
&(17(5 )25 '58* (9$/8$7,21 $1'
 
5(6($5&+
 

APPLICATION NUMBER:
 

������2ULJ�V���
 

/$%(/,1*
 



 

	 	

+,*+/,*+76 2) 35(6&5,%,1* ,1)250$7,21
7KHVH KLJKOLJKWV GR QRW LQFOXGH DOO WKH LQIRUPDWLRQ QHHGHG WR XVH 
9(54892 VDIHO\ DQG HIIHFWLYHO\� 6HH IXOO SUHVFULELQJ LQIRUPDWLRQ
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9(5489270 �YHULFLJXDW� WDEOHWV� IRU RUDO XVH 
,QLWLDO 8�6� $SSURYDO� ���� 
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See full prescribing information for complete boxed warning. 
x 'R QRW DGPLQLVWHU 9(54892 WR D SUHJQDQW IHPDOH EHFDXVH

LW PD\ FDXVH IHWDO KDUP� ��� ���� ���� 
x )HPDOHV RI UHSURGXFWLYH SRWHQWLDO� ([FOXGH SUHJQDQF\

EHIRUH WKH VWDUW RI WUHDWPHQW� 7R SUHYHQW SUHJQDQF\� 
IHPDOHV RI UHSURGXFWLYH SRWHQWLDO PXVW XVH HIIHFWLYH IRUPV 
RI FRQWUDFHSWLRQ GXULQJ WUHDWPHQW DQG IRU RQH PRQWK DIWHU 
VWRSSLQJ WUHDWPHQW� ����� ���� ���� 

����������������������������,1',&$7,216 $1' 86$*(����������������������������
9(54892 LV D VROXEOH JXDQ\ODWH F\FODVH �V*&� VWLPXODWRU� LQGLFDWHG WR 
UHGXFH WKH ULVN RI FDUGLRYDVFXODU GHDWK DQG KHDUW IDLOXUH �+)� 
KRVSLWDOL]DWLRQ IROORZLQJ D KRVSLWDOL]DWLRQ IRU KHDUW IDLOXUH RU QHHG IRU 
RXWSDWLHQW ,9 GLXUHWLFV� LQ DGXOWV ZLWK V\PSWRPDWLF FKURQLF +) DQG 
HMHFWLRQ IUDFWLRQ OHVV WKDQ ���� ��� 

����������������������� '26$*( $1' $'0,1,675$7,21 ����������������������� 
x 7KH UHFRPPHQGHG VWDUWLQJ GRVH RI 9(54892 LV ��� PJ RUDOO\ 

RQFH GDLO\ ZLWK IRRG� ����� 
x 'RXEOH WKH GRVH RI 9(54892 DSSUR[LPDWHO\ HYHU\ � ZHHNV WR 

UHDFK WKH WDUJHW PDLQWHQDQFH GRVH RI �� PJ RQFH GDLO\� DV 
WROHUDWHG E\ WKH SDWLHQW� ����� 

x	 7DEOHWV PD\ EH FUXVKHG DQG PL[HG ZLWK ZDWHU IRU SDWLHQWV ZKR 
KDYH GLIILFXOW\ VZDOORZLQJ� ����� 

��������������������� '26$*( )2506 $1' 675(1*7+6 ���������������������
7DEOHWV� ��� PJ� � PJ DQG �� PJ ��� 

�������������������������������&2175$,1',&$7,216������������������������������� 
x 3DWLHQWV ZLWK FRQFRPLWDQW XVH RI RWKHU VROXEOH JXDQ\ODWH F\FODVH 

�V*&� VWLPXODWRUV� ��� ���� 
x 3UHJQDQF\ ��� 

������������������������������ $'9(56( 5($&7,216 ������������������������������
0RVW FRPPRQ DGYHUVH UHDFWLRQV UHSRUWHG LQ ��� DUH K\SRWHQVLRQ DQG 
DQHPLD� ����� 

7R UHSRUW 6863(&7(' $'9(56( 5($&7,216� FRQWDFW 0HUFN
6KDUS 'RKPH &RUS�� D VXEVLGLDU\ RI 0HUFN &R�� ,QF�� DW ������ 
�������� RU )'$ DW ������)'$����� RU ZZZ�IGD�JRY�PHGZDWFK� 

�������������������������������'58* ,17(5$&7,216������������������������������� 
x	 3'(�� ,QK ELWRUV� &RQFRPLWDQW XVH LV QRW UHFRPPHQGHG� ����� 

����������������������� 86( ,1 63(&,),& 3238/$7,216 ����������������������� 
x	 /DFWDWLRQ� %UHDVWIHHGLQJ LV QRW UHFRPPHQGHG ����� 

6HH �� IRU 3$7,(17 &2816(/,1* ,1)250$7,21 DQG 0HGLFDWLRQ
*XLGH� 

5HYLVHG� ������� 

)8// 35(6&5,%,1* ,1)250$7,21� &217(176
 

:$51,1*� (0%5<2�)(7$/ 72;,&,7< 

� ,1',&$7,216 $1' 86$*( 
� '26$*( $1' $'0,1,675$7,21

��� 5HFRPPHQGHG 'RVDJH 
��� 3UHJQDQF\ 7HVWLQJ LQ )HPDOHV RI 5HSURGXFWLYH 3RWHQWLDO 

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

��� (PEU\R�)HWDO 7R[LFLW\ 
�	 $'9(56( 5($&7,216

��� &OLQLFDO 7ULDOV ([SHULHQFH 
�	 '58* ,17(5$&7,216

��� 2WKHU 6ROXEOH *XDQ\ODWH &\FODVH 6WLPXODWRUV
 
��� 3'(�� ,QKLELWRUV
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:$51,1*� (0%5<2�)(7$/ 72;,&,7< 

)HPDOHV RI UHSURGXFWLYH SRWHQWLDO� ([FOXGH SUHJQDQF\ EHIRUH WKH VWDUW RI WUHDWPHQW� 7R SUHYHQW
SUHJQDQF\� IHPDOHV RI UHSURGXFWLYH SRWHQWLDO PXVW XVH HIIHFWLYH IRUPV RI FRQWUDFHSWLRQ GXULQJ 
WUHDWPHQW DQG IRU RQH PRQWK DIWHU VWRSSLQJ WUHDWPHQW� 'R QRW DGPLQLVWHU 9(54892 WR D SUHJQDQW
IHPDOH EHFDXVH LW PD\ FDXVH IHWDO KDUP [see Dosage and Administration (2.2), Warnings and 
Precautions (5.1), and Use in Specific Populations (8.3)]� 

� ,1',&$7,216 $1' 86$*( 

9(54892� LV LQGLFDWHG WR UHGXFH WKH ULVN RI FDUGLRYDVFXODU GHDWK DQG KHDUW IDLOXUH �+)� KRVSLWDOL]DWLRQ 
IROORZLQJ D KRVSLWDOL]DWLRQ IRU KHDUW IDLOXUH RU QHHG IRU RXWSDWLHQW ,9 GLXUHWLFV� LQ DGXOWV ZLWK V\PSWRPDWLF 
FKURQLF +) DQG HMHFWLRQ IUDFWLRQ OHVV WKDQ ��� [see Clinical Studies (14)]� 

� '26$*( $1' $'0,1,675$7,21 

��� 5HFRPPHQGHG 'RVDJH 
7KH UHFRPPHQGHG VWDUWLQJ GRVH RI 9(54892 LV ��� PJ RUDOO\ RQFH GDLO\ ZLWK IRRG� 

'RXEOH WKH GRVH RI 9(54892 DSSUR[LPDWHO\ HYHU\ � ZHHNV WR UHDFK WKH WDUJHW PDLQWHQDQFH GRVH RI �� 
PJ RQFH GDLO\� DV WROHUDWHG E\ WKH SDWLHQW� 

)RU SDWLHQWV ZKR DUH XQDEOH WR VZDOORZ ZKROH WDEOHWV� 9(54892 PD\ EH FUXVKHG DQG PL[HG ZLWK ZDWHU 
LPPHGLDWHO\ EHIRUH DGPLQLVWUDWLRQ [see Clinical Pharmacology (12.3)]� 

��� 3UHJQDQF\ 7HVWLQJ LQ )HPDOHV RI 5HSURGXFWLYH 3RWHQWLDO 
2EWDLQ D SUHJQDQF\ WHVW LQ IHPDOHV RI UHSURGXFWLYH SRWHQWLDO SULRU WR LQLWLDWLQJ WUHDWPHQW ZLWK 9(54892 
[see Warnings and Precautions (5.1) and Use in Specific Populations (8.3)]. 

� '26$*( )2506 $1' 675(1*7+6 

x 9(54892 ��� PJ �YHULFLJXDW ��� PJ� DUH URXQG� ELFRQYH[� ZKLWH ILOP�FRDWHG WDEOHWV GHERVVHG ZLWK ³���´ 
RQ RQH VLGH DQG ³9&´ RQ WKH RWKHU VLGH� 
x 9(54892 � PJ �YHULFLJXDW � PJ� DUH URXQG� ELFRQYH[� EURZQ�UHG ILOP�FRDWHG WDEOHWV GHERVVHG ZLWK ³�´ 
RQ RQH VLGH DQG ³9&´ RQ WKH RWKHU VLGH� 
x 9(54892 �� PJ �YHULFLJXDW �� PJ� DUH URXQG� ELFRQYH[� \HOORZ�RUDQJH ILOP�FRDWHG WDEOHWV GHERVVHG 
ZLWK ³��´ RQ RQH VLGH DQG ³9&´ RQ WKH RWKHU VLGH� 

� &2175$,1',&$7,216 

9(54892 LV FRQWUDLQGLFDWHG LQ SDWLHQWV ZLWK FRQFRPLWDQW XVH RI RWKHU VROXEOH JXDQ\ODWH F\FODVH �V*&� 
VWLPXODWRUV [see Drug Interactions (7.1)]� 

9(54892 LV FRQWUDLQGLFDWHG LQ SUHJQDQF\ [see Warnings and Precautions (5.1) and Use in Specific 
Populations (8.1)]. 

� :$51,1*6 $1' 35(&$87,216 

��� (PEU\R�)HWDO 7R[LFLW\
%DVHG RQ GDWD IURP DQLPDO UHSURGXFWLRQ VWXGLHV� 9(54892 PD\ FDXVH IHWDO KDUP ZKHQ DGPLQLVWHUHG WR 
D SUHJQDQW ZRPDQ� $GYLVH IHPDOHV RI UHSURGXFWLYH SRWHQWLDO RI WKH SRWHQWLDO ULVN WR D IHWXV� 2EWDLQ D 
SUHJQDQF\ WHVW EHIRUH WKH VWDUW RI WUHDWPHQW� $GYLVH IHPDOHV RI UHSURGXFWLYH SRWHQWLDO WR XVH HIIHFWLYH 
FRQWUDFHSWLRQ GXULQJ WUHDWPHQW ZLWK 9(54892 DQG IRU DW OHDVW RQH PRQWK DIWHU WKH ILQDO GRVH� [see Dosage 
and Administration (2.2) and Use in Specific Populations (8.1, 8.3)]. 

�
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� $'9(56( 5($&7,216 

��� &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 SUDFWLFH� 

9(54892 ZDV HYDOXDWHG LQ 9,&725,$� ZKLFK LQFOXGHG ����� SDWLHQWV WUHDWHG ZLWK 9(54892 �XS WR �� 
PJ RQFH GDLO\�� 7KH PHDQ GXUDWLRQ RI 9(54892 H[SRVXUH ZDV � \HDU� DQG WKH PD[LPXP GXUDWLRQ ZDV 
��� \HDUV [see Clinical Studies (14)]� 7DEOH � OLVWV DGYHUVH GUXJ UHDFWLRQV RFFXUULQJ PRUH FRPPRQO\ ZLWK 
9(54892 WKDQ SODFHER DQG LQ ��� RI SDWLHQWV WUHDWHG ZLWK 9(54892 LQ 9,&725,$� 

7DEOH �� $GYHUVH 'UXJ 5HDFWLRQV 2FFXUULQJ ZLWK 9(54892 LQ 9,&725,$ 

$GYHUVH 'UXJ 5HDFWLRQ 9(54892 � 

1 ����� 

3ODFHER � 

1 ����� 

+\SRWHQVLRQ �� �� 

$QHPLD �� � 

� '58* ,17(5$&7,216 

��� 2WKHU 6ROXEOH *XDQ\ODWH &\FODVH 6WLPXODWRUV 
9(54892 LV FRQWUDLQGLFDWHG LQ SDWLHQWV ZLWK FRQFRPLWDQW XVH RI RWKHU VROXEOH JXDQ\ODWH F\FODVH �V*&� 
VWLPXODWRUV [see Contraindications (4)]� 

��� 3'(�� ,QKLELWRUV 
&RQFRPLWDQW XVH RI 9(54892 ZLWK 3'(�� LQKLELWRUV LV QRW UHFRPPHQGHG EHFDXVH RI WKH SRWHQWLDO IRU 
K\SRWHQVLRQ [see Clinical Pharmacology (12.2)]� 

� 86( ,1 63(&,),& 3238/$7,216 

��� 3UHJQDQF\ 
5LVN 6XPPDU\ 
%DVHG RQ GDWD IURP DQLPDO UHSURGXFWLRQ VWXGLHV� 9(54892 PD\ FDXVH IHWDO KDUP ZKHQ DGPLQLVWHUHG WR 
D SUHJQDQW ZRPDQ DQG LV FRQWUDLQGLFDWHG GXULQJ SUHJQDQF\ [see Contraindications (4)]� 7KHUH DUH QR 
DYDLODEOH GDWD ZLWK 9(54892 XVH LQ SUHJQDQW ZRPHQ� ,Q DQLPDO UHSURGXFWLRQ VWXGLHV� RUDO DGPLQLVWUDWLRQ 
RI YHULFLJXDW WR SUHJQDQW UDEELWV GXULQJ RUJDQRJHQHVLV� DW �� WLPHV WKH KXPDQ H[SRVXUH �WRWDO $8&� ZLWK 
WKH PD[LPXP UHFRPPHQGHG KXPDQ GRVH �05+'� RI �� PJ� UHVXOWHG LQ PDOIRUPDWLRQV RI WKH KHDUW DQG 
PDMRU YHVVHOV� DV ZHOO DV LQFUHDVHG QXPEHU RI DERUWLRQV DQG UHVRUSWLRQV �see Animal Data�� ,Q D 
SUH�SRVWQDWDO WR[LFLW\ VWXG\� YHULFLJXDW DGPLQLVWHUHG RUDOO\ WR UDWV GXULQJ JHVWDWLRQ WKURXJK ODFWDWLRQ FDXVHG 
PDWHUQDO WR[LFLW\� ZKLFK UHVXOWHG LQ GHFUHDVHG SXS ERG\ ZHLJKW JDLQ ���� WLPHV WKH 05+'� DQG LQFUHDVHG 
SXS PRUWDOLW\ ��� WLPHV WKH 05+'� GXULQJ WKH SUHZHDQLQJ SHULRG (see Animal Data)� 

7KH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH IRU WKH LQGLFDWHG SRSXODWLRQ LV 
XQNQRZQ� $OO SUHJQDQFLHV KDYH D EDFNJURXQG ULVN RI ELUWK GHIHFW� ORVV� RU RWKHU DGYHUVH RXWFRPHV� ,Q WKH 
8�6� JHQHUDO SRSXODWLRQ� WKH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH LQ FOLQLFDOO\ 
UHFRJQL]HG SUHJQDQFLHV LV ���� DQG ������� UHVSHFWLYHO\� 

,I D SDWLHQW EHFRPHV SUHJQDQW ZKLOH UHFHLYLQJ 9(54892� KHDOWKFDUH SURYLGHUV VKRXOG UHSRUW 9(54892 
H[SRVXUH E\ FDOOLQJ ��������������� 

'DWD 
Animal Data 
,Q DQ HPEU\R�IHWDO GHYHORSPHQW VWXG\ LQ UDEELWV� YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ WR SUHJQDQW UDEELWV 
GXULQJ WKH SHULRG RI RUJDQRJHQHVLV IURP JHVWDWLRQ GD\ �*'� � WR �� DW GRVHV RI ����� ��� RU ��� PJ�NJ�GD\� 

