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+,*+/,*+76 2) 35(6&5,%,1* ,1)250$7,21 
7KHVH KLJKOLJKWV GR QRW LQFOXGH DOO WKH LQIRUPDWLRQ QHHGHG WR XVH 
+8/,2 VDIHO\ DQG HIIHFWLYHO\� 6HH IXOO SUHVFULELQJ LQIRUPDWLRQ IRU 
+8/,2� 
+8/,2� �DGDOLPXPDE�INMS� LQMHFWLRQ� IRU VXEFXWDQHRXV XVH 
,QLWLDO 8�6� $SSURYDO� ���� 

+8/,2� �DGDOLPXPDE�INMS� LV ELRVLPLODU WR +80,5$ �DGDOLPXPDE� 

:$51,1*� 6(5,286 ,1)(&7,216 DQG 0$/,*1$1&< 
See full prescribing information for complete boxed warning. 

6(5,286 ,1)(&7,216 ����� ����� 
� ,QFUHDVHG ULVN RI VHULRXV LQIHFWLRQV OHDGLQJ WR KRVSLWDOL]DWLRQ RU GHDWK� 
LQFOXGLQJ WXEHUFXORVLV �7%�� EDFWHULDO VHSVLV� LQYDVLYH IXQJDO LQIHFWLRQV 
�VXFK DV KLVWRSODVPRVLV�� DQG LQIHFWLRQV GXH WR RWKHU RSSRUWXQLVWLF 
SDWKRJHQV� 
� 'LVFRQWLQXH +8/,2 LI D SDWLHQW GHYHORSV D VHULRXV LQIHFWLRQ RU VHSVLV 
GXULQJ WUHDWPHQW� 
� 3HUIRUP WHVW IRU ODWHQW 7%� LI SRVLWLYH� VWDUW WUHDWPHQW IRU 7% SULRU WR 
VWDUWLQJ +8/,2� 
� 0RQLWRU DOO SDWLHQWV IRU DFWLYH 7% GXULQJ WUHDWPHQW� HYHQ LI LQLWLDO 
ODWHQW 7% WHVW LV QHJDWLYH� 
0$/,*1$1&< ������ 
� /\PSKRPD DQG RWKHU PDOLJQDQFLHV� VRPH IDWDO� KDYH EHHQ UHSRUWHG LQ 
FKLOGUHQ DQG DGROHVFHQW SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ 
DGDOLPXPDE SURGXFWV� 
� 3RVW�PDUNHWLQJ FDVHV RI KHSDWRVSOHQLF 7�FHOO O\PSKRPD �+67&/�� D 
UDUH W\SH RI 7�FHOO O\PSKRPD� KDYH RFFXUUHG LQ DGROHVFHQW DQG \RXQJ 
DGXOWV ZLWK LQIODPPDWRU\ ERZHO GLVHDVH WUHDWHG ZLWK 71) EORFNHUV 
LQFOXGLQJ DGDOLPXPDE SURGXFWV� 

������������������������������ ,1',&$7,216 $1' 86$*( ������������������������ 
+8/,2 LV D WXPRU QHFURVLV IDFWRU �71)� EORFNHU LQGLFDWHG IRU WUHDWPHQW RI� 
x	 5KHXPDWRLG $UWKULWLV �5$� ������ 5HGXFLQJ VLJQV DQG V\PSWRPV� 

LQGXFLQJ PDMRU FOLQLFDO UHVSRQVH� LQKLELWLQJ WKH SURJUHVVLRQ RI 
VWUXFWXUDO GDPDJH� DQG LPSURYLQJ SK\VLFDO IXQFWLRQ LQ DGXOW SDWLHQWV 
ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 5$� 

x	 -XYHQLOH ,GLRSDWKLF $UWKULWLV �-,$� ������ 5HGXFLQJ VLJQV DQG V\PSWRPV 
RI PRGHUDWHO\ WR VHYHUHO\ DFWLYH SRO\DUWLFXODU -,$ LQ SDWLHQWV � \HDUV RI DJH 
DQG ROGHU� 

x	 3VRULDWLF $UWKULWLV �3V$� ������ 5HGXFLQJ VLJQV DQG V\PSWRPV� LQKLELWLQJ 
WKH SURJUHVVLRQ RI VWUXFWXUDO GDPDJH� DQG LPSURYLQJ SK\VLFDO IXQFWLRQ LQ 
DGXOW SDWLHQWV ZLWK DFWLYH 3V$� 

x	 $QN\ORVLQJ 6SRQG\OLWLV �$6� ������ 5HGXFLQJ VLJQV DQG V\PSWRPV LQ DGXOW 
SDWLHQWV ZLWK DFWLYH $6� 

x	 $GXOW &URKQ¶V 'LVHDVH �&'� ������ 5HGXFLQJ VLJQV DQG V\PSWRPV DQG 
LQGXFLQJ DQG PDLQWDLQLQJ FOLQLFDO UHPLVVLRQ LQ DGXOW SDWLHQWV ZLWK 
PRGHUDWHO\ WR VHYHUHO\ DFWLYH &URKQ¶V GLVHDVH ZKR KDYH KDG DQ LQDGHTXDWH 
UHVSRQVH WR FRQYHQWLRQDO WKHUDS\� 5HGXFLQJ VLJQV DQG V\PSWRPV DQG 
LQGXFLQJ FOLQLFDO UHPLVVLRQ LQ WKHVH SDWLHQWV LI WKH\ KDYH DOVR ORVW UHVSRQVH 
WR RU DUH LQWROHUDQW WR LQIOL[LPDE SURGXFWV� 

x	 8OFHUDWLYH &ROLWLV �8&� ������ ,QGXFLQJ DQG VXVWDLQLQJ FOLQLFDO UHPLVVLRQ 
LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH XOFHUDWLYH FROLWLV ZKR 
KDYH KDG DQ LQDGHTXDWH UHVSRQVH WR LPPXQRVXSSUHVVDQWV VXFK DV 
FRUWLFRVWHURLGV� D]DWKLRSULQH RU ��PHUFDSWRSXULQH ���03�� 7KH 
HIIHFWLYHQHVV RI DGDOLPXPDE SURGXFWV KDV QRW EHHQ HVWDEOLVKHG LQ SDWLHQWV 
ZKR KDYH ORVW UHVSRQVH WR RU ZHUH LQWROHUDQW WR 71) EORFNHUV� 

x	 3ODTXH 3VRULDVLV �3V� ������ 7KH WUHDWPHQW RI DGXOW SDWLHQWV ZLWK PRGHUDWH 
WR VHYHUH FKURQLF SODTXH SVRULDVLV ZKR DUH FDQGLGDWHV IRU V\VWHPLF WKHUDS\ 
RU SKRWRWKHUDS\� DQG ZKHQ RWKHU V\VWHPLF WKHUDSLHV DUH PHGLFDOO\ OHVV 
DSSURSULDWH� 

�������������������������� '26$*( $1' $'0,1,675$7,21 ������������������� 
x	 $GPLQLVWHUHG E\ VXEFXWDQHRXV LQMHFWLRQ ��� 
5KHXPDWRLG $UWKULWLV� 3VRULDWLF $UWKULWLV� $QN\ORVLQJ 6SRQG\OLWLV ������ 
x �� PJ HYHU\ RWKHU ZHHN� 

x 6RPH SDWLHQWV ZLWK 5$ QRW UHFHLYLQJ PHWKRWUH[DWH PD\ EHQHILW 
IURP LQFUHDVLQJ WKH IUHTXHQF\ WR �� PJ HYHU\ ZHHN� 

-XYHQLOH ,GLRSDWKLF $UWKULWLV ������ 

x 15 kg (33 lbs) to < 30 kg (66 lbs) �� PJ HYHU\ RWKHU ZHHN 
x � 30 kg (66 lbs) �� PJ HYHU\ RWKHU ZHHN 
$GXOW &URKQ
V 'LVHDVH DQG 8OFHUDWLYH &ROLWLV ����� ����� 
x ,QLWLDO GRVH �'D\ ��� ��� PJ �IRXU �� PJ LQMHFWLRQV LQ RQH GD\ RU WZR �� 

PJ LQMHFWLRQV SHU GD\ IRU WZR FRQVHFXWLYH GD\V� 
x 6HFRQG GRVH WZR ZHHNV ODWHU �'D\ ���� �� PJ 

x 7ZR ZHHNV ODWHU �'D\ ���� %HJLQ D PDLQWHQDQFH GRVH RI �� PJ 
HYHU\ RWKHU ZHHN� 

x )RU SDWLHQWV ZLWK 8OFHUDWLYH &ROLWLV RQO\� 2QO\ FRQWLQXH +8/,2 LQ 
SDWLHQWV ZKR KDYH VKRZQ HYLGHQFH RI FOLQLFDO UHPLVVLRQ E\ HLJKW ZHHNV 
�'D\ ��� RI WKHUDS\� 

3ODTXH 3VRULDVLV ������ 
x	 �� PJ LQLWLDO GRVH� IROORZHG E\ �� PJ HYHU\ RWKHU ZHHN VWDUWLQJ RQH 

ZHHN DIWHU LQLWLDO GRVH� 

������������������ '26$*( )2506 $1' 675(1*7+6 ������������������� 
x ,QMHFWLRQ� �� PJ���� P/ LQ D VLQJOH�GRVH SUHILOOHG SHQ �+8/,2 3HQ� ��� 
x ,QMHFWLRQ� �� PJ���� P/ LQ D VLQJOH�GRVH SUHILOOHG SODVWLF V\ULQJH ��� 
x ,QMHFWLRQ� �� PJ���� P/ LQ D VLQJOH�GRVH SUHILOOHG SODVWLF V\ULQJH ��� 

������������������������ &2175$,1',&$7,216 ����������������������������� 
1RQH� ��� 

�������������������� :$51,1*6 $1' 35(&$87,216 �������������������� 
x	 Serious infections 'R QRW VWDUW +8/,2 GXULQJ DQ DFWLYH LQIHFWLRQ� ,I DQ 

LQIHFWLRQ GHYHORSV� PRQLWRU FDUHIXOO\� DQG VWRS +8/,2 LI LQIHFWLRQ 
EHFRPHV VHULRXV ����� 

x	 Invasive fungal infections )RU SDWLHQWV ZKR GHYHORS D V\VWHPLF LOOQHVV 
RQ +8/,2� FRQVLGHU HPSLULF DQWLIXQJDO WKHUDS\ IRU WKRVH ZKR UHVLGH RU 
WUDYHO WR UHJLRQV ZKHUH P\FRVHV DUH HQGHPLF ����� 

x	 Malignancies ,QFLGHQFH RI PDOLJQDQFLHV ZDV JUHDWHU LQ DGDOLPXPDE� 
WUHDWHG SDWLHQWV WKDQ LQ FRQWUROV ����� 

x Anaphylaxis or serious allergic reactions PD\ RFFXU ����� 
x Hepatitis B virus reactivation 0RQLWRU +%9 FDUULHUV GXULQJ DQG VHYHUDO 

PRQWKV DIWHU WKHUDS\� ,I UHDFWLYDWLRQ RFFXUV� VWRS +8/,2 DQG EHJLQ 
DQWLYLUDO WKHUDS\ ����� 

x Demyelinating disease ([DFHUEDWLRQ RU QHZ RQVHW� PD\ RFFXU ����� 
x Cytopenias, pancytopenia $GYLVH SDWLHQWV WR VHHN LPPHGLDWH PHGLFDO 

DWWHQWLRQ LI V\PSWRPV GHYHORS� DQG FRQVLGHU VWRSSLQJ +8/,2 ����� 
x Heart failure :RUVHQLQJ RU QHZ RQVHW� PD\ RFFXU ����� 
x Lupus-like syndrome 6WRS +8/,2 LI V\QGURPH GHYHORSV ����� 

������������������������� $'9(56( 5($&7,216 ����������������������������� 
0RVW FRPPRQ DGYHUVH UHDFWLRQV �LQFLGHQFH !����� LQIHFWLRQV �H�J� XSSHU 
UHVSLUDWRU\� VLQXVLWLV�� LQMHFWLRQ VLWH UHDFWLRQV� KHDGDFKH DQG UDVK ����� 

7R UHSRUW 6863(&7(' $'9(56( 5($&7,216� FRQWDFW 0\ODQ DW �� 
������������ ���������,1)2�5;� RU )'$ DW ������)'$����� RU 
ZZZ�IGD JRY�PHGZDWFK 

�����������������������������'58* ,17(5$&7,216���������������������������� 
x Abatacept ,QFUHDVHG ULVN RI VHULRXV LQIHFWLRQ ����� ����� ���� 
x Anakinra ,QFUHDVHG ULVN RI VHULRXV LQIHFWLRQ ����� ���� ���� 
x Live vaccines $YRLG XVH ZLWK +8/,2 ������ ���� 

6HH �� IRU 3$7,(17 &2816(/,1* ,1)250$7,21 DQG 0HGLFDWLRQ 
*XLGH� 
%LRVLPLODU PHDQV WKDW WKH ELRORJLFDO SURGXFW LV DSSURYHG EDVHG RQ GDWD 
GHPRQVWUDWLQJ WKDW LW LV KLJKO\ VLPLODU WR DQ )'$�DSSURYHG ELRORJLFDO SURGXFW� 
NQRZQ DV D UHIHUHQFH SURGXFW� DQG WKDW WKHUH DUH QR FOLQLFDOO\ PHDQLQJIXO 
GLIIHUHQFHV EHWZHHQ WKH ELRVLPLODU SURGXFW DQG WKH UHIHUHQFH SURGXFW� 
%LRVLPLODULW\ RI +8/,2 KDV EHHQ GHPRQVWUDWHG IRU WKH FRQGLWLRQ�V� RI XVH 
�H�J� LQGLFDWLRQ�V�� GRVLQJ UHJLPHQ�V��� VWUHQJWK�V�� GRVDJH IRUP�V�� DQG 
URXWH�V� RI DGPLQLVWUDWLRQ GHVFULEHG LQ LWV )XOO 3UHVFULELQJ ,QIRUPDWLRQ� 

,VVXHG� ������� 

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

:$51,1*� 6(5,286 ,1)(&7,216 $1' 0$/,*1$1&< 
� ,1',&$7,216 $1' 86$*( 

��� 5KHXPDWRLG $UWKULWLV 
��� -XYHQLOH ,GLRSDWKLF $UWKULWLV 
��� 3VRULDWLF $UWKULWLV 
��� $QN\ORVLQJ 6SRQG\OLWLV 
��� $GXOW &URKQ
V 'LVHDVH 
��� 8OFHUDWLYH &ROLWLV 
��� 3ODTXH 3VRULDVLV 

� '26$*( $1' $'0,1,675$7,21 
��� 5KHXPDWRLG $UWKULWLV� 3VRULDWLF $UWKULWLV� DQG 

$QN\ORVLQJ 6SRQG\OLWLV 
��� -XYHQLOH ,GLRSDWKLF $UWKULWLV 
��� $GXOW &URKQ¶V 'LVHDVH 
��� 8OFHUDWLYH &ROLWLV 
��� 3ODTXH 3VRULDVLV 
��� 0RQLWRULQJ WR $VVHVV 6DIHW\ 
��� *HQHUDO &RQVLGHUDWLRQV IRU $GPLQLVWUDWLRQ 

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

��� 6HULRXV ,QIHFWLRQV 
��� 0DOLJQDQFLHV 
��� +\SHUVHQVLWLYLW\ 5HDFWLRQV 
��� +HSDWLWLV % 9LUXV 5HDFWLYDWLRQ 
��� 1HXURORJLF 5HDFWLRQV 
��� +HPDWRORJLFDO 5HDFWLRQV 
��� 8VH ZLWK $QDNLQUD 
��� +HDUW )DLOXUH 
��� $XWRLPPXQLW\ 
���� ,PPXQL]DWLRQV 
���� 8VH ZLWK $EDWDFHSW 

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

� '58* ,17(5$&7,216 
��� 0HWKRWUH[DWH
 
��� %LRORJLFDO 3URGXFWV
 
��� /LYH 9DFFLQHV
 
��� &\WRFKURPH 3��� 6XEVWUDWHV
 

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

�� 29(5'26$*( 
�� '(6&5,37,21 
�� &/,1,&$/ 3+$50$&2/2*< 

���� 0HFKDQLVP RI $FWLRQ
 
���� 3KDUPDFRG\QDPLFV
 
���� 3KDUPDFRNLQHWLFV
 

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

�� &/,1,&$/ 678',(6 
���� 5KHXPDWRLG $UWKULWLV
 
���� -XYHQLOH ,GLRSDWKLF $UWKULWLV
 
���� 3VRULDWLF $UWKULWLV
 
���� $QN\ORVLQJ 6SRQG\OLWLV
 
���� $GXOW &URKQ
V 'LVHDVH
 
���� 8OFHUDWLYH &ROLWLV
 
���� 3ODTXH 3VRULDVLV
 

�� 5()(5(1&(6 
�� +2: 6833/,('�6725$*( $1' +$1'/,1* 
�� 3$7,(17 &2816(/,1* ,1)250$7,21 

6HFWLRQV RU VXEVHFWLRQV RPLWWHG IURP WKH IXOO SUHVFULELQJ LQIRUPDWLRQ DUH QRW 
OLVWHG� 

� 
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)8// 35(6&5,%,1* ,1)250$7,21
 

:$51,1*� 6(5,286 ,1)(&7,216 DQG 0$/,*1$1&< 

6(5,286 ,1)(&7,216 

3DWLHQWV WUHDWHG ZLWK DGDOLPXPDE SURGXFWV LQFOXGLQJ +8/,2 DUH DW LQFUHDVHG ULVN IRU 
GHYHORSLQJ VHULRXV LQIHFWLRQV WKDW PD\ OHDG WR KRVSLWDOL]DWLRQ RU GHDWK [see Warnings and 
Precautions (5.1)]� 0RVW SDWLHQWV ZKR GHYHORSHG WKHVH LQIHFWLRQV ZHUH WDNLQJ FRQFRPLWDQW 
LPPXQRVXSSUHVVDQWV VXFK DV PHWKRWUH[DWH RU FRUWLFRVWHURLGV� 

'LVFRQWLQXH +8/,2 LI D SDWLHQW GHYHORSV D VHULRXV LQIHFWLRQ RU VHSVLV� 

5HSRUWHG LQIHFWLRQV LQFOXGH� 
�	 $FWLYH WXEHUFXORVLV �7%�� LQFOXGLQJ UHDFWLYDWLRQ RI ODWHQW 7%� 3DWLHQWV ZLWK 7% KDYH 
IUHTXHQWO\ SUHVHQWHG ZLWK GLVVHPLQDWHG RU H[WUDSXOPRQDU\ GLVHDVH� 7HVW SDWLHQWV IRU 
ODWHQW 7% EHIRUH +8/,2 XVH DQG GXULQJ WKHUDS\� ,QLWLDWH WUHDWPHQW IRU ODWHQW 7% 
SULRU WR +8/,2 XVH� 

�	 ,QYDVLYH IXQJDO LQIHFWLRQV� LQFOXGLQJ KLVWRSODVPRVLV� FRFFLGLRLGRP\FRVLV� FDQGLGLDVLV� 
DVSHUJLOORVLV� EODVWRP\FRVLV� DQG SQHXPRF\VWRVLV� 3DWLHQWV ZLWK KLVWRSODVPRVLV RU 
RWKHU LQYDVLYH IXQJDO LQIHFWLRQV PD\ SUHVHQW ZLWK GLVVHPLQDWHG� UDWKHU WKDQ 
ORFDOL]HG� GLVHDVH� $QWLJHQ DQG DQWLERG\ WHVWLQJ IRU KLVWRSODVPRVLV PD\ EH QHJDWLYH 
LQ VRPH SDWLHQWV ZLWK DFWLYH LQIHFWLRQ� &RQVLGHU HPSLULF DQWL�IXQJDO WKHUDS\ LQ 
SDWLHQWV DW ULVN IRU LQYDVLYH IXQJDO LQIHFWLRQV ZKR GHYHORS VHYHUH V\VWHPLF LOOQHVV� 

�	 %DFWHULDO� YLUDO DQG RWKHU LQIHFWLRQV GXH WR RSSRUWXQLVWLF SDWKRJHQV� LQFOXGLQJ 
/HJLRQHOOD DQG /LVWHULD� 

&DUHIXOO\ FRQVLGHU WKH ULVNV DQG EHQHILWV RI WUHDWPHQW ZLWK +8/,2 SULRU WR LQLWLDWLQJ 
WKHUDS\ LQ SDWLHQWV ZLWK FKURQLF RU UHFXUUHQW LQIHFWLRQ� 
0RQLWRU SDWLHQWV FORVHO\ IRU WKH GHYHORSPHQW RI VLJQV DQG V\PSWRPV RI LQIHFWLRQ GXULQJ 
DQG DIWHU WUHDWPHQW ZLWK +8/,2� LQFOXGLQJ WKH SRVVLEOH GHYHORSPHQW RI 7% LQ SDWLHQWV 
ZKR WHVWHG QHJDWLYH IRU ODWHQW 7% LQIHFWLRQ SULRU WR LQLWLDWLQJ WKHUDS\ [see Warnings and 
Precautions (5.1) and Adverse Reactions (6.1)]. 

0$/,*1$1&< 

/\PSKRPD DQG RWKHU PDOLJQDQFLHV� VRPH IDWDO� KDYH EHHQ UHSRUWHG LQ FKLOGUHQ DQG 
DGROHVFHQW SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see 
Warnings and Precautions (5.2)]. 3RVW�PDUNHWLQJ FDVHV RI KHSDWRVSOHQLF 7�FHOO O\PSKRPD 
�+67&/�� D UDUH W\SH RI 7�FHOO O\PSKRPD� KDYH EHHQ UHSRUWHG LQ SDWLHQWV WUHDWHG ZLWK 71) 
EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV� 7KHVH FDVHV KDYH KDG D YHU\ DJJUHVVLYH GLVHDVH 
FRXUVH DQG KDYH EHHQ IDWDO� 7KH PDMRULW\ RI UHSRUWHG 71) EORFNHU FDVHV KDYH RFFXUUHG LQ 
SDWLHQWV ZLWK &URKQ
V GLVHDVH RU XOFHUDWLYH FROLWLV DQG WKH PDMRULW\ ZHUH LQ DGROHVFHQW DQG 
\RXQJ DGXOW PDOHV� $OPRVW DOO WKHVH SDWLHQWV KDG UHFHLYHG WUHDWPHQW ZLWK D]DWKLRSULQH RU �� 
PHUFDSWRSXULQH ��±03� FRQFRPLWDQWO\ ZLWK D 71) EORFNHU DW RU SULRU WR GLDJQRVLV� ,W LV 
XQFHUWDLQ ZKHWKHU WKH RFFXUUHQFH RI +67&/ LV UHODWHG WR XVH RI D 71) EORFNHU RU D 71) 
EORFNHU LQ FRPELQDWLRQ ZLWK WKHVH RWKHU LPPXQRVXSSUHVVDQWV [see Warnings and 
Precautions (5.2)@� 

� ,1',&$7,216 $1' 86$*(
 
��� 5KHXPDWRLG $UWKULWLV
 
+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV� LQGXFLQJ PDMRU FOLQLFDO UHVSRQVH� LQKLELWLQJ WKH 
SURJUHVVLRQ RI VWUXFWXUDO GDPDJH� DQG LPSURYLQJ SK\VLFDO IXQFWLRQ LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ 

� 

Reference ID: 4636419 



DFWLYH UKHXPDWRLG DUWKULWLV� +8/,2 FDQ EH XVHG DORQH RU LQ FRPELQDWLRQ ZLWK PHWKRWUH[DWH RU RWKHU QRQ� 
ELRORJLF GLVHDVH�PRGLI\LQJ DQWL�UKHXPDWLF GUXJV �'0$5'V�� 

��� -XYHQLOH ,GLRSDWKLF $UWKULWLV 
+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV RI PRGHUDWHO\ WR VHYHUHO\ DFWLYH SRO\DUWLFXODU MXYHQLOH 
LGLRSDWKLF DUWKULWLV LQ SDWLHQWV � \HDUV RI DJH DQG ROGHU� +8/,2 FDQ EH XVHG DORQH RU LQ FRPELQDWLRQ ZLWK 
PHWKRWUH[DWH� 

��� 3VRULDWLF $UWKULWLV 
+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV� LQKLELWLQJ WKH SURJUHVVLRQ RI VWUXFWXUDO GDPDJH� DQG 
LPSURYLQJ SK\VLFDO IXQFWLRQ LQ DGXOW SDWLHQWV ZLWK DFWLYH SVRULDWLF DUWKULWLV� +8/,2 FDQ EH XVHG DORQH RU LQ 
FRPELQDWLRQ ZLWK QRQ�ELRORJLF '0$5'V� 

��� $QN\ORVLQJ 6SRQG\OLWLV 
+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV LQ DGXOW SDWLHQWV ZLWK DFWLYH DQN\ORVLQJ VSRQG\OLWLV� 

��� $GXOW &URKQ¶V 'LVHDVH 
+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV DQG LQGXFLQJ DQG PDLQWDLQLQJ FOLQLFDO UHPLVVLRQ LQ DGXOW 
SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH &URKQ¶V GLVHDVH ZKR KDYH KDG DQ LQDGHTXDWH UHVSRQVH WR 
FRQYHQWLRQDO WKHUDS\� +8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV DQG LQGXFLQJ FOLQLFDO UHPLVVLRQ LQ 
WKHVH SDWLHQWV LI WKH\ KDYH DOVR ORVW UHVSRQVH WR RU DUH LQWROHUDQW WR LQIOL[LPDE SURGXFWV� 

��� 8OFHUDWLYH &ROLWLV 
+8/,2 LV LQGLFDWHG IRU LQGXFLQJ DQG VXVWDLQLQJ FOLQLFDO UHPLVVLRQ LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ 
DFWLYH XOFHUDWLYH FROLWLV ZKR KDYH KDG DQ LQDGHTXDWH UHVSRQVH WR LPPXQRVXSSUHVVDQWV VXFK DV FRUWLFRVWHURLGV� 
D]DWKLRSULQH RU ��PHUFDSWRSXULQH ���03�� 7KH HIIHFWLYHQHVV RI DGDOLPXPDE SURGXFWV KDV QRW EHHQ HVWDEOLVKHG 
LQ SDWLHQWV ZKR KDYH ORVW UHVSRQVH WR RU ZHUH LQWROHUDQW WR 71) EORFNHUV [see Clinical Studies (14.6)]� 

��� 3ODTXH 3VRULDVLV 
+8/,2 LV LQGLFDWHG IRU WKH WUHDWPHQW RI DGXOW SDWLHQWV ZLWK PRGHUDWH WR VHYHUH FKURQLF SODTXH SVRULDVLV ZKR DUH 
FDQGLGDWHV IRU V\VWHPLF WKHUDS\ RU SKRWRWKHUDS\� DQG ZKHQ RWKHU V\VWHPLF WKHUDSLHV DUH PHGLFDOO\ OHVV 
DSSURSULDWH� +8/,2 VKRXOG RQO\ EH DGPLQLVWHUHG WR SDWLHQWV ZKR ZLOO EH FORVHO\ PRQLWRUHG DQG KDYH UHJXODU 
IROORZ�XS YLVLWV ZLWK D SK\VLFLDQ [see Boxed Warning and Warnings and Precautions (5)]� 

� '26$*( $1' $'0,1,675$7,21 
+8/,2 LV DGPLQLVWHUHG E\ VXEFXWDQHRXV LQMHFWLRQ� 

��� 5KHXPDWRLG $UWKULWLV� 3VRULDWLF $UWKULWLV� DQG $QN\ORVLQJ 6SRQG\OLWLV 
7KH UHFRPPHQGHG GRVH RI +8/,2 IRU DGXOW SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV �5$�� SVRULDWLF DUWKULWLV �3V$�� RU 
DQN\ORVLQJ VSRQG\OLWLV �$6� LV �� PJ DGPLQLVWHUHG HYHU\ RWKHU ZHHN� 0HWKRWUH[DWH �07;�� RWKHU QRQ�ELRORJLF 
'0$5'6� JOXFRFRUWLFRLGV� QRQVWHURLGDO DQWL�LQIODPPDWRU\ GUXJV �16$,'V�� DQG�RU DQDOJHVLFV PD\ EH 
FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2� ,Q WKH WUHDWPHQW RI 5$� VRPH SDWLHQWV QRW WDNLQJ FRQFRPLWDQW 07; 
PD\ GHULYH DGGLWLRQDO EHQHILW IURP LQFUHDVLQJ WKH GRVLQJ IUHTXHQF\ RI +8/,2 WR �� PJ HYHU\ ZHHN� 

��� -XYHQLOH ,GLRSDWKLF $UWKULWLV 
7KH UHFRPPHQGHG GRVH RI +8/,2 IRU SDWLHQWV � \HDUV RI DJH DQG ROGHU ZLWK SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF 
DUWKULWLV �-,$� LV EDVHG RQ ZHLJKW DV VKRZQ EHORZ� 07;� JOXFRFRUWLFRLGV� 16$,'V� DQG�RU DQDOJHVLFV PD\ EH 
FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2� 

3DWLHQWV 
�� \HDUV RI DJH DQG ROGHU� 

'RVH 
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�� NJ ��� OEV� WR ��� NJ ��� OEV� �� PJ HYHU\ RWKHU ZHHN 
��� PJ 3UHILOOHG 6\ULQJH� 

��� NJ ��� OEV� �� PJ HYHU\ RWKHU ZHHN 
�+8/,2 3HQ RU �� PJ 3UHILOOHG 6\ULQJH� 

+HDOWKFDUH SURYLGHUV VKRXOG EH DGYLVHG WKDW WKHUH LV QR GRVDJH IRUP IRU +8/,2 WKDW DOORZV ZHLJKW�EDVHG 
GRVLQJ IRU SHGLDWULF SDWLHQWV EHORZ �� NJ� 

$GDOLPXPDE SURGXFWV KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK SRO\DUWLFXODU -,$ OHVV WKDQ � \HDUV RI DJH RU LQ 
SDWLHQWV ZLWK D ZHLJKW EHORZ �� NJ� 

��� $GXOW &URKQ¶V 'LVHDVH 
7KH UHFRPPHQGHG +8/,2 GRVH UHJLPHQ IRU DGXOW SDWLHQWV ZLWK &URKQ¶V GLVHDVH �&'� LV ��� PJ LQLWLDOO\ RQ 
'D\ � �JLYHQ DV IRXU �� PJ LQMHFWLRQV LQ RQH GD\ RU DV WZR �� PJ LQMHFWLRQV SHU GD\ IRU WZR FRQVHFXWLYH GD\V�� 
IROORZHG E\ �� PJ WZR ZHHNV ODWHU �'D\ ���� 7ZR ZHHNV ODWHU �'D\ ��� EHJLQ D PDLQWHQDQFH GRVH RI �� PJ 
HYHU\ RWKHU ZHHN� $PLQRVDOLF\ODWHV DQG�RU FRUWLFRVWHURLGV PD\ EH FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2� 
$]DWKLRSULQH� ��PHUFDSWRSXULQH ���03� [see Warnings and Precautions (5.2)] RU 07; PD\ EH FRQWLQXHG 
GXULQJ WUHDWPHQW ZLWK +8/,2 LI QHFHVVDU\� 7KH XVH RI DGDOLPXPDE SURGXFWV LQ &' EH\RQG RQH \HDU KDV QRW 
EHHQ HYDOXDWHG LQ FRQWUROOHG FOLQLFDO VWXGLHV� 

��� 8OFHUDWLYH &ROLWLV 
7KH UHFRPPHQGHG +8/,2 GRVH UHJLPHQ IRU DGXOW SDWLHQWV ZLWK XOFHUDWLYH FROLWLV �8&� LV ��� PJ LQLWLDOO\ RQ 
'D\ � �JLYHQ DV IRXU �� PJ LQMHFWLRQV LQ RQH GD\ RU DV WZR �� PJ LQMHFWLRQV SHU GD\ IRU WZR FRQVHFXWLYH GD\V�� 
IROORZHG E\ �� PJ WZR ZHHNV ODWHU �'D\ ���� 7ZR ZHHNV ODWHU �'D\ ��� FRQWLQXH ZLWK D GRVH RI �� PJ HYHU\ 
RWKHU ZHHN� 

2QO\ FRQWLQXH +8/,2 LQ SDWLHQWV ZKR KDYH VKRZQ HYLGHQFH RI FOLQLFDO UHPLVVLRQ E\ HLJKW ZHHNV �'D\ ��� RI 
WKHUDS\� $PLQRVDOLF\ODWHV DQG�RU FRUWLFRVWHURLGV PD\ EH FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2� $]DWKLRSULQH 
DQG ��PHUFDSWRSXULQH ���03� [see Warnings and Precautions (5.2)] PD\ EH FRQWLQXHG GXULQJ WUHDWPHQW ZLWK 
+8/,2 LI QHFHVVDU\� 

��� 3ODTXH 3VRULDVLV 
7KH UHFRPPHQGHG GRVH RI +8/,2 IRU DGXOW SDWLHQWV ZLWK SODTXH SVRULDVLV �3V� LV DQ LQLWLDO GRVH RI �� PJ� 
IROORZHG E\ �� PJ JLYHQ HYHU\ RWKHU ZHHN VWDUWLQJ RQH ZHHN DIWHU WKH LQLWLDO GRVH� 7KH XVH RI DGDOLPXPDE 
SURGXFWV LQ PRGHUDWH WR VHYHUH FKURQLF 3V EH\RQG RQH \HDU KDV QRW EHHQ HYDOXDWHG LQ FRQWUROOHG FOLQLFDO VWXGLHV� 

��� 0RQLWRULQJ WR $VVHVV 6DIHW\ 
3ULRU WR LQLWLDWLQJ +8/,2 DQG SHULRGLFDOO\ GXULQJ WKHUDS\� HYDOXDWH SDWLHQWV IRU DFWLYH WXEHUFXORVLV DQG WHVW IRU 
ODWHQW LQIHFWLRQ [see Warnings and Precautions (5.1)]� 

��� *HQHUDO &RQVLGHUDWLRQV IRU $GPLQLVWUDWLRQ 
+8/,2 LV LQWHQGHG IRU XVH XQGHU WKH JXLGDQFH DQG VXSHUYLVLRQ RI D SK\VLFLDQ� $ SDWLHQW PD\ VHOI�LQMHFW +8/,2 
RU D FDUHJLYHU PD\ LQMHFW +8/,2 XVLQJ HLWKHU WKH +8/,2 3HQ RU SUHILOOHG V\ULQJH LI D SK\VLFLDQ GHWHUPLQHV WKDW 
LW LV DSSURSULDWH� DQG ZLWK PHGLFDO IROORZ�XS� DV QHFHVVDU\� DIWHU SURSHU WUDLQLQJ LQ VXEFXWDQHRXV LQMHFWLRQ 
WHFKQLTXH� 

<RX PD\ OHDYH +8/,2 DW URRP WHPSHUDWXUH IRU DERXW �� WR �� PLQXWHV EHIRUH LQMHFWLQJ� 'R QRW UHPRYH WKH 
FDS RU FRYHU ZKLOH DOORZLQJ LW WR UHDFK URRP WHPSHUDWXUH� &DUHIXOO\ LQVSHFW WKH VROXWLRQ LQ WKH +8/,2 3HQ RU 
SUHILOOHG V\ULQJH IRU SDUWLFXODWH PDWWHU DQG GLVFRORUDWLRQ SULRU WR VXEFXWDQHRXV DGPLQLVWUDWLRQ� ,I SDUWLFXODWHV 
DQG GLVFRORUDWLRQV DUH QRWHG� GR QRW XVH WKH SURGXFW� +8/,2 GRHV QRW FRQWDLQ SUHVHUYDWLYHV� WKHUHIRUH� 
GLVFDUG XQXVHG SRUWLRQV RI GUXJ UHPDLQLQJ IURP WKH V\ULQJH� 

� 
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,QVWUXFW SDWLHQWV XVLQJ WKH +8/,2 3HQ RU SUHILOOHG V\ULQJH WR LQMHFW WKH IXOO DPRXQW LQ WKH V\ULQJH� DFFRUGLQJ WR 
WKH GLUHFWLRQV SURYLGHG LQ WKH ,QVWUXFWLRQV IRU 8VH [see Instructions for Use]. 

