSSURYDO�XVH�RI�$3/(1=,1�� 
%HFDXVH�WKHVH�UHDFWLRQV�DUH�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�� 

%RG\��*HQHUDO�� 
&KLOOV��IDFLDO�HGHPD��HGHPD��SHULSKHUDO�HGHPD��PXVFXORVNHOHWDO�FKHVW�SDLQ��SKRWRVHQVLWLYLW\��DQG� 
PDODLVH�� 

&DUGLRYDVFXODU� 
3RVWXUDO�K\SRWHQVLRQ��VWURNH��YDVRGLODWLRQ��V\QFRSH��FRPSOHWH�DWULRYHQWULFXODU�EORFN�� 
H[WUDV\VWROHV��P\RFDUGLDO�LQIDUFWLRQ��SKOHELWLV��DQG�SXOPRQDU\�HPEROLVP�� 

'LJHVWLYH� 
$EQRUPDO�OLYHU�IXQFWLRQ��EUX[LVP��JDVWULF�UHIOX[��JLQJLYLWLV��JORVVLWLV��LQFUHDVHG�VDOLYDWLRQ�� 
MDXQGLFH��PRXWK�XOFHUV��VWRPDWLWLV��WKLUVW��HGHPD�RI�WRQJXH��FROLWLV��HVRSKDJLWLV��JDVWURLQWHVWLQDO� 
KHPRUUKDJH��JXP�KHPRUUKDJH��KHSDWLWLV��LQWHVWLQDO�SHUIRUDWLRQ��OLYHU�GDPDJH��SDQFUHDWLWLV��DQG� 
VWRPDFK�XOFHU��� 

���
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(QGRFULQH� 
+\SHUJO\FHPLD��K\SRJO\FHPLD��DQG�V\QGURPH�RI�LQDSSURSULDWH�DQWLGLXUHWLF�KRUPRQH�VHFUHWLRQ�� 

+HPLF�DQG�/\PSKDWLF� 
(FFK\PRVLV��DQHPLD��OHXNRF\WRVLV��OHXNRSHQLD��O\PSKDGHQRSDWK\��SDQF\WRSHQLD��DQG� 
WKURPERF\WRSHQLD��$OWHUHG�37�DQG�RU�,15��DVVRFLDWHG�ZLWK�KHPRUUKDJLF�RU�WKURPERWLF� 
FRPSOLFDWLRQV��ZHUH�REVHUYHG�ZKHQ�EXSURSLRQ�ZDV�FRDGPLQLVWHUHG�ZLWK�ZDUIDULQ�� 

0HWDEROLF�DQG�1XWULWLRQDO� 
*O\FRVXULD�� 

0XVFXORVNHOHWDO� 
/HJ�FUDPSV��IHYHU�UKDEGRP\RO\VLV��DQG�PXVFOH�ZHDNQHVV�� 

1HUYRXV�6\VWHP� 
$EQRUPDO�FRRUGLQDWLRQ��GHSHUVRQDOL]DWLRQ��HPRWLRQDO�ODELOLW\��K\SHUNLQHVLD��K\SHUWRQLD�� 
K\SHVWKHVLD��YHUWLJR��DPQHVLD��DWD[LD��GHUHDOL]DWLRQ��DEQRUPDO�HOHFWURHQFHSKDORJUDP��((*��� 
DJJUHVVLRQ��DNLQHVLD��DSKDVLD��FRPD��G\VDUWKULD��G\VNLQHVLD��G\VWRQLD��HXSKRULD��H[WUDS\UDPLGDO� 
V\QGURPH��K\SRNLQHVLD��LQFUHDVHG�OLELGR��QHXUDOJLD��QHXURSDWK\��SDUDQRLG�LGHDWLRQ��UHVWOHVVQHVV�� 
VXLFLGH�DWWHPSW��DQG�XQPDVNLQJ�WDUGLYH�G\VNLQHVLD�� 

5HVSLUDWRU\� 
%URQFKRVSDVP�DQG�SQHXPRQLD�� 

6NLQ� 
0DFXORSDSXODU�UDVK��DORSHFLD��DQJLRHGHPD��H[IROLDWLYH�GHUPDWLWLV��DQG�KLUVXWLVP�� 

6SHFLDO�6HQVHV� 
$FFRPPRGDWLRQ�DEQRUPDOLW\��GU\�H\H��GHDIQHVV��LQFUHDVHG�LQWUDRFXODU�SUHVVXUH��DQJOH�FORVXUH� 
JODXFRPD��DQG�P\GULDVLV�� 

8URJHQLWDO� 
,PSRWHQFH��SRO\XULD��SURVWDWH�GLVRUGHU��DEQRUPDO�HMDFXODWLRQ��F\VWLWLV��G\VSDUHXQLD��G\VXULD�� 
J\QHFRPDVWLD��PHQRSDXVH��SDLQIXO�HUHFWLRQ��VDOSLQJLWLV��XULQDU\�LQFRQWLQHQFH��XULQDU\�UHWHQWLRQ�� 
DQG�YDJLQLWLV�� 

�� � � '58*�,17(5$&7,216� 

���� 3RWHQWLDO�IRU�2WKHU�'UXJV�WR�$IIHFW�$3/(1=,1� 
%XSURSLRQ�LV�SULPDULO\�PHWDEROL]HG�WR�K\GUR[\EXSURSLRQ�E\�&<3�%���7KHUHIRUH��WKH�SRWHQWLDO� 
H[LVWV�IRU�GUXJ�LQWHUDFWLRQV�EHWZHHQ�$3/(1=,1�DQG�GUXJV�WKDW�DUH�LQKLELWRUV�RU�LQGXFHUV�RI� 
&<3�%��� 

���
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,QKLELWRUV�RI�&<3�%�� 
Ticlopidine and Clopidogrel:�&RQFRPLWDQW�WUHDWPHQW�ZLWK�WKHVH�GUXJV�FDQ�LQFUHDVH�EXSURSLRQ� 
H[SRVXUHV��'RVDJH�UHGXFWLRQ�RI�$3/(1=,1�PD\�EH�QHFHVVDU\�ZKHQ�FRDGPLQLVWHUHG�ZLWK� 
WLFORSLGLQH�RU�FORSLGRJUHO�>VHH�Clinical Pharmacology (12.3)@�� 

,QGXFHUV�RI�&<3�%�� 
Ritonavir, Lopinavir, and Efavirenz��&RQFRPLWDQW�WUHDWPHQW�ZLWK�WKHVH�GUXJV�FDQ�GHFUHDVH� 
EXSURSLRQ�H[SRVXUH��'RVDJH�LQFUHDVH�RI�$3/(1=,1�PD\�EH�QHFHVVDU\�ZKHQ�FRDGPLQLVWHUHG� 
ZLWK�ULWRQDYLU��ORSLQDYLU��RU�HIDYLUHQ]�>VHH Clinical Pharmacology (12.3)@�� 

2WKHU�&<3�,QGXFHUV� 
Carbamazepine, Phenobarbital, Phenytoin��&RQFRPLWDQW�WUHDWPHQW�ZLWK�WKHVH�GUXJV�FDQ� 
GHFUHDVH�EXSURSLRQ�H[SRVXUH��,W�PD\�EH�QHFHVVDU\�WR�LQFUHDVH�WKH�GRVH�RI�$3/(1=,1�ZKHQ� 
FRDGPLQLVWHUHG�ZLWK�FDUEDPD]HSLQH��SKHQREDUELWDO��RU�SKHQ\WRLQ�>VHH Clinical Pharmacology 
(12.3)@�� 

,Q�DGGLWLRQ��VWXGLHV�VXJJHVW�WKDW�SDUR[HWLQH��VHUWUDOLQH��QRUIOXR[HWLQH��IOXYR[DPLQH��DQG�QHOILQDYLU� 
LQKLELW�WKH�K\GUR[\ODWLRQ�RI�EXSURSLRQ�DQG�PD\�LQFUHDVH�EXSURSLRQ�H[SRVXUH�� 

���� 3RWHQWLDO�IRU�$3/(1=,1�WR�$IIHFW�2WKHU�'UXJV� 
'UXJV�0HWDEROL]HG�E\�&<3�'�� 
%XSURSLRQ�DQG�K\GUR[\EXSURSLRQ�DUH�&<3�'��LQKLELWRUV��7KHUHIRUH��FRDGPLQLVWUDWLRQ�RI� 
$3/(1=,1�ZLWK�GUXJV�WKDW�DUH�PHWDEROL]HG�E\�&<3�'��FDQ�LQFUHDVH�WKH�H[SRVXUHV�RI�GUXJV� 
WKDW�DUH�VXEVWUDWHV�RI�&<3�'���6XFK�GUXJV�LQFOXGH�FHUWDLQ�DQWLGHSUHVVDQWV��H�J���YHQODID[LQH�� 
QRUWULSW\OLQH��LPLSUDPLQH��GHVLSUDPLQH��SDUR[HWLQH��IOXR[HWLQH��DQG�VHUWUDOLQH���DQWLSV\FKRWLFV� 
�H�J���KDORSHULGRO��ULVSHULGRQH��DQG�WKLRULGD]LQH���EHWD�EORFNHUV��H�J���PHWRSURORO���DQG�7\SH��&� 
DQWLDUUK\WKPLFV��H�J���SURSDIHQRQH��DQG�IOHFDLQLGH���:KHQ�XVHG�FRQFRPLWDQWO\�ZLWK�$3/(1=,1�� 
LW�PD\�EH�QHFHVVDU\�WR�GHFUHDVH�WKH�GRVH�RI�WKHVH�&<3�'��VXEVWUDWHV��SDUWLFXODUO\�IRU�GUXJV�ZLWK� 
D�QDUURZ�WKHUDSHXWLF�LQGH[��� 

'UXJV�WKDW�UHTXLUH�PHWDEROLF�DFWLYDWLRQ�E\�&<3�'��WR�EH�HIIHFWLYH��H�J���WDPR[LIHQ��� 
WKHRUHWLFDOO\�FRXOG�KDYH�UHGXFHG�HIILFDF\�ZKHQ�DGPLQLVWHUHG�FRQFRPLWDQWO\�ZLWK�LQKLELWRUV�RI� 
&<3�'��VXFK�DV�EXSURSLRQ��3DWLHQWV�WUHDWHG�FRQFRPLWDQWO\�ZLWK�$3/(1=,1�DQG�VXFK�GUXJV� 
PD\�UHTXLUH�LQFUHDVHG�GRVHV�RI�WKH�GUXJ�>VHH Clinical Pharmacology (12.3)@�� 

���� 'UXJV�WKDW�/RZHU�6HL]XUH�7KUHVKROG� 
8VH�H[WUHPH�FDXWLRQ�ZKHQ�FRDGPLQLVWHULQJ�$3/(1=,1�ZLWK�RWKHU�GUXJV�WKDW�ORZHU�WKH�VHL]XUH� 
WKUHVKROG��H�J���RWKHU�EXSURSLRQ�SURGXFWV��DQWLSV\FKRWLFV��DQWLGHSUHVVDQWV��WKHRSK\OOLQH��RU� 
V\VWHPLF�FRUWLFRVWHURLGV���8VH�ORZ�LQLWLDO�GRVHV�RI�$3/(1=,1�DQG�LQFUHDVH�WKH�GRVH�JUDGXDOO\� 
>VHH�Warnings and Precautions (5.3)@�� 

���� 'RSDPLQHUJLF�'UXJV��/HYRGRSD�DQG�$PDQWDGLQH�� 
%XSURSLRQ��OHYRGRSD��DQG�DPDQWDGLQH�KDYH�GRSDPLQH�DJRQLVW�HIIHFWV��&16�WR[LFLW\�KDV�EHHQ� 
UHSRUWHG�ZKHQ�EXSURSLRQ�ZDV�FRDGPLQLVWHUHG�ZLWK�OHYRGRSD�RU�DPDQWDGLQH��$GYHUVH�UHDFWLRQV� 
KDYH�LQFOXGHG�UHVWOHVVQHVV��DJLWDWLRQ��WUHPRU��DWD[LD��JDLW�GLVWXUEDQFH��YHUWLJR��DQG�GL]]LQHVV��,W�LV� 

���
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SUHVXPHG�WKDW�WKH�WR[LFLW\�UHVXOWV�IURP�FXPXODWLYH�GRSDPLQH�DJRQLVW�HIIHFWV��8VH�FDXWLRQ�ZKHQ� 
DGPLQLVWHULQJ�$3/(1=,1�FRQFRPLWDQWO\�ZLWK�WKHVH�GUXJV�� 

���� 0$2�,QKLELWRUV� 
6WXGLHV�LQ�DQLPDOV�GHPRQVWUDWH�WKDW�WKH�DFXWH�WR[LFLW\�RI�EXSURSLRQ�LV�HQKDQFHG�E\�WKH�0$2� 
LQKLELWRU�SKHQHO]LQH�>VHH�Contraindications (4)@�� 

���� 'UXJ�/DERUDWRU\�7HVW�,QWHUDFWLRQV� 
)DOVH�SRVLWLYH�XULQH�LPPXQRDVVD\�VFUHHQLQJ�WHVWV�IRU�DPSKHWDPLQHV�KDYH�EHHQ�UHSRUWHG�LQ� 
SDWLHQWV�WDNLQJ�EXSURSLRQ���7KLV�LV�GXH�WR�ODFN�RI�VSHFLILFLW\�RI�VRPH�VFUHHQLQJ�WHVWV���)DOVH� 
SRVLWLYH�WHVW�UHVXOWV�PD\�UHVXOW�HYHQ�IROORZLQJ�GLVFRQWLQXDWLRQ�RI�EXSURSLRQ�WKHUDS\��� 
&RQILUPDWRU\�WHVWV��VXFK�DV�JDV�FKURPDWRJUDSK\�PDVV�VSHFWURPHWU\��ZLOO�GLVWLQJXLVK�EXSURSLRQ� 
IURP�DPSKHWDPLQHV�� 