�
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$Q LQFUHDVHG LQFLGHQFH RI FDUGLDF YHQWULFXODU VHSWDO GHIHFW DORQJ ZLWK WUXQFXV DUWHULRVXV FRPPXQLV ZDV 
REVHUYHG DW ���� PJ�NJ�GD\� ZKLFK LV �� WLPHV WKH KXPDQ H[SRVXUH DW WKH 05+'� 0DWHUQDO WR[LFLW\ 
�GHFUHDVHG IRRG FRQVXPSWLRQ DQG ERG\ ZHLJKW ORVV�� ZKLFK PD\ KDYH UHVXOWHG LQ ODWH VSRQWDQHRXV 
DERUWLRQV DQG UHVRUSWLRQV ZDV QRWHG DW ���� PJ�NJ�GD\ ��� WLPHV WKH KXPDQ H[SRVXUH DW WKH 05+'�� 7KHUH 
ZHUH QR PDWHUQDO WR[LFLW\ RU DERUWLRQV�UHVRUSWLRQV DQG QR PDOIRUPDWLRQV RI WKH KHDUW DQG PDMRU YHVVHOV LQ 
UDEELWV DW DQ H[SRVXUH DSSUR[LPDWHO\ HTXLYDOHQW WR WKH KXPDQ H[SRVXUH DW WKH 05+'� 

,Q D SUHQDWDO GHYHORSPHQWDO WR[LFLW\ VWXG\ LQ UDWV� YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ WR SUHJQDQW UDWV GXULQJ 
WKH SHULRG RI RUJDQRJHQHVLV IURP *' � WR �� DW GRVHV RI �� �� RU �� PJ�NJ�GD\� 1R GHYHORSPHQWDO WR[LFLW\ 
ZDV REVHUYHG XS WR WKH KLJKHVW GRVH ��� WLPHV WKH KXPDQ H[SRVXUH >WRWDO $8&@ DW WKH 05+'�� 0DWHUQDO 
WR[LFLW\ �GHFUHDVHG ERG\ ZHLJKW JDLQ DQG IRRG FRQVXPSWLRQ� ZDV REVHUYHG DW ��� PJ�NJ�GD\ ���� WLPHV 
WKH KXPDQ H[SRVXUH DW WKH 05+'�� 7KHUH ZDV QR PDWHUQDO WR[LFLW\ DW � PJ�NJ�GD\ �� WLPHV WKH KXPDQ 
H[SRVXUH DW WKH 05+'�� 

,Q D SUH�SRVWQDWDO GHYHORSPHQW VWXG\ LQ UDWV� YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ DW GRVHV RI ���� �� RU �� 
PJ�NJ�GD\ IURP *' � WKURXJK ODFWDWLRQ GD\ ��� 0DWHUQDO WR[LFLW\ �GHFUHDVHV LQ IRRG FRQVXPSWLRQ DQG ERG\ 
ZHLJKW JDLQ� ZDV REVHUYHG DW DOO GRVH OHYHOV �� WLPHV WKH KXPDQ H[SRVXUH �WRWDO $8&� DW WKH 05+' DQG 
UHVXOWHG LQ GHFUHDVHG SXS ERG\ ZHLJKW JDLQ DW ��� PJ�NJ�GD\ ���� WLPHV WKH KXPDQ H[SRVXUH DW WKH 05+'� 
DQG SXS PRUWDOLW\ DW �� PJ�NJ�GD\ ��� WLPHV WKH 0+5'�� 

>��&@�YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ WR SUHJQDQW UDWV DW D GRVH RI � PJ�NJ� 9HULFLJXDW�UHODWHG PDWHULDO 
ZDV WUDQVIHUUHG DFURVV WKH SODFHQWD� ZLWK IHWDO SODVPD FRQFHQWUDWLRQV RI DSSUR[LPDWHO\ ��� PDWHUQDO 
FRQFHQWUDWLRQV RQ *' ��� 

��� /DFWDWLRQ
5LVN 6XPPDU\ 
7KHUH DUH QR GDWD RQ WKH SUHVHQFH RI YHULFLJXDW LQ KXPDQ PLON� WKH HIIHFWV RQ WKH EUHDVWIHG LQIDQW� RU WKH 
HIIHFWV RQ PLON SURGXFWLRQ� 9HULFLJXDW LV SUHVHQW LQ WKH PLON RI ODFWDWLQJ UDWV DQG LW LV OLNHO\ WKDW YHULFLJXDW RU 
LWV PHWDEROLWHV DUH SUHVHQW LQ KXPDQ PLON (see Data). %HFDXVH RI WKH SRWHQWLDO IRU VHULRXV DGYHUVH UHDFWLRQV 
LQ EUHDVWIHG LQIDQWV IURP 9(54892� DGYLVH ZRPHQ QRW WR EUHDVWIHHG GXULQJ WUHDWPHQW ZLWK 9(54892� 

'DWD 
>��&@�YHULFLJXDW ZDV DGPLQLVWHUHG LQWUDYHQRXVO\ WR ODFWDWLQJ UDWV DW D GRVH RI � PJ�NJ� 9HULFLJXDW�UHODWHG 
PDWHULDO ZDV H[FUHWHG LQWR PLON DW FRQFHQWUDWLRQV DSSUR[LPDWHO\ ��� PDWHUQDO SODVPD FRQFHQWUDWLRQV RQ 
/' �� 

��� )HPDOHV DQG 0DOHV RI 5HSURGXFWLYH 3RWHQWLDO 
3UHJQDQF\ 7HVWLQJ 
9HULI\ WKH SUHJQDQF\ VWDWXV LQ IHPDOHV RI UHSURGXFWLYH SRWHQWLDO SULRU WR LQLWLDWLQJ 9(54892 [see Dosage 
and Administration (2.2), Warnings and Precautions (5.1) and Use in Specific Populations (8.1)]. 

&RQWUDFHSWLRQ 
Females 
9(54892 PD\ FDXVH IHWDO KDUP ZKHQ DGPLQLVWHUHG WR D SUHJQDQW ZRPDQ� $GYLVH IHPDOHV RI UHSURGXFWLYH 
SRWHQWLDO WR XVH HIIHFWLYH FRQWUDFHSWLRQ GXULQJ WUHDWPHQW DQG IRU RQH PRQWK DIWHU WKH ILQDO GRVH [see 
Warnings and Precautions (5.1)]. 

��� 3HGLDWULF 8VH 
6DIHW\ DQG HIIHFWLYHQHVV RI 9(54892 KDYH QRW EHHQ HVWDEOLVKHG LQ SHGLDWULF SDWLHQWV� 

��� *HULDWULF 8VH 
1R GRVDJH DGMXVWPHQW RI 9(54892 LV UHTXLUHG LQ JHULDWULF SDWLHQWV� ,Q 9,&725,$� D WRWDO RI ����� ����� 
SDWLHQWV WUHDWHG ZLWK 9(54892 ZHUH �� \HDUV DQG ROGHU� DQG ��� ����� SDWLHQWV WUHDWHG ZLWK 9(54892 
ZHUH �� \HDUV DQG ROGHU� 1R RYHUDOO GLIIHUHQFHV LQ VDIHW\ RU HIILFDF\ RI 9(54892 ZHUH REVHUYHG EHWZHHQ 
SDWLHQWV DJHG �� \HDUV DQG ROGHU FRPSDUHG WR \RXQJHU SDWLHQWV� EXW JUHDWHU VHQVLWLYLW\ RI VRPH ROGHU 
LQGLYLGXDOV FDQQRW EH UXOHG RXW [see Clinical Pharmacology (12.3) and Clinical Studies (14)]� 

�
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��� 5HQDO ,PSDLUPHQW 
1R GRVDJH DGMXVWPHQW RI 9(54892 LV UHFRPPHQGHG LQ SDWLHQWV ZLWK HVWLPDWHG JORPHUXODU ILOWUDWLRQ UDWH 
�H*)5� ��� P/�PLQ�����P� ZKR DUH QRW RQ GLDO\VLV� 9(54892 KDV QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK H*)5 
��� P/�PLQ�����P� DW WUHDWPHQW LQLWLDWLRQ RU RQ GLDO\VLV [see Clinical Pharmacology (12.3) and Clinical 
Studies (14)]� 

��� +HSDWLF ,PSDLUPHQW 
1R GRVDJH DGMXVWPHQW RI 9(54892 LV UHFRPPHQGHG LQ SDWLHQWV ZLWK PLOG RU PRGHUDWH KHSDWLF LPSDLUPHQW 
�H�J�� &KLOG�3XJK $ RU %�� 9(54892 KDV QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK VHYHUH KHSDWLF LPSDLUPHQW �H�J�� 
&KLOG�3XJK &� [see Clinical Pharmacology (12.3)]� 

�� 29(5'26$*( 

/LPLWHG GDWD DUH DYDLODEOH ZLWK UHJDUG WR RYHUGRVDJH LQ KXPDQ SDWLHQWV WUHDWHG ZLWK 9(54892� ,Q 
9,&725,$� GRVHV XS WR �� PJ KDYH EHHQ VWXGLHG� ,Q D VWXG\ RI SDWLHQWV ZLWK SUHVHUYHG HMHFWLRQ IUDFWLRQ 
KHDUW IDLOXUH �OHIW YHQWULFXODU HMHFWLRQ IUDFWLRQ ������ PXOWLSOH GRVHV RI 9(54892 �� PJ KDYH EHHQ VWXGLHG 
DQG ZHUH JHQHUDOO\ ZHOO WROHUDWHG� ,Q WKH HYHQW RI DQ RYHUGRVH� K\SRWHQVLRQ PD\ UHVXOW� 6\PSWRPDWLF 
WUHDWPHQW VKRXOG EH SURYLGHG� 9(54892 LV XQOLNHO\ WR EH UHPRYHG E\ KHPRGLDO\VLV EHFDXVH RI KLJK 
SURWHLQ ELQGLQJ� 

�� '(6&5,37,21 

9(54892 WDEOHWV FRQWDLQV YHULFLJXDW� D VROXEOH JXDQ\ODWH F\FODVH VWLPXODWRU� 

7KH FKHPLFDO QDPH RI YHULFLJXDW LV PHWK\O ^����GLDPLQR���>��IOXRUR������IOXRUREHQ]\O���+�S\UD]ROR>����E@ 
S\ULGLQ���\O@ S\ULPLGLQ���\O` FDUEDPDWH� 7KH PROHFXODU IRUPXOD LV &��+��)�1�2� DQG WKH PROHFXODU ZHLJKW LV 
������ J�PRO� 

7KH FKHPLFDO VWUXFWXUH LV� 

9HULFLJXDW LV D ZKLWH WR \HOORZLVK SRZGHU WKDW LV IUHHO\ VROXEOH LQ GLPHWK\O VXOIR[LGH� VOLJKWO\ VROXEOH LQ 
DFHWRQH� YHU\ VOLJKWO\ VROXEOH LQ HWKDQRO� DFHWRQLWULOH� PHWKDQRO� DQG HWK\O DFHWDWH� DQG SUDFWLFDOO\ LQVROXEOH 
LQ ��SURSDQRO� 

9(5489270 LV DYDLODEOH DV ILOP�FRDWHG WDEOHWV IRU RUDO DGPLQLVWUDWLRQ� FRQWDLQLQJ ��� PJ RI YHULFLJXDW� � 
PJ RI YHULFLJXDW RU �� PJ RI YHULFLJXDW� 
7KH WDEOHW LQDFWLYH LQJUHGLHQWV DUH FURVFDUPHOORVH VRGLXP� K\SURPHOORVH� ODFWRVH PRQRK\GUDWH� 
PDJQHVLXP VWHDUDWH� PLFURFU\VWDOOLQH FHOOXORVH� DQG VRGLXP ODXU\O VXOIDWH� 

7KH ILOP FRDWLQJ FRQWDLQV K\SURPHOORVH� WDOF DQG WLWDQLXP GLR[LGH� 7KH ILOP FRDWLQJ IRU WKH � PJ RI 
9(54892 WDEOHW DOVR FRQWDLQV IHUULF R[LGH UHG� 7KH ILOP FRDWLQJ IRU WKH �� PJ RI 9(54892 WDEOHW DOVR 
FRQWDLQV IHUULF R[LGH \HOORZ� 
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�� &/,1,&$/ 3+$50$&2/2*< 

���� 0HFKDQLVP RI $FWLRQ 
9HULFLJXDW LV D VWLPXODWRU RI VROXEOH JXDQ\ODWH F\FODVH �V*&�� DQ LPSRUWDQW HQ]\PH LQ WKH QLWULF R[LGH �12� 
VLJQDOLQJ SDWKZD\� :KHQ 12 ELQGV WR V*&� WKH HQ]\PH FDWDO\]HV WKH V\QWKHVLV RI LQWUDFHOOXODU F\FOLF 
JXDQRVLQH PRQRSKRVSKDWH �F*03�� D VHFRQG PHVVHQJHU WKDW SOD\V D UROH LQ WKH UHJXODWLRQ RI YDVFXODU 
WRQH� FDUGLDF FRQWUDFWLOLW\� DQG FDUGLDF UHPRGHOLQJ� +HDUW IDLOXUH LV DVVRFLDWHG ZLWK LPSDLUHG V\QWKHVLV RI 
12 DQG GHFUHDVHG DFWLYLW\ RI V*&� ZKLFK PD\ FRQWULEXWH WR P\RFDUGLDO DQG YDVFXODU G\VIXQFWLRQ� %\ GLUHFWO\ 
VWLPXODWLQJ V*&� LQGHSHQGHQWO\ RI DQG V\QHUJLVWLFDOO\ ZLWK 12� YHULFLJXDW DXJPHQWV OHYHOV RI LQWUDFHOOXODU 
F*03� OHDGLQJ WR VPRRWK PXVFOH UHOD[DWLRQ DQG YDVRGLODWLRQ� 

���� 3KDUPDFRG\QDPLFV 
7KH PHDQ UHGXFWLRQ LQ V\VWROLF EORRG SUHVVXUH ZDV DSSUR[LPDWHO\ � WR � PP +J JUHDWHU LQ SDWLHQWV ZKR 
UHFHLYHG 9(54892 FRPSDUHG ZLWK SODFHER� 

9(54892 GHPRQVWUDWHG D GRVH�GHSHQGHQW UHGXFWLRQ LQ 17�SUR%13� D ELRPDUNHU LQ KHDUW IDLOXUH� DW �� 
ZHHNV FRPSDUHG WR SODFHER ZKHQ DGGHG WR VWDQGDUG RI FDUH� 7KH HVWLPDWHG UHGXFWLRQ IURP EDVHOLQH 17� 
SUR%13 DW ZHHN �� ZDV JUHDWHU LQ SDWLHQWV ZKR UHFHLYHG 9(54892 FRPSDUHG ZLWK SODFHER [see Clinical 
Studies (14)]� 

&DUGLDF (OHFWURSK\VLRORJ\ 
7KHUH ZDV QR HYLGHQFH RI SURDUUK\WKPLF ULVN LQ DQ in vitro DVVHVVPHQW RI YHULFLJXDW RU LWV PDMRU 1� 
JOXFXURQLGH PHWDEROLWH� 1R LQKLELWLRQ RI FDUGLDF LRQ FKDQQHOV �K(5*� K1DY���� RU K.Y/47��PLQN� ZDV 
REVHUYHG DW VXEVWDQWLDO PXOWLSOHV RI WKHLU XQERXQG &PD[ YDOXHV DW WKH UHFRPPHQGHG WDUJHW GRVH RI �� PJ� 

7KH LQWHJUDWHG ULVN DVVHVVPHQW RI QRQFOLQLFDO DQG FOLQLFDO GDWD VXSSRUWV WKDW DGPLQLVWUDWLRQ RI YHULFLJXDW �� 
PJ LV QRW DVVRFLDWHG ZLWK FOLQLFDOO\ PHDQLQJIXO 47F SURORQJDWLRQ� 

'UXJ ,QWHUDFWLRQ 6WXGLHV 
1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ EOHHGLQJ WLPH RU SODWHOHW DJJUHJDWLRQ ZHUH REVHUYHG ZKHQ D VLQJOH 
GRVH RI YHULFLJXDW �� PJ ZDV XVHG FRQFRPLWDQWO\ ZLWK ��� PJ RI DVSLULQ� 