,QMHFWLRQV VKRXOG RFFXU DW VHSDUDWH VLWHV LQ WKH WKLJK RU DEGRPHQ� 5RWDWH LQMHFWLRQ VLWHV DQG GR QRW JLYH 
LQMHFWLRQV LQWR DUHDV ZKHUH WKH VNLQ LV WHQGHU� EUXLVHG� UHG RU KDUG� 

� '26$*( )2506 $1' 675(1*7+6 

+8/,2 LV D FOHDU WR VOLJKWO\ RSDOHVFHQW� FRORUOHVV WR SDOH EURZQLVK�\HOORZ VROXWLRQ DYDLODEOH DV� 

x 3HQ �+8/,2 3HQ� 
,QMHFWLRQ� �� PJ���� P/ LQ D VLQJOH�GRVH SHQ� 

x 3UHILOOHG 6\ULQJH 
,QMHFWLRQ� �� PJ���� P/ LQ D VLQJOH�GRVH SUHILOOHG SODVWLF V\ULQJH� 
,QMHFWLRQ� �� PJ���� P/ LQ D VLQJOH�GRVH SUHILOOHG SODVWLF V\ULQJH� 

� &2175$,1',&$7,216 
1RQH� 

� :$51,1*6 $1' 35(&$87,216 
��� 6HULRXV ,QIHFWLRQV 

3DWLHQWV WUHDWHG ZLWK DGDOLPXPDE SURGXFWV LQFOXGLQJ +8/,2 DUH DW LQFUHDVHG ULVN IRU GHYHORSLQJ VHULRXV 
LQIHFWLRQV LQYROYLQJ YDULRXV RUJDQ V\VWHPV DQG VLWHV WKDW PD\ OHDG WR KRVSLWDOL]DWLRQ RU GHDWK [see Boxed 
Warning]� 2SSRUWXQLVWLF LQIHFWLRQV GXH WR EDFWHULDO� P\FREDFWHULDO� LQYDVLYH IXQJDO� YLUDO� SDUDVLWLF� RU RWKHU 
RSSRUWXQLVWLF SDWKRJHQV LQFOXGLQJ DVSHUJLOORVLV� EODVWRP\FRVLV� FDQGLGLDVLV� FRFFLGLRLGRP\FRVLV� 
KLVWRSODVPRVLV� OHJLRQHOORVLV� OLVWHULRVLV� SQHXPRF\VWRVLV DQG WXEHUFXORVLV KDYH EHHQ UHSRUWHG ZLWK 71) 
EORFNHUV� 3DWLHQWV KDYH IUHTXHQWO\ SUHVHQWHG ZLWK GLVVHPLQDWHG UDWKHU WKDQ ORFDOL]HG GLVHDVH� 

7KH FRQFRPLWDQW XVH RI D 71) EORFNHU DQG DEDWDFHSW RU DQDNLQUD ZDV DVVRFLDWHG ZLWK D KLJKHU ULVN RI VHULRXV 
LQIHFWLRQV LQ SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV �5$�� WKHUHIRUH� WKH FRQFRPLWDQW XVH RI +8/,2 DQG WKHVH 
ELRORJLF SURGXFWV LV QRW UHFRPPHQGHG LQ WKH WUHDWPHQW RI SDWLHQWV ZLWK 5$ [see Warnings and Precautions (5.7, 
5.11) and Drug Interactions (7.2)]� 

7UHDWPHQW ZLWK +8/,2 VKRXOG QRW EH LQLWLDWHG LQ SDWLHQWV ZLWK DQ DFWLYH LQIHFWLRQ� LQFOXGLQJ ORFDOL]HG 
LQIHFWLRQV� 3DWLHQWV JUHDWHU WKDQ �� \HDUV RI DJH� SDWLHQWV ZLWK FR�PRUELG FRQGLWLRQV DQG�RU SDWLHQWV WDNLQJ 
FRQFRPLWDQW LPPXQRVXSSUHVVDQWV �VXFK DV FRUWLFRVWHURLGV RU PHWKRWUH[DWH�� PD\ EH DW JUHDWHU ULVN RI LQIHFWLRQ� 
&RQVLGHU WKH ULVNV DQG EHQHILWV RI WUHDWPHQW SULRU WR LQLWLDWLQJ WKHUDS\ LQ SDWLHQWV� 
x ZLWK FKURQLF RU UHFXUUHQW LQIHFWLRQ� 
x ZKR KDYH EHHQ H[SRVHG WR WXEHUFXORVLV� 
x ZLWK D KLVWRU\ RI DQ RSSRUWXQLVWLF LQIHFWLRQ� 
x ZKR KDYH UHVLGHG RU WUDYHOHG LQ DUHDV RI HQGHPLF WXEHUFXORVLV RU HQGHPLF P\FRVHV� VXFK DV 

KLVWRSODVPRVLV� FRFFLGLRLGRP\FRVLV� RU EODVWRP\FRVLV� RU 
x ZLWK XQGHUO\LQJ FRQGLWLRQV WKDW PD\ SUHGLVSRVH WKHP WR LQIHFWLRQ� 

Tuberculosis 

&DVHV RI UHDFWLYDWLRQ RI WXEHUFXORVLV DQG QHZ RQVHW WXEHUFXORVLV LQIHFWLRQV KDYH EHHQ UHSRUWHG LQ SDWLHQWV 
UHFHLYLQJ DGDOLPXPDE SURGXFWV� LQFOXGLQJ SDWLHQWV ZKR KDYH SUHYLRXVO\ UHFHLYHG WUHDWPHQW IRU ODWHQW RU DFWLYH 

� 
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WXEHUFXORVLV� 5HSRUWV LQFOXGHG FDVHV RI SXOPRQDU\ DQG H[WUDSXOPRQDU\ �L�H�� GLVVHPLQDWHG� WXEHUFXORVLV� 
(YDOXDWH SDWLHQWV IRU WXEHUFXORVLV ULVN IDFWRUV DQG WHVW IRU ODWHQW LQIHFWLRQ SULRU WR LQLWLDWLQJ +8/,2 DQG 
SHULRGLFDOO\ GXULQJ WKHUDS\� 

7UHDWPHQW RI ODWHQW WXEHUFXORVLV LQIHFWLRQ SULRU WR WKHUDS\ ZLWK 71) EORFNLQJ DJHQWV KDV EHHQ VKRZQ WR UHGXFH 
WKH ULVN RI WXEHUFXORVLV UHDFWLYDWLRQ GXULQJ WKHUDS\� 3ULRU WR LQLWLDWLQJ +8/,2� DVVHVV LI WUHDWPHQW IRU ODWHQW 
WXEHUFXORVLV LV QHHGHG� DQG FRQVLGHU DQ LQGXUDWLRQ RI � � PP D SRVLWLYH WXEHUFXOLQ VNLQ WHVW UHVXOW� HYHQ IRU 
SDWLHQWV SUHYLRXVO\ YDFFLQDWHG ZLWK %DFLOOH &DOPHWWH� *XHULQ �%&*�� 

&RQVLGHU DQWL�WXEHUFXORVLV WKHUDS\ SULRU WR LQLWLDWLRQ RI +8/,2 LQ SDWLHQWV ZLWK D SDVW KLVWRU\ RI ODWHQW RU DFWLYH 
WXEHUFXORVLV LQ ZKRP DQ DGHTXDWH FRXUVH RI WUHDWPHQW FDQQRW EH FRQILUPHG� DQG IRU SDWLHQWV ZLWK D QHJDWLYH WHVW 
IRU ODWHQW WXEHUFXORVLV EXW KDYLQJ ULVN IDFWRUV IRU WXEHUFXORVLV LQIHFWLRQ� 'HVSLWH SURSK\ODFWLF WUHDWPHQW IRU 
WXEHUFXORVLV� FDVHV RI UHDFWLYDWHG WXEHUFXORVLV KDYH RFFXUUHG LQ SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE SURGXFWV� 
&RQVXOWDWLRQ ZLWK D SK\VLFLDQ ZLWK H[SHUWLVH LQ WKH WUHDWPHQW RI WXEHUFXORVLV LV UHFRPPHQGHG WR DLG LQ WKH 
GHFLVLRQ ZKHWKHU LQLWLDWLQJ DQWLWXEHUFXORVLV WKHUDS\ LV DSSURSULDWH IRU DQ LQGLYLGXDO SDWLHQW� 

6WURQJO\ FRQVLGHU WXEHUFXORVLV LQ WKH GLIIHUHQWLDO GLDJQRVLV LQ SDWLHQWV ZKR GHYHORS D QHZ LQIHFWLRQ GXULQJ 
+8/,2 WUHDWPHQW� HVSHFLDOO\ LQ SDWLHQWV ZKR KDYH SUHYLRXVO\ RU UHFHQWO\ WUDYHOHG WR FRXQWULHV ZLWK D KLJK 
SUHYDOHQFH RI WXEHUFXORVLV� RU ZKR KDYH KDG FORVH FRQWDFW ZLWK D SHUVRQ ZLWK DFWLYH WXEHUFXORVLV� 

Monitoring 

&ORVHO\ PRQLWRU SDWLHQWV IRU WKH GHYHORSPHQW RI VLJQV DQG V\PSWRPV RI LQIHFWLRQ GXULQJ DQG DIWHU WUHDWPHQW 
ZLWK +8/,2� LQFOXGLQJ WKH GHYHORSPHQW RI WXEHUFXORVLV LQ SDWLHQWV ZKR WHVWHG QHJDWLYH IRU ODWHQW WXEHUFXORVLV 
LQIHFWLRQ SULRU WR LQLWLDWLQJ WKHUDS\� 7HVWV IRU ODWHQW WXEHUFXORVLV LQIHFWLRQ PD\ DOVR EH IDOVHO\ QHJDWLYH ZKLOH RQ 
WKHUDS\ ZLWK +8/,2� 

'LVFRQWLQXH +8/,2 LI D SDWLHQW GHYHORSV D VHULRXV LQIHFWLRQ RU VHSVLV� )RU D SDWLHQW ZKR GHYHORSV D QHZ 
LQIHFWLRQ GXULQJ WUHDWPHQW ZLWK +8/,2� FORVHO\ PRQLWRU WKHP� SHUIRUP D SURPSW DQG FRPSOHWH GLDJQRVWLF 
ZRUNXS DSSURSULDWH IRU DQ LPPXQRFRPSURPLVHG SDWLHQW� DQG LQLWLDWH DSSURSULDWH DQWLPLFURELDO WKHUDS\� 

Invasive Fungal Infections 

,I SDWLHQWV GHYHORS D VHULRXV V\VWHPLF LOOQHVV DQG WKH\ UHVLGH RU WUDYHO LQ UHJLRQV ZKHUH P\FRVHV DUH HQGHPLF� 
FRQVLGHU LQYDVLYH IXQJDO LQIHFWLRQ LQ WKH GLIIHUHQWLDO GLDJQRVLV� $QWLJHQ DQG DQWLERG\ WHVWLQJ IRU KLVWRSODVPRVLV 
PD\ EH QHJDWLYH LQ VRPH SDWLHQWV ZLWK DFWLYH LQIHFWLRQ� &RQVLGHU DSSURSULDWH HPSLULF DQWLIXQJDO WKHUDS\� WDNLQJ 
LQWR DFFRXQW ERWK WKH ULVN IRU VHYHUH IXQJDO LQIHFWLRQ DQG WKH ULVNV RI DQWLIXQJDO WKHUDS\� ZKLOH D GLDJQRVWLF 
ZRUNXS LV EHLQJ SHUIRUPHG� 7R DLG LQ WKH PDQDJHPHQW RI VXFK SDWLHQWV� FRQVLGHU FRQVXOWDWLRQ ZLWK D SK\VLFLDQ 
ZLWK H[SHUWLVH LQ WKH GLDJQRVLV DQG WUHDWPHQW RI LQYDVLYH IXQJDO LQIHFWLRQV� 

��� 0DOLJQDQFLHV 
&RQVLGHU WKH ULVNV DQG EHQHILWV RI 71)�EORFNHU WUHDWPHQW LQFOXGLQJ +8/,2 SULRU WR LQLWLDWLQJ WKHUDS\ LQ 
SDWLHQWV ZLWK D NQRZQ PDOLJQDQF\ RWKHU WKDQ D VXFFHVVIXOO\ WUHDWHG QRQ�PHODQRPD VNLQ FDQFHU �106&� RU 
ZKHQ FRQVLGHULQJ FRQWLQXLQJ D 71) EORFNHU LQ SDWLHQWV ZKR GHYHORS D PDOLJQDQF\� 

Malignancies in Adults 

,Q WKH FRQWUROOHG SRUWLRQV RI FOLQLFDO WULDOV RI VRPH 71)�EORFNHUV� LQFOXGLQJ DGDOLPXPDE SURGXFWV� PRUH FDVHV 
RI PDOLJQDQFLHV KDYH EHHQ REVHUYHG DPRQJ 71)�EORFNHU�WUHDWHG DGXOW SDWLHQWV FRPSDUHG WR FRQWURO�WUHDWHG 
DGXOW SDWLHQWV� 'XULQJ WKH FRQWUROOHG SRUWLRQV RI �� JOREDO DGDOLPXPDE FOLQLFDO WULDOV LQ DGXOW SDWLHQWV ZLWK 
UKHXPDWRLG DUWKULWLV �5$�� SVRULDWLF DUWKULWLV �3V$�� DQN\ORVLQJ VSRQG\OLWLV �$6�� &URKQ¶V GLVHDVH �&'�� 
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XOFHUDWLYH FROLWLV �8&�� SODTXH SVRULDVLV �3V�� DQG RWKHU LQGLFDWLRQV� PDOLJQDQFLHV� RWKHU WKDQ QRQ�PHODQRPD 
�EDVDO FHOO DQG VTXDPRXV FHOO� VNLQ FDQFHU� ZHUH REVHUYHG DW D UDWH ���� FRQILGHQFH LQWHUYDO� RI ��� ������ ����� 
SHU ��� SDWLHQW�\HDUV DPRQJ ���� DGDOLPXPDE�WUHDWHG SDWLHQWV YHUVXV D UDWH RI ��� ������ ����� SHU 
��� SDWLHQW�\HDUV DPRQJ ���� FRQWURO�WUHDWHG SDWLHQWV �PHGLDQ GXUDWLRQ RI WUHDWPHQW RI � PRQWKV IRU 
DGDOLPXPDE�WUHDWHG SDWLHQWV DQG � PRQWKV IRU FRQWURO�WUHDWHG SDWLHQWV�� ,Q �� JOREDO FRQWUROOHG DQG XQFRQWUROOHG 
FOLQLFDO WULDOV RI DGDOLPXPDE LQ DGXOW SDWLHQWV ZLWK 5$� 3V$� $6� &'� 8&� 3V� DQG RWKHU LQGLFDWLRQV� WKH PRVW 
IUHTXHQWO\ REVHUYHG PDOLJQDQFLHV� RWKHU WKDQ O\PSKRPD DQG 106&� ZHUH EUHDVW� FRORQ� SURVWDWH� OXQJ� DQG 
PHODQRPD� 7KH PDOLJQDQFLHV LQ DGDOLPXPDE�WUHDWHG SDWLHQWV LQ WKH FRQWUROOHG DQG XQFRQWUROOHG SRUWLRQV RI WKH 
VWXGLHV ZHUH VLPLODU LQ W\SH DQG QXPEHU WR ZKDW ZRXOG EH H[SHFWHG LQ WKH JHQHUDO 8�6� SRSXODWLRQ DFFRUGLQJ WR 
WKH 6((5 GDWDEDVH �DGMXVWHG IRU DJH� JHQGHU� DQG UDFH��� 

,Q FRQWUROOHG WULDOV RI RWKHU 71) EORFNHUV LQ DGXOW SDWLHQWV DW KLJKHU ULVN IRU PDOLJQDQFLHV �L�H�� SDWLHQWV ZLWK 
&23' ZLWK D VLJQLILFDQW VPRNLQJ KLVWRU\ DQG F\FORSKRVSKDPLGH�WUHDWHG SDWLHQWV ZLWK :HJHQHU¶V 
JUDQXORPDWRVLV�� D JUHDWHU SRUWLRQ RI PDOLJQDQFLHV RFFXUUHG LQ WKH 71) EORFNHU JURXS FRPSDUHG WR WKH FRQWURO 
JURXS� 

1RQ�0HODQRPD 6NLQ &DQFHU 

'XULQJ WKH FRQWUROOHG SRUWLRQV RI �� JOREDO DGDOLPXPDE FOLQLFDO WULDOV LQ DGXOW SDWLHQWV ZLWK 5$� 3V$� $6� &'� 
8&� 3V� DQG RWKHU LQGLFDWLRQV� WKH UDWH ���� FRQILGHQFH LQWHUYDO� RI 106& ZDV ��� ������ ����� SHU 
��� SDWLHQW�\HDUV DPRQJ DGDOLPXPDE�WUHDWHG SDWLHQWV DQG ��� ������ ����� SHU ��� SDWLHQW�\HDUV DPRQJ FRQWURO� 
WUHDWHG SDWLHQWV� ([DPLQH DOO SDWLHQWV� DQG LQ SDUWLFXODU SDWLHQWV ZLWK D PHGLFDO KLVWRU\ RI SULRU SURORQJHG 
LPPXQRVXSSUHVVDQW WKHUDS\ RU SVRULDVLV SDWLHQWV ZLWK D KLVWRU\ RI 389$ WUHDWPHQW IRU WKH SUHVHQFH RI 106& 
SULRU WR DQG GXULQJ WUHDWPHQW ZLWK +8/,2� 

/\PSKRPD DQG /HXNHPLD 

,Q WKH FRQWUROOHG SRUWLRQV RI FOLQLFDO WULDOV RI DOO WKH 71)�EORFNHUV LQ DGXOWV� PRUH FDVHV RI O\PSKRPD K7R 
$SSDYH EHHQ REVHUYHG DPRQJ 71)�EORFNHU�WUHDWHG SDWLHQWV FRPSDUHG WR FRQWURO�WUHDWHG SDWLHQWV� ,Q WKH 
FRQWUROOHG SRUWLRQV RI �� JOREDO DGDOLPXPDE FOLQLFDO WULDOV LQ DGXOW SDWLHQWV ZLWK 5$� 3V$� $6� &'� 8&� 3V� DQG 
RWKHU LQGLFDWLRQV� � O\PSKRPDV RFFXUUHG DPRQJ ���� DGDOLPXPDE�WUHDWHG SDWLHQWV YHUVXV � DPRQJ ���� 
FRQWURO�WUHDWHG SDWLHQWV� ,Q �� JOREDO FRQWUROOHG DQG XQFRQWUROOHG FOLQLFDO WULDOV RI DGDOLPXPDE LQ DGXOW SDWLHQWV 
ZLWK 5$� 3V$� $6� &'� 8&� 3V� DQG RWKHU LQGLFDWLRQV ZLWK D PHGLDQ GXUDWLRQ RI DSSUR[LPDWHO\ ��� \HDUV� 
LQFOXGLQJ ������ SDWLHQWV DQG RYHU ������ SDWLHQW�\HDUV RI DGDOLPXPDE� WKH REVHUYHG UDWH RI O\PSKRPDV ZDV 
DSSUR[LPDWHO\ ���� SHU ��� SDWLHQW�\HDUV�7KLV LV DSSUR[LPDWHO\ ��IROG KLJKHU WKDQ H[SHFWHG LQ WKH JHQHUDO 8�6� 
SRSXODWLRQ DFFRUGLQJ WR WKH 6((5 GDWDEDVH �DGMXVWHG IRU DJH� JHQGHU� DQG UDFH��� 5DWHV RI O\PSKRPD LQ FOLQLFDO 
WULDOV RI DGDOLPXPDE FDQQRW EH FRPSDUHG WR UDWHV RI O\PSKRPD LQ FOLQLFDO WULDOV RI RWKHU 71) EORFNHUV DQG PD\ 
QRW SUHGLFW WKH UDWHV REVHUYHG LQ D EURDGHU SDWLHQW SRSXODWLRQ� 3DWLHQWV ZLWK 5$ DQG RWKHU FKURQLF LQIODPPDWRU\ 
GLVHDVHV� SDUWLFXODUO\ WKRVH ZLWK KLJKO\ DFWLYH GLVHDVH DQG�RU FKURQLF H[SRVXUH WR LPPXQRVXSSUHVVDQW WKHUDSLHV� 
PD\ EH DW D KLJKHU ULVN �XS WR VHYHUDO IROG� WKDQ WKH JHQHUDO SRSXODWLRQ IRU WKH GHYHORSPHQW RI O\PSKRPD� HYHQ 
LQ WKH DEVHQFH RI 71) EORFNHUV� 3RVW�PDUNHWLQJ FDVHV RI DFXWH DQG FKURQLF OHXNHPLD KDYH EHHQ UHSRUWHG LQ 
DVVRFLDWLRQ ZLWK 71)�EORFNHU XVH LQ 5$ DQG RWKHU LQGLFDWLRQV� (YHQ LQ WKH DEVHQFH RI 71)�EORFNHU WKHUDS\� 
SDWLHQWV ZLWK 5$ PD\ EH DW D KLJKHU ULVN �DSSUR[LPDWHO\ ��IROG� WKDQ WKH JHQHUDO SRSXODWLRQ IRU WKH 
GHYHORSPHQW RI OHXNHPLD� 

Malignancies in Pediatric Patients and Young Adults 

0DOLJQDQFLHV� VRPH IDWDO� KDYH EHHQ UHSRUWHG DPRQJ FKLOGUHQ� DGROHVFHQWV� DQG \RXQJ DGXOWV ZKR UHFHLYHG 
WUHDWPHQW ZLWK 71)�EORFNHUV �LQLWLDWLRQ RI WKHUDS\ � �� \HDUV RI DJH�� RI ZKLFK +8/,2 LV D PHPEHU [see Boxed 
Warning]� $SSUR[LPDWHO\ KDOI WKH FDVHV ZHUH O\PSKRPDV� LQFOXGLQJ +RGJNLQ
 V DQG QRQ�+RGJNLQ
 V O\PSKRPD� 

� 
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7KH RWKHU FDVHV UHSUHVHQWHG D YDULHW\ RI GLIIHUHQW PDOLJQDQFLHV DQG LQFOXGHG UDUH PDOLJQDQFLHV XVXDOO\ 
DVVRFLDWHG ZLWK LPPXQRVXSSUHVVLRQ DQG PDOLJQDQFLHV WKDW DUH QRW XVXDOO\ REVHUYHG LQ FKLOGUHQ DQG DGROHVFHQWV� 

7KH PDOLJQDQFLHV RFFXUUHG DIWHU D PHGLDQ RI �� PRQWKV RI WKHUDS\ �UDQJH � WR �� PRQWKV�� 0RVW RI WKH SDWLHQWV 
ZHUH UHFHLYLQJ FRQFRPLWDQW LPPXQRVXSSUHVVDQWV� 7KHVH FDVHV ZHUH UHSRUWHG SRVWPDUNHWLQJ DQG DUH GHULYHG 
IURP D YDULHW\ RI VRXUFHV LQFOXGLQJ UHJLVWULHV DQG VSRQWDQHRXV SRVWPDUNHWLQJ UHSRUWV� 

3RVWPDUNHWLQJ FDVHV RI KHSDWRVSOHQLF 7�FHOO O\PSKRPD �+67&/�� D UDUH W\SH RI 7�FHOO O\PSKRPD� KDYH EHHQ 
UHSRUWHG LQ SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see Boxed Warning]� 7KHVH 
FDVHV KDYH KDG D YHU\ DJJUHVVLYH GLVHDVH FRXUVH DQG KDYH EHHQ IDWDO� 7KH PDMRULW\ RI UHSRUWHG 71) EORFNHU 
FDVHV KDYH RFFXUUHG LQ SDWLHQWV ZLWK &URKQ
 V GLVHDVH RU XOFHUDWLYH FROLWLV DQG WKH PDMRULW\ ZHUH LQ DGROHVFHQW 
DQG \RXQJ DGXOW PDOHV� $OPRVW DOO RI WKHVH SDWLHQWV KDG UHFHLYHG WUHDWPHQW ZLWK WKH LPPXQRVXSSUHVVDQWV 
D]DWKLRSULQH RU ��PHUFDSWRSXULQH ��±03� FRQFRPLWDQWO\ ZLWK D 71) EORFNHU DW RU SULRU WR GLDJQRVLV� ,W LV 
XQFHUWDLQ ZKHWKHU WKH RFFXUUHQFH RI +67&/ LV UHODWHG WR XVH RI D 71) EORFNHU RU D 71) EORFNHU LQ FRPELQDWLRQ 
ZLWK WKHVH RWKHU LPPXQRVXSSUHVVDQWV� 7KH SRWHQWLDO ULVN ZLWK WKH FRPELQDWLRQ RI D]DWKLRSULQH RU �� 
PHUFDSWRSXULQH DQG +8/,2 VKRXOG EH FDUHIXOO\ FRQVLGHUHG� 

��� +\SHUVHQVLWLYLW\ 5HDFWLRQV 
$QDSK\OD[LV DQG DQJLRQHXURWLF HGHPD KDYH EHHQ UHSRUWHG IROORZLQJ DGPLQLVWUDWLRQ RI DGDOLPXPDE SURGXFWV� ,I 
DQ DQDSK\ODFWLF RU RWKHU VHULRXV DOOHUJLF UHDFWLRQ RFFXUV� LPPHGLDWHO\ GLVFRQWLQXH DGPLQLVWUDWLRQ RI +8/,2 DQG 
LQVWLWXWH DSSURSULDWH WKHUDS\� ,Q FOLQLFDO WULDOV RI DGDOLPXPDE LQ DGXOWV� DOOHUJLF UHDFWLRQV �H�J�� DOOHUJLF UDVK� 
DQDSK\ODFWRLG UHDFWLRQ� IL[HG GUXJ UHDFWLRQ� QRQ�VSHFLILHG GUXJ UHDFWLRQ� XUWLFDULD� KDYH EHHQ REVHUYHG� 

��� +HSDWLWLV % 9LUXV 5HDFWLYDWLRQ 
8VH RI 71) EORFNHUV� LQFOXGLQJ +8/,2� PD\ LQFUHDVH WKH ULVN RI UHDFWLYDWLRQ RI KHSDWLWLV % YLUXV �+%9� LQ 
SDWLHQWV ZKR DUH FKURQLF FDUULHUV RI WKLV YLUXV� ,Q VRPH LQVWDQFHV� +%9 UHDFWLYDWLRQ RFFXUULQJ LQ FRQMXQFWLRQ 
ZLWK 71) EORFNHU WKHUDS\ KDV EHHQ IDWDO� 7KH PDMRULW\ RI WKHVH UHSRUWV KDYH RFFXUUHG LQ SDWLHQWV FRQFRPLWDQWO\ 
UHFHLYLQJ RWKHU PHGLFDWLRQV WKDW VXSSUHVV WKH LPPXQH V\VWHP� ZKLFK PD\ DOVR FRQWULEXWH WR +%9 UHDFWLYDWLRQ� 
(YDOXDWH SDWLHQWV DW ULVN IRU +%9 LQIHFWLRQ IRU SULRU HYLGHQFH RI +%9 LQIHFWLRQ EHIRUH LQLWLDWLQJ 71) EORFNHU 
WKHUDS\� ([HUFLVH FDXWLRQ LQ SUHVFULELQJ 71) EORFNHUV IRU SDWLHQWV LGHQWLILHG DV FDUULHUV RI +%9� $GHTXDWH GDWD 
DUH QRW DYDLODEOH RQ WKH VDIHW\ RU HIILFDF\ RI WUHDWLQJ SDWLHQWV ZKR DUH FDUULHUV RI +%9 ZLWK DQWL�YLUDO WKHUDS\ LQ 
FRQMXQFWLRQ ZLWK 71) EORFNHU WKHUDS\ WR SUHYHQW +%9 UHDFWLYDWLRQ� )RU SDWLHQWV ZKR DUH FDUULHUV RI +%9 DQG 
UHTXLUH WUHDWPHQW ZLWK 71) EORFNHUV� FORVHO\ PRQLWRU VXFK SDWLHQWV IRU FOLQLFDO DQG ODERUDWRU\ VLJQV RI DFWLYH 
+%9 LQIHFWLRQ WKURXJKRXW WKHUDS\ DQG IRU VHYHUDO PRQWKV IROORZLQJ WHUPLQDWLRQ RI WKHUDS\� ,Q SDWLHQWV ZKR 
GHYHORS +%9 UHDFWLYDWLRQ� VWRS +8/,2 DQG LQLWLDWH HIIHFWLYH DQWL�YLUDO WKHUDS\ ZLWK DSSURSULDWH VXSSRUWLYH 
WUHDWPHQW� 7KH VDIHW\ RI UHVXPLQJ 71) EORFNHU WKHUDS\ DIWHU +%9 UHDFWLYDWLRQ LV FRQWUROOHG LV QRW NQRZQ� 
7KHUHIRUH� H[HUFLVH FDXWLRQ ZKHQ FRQVLGHULQJ UHVXPSWLRQ RI +8/,2 WKHUDS\ LQ WKLV VLWXDWLRQ DQG PRQLWRU 
SDWLHQWV FORVHO\� 

��� 1HXURORJLF 5HDFWLRQV 
8VH RI 71) EORFNLQJ DJHQWV� LQFOXGLQJ DGDOLPXPDE SURGXFWV� KDV EHHQ DVVRFLDWHG ZLWK UDUH FDVHV RI QHZ RQVHW 
RU H[DFHUEDWLRQ RI FOLQLFDO V\PSWRPV DQG�RU UDGLRJUDSKLF HYLGHQFH RI FHQWUDO QHUYRXV V\VWHP GHP\HOLQDWLQJ 
GLVHDVH� LQFOXGLQJ PXOWLSOH VFOHURVLV �06� DQG RSWLF QHXULWLV� DQG SHULSKHUDO GHP\HOLQDWLQJ GLVHDVH� LQFOXGLQJ 
*XLOODLQ�%DUUp V\QGURPH� ([HUFLVH FDXWLRQ LQ FRQVLGHULQJ WKH XVH RI +8/,2 LQ SDWLHQWV ZLWK SUHH[LVWLQJ RU 
UHFHQW�RQVHW FHQWUDO RU SHULSKHUDO QHUYRXV V\VWHP GHP\HOLQDWLQJ GLVRUGHUV� GLVFRQWLQXDWLRQ RI +8/,2 VKRXOG EH 
FRQVLGHUHG LI DQ\ RI WKHVH GLVRUGHUV GHYHORS� 

��� +HPDWRORJLFDO 5HDFWLRQV 
5DUH UHSRUWV RI SDQF\WRSHQLD LQFOXGLQJ DSODVWLF DQHPLD KDYH EHHQ UHSRUWHG ZLWK 71) EORFNLQJ DJHQWV� $GYHUVH 
UHDFWLRQV RI WKH KHPDWRORJLF V\VWHP� LQFOXGLQJ PHGLFDOO\ VLJQLILFDQW F\WRSHQLD �H�J�� WKURPERF\WRSHQLD� 
OHXNRSHQLD� KDYH EHHQ LQIUHTXHQWO\ UHSRUWHG ZLWK DGDOLPXPDE SURGXFWV� 7KH FDXVDO UHODWLRQVKLS RI WKHVH UHSRUWV 

� 
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WR DGDOLPXPDE SURGXFWV UHPDLQV XQFOHDU� $GYLVH DOO SDWLHQWV WR VHHN LPPHGLDWH PHGLFDO DWWHQWLRQ LI WKH\ 
GHYHORS VLJQV DQG V\PSWRPV VXJJHVWLYH RI EORRG G\VFUDVLDV RU LQIHFWLRQ �H�J�� SHUVLVWHQW IHYHU� EUXLVLQJ� 
EOHHGLQJ� SDOORU� ZKLOH RQ +8/,2� &RQVLGHU GLVFRQWLQXDWLRQ RI +8/,2 WKHUDS\ LQ SDWLHQWV ZLWK FRQILUPHG 
VLJQLILFDQW KHPDWRORJLF DEQRUPDOLWLHV� 

��� 8VH ZLWK $QDNLQUD 
&RQFXUUHQW XVH RI DQDNLQUD �DQ LQWHUOHXNLQ�� DQWDJRQLVW� DQG DQRWKHU 71)�EORFNHU� ZDV DVVRFLDWHG ZLWK D 
JUHDWHU SURSRUWLRQ RI VHULRXV LQIHFWLRQV DQG QHXWURSHQLD DQG QR DGGHG EHQHILW FRPSDUHG ZLWK WKH 71)�EORFNHU 
DORQH LQ SDWLHQWV ZLWK 5$� 7KHUHIRUH� WKH FRPELQDWLRQ RI +8/,2 DQG DQDNLQUD LV QRW UHFRPPHQGHG [see Drug 
Interactions (7.2)]. 