�� 86(�,1�63(&,),&�3238/$7,216� 

���� 3UHJQDQF\� 
3UHJQDQF\�&DWHJRU\�&� 
5LVN�6XPPDU\� 
'DWD�IURP�HSLGHPLRORJLFDO�VWXGLHV�LQFOXGLQJ�SUHJQDQW�ZRPHQ�LQGLFDWH�QR�LQFUHDVHG�ULVN�RI� 
FRQJHQLWDO�PDOIRUPDWLRQV�ZLWK�$3/(1=,1�H[SRVXUH�LQ�SUHJQDQF\��'DWD�UHJDUGLQJ�WKH�ULVN�RI� 
FRQJHQLWDO�FDUGLRYDVFXODU�PDOIRUPDWLRQV�ZLWK�ILUVW�WULPHVWHU�EXSURSLRQ�H[SRVXUH�LV�LQFRQVLVWHQW��� 
1R�FOHDU�HYLGHQFH�RI�WHUDWRJHQLFLW\�ZDV�REVHUYHG�LQ�UHSURGXFWLYH�GHYHORSPHQWDO�VWXGLHV� 
FRQGXFWHG�LQ�UDWV�DQG�UDEELWV��+RZHYHU��LQ�UDEELWV��VOLJKWO\�LQFUHDVHG�LQFLGHQFHV�RI�IHWDO� 
PDOIRUPDWLRQV�DQG�VNHOHWDO�YDULDWLRQV�ZHUH�REVHUYHG�DW�WKH�ORZHVW�GRVH�WHVWHG�����PJ�NJ�GD\�� 
DSSUR[LPDWHO\�HTXDO�WR�WKH�05+'�RQ�D�PJ�P��EDVLV��DQG�JUHDWHU�DQG�GHFUHDVHG�IHWDO�ZHLJKWV� 
ZHUH�VHHQ�DW����PJ�NJ�DQG�JUHDWHU��$3/(1=,1�VKRXOG�EH�XVHG�GXULQJ�SUHJQDQF\�RQO\�LI�WKH� 
SRWHQWLDO�EHQHILW�MXVWLILHV�WKH�SRWHQWLDO�ULVN�WR�WKH�IHWXV�� 

&OLQLFDO�&RQVLGHUDWLRQV� 
&RQVLGHU�WKH�ULVN�RI�XQWUHDWHG�GHSUHVVLRQ�ZKHQ�GLVFRQWLQXLQJ�RU�FKDQJLQJ�WUHDWPHQW�ZLWK� 
DQWLGHSUHVVDQW�PHGLFDWLRQV�GXULQJ�SUHJQDQF\�DQG�SRVWSDUWXP�� 

+XPDQ�'DWD� 
'DWD�IURP�D�UHWURVSHFWLYH�FRKRUW�VWXG\�XVLQJ�WKH�8QLWHG�+HDOWKFDUH�GDWDEDVH�������LQIDQWV� 
H[SRVHG�WR�EXSURSLRQ�LQ�WKH�ILUVW�WULPHVWHU��GHPRQVWUDWHG�QR�JUHDWHU�ULVN�IRU�FRQJHQLWDO� 
PDOIRUPDWLRQV�RYHUDOO�RU�FDUGLRYDVFXODU�PDOIRUPDWLRQV�VSHFLILFDOO\�DIWHU�ILUVW�WULPHVWHU� 
EXSURSLRQ�H[SRVXUH�FRPSDUHG�WR�H[SRVXUH�WR�DOO�RWKHU�DQWLGHSUHVVDQWV�LQ�WKH�ILUVW�WULPHVWHU��RU�WR� 
EXSURSLRQ�H[SRVXUH�RXWVLGH�RI�WKH�ILUVW�WULPHVWHU��$�UHWURVSHFWLYH�FDVH�FRQWUROOHG�VWXG\�LQFOXGHG� 
�����LQIDQWV�ZLWK�FDUGLDF�GHIHFWV�DQG������ZLWK�QRQFDUGLDF�GHIHFWV�IURP�WKH�1DWLRQDO�%LUWK� 
'HIHFWV�3UHYHQWLRQ�6WXG\��7KLV�VWXG\�IRXQG�DQ�DVVRFLDWLRQ�EHWZHHQ�LQIDQWV�ZLWK�OHIW�RXWIORZ�WUDFW� 
GHIHFWV��/9272��ZLWK�PDWHUQDO�EXSURSLRQ�XVH�EXW�QRW�DPRQJ�LQIDQWV�ZLWK�RWKHU�W\SHV�RI�KHDUW� 
GHIHFWV�RU�VL[�RWKHU�QRQFDUGLDF�GHIHFW�FDWHJRULHV��$�VXEVHTXHQW�UHDQDO\VLV�RI�WKH�8QLWHG� 
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+HDOWKFDUH�GDWDEDVH��WR�DVVHVV�WKH�ULVN�RI�FDUGLRYDVFXODU�PDOIRUPDWLRQV��SDUWLFXODUO\�/9272�� 
ODFNHG�DGHTXDWH�SRZHU�WR�GHWHFW�DQ�LQFUHDVHG�ULVN�� 

$QLPDO�'DWD� 
,Q�VWXGLHV�FRQGXFWHG�LQ�UDWV�DQG�UDEELWV��EXSURSLRQ�ZDV�DGPLQLVWHUHG�RUDOO\�DW�GRVHV�RI�XS�WR����� 
DQG�����PJ�NJ�GD\��UHVSHFWLYHO\��DSSUR[LPDWHO\����DQG���WLPHV�WKH�05+'��UHVSHFWLYHO\��RQ�D� 
PJ�P��EDVLV���GXULQJ�WKH�SHULRG�RI�RUJDQRJHQHVLV���1R�FOHDU�HYLGHQFH�RI�WHUDWRJHQLF�DFWLYLW\�ZDV� 
IRXQG�LQ�HLWKHU�VSHFLHV��KRZHYHU��LQ�UDEELWV��VOLJKWO\�LQFUHDVHG�LQFLGHQFHV�RI�IHWDO�PDOIRUPDWLRQV� 
DQG�VNHOHWDO�YDULDWLRQV�ZHUH�REVHUYHG�DW�WKH�ORZHVW�GRVH�WHVWHG�����PJ�NJ�GD\��DSSUR[LPDWHO\� 
HTXDO�WR�WKH�05+'�RQ�D�PJ�P��EDVLV��DQG�JUHDWHU��'HFUHDVHG�IHWDO�ZHLJKWV�ZHUH�REVHUYHG�DW� 
���PJ�NJ�DQG�JUHDWHU��:KHQ�UDWV�ZHUH�DGPLQLVWHUHG�EXSURSLRQ�DW�RUDO�GRVHV�RI�XS�WR� 
����PJ�NJ�GD\��DSSUR[LPDWHO\���WLPHV�WKH�05+'�RQ�D�PJ�P��EDVLV��SULRU�WR�PDWLQJ�DQG� 
WKURXJKRXW�SUHJQDQF\�DQG�ODFWDWLRQ��WKHUH�ZHUH�QR�DSSDUHQW�DGYHUVH�HIIHFWV�RQ�RIIVSULQJ� 
GHYHORSPHQW�� 

���� /DERU�DQG�'HOLYHU\� 
7KH�HIIHFW�RI�$3/(1=,1�7DEOHWV�RQ�ODERU�DQG�GHOLYHU\�LQ�KXPDQV�LV�XQNQRZQ�� 

���� 1XUVLQJ�0RWKHUV� 
%XSURSLRQ�DQG�LWV�PHWDEROLWHV�DUH�SUHVHQW�LQ�KXPDQ�PLON��,Q�D�ODFWDWLRQ�VWXG\�RI�WHQ�ZRPHQ�� 
OHYHOV�RI�RUDOO\�GRVHG�EXSURSLRQ�DQG�LWV�DFWLYH�PHWDEROLWHV�ZHUH�PHDVXUHG�LQ�H[SUHVVHG�PLON��7KH� 
DYHUDJH�GDLO\�LQIDQW�H[SRVXUH��DVVXPLQJ�����PO�NJ�GDLO\�FRQVXPSWLRQ��WR�EXSURSLRQ�DQG�LWV� 
DFWLYH�PHWDEROLWHV�ZDV����RI�WKH�PDWHUQDO�ZHLJKW�DGMXVWHG�GRVH��([HUFLVH�FDXWLRQ�ZKHQ� 
$3/(1=,1�LV�DGPLQLVWHUHG�WR�D�QXUVLQJ�ZRPDQ�� 

���� 3HGLDWULF�8VH� 
6DIHW\�DQG�HIIHFWLYHQHVV�LQ�WKH�SHGLDWULF�SRSXODWLRQ�KDYH�QRW�EHHQ�HVWDEOLVKHG��:KHQ�FRQVLGHULQJ� 
WKH�XVH�RI�$3/(1=,1�LQ�D�FKLOG�RU�DGROHVFHQW��EDODQFH�WKH�SRWHQWLDO�ULVNV�ZLWK�WKH�FOLQLFDO�QHHG� 
>VHH Boxed Warning DQG Warnings and Precautions (5.1)@�� 

���� *HULDWULF�8VH� 
2I�WKH�DSSUR[LPDWHO\������SDWLHQWV�ZKR�SDUWLFLSDWHG�LQ�FOLQLFDO�WULDOV�ZLWK�EXSURSLRQ� 
K\GURFKORULGH�VXVWDLQHG�UHOHDVH�WDEOHWV��GHSUHVVLRQ�DQG�VPRNLQJ�FHVVDWLRQ�VWXGLHV�������ZHUH������ 
����\HDUV�ROG�DQG����ZHUH�����\HDUV�ROG��,Q�DGGLWLRQ��VHYHUDO�KXQGUHG�SDWLHQWV�����\HDUV�RI�DJH� 
SDUWLFLSDWHG�LQ�FOLQLFDO�WULDOV�XVLQJ�WKH�LPPHGLDWH�UHOHDVH�IRUPXODWLRQ�RI�EXSURSLRQ�K\GURFKORULGH� 
�GHSUHVVLRQ�VWXGLHV���1R�RYHUDOO�GLIIHUHQFHV�LQ�VDIHW\�RU�HIIHFWLYHQHVV�ZHUH�REVHUYHG�EHWZHHQ� 
WKHVH�VXEMHFWV�DQG�\RXQJHU�VXEMHFWV��5HSRUWHG�FOLQLFDO�H[SHULHQFH�KDV�QRW�LGHQWLILHG�GLIIHUHQFHV� 
LQ�UHVSRQVHV�EHWZHHQ�WKH�HOGHUO\�DQG�\RXQJHU�SDWLHQWV��EXW�JUHDWHU�VHQVLWLYLW\�RI�VRPH�ROGHU� 
LQGLYLGXDOV�FDQQRW�EH�UXOHG�RXW��� 

%XSURSLRQ�LV�H[WHQVLYHO\�PHWDEROL]HG�LQ�WKH�OLYHU�WR�DFWLYH�PHWDEROLWHV��ZKLFK�DUH�IXUWKHU� 
PHWDEROL]HG�DQG�H[FUHWHG�E\�WKH�NLGQH\V��7KH�ULVN�RI�DGYHUVH�UHDFWLRQV�PD\�EH�JUHDWHU�LQ�SDWLHQWV� 
ZLWK�LPSDLUHG�UHQDO�IXQFWLRQ��%HFDXVH�HOGHUO\�SDWLHQWV�DUH�PRUH�OLNHO\�WR�KDYH�GHFUHDVHG�UHQDO� 
IXQFWLRQ��LW�PD\�EH�QHFHVVDU\�WR�FRQVLGHU�WKLV�IDFWRU�LQ�GRVH�VHOHFWLRQ��LW�PD\�EH�XVHIXO�WR�PRQLWRU� 
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UHQDO�IXQFWLRQ�>VHH Dosage and Administration (2.5, 2.6)� Use in Specific Populations (8.6, 8.7)� 
DQG Clinical Pharmacology (12.3)@�� 

���� 5HQDO�,PSDLUPHQW� 
$3/(1=,1�VKRXOG�EH�XVHG�ZLWK�FDXWLRQ�LQ�SDWLHQWV�ZLWK�UHQDO�LPSDLUPHQW��&RQVLGHU�D�UHGXFHG� 
GRVH�DQG�RU�IUHTXHQF\�RI�GRVLQJ��EHFDXVH�EXSURSLRQ�LWV�PHWDEROLWHV�DUH�FOHDUHG�UHQDOO\�DQG�PD\� 
DFFXPXODWH�LQ�VXFK�SDWLHQWV�WR�D�JUHDWHU�H[WHQW�WKDQ�XVXDO��7KH�SDWLHQW�VKRXOG�EH�FORVHO\� 
PRQLWRUHG�IRU�SRVVLEOH�DGYHUVH�UHDFWLRQV�WKDW�FRXOG�LQGLFDWH�KLJK�GUXJ�RU�PHWDEROLWH�OHYHOV�� 
0RQLWRU�FORVHO\�IRU�DGYHUVH�UHDFWLRQV�WKDW�FRXOG�LQGLFDWH�KLJK�EXSURSLRQ�RU�PHWDEROLWH�H[SRVXUHV� 
>VHH Clinical Pharmacology (12.3)@�� 

���� +HSDWLF�,PSDLUPHQW� 
)RU�SDWLHQWV�ZLWK�VHYHUH�KHSDWLF�LPSDLUPHQW��WKH�PD[LPXP�$3/(1=,1�GRVH�LV�����PJ�HYHU\� 
RWKHU�GD\��,Q�SDWLHQWV�ZLWK�PLOG�WR�PRGHUDWH�LPSDLUPHQW��FRQVLGHU�UHGXFLQJ�WKH�GRVH�DQG�RU� 
IUHTXHQF\�RI�GRVLQJ�>VHH Dosage and Administration (2.6) DQG Clinical Pharmacology (12.3)@�� 

�� '58*�$%86(�$1'�'(3(1'(1&(� 

���� &RQWUROOHG�6XEVWDQFH� 
%XSURSLRQ�LV�QRW�D�FRQWUROOHG�VXEVWDQFH�� 

���� $EXVH� 
+XPDQV� 
&RQWUROOHG�FOLQLFDO�VWXGLHV�RI�EXSURSLRQ�+&O�LPPHGLDWH�UHOHDVH�FRQGXFWHG�LQ�QRUPDO�YROXQWHHUV�� 
LQ�VXEMHFWV�ZLWK�D�KLVWRU\�RI�PXOWLSOH�GUXJ�DEXVH��DQG�LQ�GHSUHVVHG�SDWLHQWV�GHPRQVWUDWHG�DQ� 
LQFUHDVH�LQ�PRWRU�DFWLYLW\�DQG�DJLWDWLRQ�H[FLWHPHQW�� 