1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV LQ SURWKURPELQ WLPH RU WKH DFWLYLWLHV RI )DFWRUV ,,� 9,,� DQG ; ZHUH 
REVHUYHG ZKHQ PXOWLSOH GRVHV RI 9(54892 �� PJ RQFH GDLO\ ZHUH XVHG FRQFRPLWDQWO\ ZLWK D VLQJOH GRVH 
RI ZDUIDULQ �� PJ� 

1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ VHDWHG EORRG SUHVVXUH �%3� ZHUH REVHUYHG ZKHQ PXOWLSOH GRVHV RI 
9(54892 ��� PJ ZHUH XVHG FRQFRPLWDQWO\ ZLWK VDFXELWULO�YDOVDUWDQ LQ KHDOWK\ VXEMHFWV� 

1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ VHDWHG %3 ZHUH REVHUYHG ZKHQ PXOWLSOH GRVHV RI 9(54892 �� PJ 
ZHUH XVHG FRQFRPLWDQWO\ ZLWK VKRUW� DQG ORQJ�DFWLQJ QLWUDWHV �QLWURJO\FHULQ VSUD\ DQG LVRVRUELGH 
PRQRQLWUDWH >,601@ PRGLILHG UHOHDVH �� PJ� LQ SDWLHQWV ZLWK FRURQDU\ DUWHU\ GLVHDVH� ,Q SDWLHQWV ZLWK KHDUW 
IDLOXUH� FRQFRPLWDQW XVH ZLWK VKRUW�DFWLQJ QLWUDWHV ZDV ZHOO WROHUDWHG� EXW WKHUH LV OLPLWHG H[SHULHQFH ZLWK 
ORQJ�DFWLQJ QLWUDWHV� 

&RQFRPLWDQW XVH RI 9(54892 �� PJ ZLWK VLQJOH GRVHV RI VLOGHQDILO ���� ��� RU ��� PJ� ZDV DVVRFLDWHG 
ZLWK DGGLWLRQDO VHDWHG %3 UHGXFWLRQ RI XS WR ��� PP +J �V\VWROLF�GLDVWROLF %3� 0$3�� FRPSDUHG WR 
DGPLQLVWUDWLRQ RI 9(54892 DORQH� 7KHUH LV OLPLWHG H[SHULHQFH ZLWK  FRQFRPLWDQW  XVH  RI  9(54892  DQG  
3'(�� LQKLELWRUV LQ SDWLHQWV ZLWK KHDUW IDLOXUH� 

���� 3KDUPDFRNLQHWLFV 
9HULFLJXDW VWHDG\�VWDWH PHDQ �FRHIILFLHQW RI YDULDWLRQ �� &PD[ LV ��� PFJ�/ ����� DQG $8& LV ����� PFJ�K�/ 
������� IROORZLQJ DGPLQLVWUDWLRQ RI 9(54892 �� PJ LQ SDWLHQWV ZLWK KHDUW IDLOXUH� 9HULFLJXDW 
SKDUPDFRNLQHWLFV LQFUHDVHV LQ D VOLJKWO\ OHVV WKDQ GRVH�SURSRUWLRQDO PDQQHU� 9HULFLJXDW DFFXPXODWHV LQ 
SODVPD XS WR �������� DQG UHDFKHV VWHDG\�VWDWH DIWHU DSSUR[LPDWHO\ � GD\V� 
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$EVRUSWLRQ 
7KH DEVROXWH ELRDYDLODELOLW\ RI YHULFLJXDW LV ��� ZKHQ WDNHQ ZLWK IRRG� 5HVXOWV ZHUH FRPSDUDEOH ZKHQ 
9(54892 ZDV DGPLQLVWHUHG RUDOO\ DV D ZKROH WDEOHW RU DV D FUXVKHG WDEOHW LQ ZDWHU� 

Effect of Food 
$GPLQLVWUDWLRQ RI 9(54892 �� PJ ZLWK D KLJK�IDW� KLJK�FDORULH PHDO LQFUHDVHV 7PD[ IURP DERXW � KRXU 
�IDVWHG� WR DERXW � KRXUV �IHG�� UHGXFHV 3. YDULDELOLW\� DQG LQFUHDVHV YHULFLJXDW $8& E\ ��� DQG &PD[ E\ 
��� FRPSDUHG ZLWK DGPLQLVWUDWLRQ LQ WKH IDVWHG VWDWH� 6LPLODU UHVXOWV ZHUH REWDLQHG ZKHQ 9(54892 ZDV 
DGPLQLVWHUHG ZLWK D ORZ�IDW� ORZ�FDORULH PHDO ZKHQ FRPSDUHG WR DGPLQLVWUDWLRQ ZLWK D KLJK�IDW� KLJK�FDORULH 
PHDO� 

'LVWULEXWLRQ 
7KH PHDQ VWHDG\�VWDWH YROXPH RI GLVWULEXWLRQ RI YHULFLJXDW LV DSSUR[LPDWHO\ �� / LQ KHDOWK\ VXEMHFWV� 3URWHLQ 
ELQGLQJ �SULPDULO\ WR VHUXP DOEXPLQ� RI YHULFLJXDW LV DERXW ���� 

(OLPLQDWLRQ 
7KH KDOI�OLIH RI YHULFLJXDW LV �� KRXUV LQ SDWLHQWV ZLWK KHDUW IDLOXUH� &OHDUDQFH LQ KHDOWK\ VXEMHFWV LV ��� /�K� 

Metabolism 
9HULFLJXDW SULPDULO\ XQGHUJRHV JOXFXURQLGDWLRQ E\ 8*7�$� DQG WR D OHVVHU H[WHQW� E\ 8*7�$� WR IRUP DQ 
LQDFWLYH 1�JOXFXURQLGH PHWDEROLWH� &<3�PHGLDWHG PHWDEROLVP LV D PLQRU FOHDUDQFH SDWKZD\ ������ 

Excretion 
)ROORZLQJ RUDO DGPLQLVWUDWLRQ RI UDGLRODEHOHG YHULFLJXDW WR KHDOWK\ VXEMHFWV� DSSUR[LPDWHO\ ��� RI WKH GRVH 
ZDV H[FUHWHG LQ XULQH �SULPDULO\ DV LQDFWLYH PHWDEROLWH� DQG ��� LQ IHFHV �SULPDULO\ DV XQFKDQJHG GUXJ�� 

6SHFLILF 3RSXODWLRQV 
Renal Impairment 
,Q SDWLHQWV ZLWK KHDUW IDLOXUH ZLWK PLOG� PRGHUDWH� DQG VHYHUH UHQDO LPSDLUPHQW QRW UHTXLULQJ GLDO\VLV� WKH 
PHDQ H[SRVXUH �$8&� RI YHULFLJXDW ZDV LQFUHDVHG E\ ��� ���� DQG ��� UHVSHFWLYHO\� FRPSDUHG WR 
SDWLHQWV ZLWK QRUPDO UHQDO IXQFWLRQ� 7KHVH GLIIHUHQFHV LQ H[SRVXUH DUH QRW FRQVLGHUHG FOLQLFDOO\ UHOHYDQW� 
7KH SKDUPDFRNLQHWLFV RI YHULFLJXDW KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK H*)5 ��� P/�PLQ�����P� DW 
WUHDWPHQW LQLWLDWLRQ RU RQ GLDO\VLV [see Use in Specific Populations (8.6)]� 

,Q D GHGLFDWHG FOLQLFDO SKDUPDFRORJ\ VWXG\� RWKHUZLVH KHDOWK\ SDUWLFLSDQWV ZLWK PLOG� PRGHUDWH� DQG VHYHUH 
UHQDO LPSDLUPHQW� KDG ��� ���� DQG ���� UHVSHFWLYHO\� KLJKHU PHDQ YHULFLJXDW H[SRVXUH �XQERXQG $8& 
QRUPDOL]HG IRU ERG\ ZHLJKW� DIWHU D VLQJOH GRVH FRPSDUHG WR KHDOWK\ FRQWUROV� 

7KH DSSDUHQW GLVFUHSDQF\ RI WKH HIIHFW RI UHQDO LPSDLUPHQW RQ YHULFLJXDW H[SRVXUH EHWZHHQ WKH GHGLFDWHG 
FOLQLFDO SKDUPDFRORJ\ VWXG\ DQG WKH DQDO\VLV LQ SDWLHQWV ZLWK KHDUW IDLOXUH PD\ EH DWWULEXWHG WR GLIIHUHQFHV 
LQ VWXG\ GHVLJQ DQG VL]H� 

Hepatic Impairment 
1R FOLQLFDOO\ UHOHYDQW LQFUHDVHV LQ H[SRVXUH �XQERXQG $8& QRUPDOL]HG IRU ERG\ ZHLJKW� ZHUH REVHUYHG IRU 
LQGLYLGXDOV ZLWK PLOG DQG PRGHUDWH KHSDWLF LPSDLUPHQW �&KLOG 3XJK $�%�� 0HDQ YHULFLJXDW H[SRVXUHV ZHUH 
��� DQG ��� KLJKHU� UHVSHFWLYHO\� FRPSDUHG WR LQGLYLGXDOV ZLWK QRUPDO KHSDWLF IXQFWLRQ� 7KH 
SKDUPDFRNLQHWLFV RI YHULFLJXDW KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK VHYHUH KHSDWLF LPSDLUPHQW �H�J�� 
&KLOG�3XJK &� [see Use in Specific Populations (8.7)]� 

1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV LQ WKH SKDUPDFRNLQHWLFV RI YHULFLJXDW ZHUH REVHUYHG EDVHG RQ DJH� VH[� 
UDFH�HWKQLFLW\ �%ODFN� :KLWH� $VLDQ� +LVSDQLF� /DWLQR�� ERG\ ZHLJKW� RU EDVHOLQH 17�SUR%13� (IIHFWV RI 
VSHFLILF SRSXODWLRQV RQ WKH SKDUPDFRNLQHWLFV RI YHULFLJXDW DUH VKRZQ LQ )LJXUH �� 
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'UXJ ,QWHUDFWLRQ 6WXGLHV 
Clinical Studies 
Effects of Other Drugs on the Pharmacokinetics of Vericiguat 
9HULFLJXDW LV OHVV VROXEOH DW QHXWUDO WKDQ DW DFLGLF S+� 3UH� DQG FR�WUHDWPHQW ZLWK GUXJV WKDW LQFUHDVH JDVWULF 
S+� VXFK DV SURWRQ SXPS LQKLELWRUV RU DQWDFLGV� GHFUHDVH YHULFLJXDW H[SRVXUH �$8&� E\ DERXW ��� 
IROORZLQJ IDVWHG DGPLQLVWUDWLRQ� +RZHYHU� FR�WUHDWPHQW ZLWK GUXJV WKDW LQFUHDVH JDVWULF S+ GLG QRW DIIHFW 
YHULFLJXDW H[SRVXUH LQ SDWLHQWV ZLWK KHDUW IDLOXUH ZKHQ YHULFLJXDW ZDV WDNHQ DV GLUHFWHG ZLWK IRRG� 

1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ YHULFLJXDW SKDUPDFRNLQHWLFV ZHUH REVHUYHG ZLWK FR�DGPLQLVWUDWLRQ RI 
PHIHQDPLF DFLG �8*7�$� LQKLELWRU�� NHWRFRQD]ROH �PXOWL�SDWKZD\ &<3 DQG WUDQVSRUWHU LQKLELWRU�� ULIDPSLQ 
�LQGXFHU�� GLJR[LQ �3�JS VXEVWUDWH�� ZDUIDULQ� DVSLULQ� VLOGHQDILO� RU WKH FRPELQDWLRQ RI VDFXELWULO�YDOVDUWDQ LQ 
KHDOWK\ VXEMHFWV� 1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ YHULFLJXDW SKDUPDFRNLQHWLFV ZHUH SUHGLFWHG ZLWK FR� 
DGPLQLVWUDWLRQ RI DWD]DQDYLU �8*7�$� LQKLELWRU�� 

Effects of Vericiguat on the Pharmacokinetics of Other Drugs 
1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ WKH SKDUPDFRNLQHWLFV RI PLGD]RODP �&<3�$ VXEVWUDWH�� GLJR[LQ �3� 
JS VXEVWUDWH�� ZDUIDULQ� VLOGHQDILO� RU WKH FRPELQDWLRQ RI VDFXELWULO �LQFOXGLQJ PHWDEROLWH /%4�����YDOVDUWDQ 
ZHUH REVHUYHG ZKHQ FRDGPLQLVWHUHG ZLWK 9(54892 LQ KHDOWK\ VXEMHFWV� 

In Vitro Studies 
&\WRFKURPH 3��� �&<3� HQ]\PHV� YHULFLJXDW LV QRW DQ LQKLELWRU RI &<3�$�� �%�� �&�� �&�� �&��� RU �'�� 
�$� DQG LV QRW DQ LQGXFHU RI &<3�$�� �%�� RU �$�� 

8ULGLQH GLSKRVSKDWH �8'3��JOXFXURQRV\O WUDQVIHUDVH �8*7� HQ]\PHV� YHULFLJXDW LV QRW DQ LQKLELWRU RI 
8*7�$�� �$�� �$�� �$�� �%�� RU �%�� 

7UDQVSRUWHU V\VWHPV� YHULFLJXDW LV D VXEVWUDWH RI 3�JO\FRSURWHLQ �3�JS� DQG EUHDVW FDQFHU UHVLVWDQFH SURWHLQ 
�%&53� EXW LV QRW D VXEVWUDWH RI RUJDQLF FDWLRQ WUDQVSRUWHU �2&7�� RU RUJDQLF DQLRQ WUDQVSRUWLQJ 
SRO\SHSWLGHV �2$73�%� DQG 2$73�%��� 9HULFLJXDW LV QRW DQ LQKLELWRU RI 3�JS� %&53� %6(3� 
2$73�%���%�� 2$7�� 2$7�� 2&7�� 2&7�� 0$7(�� RU 0$7(�.� 

�� 121&/,1,&$/ 72;,&2/2*< 

���� &DUFLQRJHQHVLV� 0XWDJHQHVLV� ,PSDLUPHQW RI )HUWLOLW\ 
&DUFLQRJHQHVLV 
&DUFLQRJHQLFLW\ ZDV HYDOXDWHG LQ ��\HDU VWXGLHV FRQGXFWHG LQ &'� PLFH DQG :LVWDU UDWV� 9HULFLJXDW GLG QRW 
VKRZ D FDUFLQRJHQLF HIIHFW LQ PLFH GRVHG XS WR ��� PJ�NJ�GD\ �PDOHV� RU XS WR ��� PJ�NJ�GD\ �IHPDOHV�� 
7KHVH GRVHV ZHUH DVVRFLDWHG ZLWK H[SRVXUHV �� WLPHV �PDOHV� RU �� �IHPDOHV� WLPHV WKH KXPDQ H[SRVXUH 
�WRWDO $8&� DW WKH 05+' RI �� PJ�GD\� 

,Q WKH FDUFLQRJHQLFLW\ VWXG\ LQ UDWV� QR YHULFLJXDW�UHODWHG WXPRU RU K\SHUSODVWLF ILQGLQJV ZHUH REVHUYHG DW 
GRVHV XS WR �� PJ�NJ�GD\� DW H[SRVXUHV RI �� �PDOHV� DQG �� WLPHV �IHPDOHV� WKH KXPDQ H[SRVXUH DW WKH 
05+'� 

0XWDJHQHVLV 
9HULFLJXDW ZDV QRW JHQRWR[LF LQ WKH in vitro PLFURELDO PXWDJHQLFLW\ �$PHV� DVVD\� WKH in vitro PRXVH  
O\PSKRPD DVVD\ DQG WKH in vivo UDW DQG PRXVH PLFURQXFOHXV DVVD\� 

,PSDLUPHQW RI )HUWLOLW\ 
7KHUH ZHUH QR HIIHFWV RQ IHUWLOLW\� PDWLQJ SHUIRUPDQFH RU HDUO\ HPEU\RQLF GHYHORSPHQW ZKHQ YHULFLJXDW ZDV 
DGPLQLVWHUHG WR UDWV DW XS WR �� WLPHV WKH KXPDQ H[SRVXUH �WRWDO $8&� DW WKH 05+'� 