��� +HDUW )DLOXUH 
&DVHV RI ZRUVHQLQJ FRQJHVWLYH KHDUW IDLOXUH �&+)� DQG QHZ RQVHW &+) KDYH EHHQ UHSRUWHG ZLWK 71) EORFNHUV� 
&DVHV RI ZRUVHQLQJ &+) KDYH DOVR EHHQ REVHUYHG ZLWK DGDOLPXPDE SURGXFWV� $GDOLPXPDE SURGXFWV KDYH QRW 
EHHQ IRUPDOO\ VWXGLHG LQ SDWLHQWV ZLWK &+)� KRZHYHU� LQ FOLQLFDO WULDOV RI DQRWKHU 71) EORFNHU� D KLJKHU UDWH RI 
VHULRXV &+)�UHODWHG DGYHUVH UHDFWLRQV ZDV REVHUYHG� ([HUFLVH FDXWLRQ ZKHQ XVLQJ +8/,2 LQ SDWLHQWV ZKR KDYH 
KHDUW IDLOXUH DQG PRQLWRU WKHP FDUHIXOO\� 

��� $XWRLPPXQLW\ 
7UHDWPHQW ZLWK DGDOLPXPDE SURGXFWV PD\ UHVXOW LQ WKH IRUPDWLRQ RI DXWRDQWLERGLHV DQG� UDUHO\� LQ WKH 
GHYHORSPHQW RI D OXSXV�OLNH V\QGURPH� ,I D SDWLHQW GHYHORSV V\PSWRPV VXJJHVWLYH RI D OXSXV�OLNH V\QGURPH 
IROORZLQJ WUHDWPHQW ZLWK +8/,2� GLVFRQWLQXH WUHDWPHQW [see Adverse Reactions (6.1)]. 

���� ,PPXQL]DWLRQV 
,Q D SODFHER�FRQWUROOHG FOLQLFDO WULDO RI SDWLHQWV ZLWK 5$� QR GLIIHUHQFH ZDV GHWHFWHG LQ DQWLSQHXPRFRFFDO 
DQWLERG\ UHVSRQVH EHWZHHQ DGDOLPXPDE DQG SODFHER WUHDWPHQW JURXSV ZKHQ WKH SQHXPRFRFFDO SRO\VDFFKDULGH 
YDFFLQH DQG LQIOXHQ]D YDFFLQH ZHUH DGPLQLVWHUHG FRQFXUUHQWO\ ZLWK DGDOLPXPDE� 6LPLODU SURSRUWLRQV RI SDWLHQWV 
GHYHORSHG SURWHFWLYH OHYHOV RI DQWL�LQIOXHQ]D DQWLERGLHV EHWZHHQ DGDOLPXPDE DQG SODFHER WUHDWPHQW JURXSV� 
KRZHYHU� WLWHUV LQ DJJUHJDWH WR LQIOXHQ]D DQWLJHQV ZHUH PRGHUDWHO\ ORZHU LQ SDWLHQWV UHFHLYLQJ DGDOLPXPDE� 7KH 
FOLQLFDO VLJQLILFDQFH RI WKLV LV XQNQRZQ� 3DWLHQWV RQ +8/,2 PD\ UHFHLYH FRQFXUUHQW YDFFLQDWLRQV� H[FHSW IRU 
OLYH YDFFLQHV� 1R GDWD DUH DYDLODEOH RQ WKH VHFRQGDU\ WUDQVPLVVLRQ RI LQIHFWLRQ E\ OLYH YDFFLQHV LQ SDWLHQWV 
UHFHLYLQJ DGDOLPXPDE SURGXFWV� 

,W LV UHFRPPHQGHG WKDW SHGLDWULF SDWLHQWV� LI SRVVLEOH� EH EURXJKW XS WR GDWH ZLWK DOO LPPXQL]DWLRQV LQ DJUHHPHQW 
ZLWK FXUUHQW LPPXQL]DWLRQ JXLGHOLQHV SULRU WR LQLWLDWLQJ +8/,2 WKHUDS\� 3DWLHQWV RQ +8/,2 PD\ UHFHLYH 
FRQFXUUHQW YDFFLQDWLRQV� H[FHSW IRU OLYH YDFFLQHV� 

7KH VDIHW\ RI DGPLQLVWHULQJ OLYH RU OLYH�DWWHQXDWHG YDFFLQHV LQ LQIDQWV H[SRVHG WR DGDOLPXPDE SURGXFWV in utero 
LV XQNQRZQ� 5LVNV DQG EHQHILWV VKRXOG EH FRQVLGHUHG SULRU WR YDFFLQDWLQJ �OLYH RU OLYH DWWHQXDWHG� H[SRVHG 
LQIDQWV [see Use in Specific Populations (8.1� 8.4)]. 

���� 8VH ZLWK $EDWDFHSW 
,Q FRQWUROOHG WULDOV� WKH FRQFXUUHQW DGPLQLVWUDWLRQ RI 71)�EORFNHUV DQG DEDWDFHSW ZDV DVVRFLDWHG ZLWK D JUHDWHU 
SURSRUWLRQ RI VHULRXV LQIHFWLRQV WKDQ WKH XVH RI D 71)�EORFNHU DORQH� WKH FRPELQDWLRQ WKHUDS\� FRPSDUHG WR WKH 
XVH RI D 71)�EORFNHU DORQH� KDV QRW GHPRQVWUDWHG LPSURYHG FOLQLFDO EHQHILW LQ WKH WUHDWPHQW RI 5$� 7KHUHIRUH� 
WKH FRPELQDWLRQ RI DEDWDFHSW ZLWK 71)�EORFNHUV LQFOXGLQJ +8/,2 LV QRW UHFRPPHQGHG [see Drug Interactions 
(7.2)]� 

� $'9(56( 5($&7,216 
7KH PRVW VHULRXV DGYHUVH UHDFWLRQV GHVFULEHG HOVHZKHUH LQ WKH ODEHOLQJ LQFOXGH WKH IROORZLQJ� 
x 6HULRXV ,QIHFWLRQV [see Warnings and Precautions (5.1)] 
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x 0DOLJQDQFLHV [see Warnings and Precautions (5.2)] 

��� &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� 

7KH PRVW FRPPRQ DGYHUVH UHDFWLRQ ZLWK DGDOLPXPDE ZDV LQMHFWLRQ VLWH UHDFWLRQV� ,Q SODFHER�FRQWUROOHG WULDOV� 
��� RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE GHYHORSHG LQMHFWLRQ VLWH UHDFWLRQV �HU\WKHPD DQG�RU LWFKLQJ� 
KHPRUUKDJH� SDLQ RU VZHOOLQJ�� FRPSDUHG WR ��� RI SDWLHQWV UHFHLYLQJ SODFHER� 0RVW LQMHFWLRQ VLWH UHDFWLRQV 
ZHUH GHVFULEHG DV PLOG DQG JHQHUDOO\ GLG QRW QHFHVVLWDWH GUXJ GLVFRQWLQXDWLRQ� 

7KH SURSRUWLRQ RI SDWLHQWV ZKR GLVFRQWLQXHG WUHDWPHQW GXH WR DGYHUVH UHDFWLRQV GXULQJ WKH GRXEOH�EOLQG� 
SODFHER�FRQWUROOHG SRUWLRQ RI VWXGLHV LQ SDWLHQWV ZLWK 5$ �L�H�� 6WXGLHV 5$�,� 5$�,,� 5$�,,, DQG 5$�,9� ZDV �� 
IRU SDWLHQWV WDNLQJ DGDOLPXPDE DQG �� IRU SODFHER�WUHDWHG SDWLHQWV� 7KH PRVW FRPPRQ DGYHUVH UHDFWLRQV 
OHDGLQJ WR GLVFRQWLQXDWLRQ RI DGDOLPXPDE LQ WKHVH 5$ VWXGLHV ZHUH FOLQLFDO IODUH UHDFWLRQ ������� UDVK ������ 
DQG SQHXPRQLD ������� 

Infections 

,Q WKH FRQWUROOHG SRUWLRQV RI WKH �� JOREDO DGDOLPXPDE FOLQLFDO WULDOV LQ DGXOW SDWLHQWV ZLWK 5$� 3V$� $6� &'� 
8&� 3V� DQG RWKHU LQGLFDWLRQV� WKH UDWH RI VHULRXV LQIHFWLRQV ZDV ��� SHU ��� SDWLHQW \HDUV LQ ���� DGDOLPXPDE 
WUHDWHG SDWLHQWV YHUVXV D UDWH RI ��� SHU ��� SDWLHQW \HDUV LQ ���� FRQWURO�WUHDWHG SDWLHQWV� 6HULRXV LQIHFWLRQV 
REVHUYHG LQFOXGHG SQHXPRQLD� VHSWLF DUWKULWLV� SURVWKHWLF DQG SRVW�VXUJLFDO LQIHFWLRQV� HU\VLSHODV� FHOOXOLWLV� 
GLYHUWLFXOLWLV� DQG S\HORQHSKULWLV [see Warnings and Precautions (5.1)]. 

Tuberculosis and Opportunistic Infections 

,Q �� JOREDO FRQWUROOHG DQG XQFRQWUROOHG FOLQLFDO WULDOV LQ 5$� 3V$� $6� &'� 8&� 3V� DQG RWKHU GLVHDVHV WKDW 
LQFOXGHG ������ DGDOLPXPDE�WUHDWHG SDWLHQWV� WKH UDWH RI UHSRUWHG DFWLYH WXEHUFXORVLV ZDV ���� SHU 
��� SDWLHQW�\HDUV DQG WKH UDWH RI SRVLWLYH 33' FRQYHUVLRQ ZDV ���� SHU ��� SDWLHQW�\HDUV� ,Q D VXEJURXS RI 
������ 8�6� DQG &DQDGLDQ DGDOLPXPDE�WUHDWHG SDWLHQWV� WKH UDWH RI UHSRUWHG DFWLYH 7% ZDV ���� SHU 
��� SDWLHQW�\HDUV DQG WKH UDWH RI SRVLWLYH 33' FRQYHUVLRQ ZDV ���� SHU ��� SDWLHQW�\HDUV� 7KHVH WULDOV LQFOXGHG 
UHSRUWV RI PLOLDU\� O\PSKDWLF� SHULWRQHDO� DQG SXOPRQDU\ 7%� 0RVW RI WKH 7% FDVHV RFFXUUHG ZLWKLQ WKH ILUVW 
HLJKW PRQWKV DIWHU LQLWLDWLRQ RI WKHUDS\ DQG PD\ UHIOHFW UHFUXGHVFHQFH RI ODWHQW GLVHDVH� ,Q WKHVH JOREDO FOLQLFDO 
WULDOV� FDVHV RI VHULRXV RSSRUWXQLVWLF LQIHFWLRQV KDYH EHHQ UHSRUWHG DW DQ RYHUDOO UDWH RI ���� SHU ��� SDWLHQW� 
\HDUV� 6RPH FDVHV RI VHULRXV RSSRUWXQLVWLF LQIHFWLRQV DQG 7% KDYH EHHQ IDWDO [see Warnings and Precautions 
(5.1)]. 

Autoantibodies 

,Q WKH UKHXPDWRLG DUWKULWLV FRQWUROOHG WULDOV� ��� RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE DQG �� RI SODFHER�WUHDWHG 
SDWLHQWV WKDW KDG QHJDWLYH EDVHOLQH $1$ WLWHUV GHYHORSHG SRVLWLYH WLWHUV DW ZHHN ��� 7ZR SDWLHQWV RXW RI ���� 
WUHDWHG ZLWK DGDOLPXPDE GHYHORSHG FOLQLFDO VLJQV VXJJHVWLYH RI QHZ�RQVHW OXSXV�OLNH V\QGURPH� 7KH SDWLHQWV 
LPSURYHG IROORZLQJ GLVFRQWLQXDWLRQ RI WKHUDS\� 1R SDWLHQWV GHYHORSHG OXSXV QHSKULWLV RU FHQWUDO QHUYRXV V\VWHP 
V\PSWRPV� 7KH LPSDFW RI ORQJ�WHUP WUHDWPHQW ZLWK DGDOLPXPDE SURGXFWV RQ WKH GHYHORSPHQW RI DXWRLPPXQH 
GLVHDVHV LV XQNQRZQ� 

Liver Enzyme Elevations 
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7KHUH KDYH EHHQ UHSRUWV RI VHYHUH KHSDWLF UHDFWLRQV LQFOXGLQJ DFXWH OLYHU IDLOXUH LQ SDWLHQWV UHFHLYLQJ 71)� 
EORFNHUV� ,Q FRQWUROOHG 3KDVH � WULDOV RI DGDOLPXPDE ��� PJ 6& HYHU\ RWKHU ZHHN� LQ SDWLHQWV ZLWK 5$� 3V$� 
DQG $6 ZLWK FRQWURO SHULRG GXUDWLRQ UDQJLQJ IURP � WR ��� ZHHNV� $/7 HOHYDWLRQV � � [ 8/1 RFFXUUHG LQ ���� 
RI DGDOLPXPDE�WUHDWHG SDWLHQWV DQG ���� RI FRQWURO�WUHDWHG SDWLHQWV� 6LQFH PDQ\ RI WKHVH SDWLHQWV LQ WKHVH WULDOV 
ZHUH DOVR WDNLQJ PHGLFDWLRQV WKDW FDXVH OLYHU HQ]\PH HOHYDWLRQV �H�J�� 16$,'6� 07;�� WKH UHODWLRQVKLS 
EHWZHHQ DGDOLPXPDE DQG WKH OLYHU HQ]\PH HOHYDWLRQV LV QRW FOHDU� ,Q D FRQWUROOHG 3KDVH � WULDO RI DGDOLPXPDE LQ 
SDWLHQWV ZLWK SRO\DUWLFXODU -,$ ZKR ZHUH � WR �� \HDUV� $/7 HOHYDWLRQV � � [ 8/1 RFFXUUHG LQ ���� RI 
DGDOLPXPDE�WUHDWHG SDWLHQWV DQG ���� RI FRQWURO�WUHDWHG SDWLHQWV �$/7 PRUH FRPPRQ WKDQ $67�� OLYHU HQ]\PH 
WHVW HOHYDWLRQV ZHUH PRUH IUHTXHQW DPRQJ WKRVH WUHDWHG ZLWK WKH FRPELQDWLRQ RI DGDOLPXPDE DQG 07; WKDQ 
WKRVH WUHDWHG ZLWK DGDOLPXPDE DORQH� ,Q JHQHUDO� WKHVH HOHYDWLRQV GLG QRW OHDG WR GLVFRQWLQXDWLRQ RI DGDOLPXPDE 
WUHDWPHQW� 

,Q FRQWUROOHG 3KDVH � WULDOV RI DGDOLPXPDE �LQLWLDO GRVHV RI ��� PJ DQG �� PJ� RU �� PJ DQG �� PJ RQ 'D\V � 
DQG ��� UHVSHFWLYHO\� IROORZHG E\ �� PJ HYHU\ RWKHU ZHHN� LQ DGXOW SDWLHQWV ZLWK &' ZLWK D FRQWURO SHULRG 
GXUDWLRQ UDQJLQJ IURP � WR �� ZHHNV� $/7 HOHYDWLRQV � � [ 8/1 RFFXUUHG LQ ���� RI DGDOLPXPDE�WUHDWHG 
SDWLHQWV DQG ���� RI FRQWURO�WUHDWHG SDWLHQWV� ,Q FRQWUROOHG 3KDVH � WULDOV RI DGDOLPXPDE �LQLWLDO GRVHV RI ��� PJ 
DQG �� PJ RQ 'D\V � DQG �� UHVSHFWLYHO\� IROORZHG E\ �� PJ HYHU\ RWKHU ZHHN� LQ SDWLHQWV ZLWK 8& ZLWK 
FRQWURO SHULRG GXUDWLRQ UDQJLQJ IURP � WR �� ZHHNV� $/7 HOHYDWLRQV �� [ 8/1 RFFXUUHG LQ ���� RI 
DGDOLPXPDE�WUHDWHG SDWLHQWV DQG ���� RI FRQWURO�WUHDWHG SDWLHQWV� ,Q FRQWUROOHG 3KDVH � WULDOV RI DGDOLPXPDE 
�LQLWLDO GRVH RI �� PJ WKHQ �� PJ HYHU\ RWKHU ZHHN� LQ SDWLHQWV ZLWK 3V ZLWK FRQWURO SHULRG GXUDWLRQ UDQJLQJ 
IURP �� WR �� ZHHNV� $/7 HOHYDWLRQV � � [ 8/1 RFFXUUHG LQ ���� RI DGDOLPXPDE�WUHDWHG SDWLHQWV DQG ���� RI 
FRQWURO�WUHDWHG SDWLHQWV� 

Immunogenicity 

$V ZLWK DOO WKHUDSHXWLF SURWHLQV� WKHUH LV SRWHQWLDO IRU LPPXQRJHQLFLW\� 7KH GHWHFWLRQ RI DQWLERG\ IRUPDWLRQ LV 
KLJKO\ GHSHQGHQW RQ WKH VHQVLWLYLW\ DQG VSHFLILFLW\ RI WKH DVVD\� $GGLWLRQDOO\� WKH REVHUYHG LQFLGHQFH RI 
DQWLERG\ �LQFOXGLQJ QHXWUDOL]LQJ DQWLERG\� SRVLWLYLW\ LQ DQ DVVD\ PD\ EH LQIOXHQFHG E\ VHYHUDO IDFWRUV� LQFOXGLQJ 
DVVD\ PHWKRGRORJ\� VDPSOH KDQGOLQJ� WLPLQJ RI VDPSOH FROOHFWLRQ� FRQFRPLWDQW PHGLFDWLRQV� DQG XQGHUO\LQJ 
GLVHDVH� )RU WKHVH UHDVRQV� FRPSDULVRQ RI WKH LQFLGHQFH RI DQWLERGLHV LQ WKH VWXGLHV GHVFULEHG EHORZ ZLWK WKH 
LQFLGHQFH RI DQWLERGLHV LQ RWKHU VWXGLHV RU WR RWKHU DGDOLPXPDE SURGXFWV PD\ EH PLVOHDGLQJ� 

3DWLHQWV LQ 6WXGLHV 5$�,� 5$�,,� DQG 5$�,,, ZHUH WHVWHG DW PXOWLSOH WLPH SRLQWV IRU DQWLERGLHV WR DGDOLPXPDE 
GXULQJ WKH �� WR ���PRQWK SHULRG� $SSUR[LPDWHO\ �� ��� RI ����� RI DGXOW 5$ SDWLHQWV UHFHLYLQJ DGDOLPXPDE 
GHYHORSHG ORZ�WLWHU DQWLERGLHV WR DGDOLPXPDE DW OHDVW RQFH GXULQJ WUHDWPHQW� ZKLFK ZHUH QHXWUDOL]LQJ in vitro� 
3DWLHQWV WUHDWHG ZLWK FRQFRPLWDQW PHWKRWUH[DWH �07;� KDG D ORZHU UDWH RI DQWLERG\ GHYHORSPHQW WKDQ SDWLHQWV 
RQ DGDOLPXPDE PRQRWKHUDS\ ��� YHUVXV ����� 1R DSSDUHQW FRUUHODWLRQ RI DQWLERG\ GHYHORSPHQW WR DGYHUVH 
UHDFWLRQV ZDV REVHUYHG� :LWK PRQRWKHUDS\� SDWLHQWV UHFHLYLQJ HYHU\ RWKHU ZHHN GRVLQJ PD\ GHYHORS DQWLERGLHV 
PRUH IUHTXHQWO\ WKDQ WKRVH UHFHLYLQJ ZHHNO\ GRVLQJ� ,Q SDWLHQWV UHFHLYLQJ WKH UHFRPPHQGHG GRVDJH RI �� PJ 
HYHU\ RWKHU ZHHN DV PRQRWKHUDS\� WKH $&5 �� UHVSRQVH ZDV ORZHU DPRQJ DQWLERG\�SRVLWLYH SDWLHQWV WKDQ 
DPRQJ DQWLERG\�QHJDWLYH SDWLHQWV� 7KH ORQJ�WHUP LPPXQRJHQLFLW\ RI DGDOLPXPDE LV XQNQRZQ� 

,Q SDWLHQWV ZLWK SRO\DUWLFXODU -,$ ZKR ZHUH � WR �� \HDUV RI DJH� DGDOLPXPDE DQWLERGLHV ZHUH LGHQWLILHG LQ ��� 
RI DGDOLPXPDE�WUHDWHG SDWLHQWV� ,Q SDWLHQWV UHFHLYLQJ FRQFRPLWDQW 07;� WKH LQFLGHQFH ZDV �� FRPSDUHG WR 
��� ZLWK DGDOLPXPDE PRQRWKHUDS\� 

,Q SDWLHQWV ZLWK $6� WKH UDWH RI GHYHORSPHQW RI DQWLERGLHV WR DGDOLPXPDE LQ DGDOLPXPDE�WUHDWHG SDWLHQWV ZDV 
FRPSDUDEOH WR SDWLHQWV ZLWK 5$� 

�� 
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,Q SDWLHQWV ZLWK 3V$� WKH UDWH RI DQWLERG\ GHYHORSPHQW LQ SDWLHQWV UHFHLYLQJ DGDOLPXPDE PRQRWKHUDS\ ZDV 
FRPSDUDEOH WR SDWLHQWV ZLWK 5$� KRZHYHU� LQ SDWLHQWV UHFHLYLQJ FRQFRPLWDQW 07; WKH UDWH ZDV �� FRPSDUHG WR 
�� LQ 5$� 

,Q DGXOW SDWLHQWV ZLWK &'� WKH UDWH RI DQWLERG\ GHYHORSPHQW ZDV ��� 

,Q SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 8&� WKH UDWH RI DQWLERG\ GHYHORSPHQW LQ SDWLHQWV UHFHLYLQJ 
DGDOLPXPDE ZDV ��� +RZHYHU� GXH WR WKH OLPLWDWLRQ RI WKH DVVD\ FRQGLWLRQV� DQWLERGLHV WR DGDOLPXPDE FRXOG EH 
GHWHFWHG RQO\ ZKHQ VHUXP DGDOLPXPDE OHYHOV ZHUH � � PFJ�P/� $PRQJ WKH SDWLHQWV ZKRVH VHUXP DGDOLPXPDE 
OHYHOV ZHUH � � PFJ�P/ �DSSUR[LPDWHO\ ��� RI WRWDO SDWLHQWV VWXGLHG�� WKH LPPXQRJHQLFLW\ UDWH ZDV ������ 

,Q SDWLHQWV ZLWK 3V� WKH UDWH RI DQWLERG\ GHYHORSPHQW ZLWK DGDOLPXPDE PRQRWKHUDS\ ZDV ��� +RZHYHU� GXH WR 
WKH OLPLWDWLRQ RI WKH DVVD\ FRQGLWLRQV� DQWLERGLHV WR DGDOLPXPDE FRXOG EH GHWHFWHG RQO\ ZKHQ VHUXP 
DGDOLPXPDE OHYHOV ZHUH � � PFJ�P/� $PRQJ WKH SDWLHQWV ZKRVH VHUXP DGDOLPXPDE OHYHOV ZHUH � � PFJ�P/ 
�DSSUR[LPDWHO\ ��� RI WRWDO SDWLHQWV VWXGLHG�� WKH LPPXQRJHQLFLW\ UDWH ZDV ������ ,Q 3V SDWLHQWV ZKR ZHUH RQ 
DGDOLPXPDE PRQRWKHUDS\ DQG VXEVHTXHQWO\ ZLWKGUDZQ IURP WKH WUHDWPHQW� WKH UDWH RI DQWLERGLHV WR DGDOLPXPDE 
DIWHU UHWUHDWPHQW ZDV VLPLODU WR WKH UDWH REVHUYHG SULRU WR ZLWKGUDZDO� 

Other Adverse Reactions 
5KHXPDWRLG $UWKULWLV &OLQLFDO 6WXGLHV 

7KH GDWD GHVFULEHG EHORZ UHIOHFW H[SRVXUH WR DGDOLPXPDE LQ ���� SDWLHQWV� LQFOXGLQJ ���� H[SRVHG IRU � 
PRQWKV� ���� H[SRVHG IRU JUHDWHU WKDQ RQH \HDU DQG ���� LQ DGHTXDWH DQG ZHOO�FRQWUROOHG VWXGLHV �6WXGLHV 5$�,� 
5$�,,� 5$�,,,� DQG 5$�,9�� $GDOLPXPDE ZDV VWXGLHG SULPDULO\ LQ SODFHER� FRQWUROOHG WULDOV DQG LQ ORQJ�WHUP 
IROORZ XS VWXGLHV IRU XS WR �� PRQWKV GXUDWLRQ� 7KH SRSXODWLRQ KDG D PHDQ DJH RI �� \HDUV� ��� ZHUH IHPDOH� 
��� ZHUH &DXFDVLDQ DQG KDG PRGHUDWHO\ WR VHYHUHO\ DFWLYH UKHXPDWRLG DUWKULWLV� 0RVW SDWLHQWV UHFHLYHG �� PJ 
DGDOLPXPDE HYHU\ RWKHU ZHHN� 

7DEOH � VXPPDUL]HV UHDFWLRQV UHSRUWHG DW D UDWH RI DW OHDVW �� LQ SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE �� PJ HYHU\ 
RWKHU ZHHN FRPSDUHG WR SODFHER DQG ZLWK DQ LQFLGHQFH KLJKHU WKDQ SODFHER� ,Q 6WXG\ 5$�,,,� WKH W\SHV DQG 
IUHTXHQFLHV RI DGYHUVH UHDFWLRQV LQ WKH VHFRQG \HDU RSHQ�ODEHO H[WHQVLRQ ZHUH VLPLODU WR WKRVH REVHUYHG LQ WKH 
RQH�\HDU GRXEOH�EOLQG SRUWLRQ� 

�� 
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7DEOH �� $GYHUVH 5HDFWLRQV 5HSRUWHG E\ ��� RI 3DWLHQWV 7UHDWHG ZLWK $GDOLPXPDE 'XULQJ 3ODFHER� 
&RQWUROOHG 3HULRG RI 3RROHG 5$ 6WXGLHV �6WXGLHV 5$�,� 5$�,,� 5$�,,,� DQG 5$�,9� 

$GDOLPXPDE 
�� PJ VXEFXWDQHRXV 
(YHU\ 2WKHU :HHN 

3ODFHER 

�1 ���� �1 ���� 
$GYHUVH 5HDFWLRQ �3UHIHUUHG 7HUP� 
5HVSLUDWRU\ 
8SSHU UHVSLUDWRU\ LQIHFWLRQ ��� ��� 
6LQXVLWLV ��� �� 
)OX V\QGURPH �� �� 
*DVWURLQWHVWLQDO 
1DXVHD �� �� 
$EGRPLQDO SDLQ ��  �� 
/DERUDWRU\ 7HVWV 
/DERUDWRU\ WHVW DEQRUPDO �� �� 
+\SHUFKROHVWHUROHPLD �� �� 
+\SHUOLSLGHPLD �� �� 
+HPDWXULD ��  �� 
$ONDOLQH SKRVSKDWDVH LQFUHDVHG ��  ��  
2WKHU 
+HDGDFKH ��� �� 
5DVK ��� �� 
$FFLGHQWDO LQMXU\ ��� �� 
,QMHFWLRQ VLWH UHDFWLRQ  �� �� 
%DFN SDLQ ��  �� 
8ULQDU\ WUDFW LQIHFWLRQ ��  �� 
+\SHUWHQVLRQ �� �� 
 /DERUDWRU\ WHVW DEQRUPDOLWLHV ZHUH UHSRUWHG DV DGYHUVH UHDFWLRQV LQ (XURSHDQ WULDOV 
 'RHV QRW LQFOXGH LQMHFWLRQ VLWH HU\WKHPD� LWFKLQJ� KHPRUUKDJH� SDLQ RU VZHOOLQJ 

/HVV &RPPRQ $GYHUVH 5HDFWLRQV LQ 5KHXPDWRLG $UWKULWLV &OLQLFDO 6WXGLHV 
2WKHU LQIUHTXHQW VHULRXV DGYHUVH UHDFWLRQV WKDW GR QRW DSSHDU LQ WKH :DUQLQJV DQG 3UHFDXWLRQV RU $GYHUVH 
5HDFWLRQ VHFWLRQV WKDW RFFXUUHG DW DQ LQFLGHQFH RI OHVV WKDQ �� LQ DGDOLPXPDE�WUHDWHG SDWLHQWV LQ 5$ VWXGLHV 
ZHUH� 

Body As A Whole: 3DLQ LQ H[WUHPLW\� SHOYLF SDLQ� VXUJHU\� WKRUD[ SDLQ 

Cardiovascular System: $UUK\WKPLD� DWULDO ILEULOODWLRQ� FKHVW SDLQ� FRURQDU\ DUWHU\ GLVRUGHU� KHDUW DUUHVW� 
K\SHUWHQVLYH HQFHSKDORSDWK\� P\RFDUGLDO LQIDUFW� SDOSLWDWLRQ� SHULFDUGLDO HIIXVLRQ� SHULFDUGLWLV� V\QFRSH� 
WDFK\FDUGLD 

Digestive System: &KROHF\VWLWLV� FKROHOLWKLDVLV� HVRSKDJLWLV� JDVWURHQWHULWLV� JDVWURLQWHVWLQDO KHPRUUKDJH� KHSDWLF 
QHFURVLV� YRPLWLQJ 

Endocrine System: 3DUDWK\URLG GLVRUGHU 

Hemic And Lymphatic System: $JUDQXORF\WRVLV� SRO\F\WKHPLD 

Metabolic And Nutritional Disorders: 'HK\GUDWLRQ� KHDOLQJ DEQRUPDO� NHWRVLV� SDUDSURWHLQHPLD� 
�� 
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SHULSKHUDO HGHPD 

Musculo-Skeletal System: $UWKULWLV� ERQH GLVRUGHU� ERQH IUDFWXUH �QRW VSRQWDQHRXV�� ERQH QHFURVLV� MRLQW 
GLVRUGHU� PXVFOH FUDPSV� P\DVWKHQLD� S\RJHQLF DUWKULWLV� V\QRYLWLV� WHQGRQ GLVRUGHU 

Neoplasia: $GHQRPD 

Nervous System: &RQIXVLRQ� SDUHVWKHVLD� VXEGXUDO KHPDWRPD� WUHPRU 

Respiratory System: $VWKPD� EURQFKRVSDVP� G\VSQHD� OXQJ IXQFWLRQ GHFUHDVHG� SOHXUDO HIIXVLRQ 

Special Senses: &DWDUDFW 

Thrombosis: 7KURPERVLV OHJ 

Urogenital System: &\VWLWLV� NLGQH\ FDOFXOXV� PHQVWUXDO GLVRUGHU 

-XYHQLOH ,GLRSDWKLF $UWKULWLV &OLQLFDO 6WXGLHV 
,Q JHQHUDO� WKH DGYHUVH UHDFWLRQV LQ WKH DGDOLPXPDE�WUHDWHG SDWLHQWV LQ WKH SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF 
DUWKULWLV �-,$� WULDO �6WXG\ -,$�,� ZHUH VLPLODU LQ IUHTXHQF\ DQG W\SH WR WKRVH VHHQ LQ DGXOW SDWLHQWV [see 
Warnings and Precautions (5), Adverse Reactions (6)]� ,PSRUWDQW ILQGLQJV DQG GLIIHUHQFHV IURP DGXOWV DUH 
GLVFXVVHG LQ WKH IROORZLQJ SDUDJUDSKV� 