,Q�D�SRSXODWLRQ�RI�LQGLYLGXDOV�H[SHULHQFHG�ZLWK�GUXJV�RI�DEXVH��D�VLQJOH�GRVH�RI�����PJ� 
EXSURSLRQ�SURGXFHG�PLOG�DPSKHWDPLQH�OLNH�DFWLYLW\�DV�FRPSDUHG�WR�SODFHER�RQ�WKH�0RUSKLQH� 
%HQ]HGULQH�6XEVFDOH�RI�WKH�$GGLFWLRQ�5HVHDUFK�&HQWHU�,QYHQWRULHV��$5&,���DQG�D�VFRUH� 
LQWHUPHGLDWH�EHWZHHQ�SODFHER�DQG�DPSKHWDPLQH�RQ�WKH�/LNLQJ�6FDOH�RI�WKH�$5&,��7KHVH�VFDOHV� 
PHDVXUH�JHQHUDO�IHHOLQJV�RI�HXSKRULD�DQG�GUXJ�GHVLUDELOLW\�� 

)LQGLQJV�LQ�FOLQLFDO�WULDOV��KRZHYHU��DUH�QRW�NQRZQ�WR�UHOLDEO\�SUHGLFW�WKH�DEXVH�SRWHQWLDO�RI� 
GUXJV��1RQHWKHOHVV��HYLGHQFH�IURP�VLQJOH�GRVH�VWXGLHV�GRHV�VXJJHVW�WKDW�WKH�UHFRPPHQGHG�GDLO\� 
GRVDJH�RI�EXSURSLRQ�ZKHQ�DGPLQLVWHUHG�LQ�GLYLGHG�GRVHV�LV�QRW�OLNHO\�WR�EH�VLJQLILFDQWO\� 
UHLQIRUFLQJ�WR�DPSKHWDPLQH�RU�&16�VWLPXODQW�DEXVHUV��+RZHYHU��KLJKHU�GRVHV��WKDW�FRXOG�QRW�EH� 
WHVWHG�EHFDXVH�RI�WKH�ULVN�RI�VHL]XUH��PLJKW�EH�PRGHVWO\�DWWUDFWLYH�WR�WKRVH�ZKR�DEXVH�&16� 
VWLPXODQW�GUXJV�� 

$QLPDOV� 
6WXGLHV�LQ�URGHQWV�DQG�SULPDWHV�GHPRQVWUDWHG�WKDW�EXSURSLRQ�H[KLELWV�VRPH�SKDUPDFRORJLF� 
DFWLRQV�FRPPRQ�WR�SV\FKRVWLPXODQWV��,Q�URGHQWV��LW�KDV�EHHQ�VKRZQ�WR�LQFUHDVH�ORFRPRWRU� 
DFWLYLW\��HOLFLW�D�PLOG�VWHUHRW\SHG�EHKDYLRUDO�UHVSRQVH��DQG�LQFUHDVH�UDWHV�RI�UHVSRQGLQJ�LQ�VHYHUDO� 

���
 

Reference ID: 3539351 

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda

mailto:12.3)@��
mailto:12.3)@��
mailto:12.3)@��
mailto:12.3)@��
mailto:12.3)@��
mailto:12.3)@��


VFKHGXOH�FRQWUROOHG�EHKDYLRU�SDUDGLJPV��,Q�SULPDWH�PRGHOV�DVVHVVLQJ�WKH�SRVLWLYH�UHLQIRUFLQJ� 
HIIHFWV�RI�SV\FKRDFWLYH�GUXJV��EXSURSLRQ�ZDV�VHOI�DGPLQLVWHUHG�LQWUDYHQRXVO\��,Q�UDWV��EXSURSLRQ� 
SURGXFHG�DPSKHWDPLQH�OLNH�DQG�FRFDLQH�OLNH�GLVFULPLQDWLYH�VWLPXOXV�HIIHFWV�LQ�GUXJ� 
GLVFULPLQDWLRQ�SDUDGLJPV�XVHG�WR�FKDUDFWHUL]H�WKH�VXEMHFWLYH�HIIHFWV�RI�SV\FKRDFWLYH�GUXJV�� 

��� 29(5'26$*(� 

����� +XPDQ�2YHUGRVH�([SHULHQFH� 
2YHUGRVHV�RI�XS�WR����JUDPV�RU�PRUH�RI�EXSURSLRQ�KDYH�EHHQ�UHSRUWHG��6HL]XUH�ZDV�UHSRUWHG�LQ� 
DSSUR[LPDWHO\�RQH�WKLUG�RI�DOO�FDVHV��2WKHU�VHULRXV�UHDFWLRQV�UHSRUWHG�ZLWK�RYHUGRVHV�RI� 
EXSURSLRQ�DORQH�LQFOXGHG�KDOOXFLQDWLRQV��ORVV�RI�FRQVFLRXVQHVV��VLQXV�WDFK\FDUGLD��DQG�(&*� 
FKDQJHV�VXFK�DV�FRQGXFWLRQ�GLVWXUEDQFHV�RU�DUUK\WKPLD��)HYHU��PXVFOH�ULJLGLW\��UKDEGRP\RO\VLV�� 
K\SRWHQVLRQ��VWXSRU��FRPD��DQG�UHVSLUDWRU\�IDLOXUH�KDYH�EHHQ�UHSRUWHG�PDLQO\�ZKHQ�EXSURSLRQ� 
ZDV�SDUW�RI�PXOWLSOH�GUXJ�RYHUGRVHV��� 

$OWKRXJK�PRVW�SDWLHQWV�UHFRYHUHG�ZLWKRXW�VHTXHODH��GHDWKV�DVVRFLDWHG�ZLWK�RYHUGRVHV�RI� 
EXSURSLRQ�DORQH�KDYH�EHHQ�UHSRUWHG�LQ�SDWLHQWV�LQJHVWLQJ�ODUJH�GRVHV�RI�WKH�GUXJ��0XOWLSOH� 
XQFRQWUROOHG�VHL]XUHV��EUDG\FDUGLD��FDUGLDF�IDLOXUH��DQG�FDUGLDF�DUUHVW�SULRU�WR�GHDWK�ZHUH�UHSRUWHG� 
LQ�WKHVH�SDWLHQWV�� 

����� 2YHUGRVDJH�0DQDJHPHQW� 
&RQVXOW�D�&HUWLILHG�3RLVRQ�&RQWURO�&HQWHU�IRU�XS�WR�GDWH�JXLGDQFH�DQG�DGYLFH��7HOHSKRQH� 
QXPEHUV�IRU�FHUWLILHG�SRLVRQ�FRQWURO�FHQWHUV�DUH�OLVWHG�LQ�WKH�3K\VLFLDQ¶V�'HVN�5HIHUHQFH��3'5��� 
&DOO����������������RU�UHIHU�WR�ZZZ�SRLVRQ�RUJ��� 

7KHUH�DUH�QR�NQRZQ�DQWLGRWHV�IRU�EXSURSLRQ��,Q�FDVH�RI�DQ�RYHUGRVH��SURYLGH�VXSSRUWLYH�FDUH�� 
LQFOXGLQJ�FORVH�PHGLFDO�VXSHUYLVLRQ�DQG�PRQLWRULQJ��&RQVLGHU�WKH�SRVVLELOLW\�RI�PXOWLSOH�GUXJ� 
RYHUGRVH�� 

��� '(6&5,37,21� 
$3/(1=,1���EXSURSLRQ�K\GUREURPLGH���DQ�DQWLGHSUHVVDQW�RI�WKH�DPLQRNHWRQH�FODVV��LV� 
FKHPLFDOO\�XQUHODWHG�WR�WULF\FOLF��WHWUDF\FOLF��VHOHFWLYH�VHURWRQLQ�UH�XSWDNH�LQKLELWRU��RU�RWKHU� 
NQRZQ�DQWLGHSUHVVDQW�DJHQWV��,WV�VWUXFWXUH�FORVHO\�UHVHPEOHV�WKDW�RI�GLHWK\OSURSLRQ��LW�LV�UHODWHG� 
WR�SKHQ\OHWK\ODPLQHV��,W�LV�GHVLJQDWHG�DV��������WHUW�EXW\ODPLQR���¶�FKORURSURSLRSKHQRQH� 
K\GUREURPLGH��7KH�PROHFXODU�ZHLJKW�LV��������7KH�PROHFXODU�IRUPXOD�LV�&��+��&O12�+%U�� 
%XSURSLRQ�K\GUREURPLGH�SRZGHU�LV�ZKLWH�RU�DOPRVW�ZKLWH��FU\VWDOOLQH��DQG�VROXEOH�LQ�ZDWHU��,W� 
KDV�D�ELWWHU�WDVWH�DQG�SURGXFHV�WKH�VHQVDWLRQ�RI�ORFDO�DQHVWKHVLD�RQ�WKH�RUDO�PXFRVD��7KH� 
VWUXFWXUDO�IRUPXOD�LV�� 
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� 
$3/(1=,1�WDEOHWV�DUH�VXSSOLHG�IRU�RUDO�DGPLQLVWUDWLRQ�DV�����PJ������PJ��DQG�����PJ�ZKLWH�WR� 
RII�ZKLWH�H[WHQGHG�UHOHDVH�WDEOHWV��(DFK�WDEOHW�FRQWDLQV�WKH�ODEHOHG�DPRXQW�RI�EXSURSLRQ� 
K\GUREURPLGH�DQG�WKH�LQDFWLYH�LQJUHGLHQWV��HWK\OFHOOXORVH��JO\FHU\O�EHKHQDWH��SRO\YLQ\O�DOFRKRO�� 
SRO\HWK\OHQH�JO\FRO��SRYLGRQH��DQG�GLEXW\O�VHEDFDWH��&DUQDXED�ZD[�LV�LQFOXGHG�LQ�WKH�����PJ� 
DQG�����PJ�VWUHQJWKV��7KH�WDEOHWV�DUH�SULQWHG�ZLWK�HGLEOH�EODFN�LQN�� 

7KH�LQVROXEOH�VKHOO�RI�WKH�H[WHQGHG�UHOHDVH�WDEOHW�PD\�UHPDLQ�LQWDFW�GXULQJ�JDVWURLQWHVWLQDO� 
WUDQVLW�DQG�LV�HOLPLQDWHG�LQ�WKH�IHFHV�� 

��� &/,1,&$/�3+$50$&2/2*<� 

����� 0HFKDQLVP�RI�$FWLRQ� 
7KH�PHFKDQLVP�RI�DFWLRQ�RI�EXSURSLRQ�LV�XQNQRZQ��DV�LV�WKH�FDVH�ZLWK�RWKHU�DQWLGHSUHVVDQWV�� 
+RZHYHU��LW�LV�SUHVXPHG�WKDW�WKLV�DFWLRQ�LV�PHGLDWHG�E\�QRUDGUHQHUJLF�DQG�RU�GRSDPLQHUJLF� 
PHFKDQLVPV��%XSURSLRQ�LV�D�UHODWLYHO\�ZHDN�LQKLELWRU�RI�WKH�QHXURQDO�XSWDNH�RI�QRUHSLQHSKULQH� 
DQG�GRSDPLQH��DQG�GRHV�QRW�LQKLELW�PRQRDPLQH�R[LGDVH�RU�WKH�UH�XSWDNH�RI�VHURWRQLQ�� 

����� 3KDUPDFRNLQHWLFV� 
%XSURSLRQ�LV�D�UDFHPLF�PL[WXUH��7KH�SKDUPDFRORJLF�DFWLYLW\�DQG�SKDUPDFRNLQHWLFV�RI�WKH� 
LQGLYLGXDO�HQDQWLRPHUV�KDYH�QRW�EHHQ�VWXGLHG��� 

)ROORZLQJ�FKURQLF�GRVLQJ�RI�$3/(1=,1�����PJ�RQFH�GDLO\�WDEOHWV��WKH�PHDQ�SHDN�VWHDG\�VWDWH� 
SODVPD�FRQFHQWUDWLRQ�DQG�DUHD�XQGHU�WKH�FXUYH�RI�EXSURSLRQ�ZHUH���������������QJ�P/�DQG������ 
�������QJ�KU�P/��UHVSHFWLYHO\��6WHDG\�VWDWH�SODVPD�FRQFHQWUDWLRQV�RI�EXSURSLRQ�ZHUH�UHDFKHG� 
ZLWKLQ���GD\V��7KH�HOLPLQDWLRQ�KDOI�OLIH���6'��RI�EXSURSLRQ�DIWHU�D�VLQJOH�GRVH�LV������������� 
KRXUV�� 

,Q�D�VWXG\�FRPSDULQJ����GD\�GRVLQJ�ZLWK�$3/(1=,1�����PJ�RQFH�GDLO\�DQG�EXSURSLRQ�+&O� 
H[WHQGHG�UHOHDVH�����PJ�RQFH�GDLO\���IROORZLQJ�D���GD\�WLWUDWLRQ�ZLWK�EXSURSLRQ�+&O�H[WHQGHG� 
UHOHDVH�����PJ�RQFH�GDLO\���$3/(1=,1�SHDN�SODVPD�FRQFHQWUDWLRQ�DQG�DUHD�XQGHU�WKH�FXUYH�IRU� 
EXSURSLRQ�DQG�WKH���PHWDEROLWHV��K\GUR[\EXSURSLRQ��WKUHRK\GUREXSURSLRQ��DQG� 
HU\WKURK\GUREXSURSLRQ��ZHUH�HTXLYDOHQW�WR�EXSURSLRQ�+&O�H[WHQGHG�UHOHDVH�����PJ��ZLWK�WKH� 
DYHUDJH�EHLQJ���WR����ORZHU�� 