���� $QLPDO 7R[LFRORJ\ DQG�RU 3KDUPDFRORJ\
,Q JURZLQJ UDWV� UHYHUVLEOH HIIHFWV RQ ERQH IRUPDWLRQ ZHUH REVHUYHG� FRQVLVWLQJ RI K\SHUWURSK\ RI JURZWK 
SODWH DQG K\SHURVWRVLV DQG UHPRGHOLQJ RI PHWDSK\VHDO DQG GLDSK\VHDO ERQH� 7KHVH HIIHFWV ZHUH QRW 

�
 

Reference ID: 4733497 



REVHUYHG DIWHU FKURQLF DGPLQLVWUDWLRQ RI YHULFLJXDW DW XS WR ��; �DGXOW PDOH UDWV�� ��; �DGXOW IHPDOH UDWV�� 
DQG ���; �DGXOW GRJV� WKH KXPDQ H[SRVXUH �WRWDO $8&� DW WKH 05+' [see Use in Specific Populations (8.4)]� 

�� &/,1,&$/ 678',(6 

9,&725,$ ZDV D UDQGRPL]HG� SDUDOOHO�JURXS� SODFHER�FRQWUROOHG� GRXEOH�EOLQG� HYHQW�GULYHQ� PXOWL�FHQWHU 
WULDO FRPSDULQJ 9(54892 DQG SODFHER LQ ����� DGXOW SDWLHQWV ZLWK V\PSWRPDWLF FKURQLF KHDUW IDLOXUH �1HZ 
<RUN +HDUW $VVRFLDWLRQ >1<+$@ FODVV ,,�,9� DQG OHIW YHQWULFXODU HMHFWLRQ IUDFWLRQ �/9()� OHVV WKDQ ��� 
IROORZLQJ D ZRUVHQLQJ KHDUW IDLOXUH HYHQW� $ ZRUVHQLQJ KHDUW IDLOXUH HYHQW ZDV GHILQHG DV KHDUW IDLOXUH 
KRVSLWDOL]DWLRQ ZLWKLQ � PRQWKV EHIRUH UDQGRPL]DWLRQ RU XVH RI RXWSDWLHQW ,9 GLXUHWLFV IRU KHDUW IDLOXUH ZLWKLQ 
� PRQWKV EHIRUH UDQGRPL]DWLRQ� 

3DWLHQWV ZHUH UDQGRPL]HG WR UHFHLYH 9(54892 �� PJ RU PDWFKLQJ SODFHER� 9(54892 ZDV LQLWLDWHG DW 
��� PJ RQFH GDLO\ DQG LQFUHDVHG DW DSSUR[LPDWHO\ � ZHHN LQWHUYDOV WR � PJ RQFH GDLO\ DQG WKH WDUJHW GRVH 
RI �� PJ RQFH GDLO\� DV WROHUDWHG� 3ODFHER GRVHV ZHUH VLPLODUO\ DGMXVWHG� $IWHU DSSUR[LPDWHO\ � \HDU� ��� 
RI SDWLHQWV LQ ERWK WUHDWPHQW JURXSV ZHUH WUHDWHG ZLWK WKH �� PJ WDUJHW GRVH� 

7KH SULPDU\ HQGSRLQW ZDV D FRPSRVLWH RI WLPH WR ILUVW HYHQW RI &9 GHDWK RU KRVSLWDOL]DWLRQ IRU KHDUW IDLOXUH� 
7KH PHGLDQ IROORZ�XS IRU WKH SULPDU\ HQGSRLQW ZDV �� PRQWKV� 

7KH SRSXODWLRQ ZDV ��� &DXFDVLDQ� ��� $VLDQ� DQG �� %ODFN� 7KH PHDQ DJH ZDV �� \HDUV DQG ��� 
ZHUH PDOH� $W UDQGRPL]DWLRQ� ��� RI SDWLHQWV ZHUH 1<+$ &ODVV ,,� ��� ZHUH 1<+$ &ODVV ,,,� DQG �� ZHUH 
1<+$ &ODVV ,9� 7KH PHDQ OHIW YHQWULFXODU HMHFWLRQ IUDFWLRQ �()� ZDV ���� $SSUR[LPDWHO\ KDOI RI DOO SDWLHQWV 
KDG DQ () ����� DQG ��� KDG DQ () EHWZHHQ ��� DQG ���� 7KH PRVW IUHTXHQWO\ UHSRUWHG PHGLFDO KLVWRU\ 
FRQGLWLRQV RWKHU WKDQ KHDUW IDLOXUH LQFOXGHG K\SHUWHQVLRQ ������ FRURQDU\ DUWHU\ GLVHDVH ������ 
K\SHUOLSLGHPLD ������ GLDEHWHV PHOOLWXV ������ DWULDO ILEULOODWLRQ ����� DQG P\RFDUGLDO LQIDUFWLRQ ������ $W 
UDQGRPL]DWLRQ� WKH PHDQ H*)5 ZDV �� P/�PLQ����� P�� WKH PDMRULW\ RI SDWLHQWV ����� KDG DQ H*)5 !�� 
P/�PLQ����� P�� 6L[W\�VHYHQ SHUFHQW RI WKH SDWLHQWV ZHUH HQUROOHG ZLWKLQ � PRQWKV RI D +)�KRVSLWDOL]DWLRQ 
LQGH[ HYHQW� ��� ZHUH HQUROOHG ZLWKLQ � WR � PRQWKV RI +) KRVSLWDOL]DWLRQ� DQG ��� ZHUH HQUROOHG ZLWKLQ 
� PRQWKV RI RXWSDWLHQW WUHDWPHQW ZLWK ,9 GLXUHWLFV IRU ZRUVHQLQJ +)� 7KH PHGLDQ 17�SUR%13 OHYHO ZDV 
���� SJ�P/ DW UDQGRPL]DWLRQ� 

$W EDVHOLQH� ��� RI SDWLHQWV ZHUH RQ D EHWD EORFNHU� ��� RI SDWLHQWV ZHUH RQ DQ DQJLRWHQVLQ�FRQYHUWLQJ 
HQ]\PH �$&(� LQKLELWRU RU DQJLRWHQVLQ ,, UHFHSWRU EORFNHU �$5%�� ��� RI SDWLHQWV ZHUH RQ D 
PLQHUDORFRUWLFRLG UHFHSWRU DQWDJRQLVW �05$�� ��� RI SDWLHQWV ZHUH RQ D FRPELQDWLRQ RI DQ DQJLRWHQVLQ 
UHFHSWRU DQG QHSULO\VLQ LQKLELWRU �$51,�� ��� RI SDWLHQWV KDG DQ LPSODQWDEOH FDUGLDF GHILEULOODWRU� DQG ��� 
KDG D ELYHQWULFXODU SDFHPDNHU� 1LQHW\�RQH SHUFHQW RI SDWLHQWV ZHUH WUHDWHG ZLWK � RU PRUH KHDUW IDLOXUH 
PHGLFDWLRQV �EHWD EORFNHU� DQ\ UHQLQ�DQJLRWHQVLQ V\VWHP >5$6@ LQKLELWRU RU 05$� DQG ��� RI SDWLHQWV ZHUH 
WUHDWHG ZLWK DOO �� $W EDVHOLQH� �� RI SDWLHQWV ZHUH RQ LYDEUDGLQH DQG �� RI SDWLHQWV ZHUH RQ D VRGLXP 
JOXFRVH FR�WUDQVSRUWHU � �6*/7�� LQKLELWRU� 

,Q 9,&725,$� 9(54892 ZDV VXSHULRU WR SODFHER LQ UHGXFLQJ WKH ULVN RI &9 GHDWK RU KHDUW IDLOXUH 
KRVSLWDOL]DWLRQ EDVHG RQ D WLPH�WR�HYHQW DQDO\VLV �KD]DUG UDWLR >+5@� ����� ��� FRQILGHQFH LQWHUYDO >&,@� 
���������� S ������� 2YHU WKH FRXUVH RI WKH VWXG\� WKHUH ZDV D ���� DQQXDOL]HG DEVROXWH ULVN UHGXFWLRQ 
�$55� ZLWK 9(54892 FRPSDUHG ZLWK SODFHER� 7KH WUHDWPHQW HIIHFW UHIOHFWHG D UHGXFWLRQ LQ ERWK 
FDUGLRYDVFXODU GHDWK DQG KHDUW IDLOXUH KRVSLWDOL]DWLRQ �VHH 7DEOH ��� 
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7DEOH �� 7UHDWPHQW (IIHFW IRU WKH 3ULPDU\ &RPSRVLWH (QGSRLQW DQG WKH 6HFRQGDU\ (QGSRLQWV RI

&DUGLRYDVFXODU 'HDWK DQG +HDUW )DLOXUH +RVSLWDOL]DWLRQ
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 7RWDO SDWLHQWV ZLWK DQ HYHQW SHU ��� SDWLHQW \HDUV DW ULVN� 
� +D]DUG UDWLR �9(54892 RYHU 3ODFHER� DQG FRQILGHQFH LQWHUYDO IURP D &R[ SURSRUWLRQDO KD]DUGV PRGHO� 
Á )URP WKH ORJ�UDQN WHVW� 
� $EVROXWH ULVN UHGXFWLRQ� FDOFXODWHG DV GLIIHUHQFH �3ODFHER�9(54892� LQ HYHQW UDWH SHU ��� SDWLHQW \HDUV� 
� )RU SDWLHQWV ZLWK PXOWLSOH HYHQWV� RQO\ WKH ILUVW HYHQW FRQWULEXWLQJ WR WKH FRPSRVLWH HQGSRLQW LV FRXQWHG� 
1 1XPEHU RI SDWLHQWV LQ ,QWHQW�WR�7UHDW �,77� SRSXODWLRQ� Q 1XPEHU RI SDWLHQWV ZLWK DQ HYHQW� 

7KH .DSODQ�0HLHU FXUYH �)LJXUH �� VKRZV WLPH WR ILUVW RFFXUUHQFH RI WKH SULPDU\ FRPSRVLWH HQGSRLQW RI &9 
GHDWK RU KHDUW IDLOXUH KRVSLWDOL]DWLRQ� 
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Figure 2: Kaplan-Meier Curve for the Primary Composite Endpoint 
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A wide range of demographic characteristics, baseline disease characteristics, and baseline concomitant 
medications were examined for their influence on outcomes. The results of the prespecified subgroup 
analysis for the primary composite endpoint are shown in Figure 3. 
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)LJXUH �� 3ULPDU\ &RPSRVLWH (QGSRLQW �&9 'HDWK RU +) +RVSLWDOL]DWLRQ� ± 6XEJURXS $QDO\VLV
 

$V VKRZQ DERYH LQ )LJXUH �� WKH UHVXOWV RI WKH SULPDU\ FRPSRVLWH HQGSRLQW ZHUH JHQHUDOO\ FRQVLVWHQW DFURVV 
VXEJURXSV� +RZHYHU� DPRQJ SDWLHQWV LQ WKH KLJKHVW EDVHOLQH 17�SUR%13 TXDUWLOH� WKH HVWLPDWHG +5V IRU 
ERWK &9 GHDWK �+5� ����� ��� &,� >����� ����@� DQG ILUVW +) KRVSLWDOL]DWLRQ �+5������ ���&,� >��������@� 
ZHUH XQIDYRUDEOH� LQ FRQWUDVW WR WKH HVWLPDWHG +5V IRU SDWLHQWV LQ WKH WKUHH TXDUWLOHV ZLWK ORZHU 17�SUR%13 
OHYHOV� 

6HFRQGDU\ HQGSRLQWV RWKHU WKDQ WKH FRPSRQHQWV RI WKH SULPDU\ HQGSRLQW ZHUH WHVWHG DFFRUGLQJ WR D 
KLHUDUFKLFDO WHVWLQJ SURFHGXUH WR FRQWURO WKH IDPLO\ ZLVH W\SH , HUURU UDWH� 9(54892 ZDV VXSHULRU WR SODFHER 
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LQ UHGXFLQJ WKH ULVN RI WRWDO �ILUVW DQG UHFXUUHQW� HYHQWV RI +) KRVSLWDOL]DWLRQ DQG WKH ILUVW RFFXUUHQFH RI HLWKHU 
DOO�FDXVH PRUWDOLW\ RU +) KRVSLWDOL]DWLRQ �VHH 7DEOH ��� 

7DEOH �� 7UHDWPHQW (IIHFW IRU $OO�&DXVH 0RUWDOLW\ RU +HDUW )DLOXUH +RVSLWDOL]DWLRQ 
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 (YHQW UDWH �WRWDO HYHQWV� LQFOXGLQJ UHFXUUHQW HYHQWV LQ WKH VDPH SDWLHQW� SHU ��� SDWLHQW \HDUV DW ULVN�� 
� +D]DUG UDWLR �9(54892 RYHU 3ODFHER�� EDVHG RQ DQ $QGHUVHQ�*LOO PRGHO� 
Á )RU SDWLHQWV ZLWK PXOWLSOH HYHQWV� RQO\ WKH ILUVW HYHQW FRQWULEXWLQJ WR WKH FRPSRVLWH HQGSRLQW LV FRXQWHG LQ WKLV URZ DQG WKH DSSOLFDEOH 
VXEVHTXHQW URZV� 7KXV� DQ\ GHDWKV RFFXUULQJ DIWHU D KHDUW IDLOXUH KRVSLWDOL]DWLRQ DUH QRW FRXQWHG� 

� ,QFLGHQFH UDWH �WRWDO SDWLHQWV ZLWK �� HYHQW SHU ��� SDWLHQW \HDUV DW ULVN�� 
� +D]DUG UDWLR �9(54892 RYHU 3ODFHER�� EDVHG RQ D &R[ SURSRUWLRQDO KD]DUGV PRGHO� 
1 1XPEHU RI SDWLHQWV LQ ,77 SRSXODWLRQ� Q 7RWDO QXPEHU RI HYHQWV RI KHDUW IDLOXUH KRVSLWDOL]DWLRQ� RU QXPEHU RI SDWLHQWV ZLWK �� HYHQW 
IRU DOO RWKHU URZV� 

�� +2: 6833/,('�6725$*( $1' +$1'/,1* 

���� +RZ 6XSSOLHG 
9(54892 �YHULFLJXDW� LV DYDLODEOH DV URXQG� ILOP�FRDWHG� ELFRQYH[ WDEOHWV LQ WKH IROORZLQJ FRQILJXUDWLRQV� 
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 �� EOLVWHU FDUGV RI �� WDEOHWV 

���� 6WRUDJH DQG +DQGOLQJ
6WRUH DW ���& WR ���& ����) WR ���)�� H[FXUVLRQV SHUPLWWHG EHWZHHQ ���& WR ���& �EHWZHHQ ���) WR ���)�� 
6HH 863 IRU &RQWUROOHG 5RRP 7HPSHUDWXUH� 

�� 3$7,(17 &2816(/,1* ,1)250$7,21 

$GYLVH WKH SDWLHQW WR UHDG WKH )'$�DSSURYHG SDWLHQW ODEHOLQJ �0HGLFDWLRQ *XLGH�� 

'RVLQJ ,QVWUXFWLRQV 
,I D GRVH LV PLVVHG� LW VKRXOG EH WDNHQ DV VRRQ DV WKH SDWLHQW UHPHPEHUV RQ WKH VDPH GD\ RI WKH PLVVHG 
GRVH� 3DWLHQWV VKRXOG QRW WDNH WZR GRVHV RI 9(54892 RQ WKH VDPH GD\� 
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(PEU\R�)HWDO 7R[LFLW\ 
$GYLVH SUHJQDQW ZRPHQ DQG IHPDOHV RI UHSURGXFWLYH SRWHQWLDO RI WKH SRWHQWLDO ULVN WR D IHWXV DQG WR LQIRUP 
WKHLU KHDOWKFDUH SURYLGHU RI D NQRZQ RU VXVSHFWHG SUHJQDQF\� $GYLVH IHPDOHV RI UHSURGXFWLYH SRWHQWLDO WR 
XVH HIIHFWLYH FRQWUDFHSWLRQ GXULQJ WUHDWPHQW ZLWK 9(54892 DQG IRU RQH PRQWK DIWHU WKH ILQDO GRVH [see 
Contraindications (4), Warnings and Precautions (5.1) and Use in Specific Populations (8.1, 8.3)]. 