,Q 6WXG\ -,$�,� DGDOLPXPDE ZDV VWXGLHG LQ ��� SDWLHQWV ZKR ZHUH � WR �� \HDUV RI DJH� ZLWK SRO\DUWLFXODU -,$� 
6HYHUH DGYHUVH UHDFWLRQV UHSRUWHG LQ WKH VWXG\ LQFOXGHG QHXWURSHQLD� VWUHSWRFRFFDO SKDU\QJLWLV� LQFUHDVHG 
DPLQRWUDQVIHUDVHV� KHUSHV ]RVWHU� P\RVLWLV� PHWURUUKDJLD� DQG DSSHQGLFLWLV� 6HULRXV LQIHFWLRQV ZHUH REVHUYHG LQ 
�� RI SDWLHQWV ZLWKLQ DSSUR[LPDWHO\ � \HDUV RI LQLWLDWLRQ RI WUHDWPHQW ZLWK DGDOLPXPDE DQG LQFOXGHG FDVHV RI 
KHUSHV VLPSOH[� SQHXPRQLD� XULQDU\ WUDFW LQIHFWLRQ� SKDU\QJLWLV� DQG KHUSHV ]RVWHU� 

,Q 6WXG\ -,$�,� ��� RI SDWLHQWV H[SHULHQFHG DQ LQIHFWLRQ ZKLOH UHFHLYLQJ DGDOLPXPDE ZLWK RU ZLWKRXW 
FRQFRPLWDQW 07; LQ WKH ILUVW �� ZHHNV RI WUHDWPHQW� 7KH W\SHV RI LQIHFWLRQV UHSRUWHG LQ DGDOLPXPDE�WUHDWHG 
SDWLHQWV ZHUH JHQHUDOO\ VLPLODU WR WKRVH FRPPRQO\ VHHQ LQ SRO\DUWLFXODU -,$ SDWLHQWV ZKR DUH QRW WUHDWHG ZLWK 
71) EORFNHUV� 8SRQ LQLWLDWLRQ RI WUHDWPHQW� WKH PRVW FRPPRQ DGYHUVH UHDFWLRQV RFFXUULQJ LQ WKLV SDWLHQW 
SRSXODWLRQ WUHDWHG ZLWK DGDOLPXPDE ZHUH LQMHFWLRQ VLWH SDLQ DQG LQMHFWLRQ VLWH UHDFWLRQ ���� DQG ���� 
UHVSHFWLYHO\�� $ OHVV FRPPRQO\ UHSRUWHG DGYHUVH HYHQW LQ SDWLHQWV UHFHLYLQJ DGDOLPXPDE ZDV JUDQXORPD 
DQQXODUH ZKLFK GLG QRW OHDG WR GLVFRQWLQXDWLRQ RI DGDOLPXPDE WUHDWPHQW� 

,Q WKH ILUVW �� ZHHNV RI WUHDWPHQW LQ 6WXG\ -,$�,� QRQ�VHULRXV K\SHUVHQVLWLYLW\ UHDFWLRQV ZHUH VHHQ LQ 
DSSUR[LPDWHO\ �� RI SDWLHQWV DQG LQFOXGHG SULPDULO\ ORFDOL]HG DOOHUJLF K\SHUVHQVLWLYLW\ UHDFWLRQV DQG DOOHUJLF 
UDVK� 

,Q 6WXG\ -,$�,� ��� RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE ZKR KDG QHJDWLYH EDVHOLQH DQWL�GV'1$ DQWLERGLHV 
GHYHORSHG SRVLWLYH WLWHUV DIWHU �� ZHHNV RI WUHDWPHQW� 1R SDWLHQW GHYHORSHG FOLQLFDO VLJQV RI DXWRLPPXQLW\ 
GXULQJ WKH FOLQLFDO WULDO� 

$SSUR[LPDWHO\ ��� RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE GHYHORSHG PLOG�WR�PRGHUDWH HOHYDWLRQV RI FUHDWLQH 
SKRVSKRNLQDVH �&3.� LQ 6WXG\ -,$�,� (OHYDWLRQV H[FHHGLQJ � WLPHV WKH XSSHU OLPLW RI QRUPDO ZHUH REVHUYHG LQ 
VHYHUDO SDWLHQWV� &3. OHYHOV GHFUHDVHG RU UHWXUQHG WR QRUPDO LQ DOO SDWLHQWV� 0RVW SDWLHQWV ZHUH DEOH WR FRQWLQXH 
DGDOLPXPDE ZLWKRXW LQWHUUXSWLRQ� 

3VRULDWLF $UWKULWLV DQG $QN\ORVLQJ 6SRQG\OLWLV &OLQLFDO 6WXGLHV 
�� 
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$GDOLPXPDE KDV EHHQ VWXGLHG LQ ��� SDWLHQWV ZLWK SVRULDWLF DUWKULWLV �3V$� LQ WZR SODFHER�FRQWUROOHG WULDOV DQG 
LQ DQ RSHQ ODEHO VWXG\ DQG LQ ��� SDWLHQWV ZLWK DQN\ORVLQJ VSRQG\OLWLV �$6� LQ WZR SODFHER�FRQWUROOHG VWXGLHV� 
7KH VDIHW\ SURILOH IRU SDWLHQWV ZLWK 3V$ DQG $6 WUHDWHG ZLWK DGDOLPXPDE �� PJ HYHU\ RWKHU ZHHN ZDV VLPLODU 
WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$� DGDOLPXPDE 6WXGLHV 5$�, WKURXJK ,9� 

$GXOW &URKQ¶V 'LVHDVH &OLQLFDO 6WXGLHV 
$GDOLPXPDE KDV EHHQ VWXGLHG LQ ���� DGXOW SDWLHQWV ZLWK &URKQ¶V GLVHDVH �&'� LQ IRXU SODFHER�FRQWUROOHG DQG 
WZR RSHQ�ODEHO H[WHQVLRQ VWXGLHV� 7KH VDIHW\ SURILOH IRU DGXOW SDWLHQWV ZLWK &' WUHDWHG ZLWK DGDOLPXPDE ZDV 
VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$� 

8OFHUDWLYH &ROLWLV &OLQLFDO 6WXGLHV 
$GDOLPXPDE KDV EHHQ VWXGLHG LQ ���� SDWLHQWV ZLWK XOFHUDWLYH FROLWLV �8&� LQ WZR SODFHER�FRQWUROOHG VWXGLHV 
DQG RQH RSHQ�ODEHO H[WHQVLRQ VWXG\� 7KH VDIHW\ SURILOH IRU SDWLHQWV ZLWK 8& WUHDWHG ZLWK DGDOLPXPDE ZDV 
VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$� 

3ODTXH 3VRULDVLV &OLQLFDO 6WXGLHV 
$GDOLPXPDE KDV EHHQ VWXGLHG LQ ���� VXEMHFWV ZLWK SODTXH SVRULDVLV �3V� LQ SODFHER�FRQWUROOHG DQG RSHQ�ODEHO 
H[WHQVLRQ VWXGLHV� 7KH VDIHW\ SURILOH IRU VXEMHFWV ZLWK 3V WUHDWHG ZLWK DGDOLPXPDE ZDV VLPLODU WR WKH VDIHW\ 
SURILOH VHHQ LQ VXEMHFWV ZLWK 5$ ZLWK WKH IROORZLQJ H[FHSWLRQV� ,Q WKH SODFHER�FRQWUROOHG SRUWLRQV RI WKH FOLQLFDO 
WULDOV LQ 3V VXEMHFWV� DGDOLPXPDE�WUHDWHG VXEMHFWV KDG D KLJKHU LQFLGHQFH RI DUWKUDOJLD ZKHQ FRPSDUHG WR 
FRQWUROV ��� vs. ���� 

��� 3RVWPDUNHWLQJ ([SHULHQFH 
7KH IROORZLQJ DGYHUVH UHDFWLRQV KDYH EHHQ LGHQWLILHG GXULQJ SRVW�DSSURYDO XVH RI DGDOLPXPDE SURGXFWV� 
%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 DGDOLPXPDE SURGXFWV H[SRVXUH� 

Gastrointestinal disorders: 'LYHUWLFXOLWLV� ODUJH ERZHO SHUIRUDWLRQV LQFOXGLQJ SHUIRUDWLRQV DVVRFLDWHG ZLWK 
GLYHUWLFXOLWLV DQG DSSHQGLFHDO SHUIRUDWLRQV DVVRFLDWHG ZLWK DSSHQGLFLWLV� SDQFUHDWLWLV 

General disorders and administration site conditions: 3\UH[LD 

Hepato-biliary disorders: /LYHU IDLOXUH� KHSDWLWLV 

Immune system disorders: 6DUFRLGRVLV 

Neoplasms benign, malignant and unspecified (including cysts and polyps): 0HUNHO &HOO &DUFLQRPD 
�QHXURHQGRFULQH FDUFLQRPD RI WKH VNLQ� 

Nervous system disorders: 'HP\HOLQDWLQJ GLVRUGHUV �H�J�� RSWLF QHXULWLV� *XLOODLQ�%DUUp V\QGURPH�� 
FHUHEURYDVFXODU DFFLGHQW 

Respiratory disorders: ,QWHUVWLWLDO OXQJ GLVHDVH� LQFOXGLQJ SXOPRQDU\ ILEURVLV� SXOPRQDU\ HPEROLVP 

Skin reactions: 6WHYHQV -RKQVRQ 6\QGURPH� FXWDQHRXV YDVFXOLWLV� HU\WKHPD PXOWLIRUPH� QHZ RU ZRUVHQLQJ 
SVRULDVLV �DOO VXE�W\SHV LQFOXGLQJ SXVWXODU DQG SDOPRSODQWDU�� DORSHFLD� OLFKHQRLG VNLQ UHDFWLRQ 

Vascular disorders: 6\VWHPLF YDVFXOLWLV� GHHS YHLQ WKURPERVLV 

� '58* ,17(5$&7,216 

�� 
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��� 0HWKRWUH[DWH 
$GDOLPXPDE SURGXFWV KDYH EHHQ VWXGLHG LQ UKHXPDWRLG DUWKULWLV �5$� SDWLHQWV WDNLQJ FRQFRPLWDQW PHWKRWUH[DWH 
�07;�� $OWKRXJK 07; UHGXFHG WKH DSSDUHQW FOHDUDQFH RI DGDOLPXPDE SURGXFWV� WKH GDWD GR QRW VXJJHVW WKH 
QHHG IRU GRVH DGMXVWPHQW RI HLWKHU +8/,2 RU 07; [see Clinical Pharmacology (12.3)]� 

��� %LRORJLFDO 3URGXFWV 
,Q FOLQLFDO VWXGLHV LQ SDWLHQWV ZLWK 5$� DQ LQFUHDVHG ULVN RI VHULRXV LQIHFWLRQV KDV EHHQ VHHQ ZLWK WKH 
FRPELQDWLRQ RI 71) EORFNHUV ZLWK DQDNLQUD RU DEDWDFHSW� ZLWK QR DGGHG EHQHILW� WKHUHIRUH� XVH RI +8/,2 ZLWK 
DEDWDFHSW RU DQDNLQUD LV QRW UHFRPPHQGHG LQ SDWLHQWV ZLWK 5$ [see Warnings and Precautions (5.7 and 5.11)]� 
$ KLJKHU UDWH RI VHULRXV LQIHFWLRQV KDV DOVR EHHQ REVHUYHG LQ SDWLHQWV ZLWK 5$ WUHDWHG ZLWK ULWX[LPDE ZKR 
UHFHLYHG VXEVHTXHQW WUHDWPHQW ZLWK D 71) EORFNHU� 7KHUH LV LQVXIILFLHQW LQIRUPDWLRQ UHJDUGLQJ WKH FRQFRPLWDQW 
XVH RI +8/,2 DQG RWKHU ELRORJLF SURGXFWV IRU WKH WUHDWPHQW RI 5$� 3V$� $6� &'� 8&� DQG 3V� &RQFRPLWDQW 
DGPLQLVWUDWLRQ RI +8/,2 ZLWK RWKHU ELRORJLF '0$5'6 �H�J�� DQDNLQUD DQG DEDWDFHSW� RU RWKHU 71) EORFNHUV LV 
QRW UHFRPPHQGHG EDVHG XSRQ WKH SRVVLEOH LQFUHDVHG ULVN IRU LQIHFWLRQV DQG RWKHU SRWHQWLDO SKDUPDFRORJLFDO 
LQWHUDFWLRQV� 

��� /LYH 9DFFLQHV 
$YRLG WKH XVH RI OLYH YDFFLQHV ZLWK +8/,2 [see Warnings and Precautions (5.10)]. 

��� &\WRFKURPH 3��� 6XEVWUDWHV 
7KH IRUPDWLRQ RI &<3��� HQ]\PHV PD\ EH VXSSUHVVHG E\ LQFUHDVHG OHYHOV RI F\WRNLQHV �H�J�� 71)Į� ,/��� 
GXULQJ FKURQLF LQIODPPDWLRQ� ,W LV SRVVLEOH IRU SURGXFWV WKDW DQWDJRQL]H F\WRNLQH DFWLYLW\� VXFK DV DGDOLPXPDE 
SURGXFWV� WR LQIOXHQFH WKH IRUPDWLRQ RI &<3��� HQ]\PHV� 8SRQ LQLWLDWLRQ RU GLVFRQWLQXDWLRQ RI +8/,2 LQ 
SDWLHQWV EHLQJ WUHDWHG ZLWK &<3��� VXEVWUDWHV ZLWK D QDUURZ WKHUDSHXWLF LQGH[� PRQLWRULQJ RI WKH HIIHFW �H�J�� 
ZDUIDULQ� RU GUXJ FRQFHQWUDWLRQ �H�J�� F\FORVSRULQH RU WKHRSK\OOLQH� LV UHFRPPHQGHG DQG WKH LQGLYLGXDO GRVH RI 
WKH GUXJ SURGXFW PD\ EH DGMXVWHG DV QHHGHG� 

� 86( ,1 63(&,),& 3238/$7,216 

��� 3UHJQDQF\ 
5LVN 6XPPDU\ 
$YDLODEOH VWXGLHV ZLWK XVH RI DGDOLPXPDE GXULQJ SUHJQDQF\ GR QRW UHOLDEO\ HVWDEOLVK DQ DVVRFLDWLRQ EHWZHHQ 
DGDOLPXPDE DQG PDMRU ELUWK GHIHFWV� &OLQLFDO GDWD DUH DYDLODEOH IURP WKH 2UJDQL]DWLRQ RI 7HUDWRORJ\ 
,QIRUPDWLRQ 6SHFLDOLVWV �27,6��0RWKHU7R%DE\ 3UHJQDQF\ 5HJLVWU\ LQ SUHJQDQW ZRPHQ ZLWK UKHXPDWRLG 
DUWKULWLV �5$� RU &URKQ¶V GLVHDVH �&'� WUHDWHG ZLWK DGDOLPXPDE� 5HJLVWU\ UHVXOWV VKRZHG D UDWH RI ��� IRU 
PDMRU ELUWK GHIHFWV ZLWK ILUVW WULPHVWHU XVH RI DGDOLPXPDE LQ SUHJQDQW ZRPHQ ZLWK 5$ RU &' DQG D UDWH RI 
���� IRU PDMRU ELUWK GHIHFWV LQ WKH GLVHDVH PDWFKHG FRPSDULVRQ FRKRUW� 7KH ODFN RI SDWWHUQ RI PDMRU ELUWK 
GHIHFWV LV UHDVVXULQJ DQG GLIIHUHQFHV EHWZHHQ H[SRVXUH JURXSV PD\ KDYH LPSDFWHG WKH RFFXUUHQFH RI ELUWK 
GHIHFWV (see Data). 

$GDOLPXPDE LV DFWLYHO\ WUDQVIHUUHG DFURVV WKH SODFHQWD GXULQJ WKH WKLUG WULPHVWHU RI SUHJQDQF\ DQG PD\ DIIHFW 
LPPXQH UHVSRQVH LQ WKH in-utero H[SRVHG LQIDQW (see Clinical Considerations). ,Q DQ HPEU\R�IHWDO SHULQDWDO 
GHYHORSPHQW VWXG\ FRQGXFWHG LQ F\QRPROJXV PRQNH\V� QR IHWDO KDUP RU PDOIRUPDWLRQV ZHUH REVHUYHG ZLWK 
LQWUDYHQRXV DGPLQLVWUDWLRQ RI DGDOLPXPDE GXULQJ RUJDQRJHQHVLV DQG ODWHU LQ JHVWDWLRQ� DW GRVHV WKDW SURGXFHG 
H[SRVXUHV XS WR DSSUR[LPDWHO\ ��� WLPHV WKH PD[LPXP UHFRPPHQGHG KXPDQ GRVH �05+'� RI �� PJ 
VXEFXWDQHRXV ZLWKRXW PHWKRWUH[DWH (see Data). 

7KH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH IRU WKH LQGLFDWHG SRSXODWLRQV 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\� 

�� 
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&OLQLFDO &RQVLGHUDWLRQV 

Disease-associated maternal and embryo/fetal risk 

3XEOLVKHG GDWD VXJJHVW WKDW WKH ULVN RI DGYHUVH SUHJQDQF\ RXWFRPHV LQ ZRPHQ ZLWK 5$ RU LQIODPPDWRU\ ERZHO 
GLVHDVH �,%'� LV DVVRFLDWHG ZLWK LQFUHDVHG GLVHDVH DFWLYLW\� $GYHUVH SUHJQDQF\ RXWFRPHV LQFOXGH SUHWHUP 
GHOLYHU\ �EHIRUH �� ZHHNV RI JHVWDWLRQ�� ORZ ELUWK ZHLJKW �OHVV WKDQ ���� J� LQIDQWV� DQG VPDOO IRU JHVWDWLRQDO 
DJH DW ELUWK� 

Fetal/Neonatal Adverse Reactions 

0RQRFORQDO DQWLERGLHV DUH LQFUHDVLQJO\ WUDQVSRUWHG DFURVV WKH SODFHQWD DV SUHJQDQF\ SURJUHVVHV� ZLWK WKH ODUJHVW 
DPRXQW WUDQVIHUUHG GXULQJ WKH WKLUG WULPHVWHU (see Data)� 5LVNV DQG EHQHILWV VKRXOG EH FRQVLGHUHG SULRU WR 
DGPLQLVWHULQJ OLYH RU OLYH�DWWHQXDWHG YDFFLQHV WR LQIDQWV H[SRVHG WR DGDOLPXPDE SURGXFWV in utero [see Use in 
Specific Populations (8.4)]� 

'DWD 
Human Data 
$ SURVSHFWLYH FRKRUW SUHJQDQF\ H[SRVXUH UHJLVWU\ FRQGXFWHG E\ 27,6�0RWKHU7R%DE\ LQ WKH 8�6� DQG &DQDGD 
EHWZHHQ ���� DQG ���� FRPSDUHG WKH ULVN RI PDMRU ELUWK GHIHFWV LQ OLYH�ERUQ LQIDQWV RI ��� ZRPHQ ��� 5$� ��� 
&'� WUHDWHG ZLWK DGDOLPXPDE GXULQJ WKH ILUVW WULPHVWHU DQG ��� ZRPHQ ��� 5$� �� &'� QRW WUHDWHG ZLWK 
DGDOLPXPDE� 

7KH SURSRUWLRQ RI PDMRU ELUWK GHIHFWV DPRQJ OLYH�ERUQ LQIDQWV LQ WKH DGDOLPXPDE�WUHDWHG DQG XQWUHDWHG FRKRUWV 
ZDV ��� ����� 5$� ����� &'� DQG ���� ����� 5$� ���� &'�� UHVSHFWLYHO\� 7KH ODFN RI SDWWHUQ RI PDMRU 
ELUWK GHIHFWV LV UHDVVXULQJ DQG GLIIHUHQFHV EHWZHHQ H[SRVXUH JURXSV PD\ KDYH LPSDFWHG WKH RFFXUUHQFH RI ELUWK 
GHIHFWV� 7KLV VWXG\ FDQQRW UHOLDEO\ HVWDEOLVK ZKHWKHU WKHUH LV DQ DVVRFLDWLRQ EHWZHHQ DGDOLPXPDE DQG PDMRU 
ELUWK GHIHFWV EHFDXVH RI PHWKRGRORJLFDO OLPLWDWLRQV RI WKH UHJLVWU\� LQFOXGLQJ VPDOO VDPSOH VL]H� WKH YROXQWDU\ 
QDWXUH RI WKH VWXG\� DQG WKH QRQ�UDQGRPL]HG GHVLJQ� 

,Q DQ LQGHSHQGHQW FOLQLFDO VWXG\ FRQGXFWHG LQ WHQ SUHJQDQW ZRPHQ ZLWK ,%' WUHDWHG ZLWK DGDOLPXPDE� 
DGDOLPXPDE FRQFHQWUDWLRQV ZHUH PHDVXUHG LQ PDWHUQDO VHUXP DV ZHOO DV LQ FRUG EORRG �Q ��� DQG LQIDQW VHUXP 
�Q �� RQ WKH GD\ RI ELUWK� 7KH ODVW GRVH RI DGDOLPXPDE ZDV JLYHQ EHWZHHQ � DQG �� GD\V SULRU WR GHOLYHU\� 
$GDOLPXPDE FRQFHQWUDWLRQV ZHUH ��������� ȝJ�P/ LQ FRUG EORRG� ��������� ȝJ�P/ LQ LQIDQW VHUXP� DQG ������ 
ȝJ�P/ LQ PDWHUQDO VHUXP� ,Q DOO EXW RQH FDVH� WKH FRUG EORRG OHYHO RI DGDOLPXPDE ZDV KLJKHU WKDQ WKH PDWHUQDO 
VHUXP OHYHO� VXJJHVWLQJ DGDOLPXPDE DFWLYHO\ FURVVHV WKH SODFHQWD� ,Q DGGLWLRQ� RQH LQIDQW KDG VHUXP OHYHOV DW 
HDFK RI WKH IROORZLQJ� � ZHHNV ����� ȝJ�P/�� � ZHHNV ����� ȝJ�P/�� � ZHHNV ����� ȝJ�P/�� DQG �� ZHHNV ����� 
ȝJ�P/�� VXJJHVWLQJ DGDOLPXPDE FDQ EH GHWHFWHG LQ WKH VHUXP RI LQIDQWV H[SRVHG in utero IRU DW OHDVW � PRQWKV 
IURP ELUWK� 

Animal Data 
,Q DQ HPEU\R�IHWDO SHULQDWDO GHYHORSPHQW VWXG\� SUHJQDQW F\QRPROJXV PRQNH\V UHFHLYHG DGDOLPXPDE IURP 
JHVWDWLRQ GD\V �� WR �� DW GRVHV WKDW SURGXFHG H[SRVXUHV XS WR ��� WLPHV WKDW DFKLHYHG ZLWK WKH 05+' ZLWKRXW 
PHWKRWUH[DWH �RQ DQ $8& EDVLV ZLWK PDWHUQDO ,9 GRVHV XS WR ��� PJ�NJ�ZHHN�� $GDOLPXPDE GLG QRW HOLFLW 
KDUP WR WKH IHWXVHV RU PDOIRUPDWLRQV� 

��� /DFWDWLRQ 

5LVN 6XPPDU\ 

�� 
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/LPLWHG GDWD IURP FDVH UHSRUWV LQ WKH SXEOLVKHG OLWHUDWXUH GHVFULEH WKH SUHVHQFH RI DGDOLPXPDE LQ KXPDQ PLON DW 
LQIDQW GRVHV RI ���� WR �� RI WKH PDWHUQDO VHUXP OHYHO� 3XEOLVKHG GDWD VXJJHVW WKDW WKH V\VWHPLF H[SRVXUH WR D 
EUHDVWIHG LQIDQW LV H[SHFWHG WR EH ORZ EHFDXVH DGDOLPXPDE LV D ODUJH PROHFXOH DQG LV GHJUDGHG LQ WKH 
JDVWURLQWHVWLQDO WUDFW� +RZHYHU� WKH HIIHFWV RI ORFDO H[SRVXUH LQ WKH JDVWURLQWHVWLQDO WUDFW DUH XQNQRZQ� 7KHUH DUH 
QR UHSRUWV RI DGYHUVH HIIHFWV RI DGDOLPXPDE SURGXFWV RQ WKH EUHDVWIHG LQIDQW DQG QR HIIHFWV RQ PLON SURGXFWLRQ� 
7KH GHYHORSPHQWDO DQG KHDOWK EHQHILWV RI EUHDVWIHHGLQJ VKRXOG EH FRQVLGHUHG DORQJ ZLWK WKH PRWKHU¶V FOLQLFDO 
QHHG IRU +8/,2 DQG DQ\ SRWHQWLDO DGYHUVH HIIHFWV RQ WKH EUHDVWIHG FKLOG IURP +8/,2 RU IURP WKH XQGHUO\LQJ 
PDWHUQDO FRQGLWLRQ� 

��� 3HGLDWULF 8VH 
6DIHW\ DQG HIILFDF\ RI +8/,2 LQ SHGLDWULF SDWLHQWV IRU XVHV RWKHU WKDQ SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV 
�-,$� KDYH QRW EHHQ HVWDEOLVKHG� 'XH WR LWV LQKLELWLRQ RI 71)Į� DGDOLPXPDE SURGXFWV DGPLQLVWHUHG GXULQJ 
SUHJQDQF\ FRXOG DIIHFW LPPXQH UHVSRQVH LQ WKH in utero�H[SRVHG QHZERUQ DQG LQIDQW� 'DWD IURP HLJKW LQIDQWV 
H[SRVHG WR DGDOLPXPDE in utero VXJJHVW DGDOLPXPDE FURVVHV WKH SODFHQWD [see Use in Specific Populations 
(8.1)]� 7KH FOLQLFDO VLJQLILFDQFH RI HOHYDWHG DGDOLPXPDE OHYHOV LQ LQIDQWV LV XQNQRZQ� 7KH VDIHW\ RI 
DGPLQLVWHULQJ OLYH RU OLYH�DWWHQXDWHG YDFFLQHV LQ H[SRVHG LQIDQWV LV XQNQRZQ� 5LVNV DQG EHQHILWV VKRXOG EH 
FRQVLGHUHG SULRU WR YDFFLQDWLQJ �OLYH RU OLYH�DWWHQXDWHG� H[SRVHG LQIDQWV� 

3RVW�PDUNHWLQJ FDVHV RI O\PSKRPD� LQFOXGLQJ KHSDWRVSOHQLF 7�FHOO O\PSKRPD DQG RWKHU PDOLJQDQFLHV� VRPH 
IDWDO� KDYH EHHQ UHSRUWHG DPRQJ FKLOGUHQ� DGROHVFHQWV� DQG \RXQJ DGXOWV ZKR UHFHLYHG WUHDWPHQW ZLWK 71)� 
EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see Boxed Warning and Warnings and Precautions (5.2)]� 

Juvenile Idiopathic Arthritis 

,Q 6WXG\ -,$�,� DGDOLPXPDE ZDV VKRZQ WR UHGXFH VLJQV DQG V\PSWRPV RI DFWLYH SRO\DUWLFXODU -,$ LQ SDWLHQWV � 
WR �� \HDUV RI DJH [see Clinical Studies (14.2)]� $GDOLPXPDE SURGXFWV KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK 
SRO\DUWLFXODU -,$ OHVV WKDQ � \HDUV RI DJH RU LQ SDWLHQWV ZLWK D ZHLJKW EHORZ �� NJ� 

7KH VDIHW\ RI DGDOLPXPDE LQ SDWLHQWV LQ WKH SRO\DUWLFXODU -,$ WULDOV ZDV JHQHUDOO\ VLPLODU WR WKDW REVHUYHG LQ 
DGXOWV ZLWK FHUWDLQ H[FHSWLRQV [see Adverse Reactions (6.1)]� 

��� *HULDWULF 8VH 
$ WRWDO RI ��� 5$ SDWLHQWV �� \HDUV RI DJH DQG ROGHU� LQFOXGLQJ ��� SDWLHQWV �� \HDUV RI DJH DQG ROGHU� UHFHLYHG 
DGDOLPXPDE LQ FOLQLFDO VWXGLHV 5$�, WKURXJK ,9� 1R RYHUDOO GLIIHUHQFH LQ HIIHFWLYHQHVV ZDV REVHUYHG EHWZHHQ 
WKHVH SDWLHQWV DQG \RXQJHU SDWLHQWV� 7KH IUHTXHQF\ RI VHULRXV LQIHFWLRQ DQG PDOLJQDQF\ DPRQJ DGDOLPXPDE 
WUHDWHG SDWLHQWV RYHU �� \HDUV RI DJH ZDV KLJKHU WKDQ IRU WKRVH XQGHU �� \HDUV RI DJH� %HFDXVH WKHUH LV D KLJKHU 
LQFLGHQFH RI LQIHFWLRQV DQG PDOLJQDQFLHV LQ WKH HOGHUO\ SRSXODWLRQ� XVH FDXWLRQ ZKHQ WUHDWLQJ WKH HOGHUO\� 

�� 29(5'26$*( 
'RVHV XS WR �� PJ�NJ KDYH EHHQ DGPLQLVWHUHG WR SDWLHQWV LQ FOLQLFDO WULDOV ZLWKRXW HYLGHQFH RI GRVH�OLPLWLQJ 
WR[LFLWLHV� ,Q FDVH RI RYHUGRVDJH� LW LV UHFRPPHQGHG WKDW WKH SDWLHQW EH PRQLWRUHG IRU DQ\ VLJQV RU V\PSWRPV RI 
DGYHUVH UHDFWLRQV RU HIIHFWV DQG DSSURSULDWH V\PSWRPDWLF WUHDWPHQW 
LQVWLWXWHG LPPHGLDWHO\� 

�� '(6&5,37,21 
$GDOLPXPDE�INMS LV D WXPRU QHFURVLV IDFWRU EORFNHU� $GDOLPXPDE�INMS LV D UHFRPELQDQW KXPDQ ,J*� 
PRQRFORQDO DQWLERG\� $GDOLPXPDE�INMS LV SURGXFHG E\ UHFRPELQDQW '1$ WHFKQRORJ\ LQ D PDPPDOLDQ FHOO 
H[SUHVVLRQ V\VWHP DQG LV SXULILHG E\ D SURFHVV WKDW LQFOXGHV VSHFLILF YLUDO LQDFWLYDWLRQ DQG UHPRYDO VWHSV� ,W 
FRQVLVWV RI ���� DPLQR DFLGV DQG KDV D PROHFXODU ZHLJKW RI DSSUR[LPDWHO\ ��� NLORGDOWRQV� 

�� 
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+8/,2 �DGDOLPXPDE�INMS� LQMHFWLRQ LV VXSSOLHG DV D VWHULOH� SUHVHUYDWLYH�IUHH VROXWLRQ IRU VXEFXWDQHRXV 
DGPLQLVWUDWLRQ� 7KH GUXJ SURGXFW LV VXSSOLHG DV HLWKHU D VLQJOH�GRVH� SUHILOOHG SHQ �+8/,2 3HQ� RU DV D VLQJOH� 
GRVH� � P/ SUHILOOHG SODVWLF V\ULQJH� (QFORVHG ZLWKLQ WKH SHQ LV D VLQJOH� GRVH� � P/ SUHILOOHG SODVWLF V\ULQJH� 
7KH VROXWLRQ RI +8/,2 LV FOHDU WR VOLJKWO\ RSDOHVFHQW� FRORUOHVV WR SDOH EURZQLVK�\HOORZ� ZLWK D S+ RI DERXW 
���� 

(DFK �� PJ���� P/ SUHILOOHG V\ULQJH RU SUHILOOHG SHQ GHOLYHUV ��� P/ ��� PJ� RI GUXJ SURGXFW� (DFK ��� P/ RI 
+8/,2 FRQWDLQV DGDOLPXPDE�INMS ��� PJ�� PHWKLRQLQH ����� PJ�� PRQRVRGLXP JOXWDPDWH ����� PJ�� 
SRO\VRUEDWH �� ����� PJ�� VRUELWRO ����� PJ� DQG :DWHU IRU ,QMHFWLRQ� 863� +\GURFKORULF DFLG LV DGGHG DV 
QHFHVVDU\ WR DGMXVW S+� 

(DFK �� PJ���� P/ SUHILOOHG V\ULQJH GHOLYHUV ��� P/ ��� PJ� RI GUXJ SURGXFW� (DFK ��� P/ RI +8/,2 FRQWDLQV 
DGDOLPXPDE�INMS ��� PJ�� PHWKLRQLQH ����� PJ�� PRQRVRGLXP JOXWDPDWH ����� PJ�� SRO\VRUEDWH �� ����� PJ�� 
VRUELWRO ����� PJ� DQG :DWHU IRU ,QMHFWLRQ� 863� +\GURFKORULF DFLG LV DGGHG DV QHFHVVDU\ WR DGMXVW S+� 