,Q�D�VLQJOH�GRVH�VWXG\��WZR�$3/(1=,1�WDEOHWV�����PJ�RQFH�GDLO\�DQG�RQH�$3/(1=,1�WDEOHW� 
����PJ�RQFH�GDLO\�ZHUH�HYDOXDWHG��(TXLYDOHQFH�ZDV�GHPRQVWUDWHG�IRU�SHDN�SODVPD�FRQFHQWUDWLRQ� 
DQG�DUHD�XQGHU�WKH�FXUYH�IRU�EXSURSLRQ�DQG�WKH���PHWDEROLWHV�� 
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$�PXOWLSOH�GRVH�VWXG\�FRPSDUHG����GD\�GRVLQJ�ZLWK�$3/(1=,1�WDEOHWV�����PJ�RQFH�GDLO\�WR� 
GRVLQJ�ZLWK�WKUHH�$3/(1=,1�WDEOHWV�����PJ�RQFH�GDLO\��IROORZLQJ�D���GD\�WLWUDWLRQ�ZLWK�RQH� 
$3/(1=,1�WDEOHW�����PJ�RQFH�GDLO\��DQG�D�VXFFHHGLQJ���GD\�WLWUDWLRQ�ZLWK�WZR�$3/(1=,1� 
WDEOHWV�����PJ�RQFH�GDLO\��(TXLYDOHQFH�ZDV�GHPRQVWUDWHG�IRU�SHDN�SODVPD�FRQFHQWUDWLRQ�DQG� 
DUHD�XQGHU�WKH�FXUYH�IRU�EXSURSLRQ�DQG�WKH���PHWDEROLWHV�� 

7KHVH�ILQGLQJV�GHPRQVWUDWH�WKDW�$3/(1=,1�WDEOHWV�����PJ������PJ��DQG�����PJ�DUH�GRVH� 
SURSRUWLRQDO�� 

$EVRUSWLRQ� 
)ROORZLQJ�VLQJOH�RUDO�DGPLQLVWUDWLRQ�RI�$3/(1=,1�WDEOHWV�WR�KHDOWK\�YROXQWHHUV��WKH�PHGLDQ� 
WLPH�WR�SHDN�SODVPD�FRQFHQWUDWLRQV�IRU�EXSURSLRQ�ZDV�DSSUR[LPDWHO\���KRXUV��7KH�SUHVHQFH�RI� 
IRRG�GLG�QRW�DIIHFW�WKH�SHDN�FRQFHQWUDWLRQ�DQG�WLPH�WR�SHDN�SODVPD�FRQFHQWUDWLRQ�RI�EXSURSLRQ�� 
WKH�DUHD�XQGHU�WKH�FXUYH�ZDV�LQFUHDVHG�E\������ 

'LVWULEXWLRQ� 
In vitro�WHVWV�GHPRQVWUDWHG�WKDW�EXSURSLRQ�LV�����ERXQG�WR�KXPDQ�SODVPD�SURWHLQV�DW� 
FRQFHQWUDWLRQV�XS�WR�����PFJ�P/��7KH�H[WHQW�RI�SURWHLQ�ELQGLQJ�RI�WKH�K\GUR[\EXSURSLRQ� 
PHWDEROLWH�LV�VLPLODU�WR�WKDW�IRU�EXSURSLRQ��ZKHUHDV�WKH�H[WHQW�RI�SURWHLQ�ELQGLQJ�RI�WKH� 
WKUHRK\GUREXSURSLRQ�PHWDEROLWH�LV�DERXW�KDOI�WKDW�RI�EXSURSLRQ�� 

0HWDEROLVP� 
%XSURSLRQ�LV�H[WHQVLYHO\�PHWDEROL]HG�LQ�KXPDQV��7KUHH�PHWDEROLWHV�DUH�DFWLYH�� 
K\GUR[\EXSURSLRQ��ZKLFK�LV�IRUPHG�YLD�K\GUR[\ODWLRQ�RI�WKH�tert�EXW\O�JURXS�RI�EXSURSLRQ��DQG� 
WKH�DPLQR�DOFRKRO�LVRPHUV�WKUHRK\GUREXSURSLRQ�DQG�HU\WKURK\GUREXSURSLRQ��ZKLFK�DUH�IRUPHG� 
YLD�UHGXFWLRQ�RI�WKH�FDUERQ\O�JURXS��In vitro�ILQGLQJV�VXJJHVW�WKDW�&<3�%��LV�WKH�SULQFLSDO� 
LVRHQ]\PH�LQYROYHG�LQ�WKH�IRUPDWLRQ�RI�K\GUR[\EXSURSLRQ��ZKLOH�F\WRFKURPH�3����HQ]\PHV�DUH� 
QRW�LQYROYHG�LQ�WKH�IRUPDWLRQ�RI�WKUHRK\GUREXSURSLRQ��2[LGDWLRQ�RI�WKH�EXSURSLRQ�VLGH�FKDLQ� 
UHVXOWV�LQ�WKH�IRUPDWLRQ�RI�D�JO\FLQH�FRQMXJDWH�RI�PHWD�FKORUREHQ]RLF�DFLG��ZKLFK�LV�WKHQ� 
H[FUHWHG�DV�WKH�PDMRU�XULQDU\�PHWDEROLWH��7KH�SRWHQF\�DQG�WR[LFLW\�RI�WKH�PHWDEROLWHV�UHODWLYH�WR� 
EXSURSLRQ�KDYH�QRW�EHHQ�IXOO\�FKDUDFWHUL]HG��+RZHYHU��LW�KDV�EHHQ�GHPRQVWUDWHG�LQ�DQ� 
DQWLGHSUHVVDQW�VFUHHQLQJ�WHVW�LQ�PLFH�WKDW�K\GUR[\EXSURSLRQ�LV�RQH�KDOI�DV�SRWHQW�DV�EXSURSLRQ�� 
ZKLOH�WKUHRK\GUREXSURSLRQ�DQG�HU\WKURK\GUREXSURSLRQ�DUH���IROG�OHVV�SRWHQW�WKDQ�EXSURSLRQ�� 
7KLV�PD\�EH�RI�FOLQLFDO�LPSRUWDQFH��EHFDXVH�WKH�SODVPD�FRQFHQWUDWLRQV�RI�WKH�PHWDEROLWHV�DUH�DV� 
KLJK�RU�KLJKHU�WKDQ�WKRVH�RI�EXSURSLRQ�� 

)ROORZLQJ�FKURQLF�DGPLQLVWUDWLRQ�LQ�KHDOWK\�YROXQWHHUV��SHDN�SODVPD�FRQFHQWUDWLRQ�RI� 
K\GUR[\EXSURSLRQ�RFFXUUHG�DSSUR[LPDWHO\���KRXUV�DIWHU�DGPLQLVWUDWLRQ�RI�$3/(1=,1��7KH�SHDN� 
SODVPD�FRQFHQWUDWLRQV�RI�K\GUR[\EXSURSLRQ�ZHUH�DSSUR[LPDWHO\���WLPHV�WKH�SHDN�OHYHO�RI�WKH� 
SDUHQW�GUXJ�DW�VWHDG\�VWDWH��7KH�HOLPLQDWLRQ�KDOI�OLIH�RI�K\GUR[\EXSURSLRQ�LV�DSSUR[LPDWHO\������ 
�������KRXUV��DQG�LWV�$8&�DW�VWHDG\�VWDWH�LV�DERXW������WLPHV�WKDW�RI�EXSURSLRQ��7KH�WLPHV�WR�SHDN� 
FRQFHQWUDWLRQV�IRU�WKH�HU\WKURK\GUREXSURSLRQ�DQG�WKUHRK\GUREXSURSLRQ�PHWDEROLWHV�DUH�VLPLODU� 
WR�WKDW�RI�K\GUR[\EXSURSLRQ��+RZHYHU��WKH�HOLPLQDWLRQ�KDOI�OLYHV�RI�HU\WKURK\GUREXSURSLRQ�DQG� 
WKUHRK\GUREXSURSLRQ�DUH�ORQJHU��DSSUR[LPDWHO\������������DQG�������������KRXUV��UHVSHFWLYHO\�� 
DQG�VWHDG\�VWDWH�$8&V�ZHUH�����DQG�����WLPHV�WKDW�RI�EXSURSLRQ��UHVSHFWLYHO\�� 
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%XSURSLRQ�DQG�LWV�PHWDEROLWHV�H[KLELW�OLQHDU�NLQHWLFV�IROORZLQJ�FKURQLF�DGPLQLVWUDWLRQ�RI�����PJ� 
WR�����PJ�GD\�RI�EXSURSLRQ�K\GURFKORULGH��HTXLYDOHQW�WR�����PJ�DQG�����PJ�RI�$3/(1=,1�� 
UHVSHFWLYHO\��� 

(OLPLQDWLRQ� 
)ROORZLQJ�RUDO�DGPLQLVWUDWLRQ�RI�����PJ�RI���&�EXSURSLRQ�LQ�KXPDQV������DQG�����RI�WKH� 
UDGLRDFWLYH�GRVH�ZHUH�UHFRYHUHG�LQ�WKH�XULQH�DQG�IHFHV��UHVSHFWLYHO\��2QO\������RI�WKH�RUDO�GRVH� 
ZDV�H[FUHWHG�DV�XQFKDQJHG�EXSURSLRQ�� 

3RSXODWLRQ�6XEJURXSV� 
)DFWRUV�RU�FRQGLWLRQV�DOWHULQJ�PHWDEROLF�FDSDFLW\��H�J���OLYHU�GLVHDVH��FRQJHVWLYH�KHDUW�IDLOXUH� 
>&+)@��DJH��FRQFRPLWDQW�PHGLFDWLRQV��HWF���RU�HOLPLQDWLRQ�PD\�EH�H[SHFWHG�WR�LQIOXHQFH�WKH� 
GHJUHH�DQG�H[WHQW�RI�DFFXPXODWLRQ�RI�WKH�DFWLYH�PHWDEROLWHV�RI�EXSURSLRQ��7KH�HOLPLQDWLRQ�RI�WKH� 
PDMRU�PHWDEROLWHV�RI�EXSURSLRQ�PD\�EH�DIIHFWHG�E\�UHGXFHG�UHQDO�RU�KHSDWLF�IXQFWLRQ��EHFDXVH� 
WKH\�DUH�PRGHUDWHO\�SRODU�FRPSRXQGV�DQG�DUH�OLNHO\�WR�XQGHUJR�IXUWKHU�PHWDEROLVP�RU� 
FRQMXJDWLRQ�LQ�WKH�OLYHU�SULRU�WR�XULQDU\�H[FUHWLRQ�� 

Renal Impairment 
7KHUH�LV�OLPLWHG�LQIRUPDWLRQ�RQ�WKH�SKDUPDFRNLQHWLFV�RI�EXSURSLRQ�LQ�SDWLHQWV�ZLWK�UHQDO� 
LPSDLUPHQW��$Q�LQWHU�VWXG\�FRPSDULVRQ�EHWZHHQ�QRUPDO�VXEMHFWV�DQG�SDWLHQWV�ZLWK�HQG�VWDJH� 
UHQDO�IDLOXUH�GHPRQVWUDWHG�WKDW�WKH�SDUHQW�GUXJ�&PD[�DQG�$8&�YDOXHV�ZHUH�FRPSDUDEOH�LQ�WKH��� 
JURXSV��ZKHUHDV�WKH�K\GUR[\EXSURSLRQ�DQG�WKUHRK\GUREXSURSLRQ�PHWDEROLWHV�KDG�D������DQG� 
����IROG�LQFUHDVH��UHVSHFWLYHO\��LQ�$8&�IRU�SDWLHQWV�ZLWK�HQG�VWDJH�UHQDO�IDLOXUH��$�VHFRQG�VWXG\�� 
FRPSDULQJ�QRUPDO�VXEMHFWV�DQG�SDWLHQWV�ZLWK�PRGHUDWH�WR�VHYHUH�UHQDO�LPSDLUPHQW��*)5�������� 
�����P/�PLQ��VKRZHG�WKDW�DIWHU�D�VLQJOH�����PJ�GRVH�DGPLQLVWUDWLRQ�RI�VXVWDLQHG�UHOHDVH�EXSURSLRQ�� 
H[SRVXUH�WR�EXSURSLRQ�ZDV�DSSUR[LPDWHO\���IROG�KLJKHU�LQ�SDWLHQWV�ZLWK�LPSDLUHG�UHQDO�IXQFWLRQ��� 
ZKLOH�OHYHOV�RI�WKH�K\GUR[\EXSURSLRQ�DQG�WKUHR�HU\WKURK\GUREXSURSLRQ��FRPELQHG��PHWDEROLWHV�ZHUH� 
VLPLODU�LQ�WKH���JURXSV��%XSURSLRQ�LV�H[WHQVLYHO\�PHWDEROL]HG�LQ�WKH�OLYHU�WR�DFWLYH�PHWDEROLWHV��ZKLFK� 
DUH�IXUWKHU�PHWDEROL]HG�DQG�VXEVHTXHQWO\�H[FUHWHG�E\�WKH�NLGQH\V��7KH�HOLPLQDWLRQ�RI�WKH�PDMRU� 
PHWDEROLWHV�RI�EXSURSLRQ�PD\�EH�UHGXFHG�E\�LPSDLUHG�UHQDO�IXQFWLRQ��$3/(1=,1�VKRXOG�EH�XVHG� 
ZLWK�FDXWLRQ�LQ�SDWLHQWV�ZLWK�UHQDO�LPSDLUPHQW�DQG�D�UHGXFHG�IUHTXHQF\�DQG�RU�GRVH�VKRXOG�EH� 
FRQVLGHUHG�>VHH Dosage and Administration (2.5) DQG Use in Specific Populations (8.6)@�� 