3UHJQDQF\
 
$GYLVH ZRPHQ ZKR DUH H[SRVHG WR 9(54892 GXULQJ SUHJQDQF\ WR UHSRUW WKHLU SUHJQDQF\ WR WKHLU
 
KHDOWKFDUH SURYLGHU� [See Use in Specific Populations (8.1)]. 


/DFWDWLRQ 
$GYLVH ZRPHQ QRW WR EUHDVWIHHG GXULQJ WUHDWPHQW ZLWK 9(54892 [see Use in Specific Populations (8.2)]� 

0DQXIDFWXUHG E\� 
%D\HU $* 
/HYHUNXVHQ� *HUPDQ\ 

)RU SDWHQW LQIRUPDWLRQ� ZZZ�PHUFN�FRP�SURGXFW�SDWHQW�KRPH�KWPO 

&RS\ULJKW � ���� 0HUFN 6KDUS DQG 'RKPH &RUS�� D VXEVLGLDU\ RI 0HUFN &R�� ,QF� 
$OO ULJKWV UHVHUYHG� 
XVSL�PN�����W�����U��� 
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MEDICATION GUIDE 
VERQUVOTM (ver-KYU-voh)

(vericiguat) 
tablets 

What is the most important information I should know about VERQUVO?
VERQUVO may cause birth defects if taken during pregnancy. 
xx Females must not be pregnant when they start taking VERQUVO. 
x Females who are able to get pregnant: 

o Your healthcare provider will do a pregnancy test to make sure that you are not pregnant before you 
start taking VERQUVO. 

o You must use effective forms of birth control during treatment and for 1 month after you stop treatment 
with VERQUVO. Talk to your healthcare provider about forms of birth control that you may use to 
prevent pregnancy during treatment with VERQUVO. 

o Tell your healthcare provider right away if you become pregnant or think you are pregnant during 
treatment with VERQUVO. 

What is VERQUVO? 
VERQUVO is a prescription medicine used in adults who are having symptoms of their chronic (long-lasting) heart failure, 
who have had a recent hospitalization or the need to receive intravenous (IV) medicines and have an ejection fraction 
(amount of blood pumped with each heartbeat) of less than 45 percent: 

x to reduce the risk of dying and 
x to reduce the need to be hospitalized 

Heart failure happens when your heart is weak and cannot pump enough blood to your lungs and the rest of your body. 
It is not known if VERQUVO is safe and effective in children. 
Do not take VERQUVO if you: 
x are taking another medicine called a soluble guanylate cyclase stimulator (sGC). Ask your healthcare provider if you 

are not sure if you are taking an sGC medicine. 
x are pregnant. See “What is the most important information I should know about VERQUVO?” 
Before you take VERQUVO, tell your healthcare provider about all your medical conditions, including if you: 
x are breastfeeding or plan to breastfeed. It is not known if VERQUVO passes into your breast milk. Do not breastfeed 

if you take VERQUVO. Talk with your healthcare provider about the best way to feed your baby if you take 
VERQUVO. 

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter 
medicines, vitamins, and herbal supplements. Certain other medicines may affect how VERQUVO works. 
How should I take VERQUVO? 
x Take VERQUVO exactly as your healthcare provider tells you to. 
x Take VERQUVO 1 time each day with food. 
x Swallow VERQUVO tablets whole. If you are not able to swallow the tablet whole, you may crush VERQUVO tablets 

and mix with water right before taking your dose. 
x Your healthcare provider may change your dose — when you first start taking VERQUVO to find the best dose for 

you and how well you tolerate VERQUVO. 
x If you miss a dose, take the missed dose as soon as you remember on the same day of the missed dose. Do not 

take 2 doses of VERQUVO on the same day to make up for a missed dose. 
x If you take too much VERQUVO, call your healthcare provider or go to the nearest hospital emergency room right 

away. 
What are the possible side effects of VERQUVO?
VERQUVO may cause serious side effects, including:

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

The most common side effects of VERQUVO include: 
x low blood pressure 
x low red blood cells (anemia) 

These are not all the possible side effects of VERQUVO. Call your doctor for medical advice about side effects. You may 
report side effects to FDA at 1-800-FDA-1088. 
How should I store VERQUVO? 
x Store VERQUVO at room temperature between 68°F to 77°F (20°C to 25°C). 
Keep VERQUVO and all medicines out of the reach of children. 
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General information about the safe and effective use of VERQUVO. 
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use VERQUVO 
for a condition for which it was not prescribed. Do not give VERQUVO to other people, even if they have the same 
symptoms you have. It may harm them. 
You can ask your pharmacist or healthcare provider for information about VERQUVO that is written for health 
professionals. 
What are the ingredients in VERQUVO?
Active ingredient: vericiguat. 
Inactive ingredients: croscarmellose sodium, hypromellose, lactose monohydrate, magnesium stearate, microcrystalline 
cellulose, sodium lauryl sulfate. 
The tablet film coating contains: hypromellose, talc, titanium dioxide. The film-coating for the 5 mg tablet also contains 
ferric oxide red. The film-coating for the 10 mg tablet also contains ferric oxide yellow. 

Manufactured by: Bayer AG, Leverkusen, Germany 
For patent information: www.merck.com/product/patent/home.html 
Copyright © 2021 Merck Sharp and Dohme Corp., a subsidiary of Merck & Co., Inc. 
All rights reserved. 
usmg-mk1242-t-2101r001 

This Medication Guide has been approved by the U.S. Food and Drug Administration Issued: 01/2021 
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GTIN: 00300065028040 

Rx only 

Each tablet contains 2.5 mg vericiguat. 

This is a bulk package and not intended for dispensing.  
Package not child resistant. 

NDC 0006-5028-04 

Verquvo
(vericiguat) tablets 

2.5 mg per tablet 2.5 mg per tablet 

™ Verquvo
(vericiguat) tablets 

™ 

Each tablet contains 2.5 mg vericiguat. 

2.5 mg per tablet 

Verquvo
(vericiguat) tablets 

™ 

Verquvo
(vericiguat) tablets 

™ 

2.5 mg per tablet 

Store at 20°C to 25°C (68°F to 77°F), excursions 
permitted between 15°C to 30°C (between 59°F to 86°F). 
See USP for controlled room temperature. 

Recommended Dosage: See Prescribing Information. 

Whitehouse Station, NJ 08889, USA 

Manuf. by: 
Bayer AG, Leverkusen, Germany 
Made in Germany. 

Manuf. for: Merck Sharp & Dohme Corp.,
a subsidiary of 

100 tablets (10 blister cards x 10 tablets each) 

100 tablets (10 blister cards x 10 tablets each) 

a 

FPO 

XXXXXXXXXX 

Encoding area: Space reserved for 2D Serialization 
Barcode, Serial Number, Expiry and Lot 



Sample · Not For Salt. SRN 7825xxxxxxxxxx 

<iVerquvo™ 
(vericiguat) tablets 

2.Smg 

Dispense Uteiccunpanytng Me<lcatton 

Gwdetoeachpattent. 

Each tablet contains 2.S mg venciguat. 


Rx only 

14 Tablets 

\ Encoding area: 

Space reserved for 20 Serialization Barcode, 

Serial Number, Expiry and Lot 


How should I take VERQUV0111? 
·Take VERQUVO exactly as your healthcare provider tells you to. 

·Take VERQUVO 1time each day with food. 

·Swallow VERQUVO tablets whole. If you are not able to 


swallow the tabletwhole, you may crush VERQUVO tablets 

and mix with water right before taking your dose. 


·Your healthcare provider may change your dose - when you 
first start taking VERQlNO to find the best dose for you and 
howwell you tolerate VERQUVO. 

• Ifyou miss adose, take the missed dose as soon as you 
remember on the same day of the missed dose. Do not 
take 2doses of VERQUVO on the same day to make up 
for amissed dose. 

• Ifyou take too much VERQUVO, call your healthcare provider 
or go to the nearest hospital emergency roorn right away. 



NDC 0006-5028-01 

VerquvoTM 
(vericiguat) tablets 

2.Smg 
Olspensetht aa:o~1ny~gMediation 

GilIde to each paUent. 

Each tablet oontalns 15 mg verlclguat. 


Rx only 

14 Tablets 
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Encoding area: 

Space reserved for 20 Serialization Barcode, 

Serial Number, Expiry and Lot 


How should I take VERQUV0111? 
·Take VERQUVO exactly as your healthcare provider tells you to. 

·Take VERQUVO 1time each day with food. 

·Swallow VERQUVO tablets whole. If you are not able to 


swallow the tabletwhole, you may crush VERQUVO tablets 

and mix with water right before taking your dose. 


·Your healthcare provider may change your dose - when you 
first start taking VERQUVO to find the best dose for you and 
howwell you tolerate VERQUVO. 

• Ifyou miss adose, take the missed dose as soon as you 
remember on the same day of the missed dose. Do not 
take 2doses ofVERQUVO on the same day to make up 
for amissed dose. 

• Ifyou take too much VERQUVO, call your healthcare provider 
or go to the nearest hospital emergency roorn right away. 
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How should I takeVERQUV0111? 
·Take VERQUVO exactly as your healthcare provider tells you to. 
·Take VERQUVO 1time each day with food. 
•SwallowVERQUVO tablets whole. If you are notable to 
swallow the tablet whole, you may crush VERQUVO tablets 
and mix with water right before taking your dose. 

·Your healthcare provider may change your dose - when you 
first start taking VERQUVO to find the best dose for you and 
how well you tolerate VERQUVO. 

• If you miss adose, take the missed dose as soon as you 
remember on the same day of the missed dose. Do not 
take 2dosesofVERQlNO on the same day to make up 
for amissed dose. 

• If you take too much VERQUVO, call your healthcare provider 
or go to the nearest hospital emergency roorn right away. 
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and mix with water right before taking your dose. 

·Your healthcare provider may change your dose - when you 
first start taking VERQUVO to find the best dose for you and 
howwell you tolerate VERQUVO. 

• Ifyou miss adose, take the missed dose as soon as you 
remember on the same day of the missed dose. Do not 
take 2doses ofVERQUVO on the same day to make up 
for amissed dose. 

• Ifyou take too much VERQUVO, call your healthcare provider 
or 90 to the nearest hospital emergency room right away. 
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Store at20'C to 25'C (68°F to 77"F), exx:~ions 
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See USP for controlled roomtemperature. 

~commended Dosage: See Pr& nbinglnfonnation. 

1111111111111111111 

11111111ff!Yi111111 

Manut.for. MerckSharp&Oohme Corp, 

0 asubslclaryof 
MERO<&CO, IMC. 
Wllltellouse Station, NJ 08889, USA 

Manuf.by: 

BayerIf., Lewrtusen, Ge.1111any 

Made In Germany. 


'.)MERCK 

sialCll!l {ll!n6p!JaA} 

WloAnbJaA 

,' ' ,,' ,
' ' 

( 
\ ....... ../', 


' 
 ,' ,' ,' 

.... - - - - - - - - - - - '------------!/ 

NOC 0006-50104! 

Verquvo™ Verquvo™ Verquvo™ 
(vericiguat) tablets (vericiguat) tablets (vericiguat)tablets 

Ead1 tablet contains 10 mg ve.lldguat 

This Is abl.It paaage and not Intended for dispensing. 

Paaage notcl>lld relistant. 


Rx only 


100tablets (10 blbll!ra rds x 10 tablets eadl) 

Encoding area:Space reserved for 20 Serialization 
Barcode, Serial Number, Expiry and Lot 

http:Manuf.by


NOC 0006-5030-01 xxxxxxxxxx~ ;_~'",Q 

~3 
N >O 

il" 

,., 
Verquvo TM 

= ._,~ 
!i·-' "!'.r 

GTIN==o~~i "2&;. (vericiguat} tablets ! ~ j 00300065030012 
!!!!!! I ·~ ~ ·~ OM 

ii=!!!!!!o ~ .... i= Mn:S I ~~='.!!!!!!!!0 6 p .~ 10mg ~sH 
-LI\ ! ~' I ~~~~ 
-· ~i~ Olspe1'6t tllucco11panylng Medlcatbn ir i~ Encoding area: - '° ~~.>:= o IS"':. Gille to eachpatient. ~ -----Space reserved for 20 Serialization Barcode, Each ta~et contal ns 1 O mg verldguat. ==o~~! 
- 0 """Q11 Serial Number, Expiry and Lot= 81!:;1! 

Zl"I Ii!~ • Rx only
i;s i E 
~ t:: e 30 Tablets
V\ ea;: 



!;; NOC 0006-5030-02 xxxxxxxxxxo~.. 
~§ 

= °' j.: ~"'- i!' 
. ~ - j--
~ 

Verquvo™ · ~ !'!-~ 
GT IN- Nliil i•1 00 30006 50300 29;;;;;;;;;;;;;;;O ~B"' (vericiguat) tablets ;gj i 

I 
.. j==6 ~~! 

I &~" ' ·~:.= MH! 
_ ~~ ;§ 10mg !sHo 
- "' ...... b .!!'" JS-.W 

-· f:!:~ Dlspenstthtu compinylng Mtdatlon;;;;;;;;;;;;;;i-c ~!SJ( Encoding area: ;;;;;;;;;;;;;;;o ,;;:31 j G.-dt to Nell pitlent. I~;;;;;;;;;;;;;;;o ~~ Space reserved for 20 Serialization Barcode, f.l<htablet cootalns 10 mg verldguat.-- ~- o~sJ Serial Number, Expiry and Lot-- ~~ ~~" 
ZM ~~ Rxonly

"'t: & 

~h 90 Tablets 




--------------------------------------------------------------------------------------------

--------------------------------------------------------------------------------------------

------------------------------------------------------------

Signature Page 1 of 1 

This is a representation of an electronic record that was signed 
electronically. Following this are manifestations of any and all 
electronic signatures for this electronic record. 

/s/ 

ELLIS F UNGER 
01/19/2021 03:39:53 PM 

Reference ID: 4733497 


	Structure Bookmarks
	&(17(5 )25 '58* (9$/8$7,21 $1'. 
	5(6($5&+. 
	5(6($5&+. 
	APPLICATION NUMBER:. 

	......2ULJ.V.... 
	......2ULJ.V.... 
	/$%(/,1*. 

	+,*+/,*+76 2) 35(6&5,%,1* ,1)250$7,217KHVH KLJKOLJKWV GR QRW LQFOXGH DOO WKH LQIRUPDWLRQ QHHGHG WR XVH 9(54892 VDIHO\ DQG HIIHFWLYHO\. 6HH IXOO SUHVFULELQJ LQIRUPDWLRQIRU 9(54892. 
	9(54892.YHULFLJXDW. WDEOHWV. IRU RUDO XVH ,QLWLDO 8.6. $SSURYDO. .... 
	70 

	:$51,1*. (0%5<2.)(7$/ 72;,&,7< 
	See full prescribing information for complete boxed warning. 
	x 
	x 
	x 
	'R QRW DGPLQLVWHU 9(54892 WR D SUHJQDQW IHPDOH EHFDXVH

	TR
	LW PD\ FDXVH IHWDO KDUP. ... .... .... 

	x 
	x 
	)HPDOHV RI UHSURGXFWLYH SRWHQWLDO. ([FOXGH SUHJQDQF\

	TR
	EHIRUH 
	WKH 
	VWDUW 
	RI 
	WUHDWPHQW. 
	7R 
	SUHYHQW SUHJQDQF\. 

	TR
	IHPDOHV RI UHSURGXFWLYH SRWHQWLDO PXVW XVH HIIHFWLYH IRUPV 

	TR
	RI FRQWUDFHSWLRQ GXULQJ WUHDWPHQW DQG IRU RQH PRQWK DIWHU 

	TR
	VWRSSLQJ WUHDWPHQW. ..... .... .... 