�� &/,1,&$/ 3+$50$&2/2*< 

���� 0HFKDQLVP RI $FWLRQ 
$GDOLPXPDE SURGXFWV ELQG VSHFLILFDOO\ WR 71)�DOSKD DQG EORFN LWV LQWHUDFWLRQ ZLWK WKH S�� DQG S�� FHOO VXUIDFH 
71) UHFHSWRUV� $GDOLPXPDE SURGXFWV DOVR O\VH VXUIDFH 71) H[SUHVVLQJ FHOOV in vitro LQ WKH SUHVHQFH RI 
FRPSOHPHQW� $GDOLPXPDE SURGXFWV GR QRW ELQG RU LQDFWLYDWH O\PSKRWR[LQ �71)�EHWD�� 71) LV D QDWXUDOO\ 
RFFXUULQJ F\WRNLQH WKDW LV LQYROYHG LQ QRUPDO LQIODPPDWRU\ DQG LPPXQH UHVSRQVHV� (OHYDWHG OHYHOV RI 71) DUH 
IRXQG LQ WKH V\QRYLDO IOXLG RI SDWLHQWV ZLWK 5$� -,$� 3V$� DQG $6 DQG SOD\ DQ LPSRUWDQW UROH LQ ERWK WKH 
SDWKRORJLF LQIODPPDWLRQ DQG WKH MRLQW GHVWUXFWLRQ WKDW DUH KDOOPDUNV RI WKHVH GLVHDVHV� ,QFUHDVHG OHYHOV RI 71) 
DUH DOVR IRXQG LQ SVRULDVLV SODTXHV� ,Q 3V� WUHDWPHQW ZLWK +8/,2 PD\ UHGXFH WKH HSLGHUPDO WKLFNQHVV DQG 
LQILOWUDWLRQ RI LQIODPPDWRU\ FHOOV� 7KH UHODWLRQVKLS EHWZHHQ WKHVH SKDUPDFRG\QDPLF DFWLYLWLHV DQG WKH 
PHFKDQLVP�V� E\ ZKLFK DGDOLPXPDE SURGXFWV H[HUW WKHLU FOLQLFDO HIIHFWV LV XQNQRZQ� 

$GDOLPXPDE SURGXFWV DOVR PRGXODWH ELRORJLFDO UHVSRQVHV WKDW DUH LQGXFHG RU UHJXODWHG E\ 71)� LQFOXGLQJ 
FKDQJHV LQ WKH OHYHOV RI DGKHVLRQ PROHFXOHV UHVSRQVLEOH IRU OHXNRF\WH PLJUDWLRQ �(/$0��� 9&$0��� DQG 
,&$0�� ZLWK DQ ,&�� RI ��� ; �����0�� 

���� 3KDUPDFRG\QDPLFV 
$IWHU WUHDWPHQW ZLWK DGDOLPXPDE� D GHFUHDVH LQ OHYHOV RI DFXWH SKDVH UHDFWDQWV RI LQIODPPDWLRQ �&�UHDFWLYH 
SURWHLQ >&53@ DQG HU\WKURF\WH VHGLPHQWDWLRQ UDWH >(65@� DQG VHUXP F\WRNLQHV �,/��� ZDV REVHUYHG FRPSDUHG WR 
EDVHOLQH LQ SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV� $ GHFUHDVH LQ &53 OHYHOV ZDV DOVR REVHUYHG LQ SDWLHQWV ZLWK 
&URKQ¶V GLVHDVH� DQG XOFHUDWLYH FROLWLV� 6HUXP OHYHOV RI PDWUL[ PHWDOORSURWHLQDVHV �003�� DQG 003��� WKDW 
SURGXFH WLVVXH UHPRGHOLQJ UHVSRQVLEOH IRU FDUWLODJH GHVWUXFWLRQ ZHUH DOVR GHFUHDVHG DIWHU DGDOLPXPDE 
DGPLQLVWUDWLRQ� 

���� 3KDUPDFRNLQHWLFV 
7KH PD[LPXP VHUXP FRQFHQWUDWLRQ �&PD[� DQG WKH WLPH WR UHDFK WKH PD[LPXP FRQFHQWUDWLRQ �7PD[� ZHUH ��� � 
��� ȝJ�P/ DQG ��� � �� KRXUV UHVSHFWLYHO\� IROORZLQJ D VLQJOH �� PJ VXEFXWDQHRXV DGPLQLVWUDWLRQ RI 
DGDOLPXPDE WR KHDOWK\ DGXOW VXEMHFWV� 7KH DYHUDJH DEVROXWH ELRDYDLODELOLW\ RI DGDOLPXPDE HVWLPDWHG IURP WKUHH 
VWXGLHV IROORZLQJ D VLQJOH �� PJ VXEFXWDQHRXV GRVH ZDV ���� 7KH SKDUPDFRNLQHWLFV RI DGDOLPXPDE ZHUH OLQHDU 
RYHU WKH GRVH UDQJH RI ��� WR ���� PJ�NJ IROORZLQJ D VLQJOH LQWUDYHQRXV GRVH� 

7KH VLQJOH GRVH SKDUPDFRNLQHWLFV RI DGDOLPXPDE LQ 5$ SDWLHQWV ZHUH GHWHUPLQHG LQ VHYHUDO VWXGLHV ZLWK 
LQWUDYHQRXV GRVHV UDQJLQJ IURP ���� WR �� PJ�NJ� 7KH GLVWULEXWLRQ YROXPH �9VV� UDQJHG IURP ��� WR ��� /� 7KH 
V\VWHPLF FOHDUDQFH RI DGDOLPXPDE LV DSSUR[LPDWHO\ �� P/�KU� 7KH PHDQ WHUPLQDO KDOI�OLIH ZDV DSSUR[LPDWHO\ � 

�� 
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ZHHNV� UDQJLQJ IURP �� WR �� GD\V DFURVV VWXGLHV� $GDOLPXPDE FRQFHQWUDWLRQV LQ WKH V\QRYLDO IOXLG IURP ILYH 
UKHXPDWRLG DUWKULWLV SDWLHQWV UDQJHG IURP �� WR ��� RI WKRVH LQ VHUXP� 

,Q 5$ SDWLHQWV UHFHLYLQJ �� PJ DGDOLPXPDE HYHU\ RWKHU ZHHN� DGDOLPXPDE PHDQ VWHDG\�VWDWH WURXJK 
FRQFHQWUDWLRQV RI DSSUR[LPDWHO\ � ȝJ�P/ DQG � WR � ȝJ�P/� ZHUH REVHUYHG ZLWKRXW DQG ZLWK PHWKRWUH[DWH 
�07;�� UHVSHFWLYHO\� 07; UHGXFHG DGDOLPXPDE DSSDUHQW FOHDUDQFH DIWHU VLQJOH DQG PXOWLSOH GRVLQJ E\ ��� 
DQG ��� UHVSHFWLYHO\� LQ SDWLHQWV ZLWK 5$� 0HDQ VHUXP DGDOLPXPDE WURXJK OHYHOV DW VWHDG\ VWDWH LQFUHDVHG 
DSSUR[LPDWHO\ SURSRUWLRQDOO\ ZLWK GRVH IROORZLQJ ��� ��� DQG �� PJ HYHU\ RWKHU ZHHN DQG HYHU\ ZHHN 
VXEFXWDQHRXV GRVLQJ� ,Q ORQJ�WHUP VWXGLHV ZLWK GRVLQJ PRUH WKDQ WZR \HDUV� WKHUH ZDV QR HYLGHQFH RI FKDQJHV 
LQ FOHDUDQFH RYHU WLPH� 

$GDOLPXPDE PHDQ VWHDG\�VWDWH WURXJK FRQFHQWUDWLRQV ZHUH VOLJKWO\ KLJKHU LQ SVRULDWLF DUWKULWLV SDWLHQWV WUHDWHG 
ZLWK �� PJ DGDOLPXPDE HYHU\ RWKHU ZHHN �� WR �� ȝJ�P/ DQG ��� WR �� ȝJ�P/� ZLWKRXW DQG ZLWK 07;� 
UHVSHFWLYHO\� FRPSDUHG WR WKH FRQFHQWUDWLRQV LQ 5$ SDWLHQWV WUHDWHG ZLWK WKH VDPH GRVH� 

7KH SKDUPDFRNLQHWLFV RI DGDOLPXPDE LQ SDWLHQWV ZLWK $6 ZHUH VLPLODU WR WKRVH LQ SDWLHQWV ZLWK 5$� 

,Q SDWLHQWV ZLWK &'� WKH ORDGLQJ GRVH RI ��� PJ DGDOLPXPDE RQ :HHN � IROORZHG E\ �� PJ DGDOLPXPDE RQ 
:HHN � DFKLHYHV PHDQ VHUXP DGDOLPXPDE WURXJK OHYHOV RI DSSUR[LPDWHO\ �� ȝJ�P/ DW :HHN � DQG :HHN �� 
0HDQ VWHDG\�VWDWH WURXJK OHYHOV RI DSSUR[LPDWHO\ � ȝJ�P/ ZHUH REVHUYHG DW :HHN �� DQG :HHN �� LQ &' 
SDWLHQWV DIWHU UHFHLYLQJ D PDLQWHQDQFH GRVH RI �� PJ DGDOLPXPDE HYHU\ RWKHU ZHHN� 

,Q SDWLHQWV ZLWK 8&� WKH ORDGLQJ GRVH RI ��� PJ DGDOLPXPDE RQ :HHN � IROORZHG E\ �� PJ DGDOLPXPDE RQ 
:HHN � DFKLHYHV PHDQ VHUXP DGDOLPXPDE WURXJK OHYHOV RI DSSUR[LPDWHO\ �� ȝJ�P/ DW :HHN � DQG :HHN �� 
0HDQ VWHDG\�VWDWH WURXJK OHYHO RI DSSUR[LPDWHO\ � ȝJ�P/ ZDV REVHUYHG DW :HHN �� LQ 8& SDWLHQWV DIWHU 
UHFHLYLQJ D GRVH RI �� PJ DGDOLPXPDE HYHU\ RWKHU ZHHN� DQG DSSUR[LPDWHO\ �� ȝJ�P/ DW :HHN �� LQ 8& 
SDWLHQWV ZKR LQFUHDVHG WR D GRVH RI �� PJ DGDOLPXPDE HYHU\ ZHHN� 

,Q SDWLHQWV ZLWK 3V� WKH PHDQ VWHDG\�VWDWH WURXJK FRQFHQWUDWLRQ ZDV DSSUR[LPDWHO\ � WR � ȝJ�P/ GXULQJ 
DGDOLPXPDE �� PJ HYHU\ RWKHU ZHHN PRQRWKHUDS\ WUHDWPHQW� 

3RSXODWLRQ SKDUPDFRNLQHWLF DQDO\VHV LQ SDWLHQWV ZLWK 5$ UHYHDOHG WKDW WKHUH ZDV D WUHQG WRZDUG KLJKHU DSSDUHQW 
FOHDUDQFH RI DGDOLPXPDE LQ WKH SUHVHQFH RI DQWL�DGDOLPXPDE DQWLERGLHV� DQG ORZHU FOHDUDQFH ZLWK LQFUHDVLQJ 
DJH LQ SDWLHQWV DJHG �� WR !�� \HDUV� 

0LQRU LQFUHDVHV LQ DSSDUHQW FOHDUDQFH ZHUH DOVR SUHGLFWHG LQ 5$ SDWLHQWV UHFHLYLQJ GRVHV ORZHU WKDQ WKH 
UHFRPPHQGHG GRVH DQG LQ 5$ SDWLHQWV ZLWK KLJK UKHXPDWRLG IDFWRU RU &53 FRQFHQWUDWLRQV� 7KHVH LQFUHDVHV DUH 
QRW OLNHO\ WR EH FOLQLFDOO\ LPSRUWDQW� 

1R JHQGHU�UHODWHG SKDUPDFRNLQHWLF GLIIHUHQFHV ZHUH REVHUYHG DIWHU FRUUHFWLRQ IRU D SDWLHQW¶V ERG\ ZHLJKW� 
+HDOWK\ YROXQWHHUV DQG SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV GLVSOD\HG VLPLODU DGDOLPXPDE SKDUPDFRNLQHWLFV� 

1R SKDUPDFRNLQHWLF GDWD DUH DYDLODEOH LQ SDWLHQWV ZLWK KHSDWLF RU UHQDO LPSDLUPHQW� 

,Q 6WXG\ -,$�, IRU SDWLHQWV ZLWK SRO\DUWLFXODU -,$ ZKR ZHUH � WR �� \HDUV RI DJH� WKH PHDQ VWHDG\�VWDWH WURXJK 
VHUXP DGDOLPXPDE FRQFHQWUDWLRQV IRU SDWLHQWV ZHLJKLQJ ��� NJ UHFHLYLQJ �� PJ DGDOLPXPDE VXEFXWDQHRXVO\ 
HYHU\ RWKHU ZHHN DV PRQRWKHUDS\ RU ZLWK FRQFRPLWDQW 07; ZHUH ��� ȝJ�P/ DQG ���� ȝJ�P/� UHVSHFWLYHO\� 7KH 
PHDQ VWHDG\�VWDWH WURXJK VHUXP DGDOLPXPDE FRQFHQWUDWLRQV IRU SDWLHQWV ZHLJKLQJ ��� NJ UHFHLYLQJ �� PJ 
DGDOLPXPDE VXEFXWDQHRXVO\ HYHU\ RWKHU ZHHN DV PRQRWKHUDS\ RU ZLWK FRQFRPLWDQW 07; ZHUH ��� ȝJ�P/ DQG 
��� ȝJ�P/� UHVSHFWLYHO\� 

�� 
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�� 121&/,1,&$/ 72;,&2/2*< 

���� &DUFLQRJHQHVLV� 0XWDJHQHVLV� ,PSDLUPHQW RI )HUWLOLW\ 
/RQJ�WHUP DQLPDO VWXGLHV RI DGDOLPXPDE SURGXFWV KDYH QRW EHHQ FRQGXFWHG WR HYDOXDWH WKH FDUFLQRJHQLF 
SRWHQWLDO RU LWV HIIHFW RQ IHUWLOLW\� 

�� &/,1,&$/ 678',(6 

���� 5KHXPDWRLG $UWKULWLV 
7KH HIILFDF\ DQG VDIHW\ RI DGDOLPXPDE ZHUH DVVHVVHG LQ ILYH UDQGRPL]HG� GRXEOH�EOLQG VWXGLHV LQ SDWLHQWV ��� 
\HDUV RI DJH ZLWK DFWLYH UKHXPDWRLG DUWKULWLV �5$� GLDJQRVHG DFFRUGLQJ WR $PHULFDQ &ROOHJH RI 5KHXPDWRORJ\ 
�$&5� FULWHULD� 3DWLHQWV KDG DW OHDVW � VZROOHQ DQG � WHQGHU MRLQWV� $GDOLPXPDE ZDV DGPLQLVWHUHG 
VXEFXWDQHRXVO\ LQ FRPELQDWLRQ ZLWK PHWKRWUH[DWH �07;� ����� WR �� PJ� 6WXGLHV 5$�,� 5$�,,, DQG 5$�9� RU 
DV PRQRWKHUDS\ �6WXGLHV 5$�,, DQG 5$�9� RU ZLWK RWKHU GLVHDVH�PRGLI\LQJ DQWL�UKHXPDWLF GUXJV �'0$5'V� 
�6WXG\ 5$�,9�� 

6WXG\ 5$�, HYDOXDWHG ��� SDWLHQWV ZKR KDG IDLOHG WKHUDS\ ZLWK DW OHDVW RQH EXW QR PRUH WKDQ IRXU '0$5'V 
DQG KDG LQDGHTXDWH UHVSRQVH WR 07;� 'RVHV RI ��� �� RU �� PJ RI DGDOLPXPDE RU SODFHER ZHUH JLYHQ HYHU\ 
RWKHU ZHHN IRU �� ZHHNV� 

6WXG\ 5$�,, HYDOXDWHG ��� SDWLHQWV ZKR KDG IDLOHG WKHUDS\ ZLWK DW OHDVW RQH '0$5'� 'RVHV RI SODFHER� �� RU 
�� PJ RI DGDOLPXPDE ZHUH JLYHQ DV PRQRWKHUDS\ HYHU\ RWKHU ZHHN RU ZHHNO\ IRU �� ZHHNV� 

6WXG\ 5$�,,, HYDOXDWHG ��� SDWLHQWV ZKR KDG DQ LQDGHTXDWH UHVSRQVH WR 07;� 3DWLHQWV UHFHLYHG SODFHER� �� PJ 
RI DGDOLPXPDE HYHU\ RWKHU ZHHN ZLWK SODFHER LQMHFWLRQV RQ DOWHUQDWH ZHHNV� RU �� PJ RI DGDOLPXPDE ZHHNO\ 
IRU XS WR �� ZHHNV� 6WXG\ 5$�,,, KDG DQ DGGLWLRQDO SULPDU\ HQGSRLQW DW �� ZHHNV RI LQKLELWLRQ RI GLVHDVH 
SURJUHVVLRQ �DV GHWHFWHG E\ ;�UD\ UHVXOWV�� 8SRQ FRPSOHWLRQ RI WKH ILUVW �� ZHHNV� ��� SDWLHQWV HQUROOHG LQ DQ 
RSHQ�ODEHO H[WHQVLRQ SKDVH LQ ZKLFK �� PJ RI DGDOLPXPDE ZDV DGPLQLVWHUHG HYHU\ RWKHU ZHHN IRU XS WR � 
\HDUV� 

6WXG\ 5$�,9 DVVHVVHG VDIHW\ LQ ��� SDWLHQWV ZKR ZHUH HLWKHU '0$5'�QDLYH RU ZHUH SHUPLWWHG WR UHPDLQ RQ 
WKHLU SUH�H[LVWLQJ UKHXPDWRORJLF WKHUDS\ SURYLGHG WKDW WKHUDS\ ZDV VWDEOH IRU D PLQLPXP RI �� GD\V� 3DWLHQWV 
ZHUH UDQGRPL]HG WR �� PJ RI DGDOLPXPDE RU SODFHER HYHU\ RWKHU ZHHN IRU �� ZHHNV� 

6WXG\ 5$�9 HYDOXDWHG ��� SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 5$ RI OHVV WKDQ � \HDUV GXUDWLRQ ZKR 
ZHUH ��� \HDUV ROG DQG 07; QDwYH� 3DWLHQWV ZHUH UDQGRPL]HG WR UHFHLYH HLWKHU 07; �RSWLPL]HG WR �� PJ�ZHHN 
E\ ZHHN ��� DGDOLPXPDE �� PJ HYHU\ RWKHU ZHHN RU DGDOLPXPDE�07; FRPELQDWLRQ WKHUDS\ IRU ��� ZHHNV� 
3DWLHQWV ZHUH HYDOXDWHG IRU VLJQV DQG V\PSWRPV� DQG IRU UDGLRJUDSKLF SURJUHVVLRQ RI MRLQW GDPDJH� 7KH PHGLDQ 
GLVHDVH GXUDWLRQ DPRQJ SDWLHQWV HQUROOHG LQ WKH VWXG\ ZDV � PRQWKV� 7KH PHGLDQ 07; GRVH DFKLHYHG ZDV �� 
PJ� 

Clinical Response 
7KH SHUFHQW RI DGDOLPXPDE WUHDWHG SDWLHQWV DFKLHYLQJ $&5 ��� �� DQG �� UHVSRQVHV LQ 6WXGLHV 5$�,, DQG ,,, DUH 
VKRZQ LQ 7DEOH �� 

�� 
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  7DEOH �� $&5 5HVSRQVHV LQ 6WXGLHV 5$�,, DQG 5$�,,, �3HUFHQW RI 3DWLHQWV�
 
6WXG\ 5$�,, 
0RQRWKHUDS\ 
��� ZHHNV� 

6WXG\ 5$�,,, 
0HWKRWUH[DWH &RPELQDWLRQ 

��� DQG �� ZHHNV� 
5HVSRQVH 3ODFHER $GDOLPXPDE $GDOLPXPDE 3ODFHER�07; $GDOLPXPDE�07; 

�� PJ HYHU\ �� PJ 
ZHHNO\ 

�� PJ HYHU\ 

RWKHU ZHHN RWKHU ZHHN 
1 ��� 1 ��� 1 ��� 1 ��� 1 ��� 

$&5�� 
0RQWK � ��� ��� ��� ��� ��� 
0RQWK �� 1$ 1$ 1$ ��� ��� 
$&5�� 
0RQWK � �� ��� ��� ��� ��� 
0RQWK �� 1$ 1$ 1$ ��� ��� 
$&5�� 
0RQWK � �� ��� ��� �� ��� 
0RQWK �� 1$ 1$ 1$ �� ��� 
 S������ DGDOLPXPDE vs. SODFHER 

7KH UHVXOWV RI 6WXG\ 5$�, ZHUH VLPLODU WR 6WXG\ 5$�,,,� SDWLHQWV UHFHLYLQJ DGDOLPXPDE �� PJ HYHU\ RWKHU ZHHN 
LQ 6WXG\ 5$�, DOVR DFKLHYHG $&5 ��� �� DQG �� UHVSRQVH UDWHV RI ���� ��� DQG ���� UHVSHFWLYHO\� FRPSDUHG 
WR SODFHER UHVSRQVHV RI ���� �� DQG �� UHVSHFWLYHO\� DW � PRQWKV �S������� 

7KH UHVXOWV RI WKH FRPSRQHQWV RI WKH $&5 UHVSRQVH FULWHULD IRU 6WXGLHV 5$�,, DQG 5$�,,, DUH VKRZQ LQ 7DEOH �� 
$&5 UHVSRQVH UDWHV DQG LPSURYHPHQW LQ DOO FRPSRQHQWV RI $&5 UHVSRQVH ZHUH PDLQWDLQHG WR ZHHN ���� 2YHU 
WKH � \HDUV LQ 6WXG\ 5$�,,,� ��� RI DGDOLPXPDE SDWLHQWV UHFHLYLQJ �� PJ HYHU\ RWKHU ZHHN DFKLHYHG D PDMRU 
FOLQLFDO UHVSRQVH� GHILQHG DV PDLQWHQDQFH RI DQ $&5 �� UHVSRQVH RYHU D ��PRQWK SHULRG� $&5 UHVSRQVHV ZHUH 
PDLQWDLQHG LQ VLPLODU SURSRUWLRQV RI SDWLHQWV IRU XS WR � \HDUV ZLWK FRQWLQXRXV DGDOLPXPDE WUHDWPHQW LQ WKH 
RSHQ�ODEHO SRUWLRQ RI 6WXG\ 5$�,,,� 

�� 
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7DEOH �� &RPSRQHQWV RI $&5 5HVSRQVH LQ 6WXGLHV 5$�,, DQG 5$�,,,
 
6WXG\ 5$�,, 6WXG\ 5$�,,, 

3DUDPHWHU �PHGLDQ� 3ODFHER 
1 ��� 

$GDOLPXPDED 

1 ��� 
3ODFHER�07; 

1 ��� 
$GDOLPXPDED�07; 

1 ��� 
%DVHOLQH :N 

�� 
%DVHOLQH :N 

�� 
%DVHOLQH :N 

�� 
%DVHOLQH :N 

�� 
1XPEHU RI WHQGHU 
MRLQWV ������ 

�� �� �� �� �� �� �� � 

1XPEHU RI VZROOHQ 
MRLQWV ������ 

�� �� �� �� �� �� �� � 

3K\VLFLDQ JOREDO 
DVVHVVPHQWE 

��� ��� ��� ��� ��� ��� ��� ��� 

3DWLHQW JOREDO 
DVVHVVPHQWE 

��� ��� ��� ��� ��� ��� ��� ��� 

3DLQE ��� ��� ��� ��� ��� ��� ��� ��� 
'LVDELOLW\ LQGH[ 
�+$4�F 

��� ��� ��� ��� ��� ��� ��� ��� 

&53 �PJ�G/� ��� ��� ��� ��� ��� ��� ��� ��� 
D�� PJ DGDOLPXPDE DGPLQLVWHUHG HYHU\ RWKHU ZHHN 
E9LVXDO DQDORJXH VFDOH� � EHVW� �� ZRUVW 
F'LVDELOLW\ ,QGH[ RI WKH +HDOWK $VVHVVPHQW 4XHVWLRQQDLUH� � EHVW� � ZRUVW� PHDVXUHV WKH 
SDWLHQW¶V DELOLW\ WR SHUIRUP WKH IROORZLQJ� GUHVV�JURRP� DULVH� HDW� ZDON� UHDFK� JULS� PDLQWDLQ 
K\JLHQH� DQG PDLQWDLQ GDLO\ DFWLYLW\ 
 S������� DGDOLPXPDE vs. SODFHER� EDVHG RQ PHDQ FKDQJH IURP EDVHOLQH 

7KH WLPH FRXUVH RI $&5 �� UHVSRQVH IRU 6WXG\ 5$�,,, LV VKRZQ LQ )LJXUH �� 

,Q 6WXG\ 5$�,,,� ��� RI SDWLHQWV ZLWK $&5 �� UHVSRQVHV DW ZHHN �� PDLQWDLQHG WKH UHVSRQVH DW �� ZHHNV� 7KH 
WLPH FRXUVH RI $&5 �� UHVSRQVH IRU 6WXG\ 5$�, DQG 6WXG\ 5$�,, ZHUH VLPLODU� 

)LJXUH �� 6WXG\ 5$�,,, $&5 �� 5HVSRQVHV RYHU �� :HHNV 

,Q 6WXG\ 5$�,9� ��� RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE �� PJ HYHU\ RWKHU ZHHN SOXV VWDQGDUG RI FDUH KDG DQ 
$&5 �� UHVSRQVH DW ZHHN �� FRPSDUHG WR ��� RQ SODFHER SOXV VWDQGDUG RI FDUH �S�������� 1R XQLTXH DGYHUVH 
UHDFWLRQV UHODWHG WR WKH FRPELQDWLRQ RI DGDOLPXPDE DQG RWKHU '0$5'V ZHUH REVHUYHG� 

�� 
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,Q 6WXG\ 5$�9 ZLWK 07; QDwYH SDWLHQWV ZLWK UHFHQW RQVHW 5$� WKH FRPELQDWLRQ WUHDWPHQW ZLWK DGDOLPXPDE 
SOXV 07; OHG WR JUHDWHU SHUFHQWDJHV RI SDWLHQWV DFKLHYLQJ $&5 UHVSRQVHV WKDQ HLWKHU 07; PRQRWKHUDS\ RU 
DGDOLPXPDE PRQRWKHUDS\ DW :HHN �� DQG UHVSRQVHV ZHUH VXVWDLQHG DW :HHN ��� �VHH 7DEOH ��� 

7DEOH �� $&5 5HVSRQVH LQ 6WXG\ 5$�9 �3HUFHQW RI 3DWLHQWV� 
5HVSRQVH 07;E 

1 ��� 
$GDOLPXPDEF 

1 ��� 
$GDOLPXPDE�07; 

1 ��� 
$&5�� 

:HHN �� 
:HHN ��� 

��� 
��� 

��� 
��� 

��� 
��� 

$&5�� 
:HHN �� 
:HHN ��� 

��� 
��� 

��� 
��� 

��� 
��� 

$&5�� 
:HHN �� 
:HHN ��� 

��� 
��� 

��� 
��� 

��� 
��� 

0DMRU &OLQLFDO 5HVSRQVHD ��� ��� ��� 
D 0DMRU FOLQLFDO UHVSRQVH LV GHILQHG DV DFKLHYLQJ DQ $&5�� UHVSRQVH IRU D FRQWLQXRXV VL[ PRQWK 
SHULRG 
E S������ DGDOLPXPDE�07; vs. 07; IRU $&5 �� 
S������� DGDOLPXPDE�07; vs. 07; IRU $&5 �� DQG ��� DQG 0DMRU &OLQLFDO 5HVSRQVH 
F S������� DGDOLPXPDE�07; vs. DGDOLPXPDE 

$W :HHN ��� DOO LQGLYLGXDO FRPSRQHQWV RI WKH $&5 UHVSRQVH FULWHULD IRU 6WXG\ 5$�9 LPSURYHG LQ WKH 
DGDOLPXPDE�07; JURXS DQG LPSURYHPHQWV ZHUH PDLQWDLQHG WR :HHN ���� 

Radiographic Response 
,Q 6WXG\ 5$�,,,� VWUXFWXUDO MRLQW GDPDJH ZDV DVVHVVHG UDGLRJUDSKLFDOO\ DQG H[SUHVVHG DV FKDQJH LQ 7RWDO 6KDUS 
6FRUH �766� DQG LWV FRPSRQHQWV� WKH HURVLRQ VFRUH DQG -RLQW 6SDFH 1DUURZLQJ �-61� VFRUH� DW PRQWK �� 
FRPSDUHG WR EDVHOLQH� $W EDVHOLQH� WKH PHGLDQ 766 ZDV DSSUR[LPDWHO\ �� LQ WKH SODFHER DQG �� PJ HYHU\ RWKHU 
ZHHN JURXSV� 7KH UHVXOWV DUH VKRZQ LQ 7DEOH �� $GDOLPXPDE�07; WUHDWHG SDWLHQWV GHPRQVWUDWHG OHVV 
UDGLRJUDSKLF SURJUHVVLRQ WKDQ SDWLHQWV UHFHLYLQJ 07; DORQH DW �� ZHHNV� 

�� 
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  7DEOH �� 5DGLRJUDSKLF 0HDQ &KDQJHV 2YHU �� 0RQWKV LQ 6WXG\ 5$�,,,
 
3ODFHER�07; $GDOLPXPDE�07; 

�� PJ HYHU\ 
RWKHU ZHHN 

3ODFHER�07;� 
$GDOLPXPDE� 

07; ���� &RQILGHQFH 
,QWHUYDO� 

3�YDOXH 

7RWDO 6KDUS VFRUH ��� ��� ��� ����� ���� ������ 
(URVLRQ VFRUH ��� ��� ��� ����� ���� ������ 
-61 VFRUH ��� ��� ��� ����� ���� ����� 
��� FRQILGHQFH LQWHUYDOV IRU WKH GLIIHUHQFHV LQ FKDQJH VFRUHV EHWZHHQ 07; DQG DGDOLPXPDE� 
%DVHG RQ UDQN DQDO\VLV 

,Q WKH RSHQ�ODEHO H[WHQVLRQ RI 6WXG\ 5$�,,,� ��� RI WKH RULJLQDO SDWLHQWV WUHDWHG ZLWK DQ\ GRVH RI DGDOLPXPDE 
ZHUH HYDOXDWHG UDGLRJUDSKLFDOO\ DW � \HDUV� 3DWLHQWV PDLQWDLQHG LQKLELWLRQ RI VWUXFWXUDO GDPDJH� DV PHDVXUHG E\ 
WKH 766� )LIW\�IRXU SHUFHQW KDG QR SURJUHVVLRQ RI VWUXFWXUDO GDPDJH DV GHILQHG E\ D FKDQJH LQ WKH 766 RI ]HUR 
RU OHVV� )LIW\�ILYH SHUFHQW ����� RI SDWLHQWV RULJLQDOO\ WUHDWHG ZLWK �� PJ DGDOLPXPDE HYHU\ RWKHU ZHHN KDYH 
EHHQ HYDOXDWHG UDGLRJUDSKLFDOO\ DW � \HDUV� 3DWLHQWV KDG FRQWLQXHG LQKLELWLRQ RI VWUXFWXUDO GDPDJH ZLWK ��� 
VKRZLQJ QR SURJUHVVLRQ RI VWUXFWXUDO GDPDJH GHILQHG E\ D FKDQJH LQ WKH 766 RI ]HUR RU OHVV� 

,Q 6WXG\ 5$�9� VWUXFWXUDO MRLQW GDPDJH ZDV DVVHVVHG DV LQ 6WXG\ 5$�,,,� *UHDWHU LQKLELWLRQ RI UDGLRJUDSKLF 
SURJUHVVLRQ� DV DVVHVVHG E\ FKDQJHV LQ 766� HURVLRQ VFRUH DQG -61 ZDV REVHUYHG LQ WKH DGDOLPXPDE�07; 
FRPELQDWLRQ JURXS DV FRPSDUHG WR HLWKHU WKH 07; RU DGDOLPXPDE PRQRWKHUDS\ JURXS DW :HHN �� DV ZHOO DV DW 
:HHN ��� �VHH 7DEOH ��� 

7DEOH �� 5DGLRJUDSKLF 0HDQ &KDQJH LQ 6WXG\ 5$�9 
07; D 

1 ��� 
$GDOLPXPDE D�E 

1 ��� 
$GDOLPXPDE�07; 

1 ��� 
�� :HHNV 7RWDO 6KDUS VFRUH ��� ����� ���� ��� ����� ���� ��� ����� ���� 

(URVLRQ VFRUH ��� ����� ���� ��� ����� ���� ��� ����� ���� 
-61 VFRUH ��� ����� ���� ��� ����� ���� ��� ����� ���� 

��� 
:HHNV 

7RWDO 6KDUS VFRUH ���� ����� 
����� 

��� ����� ���� ��� ����� ���� 

(URVLRQ VFRUH ��� ����� ���� ��� ����� ���� ��� ����� ���� 
-61 VFRUH ��� ����� ���� ��� ����� ���� ��� ����� ���� 

 PHDQ ���� FRQILGHQFH LQWHUYDO� 
D S������� DGDOLPXPDE�07; vs. 07; DW �� DQG ��� ZHHNV DQG IRU DGDOLPXPDE�07; vs. 
DGDOLPXPDE DW ��� ZHHNV 
E S������ IRU DGDOLPXPDE�07; vs. DGDOLPXPDE DW �� ZHHNV 

Physical Function Response 
,Q VWXGLHV 5$�, WKURXJK ,9� DGDOLPXPDE VKRZHG VLJQLILFDQWO\ JUHDWHU LPSURYHPHQW WKDQ SODFHER LQ WKH 
GLVDELOLW\ LQGH[ RI +HDOWK $VVHVVPHQW 4XHVWLRQQDLUH �+$4�',� IURP EDVHOLQH WR WKH HQG RI VWXG\� DQG 
VLJQLILFDQWO\ JUHDWHU LPSURYHPHQW WKDQ SODFHER LQ WKH KHDOWK�RXWFRPHV DV DVVHVVHG E\ 7KH 6KRUW )RUP +HDOWK 
6XUYH\ �6) ���� ,PSURYHPHQW ZDV VHHQ LQ ERWK WKH 3K\VLFDO &RPSRQHQW 6XPPDU\ �3&6� DQG WKH 0HQWDO 
&RPSRQHQW 6XPPDU\ �0&6�� 