Hepatic Impairment 
7KH�HIIHFW�RI�KHSDWLF�LPSDLUPHQW�RQ�WKH�SKDUPDFRNLQHWLFV�RI�EXSURSLRQ�ZDV�FKDUDFWHUL]HG�LQ��� 
VLQJOH�GRVH�VWXGLHV��RQH�LQ�SDWLHQWV�ZLWK�DOFRKROLF�OLYHU�GLVHDVH�DQG�RQH�LQ�SDWLHQWV�ZLWK�PLOG�WR� 
VHYHUH�FLUUKRVLV��7KH�ILUVW�VWXG\�GHPRQVWUDWHG�WKDW�WKH�KDOI�OLIH�RI�K\GUR[\EXSURSLRQ�ZDV� 
VLJQLILFDQWO\�ORQJHU�LQ���SDWLHQWV�ZLWK�DOFRKROLF�OLYHU�GLVHDVH�WKDQ�LQ���KHDOWK\�YROXQWHHUV�������� 
KRXUV�YHUVXV������KRXUV��UHVSHFWLYHO\���$OWKRXJK�QRW�VWDWLVWLFDOO\�VLJQLILFDQW��WKH�$8&V�IRU� 
EXSURSLRQ�DQG�K\GUR[\EXSURSLRQ�ZHUH�PRUH�YDULDEOH�DQG�WHQGHG�WR�EH�JUHDWHU��E\�����WR������ 
LQ�SDWLHQWV�ZLWK�DOFRKROLF�OLYHU�GLVHDVH��7KH�GLIIHUHQFHV�LQ�KDOI�OLIH�IRU�EXSURSLRQ�DQG�WKH�RWKHU� 
PHWDEROLWHV�LQ�WKH���SDWLHQW�JURXSV�ZHUH�PLQLPDO�� 

7KH�VHFRQG�VWXG\�GHPRQVWUDWHG�QR�VWDWLVWLFDOO\�VLJQLILFDQW�GLIIHUHQFHV�LQ�WKH�SKDUPDFRNLQHWLFV�RI� 
EXSURSLRQ�DQG�LWV�DFWLYH�PHWDEROLWHV�LQ���SDWLHQWV�ZLWK�PLOG�WR�PRGHUDWH�KHSDWLF�FLUUKRVLV� 
FRPSDUHG�WR���KHDOWK\�YROXQWHHUV��+RZHYHU��PRUH�YDULDELOLW\�ZDV�REVHUYHG�LQ�VRPH�RI�WKH� 
SKDUPDFRNLQHWLF�SDUDPHWHUV�IRU�EXSURSLRQ��$8&��&PD[��DQG�7PD[��DQG�LWV�DFWLYH�PHWDEROLWHV��Wò�� 
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LQ�SDWLHQWV�ZLWK�PLOG�WR�PRGHUDWH�KHSDWLF�FLUUKRVLV��,Q�DGGLWLRQ��LQ�SDWLHQWV�ZLWK�VHYHUH�KHSDWLF� 
FLUUKRVLV��WKH�EXSURSLRQ�&PD[�DQG�$8&�ZHUH�VXEVWDQWLDOO\�LQFUHDVHG��PHDQ�GLIIHUHQFH��E\� 
DSSUR[LPDWHO\�����DQG���IROG��UHVSHFWLYHO\��DQG�PRUH�YDULDEOH�ZKHQ�FRPSDUHG�WR�YDOXHV�LQ� 
KHDOWK\�YROXQWHHUV��WKH�PHDQ�EXSURSLRQ�KDOI�OLIH�ZDV�DOVR�ORQJHU�����KRXUV�LQ�SDWLHQWV�ZLWK� 
VHYHUH�KHSDWLF�FLUUKRVLV�YV�����KRXUV�LQ�KHDOWK\�VXEMHFWV���)RU�WKH�PHWDEROLWH�K\GUR[\EXSURSLRQ�� 
WKH�PHDQ�&PD[�ZDV�DSSUR[LPDWHO\�����ORZHU��)RU�WKH�FRPELQHG�DPLQR�DOFRKRO�LVRPHUV� 
WKUHRK\GUREXSURSLRQ�DQG�HU\WKURK\GUREXSURSLRQ��WKH�PHDQ�&PD[�ZDV�DSSUR[LPDWHO\�����ORZHU�� 
7KH�PHDQ�$8&�LQFUHDVHG�E\�DERXW��ò�IROG�IRU�K\GUR[\EXSURSLRQ�DQG�DERXW��ò�IROG�IRU� 
WKUHR�HU\WKURK\GUREXSURSLRQ��7KH�PHGLDQ�7PD[�ZDV�REVHUYHG����KRXUV�ODWHU�IRU� 
K\GUR[\EXSURSLRQ�DQG����KRXUV�ODWHU�IRU�WKUHR�HU\WKURK\GUREXSURSLRQ��7KH�PHDQ�KDOI�OLYHV�IRU� 
K\GUR[\EXSURSLRQ�DQG�WKUHR�HU\WKURK\GUREXSURSLRQ�ZHUH�LQFUHDVHG����DQG���IROG��UHVSHFWLYHO\�� 
LQ�SDWLHQWV�ZLWK�VHYHUH�KHSDWLF�FLUUKRVLV�FRPSDUHG�WR�KHDOWK\�YROXQWHHUV�>VHH Dosage and 
Administration (2.6) DQG Use in Specific Populations (8.7)@�� 

Left Ventricular Dysfunction 
'XULQJ�D�FKURQLF�GRVLQJ�VWXG\�ZLWK�EXSURSLRQ�LQ����GHSUHVVHG�SDWLHQWV�ZLWK�OHIW�YHQWULFXODU� 
G\VIXQFWLRQ��KLVWRU\�RI�&+)�RU�DQ�HQODUJHG�KHDUW�RQ�[�UD\���WKHUH�ZDV�QR�DSSDUHQW�HIIHFW�RQ�WKH� 
SKDUPDFRNLQHWLFV�RI�EXSURSLRQ�RU�LWV�PHWDEROLWHV��FRPSDUHG�WR�KHDOWK\�YROXQWHHUV�� 

Age 
7KH�HIIHFWV�RI�DJH�RQ�WKH�SKDUPDFRNLQHWLFV�RI�EXSURSLRQ�DQG�LWV�PHWDEROLWHV�KDYH�QRW�EHHQ�IXOO\� 
FKDUDFWHUL]HG��EXW�DQ�H[SORUDWLRQ�RI�VWHDG\�VWDWH�EXSURSLRQ�FRQFHQWUDWLRQV�IURP�VHYHUDO� 
GHSUHVVLRQ�HIILFDF\�VWXGLHV�LQYROYLQJ�SDWLHQWV�GRVHG�LQ�D�UDQJH�RI�����WR�����PJ�GD\��RQ�D��� 
WLPHV�GDLO\�VFKHGXOH��UHYHDOHG�QR�UHODWLRQVKLS�EHWZHHQ�DJH�����WR����\HDUV��DQG�SODVPD� 
FRQFHQWUDWLRQ�RI�EXSURSLRQ��$�VLQJOH�GRVH�SKDUPDFRNLQHWLF�VWXG\�GHPRQVWUDWHG�WKDW�WKH� 
GLVSRVLWLRQ�RI�EXSURSLRQ�DQG�LWV�PHWDEROLWHV�LQ�HOGHUO\�VXEMHFWV�ZDV�VLPLODU�WR�WKDW�LQ�\RXQJHU� 
VXEMHFWV��7KHVH�GDWD�VXJJHVW�WKDW�WKHUH�LV�QR�SURPLQHQW�HIIHFW�RI�DJH�RQ�EXSURSLRQ�FRQFHQWUDWLRQ�� 
KRZHYHU��DQRWKHU�VLQJOH��DQG�PXOWLSOH�GRVH�SKDUPDFRNLQHWLF�VWXG\�VXJJHVWHG�WKDW�WKH�HOGHUO\�DUH� 
DW�LQFUHDVHG�ULVN�IRU�DFFXPXODWLRQ�RI�EXSURSLRQ�DQG�LWV�PHWDEROLWHV�>VHH Use in Specific 
Populations (8.5)@�� 

Gender 
3RROHG�DQDO\VLV�RI�EXSURSLRQ�SKDUPDFRNLQHWLF�GDWD�IURP����KHDOWK\�PDOH�DQG����KHDOWK\�IHPDOH� 
YROXQWHHUV�UHYHDOHG�QR�VH[�UHODWHG�GLIIHUHQFHV�LQ�WKH�SHDN�SODVPD�FRQFHQWUDWLRQV�RI�EXSURSLRQ�� 
7KH�PHDQ�V\VWHPLF�H[SRVXUH��$8&��ZDV�DSSUR[LPDWHO\�����KLJKHU�LQ�PDOH�YROXQWHHUV� 
FRPSDUHG�WR�IHPDOH�YROXQWHHUV��7KH�FOLQLFDO�VLJQLILFDQFH�RI�WKLV�ILQGLQJ�LV�XQNQRZQ�� 

Smokers 
7KH�HIIHFWV�RI�FLJDUHWWH�VPRNLQJ�RQ�WKH�SKDUPDFRNLQHWLFV�RI�EXSURSLRQ�K\GURFKORULGH�ZHUH� 
VWXGLHG�LQ����KHDOWK\�PDOH�DQG�IHPDOH�YROXQWHHUV�����ZHUH�FKURQLF�FLJDUHWWH�VPRNHUV�DQG���� 
ZHUH�QRQVPRNHUV��)ROORZLQJ�RUDO�DGPLQLVWUDWLRQ�RI�D�VLQJOH�����PJ�GRVH�RI�EXSURSLRQ��WKHUH� 
ZDV�QR�VWDWLVWLFDOO\�VLJQLILFDQW�GLIIHUHQFH�LQ�&PD[��KDOI�OLIH��7PD[��$8&��RU�FOHDUDQFH�RI�EXSURSLRQ� 
RU�LWV�DFWLYH�PHWDEROLWHV�EHWZHHQ�VPRNHUV�DQG�QRQVPRNHUV�� 
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'UXJ�,QWHUDFWLRQV� 

Potential for Other Drugs to Affect APLENZIN 
In vitro�VWXGLHV�LQGLFDWH�WKDW�EXSURSLRQ�LV�SULPDULO\�PHWDEROL]HG�WR�K\GUR[\EXSURSLRQ�E\� 
&<3�%���7KHUHIRUH��WKH�SRWHQWLDO�H[LVWV�IRU�GUXJ�LQWHUDFWLRQV�EHWZHHQ�$3/(1=,1�DQG�GUXJV� 
WKDW�DUH�LQKLELWRUV�RU�LQGXFHUV�RI�&<3�%���,Q�DGGLWLRQ��in vitro�VWXGLHV�VXJJHVW�WKDW�SDUR[HWLQH�� 
VHUWUDOLQH��QRUIOXR[HWLQH��IOXYR[DPLQH��DQG�QHOILQDYLU��LQKLELW�WKH�K\GUR[\ODWLRQ�RI�EXSURSLRQ�� 

,QKLELWRUV�RI�&<3�%� 

Ticlopidine, Clopidogrel��,Q�D�VWXG\�LQ�KHDOWK\�PDOH�YROXQWHHUV��FORSLGRJUHO����PJ�RQFH�GDLO\�RU� 
WLFORSLGLQH�����PJ�WZLFH�GDLO\�LQFUHDVHG�H[SRVXUHV��&PD[�DQG�$8&��RI�EXSURSLRQ�E\�����DQG� 
����IRU�FORSLGRJUHO��E\�����DQG�����IRU�WLFORSLGLQH��UHVSHFWLYHO\��7KH�H[SRVXUHV�RI� 
K\GUR[\EXSURSLRQ�ZHUH�GHFUHDVHG��7KLV�HIIHFW�LV�WKRXJKW�WR�EH�GXH�WR�WKH�LQKLELWLRQ�RI�WKH� 
&<3�%��FDWDO\]HG�EXSURSLRQ�K\GUR[\ODWLRQ��� 

Prasugrel:�3UDVXJUHO�LV�D�ZHDN�LQKLELWRU�RI�&<3�%���,Q�KHDOWK\�VXEMHFWV��SUDVXJUHO�LQFUHDVHG� 
EXSURSLRQ�&PD[�DQG�$8&�YDOXHV�E\�����DQG������UHVSHFWLYHO\��DQG�GHFUHDVHG�&PD[�DQG�$8&� 
YDOXHV�RI�K\GUR[\EXSURSLRQ��DQ�DFWLYH�PHWDEROLWH�RI�EXSURSLRQ��E\�����DQG������UHVSHFWLYHO\��� 

Cimetidine:�7KH�WKUHRK\GUREXSURSLRQ�PHWDEROLWH�RI�EXSURSLRQ�GRHV�QRW�DSSHDU�WR�EH�SURGXFHG� 
E\�F\WRFKURPH�3����HQ]\PHV��7KH�HIIHFWV�RI�FRQFRPLWDQW�DGPLQLVWUDWLRQ�RI�FLPHWLGLQH�RQ�WKH� 
SKDUPDFRNLQHWLFV�RI�EXSURSLRQ�DQG�LWV�DFWLYH�PHWDEROLWHV�ZHUH�VWXGLHG�LQ����KHDOWK\�\RXQJ�PDOH� 
YROXQWHHUV��)ROORZLQJ�RUDO�DGPLQLVWUDWLRQ�RI�EXSURSLRQ�����PJ�ZLWK�DQG�ZLWKRXW�FLPHWLGLQH� 
����PJ��WKH�SKDUPDFRNLQHWLFV�RI�EXSURSLRQ�DQG�K\GUR[\EXSURSLRQ�ZHUH�XQDIIHFWHG��+RZHYHU�� 
WKHUH�ZHUH�����DQG�����LQFUHDVHV�LQ�WKH�$8&�DQG�&PD[��UHVSHFWLYHO\��RI�WKH�FRPELQHG�PRLHWLHV� 
RI�WKUHRK\GUREXSURSLRQ�DQG�HU\WKURK\GUREXSURSLRQ��� 