	............................,1',&$7,216 $1' 86$*(............................9(54892 LV D VROXEOH JXDQ\ODWH F\FODVH .V*&. VWLPXODWRU. LQGLFDWHG WR UHGXFH WKH ULVN RI FDUGLRYDVFXODU GHDWK DQG KHDUW IDLOXUH .+). KRVSLWDOL]DWLRQ IROORZLQJ D KRVSLWDOL]DWLRQ IRU KHDUW IDLOXUH RU QHHG IRU RXWSDWLHQW ,9 GLXUHWLFV. LQ DGXOWV ZLWK V\PSWRPDWLF FKURQLF +) DQG HMHFWLRQ IUDFWLRQ OHVV WKDQ .... ... 
	....................... '26$*( $1' $'0,1,675$7,21 ....................... 
	x 
	x 
	x 
	7KH UHFRPPHQGHG VWDUWLQJ GRVH RI 9(54892 LV ... PJ RUDOO\ 

	TR
	RQFH GDLO\ ZLWK IRRG. ..... 

	x 
	x 
	'RXEOH WKH GRVH RI 9(54892 DSSUR[LPDWHO\ HYHU\ . ZHHNV WR 

	TR
	UHDFK WKH WDUJHW PDLQWHQDQFH GRVH RI .. PJ RQFH GDLO\. DV 

	TR
	WROHUDWHG E\ WKH SDWLHQW. ..... 


	x. 7DEOHWV PD\ EH FUXVKHG DQG PL[HG ZLWK ZDWHU IRU SDWLHQWV ZKR KDYH GLIILFXOW\ VZDOORZLQJ. ..... 
	..................... '26$*( )2506 $1' 675(1*7+6 .....................
	7DEOHWV. ... PJ. . PJ DQG .. PJ ... 
	...............................&2175$,1',&$7,216............................... 
	x 
	x 
	x 
	3DWLHQWV ZLWK FRQFRPLWDQW XVH RI RWKHU VROXEOH JXDQ\ODWH F\FODVH 

	TR
	.V*&. VWLPXODWRUV. ... .... 

	x 
	x 
	3UHJQDQF\ ... 


	.............................. $'9(56( 5($&7,216 ..............................0RVW FRPPRQ DGYHUVH UHDFWLRQV UHSRUWHG LQ •.. DUH K\SRWHQVLRQ DQG DQHPLD. ..... 
	7R UHSRUW 6863(&7(' $'9(56( 5($&7,216. FRQWDFW 0HUFN6KDUS 'RKPH &RUS.. D VXEVLGLDU\ RI 0HUFN &R.. ,QF.. DW ...... ........ RU )'$ DW ......)'$..... RU ZZZ.IGD.JRY.PHGZDWFK. 
	...............................'58* ,17(5$&7,216............................... 
	x. 3'(.. ,QK ELWRUV. &RQFRPLWDQW XVH LV QRW UHFRPPHQGHG. ..... 
	....................... 86( ,1 63(&,),& 3238/$7,216 ....................... 
	x. /DFWDWLRQ. %UHDVWIHHGLQJ LV QRW UHFRPPHQGHG ..... 
	6HH .. IRU 3$7,(17 &2816(/,1* ,1)250$7,21 DQG 0HGLFDWLRQ*XLGH. 
	5HYLVHG. ....... 
	)8// 35(6&5,%,1* ,1)250$7,21. &217(176. 
	:$51,1*. (0%5<2.)(7$/ 72;,&,7< 
	. ,1',&$7,216 $1' 86$*( . '26$*( $1' $'0,1,675$7,21
	... 5HFRPPHQGHG 'RVDJH ... 3UHJQDQF\ 7HVWLQJ LQ )HPDOHV RI 5HSURGXFWLYH 3RWHQWLDO 
	. '26$*( )2506 $1' 675(1*7+6 . &2175$,1',&$7,216 . :$51,1*6 $1' 35(&$87,216
	... (PEU\R.)HWDO 7R[LFLW\ 
	.. $'9(56( 5($&7,216
	... &OLQLFDO 7ULDOV ([SHULHQFH 
	.. '58* ,17(5$&7,216
	... 2WKHU 6ROXEOH *XDQ\ODWH &\FODVH 6WLPXODWRUV. ... 3'(.. ,QKLELWRUV. 
	.. 86( ,1 63(&,),& 3238/$7,216
	... 3UHJQDQF\. ... /DFWDWLRQ. ... )HPDOHV DQG 0DOHV RI 5HSURGXFWLYH 3RWHQWLDO. ... 3HGLDWULF 8VH. 
	... *HULDWULF 8VH. ... 5HQDO ,PSDLUPHQW. ... +HSDWLF ,PSDLUPHQW. 
	.. 29(5'26$*( .. '(6&5,37,21 .. &/,1,&$/ 3+$50$&2/2*<
	.... 0HFKDQLVP RI $FWLRQ. .... 3KDUPDFRG\QDPLFV. .... 3KDUPDFRNLQHWLFV. 
	... 121&/,1,&$/ 72;,&2/2*<
	.... &DUFLQRJHQHVLV. 0XWDJHQHVLV. ,PSDLUPHQW RI )HUWLOLW\ .... $QLPDO 7R[LFRORJ\ DQG.RU 3KDUPDFRORJ\ 
	.. &/,1,&$/ 678',(6 .. +2: 6833/,('.6725$*( $1' +$1'/,1*
	.... +RZ 6XSSOLHG. .... 6WRUDJH DQG +DQGOLQJ. 
	... 3$7,(17 &2816(/,1* ,1)250$7,21 
	.6HFWLRQV RU VXEVHFWLRQV RPLWWHG IURP WKH IXOO SUHVFULELQJ LQIRUPDWLRQ DUH QRW OLVWHG. 
	)8// 35(6&5,%,1* ,1)250$7,21. 
	:$51,1*. (0%5<2.)(7$/ 72;,&,7< 
	)HPDOHV RI UHSURGXFWLYH SRWHQWLDO. ([FOXGH SUHJQDQF\ EHIRUH WKH VWDUW RI WUHDWPHQW. 7R SUHYHQWSUHJQDQF\. IHPDOHV RI UHSURGXFWLYH SRWHQWLDO PXVW XVH HIIHFWLYH IRUPV RI FRQWUDFHSWLRQ GXULQJ WUHDWPHQW DQG IRU RQH PRQWK DIWHU VWRSSLQJ WUHDWPHQW. 'R QRW DGPLQLVWHU 9(54892 WR D SUHJQDQWIHPDOH EHFDXVH LW PD\ FDXVH IHWDO KDUP [see Dosage and Administration (2.2), Warnings and Precautions (5.1), and Use in Specific Populations (8.3)]. 
	. ,1',&$7,216 $1' 86$*( 
	9(54892LV LQGLFDWHG WR UHGXFH WKH ULVN RI FDUGLRYDVFXODU GHDWK DQG KHDUW IDLOXUH .+). KRVSLWDOL]DWLRQ IROORZLQJ D KRVSLWDOL]DWLRQ IRU KHDUW IDLOXUH RU QHHG IRU RXWSDWLHQW ,9 GLXUHWLFV. LQ DGXOWV ZLWK V\PSWRPDWLF FKURQLF +) DQG HMHFWLRQ IUDFWLRQ OHVV WKDQ ... [see Clinical Studies (14)]. 
	• 

	. '26$*( $1' $'0,1,675$7,21 
	... 5HFRPPHQGHG 'RVDJH 
	7KH UHFRPPHQGHG VWDUWLQJ GRVH RI 9(54892 LV ... PJ RUDOO\ RQFH GDLO\ ZLWK IRRG. 
	'RXEOH WKH GRVH RI 9(54892 DSSUR[LPDWHO\ HYHU\ . ZHHNV WR UHDFK WKH WDUJHW PDLQWHQDQFH GRVH RI .. PJ RQFH GDLO\. DV WROHUDWHG E\ WKH SDWLHQW. 
	)RU SDWLHQWV ZKR DUH XQDEOH WR VZDOORZ ZKROH WDEOHWV. 9(54892 PD\ EH FUXVKHG DQG PL[HG ZLWK ZDWHU LPPHGLDWHO\ EHIRUH DGPLQLVWUDWLRQ [see Clinical Pharmacology (12.3)]. 
	... 3UHJQDQF\ 7HVWLQJ LQ )HPDOHV RI 5HSURGXFWLYH 3RWHQWLDO 
	2EWDLQ D SUHJQDQF\ WHVW LQ IHPDOHV RI UHSURGXFWLYH SRWHQWLDO SULRU WR LQLWLDWLQJ WUHDWPHQW ZLWK 9(54892 
	[see Warnings and Precautions (5.1) and Use in Specific Populations (8.3)]. 
	. '26$*( )2506 $1' 675(1*7+6 
	x 9(54892 ... PJ .YHULFLJXDW ... PJ. DUH URXQG. ELFRQYH[. ZKLWH ILOP.FRDWHG WDEOHWV GHERVVHG ZLWK ³...´ RQ RQH VLGH DQG ³9&´ RQ WKH RWKHU VLGH. x 9(54892 . PJ .YHULFLJXDW . PJ. DUH URXQG. ELFRQYH[. EURZQ.UHG ILOP.FRDWHG WDEOHWV GHERVVHG ZLWK ³.´ RQ RQH VLGH DQG ³9&´ RQ WKH RWKHU VLGH. x 9(54892 .. PJ .YHULFLJXDW .. PJ. DUH URXQG. ELFRQYH[. \HOORZ.RUDQJH ILOP.FRDWHG WDEOHWV GHERVVHG ZLWK ³..´ RQ RQH VLGH DQG ³9&´ RQ WKH RWKHU VLGH. 
	. &2175$,1',&$7,216 
	9(54892 LV FRQWUDLQGLFDWHG LQ SDWLHQWV ZLWK FRQFRPLWDQW XVH RI RWKHU VROXEOH JXDQ\ODWH F\FODVH .V*&. VWLPXODWRUV [see Drug Interactions (7.1)]. 
	9(54892 LV FRQWUDLQGLFDWHG LQ SUHJQDQF\ [see Warnings and Precautions (5.1) and Use in Specific Populations (8.1)]. 
	. :$51,1*6 $1' 35(&$87,216 
	... (PEU\R.)HWDO 7R[LFLW\
	%DVHG RQ GDWD IURP DQLPDO UHSURGXFWLRQ VWXGLHV. 9(54892 PD\ FDXVH IHWDO KDUP ZKHQ DGPLQLVWHUHG WR D SUHJQDQW ZRPDQ. $GYLVH IHPDOHV RI UHSURGXFWLYH SRWHQWLDO RI WKH SRWHQWLDO ULVN WR D IHWXV. 2EWDLQ D SUHJQDQF\ WHVW EHIRUH WKH VWDUW RI WUHDWPHQW. $GYLVH IHPDOHV RI UHSURGXFWLYH SRWHQWLDO WR XVH HIIHFWLYH FRQWUDFHSWLRQ GXULQJ WUHDWPHQW ZLWK 9(54892 DQG IRU DW OHDVW RQH PRQWK DIWHU WKH ILQDO GRVH. [see Dosage and Administration (2.2) and Use in Specific Populations (8.1, 8.3)]. 
	. $'9(56( 5($&7,216 
	... &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 SUDFWLFH. 
	9(54892 ZDV HYDOXDWHG LQ 9,&725,$. ZKLFK LQFOXGHG ..... SDWLHQWV WUHDWHG ZLWK 9(54892 .XS WR .. PJ RQFH GDLO\.. 7KH PHDQ GXUDWLRQ RI 9(54892 H[SRVXUH ZDV . \HDU. DQG WKH PD[LPXP GXUDWLRQ ZDV ... \HDUV [see Clinical Studies (14)]. 7DEOH . OLVWV DGYHUVH GUXJ UHDFWLRQV RFFXUULQJ PRUH FRPPRQO\ ZLWK 9(54892 WKDQ SODFHER DQG LQ •.. RI SDWLHQWV WUHDWHG ZLWK 9(54892 LQ 9,&725,$. 
	7DEOH .. $GYHUVH 'UXJ 5HDFWLRQV 2FFXUULQJ ZLWK 9(54892 LQ 9,&725,$ 
	$GYHUVH 'UXJ 5HDFWLRQ 
	$GYHUVH 'UXJ 5HDFWLRQ 
	$GYHUVH 'UXJ 5HDFWLRQ 
	9(54892 . 1 ..... 
	3ODFHER . 1 ..... 

	+\SRWHQVLRQ 
	+\SRWHQVLRQ 
	.. 
	.. 

	$QHPLD 
	$QHPLD 
	.. 
	. 


	. '58* ,17(5$&7,216 
	... 2WKHU 6ROXEOH *XDQ\ODWH &\FODVH 6WLPXODWRUV 
	9(54892 LV FRQWUDLQGLFDWHG LQ SDWLHQWV ZLWK FRQFRPLWDQW XVH RI RWKHU VROXEOH JXDQ\ODWH F\FODVH .V*&. VWLPXODWRUV [see Contraindications (4)]. 
	... 3'(.. ,QKLELWRUV 
	&RQFRPLWDQW XVH RI 9(54892 ZLWK 3'(.. LQKLELWRUV LV QRW UHFRPPHQGHG EHFDXVH RI WKH SRWHQWLDO IRU K\SRWHQVLRQ [see Clinical Pharmacology (12.2)]. 
	. 86( ,1 63(&,),& 3238/$7,216 
	... 3UHJQDQF\ 
	%DVHG RQ GDWD IURP DQLPDO UHSURGXFWLRQ VWXGLHV. 9(54892 PD\ FDXVH IHWDO KDUP ZKHQ DGPLQLVWHUHG WR D SUHJQDQW ZRPDQ DQG LV FRQWUDLQGLFDWHG GXULQJ SUHJQDQF\ [see Contraindications (4)]. 7KHUH DUH QR DYDLODEOH GDWD ZLWK 9(54892 XVH LQ SUHJQDQW ZRPHQ. ,Q DQLPDO UHSURGXFWLRQ VWXGLHV. RUDO DGPLQLVWUDWLRQ RI YHULFLJXDW WR SUHJQDQW UDEELWV GXULQJ RUJDQRJHQHVLV. DW •. WLPHV WKH KXPDQ H[SRVXUH .WRWDO $8&. ZLWK WKH PD[LPXP UHFRPPHQGHG KXPDQ GRVH .05+'. RI .. PJ. UHVXOWHG LQ PDOIRUPDWLRQV RI WKH KHDUW DQG PDMRU YHVVHOV
	5LVN 6XPPDU\ 

	7KH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH IRU WKH LQGLFDWHG SRSXODWLRQ LV XQNQRZQ. $OO SUHJQDQFLHV KDYH D EDFNJURXQG ULVN RI ELUWK GHIHFW. ORVV. RU RWKHU DGYHUVH RXWFRPHV. ,Q WKH 8.6. JHQHUDO SRSXODWLRQ. WKH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH LQ FOLQLFDOO\ UHFRJQL]HG SUHJQDQFLHV LV .... DQG ....... UHVSHFWLYHO\. 
	,I D SDWLHQW EHFRPHV SUHJQDQW ZKLOH UHFHLYLQJ 9(54892. KHDOWKFDUH SURYLGHUV VKRXOG UHSRUW 9(54892 H[SRVXUH E\ FDOOLQJ ............... 
	'DWD 
	'DWD 

	Animal Data 
	,Q DQ HPEU\R.IHWDO GHYHORSPHQW VWXG\ LQ UDEELWV. YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ WR SUHJQDQW UDEELWV GXULQJ WKH SHULRG RI RUJDQRJHQHVLV IURP JHVWDWLRQ GD\ .*'. . WR .. DW GRVHV RI ..... ... RU ... PJ.NJ.GD\. 
	,Q DQ HPEU\R.IHWDO GHYHORSPHQW VWXG\ LQ UDEELWV. YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ WR SUHJQDQW UDEELWV GXULQJ WKH SHULRG RI RUJDQRJHQHVLV IURP JHVWDWLRQ GD\ .*'. . WR .. DW GRVHV RI ..... ... RU ... PJ.NJ.GD\. 
	$Q LQFUHDVHG LQFLGHQFH RI FDUGLDF YHQWULFXODU VHSWDO GHIHFW DORQJ ZLWK WUXQFXV DUWHULRVXV FRPPXQLV ZDV REVHUYHG DW •... PJ.NJ.GD\. ZKLFK LV •. WLPHV WKH KXPDQ H[SRVXUH DW WKH 05+'. 0DWHUQDO WR[LFLW\ .GHFUHDVHG IRRG FRQVXPSWLRQ DQG ERG\ ZHLJKW ORVV.. ZKLFK PD\ KDYH UHVXOWHG LQ ODWH VSRQWDQHRXV DERUWLRQV DQG UHVRUSWLRQV ZDV QRWHG DW •... PJ.NJ.GD\ .•. WLPHV WKH KXPDQ H[SRVXUH DW WKH 05+'.. 7KHUH ZHUH QR PDWHUQDO WR[LFLW\ RU DERUWLRQV.UHVRUSWLRQV DQG QR PDOIRUPDWLRQV RI WKH KHDUW DQG PDMRU YHVVHOV LQ UDEELWV D