,Q 6WXG\ 5$�,,,� WKH PHDQ ���� &,� LPSURYHPHQW LQ +$4�', IURP EDVHOLQH DW ZHHN �� ZDV ���� ������ ����� 
IRU WKH DGDOLPXPDE SDWLHQWV DQG ���� ������ ����� IRU SODFHER�07; �S������� SDWLHQWV� 6L[W\�WKUHH SHUFHQW RI 
DGDOLPXPDE�WUHDWHG SDWLHQWV DFKLHYHG D ��� RU JUHDWHU LPSURYHPHQW LQ +$4�', DW ZHHN �� LQ WKH GRXEOH�EOLQG 
SRUWLRQ RI WKH VWXG\� (LJKW\�WZR SHUFHQW RI WKHVH SDWLHQWV PDLQWDLQHG WKDW LPSURYHPHQW WKURXJK ZHHN ��� DQG D 

�� 
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VLPLODU SURSRUWLRQ RI SDWLHQWV PDLQWDLQHG WKLV UHVSRQVH WKURXJK ZHHN ��� �� \HDUV� RI RSHQ�ODEHO WUHDWPHQW� 
0HDQ LPSURYHPHQW LQ WKH 6)��� ZDV PDLQWDLQHG WKURXJK WKH HQG RI PHDVXUHPHQW DW ZHHN ��� �� 
\HDUV�� 

,Q 6WXG\ 5$�9� WKH +$4�', DQG WKH SK\VLFDO FRPSRQHQW RI WKH 6)��� VKRZHG JUHDWHU LPSURYHPHQW �S������� 
IRU WKH DGDOLPXPDE�07; FRPELQDWLRQ WKHUDS\ JURXS YHUVXV HLWKHU WKH 07; PRQRWKHUDS\ RU WKH DGDOLPXPDE 
PRQRWKHUDS\ JURXS DW :HHN ��� ZKLFK ZDV PDLQWDLQHG WKURXJK :HHN ���� 

���� -XYHQLOH ,GLRSDWKLF $UWKULWLV 
7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZDV DVVHVVHG LQ 6WXG\ -,$�, LQ SDWLHQWV ZLWK DFWLYH SRO\DUWLFXODU MXYHQLOH 
LGLRSDWKLF DUWKULWLV �-,$�� 

Study JIA-I 
7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZHUH DVVHVVHG LQ D PXOWLFHQWHU� UDQGRPL]HG� ZLWKGUDZDO� GRXEOH�EOLQG� 
SDUDOOHO�JURXS VWXG\ LQ ��� SDWLHQWV ZKR ZHUH � WR �� \HDUV RI DJH ZLWK SRO\DUWLFXODU -,$� ,Q WKH VWXG\� WKH 
SDWLHQWV ZHUH VWUDWLILHG LQWR WZR JURXSV� 07;�WUHDWHG RU QRQ� 07;�WUHDWHG� $OO SDWLHQWV KDG WR VKRZ VLJQV RI 
DFWLYH PRGHUDWH RU VHYHUH GLVHDVH GHVSLWH SUHYLRXV WUHDWPHQW ZLWK 16$,'V� DQDOJHVLFV� FRUWLFRVWHURLGV� RU 
'0$5'6� 3DWLHQWV ZKR UHFHLYHG SULRU WUHDWPHQW ZLWK DQ\ ELRORJLF '0$5'6 ZHUH H[FOXGHG IURP WKH VWXG\� 

7KH VWXG\ LQFOXGHG IRXU SKDVHV� DQ RSHQ�ODEHO OHDG LQ SKDVH �2/�/,� �� ZHHNV�� D GRXEOH�EOLQG UDQGRPL]HG 
ZLWKGUDZDO SKDVH �'%� �� ZHHNV�� DQ RSHQ�ODEHO H[WHQVLRQ SKDVH �2/(�%6$� XS WR ��� ZHHNV�� DQG DQ RSHQ� 
ODEHO IL[HG GRVH SKDVH �2/(�)'� �� ZHHNV�� ,Q WKH ILUVW WKUHH SKDVHV RI WKH VWXG\� DGDOLPXPDE ZDV 
DGPLQLVWHUHG EDVHG RQ ERG\ VXUIDFH DUHD DW D GRVH RI �� PJ�P� XS WR D PD[LPXP WRWDO ERG\ GRVH RI �� PJ 
VXEFXWDQHRXVO\ �6&� HYHU\ RWKHU ZHHN� ,Q WKH 2/(�)' SKDVH� WKH SDWLHQWV ZHUH WUHDWHG ZLWK �� PJ RI 
DGDOLPXPDE 6& HYHU\ RWKHU ZHHN LI WKHLU ZHLJKW ZDV OHVV WKDQ �� NJ DQG ZLWK �� PJ RI DGDOLPXPDE 6& HYHU\ 
RWKHU ZHHN LI WKHLU ZHLJKW ZDV �� NJ RU JUHDWHU� 3DWLHQWV UHPDLQHG RQ VWDEOH GRVHV RI 16$,'V DQG RU SUHGQLVRQH 
����� PJ�NJ�GD\ RU �� PJ�GD\ PD[LPXP�� 

3DWLHQWV GHPRQVWUDWLQJ D 3HGLDWULF $&5 �� UHVSRQVH DW WKH HQG RI 2/�/, SKDVH ZHUH UDQGRPL]HG LQWR WKH GRXEOH 
EOLQG �'%� SKDVH RI WKH VWXG\ DQG UHFHLYHG HLWKHU DGDOLPXPDE RU SODFHER HYHU\ RWKHU ZHHN IRU �� ZHHNV RU 
XQWLO GLVHDVH IODUH� 'LVHDVH IODUH ZDV GHILQHG DV D ZRUVHQLQJ RI ���� IURP EDVHOLQH LQ �� RI � 3HGLDWULF $&5 
FRUH FULWHULD� �� DFWLYH MRLQWV� DQG LPSURYHPHQW RI !��� LQ QR PRUH WKDQ � RI WKH � FULWHULD� $IWHU �� ZHHNV RU 
DW WKH WLPH RI GLVHDVH IODUH GXULQJ WKH '% SKDVH� SDWLHQWV ZHUH WUHDWHG LQ WKH RSHQ�ODEHO H[WHQVLRQ SKDVH EDVHG 
RQ WKH %6$ UHJLPHQ �2/(�%6$�� EHIRUH FRQYHUWLQJ WR D IL[HG GRVH UHJLPHQ EDVHG RQ ERG\ ZHLJKW �2/(�)' 
SKDVH�� 

6WXG\ -,$�, &OLQLFDO 5HVSRQVH 
$W WKH HQG RI WKH ���ZHHN 2/�/, SKDVH� ��� RI WKH SDWLHQWV LQ WKH 07; VWUDWXP DQG ��� RI WKH SDWLHQWV LQ WKH 
QRQ�07; VWUDWXP ZHUH 3HGLDWULF $&5 �� UHVSRQGHUV� ,Q WKH '% SKDVH VLJQLILFDQWO\ IHZHU SDWLHQWV ZKR 
UHFHLYHG DGDOLPXPDE H[SHULHQFHG GLVHDVH IODUH FRPSDUHG WR SODFHER� ERWK ZLWKRXW 07; ���� vs. ���� DQG 
ZLWK 07; ���� vs. ����� 0RUH SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE FRQWLQXHG WR VKRZ SHGLDWULF $&5 �������� 
UHVSRQVHV DW :HHN �� FRPSDUHG WR SDWLHQWV WUHDWHG ZLWK SODFHER� 3HGLDWULF $&5 UHVSRQVHV ZHUH PDLQWDLQHG IRU 
XS WR WZR \HDUV LQ WKH 2/( SKDVH LQ SDWLHQWV ZKR UHFHLYHG DGDOLPXPDE WKURXJKRXW WKH VWXG\� 

���� 3VRULDWLF $UWKULWLV 
7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZDV DVVHVVHG LQ WZR UDQGRPL]HG� GRXEOH�EOLQG� SODFHER FRQWUROOHG 
VWXGLHV LQ ��� SDWLHQWV ZLWK SVRULDWLF DUWKULWLV �3V$�� 8SRQ FRPSOHWLRQ RI ERWK VWXGLHV� ��� SDWLHQWV HQUROOHG LQ 
DQ RSHQ�ODEHO H[WHQVLRQ VWXG\� LQ ZKLFK �� PJ DGDOLPXPDE ZDV DGPLQLVWHUHG HYHU\ RWKHU ZHHN� 

6WXG\ 3V$�, HQUROOHG ��� DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 3V$ �!� VZROOHQ DQG !� WHQGHU 
MRLQWV� ZKR KDG DQ LQDGHTXDWH UHVSRQVH WR 16$,' WKHUDS\ LQ RQH RI WKH IROORZLQJ IRUPV� ��� GLVWDO 

�� 
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LQWHUSKDODQJHDO �',3� LQYROYHPHQW �1 ���� ��� SRO\DUWLFXODU DUWKULWLV �DEVHQFH RI UKHXPDWRLG QRGXOHV DQG 
SUHVHQFH RI SODTXH SVRULDVLV� �1 ����� ��� DUWKULWLV PXWLODQV �1 ��� ��� DV\PPHWULF 3V$ �1 ���� RU ��� $6�OLNH 
�1 ��� 3DWLHQWV RQ 07; WKHUDS\ ���� RI ��� SDWLHQWV� DW HQUROOPHQW �VWDEOH GRVH RI ��� PJ�ZHHN IRU !� PRQWK� 
FRXOG FRQWLQXH 07; DW WKH VDPH GRVH� 'RVHV RI DGDOLPXPDE �� PJ RU SODFHER HYHU\ RWKHU ZHHN ZHUH 
DGPLQLVWHUHG GXULQJ WKH ���ZHHN GRXEOH�EOLQG SHULRG RI WKH VWXG\� 

&RPSDUHG WR SODFHER� WUHDWPHQW ZLWK DGDOLPXPDE UHVXOWHG LQ LPSURYHPHQWV LQ WKH PHDVXUHV RI GLVHDVH DFWLYLW\ 
�VHH 7DEOHV � DQG ��� $PRQJ SDWLHQWV ZLWK 3V$ ZKR UHFHLYHG DGDOLPXPDE� WKH FOLQLFDO UHVSRQVHV ZHUH DSSDUHQW 
LQ VRPH SDWLHQWV DW WKH WLPH RI WKH ILUVW YLVLW �WZR ZHHNV� DQG ZHUH PDLQWDLQHG XS WR �� ZHHNV LQ WKH RQJRLQJ 
RSHQ�ODEHO VWXG\� 6LPLODU UHVSRQVHV ZHUH VHHQ LQ SDWLHQWV ZLWK HDFK RI WKH VXEW\SHV RI SVRULDWLF DUWKULWLV� 
DOWKRXJK IHZ SDWLHQWV ZHUH HQUROOHG ZLWK WKH DUWKULWLV PXWLODQV DQG DQN\ORVLQJ VSRQG\OLWLV�OLNH VXEW\SHV� 
5HVSRQVHV ZHUH VLPLODU LQ SDWLHQWV ZKR ZHUH RU ZHUH QRW UHFHLYLQJ FRQFRPLWDQW 07; WKHUDS\ DW EDVHOLQH� 

3DWLHQWV ZLWK SVRULDWLF LQYROYHPHQW RI DW OHDVW WKUHH SHUFHQW ERG\ VXUIDFH DUHD �%6$� ZHUH HYDOXDWHG IRU 
3VRULDWLF $UHD DQG 6HYHULW\ ,QGH[ �3$6,� UHVSRQVHV� $W �� ZHHNV� WKH SURSRUWLRQV RI SDWLHQWV DFKLHYLQJ D ��� 
RU ��� LPSURYHPHQW LQ WKH 3$6, ZHUH ��� DQG ��� UHVSHFWLYHO\� LQ WKH DGDOLPXPDE JURXS �1 ���� FRPSDUHG 
WR �� DQG �� UHVSHFWLYHO\� LQ WKH SODFHER JURXS �1 ��� �S�������� 3$6, UHVSRQVHV ZHUH DSSDUHQW LQ VRPH 
SDWLHQWV DW WKH WLPH RI WKH ILUVW YLVLW �WZR ZHHNV�� 5HVSRQVHV ZHUH VLPLODU LQ SDWLHQWV ZKR ZHUH RU ZHUH QRW 
UHFHLYLQJ FRQFRPLWDQW 07; WKHUDS\ DW EDVHOLQH� 

�� 
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7DEOH �� $&5 5HVSRQVH LQ 6WXG\ 3V$�, �3HUFHQW RI 3DWLHQWV�
 
3ODFHER 
1 ��� 

$GDOLPXPDE 

1 ��� 
$&5�� 

:HHN �� 
:HHN �� 

��� 
��� 

��� 
��� 

$&5�� 
:HHN �� 
:HHN �� 

�� 
�� 

��� 
��� 

$&5�� 
:HHN �� 
:HHN �� 

�� 
�� 

��� 
��� 

 S������ IRU DOO FRPSDULVRQV EHWZHHQ DGDOLPXPDE DQG SODFHER 

7DEOH �� &RPSRQHQWV RI 'LVHDVH $FWLYLW\ LQ 6WXG\ 3V$�,
 
3ODFHER 
1 ��� 

$GDOLPXPDE 

1 ��� 
3DUDPHWHU� PHGLDQ %DVHOLQH �� ZHHNV %DVHOLQH �� ZHHNV 
1XPEHU RI WHQGHU MRLQWVD ���� ���� ���� ��� 
1XPEHU RI VZROOHQ MRLQWVE ���� ��� ���� ��� 
3K\VLFLDQ JOREDO DVVHVVPHQWF ���� ���� ���� ���� 
3DWLHQW JOREDO DVVHVVPHQWF ���� ���� ���� ���� 
3DLQF ���� ���� ���� ���� 
'LVDELOLW\ LQGH[ �+$4�G ��� ��� ��� ��� 
&53 �PJ�G/�H ��� ��� ��� ��� 
 S������ IRU DGDOLPXPDE vs. SODFHER FRPSDULVRQV EDVHG RQ PHGLDQ FKDQJHV 
D6FDOH ���� 
E6FDOH ���� 
F9LVXDO DQDORJ VFDOH� � EHVW� ��� ZRUVW 
G'LVDELOLW\ ,QGH[ RI WKH +HDOWK $VVHVVPHQW 4XHVWLRQQDLUH� � EHVW� � ZRUVW� PHDVXUHV WKH 
SDWLHQW¶V DELOLW\ WR SHUIRUP WKH IROORZLQJ� GUHVV�JURRP� DULVH� HDW� ZDON� UHDFK� JULS� PDLQWDLQ 
K\JLHQH� DQG PDLQWDLQ GDLO\ DFWLYLW\� 
H1RUPDO UDQJH� ������� PJ�G/ 

6LPLODU UHVXOWV ZHUH VHHQ LQ DQ DGGLWLRQDO� ���ZHHN VWXG\ LQ ��� SDWLHQWV ZLWK PRGHUDWH WR VHYHUH SVRULDWLF 
DUWKULWLV ZKR KDG VXERSWLPDO UHVSRQVH WR '0$5' WKHUDS\ DV PDQLIHVWHG E\ �� WHQGHU MRLQWV DQG �� VZROOHQ 
MRLQWV DW HQUROOPHQW� 

Radiographic Response 
5DGLRJUDSKLF FKDQJHV ZHUH DVVHVVHG LQ WKH 3V$ VWXGLHV� 5DGLRJUDSKV RI KDQGV� ZULVWV� DQG IHHW ZHUH REWDLQHG DW 
EDVHOLQH DQG :HHN �� GXULQJ WKH GRXEOH�EOLQG SHULRG ZKHQ SDWLHQWV ZHUH RQ DGDOLPXPDE RU SODFHER DQG DW 
:HHN �� ZKHQ DOO SDWLHQWV ZHUH RQ RSHQ�ODEHO DGDOLPXPDE� $ PRGLILHG 7RWDO 6KDUS 6FRUH �P766�� ZKLFK 
LQFOXGHG GLVWDO LQWHUSKDODQJHDO MRLQWV �L�H�� QRW LGHQWLFDO WR WKH 766 XVHG IRU UKHXPDWRLG DUWKULWLV�� ZDV XVHG E\ 
UHDGHUV EOLQGHG WR WUHDWPHQW JURXS WR DVVHVV WKH UDGLRJUDSKV� 

$GDOLPXPDE�WUHDWHG SDWLHQWV GHPRQVWUDWHG JUHDWHU LQKLELWLRQ RI UDGLRJUDSKLF SURJUHVVLRQ FRPSDUHG WR SODFHER� 
WUHDWHG SDWLHQWV DQG WKLV HIIHFW ZDV PDLQWDLQHG DW �� ZHHNV �VHH 7DEOH ��� 

7DEOH �� &KDQJH LQ 0RGLILHG 7RWDO 6KDUS 6FRUH LQ 3VRULDWLF $UWKULWLV 

�� 
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3ODFHER 
1 ��� 

$GDOLPXPDE 
1 ��� 

:HHN �� :HHN �� :HHN �� 
%DVHOLQH PHDQ ���� ���� ���� 
0HDQ &KDQJH � 6' ��� � ��� ���� � ��� ���� � ��� 

 ������ IRU WKH GLIIHUHQFH EHWZHHQ DGDOLPXPDE� :HHN �� DQG 3ODFHER� :HHN �� �SULPDU\ 
DQDO\VLV� 

Physical Function Response 
,Q 6WXG\ 3V$�,� SK\VLFDO IXQFWLRQ DQG GLVDELOLW\ ZHUH DVVHVVHG XVLQJ WKH +$4 'LVDELOLW\ ,QGH[ �+$4�',� DQG 
WKH 6)��� +HDOWK 6XUYH\� 3DWLHQWV WUHDWHG ZLWK �� PJ RI DGDOLPXPDE HYHU\ RWKHU ZHHN VKRZHG JUHDWHU 
LPSURYHPHQW IURP EDVHOLQH LQ WKH +$4�', VFRUH �PHDQ GHFUHDVHV RI ��� DQG ��� DW :HHNV �� DQG �� 
UHVSHFWLYHO\� LQ FRPSDULVRQ WR SODFHER �PHDQ GHFUHDVHV RI �� DQG �� DW :HHNV �� DQG �� UHVSHFWLYHO\�� $W 
:HHNV �� DQG ��� SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE VKRZHG JUHDWHU LPSURYHPHQW IURP EDVHOLQH LQ WKH 6)��� 
3K\VLFDO &RPSRQHQW 6XPPDU\ VFRUH FRPSDUHG WR SDWLHQWV WUHDWHG ZLWK SODFHER� DQG QR ZRUVHQLQJ LQ WKH 6)��� 
0HQWDO &RPSRQHQW 6XPPDU\ VFRUH� ,PSURYHPHQW LQ SK\VLFDO IXQFWLRQ EDVHG RQ WKH +$4�', ZDV PDLQWDLQHG 
IRU XS WR �� ZHHNV WKURXJK WKH RSHQ�ODEHO SRUWLRQ RI WKH VWXG\� 

���� $QN\ORVLQJ 6SRQG\OLWLV 
7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE �� PJ HYHU\ RWKHU ZHHN ZDV DVVHVVHG LQ ��� DGXOW SDWLHQWV LQ D 
UDQGRPL]HG� �� ZHHN GRXEOH�EOLQG� SODFHER�FRQWUROOHG VWXG\ LQ SDWLHQWV ZLWK DFWLYH DQN\ORVLQJ VSRQG\OLWLV �$6� 
ZKR KDG DQ LQDGHTXDWH UHVSRQVH WR JOXFRFRUWLFRLGV� 16$,'V� DQDOJHVLFV� PHWKRWUH[DWH RU VXOIDVDOD]LQH� $FWLYH 
$6 ZDV GHILQHG DV SDWLHQWV ZKR IXOILOOHG DW OHDVW WZR RI WKH IROORZLQJ WKUHH FULWHULD� ��� D %DWK $6 GLVHDVH 
DFWLYLW\ LQGH[ �%$6'$,� VFRUH �� FP� ��� D YLVXDO DQDORJ VFRUH �9$6� IRU WRWDO EDFN SDLQ � �� PP� DQG ��� 
PRUQLQJ VWLIIQHVV � � KRXU� 7KH EOLQGHG SHULRG ZDV IROORZHG E\ DQ RSHQ�ODEHO SHULRG GXULQJ ZKLFK SDWLHQWV 
UHFHLYHG DGDOLPXPDE �� PJ HYHU\ RWKHU ZHHN VXEFXWDQHRXVO\ IRU XS WR DQ DGGLWLRQDO �� ZHHNV� 

,PSURYHPHQW LQ PHDVXUHV RI GLVHDVH DFWLYLW\ ZDV ILUVW REVHUYHG DW :HHN � DQG PDLQWDLQHG WKURXJK �� ZHHNV DV 
VKRZQ LQ )LJXUH � DQG 7DEOH ��� 

5HVSRQVHV RI SDWLHQWV ZLWK WRWDO VSLQDO DQN\ORVLV �Q ��� ZHUH VLPLODU WR WKRVH ZLWKRXW WRWDO DQN\ORVLV� 

�� 
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 )LJXUH �� $6$6 �� 5HVSRQVH %\ 9LVLW� 6WXG\ $6�,
 

$W �� ZHHNV� WKH $6$6 �������� UHVSRQVHV ZHUH DFKLHYHG E\ ���� ���� DQG ���� UHVSHFWLYHO\� RI SDWLHQWV 
UHFHLYLQJ DGDOLPXPDE� FRPSDUHG WR ���� ���� DQG �� UHVSHFWLYHO\� RI SDWLHQWV UHFHLYLQJ SODFHER �S �������� 
6LPLODU UHVSRQVHV ZHUH VHHQ DW :HHN �� DQG ZHUH VXVWDLQHG LQ SDWLHQWV UHFHLYLQJ RSHQ�ODEHO DGDOLPXPDE IRU XS 
WR �� ZHHNV� 

$ JUHDWHU SURSRUWLRQ RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE ����� DFKLHYHG D ORZ OHYHO RI GLVHDVH DFWLYLW\ DW �� 
ZHHNV �GHILQHG DV D YDOXH ��� >RQ D VFDOH RI � WR ��� PP@ LQ HDFK RI WKH IRXU $6$6 UHVSRQVH SDUDPHWHUV� 
FRPSDUHG WR SDWLHQWV WUHDWHG ZLWK SODFHER ����� 

�� 

Reference ID: 4636419 



  

  

7DEOH ��� &RPSRQHQWV RI $QN\ORVLQJ 6SRQG\OLWLV 'LVHDVH $FWLYLW\
 
3ODFHER 
1 ��� 

$GDOLPXPDE 
1 ��� 

%DVHOLQH 
PHDQ 

:HHN �� 
PHDQ 

%DVHOLQH 
PHDQ 

:HHN �� 
PHDQ 

$6$6 �� 5HVSRQVH &ULWHULD 

3DWLHQW¶V *OREDO $VVHVVPHQW RI 'LVHDVH 
$FWLYLW\D 

�� �� �� �� 

7RWDO EDFN SDLQ �� �� �� �� 
,QIODPPDWLRQE ��� ��� ��� ��� 
%$6),F �� �� �� �� 
%$6'$,G VFRUH ��� ��� ��� ��� 
%$60,H VFRUH ��� ��� ��� ��� 
7UDJXV WR ZDOO �FP� ���� ���� ���� ���� 
/XPEDU IOH[LRQ �FP� ��� ��� ��� ��� 
&HUYLFDO URWDWLRQ �GHJUHHV� ���� ���� ���� ���� 
/XPEDU VLGH IOH[LRQ �FP� ��� ��� ��� ���� 
,QWHUPDOOHRODU GLVWDQFH �FP� ���� ���� ���� ����� 
&53I ��� ��� ��� ��� 
D 3HUFHQW RI VXEMHFWV ZLWK DW OHDVW D ��� DQG ���XQLW LPSURYHPHQW PHDVXUHG RQ D 9LVXDO 
$QDORJ 6FDOH �9$6� ZLWK � ³QRQH´ DQG ��� ³VHYHUH´ 
E PHDQ RI TXHVWLRQV � DQG � RI %$6'$, �GHILQHG LQ µG¶� 
F %DWK $QN\ORVLQJ 6SRQG\OLWLV )XQFWLRQDO ,QGH[ 
G %DWK $QN\ORVLQJ 6SRQG\OLWLV 'LVHDVH $FWLYLW\ ,QGH[ 
H %DWK $QN\ORVLQJ 6SRQG\OLWLV 0HWURORJ\ ,QGH[ 
I &�5HDFWLYH 3URWHLQ �PJ�G/� 
 VWDWLVWLFDOO\ VLJQLILFDQW IRU FRPSDULVRQV EHWZHHQ DGDOLPXPDE DQG SODFHER DW :HHN �� 

$ VHFRQG UDQGRPL]HG� PXOWLFHQWHU� GRXEOH�EOLQG� SODFHER�FRQWUROOHG VWXG\ RI �� SDWLHQWV ZLWK DQN\ORVLQJ 
VSRQG\OLWLV VKRZHG VLPLODU UHVXOWV� 

3DWLHQWV WUHDWHG ZLWK DGDOLPXPDE DFKLHYHG LPSURYHPHQW IURP EDVHOLQH LQ WKH $QN\ORVLQJ 6SRQG\OLWLV 4XDOLW\ 
RI /LIH 4XHVWLRQQDLUH �$64R/� VFRUH ����� vs. ����� DQG LQ WKH 6KRUW )RUP +HDOWK 6XUYH\ �6)���� 3K\VLFDO 
&RPSRQHQW 6XPPDU\ �3&6� VFRUH ���� vs. ���� FRPSDUHG WR SODFHER�WUHDWHG SDWLHQWV DW :HHN ��� 

���� $GXOW &URKQ¶V 'LVHDVH 
7KH VDIHW\ DQG HIILFDF\ RI PXOWLSOH GRVHV RI DGDOLPXPDE ZHUH DVVHVVHG LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR 
VHYHUHO\ DFWLYH &URKQ¶V GLVHDVH� &'� �&URKQ¶V 'LVHDVH $FWLYLW\ ,QGH[ �&'$,� � ��� DQG � ���� LQ UDQGRPL]HG� 
GRXEOH�EOLQG� SODFHER�FRQWUROOHG VWXGLHV� &RQFRPLWDQW VWDEOH GRVHV RI DPLQRVDOLF\ODWHV� FRUWLFRVWHURLGV� DQG�RU 
LPPXQRPRGXODWRU\ DJHQWV ZHUH SHUPLWWHG� DQG ��� RI SDWLHQWV FRQWLQXHG WR UHFHLYH DW OHDVW RQH RI WKHVH 
PHGLFDWLRQV� 

,QGXFWLRQ RI FOLQLFDO UHPLVVLRQ �GHILQHG DV &'$, � ���� ZDV HYDOXDWHG LQ WZR VWXGLHV� ,Q 6WXG\ &'�,� ��� 71)� 
EORFNHU QDwYH SDWLHQWV ZHUH UDQGRPL]HG WR RQH RI IRXU WUHDWPHQW JURXSV� WKH SODFHER JURXS UHFHLYHG SODFHER DW 
:HHNV � DQG �� WKH ������ JURXS UHFHLYHG ��� PJ DGDOLPXPDE DW :HHN � DQG �� PJ DW :HHN �� WKH ����� 
JURXS UHFHLYHG �� PJ DW :HHN � DQG �� PJ DW :HHN �� DQG WKH ����� JURXS UHFHLYHG �� PJ DW :HHN � DQG �� 
PJ DW :HHN �� &OLQLFDO UHVXOWV ZHUH DVVHVVHG DW :HHN �� 

�� 
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,Q WKH VHFRQG LQGXFWLRQ VWXG\� 6WXG\ &'�,,� ��� SDWLHQWV ZKR KDG ORVW UHVSRQVH WR� RU ZHUH LQWROHUDQW WR� 
SUHYLRXV LQIOL[LPDE WKHUDS\ ZHUH UDQGRPL]HG WR UHFHLYH HLWKHU ��� PJ DGDOLPXPDE DW :HHN � DQG �� PJ DW 
:HHN �� RU SODFHER DW :HHNV � DQG �� &OLQLFDO UHVXOWV ZHUH DVVHVVHG DW :HHN �� 

0DLQWHQDQFH RI FOLQLFDO UHPLVVLRQ ZDV HYDOXDWHG LQ 6WXG\ &'�,,,� ,Q WKLV VWXG\� ��� SDWLHQWV ZLWK DFWLYH GLVHDVH 
UHFHLYHG RSHQ�ODEHO DGDOLPXPDE� �� PJ DW ZHHN � DQG �� PJ DW :HHN �� 3DWLHQWV ZHUH WKHQ UDQGRPL]HG DW 
:HHN � WR �� PJ DGDOLPXPDE HYHU\ RWKHU ZHHN� �� PJ DGDOLPXPDE HYHU\ ZHHN� RU SODFHER� 7KH WRWDO VWXG\ 
GXUDWLRQ ZDV �� ZHHNV� 3DWLHQWV LQ FOLQLFDO UHVSRQVH �GHFUHDVH LQ &'$, ���� DW :HHN � ZHUH VWUDWLILHG DQG 
DQDO\]HG VHSDUDWHO\ IURP WKRVH QRW LQ FOLQLFDO UHVSRQVH DW :HHN �� 

Induction of Clinical Remission 
$ JUHDWHU SHUFHQWDJH RI WKH SDWLHQWV WUHDWHG ZLWK ������ PJ DGDOLPXPDE DFKLHYHG LQGXFWLRQ RI FOLQLFDO 
UHPLVVLRQ YHUVXV SODFHER DW :HHN � UHJDUGOHVV RI ZKHWKHU WKH SDWLHQWV ZHUH 71) EORFNHU QDwYH �&'�,�� RU KDG 
ORVW UHVSRQVH WR RU ZHUH LQWROHUDQW WR LQIOL[LPDE �&'�,,� �VHH 7DEOH ���� 

7DEOH ��� ,QGXFWLRQ RI &OLQLFDO 5HPLVVLRQ LQ 6WXGLHV &'�, DQG &'�,, �3HUFHQW RI 3DWLHQWV� 
&'�, &'�,, 

3ODFHER 
1 �� 

$GDOLPXPDE 
������ PJ 
1 �� 

3ODFHER 
1 ��� 

$GDOLPXPDE 
������ PJ 
1 ��� 

:HHN � 
&OLQLFDO UHPLVVLRQ ��� ��� �� ��� 

&OLQLFDO UHVSRQVH ��� ��� ��� ��� 

&OLQLFDO UHPLVVLRQ LV &'$, VFRUH � ���� FOLQLFDO UHVSRQVH LV GHFUHDVH LQ &'$, RI DW OHDVW �� 
SRLQWV� 
 S������ IRU DGDOLPXPDE vs. SODFHER SDLUZLVH FRPSDULVRQ RI SURSRUWLRQV 
 S����� IRU DGDOLPXPDE vs. SODFHER SDLUZLVH FRPSDULVRQ RI SURSRUWLRQV 

Maintenance of Clinical Remission 

,Q 6WXG\ &'�,,, DW :HHN �� ��� ��������� RI SDWLHQWV ZHUH LQ FOLQLFDO UHVSRQVH DQG ZHUH DVVHVVHG LQ WKH 
SULPDU\ DQDO\VLV� $W :HHNV �� DQG ��� JUHDWHU SURSRUWLRQV RI SDWLHQWV ZKR ZHUH LQ FOLQLFDO UHVSRQVH DW :HHN � 
DFKLHYHG FOLQLFDO UHPLVVLRQ LQ WKH DGDOLPXPDE �� PJ HYHU\ RWKHU ZHHN PDLQWHQDQFH JURXS FRPSDUHG WR SDWLHQWV 
LQ WKH SODFHER PDLQWHQDQFH JURXS �VHH 7DEOH ���� 7KH JURXS WKDW UHFHLYHG DGDOLPXPDE WKHUDS\ HYHU\ ZHHN GLG 
QRW GHPRQVWUDWH VLJQLILFDQWO\ KLJKHU UHPLVVLRQ UDWHV FRPSDUHG WR WKH JURXS WKDW UHFHLYHG DGDOLPXPDE HYHU\ 
RWKHU ZHHN� 

�� 
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  7DEOH ��� 0DLQWHQDQFH RI &OLQLFDO 5HPLVVLRQ LQ &'�,,, �3HUFHQW RI 3DWLHQWV�
 
3ODFHER �� PJ $GDOLPXPDE 

HYHU\ RWKHU ZHHN 
1 ��� 1 ��� 

:HHN �� 
&OLQLFDO UHPLVVLRQ ��� ��� 
&OLQLFDO UHVSRQVH ��� ��� 
:HHN �� 
&OLQLFDO UHPLVVLRQ ��� ��� 
&OLQLFDO UHVSRQVH ��� ��� 
&OLQLFDO UHPLVVLRQ LV &'$, VFRUH � ���� FOLQLFDO UHVSRQVH LV GHFUHDVH LQ &'$, RI DW OHDVW �� 
SRLQWV� 
S������ IRU DGDOLPXPDE YV� SODFHER SDLUZLVH FRPSDULVRQV RI SURSRUWLRQV 