Citalopram��&LWDORSUDP�GLG�QRW�DIIHFW�WKH�SKDUPDFRNLQHWLFV�RI�EXSURSLRQ�DQG�LWV�WKUHH� 
PHWDEROLWHV�� 

,QGXFHUV�RI�&<3�%� 

Ritonavir and Lopinavir��,Q�D�KHDOWK\�YROXQWHHU�VWXG\��ULWRQDYLU�����PJ�WZLFH�GDLO\�UHGXFHG�WKH� 
$8&�DQG�&PD[�RI�EXSURSLRQ�E\�����DQG������UHVSHFWLYHO\��7KH�H[SRVXUH�RI�WKH� 
K\GUR[\EXSURSLRQ�PHWDEROLWH�ZDV�GHFUHDVHG�E\������WKH�WKUHRK\GUREXSURSLRQ�GHFUHDVHG�E\� 
�����DQG�WKH�HU\WKURK\GUREXSURSLRQ�GHFUHDVHG�E\�������,Q�D�VHFRQG�KHDOWK\�YROXQWHHU�VWXG\�� 
ULWRQDYLU�����PJ�WZLFH�GDLO\�GHFUHDVHG�WKH�$8&�DQG�&PD[�RI�EXSURSLRQ�E\�����DQG������ 
UHVSHFWLYHO\��7KH�H[SRVXUH�RI�WKH�K\GUR[\EXSURSLRQ�PHWDEROLWH�ZDV�GHFUHDVHG�E\������WKH� 
WKUHRK\GUREXSURSLRQ�GHFUHDVHG�E\������DQG�WKH�HU\WKURK\GUREXSURSLRQ�GHFUHDVHG�E\������ 

,Q�DQRWKHU�KHDOWK\�YROXQWHHU�VWXG\��ORSLQDYLU�����PJ�ULWRQDYLU�����PJ�WZLFH�GDLO\�GHFUHDVHG� 
EXSURSLRQ�$8&�DQG�&PD[�E\������7KH�$8&�DQG�&PD[�RI�K\GUR[\EXSURSLRQ�PHWDEROLWH�ZHUH� 
GHFUHDVHG�E\�����DQG������UHVSHFWLYHO\� 

Efavirenz: ,Q�D�VWXG\�RI�KHDOWK\�YROXQWHHUV��HIDYLUHQ]�����PJ�RQFH�GDLO\�IRU���ZHHNV�UHGXFHG�WKH� 
$8&�DQG�&PD[�RI�EXSURSLRQ�E\�DSSUR[LPDWHO\�����DQG������UHVSHFWLYHO\��7KH�$8&�RI� 
K\GUR[\EXSURSLRQ�ZDV�XQFKDQJHG��ZKHUHDV�&PD[�RI�K\GUR[\EXSURSLRQ�ZDV�LQFUHDVHG�E\������ 

Carbamazepine, Phenobarbital, Phenytoin:�:KLOH�QRW�V\VWHPDWLFDOO\�VWXGLHG��WKHVH�GUXJV�PD\� 
LQGXFH�WKH�PHWDEROLVP�RI�EXSURSLRQ�� 
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Potential for APLENZIN to Affect Other Drugs 
$QLPDO�GDWD�LQGLFDWHG�WKDW�EXSURSLRQ�PD\�EH�DQ�LQGXFHU�RI�GUXJ�PHWDEROL]LQJ�HQ]\PHV�LQ� 
KXPDQV��,Q�D�VWXG\�RI�KHDOWK\�VXEMHFWV��IROORZLQJ�D����GD\�DGPLQLVWUDWLRQ�RI�EXSURSLRQ�����PJ� 
SHU�GD\�WR���KHDOWK\�PDOH�YROXQWHHUV��WKHUH�ZDV�QR�HYLGHQFH�RI�LQGXFWLRQ�RI�LWV�RZQ�PHWDEROLVP�� 
1HYHUWKHOHVV��WKHUH�PD\�EH�WKH�SRWHQWLDO�IRU�FOLQLFDOO\�LPSRUWDQW�DOWHUDWLRQV�RI�EORRG�OHYHOV�RI� 
FRDGPLQLVWHUHG�GUXJV�� 

'UXJV�0HWDEROL]HG�E\�&<3�'� 

In vitro��EXSURSLRQ�DQG�K\GUR[\EXSURSLRQ�DUH�&<3�'��LQKLELWRUV��,Q�D�FOLQLFDO�VWXG\�RI����PDOH� 
VXEMHFWV��DJHV����WR����\HDUV��ZKR�ZHUH�H[WHQVLYH�PHWDEROL]HUV�RI�&<3�'���EXSURSLRQ�����PJ� 
SHU�GD\�IROORZHG�E\�D�VLQJOH�GRVH�RI����PJ�GHVLSUDPLQH�LQFUHDVHG�WKH�&PD[��$8&��DQG�7����RI� 
GHVLSUDPLQH�E\�DQ�DYHUDJH�RI�DSSUR[LPDWHO\���������DQG���IROG��UHVSHFWLYHO\��7KH�HIIHFW�ZDV� 
SUHVHQW�IRU�DW�OHDVW���GD\V�DIWHU�WKH�ODVW�GRVH�RI�EXSURSLRQ��&RQFRPLWDQW�XVH�RI�EXSURSLRQ�ZLWK� 
RWKHU�GUXJV�PHWDEROL]HG�E\�&<3�'��KDV�QRW�EHHQ�IRUPDOO\�VWXGLHG�� 

Citalopram��$OWKRXJK�FLWDORSUDP�LV�QRW�SULPDULO\�PHWDEROL]HG�E\�&<3�'���LQ�RQH�VWXG\� 
EXSURSLRQ�LQFUHDVHG�WKH�&PD[�DQG�$8&�RI�FLWDORSUDP�E\�����DQG������UHVSHFWLYHO\��� 

Lamotrigine: 0XOWLSOH�RUDO�GRVHV�RI�EXSURSLRQ�KDG�QR�VWDWLVWLFDOO\�VLJQLILFDQW�HIIHFWV�RQ�WKH� 
VLQJOH�GRVH�SKDUPDFRNLQHWLFV�RI�ODPRWULJLQH�LQ����KHDOWK\�YROXQWHHUV�� 

��� 121&/,1,&$/�72;,&2/2*<� 

����� &DUFLQRJHQHVLV��0XWDJHQHVLV��,PSDLUPHQW�RI�)HUWLOLW\� 
/LIHWLPH�FDUFLQRJHQLFLW\�VWXGLHV�ZHUH�SHUIRUPHG�LQ�UDWV�DQG�PLFH�DW�GRVHV�XS�WR�����DQG� 
����PJ�NJ�GD\�EXSURSLRQ�K\GURFKORULGH��UHVSHFWLYHO\��7KHVH�GRVHV�DUH�DSSUR[LPDWHO\���DQG��� 
WLPHV�WKH�PD[LPXP�UHFRPPHQGHG�KXPDQ�GRVH��05+'���UHVSHFWLYHO\��RQ�D�PJ�P��EDVLV��,Q�WKH� 
UDW�VWXG\�WKHUH�ZDV�DQ�LQFUHDVH�LQ�QRGXODU�SUROLIHUDWLYH�OHVLRQV�RI�WKH�OLYHU�DW�GRVHV�RI�����WR� 
����PJ�NJ�GD\�RI�EXSURSLRQ�K\GURFKORULGH��DSSUR[LPDWHO\���WR���WLPHV�WKH�05+'�RQ�D�PJ�P�� 
EDVLV���ORZHU�GRVHV�ZHUH�QRW�WHVWHG��7KH�TXHVWLRQ�RI�ZKHWKHU�RU�QRW�VXFK�OHVLRQV�PD\�EH� 
SUHFXUVRUV�RI�QHRSODVPV�RI�WKH�OLYHU�LV�FXUUHQWO\�XQUHVROYHG��6LPLODU�OLYHU�OHVLRQV�ZHUH�QRW�VHHQ� 
LQ�WKH�PRXVH�VWXG\��DQG�QR�LQFUHDVH�LQ�PDOLJQDQW�WXPRUV�RI�WKH�OLYHU�DQG�RWKHU�RUJDQV�ZDV�VHHQ�LQ� 
HLWKHU�VWXG\�� 

%XSURSLRQ�SURGXFHG�D�SRVLWLYH�UHVSRQVH����WR���WLPHV�FRQWURO�PXWDWLRQ�UDWH��LQ���RI���VWUDLQV�LQ� 
RQH�$PHV�EDFWHULDO�PXWDJHQLFLW\�DVVD\��EXW�ZDV�QHJDWLYH�LQ�DQRWKHU��%XSURSLRQ�SURGXFHG�DQ� 
LQFUHDVH�LQ�FKURPRVRPDO�DEHUUDWLRQV�LQ���RI���in vivo�UDW�ERQH�PDUURZ�F\WRJHQHWLF�VWXGLHV�� 

$�IHUWLOLW\�VWXG\�LQ�UDWV�DW�GRVHV�XS�WR�����PJ�NJ�GD\�UHYHDOHG�QR�HYLGHQFH�RI�LPSDLUHG�IHUWLOLW\�� 

��� &/,1,&$/�678',(6� 

����� 0DMRU�'HSUHVVLYH�'LVRUGHU� 
7KH�HIILFDF\�RI�EXSURSLRQ�LQ�WKH�WUHDWPHQW�RI�PDMRU�GHSUHVVLYH�GLVRUGHU�ZDV�HVWDEOLVKHG�ZLWK�WKH� 
LPPHGLDWH�UHOHDVH�IRUPXODWLRQ�RI�EXSURSLRQ�K\GURFKORULGH�LQ�WZR���ZHHN��SODFHER�FRQWUROOHG� 
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WULDOV�LQ�DGXOW�LQSDWLHQWV�ZLWK�0''�DQG�LQ�RQH���ZHHN��SODFHER�FRQWUROOHG�WULDO�LQ�DGXOW� 
RXWSDWLHQWV�ZLWK�0''��,Q�WKH�ILUVW�VWXG\��WKH�EXSURSLRQ�GRVH�UDQJH�ZDV�����PJ�WR�����PJ�SHU� 
GD\�DGPLQLVWHUHG�LQ���GLYLGHG�GRVHV������RI�SDWLHQWV�ZHUH�WUHDWHG�ZLWK�GRVHV�RI�����PJ�WR� 
����SHU�GD\��7KH�WULDO�GHPRQVWUDWHG�WKH�HIILFDF\�RI�EXSURSLRQ�DV�PHDVXUHG�E\�WKH�+DPLOWRQ� 
'HSUHVVLRQ�5DWLQJ�6FDOH��+'56��WRWDO�VFRUH��WKH�+'56�GHSUHVVHG�PRRG�LWHP��LWHP�����DQG�WKH� 
&OLQLFDO�*OREDO�,PSUHVVLRQV�6HYHULW\�6FDOH��&*,�6���7KH�VHFRQG�VWXG\�LQFOXGHG���IL[HG�GRVHV�RI� 
EXSURSLRQ������PJ�DQG�����PJ�SHU�GD\��DQG�SODFHER��7KLV�WULDO�GHPRQVWUDWHG�WKH�HIILFDF\�RI� 
EXSURSLRQ�IRU�RQO\�WKH�����PJ�GRVH��7KH�HIILFDF\�UHVXOWV�ZHUH�VLJQLILFDQW�IRU�WKH�+'56�WRWDO� 
VFRUH�DQG�WKH�&*,�6�VHYHULW\�VFRUH��EXW�QRW�IRU�+'56�LWHP����,Q�WKH�WKLUG�VWXG\��RXWSDWLHQWV�ZHUH� 
WUHDWHG�ZLWK�EXSURSLRQ�����PJ�SHU�GD\��7KLV�VWXG\�GHPRQVWUDWHG�WKH�HIILFDF\�RI�EXSURSLRQ�DV� 
PHDVXUHG�E\�WKH�+'56�WRWDO�VFRUH��WKH�+'56�LWHP����WKH�0RQWJRPHU\�$VEHUJ�'HSUHVVLRQ� 
5DWLQJ�6FDOH��0$'56���WKH�&*,�6�VFRUH��DQG�WKH�&*,�,PSURYHPHQW�6FDOH��&*,�,��VFRUH�� 

$�ORQJHU�WHUP��SODFHER�FRQWUROOHG��UDQGRPL]HG�ZLWKGUDZDO�WULDO�GHPRQVWUDWHG�WKH�HIILFDF\�RI� 
EXSURSLRQ�+&O�VXVWDLQHG�UHOHDVH�LQ�WKH�PDLQWHQDQFH�WUHDWPHQW�RI�0''��7KH�WULDO�LQFOXGHG�DGXOW� 
RXWSDWLHQWV�PHHWLQJ�'60�,9�FULWHULD�IRU�0''��UHFXUUHQW�W\SH��ZKR�KDG�UHVSRQGHG�GXULQJ�DQ� 
��ZHHN�RSHQ�ODEHO�WULDO�RI�EXSURSLRQ�����PJ�SHU�GD\��5HVSRQGHUV�ZHUH�UDQGRPL]HG�WR� 
FRQWLQXDWLRQ�RI�EXSURSLRQ�����PJ�SHU�GD\�RU�SODFHER��IRU�XS�WR����ZHHNV�RI�REVHUYDWLRQ�IRU� 
UHODSVH��5HVSRQVH�GXULQJ�WKH�RSHQ�ODEHO�SKDVH�ZDV�GHILQHG�DV�D�&*,�,PSURYHPHQW�6FDOH�VFRUH�RI� 
���YHU\�PXFK�LPSURYHG��RU����PXFK�LPSURYHG��IRU�HDFK�RI�WKH�ILQDO���ZHHNV��5HODSVH�GXULQJ�WKH� 
GRXEOH�EOLQG�SKDVH�ZDV�GHILQHG�DV�WKH�LQYHVWLJDWRU¶V�MXGJPHQW�WKDW�GUXJ�WUHDWPHQW�ZDV�QHHGHG� 
IRU�ZRUVHQLQJ�GHSUHVVLYH�V\PSWRPV��3DWLHQWV�LQ�WKH�EXSURSLRQ�JURXS�H[SHULHQFHG�VLJQLILFDQWO\� 
ORZHU�UHODSVH�UDWHV�RYHU�WKH�VXEVHTXHQW����ZHHNV�FRPSDUHG�WR�WKRVH�LQ�WKH�SODFHER�JURXS�� 