	,Q D SUHQDWDO GHYHORSPHQWDO WR[LFLW\ VWXG\ LQ UDWV. YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ WR SUHJQDQW UDWV GXULQJ WKH SHULRG RI RUJDQRJHQHVLV IURP *' . WR .. DW GRVHV RI .. .. RU .. PJ.NJ.GD\. 1R GHYHORSPHQWDO WR[LFLW\ ZDV REVHUYHG XS WR WKH KLJKHVW GRVH ... WLPHV WKH KXPDQ H[SRVXUH >WRWDO $8&@ DW WKH 05+'.. 0DWHUQDO WR[LFLW\ .GHFUHDVHG ERG\ ZHLJKW JDLQ DQG IRRG FRQVXPSWLRQ. ZDV REVHUYHG DW •.. PJ.NJ.GD\ .•.. WLPHV WKH KXPDQ H[SRVXUH DW WKH 05+'.. 7KHUH ZDV QR PDWHUQDO WR[LFLW\ DW . PJ.NJ.GD\ .. WLPHV WKH KXPD
	,Q D SUH.SRVWQDWDO GHYHORSPHQW VWXG\ LQ UDWV. YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ DW GRVHV RI .... .. RU .. PJ.NJ.GD\ IURP *' . WKURXJK ODFWDWLRQ GD\ ... 0DWHUQDO WR[LFLW\ .GHFUHDVHV LQ IRRG FRQVXPSWLRQ DQG ERG\ ZHLJKW JDLQ. ZDV REVHUYHG DW DOO GRVH OHYHOV •. WLPHV WKH KXPDQ H[SRVXUH .WRWDO $8&. DW WKH 05+' DQG UHVXOWHG LQ GHFUHDVHG SXS ERG\ ZHLJKW JDLQ DW •.. PJ.NJ.GD\ .•.. WLPHV WKH KXPDQ H[SRVXUH DW WKH 05+'. DQG SXS PRUWDOLW\ DW .. PJ.NJ.GD\ ... WLPHV WKH 0+5'.. 
	>&@.YHULFLJXDW ZDV DGPLQLVWHUHG RUDOO\ WR SUHJQDQW UDWV DW D GRVH RI . PJ.NJ. 9HULFLJXDW.UHODWHG PDWHULDO ZDV WUDQVIHUUHG DFURVV WKH SODFHQWD. ZLWK IHWDO SODVPD FRQFHQWUDWLRQV RI DSSUR[LPDWHO\ ... PDWHUQDO FRQFHQWUDWLRQV RQ *' ... 
	..

	... /DFWDWLRQ
	7KHUH DUH QR GDWD RQ WKH SUHVHQFH RI YHULFLJXDW LQ KXPDQ PLON. WKH HIIHFWV RQ WKH EUHDVWIHG LQIDQW. RU WKH HIIHFWV RQ PLON SURGXFWLRQ. 9HULFLJXDW LV SUHVHQW LQ WKH PLON RI ODFWDWLQJ UDWV DQG LW LV OLNHO\ WKDW YHULFLJXDW RU LWV PHWDEROLWHV DUH SUHVHQW LQ KXPDQ PLON (see Data). %HFDXVH RI WKH SRWHQWLDO IRU VHULRXV DGYHUVH UHDFWLRQV LQ EUHDVWIHG LQIDQWV IURP 9(54892. DGYLVH ZRPHQ QRW WR EUHDVWIHHG GXULQJ WUHDWPHQW ZLWK 9(54892. 
	5LVN 6XPPDU\ 

	>&@.YHULFLJXDW ZDV DGPLQLVWHUHG LQWUDYHQRXVO\ WR ODFWDWLQJ UDWV DW D GRVH RI . PJ.NJ. 9HULFLJXDW.UHODWHG PDWHULDO ZDV H[FUHWHG LQWR PLON DW FRQFHQWUDWLRQV DSSUR[LPDWHO\ ... PDWHUQDO SODVPD FRQFHQWUDWLRQV RQ /' .. 
	'DWD 
	..

	... )HPDOHV DQG 0DOHV RI 5HSURGXFWLYH 3RWHQWLDO 
	9HULI\ WKH SUHJQDQF\ VWDWXV LQ IHPDOHV RI UHSURGXFWLYH SRWHQWLDO SULRU WR LQLWLDWLQJ 9(54892 [see Dosage and Administration (2.2), Warnings and Precautions (5.1) and Use in Specific Populations (8.1)]. 
	3UHJQDQF\ 7HVWLQJ 

	&RQWUDFHSWLRQ 
	&RQWUDFHSWLRQ 

	Females 
	9(54892 PD\ FDXVH IHWDO KDUP ZKHQ DGPLQLVWHUHG WR D SUHJQDQW ZRPDQ. $GYLVH IHPDOHV RI UHSURGXFWLYH SRWHQWLDO WR XVH HIIHFWLYH FRQWUDFHSWLRQ GXULQJ WUHDWPHQW DQG IRU RQH PRQWK DIWHU WKH ILQDO GRVH [see Warnings and Precautions (5.1)]. 
	... 3HGLDWULF 8VH 
	6DIHW\ DQG HIIHFWLYHQHVV RI 9(54892 KDYH QRW EHHQ HVWDEOLVKHG LQ SHGLDWULF SDWLHQWV. 
	... *HULDWULF 8VH 
	1R GRVDJH DGMXVWPHQW RI 9(54892 LV UHTXLUHG LQ JHULDWULF SDWLHQWV. ,Q 9,&725,$. D WRWDO RI ..... ..... SDWLHQWV WUHDWHG ZLWK 9(54892 ZHUH .. \HDUV DQG ROGHU. DQG ... ..... SDWLHQWV WUHDWHG ZLWK 9(54892 ZHUH .. \HDUV DQG ROGHU. 1R RYHUDOO GLIIHUHQFHV LQ VDIHW\ RU HIILFDF\ RI 9(54892 ZHUH REVHUYHG EHWZHHQ SDWLHQWV DJHG .. \HDUV DQG ROGHU FRPSDUHG WR \RXQJHU SDWLHQWV. EXW JUHDWHU VHQVLWLYLW\ RI VRPH ROGHU LQGLYLGXDOV FDQQRW EH UXOHG RXW [see Clinical Pharmacology (12.3) and Clinical Studies (14)]. 
	... 5HQDO ,PSDLUPHQW 
	1R GRVDJH DGMXVWPHQW RI 9(54892 LV UHFRPPHQGHG LQ SDWLHQWV ZLWK HVWLPDWHG JORPHUXODU ILOWUDWLRQ UDWH .H*)5. •.. P/.PLQ.....PZKR DUH QRW RQ GLDO\VLV. 9(54892 KDV QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK H*)5 ... P/.PLQ.....PDW WUHDWPHQW LQLWLDWLRQ RU RQ GLDO\VLV [see Clinical Pharmacology (12.3) and Clinical Studies (14)]. 
	. 
	. 

	... +HSDWLF ,PSDLUPHQW 
	1R GRVDJH DGMXVWPHQW RI 9(54892 LV UHFRPPHQGHG LQ SDWLHQWV ZLWK PLOG RU PRGHUDWH KHSDWLF LPSDLUPHQW .H.J.. &KLOG.3XJK $ RU %.. 9(54892 KDV QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK VHYHUH KHSDWLF LPSDLUPHQW .H.J.. &KLOG.3XJK &. [see Clinical Pharmacology (12.3)]. 
	.. 29(5'26$*( 
	/LPLWHG GDWD DUH DYDLODEOH ZLWK UHJDUG WR RYHUGRVDJH LQ KXPDQ SDWLHQWV WUHDWHG ZLWK 9(54892. ,Q 9,&725,$. GRVHV XS WR .. PJ KDYH EHHQ VWXGLHG. ,Q D VWXG\ RI SDWLHQWV ZLWK SUHVHUYHG HMHFWLRQ IUDFWLRQ KHDUW IDLOXUH .OHIW YHQWULFXODU HMHFWLRQ IUDFWLRQ •..... PXOWLSOH GRVHV RI 9(54892 .. PJ KDYH EHHQ VWXGLHG DQG ZHUH JHQHUDOO\ ZHOO WROHUDWHG. ,Q WKH HYHQW RI DQ RYHUGRVH. K\SRWHQVLRQ PD\ UHVXOW. 6\PSWRPDWLF WUHDWPHQW VKRXOG EH SURYLGHG. 9(54892 LV XQOLNHO\ WR EH UHPRYHG E\ KHPRGLDO\VLV EHFDXVH RI KLJK SURWHLQ EL
	.. '(6&5,37,21 
	9(54892 WDEOHWV FRQWDLQV YHULFLJXDW. D VROXEOH JXDQ\ODWH F\FODVH VWLPXODWRU. 
	7KH FKHPLFDO QDPH RI YHULFLJXDW LV PHWK\O ^....GLDPLQR...>..IOXRUR......IOXRUREHQ]\O...+.S\UD]ROR>....E@ ..+..).1.2. DQG WKH PROHFXODU ZHLJKW LV ...... J.PRO. 
	S\ULGLQ...\O@ S\ULPLGLQ...\O` FDUEDPDWH. 7KH PROHFXODU IRUPXOD LV &

	7KH FKHPLFDO VWUXFWXUH LV. 
	Figure
	9HULFLJXDW LV D ZKLWH WR \HOORZLVK SRZGHU WKDW LV IUHHO\ VROXEOH LQ GLPHWK\O VXOIR[LGH. VOLJKWO\ VROXEOH LQ DFHWRQH. YHU\ VOLJKWO\ VROXEOH LQ HWKDQRO. DFHWRQLWULOH. PHWKDQRO. DQG HWK\O DFHWDWH. DQG SUDFWLFDOO\ LQVROXEOH LQ ..SURSDQRO. 
	9(54892LV DYDLODEOH DV ILOP.FRDWHG WDEOHWV IRU RUDO DGPLQLVWUDWLRQ. FRQWDLQLQJ ... PJ RI YHULFLJXDW. . PJ RI YHULFLJXDW RU .. PJ RI YHULFLJXDW. 7KH WDEOHW LQDFWLYH LQJUHGLHQWV DUH FURVFDUPHOORVH VRGLXP. K\SURPHOORVH. ODFWRVH PRQRK\GUDWH. PDJQHVLXP VWHDUDWH. PLFURFU\VWDOOLQH FHOOXORVH. DQG VRGLXP ODXU\O VXOIDWH. 
	70 

	7KH ILOP FRDWLQJ FRQWDLQV K\SURPHOORVH. WDOF DQG WLWDQLXP GLR[LGH. 7KH ILOP FRDWLQJ IRU WKH . PJ RI 9(54892 WDEOHW DOVR FRQWDLQV IHUULF R[LGH UHG. 7KH ILOP FRDWLQJ IRU WKH .. PJ RI 9(54892 WDEOHW DOVR FRQWDLQV IHUULF R[LGH \HOORZ. 
	.. &/,1,&$/ 3+$50$&2/2*< 
	.... 0HFKDQLVP RI $FWLRQ 
	
	.... 3KDUPDFRG\QDPLFV 
	7KH PHDQ UHGXFWLRQ LQ V\VWROLF EORRG SUHVVXUH ZDV DSSUR[LPDWHO\ . WR . PP +J JUHDWHU LQ SDWLHQWV ZKR UHFHLYHG 9(54892 FRPSDUHG ZLWK SODFHER. 
	9(54892 GHPRQVWUDWHG D GRVH.GHSHQGHQW UHGXFWLRQ LQ 17.SUR%13. D ELRPDUNHU LQ KHDUW IDLOXUH. DW .. ZHHNV FRPSDUHG WR SODFHER ZKHQ DGGHG WR VWDQGDUG RI FDUH. 7KH HVWLPDWHG UHGXFWLRQ IURP EDVHOLQH 17. SUR%13 DW ZHHN .. ZDV JUHDWHU LQ SDWLHQWV ZKR UHFHLYHG 9(54892 FRPSDUHG ZLWK SODFHER [see Clinical Studies (14)]. 
	7KHUH ZDV QR HYLGHQFH RI SURDUUK\WKPLF ULVN LQ DQ in vitro DVVHVVPHQW RI YHULFLJXDW RU LWV PDMRU 1. JOXFXURQLGH PHWDEROLWH. 1R LQKLELWLRQ RI FDUGLDF LRQ FKDQQHOV .K(5*. K1DY.... RU K.Y/47..PLQN. ZDV PD[ YDOXHV DW WKH UHFRPPHQGHG WDUJHW GRVH RI .. PJ. 
	&DUGLDF (OHFWURSK\VLRORJ\ 
	REVHUYHG DW VXEVWDQWLDO PXOWLSOHV RI WKHLU XQERXQG &

	7KH LQWHJUDWHG ULVN DVVHVVPHQW RI QRQFOLQLFDO DQG FOLQLFDO GDWD VXSSRUWV WKDW DGPLQLVWUDWLRQ RI YHULFLJXDW .. PJ LV QRW DVVRFLDWHG ZLWK FOLQLFDOO\ PHDQLQJIXO 47F SURORQJDWLRQ. 
	1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ EOHHGLQJ WLPH RU SODWHOHW DJJUHJDWLRQ ZHUH REVHUYHG ZKHQ D VLQJOH GRVH RI YHULFLJXDW .. PJ ZDV XVHG FRQFRPLWDQWO\ ZLWK ... PJ RI DVSLULQ. 
	'UXJ ,QWHUDFWLRQ 6WXGLHV 

	1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV LQ SURWKURPELQ WLPH RU WKH DFWLYLWLHV RI )DFWRUV ,,. 9,,. DQG ; ZHUH REVHUYHG ZKHQ PXOWLSOH GRVHV RI 9(54892 .. PJ RQFH GDLO\ ZHUH XVHG FRQFRPLWDQWO\ ZLWK D VLQJOH GRVH RI ZDUIDULQ .. PJ. 
	1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ VHDWHG EORRG SUHVVXUH .%3. ZHUH REVHUYHG ZKHQ PXOWLSOH GRVHV RI 9(54892 ... PJ ZHUH XVHG FRQFRPLWDQWO\ ZLWK VDFXELWULO.YDOVDUWDQ LQ KHDOWK\ VXEMHFWV. 
	1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ VHDWHG %3 ZHUH REVHUYHG ZKHQ PXOWLSOH GRVHV RI 9(54892 .. PJ ZHUH XVHG FRQFRPLWDQWO\ ZLWK VKRUW. DQG ORQJ.DFWLQJ QLWUDWHV .QLWURJO\FHULQ VSUD\ DQG LVRVRUELGH PRQRQLWUDWH >,601@ PRGLILHG UHOHDVH .. PJ. LQ SDWLHQWV ZLWK FRURQDU\ DUWHU\ GLVHDVH. ,Q SDWLHQWV ZLWK KHDUW IDLOXUH. FRQFRPLWDQW XVH ZLWK VKRUW.DFWLQJ QLWUDWHV ZDV ZHOO WROHUDWHG. EXW WKHUH LV OLPLWHG H[SHULHQFH ZLWK ORQJ.DFWLQJ QLWUDWHV. 
	&RQFRPLWDQW XVH RI 9(54892 .. PJ ZLWK VLQJOH GRVHV RI VLOGHQDILO .... ... RU ... PJ. ZDV DVVRFLDWHG ZLWK DGGLWLRQDO VHDWHG %3 UHGXFWLRQ RI XS WR ... PP +J .V\VWROLF.GLDVWROLF %3. 0$3.. FRPSDUHG WR DGPLQLVWUDWLRQ RI 9(54892 DORQH. 7KHUH LV OLPLWHG H[SHULHQFH ZLWK FRQFRPLWDQW XVH RI 9(54892 DQG 3'(.. LQKLELWRUV LQ SDWLHQWV ZLWK KHDUW IDLOXUH. 
	.... 3KDUPDFRNLQHWLFV 
	PD[ LV ... PFJ./ ..... DQG $8& LV ..... PFJ•K./ ....... IROORZLQJ DGPLQLVWUDWLRQ RI 9(54892 .. PJ LQ SDWLHQWV ZLWK KHDUW IDLOXUH. 9HULFLJXDW SKDUPDFRNLQHWLFV LQFUHDVHV LQ D VOLJKWO\ OHVV WKDQ GRVH.SURSRUWLRQDO PDQQHU. 9HULFLJXDW DFFXPXODWHV LQ SODVPD XS WR ........ DQG UHDFKHV VWHDG\.VWDWH DIWHU DSSUR[LPDWHO\ . GD\V. 
	9HULFLJXDW VWHDG\.VWDWH PHDQ .FRHIILFLHQW RI YDULDWLRQ .. &