2I WKRVH LQ UHVSRQVH DW :HHN � ZKR DWWDLQHG UHPLVVLRQ GXULQJ WKH VWXG\� SDWLHQWV LQ WKH DGDOLPXPDE HYHU\ RWKHU 
ZHHN JURXS PDLQWDLQHG UHPLVVLRQ IRU D ORQJHU WLPH WKDQ SDWLHQWV LQ WKH SODFHER PDLQWHQDQFH JURXS� $PRQJ 
SDWLHQWV ZKR ZHUH QRW LQ UHVSRQVH E\ :HHN ��� WKHUDS\ FRQWLQXHG EH\RQG �� ZHHNV GLG QRW UHVXOW LQ 
VLJQLILFDQWO\ PRUH UHVSRQVHV� 

���� 8OFHUDWLYH &ROLWLV 
7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZHUH DVVHVVHG LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 
XOFHUDWLYH FROLWLV �0D\R VFRUH � WR �� RQ D �� SRLQW VFDOH� ZLWK DQ HQGRVFRS\ VXEVFRUH RI � WR � RQ D VFDOH RI � 
WR �� GHVSLWH FRQFXUUHQW RU SULRU WUHDWPHQW ZLWK LPPXQRVXSSUHVVDQWV VXFK DV FRUWLFRVWHURLGV� D]DWKLRSULQH� RU �� 
03 LQ WZR UDQGRPL]HG� GRXEOH�EOLQG� SODFHER�FRQWUROOHG FOLQLFDO VWXGLHV �6WXGLHV 8&�, DQG 8&�,,�� %RWK VWXGLHV 
HQUROOHG 71)�EORFNHU QDwYH SDWLHQWV� EXW 6WXG\ 8&�,, DOVR DOORZHG HQWU\ RI SDWLHQWV ZKR ORVW UHVSRQVH WR RU 
ZHUH LQWROHUDQW WR 71)�EORFNHUV� )RUW\ SHUFHQW ����� RI SDWLHQWV HQUROOHG LQ 6WXG\ 8&�,, KDG SUHYLRXVO\ XVHG 
DQRWKHU 71)�EORFNHU� 

&RQFRPLWDQW VWDEOH GRVHV RI DPLQRVDOLF\ODWHV DQG LPPXQRVXSSUHVVDQWV ZHUH SHUPLWWHG� ,Q 6WXGLHV 8&�, DQG ,,� 
SDWLHQWV ZHUH UHFHLYLQJ DPLQRVDOLF\ODWHV ������ FRUWLFRVWHURLGV ����� DQG�RU D]DWKLRSULQH RU ��03 ����� DW 
EDVHOLQH� ,Q ERWK VWXGLHV� ��� RI SDWLHQWV UHFHLYHG DW OHDVW RQH RI WKHVH PHGLFDWLRQV� 

,QGXFWLRQ RI FOLQLFDO UHPLVVLRQ �GHILQHG DV 0D\R VFRUH � � ZLWK QR LQGLYLGXDO VXEVFRUHV ! �� DW :HHN � ZDV 
HYDOXDWHG LQ ERWK VWXGLHV� &OLQLFDO UHPLVVLRQ DW :HHN �� DQG VXVWDLQHG FOLQLFDO UHPLVVLRQ �GHILQHG DV FOLQLFDO 
UHPLVVLRQ DW ERWK :HHNV � DQG ��� ZHUH HYDOXDWHG LQ 6WXG\ 8&�,,� 

,Q 6WXG\ 8&�,� ��� 71)�EORFNHU QDwYH SDWLHQWV ZHUH UDQGRPL]HG WR RQH RI WKUHH WUHDWPHQW JURXSV IRU WKH 
SULPDU\ HIILFDF\ DQDO\VLV� 7KH SODFHER JURXS UHFHLYHG SODFHER DW :HHNV �� �� � DQG �� 7KH ������ JURXS 
UHFHLYHG ��� PJ DGDOLPXPDE DW :HHN � DQG �� PJ DW :HHN �� DQG WKH ����� JURXS UHFHLYHG �� PJ 
DGDOLPXPDE DW :HHN � DQG �� PJ DW :HHN �� $IWHU :HHN �� SDWLHQWV LQ ERWK DGDOLPXPDE WUHDWPHQW JURXSV 
UHFHLYHG �� PJ HYHU\ RWKHU ZHHN� 

,Q 6WXG\ 8&�,,� ��� SDWLHQWV ZHUH UDQGRPL]HG WR UHFHLYH HLWKHU DGDOLPXPDE ��� PJ DW :HHN �� �� PJ DW :HHN 
�� DQG �� PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN � WKURXJK :HHN ��� RU SODFHER VWDUWLQJ DW :HHN � DQG HYHU\ 
RWKHU ZHHN WKURXJK :HHN ��� &RUWLFRVWHURLG WDSHU ZDV SHUPLWWHG VWDUWLQJ DW :HHN �� 

,Q ERWK 6WXGLHV 8&�, DQG 8&�,,� D JUHDWHU SHUFHQWDJH RI WKH SDWLHQWV WUHDWHG ZLWK ������ PJ RI DGDOLPXPDE 
FRPSDUHG WR SDWLHQWV WUHDWHG ZLWK SODFHER DFKLHYHG LQGXFWLRQ RI FOLQLFDO UHPLVVLRQ� ,Q 6WXG\ 8&�,,� D JUHDWHU 
SHUFHQWDJH RI WKH SDWLHQWV WUHDWHG ZLWK ������ PJ RI DGDOLPXPDE FRPSDUHG WR SDWLHQWV WUHDWHG ZLWK SODFHER 
DFKLHYHG VXVWDLQHG FOLQLFDO UHPLVVLRQ �FOLQLFDO UHPLVVLRQ DW ERWK :HHNV � DQG ��� �7DEOH ���� 
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7DEOH ��� ,QGXFWLRQ RI &OLQLFDO 5HPLVVLRQ LQ 6WXGLHV 8&�, DQG 8&�,, DQG 6XVWDLQHG 
&OLQLFDO 5HPLVVLRQ LQ 6WXG\ 8&�,, �3HUFHQW RI 3DWLHQWV� 

6WXG\ 8&�, 6WXG\ 8&�,, 
3ODFHER 
1 ��� 

$GDOLPXPDE 
������ 
PJ 

1 ��� 

7UHDWPHQW 
'LIIHUHQFH 
���� &,� 

3ODFHER 
1 ��� 

$GDOLPXPDE 
������ 
PJ 

1 ��� 

7UHDWPHQW 
'LIIHUHQFH 
���� &,� 

,QGXFWLRQ RI &OLQLFDO 
5HPLVVLRQ �&OLQLFDO 
5HPLVVLRQ DW :HHN �� 

���� ����� ���� 
������ 
������ 

���� ����� ���� 
������ 
������ 

6XVWDLQHG &OLQLFDO 
5HPLVVLRQ �&OLQLFDO 
5HPLVVLRQ DW ERWK :HHNV 
� DQG ��� 

1�$ 1�$ 1�$ ���� ���� 
���� 

������ ����� 

&OLQLFDO UHPLVVLRQ LV GHILQHG DV 0D\R VFRUH � � ZLWK QR LQGLYLGXDO VXEVFRUHV ! �� 
&, &RQILGHQFH LQWHUYDO 
 S����� IRU DGDOLPXPDE vs. SODFHER SDLUZLVH FRPSDULVRQ RI SURSRUWLRQV 

,Q 6WXG\ 8&�,� WKHUH ZDV QR VWDWLVWLFDOO\ VLJQLILFDQW GLIIHUHQFH LQ FOLQLFDO UHPLVVLRQ REVHUYHG EHWZHHQ WKH 
DGDOLPXPDE ����� PJ JURXS DQG WKH SODFHER JURXS DW :HHN �� 

,Q 6WXG\ 8&�,,� ����� �������� LQ WKH DGDOLPXPDE JURXS ZHUH LQ FOLQLFDO UHPLVVLRQ DW :HHN �� FRPSDUHG WR 
���� �������� LQ WKH SODFHER JURXS �WUHDWPHQW GLIIHUHQFH� ����� ��� FRQILGHQFH LQWHUYDO �&,�� >����� �����@� 
S������� 

,Q WKH VXEJURXS RI SDWLHQWV LQ 6WXG\ 8&�,, ZLWK SULRU 71)�EORFNHU XVH� WKH WUHDWPHQW GLIIHUHQFH IRU LQGXFWLRQ RI 
FOLQLFDO UHPLVVLRQ DSSHDUHG WR EH ORZHU WKDQ WKDW VHHQ LQ WKH ZKROH VWXG\ SRSXODWLRQ� DQG WKH WUHDWPHQW 
GLIIHUHQFHV IRU VXVWDLQHG FOLQLFDO UHPLVVLRQ DQG FOLQLFDO UHPLVVLRQ DW :HHN �� DSSHDUHG WR EH VLPLODU WR WKRVH 
VHHQ LQ WKH ZKROH VWXG\ SRSXODWLRQ� 7KH VXEJURXS RI SDWLHQWV ZLWK SULRU 71)�EORFNHU XVH DFKLHYHG LQGXFWLRQ RI 
FOLQLFDO UHPLVVLRQ DW �� ������ LQ WKH DGDOLPXPDE JURXS YHUVXV �� ������� LQ WKH SODFHER JURXS� DQG VXVWDLQHG 
FOLQLFDO UHPLVVLRQ DW �� ������ LQ WKH DGDOLPXPDE JURXS YHUVXV �� ������� LQ WKH SODFHER JURXS� ,Q WKH 
VXEJURXS RI SDWLHQWV ZLWK SULRU 71)�EORFNHU XVH� ��� ������� ZHUH LQ FOLQLFDO UHPLVVLRQ DW :HHN �� LQ WKH 
DGDOLPXPDE JURXS YHUVXV �� ������� LQ WKH SODFHER JURXS� 

���� 3ODTXH 3VRULDVLV 
7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZHUH DVVHVVHG LQ UDQGRPL]HG� GRXEOH�EOLQG� SODFHER�FRQWUROOHG VWXGLHV 
LQ ���� DGXOW VXEMHFWV ZLWK PRGHUDWH WR VHYHUH FKURQLF SODTXH SVRULDVLV �3V� ZKR ZHUH FDQGLGDWHV IRU V\VWHPLF 
WKHUDS\ RU SKRWRWKHUDS\� 

6WXG\ 3V�, HYDOXDWHG ���� VXEMHFWV ZLWK FKURQLF 3V ZLWK ���� ERG\ VXUIDFH DUHD �%6$� LQYROYHPHQW� 
3K\VLFLDQ¶V *OREDO $VVHVVPHQW �3*$� RI DW OHDVW PRGHUDWH GLVHDVH VHYHULW\� DQG 3VRULDVLV $UHD DQG 6HYHULW\ 
,QGH[ �3$6,� ��� ZLWKLQ WKUHH WUHDWPHQW SHULRGV� ,Q SHULRG $� VXEMHFWV UHFHLYHG SODFHER RU DGDOLPXPDE DW DQ 
LQLWLDO GRVH RI �� PJ DW :HHN � IROORZHG E\ D GRVH RI �� PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN �� $IWHU �� 
ZHHNV RI WKHUDS\� VXEMHFWV ZKR DFKLHYHG DW OHDVW D 3$6, �� UHVSRQVH DW :HHN ��� GHILQHG DV D 3$6, VFRUH 
LPSURYHPHQW RI DW OHDVW ��� UHODWLYH WR EDVHOLQH� HQWHUHG SHULRG % DQG UHFHLYHG RSHQ�ODEHO �� PJ DGDOLPXPDE 
HYHU\ RWKHU ZHHN� $IWHU �� ZHHNV RI RSHQ ODEHO WKHUDS\� VXEMHFWV ZKR PDLQWDLQHG DW OHDVW D 3$6, �� UHVSRQVH DW 
:HHN �� DQG ZHUH RULJLQDOO\ UDQGRPL]HG WR DFWLYH WKHUDS\ LQ SHULRG $ ZHUH UH�UDQGRPL]HG LQ SHULRG & WR 
UHFHLYH �� PJ DGDOLPXPDE HYHU\ RWKHU ZHHN RU SODFHER IRU DQ DGGLWLRQDO �� ZHHNV� $FURVV DOO WUHDWPHQW JURXSV 
WKH PHDQ EDVHOLQH 3$6, VFRUH ZDV �� DQG WKH EDVHOLQH 3K\VLFLDQ¶V *OREDO $VVHVVPHQW VFRUH UDQJHG IURP 
³PRGHUDWH´ ����� WR ³VHYHUH´ ����� WR ³YHU\ VHYHUH´ ����� 
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6WXG\ 3V�,, HYDOXDWHG �� VXEMHFWV UDQGRPL]HG WR DGDOLPXPDE DQG �� VXEMHFWV UDQGRPL]HG WR SODFHER ZLWK 
FKURQLF SODTXH SVRULDVLV ZLWK ���� %6$ LQYROYHPHQW DQG 3$6, ���� 6XEMHFWV UHFHLYHG SODFHER� RU DQ LQLWLDO 
GRVH RI �� PJ DGDOLPXPDE DW :HHN � IROORZHG E\ �� PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN � IRU �� ZHHNV� 
$FURVV DOO WUHDWPHQW JURXSV WKH PHDQ EDVHOLQH 3$6, VFRUH ZDV �� DQG WKH EDVHOLQH 3*$ VFRUH UDQJHG IURP 
³PRGHUDWH´ ����� WR ³VHYHUH´ ����� WR ³YHU\ VHYHUH´ ����� 

6WXGLHV 3V�, DQG ,, HYDOXDWHG WKH SURSRUWLRQ RI VXEMHFWV ZKR DFKLHYHG ³FOHDU´ RU ³PLQLPDO´ GLVHDVH RQ WKH �� 
SRLQW 3*$ VFDOH DQG WKH SURSRUWLRQ RI VXEMHFWV ZKR DFKLHYHG D UHGXFWLRQ LQ 3$6, VFRUH RI DW OHDVW ��� �3$6, 
��� IURP EDVHOLQH DW :HHN �� �VHH 7DEOH �� DQG ���� 

$GGLWLRQDOO\� 6WXG\ 3V�, HYDOXDWHG WKH SURSRUWLRQ RI VXEMHFWV ZKR PDLQWDLQHG D 3*$ RI ³FOHDU´ RU ³PLQLPDO´ 
GLVHDVH RU D 3$6, �� UHVSRQVH DIWHU :HHN �� DQG RQ RU EHIRUH :HHN ��� 

7DEOH ��� (IILFDF\ 5HVXOWV DW �� :HHNV LQ 6WXG\ 3V�, 1XPEHU RI 6XEMHFWV ��� 
$GDOLPXPDE �� PJ HYHU\ RWKHU ZHHN 3ODFHER 

1 ��� 1 ��� 
3*$� Clear RU minimal ��� ����� �� ���� 
3$6, �� ��� ����� �� ���� 
 &OHDU QR SODTXH HOHYDWLRQ� QR VFDOH� SOXV RU PLQXV K\SHUSLJPHQWDWLRQ RU GLIIXVH SLQN RU UHG 
FRORUDWLRQ 
0LQLPDO SRVVLEOH EXW GLIILFXOW WR DVFHUWDLQ ZKHWKHU WKHUH LV VOLJKW HOHYDWLRQ RI SODTXH DERYH 
QRUPDO VNLQ� SOXV RU PLQXV VXUIDFH GU\QHVV ZLWK VRPH ZKLWH FRORUDWLRQ� SOXV RU PLQXV XS WR UHG 
FRORUDWLRQ 

�� 
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7DEOH ��� (IILFDF\ 5HVXOWV DW �� :HHNV LQ 6WXG\ 3V�,, 1XPEHU RI 6XEMHFWV ���
 
$GDOLPXPDE �� PJ HYHU\ RWKHU ZHHN 3ODFHER 

1 �� 1 �� 
3*$� Clear RU minimal �� ����� � ����� 
3$6, �� �� ����� � ����� 
 &OHDU QR SODTXH HOHYDWLRQ� QR VFDOH� SOXV RU PLQXV K\SHUSLJPHQWDWLRQ RU GLIIXVH SLQN RU UHG 
FRORUDWLRQ 
0LQLPDO SRVVLEOH EXW GLIILFXOW WR DVFHUWDLQ ZKHWKHU WKHUH LV VOLJKW HOHYDWLRQ RI SODTXH DERYH 
QRUPDO VNLQ� SOXV RU PLQXV VXUIDFH GU\QHVV ZLWK VRPH ZKLWH FRORUDWLRQ� SOXV RU PLQXV XS WR UHG 
FRORUDWLRQ 

$GGLWLRQDOO\� LQ 6WXG\ 3V�,� VXEMHFWV RQ DGDOLPXPDE ZKR PDLQWDLQHG D 3$6, �� ZHUH UH�UDQGRPL]HG WR 
DGDOLPXPDE �1 ���� RU SODFHER �1 ���� DW :HHN ��� $IWHU �� ZHHNV RI WUHDWPHQW ZLWK DGDOLPXPDE� PRUH 
VXEMHFWV RQ DGDOLPXPDE PDLQWDLQHG HIILFDF\ ZKHQ FRPSDUHG WR VXEMHFWV ZKR ZHUH UH�UDQGRPL]HG WR SODFHER 
EDVHG RQ PDLQWHQDQFH RI 3*$ RI ³FOHDU´ RU ³PLQLPDO´ GLVHDVH ���� vs. ���� RU D 3$6, �� ���� vs. ����� 

$ WRWDO RI ��� VWDEOH UHVSRQGHUV SDUWLFLSDWHG LQ D ZLWKGUDZDO DQG UHWUHDWPHQW HYDOXDWLRQ LQ DQ RSHQ�ODEHO 
H[WHQVLRQ VWXG\� 0HGLDQ WLPH WR UHODSVH �GHFOLQH WR 3*$ ³PRGHUDWH´ RU ZRUVH� ZDV DSSUR[LPDWHO\ � PRQWKV� 
'XULQJ WKH ZLWKGUDZDO SHULRG� QR VXEMHFW H[SHULHQFHG WUDQVIRUPDWLRQ WR HLWKHU SXVWXODU RU HU\WKURGHUPLF 
SVRULDVLV� $ WRWDO RI ��� VXEMHFWV ZKR UHODSVHG UH�LQLWLDWHG WUHDWPHQW ZLWK �� PJ RI DGDOLPXPDE� WKHQ �� PJ 
HYHU\ RWKHU ZHHN EHJLQQLQJ DW ZHHN �� $W ZHHN ��� ��� ��������� RI VXEMHFWV KDG D UHVSRQVH RI 3*$ ³FOHDU´ 
RU ³PLQLPDO´� 

$ UDQGRPL]HG� GRXEOH�EOLQG VWXG\ �6WXG\ 3V�,,,� FRPSDUHG WKH HIILFDF\ DQG VDIHW\ RI DGDOLPXPDE YHUVXV 
SODFHER LQ ��� DGXOW VXEMHFWV� 6XEMHFWV LQ WKH VWXG\ KDG WR KDYH FKURQLF SODTXH SVRULDVLV RI DW OHDVW PRGHUDWH 
VHYHULW\ RQ WKH 3*$ VFDOH� ILQJHUQDLO LQYROYHPHQW RI DW OHDVW PRGHUDWH VHYHULW\ RQ D ��SRLQW 3K\VLFLDQ¶V *OREDO 
$VVHVVPHQW RI )LQJHUQDLO 3VRULDVLV �3*$�)� VFDOH� D 0RGLILHG 1DLO 3VRULDVLV 6HYHULW\ ,QGH[ �P1$36,� VFRUH 
IRU WKH WDUJHW�ILQJHUQDLO RI � �� DQG HLWKHU D %6$ LQYROYHPHQW RI DW OHDVW ��� RU D %6$ LQYROYHPHQW RI DW OHDVW 
�� ZLWK D WRWDO P1$36, VFRUH IRU DOO ILQJHUQDLOV RI � ��� 6XEMHFWV UHFHLYHG DQ LQLWLDO GRVH RI �� PJ 
DGDOLPXPDE IROORZHG E\ �� PJ HYHU\ RWKHU ZHHN �VWDUWLQJ RQH ZHHN DIWHU WKH LQLWLDO GRVH� RU SODFHER IRU �� 
ZHHNV IROORZHG E\ RSHQ�ODEHO DGDOLPXPDE WUHDWPHQW IRU DQ DGGLWLRQDO �� ZHHNV� 7KLV VWXG\ HYDOXDWHG WKH 
SURSRUWLRQ RI VXEMHFWV ZKR DFKLHYHG ³FOHDU´ RU ³PLQLPDO´ DVVHVVPHQW ZLWK DW OHDVW D ��JUDGH LPSURYHPHQW RQ 
WKH 3*$�) VFDOH DQG WKH SURSRUWLRQ RI VXEMHFWV ZKR DFKLHYHG DW OHDVW D ��� LPSURYHPHQW IURP EDVHOLQH LQ WKH 
P1$36, VFRUH �P1$36, ��� DW :HHN ��� 

$W :HHN ��� D KLJKHU SURSRUWLRQ RI VXEMHFWV LQ WKH DGDOLPXPDE JURXS WKDQ LQ WKH SODFHER JURXS DFKLHYHG WKH 
3*$�) HQGSRLQW� )XUWKHUPRUH� D KLJKHU SURSRUWLRQ RI VXEMHFWV LQ WKH DGDOLPXPDE JURXS WKDQ LQ WKH SODFHER 
JURXS DFKLHYHG P1$36, �� DW :HHN �� �VHH 7DEOH ���� 

�� 
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 7DEOH ��� (IILFDF\ 5HVXOWV DW �� :HHNV
 
(QGSRLQW $GDOLPXPDE �� PJ 

HYHU\ RWKHU ZHHN 
1 ��� 

3ODFHER 
1 ��� 

3*$�)� ���JUDGH LPSURYHPHQW DQG 
clear RU minimal ��� �� 

P1$36, �� ��� �� 
6XEMHFWV UHFHLYHG �� PJ RI DGDOLPXPDE DW :HHN �� IROORZHG E\ �� PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN �� 

1DLO SDLQ ZDV DOVR HYDOXDWHG DQG LPSURYHPHQW LQ QDLO SDLQ ZDV REVHUYHG LQ 6WXG\ 3V�,,,� 

�� 5()(5(1&(6 
�� 1DWLRQDO &DQFHU ,QVWLWXWH� 6XUYHLOODQFH� (SLGHPLRORJ\� DQG (QG 5HVXOWV 'DWDEDVH �6((5� 3URJUDP� 6((5 
,QFLGHQFH &UXGH 5DWHV� �� 5HJLVWULHV� ���������� 

�� +2: 6833/,('�6725$*( $1' +$1'/,1* 
+8/,2� �DGDOLPXPDE�INMS� LQMHFWLRQ LV VXSSOLHG DV D SUHVHUYDWLYH�IUHH� VWHULOH� FOHDU WR VOLJKWO\ RSDOHVFHQW DQG 
FRORUOHVV WR SDOH EURZQLVK�\HOORZ VROXWLRQ IRU VXEFXWDQHRXV DGPLQLVWUDWLRQ� 7KH IROORZLQJ SDFNDJLQJ 
FRQILJXUDWLRQV DUH DYDLODEOH������ ��������� ������� ������ Ǧ ʹͲ ��ȀͲǤͶ �� 

+8/,2 LV VXSSOLHG LQ D FDUWRQ FRQWDLQLQJ WZR DOFRKRO SUHSV DQG WZR GRVH WUD\V� (DFK GRVH WUD\ FRQVLVWV RI D 
VLQJOH�GRVH� � P/ SUH�ILOOHG SODVWLF V\ULQJH ZLWK D IL[HG �� JDXJH WKLQ ZDOO� ò LQFK QHHGOH� SURYLGLQJ �� 
PJ���� P/ RI +8/,2� 7KH 1'& QXPEHU LV ������������������ ��������� ������� ������ Ǧ ͶͲ ��ȀͲǤͺ �� 
+8/,2 LV VXSSOLHG LQ D FDUWRQ FRQWDLQLQJ WZR DOFRKRO SUHSV DQG WZR GRVH WUD\V� (DFK GRVH WUD\ FRQVLVWV RI D 
VLQJOH�GRVH� � P/ SUHILOOHG SODVWLF V\ULQJH ZLWK D IL[HG �� JDXJH WKLQ ZDOO� ò LQFK QHHGOH� SURYLGLQJ �� 
PJ���� P/ RI +8/,2� 7KH 1'& QXPEHU LV ������������������ ��������� ��� ������ Ǧ ͶͲ ��ȀͲǤͺ �� 
+8/,2 LV VXSSOLHG LQ D FDUWRQ FRQWDLQLQJ WZR DOFRKRO SUHSV DQG WZR GRVH WUD\V� (DFK GRVH WUD\ FRQVLVWV RI D 
VLQJOH�GRVH SHQ� FRQWDLQLQJ D � P/ SUHILOOHG SODVWLF V\ULQJH ZLWK D IL[HG �� JDXJH WKLQ ZDOO� ò LQFK QHHGOH� 
SURYLGLQJ �� PJ���� P/ RI +8/,2� 7KH 1'& QXPEHU LV ������������� 

Storage and Stability
'R QRW XVH EH\RQG WKH H[SLUDWLRQ GDWH RQ WKH FRQWDLQHU� +8/,2 PXVW EH UHIULJHUDWHG DW ���) WR
���) ���& WR ��&�� '2 127 )5((=(� 'R QRW XVH LI IUR]HQ HYHQ LI LW KDV EHHQ WKDZHG� 

6WRUH LQ RULJLQDO FDUWRQ XQWLO WLPH RI DGPLQLVWUDWLRQ WR SURWHFW IURP OLJKW� 

,I QHHGHG� IRU H[DPSOH ZKHQ WUDYHOLQJ� +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR D
PD[LPXP RI ���) ����&� IRU D SHULRG RI XS WR �� GD\V� ZLWK SURWHFWLRQ IURP OLJKW� +8/,2 
VKRXOG EH GLVFDUGHG LI QRW XVHG ZLWKLQ WKH ���GD\ SHULRG� 5HFRUG WKH GDWH ZKHQ +8/,2 LV ILUVW 
UHPRYHG IURP WKH UHIULJHUDWRU LQ WKH VSDFHV SURYLGHG RQ WKH FDUWRQ DQG GRVH WUD\� 

'R QRW VWRUH +8/,2 LQ H[WUHPH KHDW RU FROG� 

�� 3$7,(17 &2816(/,1* ,1)250$7,21 
$GYLVH WKH SDWLHQW WR UHDG WKH )'$�DSSURYHG SDWLHQW ODEHOLQJ �0HGLFDWLRQ *XLGH DQG ,QVWUXFWLRQV IRU 8VH�� 

�� 
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Patient Counseling 

3URYLGH WKH +8/,2 ³0HGLFDWLRQ *XLGH´ WR SDWLHQWV RU WKHLU FDUHJLYHUV� DQG SURYLGH WKHP DQ 
RSSRUWXQLW\ WR UHDG LW DQG DVN TXHVWLRQV SULRU WR LQLWLDWLRQ RI WKHUDS\ DQG SULRU WR HDFK WLPH WKH 
SUHVFULSWLRQ LV UHQHZHG� ,I SDWLHQWV GHYHORS VLJQV DQG V\PSWRPV RI LQIHFWLRQ� LQVWUXFW WKHP WR 
VHHN PHGLFDO HYDOXDWLRQ LPPHGLDWHO\� 

$GYLVH SDWLHQWV RI WKH SRWHQWLDO EHQHILWV DQG ULVNV RI +8/,2� 
� ,QIHFWLRQV 
,QIRUP SDWLHQWV WKDW +8/,2 PD\ ORZHU WKH DELOLW\ RI WKHLU LPPXQH V\VWHP WR ILJKW LQIHFWLRQV� ,QVWUXFW 
SDWLHQWV RI WKH LPSRUWDQFH RI FRQWDFWLQJ WKHLU KHDOWKFDUH SURYLGHU LI WKH\ GHYHORS DQ\ V\PSWRPV RI LQIHFWLRQ� 
LQFOXGLQJ WXEHUFXORVLV� LQYDVLYH IXQJDO LQIHFWLRQV� DQG UHDFWLYDWLRQ RI KHSDWLWLV % YLUXV LQIHFWLRQV� 

� 0DOLJQDQFLHV
 
&RXQVHO SDWLHQWV DERXW WKH ULVN RI PDOLJQDQFLHV ZKLOH UHFHLYLQJ +8/,2�
 

� $OOHUJLF 5HDFWLRQV 
$GYLVH SDWLHQWV WR VHHN LPPHGLDWH PHGLFDO DWWHQWLRQ LI WKH\ H[SHULHQFH DQ\ V\PSWRPV RI VHYHUH DOOHUJLF 
UHDFWLRQV� 

� 2WKHU 0HGLFDO &RQGLWLRQV 
$GYLVH SDWLHQWV WR UHSRUW DQ\ VLJQV RI QHZ RU ZRUVHQLQJ PHGLFDO FRQGLWLRQV VXFK DV FRQJHVWLYH KHDUW IDLOXUH� 
QHXURORJLFDO GLVHDVH� DXWRLPPXQH GLVRUGHUV� RU F\WRSHQLDV� $GYLVH SDWLHQWV WR UHSRUW DQ\ V\PSWRPV 
VXJJHVWLYH RI D F\WRSHQLD VXFK DV EUXLVLQJ� EOHHGLQJ� RU SHUVLVWHQW IHYHU� 

Instructions on Injection Technique 

,QIRUP SDWLHQWV WKDW WKH ILUVW LQMHFWLRQ LV WR EH SHUIRUPHG XQGHU WKH VXSHUYLVLRQ RI D TXDOLILHG KHDOWK FDUH 
SURIHVVLRQDO� ,I D SDWLHQW RU FDUHJLYHU LV WR DGPLQLVWHU +8/,2� LQVWUXFW WKHP LQ LQMHFWLRQ WHFKQLTXHV DQG DVVHVV 
WKHLU DELOLW\ WR LQMHFW VXEFXWDQHRXVO\ WR HQVXUH WKH SURSHU DGPLQLVWUDWLRQ RI +8/,2 [see Instructions for Use]. 