$OWKRXJK�WKHUH�DUH�QR�LQGHSHQGHQW�WULDOV�GHPRQVWUDWLQJ�WKH�HIILFDF\�RI�$3/(1=,1�RU�EXSURSLRQ� 
+&O�H[WHQGHG�UHOHDVH�LQ�WKH�DFXWH�WUHDWPHQW�RI�0''��VWXGLHV�KDYH�GHPRQVWUDWHG�VLPLODU� 
ELRDYDLODELOLW\�EHWZHHQ�WKH�LPPHGLDWH���VXVWDLQHG���DQG�H[WHQGHG�UHOHDVH�IRUPXODWLRQV�RI� 
EXSURSLRQ�+&O�XQGHU�VWHDG\�VWDWH�FRQGLWLRQV��L�H���WKH�H[SRVXUHV�>&PD[�DQG�$8&@�IRU�EXSURSLRQ� 
DQG�LWV�PHWDEROLWHV�DUH�VLPLODU�DPRQJ�WKH���IRUPXODWLRQV���)XUWKHUPRUH��FOLQLFDO�VWXGLHV�KDYH� 
GHPRQVWUDWHG�WKDW�$3/(1=,1�LV�ELRHTXLYDOHQW�EXSURSLRQ�+&O�H[WHQGHG�UHOHDVH�� 

����� 6HDVRQDO�$IIHFWLYH�'LVRUGHU� 
7KH�HIILFDF\�RI�EXSURSLRQ�K\GURFKORULGH�H[WHQGHG��UHOHDVH�LQ�WKH�SUHYHQWLRQ�RI�VHDVRQDO�PDMRU� 
GHSUHVVLYH�HSLVRGHV�DVVRFLDWHG�ZLWK�6$'�ZDV�HVWDEOLVKHG�LQ���UDQGRPL]HG��GRXEOH�EOLQG�� 
SODFHER�FRQWUROOHG�WULDOV�LQ�DGXOW�RXWSDWLHQWV�ZLWK�D�KLVWRU\�0''�ZLWK�DQ�DXWXPQ�ZLQWHU�VHDVRQDO� 
SDWWHUQ��DV�GHILQHG�E\�'60�,9�FULWHULD���%XSURSLRQ�WUHDWPHQW�ZDV�LQLWLDWHG�SULRU�WR�WKH�RQVHW�RI� 
V\PSWRPV�LQ�WKH�DXWXPQ��6HSWHPEHU�WR�1RYHPEHU���7UHDWPHQW�ZDV�GLVFRQWLQXHG�IROORZLQJ�D� 
��ZHHN�WDSHU�WKDW�EHJDQ�GXULQJ�WKH�ILUVW�ZHHN�RI�VSULQJ��IRXUWK�ZHHN�RI�0DUFK���UHVXOWLQJ�LQ�D� 
WUHDWPHQW�GXUDWLRQ�RI�DSSUR[LPDWHO\���WR���PRQWKV�IRU�WKH�PDMRULW\�RI�SDWLHQWV��3DWLHQWV�ZHUH� 
UDQGRPL]HG�WR�WUHDWPHQW�ZLWK�EXSURSLRQ�+&O�H[WHQGHG�UHOHDVH�RU�SODFHER��7KH�LQLWLDO�EXSURSLRQ� 
GRVH�ZDV�����PJ�RQFH�GDLO\�IRU���ZHHN��IROORZHG�E\�XS�WLWUDWLRQ�WR�����PJ�RQFH�GDLO\��3DWLHQWV� 
ZKR�ZHUH�GHHPHG�E\�WKH�LQYHVWLJDWRU�WR�EH�XQOLNHO\�RU�XQDEOH�WR�WROHUDWH�����PJ�RQFH�GDLO\�ZHUH� 
DOORZHG�WR�UHPDLQ�RQ��RU�KDG�WKHLU�GRVH�UHGXFHG�WR������PJ�RQFH�GDLO\��7KH�PHDQ�EXSURSLRQ� 
GRVHV�LQ�WKH���WULDOV�UDQJHG�IURP�����PJ�WR�����PJ�SHU�GD\��$SSUR[LPDWHO\�����RI�SDWLHQWV� 
FRQWLQXHG�LQ�WKH�VWXG\�IRU���WR���PRQWKV������FRQWLQXHG�IRU����PRQWKV������FRQWLQXHG�IRU�!�� 
PRQWKV�� 
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7R�HQWHU�WKH�WULDOV��SDWLHQWV�PXVW�KDYH�KDG�D�ORZ�OHYHO�RI�GHSUHVVLYH�V\PSWRPV��DV�GHPRQVWUDWHG� 
E\�D�VFRUH�RI����RQ�WKH�+DPLOWRQ�'HSUHVVLRQ�5DWLQJ�6FDOH�����+$0'�����DQG�D�+$0'���� 
VFRUH�RI������7KH�SULPDU\�HIILFDF\�PHDVXUH�ZDV�WKH�6WUXFWXUHG�,QWHUYLHZ�*XLGH�IRU�WKH�+DPLOWRQ� 
'HSUHVVLRQ�5DWLQJ�6FDOH��6HDVRQDO�$IIHFWLYH�'LVRUGHUV��6,*+�6$'���ZKLFK�LV�LGHQWLFDO�WR�WKH� 
+$0�'�����7KH�6,*+�6$'�FRQVLVWV�RI�WKH�+$0'����SOXV���LWHPV�VSHFLILFDOO\�DVVHVVLQJ�FRUH� 
V\PSWRPV�RI�VHDVRQDO�DIIHFWLYH�GLVRUGHU��VRFLDO�ZLWKGUDZDO��ZHLJKW�JDLQ��LQFUHDVHG�DSSHWLWH�� 
LQFUHDVHG�HDWLQJ��FDUERK\GUDWH�FUDYLQJ��K\SHUVRPQLD��DQG�IDWLJDELOLW\��7KH�SULPDU\�HIILFDF\� 
HQGSRLQW�ZDV�WKH�RQVHW�RI�D�VHDVRQDO�PDMRU�GHSUHVVLYH�HSLVRGH��7KH�FULWHULD�IRU�GHILQLQJ�DQ� 
HSLVRGH�LQFOXGHG�����WKH�LQYHVWLJDWRU¶V�MXGJPHQW�WKDW�D�PDMRU�GHSUHVVLYH�HSLVRGH�KDG�RFFXUUHG�RU� 
WKDW�WKH�SDWLHQW�UHTXLUHG�LQWHUYHQWLRQ�IRU�GHSUHVVLYH�V\PSWRPV��RU����D�6,*+�6$'�VFRUH�RI�!��� 
RQ���FRQVHFXWLYH�ZHHNV��7KH�SULPDU\�DQDO\VLV�ZDV�D�FRPSDULVRQ�RI�GHSUHVVLRQ�IUHH�UDWHV� 
EHWZHHQ�WKH�EXSURSLRQ�DQG�SODFHER�JURXSV�� 

,Q�WKHVH���WULDOV��WKH�SHUFHQWDJH�RI�SDWLHQWV�ZKR�ZHUH�GHSUHVVLRQ�IUHH��GLG�QRW�KDYH�DQ�HSLVRGH�RI� 
0''��DW�WKH�HQG�RI�WUHDWPHQW�ZDV�VLJQLILFDQWO\�KLJKHU�LQ�WKH�EXSURSLRQ�JURXS�WKDQ�LQ�WKH� 
SODFHER�JURXS��������YV���������������YV���������DQG�������YV��������IRU�7ULDOV������DQG���� 
UHVSHFWLYHO\��)RU�WKH���WULDOV�FRPELQHG��WKH�GHSUHVVLRQ�IUHH�UDWH�ZDV�������YHUVXV��������LQ�WKH� 
EXSURSLRQ�DQG�SODFHER�JURXS��UHVSHFWLYHO\�� 

��� +2:�6833/,('�6725$*(�$1'�+$1'/,1*� 
$3/(1=,1��([WHQGHG�5HOHDVH�7DEOHWV������PJ�RI�EXSURSLRQ�K\GUREURPLGH��DUH�ZKLWH�WR�RII� 
ZKLWH��URXQG�WDEOHWV�SULQWHG�ZLWK�³%5´�RYHU�³���´�LQ�ERWWOHV�RI����WDEOHWV��1'&����������������� 

$3/(1=,1��([WHQGHG�5HOHDVH�7DEOHWV������PJ�RI�EXSURSLRQ�K\GUREURPLGH��DUH�ZKLWH�WR�RII� 
ZKLWH��URXQG�WDEOHWV�SULQWHG�ZLWK�³%5´�RYHU�³���´�LQ�ERWWOHV�RI����WDEOHWV��1'&����������������� 

$3/(1=,1��([WHQGHG�5HOHDVH�7DEOHWV������PJ�RI�EXSURSLRQ�K\GUREURPLGH��DUH�ZKLWH�WR�RII� 
ZKLWH��URXQG�WDEOHWV�SULQWHG�ZLWK�³%5´�RYHU�³���´�LQ�ERWWOHV�RI����WDEOHWV��1'&����������������� 

6WRUH�DW����&�����)���H[FXUVLRQV�SHUPLWWHG�WR�������&��������)��>VHH�863�&RQWUROOHG�5RRP� 
7HPSHUDWXUH@�� 

��� 3$7,(17�&2816(/,1*�,1)250$7,21� 
������ � ,QIRUPDWLRQ�IRU�3DWLHQWV� 
6HH�)'$�DSSURYHG�SDWLHQW�ODEHOLQJ��0HGLFDWLRQ�*XLGH��� 

3UHVFULEHUV�RU�RWKHU�KHDOWK�SURIHVVLRQDOV�VKRXOG�LQIRUP�SDWLHQWV��WKHLU�IDPLOLHV��DQG�WKHLU� 
FDUHJLYHUV�DERXW�WKH�EHQHILWV�DQG�ULVNV�DVVRFLDWHG�ZLWK�WUHDWPHQW�ZLWK�$3/(1=,1�DQG�VKRXOG� 
FRXQVHO�WKHP�LQ�LWV�DSSURSULDWH�XVH��� 

$�SDWLHQW�0HGLFDWLRQ�*XLGH�DERXW�³$QWLGHSUHVVDQW�0HGLFLQHV��'HSUHVVLRQ�DQG�2WKHU�6HULRXV� 
0HQWDO�,OOQHVVHV��DQG�6XLFLGDO�7KRXJKWV�RU�$FWLRQV�´�DQG�RWKHU�LPSRUWDQW�LQIRUPDWLRQ�DERXW� 
XVLQJ�$3/(1=,1�LV�DYDLODEOH�IRU�$3/(1=,1��7KH�SUHVFULEHU�RU�KHDOWK�SURIHVVLRQDO�VKRXOG� 
LQVWUXFW�SDWLHQWV��WKHLU�IDPLOLHV��DQG�WKHLU�FDUHJLYHUV�WR�UHDG�WKH�0HGLFDWLRQ�*XLGH�DQG�VKRXOG� 
DVVLVW�WKHP�LQ�XQGHUVWDQGLQJ�LWV�FRQWHQWV��3DWLHQWV�VKRXOG�EH�JLYHQ�WKH�RSSRUWXQLW\�WR�GLVFXVV�WKH� 
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FRQWHQWV�RI�WKH�0HGLFDWLRQ�*XLGH�DQG�WR�REWDLQ�DQVZHUV�WR�DQ\�TXHVWLRQV�WKH\�PD\�KDYH��7KH� 
FRPSOHWH�WH[W�RI�WKH�0HGLFDWLRQ�*XLGH�LV�UHSULQWHG�DW�WKH�HQG�RI�WKLV�GRFXPHQW��� 

$GYLVH�SDWLHQWV�UHJDUGLQJ�WKH�IROORZLQJ�LVVXHV�DQG�WR�DOHUW�WKHLU�SUHVFULEHU�LI�WKHVH�RFFXU�ZKLOH� 
WDNLQJ�$3/(1=,1�� 

&OLQLFDO�:RUVHQLQJ�DQG�6XLFLGH�5LVN�LQ�7UHDWLQJ�3V\FKLDWULF�'LVRUGHUV� 
,QVWUXFW�SDWLHQWV��WKHLU�IDPLOLHV��DQG�RU�WKHLU�FDUHJLYHUV�WR�EH�DOHUW�WR�WKH�HPHUJHQFH�RI�DQ[LHW\�� 
DJLWDWLRQ��SDQLF�DWWDFNV��LQVRPQLD��LUULWDELOLW\��KRVWLOLW\��DJJUHVVLYHQHVV��LPSXOVLYLW\��DNDWKLVLD� 
�SV\FKRPRWRU�UHVWOHVVQHVV���K\SRPDQLD��PDQLD��RWKHU�XQXVXDO�FKDQJHV�LQ�EHKDYLRU��ZRUVHQLQJ�RI� 
GHSUHVVLRQ��DQG�VXLFLGDO�LGHDWLRQ��HVSHFLDOO\�HDUO\�GXULQJ�DQWLGHSUHVVDQW�WUHDWPHQW�DQG�ZKHQ�WKH� 
GRVH�LV�DGMXVWHG�XS�RU�GRZQ��$GYLVH�IDPLOLHV�DQG�FDUHJLYHUV�RI�SDWLHQWV�WR�REVHUYH�IRU�WKH� 
HPHUJHQFH�RI�VXFK�V\PSWRPV�RQ�D�GD\�WR�GD\�EDVLV��VLQFH�FKDQJHV�PD\�EH�DEUXSW��6XFK� 
V\PSWRPV�VKRXOG�EH�UHSRUWHG�WR�WKH�SDWLHQW¶V�SUHVFULEHU�RU�KHDOWK�SURIHVVLRQDO��HVSHFLDOO\�LI�WKH\� 
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Medication Guide 
APLENZIN (uh-PLEN-zin) 

(bupropion hydrobromide) 
Extended-Release tablets 

Read this Medication Guide carefully before you start using APLENZIN and each 
time you get a refill. There may be new information. This information does not take 
the place of talking to your healthcare provider about your medical condition or 
your treatment.  If you have any questions about APLENZIN, ask your healthcare 
provider or pharmacist. 

IMPORTANT: Be sure to read the three sections of this Medication Guide. 
The first section is about the risk of suicidal thoughts and actions with 
antidepressant medicines; the second section is about the risk of changes 
in thinking and behavior, depression and suicidal thoughts or actions with 
medicines used to quit smoking; and the third section is entitled “What 
Other Important Information Should I Know About APLENZIN? 

Antidepressant Medicines, Depression and Other Serious Mental Illnesses, 
and Suicidal Thoughts or Actions� 

This section of the Medication Guide is only about the risk of suicidal thoughts and 
actions with antidepressant medicines. Talk to your healthcare provider or your 
family member’s healthcare provider about: 

x all risks and benefits of treatment with antidepressant medicines 
x all treatment choices for depression or other serious mental illness 

What is the most important information I should know about 
antidepressant medicines, depression and other serious mental illnesses, 
and suicidal thoughts or actions? 