	7KH DEVROXWH ELRDYDLODELOLW\ RI YHULFLJXDW LV ... ZKHQ WDNHQ ZLWK IRRG. 5HVXOWV ZHUH FRPSDUDEOH ZKHQ 9(54892 ZDV DGPLQLVWHUHG RUDOO\ DV D ZKROH WDEOHW RU DV D FUXVKHG WDEOHW LQ ZDWHU. 
	$EVRUSWLRQ 

	Effect of Food 
	PD[ IURP DERXW . KRXU PD[ E\ ... FRPSDUHG ZLWK DGPLQLVWUDWLRQ LQ WKH IDVWHG VWDWH. 6LPLODU UHVXOWV ZHUH REWDLQHG ZKHQ 9(54892 ZDV DGPLQLVWHUHG ZLWK D ORZ.IDW. ORZ.FDORULH PHDO ZKHQ FRPSDUHG WR DGPLQLVWUDWLRQ ZLWK D KLJK.IDW. KLJK.FDORULH PHDO. 
	$GPLQLVWUDWLRQ RI 9(54892 .. PJ ZLWK D KLJK.IDW. KLJK.FDORULH PHDO LQFUHDVHV 7
	.IDVWHG. WR DERXW . KRXUV .IHG.. UHGXFHV 3. YDULDELOLW\. DQG LQFUHDVHV YHULFLJXDW $8& E\ ... DQG &

	7KH PHDQ VWHDG\.VWDWH YROXPH RI GLVWULEXWLRQ RI YHULFLJXDW LV DSSUR[LPDWHO\ .. / LQ KHDOWK\ VXEMHFWV. 3URWHLQ ELQGLQJ .SULPDULO\ WR VHUXP DOEXPLQ. RI YHULFLJXDW LV DERXW .... 
	'LVWULEXWLRQ 

	7KH KDOI.OLIH RI YHULFLJXDW LV .. KRXUV LQ SDWLHQWV ZLWK KHDUW IDLOXUH. &OHDUDQFH LQ KHDOWK\ VXEMHFWV LV ... /.K. 
	(OLPLQDWLRQ 

	Metabolism 
	9HULFLJXDW SULPDULO\ XQGHUJRHV JOXFXURQLGDWLRQ E\ 8*7.$. DQG WR D OHVVHU H[WHQW. E\ 8*7.$. WR IRUP DQ LQDFWLYH 1.JOXFXURQLGH PHWDEROLWH. &<3.PHGLDWHG PHWDEROLVP LV D PLQRU FOHDUDQFH SDWKZD\ ...... 
	Excretion 
	)ROORZLQJ RUDO DGPLQLVWUDWLRQ RI UDGLRODEHOHG YHULFLJXDW WR KHDOWK\ VXEMHFWV. DSSUR[LPDWHO\ ... RI WKH GRVH ZDV H[FUHWHG LQ XULQH .SULPDULO\ DV LQDFWLYH PHWDEROLWH. DQG ... LQ IHFHV .SULPDULO\ DV XQFKDQJHG GUXJ.. 
	6SHFLILF 3RSXODWLRQV 
	6SHFLILF 3RSXODWLRQV 

	Renal Impairment 
	,Q SDWLHQWV ZLWK KHDUW IDLOXUH ZLWK PLOG. PRGHUDWH. DQG VHYHUH UHQDO LPSDLUPHQW QRW UHTXLULQJ GLDO\VLV. WKH PHDQ H[SRVXUH .$8&. RI YHULFLJXDW ZDV LQFUHDVHG E\ ... .... DQG ... UHVSHFWLYHO\. FRPSDUHG WR SDWLHQWV ZLWK QRUPDO UHQDO IXQFWLRQ. 7KHVH GLIIHUHQFHV LQ H[SRVXUH DUH QRW FRQVLGHUHG FOLQLFDOO\ UHOHYDQW. 7KH SKDUPDFRNLQHWLFV RI YHULFLJXDW KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK H*)5 ... P/.PLQ.....P. DW WUHDWPHQW LQLWLDWLRQ RU RQ GLDO\VLV [see Use in Specific Populations (8.6)]. 
	,Q D GHGLFDWHG FOLQLFDO SKDUPDFRORJ\ VWXG\. RWKHUZLVH KHDOWK\ SDUWLFLSDQWV ZLWK PLOG. PRGHUDWH. DQG VHYHUH UHQDO LPSDLUPHQW. KDG ... .... DQG .... UHVSHFWLYHO\. KLJKHU PHDQ YHULFLJXDW H[SRVXUH .XQERXQG $8& QRUPDOL]HG IRU ERG\ ZHLJKW. DIWHU D VLQJOH GRVH FRPSDUHG WR KHDOWK\ FRQWUROV. 
	7KH DSSDUHQW GLVFUHSDQF\ RI WKH HIIHFW RI UHQDO LPSDLUPHQW RQ YHULFLJXDW H[SRVXUH EHWZHHQ WKH GHGLFDWHG FOLQLFDO SKDUPDFRORJ\ VWXG\ DQG WKH DQDO\VLV LQ SDWLHQWV ZLWK KHDUW IDLOXUH PD\ EH DWWULEXWHG WR GLIIHUHQFHV LQ VWXG\ GHVLJQ DQG VL]H. 
	Hepatic Impairment 
	1R FOLQLFDOO\ UHOHYDQW LQFUHDVHV LQ H[SRVXUH .XQERXQG $8& QRUPDOL]HG IRU ERG\ ZHLJKW. ZHUH REVHUYHG IRU LQGLYLGXDOV ZLWK PLOG DQG PRGHUDWH KHSDWLF LPSDLUPHQW .&KLOG 3XJK $.%.. 0HDQ YHULFLJXDW H[SRVXUHV ZHUH ... DQG ... KLJKHU. UHVSHFWLYHO\. FRPSDUHG WR LQGLYLGXDOV ZLWK QRUPDO KHSDWLF IXQFWLRQ. 7KH SKDUPDFRNLQHWLFV RI YHULFLJXDW KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK VHYHUH KHSDWLF LPSDLUPHQW .H.J.. &KLOG.3XJK &. [see Use in Specific Populations (8.7)]. 
	1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV LQ WKH SKDUPDFRNLQHWLFV RI YHULFLJXDW ZHUH REVHUYHG EDVHG RQ DJH. VH[. UDFH.HWKQLFLW\ .%ODFN. :KLWH. $VLDQ. +LVSDQLF. /DWLQR.. ERG\ ZHLJKW. RU EDVHOLQH 17.SUR%13. (IIHFWV RI VSHFLILF SRSXODWLRQV RQ WKH SKDUPDFRNLQHWLFV RI YHULFLJXDW DUH VKRZQ LQ )LJXUH .. 
	)LJXUH .. 3KDUPDFRNLQHWLFV RI 9HULFLJXDW LQ 6SHFLILF 3RSXODWLRQV. 
	Figure
	'UXJ ,QWHUDFWLRQ 6WXGLHV 
	'UXJ ,QWHUDFWLRQ 6WXGLHV 

	Clinical Studies Effects of Other Drugs on the Pharmacokinetics of Vericiguat 
	9HULFLJXDW LV OHVV VROXEOH DW QHXWUDO WKDQ DW DFLGLF S+. 3UH. DQG FR.WUHDWPHQW ZLWK GUXJV WKDW LQFUHDVH JDVWULF S+. VXFK DV SURWRQ SXPS LQKLELWRUV RU DQWDFLGV. GHFUHDVH YHULFLJXDW H[SRVXUH .$8&. E\ DERXW ... IROORZLQJ IDVWHG DGPLQLVWUDWLRQ. +RZHYHU. FR.WUHDWPHQW ZLWK GUXJV WKDW LQFUHDVH JDVWULF S+ GLG QRW DIIHFW YHULFLJXDW H[SRVXUH LQ SDWLHQWV ZLWK KHDUW IDLOXUH ZKHQ YHULFLJXDW ZDV WDNHQ DV GLUHFWHG ZLWK IRRG. 
	1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ YHULFLJXDW SKDUPDFRNLQHWLFV ZHUH REVHUYHG ZLWK FR.DGPLQLVWUDWLRQ RI PHIHQDPLF DFLG .8*7.$. LQKLELWRU.. NHWRFRQD]ROH .PXOWL.SDWKZD\ &<3 DQG WUDQVSRUWHU LQKLELWRU.. ULIDPSLQ .LQGXFHU.. GLJR[LQ .3.JS VXEVWUDWH.. ZDUIDULQ. DVSLULQ. VLOGHQDILO. RU WKH FRPELQDWLRQ RI VDFXELWULO.YDOVDUWDQ LQ KHDOWK\ VXEMHFWV. 1R FOLQLFDOO\ VLJQLILFDQW GLIIHUHQFHV RQ YHULFLJXDW SKDUPDFRNLQHWLFV ZHUH SUHGLFWHG ZLWK FR. DGPLQLVWUDWLRQ RI DWD]DQDYLU .8*7.$. LQKLELWRU.. 
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	Figure 2: Kaplan-Meier Curve for the Primary Composite Endpoint 
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	A wide range of demographic characteristics, baseline disease characteristics, and baseline concomitant medications were examined for their influence on outcomes. The results of the prespecified subgroup analysis for the primary composite endpoint are shown in Figure 3. 
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	What is the most important information I should know about VERQUVO?VERQUVO may cause birth defects if taken during pregnancy. Females must not be pregnant when they start taking VERQUVO. x Females who are able to get pregnant: o Your healthcare provider will do a pregnancy test to make sure that you are not pregnant before you start taking VERQUVO. o You must use effective forms of birth control during treatment and for 1 month after you stop treatment with VERQUVO. Talk to your healthcare provider about fo
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	What is VERQUVO? VERQUVO is a prescription medicine used in adults who are having symptoms of their chronic (long-lasting) heart failure, who have had a recent hospitalization or the need to receive intravenous (IV) medicines and have an ejection fraction (amount of blood pumped with each heartbeat) of less than 45 percent: x to reduce the risk of dying and x to reduce the need to be hospitalized Heart failure happens when your heart is weak and cannot pump enough blood to your lungs and the rest of your bo
	What is VERQUVO? VERQUVO is a prescription medicine used in adults who are having symptoms of their chronic (long-lasting) heart failure, who have had a recent hospitalization or the need to receive intravenous (IV) medicines and have an ejection fraction (amount of blood pumped with each heartbeat) of less than 45 percent: x to reduce the risk of dying and x to reduce the need to be hospitalized Heart failure happens when your heart is weak and cannot pump enough blood to your lungs and the rest of your bo

	Do not take VERQUVO if you: x are taking another medicine called a soluble guanylate cyclase stimulator (sGC). Ask your healthcare provider if you are not sure if you are taking an sGC medicine. x are pregnant. See “What is the most important information I should know about VERQUVO?” 
	Do not take VERQUVO if you: x are taking another medicine called a soluble guanylate cyclase stimulator (sGC). Ask your healthcare provider if you are not sure if you are taking an sGC medicine. x are pregnant. See “What is the most important information I should know about VERQUVO?” 

	Before you take VERQUVO, tell your healthcare provider about all your medical conditions, including if you: x are breastfeeding or plan to breastfeed. It is not known if VERQUVO passes into your breast milk. Do not breastfeed if you take VERQUVO. Talk with your healthcare provider about the best way to feed your baby if you take VERQUVO. Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines, vitamins, and herbal supplements. Certain other medic
	Before you take VERQUVO, tell your healthcare provider about all your medical conditions, including if you: x are breastfeeding or plan to breastfeed. It is not known if VERQUVO passes into your breast milk. Do not breastfeed if you take VERQUVO. Talk with your healthcare provider about the best way to feed your baby if you take VERQUVO. Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines, vitamins, and herbal supplements. Certain other medic

	How should I take VERQUVO? x Take VERQUVO exactly as your healthcare provider tells you to. x Take VERQUVO 1 time each day with food. x Swallow VERQUVO tablets whole. If you are not able to swallow the tablet whole, you may crush VERQUVO tablets and mix with water right before taking your dose. x Your healthcare provider may change your dose — when you first start taking VERQUVO to find the best dose for you and how well you tolerate VERQUVO. x If you miss a dose, take the missed dose as soon as you remembe
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	What are the possible side effects of VERQUVO?VERQUVO may cause serious side effects, including:See “What is the most important information I should know about VERQUVO?” The most common side effects of VERQUVO include: x low blood pressure x low red blood cells (anemia) These are not all the possible side effects of VERQUVO. Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088. 
	What are the possible side effects of VERQUVO?VERQUVO may cause serious side effects, including:See “What is the most important information I should know about VERQUVO?” The most common side effects of VERQUVO include: x low blood pressure x low red blood cells (anemia) These are not all the possible side effects of VERQUVO. Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088. 

	How should I store VERQUVO? x Store VERQUVO at room temperature between 68°F to 77°F (20°C to 25°C). Keep VERQUVO and all medicines out of the reach of children. 
	How should I store VERQUVO? x Store VERQUVO at room temperature between 68°F to 77°F (20°C to 25°C). Keep VERQUVO and all medicines out of the reach of children. 


	General information about the safe and effective use of VERQUVO. Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use VERQUVO for a condition for which it was not prescribed. Do not give VERQUVO to other people, even if they have the same symptoms you have. It may harm them. You can ask your pharmacist or healthcare provider for information about VERQUVO that is written for health professionals. 
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	General information about the safe and effective use of VERQUVO. Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use VERQUVO for a condition for which it was not prescribed. Do not give VERQUVO to other people, even if they have the same symptoms you have. It may harm them. You can ask your pharmacist or healthcare provider for information about VERQUVO that is written for health professionals. 

	What are the ingredients in VERQUVO?Active ingredient: vericiguat. Inactive ingredients: croscarmellose sodium, hypromellose, lactose monohydrate, magnesium stearate, microcrystalline cellulose, sodium lauryl sulfate. The tablet film coating contains: hypromellose, talc, titanium dioxide. The film-coating for the 5 mg tablet also contains ferric oxide red. The film-coating for the 10 mg tablet also contains ferric oxide yellow. 
	What are the ingredients in VERQUVO?Active ingredient: vericiguat. Inactive ingredients: croscarmellose sodium, hypromellose, lactose monohydrate, magnesium stearate, microcrystalline cellulose, sodium lauryl sulfate. The tablet film coating contains: hypromellose, talc, titanium dioxide. The film-coating for the 5 mg tablet also contains ferric oxide red. The film-coating for the 10 mg tablet also contains ferric oxide yellow. 

	Manufactured by: Bayer AG, Leverkusen, Germany For patent information: www.merck.com/product/patent/home.html Copyright © 2021 Merck Sharp and Dohme Corp., a subsidiary of Merck & Co., Inc. All rights reserved. usmg-mk1242-t-2101r001 
	Manufactured by: Bayer AG, Leverkusen, Germany For patent information: www.merck.com/product/patent/home.html Copyright © 2021 Merck Sharp and Dohme Corp., a subsidiary of Merck & Co., Inc. All rights reserved. usmg-mk1242-t-2101r001 


	This Medication Guide has been approved by the U.S. Food and Drug Administration Issued: 01/2021 
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