1. Antidepressant medicines may increase suicidal thoughts or actions in 
some children, teenagers, or young adults within the first few months of 
treatment. 

2. Depression or other serious mental illnesses are the most important 
causes of suicidal thoughts or actions.  Some people may have a 
particularly high risk of having suicidal thoughts or actions. These include 
people who have (or have a family history of) bipolar illness (also called manic-
depressive illness) or suicidal thoughts or actions. 
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3. How can I watch for and try to prevent suicidal thoughts and actions in 
myself or a family member? 

x Pay close attention to any changes, especially sudden changes in mood, 
behaviors, thoughts, or feelings. This is very important when an antidepressant 
medicine is started or when the dose is changed. 

x Call your healthcare provider right away to report new or sudden changes in 
mood, behavior, thoughts, or feelings. 

x Keep all follow-up visits with your healthcare provider as scheduled. Call the 
healthcare provider between visits as needed, especially if you have concerns 
about symptoms. 

Call your healthcare provider right away if you or your family member has 
any of the following symptoms especially if they are new, worse, or worry 
you: 
x thoughts about suicide or dying 
x attempts to commit suicide 
x new or worse depression 
x new or worse anxiety 
x feeling very agitated or restless 
x panic attacks 
x trouble sleeping (insomnia) 
x new or worse irritability 
x acting aggressive, being angry, or violent 
x acting on dangerous impulses 
x an extreme increase in activity and talking (mania) 
x other unusual changes in behavior or mood 

What else do I need to know about antidepressant medicines? 

x	 Never stop an antidepressant medicine without first talking to a 
healthcare provider.  Stopping an antidepressant medicine suddenly can 
cause other symptoms. 

x	 Antidepressants are medicines used to treat depression and other 
illnesses. It is important to discuss all the risks of treating depression and also 
the risks of not treating it. Patients and their families or other caregivers should 
discuss all treatment choices with the healthcare provider, not just the use of 
antidepressants. 

x	 Antidepressant medicines have other side effects. Talk to the healthcare 
provider about the side effects of the medicine prescribed for you or your family 
member. 

x Antidepressant medicines can interact with other medicines. Know all of 
the medicines that you or your family member takes. Keep a list of all medicines 
to show the healthcare provider. Do not start new medicines without first 
checking with your healthcare provider. 
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Quitting Smoking, Quit-Smoking Medications, Changes in Thinking and 
Behavior, Depression, and Suicidal Thoughts or Actions 

This section of the Medication Guide is only about the risk of changes in thinking 
and behavior, depression and suicidal thoughts or actions with drugs used to quit 
smoking. 

Although APLENZIN is not a treatment for quitting smoking, it contains a form of 
the same active ingredient (bupropion hydrobromide) as ZYBAN® which is used to 
help people quit smoking. Some people have had changes in behavior, hostility, 
agitation, depression, suicidal thoughts or actions while taking bupropion to help 
them quit smoking. These symptoms can develop during treatment with bupropion 
or after stopping treatment with bupropion. 

If you, your family member, or your caregiver notice agitation, hostility, depression 
or changes in thinking or behavior that are not typical for you, or you have any of 
the following symptoms, stop taking bupropion and call your healthcare provider 
right away: 

x thoughts about suicide or dying 
x attempts to commit suicide 
x new or worse depression 
x new or worse anxiety 
x panic attacks 
x feeling very agitated or restless 
x acting aggressive, being angry, or violent 
x acting on dangerous impulses 
x an extreme increase in activity and talking (mania) 
x abnormal thoughts or sensations 
x seeing or hearing things that are not there (hallucinations) 
x feeling people are against you (paranoia) 
x feeling confused 
x other unusual changes in behavior or mood 

When you try to quit smoking, with or without bupropion, you may have symptoms 
that may be due to nicotine withdrawal, including urge to smoke, depressed mood, 
trouble sleeping, irritability, frustration, anger, feeling anxious, difficulty 
concentrating, restlessness, decreased heart rate, and increased appetite or weight 
gain. Some people have even experienced suicidal thoughts when trying to quit 
smoking without medication. Sometimes quitting smoking can lead to worsening of 
mental health problems that you already have, such as depression. 

Before taking bupropion, tell your healthcare provider if you have ever had 
depression or other mental illnesses.  You should also tell your healthcare provider 
about any symptoms you had during other times you tried to quit smoking, with or 
without bupropion. 
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What Other Important Information Should I Know About APLENZIN? 

x Seizures: There is a chance of having a seizure (convulsion, fit) 
with APLENZIN, especially in people: 
o	 with certain medical problems 
o	 who take certain medicines 

The chance of having seizures increases with higher doses of APLENZIN. For more 
information, see the sections “Who should not take APLENZIN?” and “What 
should I tell my healthcare provider before using APLENZIN?” Tell your 
healthcare provider about all of your medical conditions and all the medicines you 
take. Do not take any other medicines while you are using APLENZIN 
unless your healthcare provider has said it is okay to take them. 

If you have a seizure while taking APLENZIN, stop taking the tablets and 
call your healthcare provider right away. Do not take APLENZIN again if you 
have a seizure. 

x	 High blood pressure (hypertension): Some people get high blood 
pressure, that can be severe, while taking APLENZIN. The chance of high 
blood pressure may be higher if you also use nicotine replacement therapy (such 
as a nicotine patch) to help you stop smoking. 

x	 Severe allergic reactions: Some people have severe allergic reactions to 
APLENZIN. Stop taking APLENZIN and call your healthcare provider 
right away if you get a rash, itching, hives, fever, swollen lymph glands, 
painful sores in the mouth or around the eyes, swelling of the lips or tongue, 
chest pain, or trouble breathing. These could be signs of a serious allergic 
reaction.� 

x	 Unusual thoughts or behaviors: Some people may have unusual thoughts or 
behaviors while taking APLENZIN, including delusions (believe you are someone 
else), hallucinations (seeing or hearing things that are not there), paranoia 
(feeling that people are against you), or feeling confused. If this happens to you, 
call your healthcare provider. 

x	 Visual Problems 

x eye pain 
x changes in vision 
x swelling or redness in or around the eye 

Only some people are at risk for these problems. You may want to undergo an 
eye examination to see if you are at risk and receive preventative treatment if 
you are. 
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x Manic episodes: Some people may have periods of mania while taking    

APLENZIN, including:
 
x greatly increased energy
 
x
 severe trouble sleeping 
x racing thoughts 
x reckless behavior 
x unusually grand ideas 
x excessive happiness or irritability
 
x talking more or faster than usual
 

If you have any of the above symptoms of mania, call your healthcare provider. 

What is APLENZIN? 

APLENZIN is a prescription medicine used to treat people with a certain type of 
depression called major depressive disorder and for the prevention of autumn-
winter seasonal depression (seasonal affective disorder). 

Who should not take APLENZIN? 

Do not take APLENZIN if you: 
x have or had a seizure disorder or epilepsy 
x have or had an eating disorder such as anorexia nervosa or bulimia 
x drink a lot of alcohol and abruptly stop drinking, or use medicines called 

sedatives (these make you sleepy) or benzodiazepines and you stop using them 
all of a sudden 

x	 have taken within the last 14 days medicine for depression called a monoamine 
oxidase inhibitor (MAOI), such as NARDIL® (phenelzine sulfate), PARNATE® 

(tranylcypromine sulfate), or MARPLAN® (isocarboxazid) 
x	 are allergic to the active ingredient in APLENZIN, bupropion hydrobromide, or to 

any of the inactive ingredients. See the end of this leaflet for a complete list of 
ingredients in APLENZIN. 

What should I tell my healthcare provider before using APLENZIN? 

x	 Tell your healthcare provider if you have ever had depression, suicidal thoughts 
or actions, or other mental health problems. See “Antidepressant Medicines, 
Depression, and Other Mental Illnesses, and Suicidal Thoughts or Actions.” 

x	 Tell your healthcare provider about your other medical conditions 
including if you: 
x are pregnant or plan to become pregnant. It is not known if APLENZIN 

can harm your unborn baby. 
x are breastfeeding. APLENZIN passes through your milk. It is not known if 

APLENZIN can harm your baby. 
x have liver problems, especially cirrhosis of the liver 
x have kidney problems 
x have an eating disorder such as anorexia nervosa or bulimia 
x have had a head injury 
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x have had a seizure (convulsion, fit) 
x have a tumor in your nervous system (brain or spine) 
x have had a heart attack, heart problems, or high blood pressure 
x are a diabetic taking insulin or other medicines to control your blood sugar 
x drink a lot of alcohol 
x abuse prescription medicines or street drugs 

x Tell your healthcare provider about all the medicines you take, including 
prescription and non-prescription medicines, vitamins, and herbal supplements. 
Many medicines increase your chances of having seizures or cause other serious 
side effects if you take them while you are using APLENZIN.  

If you take APLENZIN, you should not take any other medicines that contain 
bupropion including: 

x	 ZYBAN® , WELLBUTRIN® Tablets 

x	 WELLBUTRIN® SR Sustained-Release Tablets 

x	 WELLBUTRIN XL® Extended-Release Tablets. 

Bupropion is the same active ingredient that is in APLENZIN. 

How should I take APLENZIN? 

x	 Take APLENZIN exactly as prescribed by your healthcare provider. 
x	 Do not chew, cut, or crush APLENZIN tablets. If you do the medicine will be 

released into your body too quickly. If this happens you may be more likely to 
get side effects including seizures. You must swallow the tablets whole. Tell 
your healthcare provider if you cannot swallow medicine tablets. 

x	 Take APLENZIN in the morning. 
x	 You may take APLENZIN with or without food. 
x	 If you miss a dose, do not take an extra tablet to make up for the dose you 

forgot. Wait and take your next tablet at the regular time. This is very 
important. Too much APLENZIN can increase your chance of having a seizure. 

x	 If you take too much APLENZIN, or overdose, call your local emergency room or 
poison control center right away. 

x	 The APLENZIN tablet is covered by a shell that slowly releases the medicine 
inside your body. You may notice something in your stool that looks like a 
tablet. This is normal. This is the empty shell passing from your body. 

x	 Do not take any other medicines while using APLENZIN unless your 
healthcare provider has told you it is okay. 

x If you are taking APLENZIN for the treatment of major depressive disorder, it 
may take several weeks for you to feel that APLENZIN is working. Once you feel 
better, it is important to keep taking APLENZIN exactly as directed by your 
healthcare provider. Call your healthcare provider if you do not feel APLENZIN is 
working for you. 

x If you are taking APLENZIN for the prevention of seasonal major depressive 
episodes associated with seasonal affective disorder, it is important to keep 
taking APLENZIN through the autumn-winter season, or as directed by your 
healthcare provider. 
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x Do not change your dose or stop taking APLENZIN without first talking with your 
healthcare provider first. 

What should I avoid while taking APLENZIN? 

x Do not drink alcohol while using APLENZIN.  If you usually drink a lot of alcohol, 
talk with your healthcare provider before suddenly stopping.  If you suddenly 
stop drinking alcohol, you may increase your chance of having seizures. 

x Do not drive a car or use heavy machinery until you know how APLENZIN affects 
you. APLENZIN can impair your ability to perform these tasks. 

� 
What are the possible side effects of APLENZIN? 

See “What is the most important information I should know about 
APLENZIN?” 

APLENZIN may cause serious side effects, including: 

The most common side effects of APLENZIN include: 
x dry mouth 
x nausea 
x trouble sleeping 
x dizziness 
x sore throat 
x stomach pain 
x agitation 
x anxiety 
x shakiness 
x fast heartbeat 
x sweating 
x ringing in the ears 
x muscle pain 
x anorexia 
x urinating more often than normal for you 
x rash� 

Tell your healthcare provider right away about any side effects that bother you. 

These are not all the possible side effects of APLENZIN. For more information, ask 
your healthcare provider or pharmacist. 

Call your doctor for medical advice about side effects. You may report side effects 
to FDA at 1-800-FDA-1088. 

You may also report side effects to Valeant Pharmaceuticals North America LLC at 
1-877-361-2719. 

How should I store APLENZIN? 

Store APLENZIN at room temperature between 59°F and 86°F (15°C to 30°C). 

Keep APLENZIN and all medicines out of the reach of children. 
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General information about APLENZIN 

x Medicines are sometimes prescribed for purposes other than those listed in a 
Medication Guide. Do not use APLENZIN for a condition for which it was not 
prescribed. Do not give APLENZIN to other people, even if they have the same 
symptoms you have. It may harm them. 

x If you take a urine drug screening test, APLENZIN may make the test result 
positive for amphetamines. If you tell the person giving you the drug screening 
test that you are taking APLENZIN, they can do a more specific drug screening 
test that should not have this problem. 

This Medication Guide summarizes the most important information about 
APLENZIN. If you would like more information, talk with your healthcare provider. 
You may ask your healthcare provider or pharmacist for information about 
APLENZIN that is written for healthcare professionals. 

For more information about APLENZIN, go to www.APLENZIN.com or call 
1-800-633-1610. 

What are the ingredients in APLENZIN? 

Active ingredient: bupropion hydrobromide 

Inactive ingredients: ethylcellulose, glyceryl behenate, polyvinyl alcohol, 
polyethylene glycol, povidone, and dibutyl sebacate. Carnauba wax is included in 
the 174 mg and 348 mg strengths. The tablets are printed with edible black ink. 

The following are registered trademarks of their respective manufacturers: 
WELLBUTRIN®/GlaxoSmithKline; WELLBUTRIN XL®/GlaxoSmithKline; 
ZYBAN®/GlaxoSmithKline 

This Medication Guide has been approved by the U.S. Food and Drug 
Administration. 

Rx only
 

Manufactured by:
 
Valeant Pharmaceuticals International, Inc.
 
Steinbach, MB
 
Canada R5G 1Z7
 

Manufactured for:
 
sanofi-aventis U.S. LLC
 
Bridgewater, NJ 08807
 
A SANOFI COMPANY
 

Origin Canada  
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