)RU SDWLHQWV ZKR ZLOO XVH WKH +8/,2 3HQ� WHOO WKHP WKDW WKH\� 

x :LOO KHDU WZR �FOLFNV� GXULQJ WKH +XOLR LQMHFWLRQ� 7KH ILUVW µFOLFN¶ PHDQV WKH VWDUW RI LQMHFWLRQ DQG 
VHFRQG µFOLFN¶ PHDQV WKH HQG RI LQMHFWLRQ� 

x 7R VWDUW LQMHFWLRQ� SXVK WKH 3HQ ERG\ GRZQ� &RQWLQXH KROGLQJ GRZQ DIWHU KHDULQJ WKH ILUVW µFOLFN¶� 
x ,Q WKH YLHZLQJ ZLQGRZ� WKH RUDQJH LQGLFDWRU ZLOO DGYDQFH WR VKRZ WKH SURJUHVV RI WKH LQMHFWLRQ� 
x :KHQ LQMHFWLRQ KDV ILQLVKHG� WKHUH ZLOO EH D VHFRQG µFOLFN¶ DQG WKH µ2UDQJH ,QGLFDWRU¶ ZLOO FRPSOHWHO\ 

EORFN WKH YLHZLQJ ZLQGRZ� 

,QVWUXFW SDWLHQWV WR GLVSRVH RI WKHLU XVHG QHHGOHV DQG V\ULQJHV RU XVHG 3HQ LQ DQ )'$�FOHDUHG VKDUSV GLVSRVDO 
FRQWDLQHU LPPHGLDWHO\ DIWHU XVH� ,QVWUXFW SDWLHQWV QRW WR GLVSRVH RI ORRVH QHHGOHV DQG V\ULQJHV RU 3HQ LQ 
WKHLU KRXVHKROG WUDVK� ,QVWUXFW SDWLHQWV WKDW LI WKH\ GR QRW KDYH DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU� WKH\ 
PD\ XVH D KRXVHKROG FRQWDLQHU WKDW LV PDGH RI D KHDY\�GXW\ SODVWLF� FDQ EH FORVHG ZLWK D WLJKW�ILWWLQJ DQG 
SXQFWXUH�UHVLVWDQW OLG ZLWKRXW VKDUSV EHLQJ DEOH WR FRPH RXW� XSULJKW DQG VWDEOH GXULQJ XVH� OHDN�UHVLVWDQW� DQG 
SURSHUO\ ODEHOHG WR ZDUQ RI KD]DUGRXV ZDVWH LQVLGH WKH FRQWDLQHU� 

,QVWUXFW SDWLHQWV WKDW ZKHQ WKHLU VKDUSV GLVSRVDO FRQWDLQHU LV DOPRVW IXOO� WKH\ ZLOO QHHG WR IROORZ 
WKHLU FRPPXQLW\ JXLGHOLQHV IRU WKH FRUUHFW ZD\ WR GLVSRVH RI WKHLU VKDUSV GLVSRVDO FRQWDLQHU� 
,QVWUXFW SDWLHQWV WKDW WKHUH PD\ EH VWDWH RU ORFDO ODZV UHJDUGLQJ GLVSRVDO RI XVHG QHHGOHV DQG 
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V\ULQJHV� 5HIHU SDWLHQWV WR WKH )'$¶V ZHEVLWH DW KWWS���ZZZ�IGD�JRY�VDIHVKDUSVGLVSRVDO IRU PRUH 
LQIRUPDWLRQ DERXW VDIH VKDUSV GLVSRVDO� DQG IRU VSHFLILF LQIRUPDWLRQ DERXW VKDUSV GLVSRVDO LQ WKH 
VWDWH WKDW WKH\ OLYH LQ� 

,QVWUXFW SDWLHQWV QRW WR GLVSRVH RI WKHLU XVHG VKDUSV GLVSRVDO FRQWDLQHU LQ WKHLU KRXVHKROG 
WUDVK XQOHVV WKHLU FRPPXQLW\ JXLGHOLQHV SHUPLW WKLV� ,QVWUXFW SDWLHQWV QRW WR UHF\FOH WKHLU 
XVHG VKDUSV GLVSRVDO FRQWDLQHU� 

�� 
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0(',&$7,21 *8,'( 
OHH RK� މ�KXH�+8/,2 

�DGDOLPXPDE�INMS� 
LQMHFWLRQ� IRU VXEFXWDQHRXV XVH 

5HDG WKH 0HGLFDWLRQ *XLGH WKDW FRPHV ZLWK +8/,2 EHIRUH \RX VWDUW WDNLQJ LW DQG HDFK WLPH 
\RX JHW D UHILOO� 7KHUH PD\ EH QHZ LQIRUPDWLRQ� 7KLV 0HGLFDWLRQ *XLGH GRHV QRW WDNH WKH SODFH 
RI WDONLQJ ZLWK \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ RU WUHDWPHQW� 
:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2" 
+8/,2 LV D PHGLFLQH WKDW DIIHFWV \RXU LPPXQH V\VWHP� +8/,2 FDQ ORZHU WKH DELOLW\ RI \RXU 
LPPXQH V\VWHP WR ILJKW LQIHFWLRQV� 6HULRXV LQIHFWLRQV KDYH KDSSHQHG LQ SHRSOH WDNLQJ 
DGDOLPXPDE SURGXFWV� 7KHVH VHULRXV LQIHFWLRQV LQFOXGH WXEHUFXORVLV �7%� DQG LQIHFWLRQV 
FDXVHG E\ YLUXVHV� IXQJL RU EDFWHULD WKDW KDYH VSUHDG WKURXJKRXW WKH ERG\� 6RPH SHRSOH 
KDYH GLHG IURP WKHVH LQIHFWLRQV� 
x <RXU KHDOWKFDUH SURYLGHU VKRXOG WHVW \RX IRU 7% EHIRUH VWDUWLQJ +8/,2� 
x <RXU KHDOWKFDUH SURYLGHU VKRXOG FKHFN \RX FORVHO\ IRU VLJQV DQG V\PSWRPV RI 7% GXULQJ 

WUHDWPHQW ZLWK +8/,2� 
<RX VKRXOG QRW VWDUW WDNLQJ +8/,2 LI \RX KDYH DQ\ NLQG RI LQIHFWLRQ XQOHVV \RXU KHDOWKFDUH 
SURYLGHU VD\V LW LV RND\� 
%HIRUH VWDUWLQJ +8/,2� WHOO \RXU KHDOWKFDUH SURYLGHU LI \RX� 
x WKLQN \RX KDYH DQ LQIHFWLRQ RU KDYH V\PSWRPV RI LQIHFWLRQ VXFK DV� 

o IHYHU� VZHDWV� RU FKLOOV 
o PXVFOH DFKHV 
o FRXJK 
o VKRUWQHVV RI EUHDWK 
o EORRG LQ SKOHJP 

o ZDUP� UHG� RU SDLQIXO VNLQ RU VRUHV 
RQ \RXU ERG\ 

o GLDUUKHD RU VWRPDFK SDLQ 
o EXUQLQJ ZKHQ \RX XULQDWH RU XULQDWH 

PRUH RIWHQ WKDQ QRUPDO 
o IHHO YHU\ WLUHG 
o ZHLJKW ORVV 

x DUH EHLQJ WUHDWHG IRU DQ LQIHFWLRQ 
x JHW D ORW RI LQIHFWLRQV RU KDYH LQIHFWLRQV WKDW NHHS FRPLQJ EDFN 
x KDYH GLDEHWHV 
x KDYH 7%� RU KDYH EHHQ LQ FORVH FRQWDFW ZLWK VRPHRQH ZLWK 7% 
x ZHUH ERUQ LQ� OLYHG LQ� RU WUDYHOHG WR FRXQWULHV ZKHUH WKHUH LV PRUH ULVN IRU JHWWLQJ 7%� 

$VN \RXU KHDOWKFDUH SURYLGHU LI \RX DUH QRW VXUH� 
x OLYH RU KDYH OLYHG LQ FHUWDLQ SDUWV RI WKH FRXQWU\ �VXFK DV WKH 2KLR DQG 0LVVLVVLSSL 5LYHU 

YDOOH\V� ZKHUH WKHUH LV DQ LQFUHDVHG ULVN IRU JHWWLQJ FHUWDLQ NLQGV RI IXQJDO LQIHFWLRQV 
�KLVWRSODVPRVLV� FRFFLGLRLGRP\FRVLV� RU EODVWRP\FRVLV�� 7KHVH LQIHFWLRQV PD\ KDSSHQ RU 
EHFRPH PRUH VHYHUH LI \RX XVH +8/,2� $VN \RXU KHDOWKFDUH SURYLGHU LI \RX GR QRW NQRZ 
LI \RX KDYH OLYHG LQ DQ DUHD ZKHUH WKHVH LQIHFWLRQV DUH FRPPRQ� 

x KDYH RU KDYH KDG KHSDWLWLV % 
x XVH WKH PHGLFLQH 25(1&,$� �DEDWDFHSW�� .,1(5(7� �DQDNLQUD�� 5,78;$1� 

�ULWX[LPDE�� ,085$1� �D]DWKLRSULQH�� RU 385,1(7+2/� ��±PHUFDSWRSXULQH� ��03�� 
x DUH VFKHGXOHG WR KDYH PDMRU VXUJHU\ 

$IWHU VWDUWLQJ +8/,2� FDOO \RXU KHDOWKFDUH SURYLGHU ULJKW DZD\ LI \RX KDYH DQ LQIHFWLRQ� 
RU DQ\ VLJQ RI DQ LQIHFWLRQ� 
+8/,2 FDQ PDNH \RX PRUH OLNHO\ WR JHW LQIHFWLRQV RU PDNH DQ\ LQIHFWLRQ WKDW \RX PD\ KDYH 
ZRUVH� 
&DQFHU 
x )RU FKLOGUHQ DQG DGXOWV WDNLQJ 71)�EORFNHUV� LQFOXGLQJ +8/,2� WKH FKDQFHV RI JHWWLQJ 

FDQFHU PD\ LQFUHDVH� 
x 7KHUH KDYH EHHQ FDVHV RI XQXVXDO FDQFHUV LQ FKLOGUHQ� WHHQDJHUV� DQG \RXQJ DGXOWV XVLQJ 

71)�EORFNHUV� 
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x 3HRSOH ZLWK UKHXPDWRLG DUWKULWLV �5$�� HVSHFLDOO\ PRUH VHULRXV 5$� PD\ KDYH D KLJKHU 
FKDQFH IRU JHWWLQJ D NLQG RI FDQFHU FDOOHG O\PSKRPD� 

x ,I \RX XVH 71) EORFNHUV LQFOXGLQJ +8/,2 \RXU FKDQFH RI JHWWLQJ WZR W\SHV RI VNLQ 
FDQFHU PD\ LQFUHDVH �EDVDO FHOO FDQFHU DQG VTXDPRXV FHOO FDQFHU RI WKH VNLQ�� 7KHVH W\SHV 
RI FDQFHU DUH JHQHUDOO\ QRW OLIH�WKUHDWHQLQJ LI WUHDWHG� 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX 
KDYH D EXPS RU RSHQ VRUH WKDW GRHV QRW KHDO� 

x 6RPH SHRSOH UHFHLYLQJ 71)EORFNHUV LQFOXGLQJ +8/,2 GHYHORSHG D UDUH W\SH RI FDQFHU 
FDOOHG KHSDWRVSOHQLF 7�FHOO O\PSKRPD� 7KLV W\SH RI FDQFHU RIWHQ UHVXOWV LQ GHDWK� 0RVW RI 
WKHVH SHRSOH ZHUH PDOH WHHQDJHUV RU \RXQJ PHQ� $OVR� PRVW SHRSOH ZHUH EHLQJ WUHDWHG 
IRU &URKQ¶V GLVHDVH RU XOFHUDWLYH FROLWLV ZLWK DQRWKHU PHGLFLQH FDOOHG ,085$1� 

�D]DWKLRSULQH� RU 385,1(7+2/� ���PHUFDSWRSXULQH� �±03�� 
:KDW LV +8/,2" 
+8/,2 LV D PHGLFLQH FDOOHG D 7XPRU 1HFURVLV )DFWRU �71)� EORFNHU� +8/,2 LV XVHG� 
x 7R UHGXFH WKH VLJQV DQG V\PSWRPV RI� 

o PRGHUDWH WR VHYHUH UKHXPDWRLG DUWKULWLV �5$� LQ DGXOWV� +8/,2 FDQ EH XVHG DORQH� 
ZLWK PHWKRWUH[DWH� RU ZLWK FHUWDLQ RWKHU PHGLFLQHV� 

o PRGHUDWH WR VHYHUH SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV �-,$� LQ FKLOGUHQ � 
\HDUV DQG ROGHU� +8/,2 FDQ EH XVHG DORQH� ZLWK PHWKRWUH[DWH� RU ZLWK FHUWDLQ RWKHU 
PHGLFLQHV� 

o SVRULDWLF DUWKULWLV �3V$� LQ DGXOWV� +8/,2 FDQ EH XVHG DORQH RU ZLWK FHUWDLQ RWKHU 
PHGLFLQHV� 

o DQN\ORVLQJ VSRQG\OLWLV �$6� LQ DGXOWV� 
o PRGHUDWH WR VHYHUH &URKQ¶V GLVHDVH �&'� LQ DGXOWV ZKHQ RWKHU WUHDWPHQWV KDYH QRW 
ZRUNHG ZHOO HQRXJK� 

x ,Q DGXOWV� WR KHOS JHW PRGHUDWH WR VHYHUH XOFHUDWLYH FROLWLV �8&� XQGHU FRQWURO �LQGXFH 
UHPLVVLRQ� DQG NHHS LW XQGHU FRQWURO �VXVWDLQ UHPLVVLRQ� ZKHQ FHUWDLQ RWKHU PHGLFLQHV KDYH 
QRW ZRUNHG ZHOO HQRXJK� ,W LV QRW NQRZQ LI DGDOLPXPDE SURGXFWV DUH HIIHFWLYH LQ SHRSOH 
ZKR VWRSSHG UHVSRQGLQJ WR RU FRXOG QRW WROHUDWH 71)�EORFNHU PHGLFLQHV� 
x 7R WUHDW PRGHUDWH WR VHYHUH FKURQLF �ODVWLQJ D ORQJ WLPH� SODTXH SVRULDVLV �3V� LQ 
DGXOWV ZKR KDYH WKH FRQGLWLRQ LQ PDQ\ DUHDV RI WKHLU ERG\ DQG ZKR PD\ EHQHILW IURP 
WDNLQJ LQMHFWLRQV RU SLOOV �V\VWHPLF WKHUDS\� RU SKRWRWKHUDS\ �WUHDWPHQW XVLQJ XOWUDYLROHW 
OLJKW DORQH RU ZLWK SLOOV�� 

:KDW VKRXOG , WHOO P\ KHDOWKFDUH SURYLGHU EHIRUH WDNLQJ +8/,2" 
+8/,2 PD\ QRW EH ULJKW IRU \RX� %HIRUH VWDUWLQJ +8/,2� WHOO \RXU KHDOWKFDUH SURYLGHU DERXW 
DOO RI \RXU KHDOWK FRQGLWLRQV� LQFOXGLQJ LI \RX� 
x KDYH DQ LQIHFWLRQ� 6HH ³:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW 

+8/,2"´ 
x KDYH RU KDYH KDG FDQFHU� 
x KDYH DQ\ QXPEQHVV RU WLQJOLQJ RU KDYH D GLVHDVH WKDW DIIHFWV \RXU QHUYRXV V\VWHP VXFK DV 

PXOWLSOH VFOHURVLV RU *XLOODLQ�%DUUp V\QGURPH� 
x KDYH RU KDG KHDUW IDLOXUH� 
x KDYH UHFHQWO\ UHFHLYHG RU DUH VFKHGXOHG WR UHFHLYH D YDFFLQH� <RX PD\ UHFHLYH YDFFLQHV� 

H[FHSW IRU OLYH YDFFLQHV ZKLOH XVLQJ +8/,2� &KLOGUHQ VKRXOG EH EURXJKW XS WR GDWH ZLWK 
DOO YDFFLQHV EHIRUH VWDUWLQJ +8/,2� 

x DUH DOOHUJLF WR +8/,2 RU WR DQ\ RI LWV LQJUHGLHQWV� 6HH WKH HQG RI WKLV 0HGLFDWLRQ *XLGH 
IRU D OLVW RI LQJUHGLHQWV LQ +8/,2� 

x DUH SUHJQDQW RU SODQ WR EHFRPH SUHJQDQW� EUHDVWIHHGLQJ RU SODQ WR EUHDVWIHHG� <RX DQG 
\RXU KHDOWKFDUH SURYLGHU VKRXOG GHFLGH LI \RX VKRXOG WDNH +8/,2 ZKLOH \RX DUH SUHJQDQW 
RU EUHDVWIHHGLQJ� 

x KDYH D EDE\ DQG \RX ZHUH XVLQJ +8/,2 GXULQJ \RXU SUHJQDQF\� 7HOO \RXU EDE\¶V 
KHDOWKFDUH SURYLGHU EHIRUH \RXU EDE\ UHFHLYHV DQ\ YDFFLQHV� 

7HOO \RXU KHDOWKFDUH SURYLGHU DERXW DOO WKH PHGLFLQHV \RX WDNH� LQFOXGLQJ SUHVFULSWLRQ DQG 
RYHU�WKH�FRXQWHU PHGLFLQHV� YLWDPLQV� DQG KHUEDO VXSSOHPHQWV� 
(VSHFLDOO\ WHOO \RXU KHDOWKFDUH SURYLGHU LI \RX XVH� 

�� 
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x 25(1&,$� �DEDWDFHSW�� .,1(5(7� �DQDNLQUD�� 5(0,&$'(� �LQIOL[LPDE�� 
(1%5(/��HWDQHUFHSW�� &,0=,$� �FHUWROL]XPDE SHJRO� RU 6,0321,� �JROLPXPDE�� 
EHFDXVH \RX VKRXOG QRW XVH +8/,2 ZKLOH \RX DUH DOVR XVLQJ RQH RI WKHVH PHGLFLQHV� 

x 5,78;$1� �ULWX[LPDE�� <RXU KHDOWKFDUH SURYLGHU PD\ QRW ZDQW WR JLYH \RX +8/,2 LI 
\RX KDYH UHFHLYHG 5,78;$1� �ULWX[LPDE� UHFHQWO\� 

x ,085$1� �D]DWKLRSULQH� RU 385,1(7+2/� ��±PHUFDSWRSXULQH� ��03�� 
.HHS D OLVW RI \RXU PHGLFLQHV ZLWK \RX WR VKRZ \RXU KHDOWKFDUH SURYLGHU DQG SKDUPDFLVW 
HDFK WLPH \RX JHW D QHZ PHGLFLQH� 
+RZ VKRXOG , WDNH +8/,2" 
x +8/,2 LV JLYHQ E\ DQ LQMHFWLRQ XQGHU WKH VNLQ� <RXU KHDOWKFDUH SURYLGHU ZLOO WHOO \RX KRZ 
RIWHQ WR WDNH DQ LQMHFWLRQ RI +8/,2� 7KLV LV EDVHG RQ \RXU FRQGLWLRQ WR EH WUHDWHG� 'R QRW 
LQMHFW +8/,2 PRUH RIWHQ WKDQ \RX ZHUH SUHVFULEHG� 
x 6HH WKH ,QVWUXFWLRQV IRU 8VH LQVLGH WKH FDUWRQ IRU FRPSOHWH LQVWUXFWLRQV IRU WKH ULJKW ZD\ 
WR SUHSDUH DQG LQMHFW +8/,2� 
x 0DNH VXUH \RX KDYH EHHQ VKRZQ KRZ WR LQMHFW +8/,2 EHIRUH \RX GR LW \RXUVHOI� <RX FDQ 
FDOO \RXU KHDOWKFDUH SURYLGHU RU �������������� LI \RX KDYH DQ\ TXHVWLRQV DERXW JLYLQJ 
\RXUVHOI DQ LQMHFWLRQ� 6RPHRQH \RX NQRZ FDQ DOVR KHOS \RX ZLWK \RXU LQMHFWLRQ DIWHU WKH\ 
KDYH EHHQ VKRZQ KRZ WR SUHSDUH DQG LQMHFW +8/,2� 
x 'R QRW WU\ WR LQMHFW +8/,2 \RXUVHOI XQWLO \RX KDYH EHHQ VKRZQ WKH ULJKW ZD\ WR JLYH WKH 
LQMHFWLRQV� ,I \RXU KHDOWKFDUH SURYLGHU GHFLGHV WKDW \RX RU D FDUHJLYHU PD\ EH DEOH WR JLYH 
\RXU LQMHFWLRQV RI +8/,2 DW KRPH� \RX VKRXOG UHFHLYH WUDLQLQJ RQ WKH ULJKW ZD\ WR SUHSDUH 
DQG LQMHFW +8/,2� 
x 'R QRW PLVV DQ\ GRVHV RI +8/,2 XQOHVV \RXU KHDOWKFDUH SURYLGHU VD\V LW LV RND\� ,I \RX 
IRUJHW WR WDNH +8/,2� LQMHFW D GRVH DV VRRQ DV \RX UHPHPEHU� 7KHQ� WDNH \RXU QH[W GRVH 
DW \RXU UHJXODU VFKHGXOHG WLPH� 7KLV ZLOO SXW \RX EDFN RQ VFKHGXOH� ,Q FDVH \RX DUH QRW VXUH 
ZKHQ WR LQMHFW +8/,2� FDOO \RXU KHDOWKFDUH SURYLGHU RU SKDUPDFLVW� 
x ,I \RX WDNH PRUH +8/,2 WKDQ \RX ZHUH WROG WR WDNH� FDOO \RXU KHDOWKFDUH SURYLGHU� 

:KDW DUH WKH SRVVLEOH VLGH HIIHFWV RI +8/,2" 
+8/,2 FDQ FDXVH VHULRXV VLGH HIIHFWV� LQFOXGLQJ� 
6HH ³:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2"´ 
x 6HULRXV ,QIHFWLRQV� 

<RXU KHDOWKFDUH SURYLGHU ZLOO H[DPLQH \RX IRU 7% DQG SHUIRUP D WHVW WR VHH LI \RX KDYH 
7%� ,I \RXU KHDOWKFDUH SURYLGHU IHHOV WKDW \RX DUH DW ULVN IRU 7%� \RX PD\ EH WUHDWHG ZLWK 
PHGLFLQH IRU 7% EHIRUH \RX EHJLQ WUHDWPHQW ZLWK +8/,2 DQG GXULQJ WUHDWPHQW ZLWK 
+8/,2� (YHQ LI \RXU 7% WHVW LV QHJDWLYH \RXU KHDOWKFDUH SURYLGHU VKRXOG FDUHIXOO\ 
PRQLWRU \RX IRU 7% LQIHFWLRQV ZKLOH \RX DUH WDNLQJ +8/,2� 3HRSOH ZKR KDG D QHJDWLYH 
7% VNLQ WHVW EHIRUH UHFHLYLQJ DGDOLPXPDE SURGXFWV KDYH GHYHORSHG DFWLYH 7%� 7HOO \RXU 
KHDOWKFDUH SURYLGHU LI \RX KDYH DQ\ RI WKH IROORZLQJ V\PSWRPV ZKLOH WDNLQJ RU DIWHU 
WDNLQJ +8/,2� 

o FRXJK WKDW GRHV QRW JR DZD\ o ZHLJKW ORVV 
o ORZ JUDGH IHYHU o ORVV RI ERG\ IDW DQG PXVFOH 

�ZDVWLQJ� 
x +HSDWLWLV % LQIHFWLRQ LQ SHRSOH ZKR FDUU\ WKH YLUXV LQ WKHLU EORRG� 

,I \RX DUH D FDUULHU RI WKH KHSDWLWLV % YLUXV �D YLUXV WKDW DIIHFWV WKH OLYHU�� WKH YLUXV FDQ 
EHFRPH DFWLYH ZKLOH \RX XVH +8/,2� <RXU KHDOWKFDUH SURYLGHU VKRXOG GR EORRG WHVWV 
EHIRUH \RX VWDUW WUHDWPHQW� ZKLOH \RX DUH XVLQJ +8/,2� DQG IRU VHYHUDO PRQWKV DIWHU \RX 
VWRS WUHDWPHQW ZLWK +8/,2� 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX KDYH DQ\ RI WKH 
IROORZLQJ V\PSWRPV RI D SRVVLEOH KHSDWLWLV % LQIHFWLRQ� 

o PXVFOH DFKHV o FOD\�FRORUHG ERZHO PRYHPHQWV 
o IHHO YHU\ WLUHG o IHYHU 
o GDUN XULQH o FKLOOV 
o VNLQ RU H\HV ORRN \HOORZ o VWRPDFK GLVFRPIRUW 
o OLWWOH RU QR DSSHWLWH o VNLQ UDVK 
o YRPLWLQJ 

�� 
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x $OOHUJLF UHDFWLRQV� $OOHUJLF UHDFWLRQV FDQ KDSSHQ LQ SHRSOH ZKR XVH +8/,2� &DOO \RXU 
KHDOWKFDUH SURYLGHU RU JHW PHGLFDO KHOS ULJKW DZD\ LI \RX KDYH DQ\ RI WKHVH V\PSWRPV RI 
D VHULRXV DOOHUJLF UHDFWLRQ� 

o KLYHV	 o VZHOOLQJ RI \RXU IDFH� H\HV� OLSV RU PRXWK 
o WURXEOH EUHDWKLQJ 

x 1HUYRXV V\VWHP SUREOHPV� 6LJQV DQG V\PSWRPV RI D QHUYRXV V\VWHP SUREOHP LQFOXGH� 
QXPEQHVV RU WLQJOLQJ� SUREOHPV ZLWK \RXU YLVLRQ� ZHDNQHVV LQ \RXU DUPV RU OHJV� DQG 
GL]]LQHVV� 

x %ORRG SUREOHPV� <RXU ERG\ PD\ QRW PDNH HQRXJK RI WKH EORRG FHOOV WKDW KHOS ILJKW 
LQIHFWLRQV RU KHOS WR VWRS EOHHGLQJ� 6\PSWRPV LQFOXGH D IHYHU WKDW GRHV QRW JR DZD\� 
EUXLVLQJ RU EOHHGLQJ YHU\ HDVLO\� RU ORRNLQJ YHU\ SDOH� 

x 1HZ KHDUW IDLOXUH RU ZRUVHQLQJ RI KHDUW IDLOXUH \RX DOUHDG\ KDYH� &DOO \RXU 
KHDOWKFDUH SURYLGHU 
ULJKW DZD\ LI \RX JHW QHZ ZRUVHQLQJ V\PSWRPV RI KHDUW IDLOXUH ZKLOH WDNLQJ +8/,2� 
LQFOXGLQJ� 

o	 VKRUWQHVV RI EUHDWK o VZHOOLQJ RI \RXU DQNOHV RU IHHW 
o	 VXGGHQ ZHLJKW JDLQ 

x	 ,PPXQH UHDFWLRQV LQFOXGLQJ D OXSXV�OLNH V\QGURPH� 6\PSWRPV LQFOXGH FKHVW 
GLVFRPIRUW RU SDLQ WKDW GRHV QRW JR DZD\� VKRUWQHVV RI EUHDWK� MRLQW SDLQ� RU D UDVK RQ 
\RXU FKHHNV RU DUPV WKDW JHWV ZRUVH LQ WKH VXQ� 6\PSWRPV PD\ LPSURYH ZKHQ \RX VWRS 
+8/,2� 

x	 /LYHU 3UREOHPV� /LYHU SUREOHPV FDQ KDSSHQ LQ SHRSOH ZKR XVH 71)�EORFNHU PHGLFLQHV� 
7KHVH SUREOHPV FDQ OHDG WR OLYHU IDLOXUH DQG GHDWK� &DOO \RXU KHDOWKFDUH SURYLGHU ULJKW 
DZD\ LI \RX KDYH DQ\ RI WKHVH V\PSWRPV� 

o	 IHHO YHU\ WLUHG o VNLQ RU H\HV ORRN \HOORZ 
o	 SRRU DSSHWLWH RU YRPLWLQJ o SDLQ RQ WKH ULJKW VLGH RI \RXU VWRPDFK 

�DEGRPHQ� 
x	 3VRULDVLV� 6RPH SHRSOH XVLQJ DGDOLPXPDE SURGXFWV KDG QHZ SVRULDVLV RU ZRUVHQLQJ RI 

SVRULDVLV WKH\ DOUHDG\ KDG� 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX GHYHORS UHG VFDO\ SDWFKHV 
RU UDLVHG EXPSV WKDW DUH ILOOHG ZLWK SXV� <RXU KHDOWKFDUH SURYLGHU PD\ GHFLGH WR VWRS 
\RXU WUHDWPHQW ZLWK +8/,2� 

&DOO \RXU KHDOWKFDUH SURYLGHU RU JHW PHGLFDO FDUH ULJKW DZD\ LI \RX GHYHORS DQ\ RI WKH 
DERYH 
V\PSWRPV� <RXU WUHDWPHQW ZLWK +8/,2 PD\ EH VWRSSHG� 
&RPPRQ VLGH HIIHFWV ZLWK +8/,2 LQFOXGH� 
x	 LQMHFWLRQ VLWH UHDFWLRQV� UHGQHVV� UDVK� VZHOOLQJ� LWFKLQJ� RU EUXLVLQJ� 7KHVH V\PSWRPV 

XVXDOO\ ZLOO JR DZD\ ZLWKLQ D IHZ GD\V� &DOO \RXU KHDOWKFDUH SURYLGHU ULJKW DZD\ LI \RX 
KDYH SDLQ� UHGQHVV RU VZHOOLQJ DURXQG WKH LQMHFWLRQ VLWH WKDW GRHV QRW JR DZD\ ZLWKLQ D 
IHZ GD\V RU JHWV ZRUVH� 

x XSSHU UHVSLUDWRU\ LQIHFWLRQV �LQFOXGLQJ VLQXV LQIHFWLRQV��
 
x KHDGDFKHV�
 
x UDVK�
 

7KHVH DUH QRW DOO WKH SRVVLEOH VLGH HIIHFWV ZLWK +8/,2� 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX 
KDYH DQ\ VLGH 
HIIHFW WKDW ERWKHUV \RX RU WKDW GRHV QRW JR DZD\� $VN \RXU KHDOWKFDUH SURYLGHU RU SKDUPDFLVW 
IRU PRUH 
LQIRUPDWLRQ� 
&DOO \RXU KHDOWKFDUH SURYLGHU IRU PHGLFDO DGYLFH DERXW VLGH HIIHFWV� <RX PD\ UHSRUW VLGH 
HIIHFWV WR )'$ DW ������)'$������ 
+RZ VKRXOG , VWRUH +8/,2" 
x 6WRUH +8/,2 LQ WKH UHIULJHUDWRU DW ���) WR ���) ���& WR ��&�� 6WRUH +8/,2 LQ WKH 

RULJLQDO FDUWRQ XQWLO XVH WR SURWHFW LW IURP OLJKW� 
x 'R QRW IUHH]H +8/,2� 'R QRW XVH +8/,2 LI IUR]HQ� HYHQ LI LW KDV EHHQ WKDZHG� 
x 5HIULJHUDWHG +8/,2 PD\ EH XVHG XQWLO WKH H[SLUDWLRQ GDWH SULQWHG RQ WKH +8/,2 FDUWRQ� 

GRVH WUD\� 3HQ RU SUHILOOHG V\ULQJH� 'R QRW XVH +8/,2 DIWHU WKH H[SLUDWLRQ GDWH� 
�� 
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x ,I QHHGHG� IRU H[DPSOH ZKHQ \RX DUH WUDYHOLQJ� \RX PD\ DOVR VWRUH +8/,2 DW URRP
WHPSHUDWXUH XS WR ���) ����&� IRU XS WR �� GD\V� 6WRUH +8/,2 LQ WKH RULJLQDO FDUWRQ 
XQWLO XVH WR SURWHFW LW IURP OLJKW� 

x 7KURZ DZD\ +8/,2 LI LW KDV EHHQ NHSW DW URRP WHPSHUDWXUH DQG QRW EHHQ XVHG ZLWKLQ �� 
GD\V� 

x 5HFRUG WKH GDWH \RX ILUVW UHPRYH +8/,2 IURP WKH UHIULJHUDWRU LQ WKH VSDFHV SURYLGHG RQ 
WKH FDUWRQ DQG GRVH WUD\� 

x 'R QRW VWRUH +8/,2 LQ H[WUHPH KHDW RU FROG� 
x 'R QRW XVH D 3HQ RU SUHILOOHG V\ULQJH LI WKH OLTXLG LV FORXG\� GLVFRORUHG� RU KDV IODNHV RU 

SDUWLFOHV LQ LW� 
.HHS +8/,2� LQMHFWLRQ VXSSOLHV� DQG DOO RWKHU PHGLFLQHV RXW RI WKH UHDFK RI FKLOGUHQ� 
*HQHUDO LQIRUPDWLRQ DERXW WKH VDIH DQG HIIHFWLYH XVH RI +8/,2� 
0HGLFLQHV DUH VRPHWLPHV SUHVFULEHG IRU SXUSRVHV RWKHU WKDQ WKRVH OLVWHG LQ D 0HGLFDWLRQ 
*XLGH� 'R QRW XVH +8/,2 IRU D FRQGLWLRQ IRU ZKLFK LW ZDV QRW SUHVFULEHG� 'R QRW JLYH 
+8/,2 WR RWKHU SHRSOH� HYHQ LI WKH\ KDYH WKH VDPH FRQGLWLRQ� ,W PD\ KDUP WKHP� 
7KLV 0HGLFDWLRQ *XLGH VXPPDUL]HV WKH PRVW LPSRUWDQW LQIRUPDWLRQ DERXW +8/,2� ,I \RX 
ZRXOG OLNH PRUH LQIRUPDWLRQ� WDON ZLWK \RXU KHDOWKFDUH SURYLGHU� <RX FDQ DVN \RXU SKDUPDFLVW 
RU KHDOWKFDUH SURYLGHU IRU LQIRUPDWLRQ DERXW +8/,2 WKDW LV ZULWWHQ IRU KHDOWK SURIHVVLRQDOV� 
)RU PRUH LQIRUPDWLRQ JR WR ZZZ�+8/,2�FRP RU \RX FDQ HQUROO LQ D SDWLHQW VXSSRUW SURJUDP 
E\ FDOOLQJ ��������������� 
:KDW DUH WKH LQJUHGLHQWV LQ +8/,2" 
$FWLYH LQJUHGLHQW� DGDOLPXPDE�INMS 
+8/,2 3HQ �� PJ���� P/� +8/,2 �� PJ���� P/ SUHILOOHG V\ULQJH� +8/,2 �� PJ���� P/ 
SUHILOOHG V\ULQJH� 
,QDFWLYH LQJUHGLHQWV� PHWKLRQLQH� PRQRVRGLXP JOXWDPDWH� SRO\VRUEDWH ��� VRUELWRO DQG :DWHU 
IRU ,QMHFWLRQ� 863� +\GURFKORULF DFLG LV DGGHG DV QHFHVVDU\ WR DGMXVW S+� 
0DQXIDFWXUHG E\ DQG IRU� 0\ODQ 3KDUPDFHXWLFDOV ,QF�� 0RUJDQWRZQ� :9 ����� 8�6�$� 
3URGXFW RI -DSDQ 
8�6� /LFHQVH 1XPEHU ���� 
7KLV 0HGLFDWLRQ *XLGH KDV EHHQ DSSURYHG E\ WKH 8 6 )RRG DQG 'UXJ $GPLQLVWUDWLRQ ,VVXHG� ������� 

�� 
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,16758&7,216 )25 86(
 

IRU VXEFXWDQHRXV XVH
 
�� PJ���� P/ DQG �� PJ���� P/
 
6LQJOH�'RVH 3UH¿OOHG 6\ULQJH
 

)RU VXEFXWDQHRXV �XQGHU WKH VNLQ� XVH RQO\ 

5HDG WKHVH LQVWUXFWLRQV FDUHIXOO\ EHIRUH XVLQJ \RXU 6\ULQJH� 7KLV LQIRUPDWLRQ GRHV 
QRW UHSODFH WDONLQJ WR \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ DQG \RXU 
WUHDWPHQW� 

'R QRW WU\ WR LQMHFW +8/,2 \RXUVHOI XQWLO \RX KDYH EHHQ VKRZQ WKH ULJKW ZD\ WR JLYH WKH 
LQMHFWLRQV DQG KDYH UHDG DQG XQGHUVWDQG WKLV ,QVWUXFWLRQV IRU 8VH� ,I \RXU KHDOWKFDUH 
SURYLGHU GHFLGHV WKDW \RX RU D FDUHJLYHU PD\ EH DEOH WR JLYH \RXU LQMHFWLRQV RI +8/,2 DW 
KRPH� \RX VKRXOG UHFHLYH WUDLQLQJ RQ WKH ULJKW ZD\ WR SUHSDUH DQG LQMHFW +8/,2� ,W LV 
LPSRUWDQW WKDW \RX UHDG� XQGHUVWDQG� DQG IROORZ WKHVH LQVWUXFWLRQV VR WKDW \RX LQMHFW 
+8/,2 WKH ULJKW ZD\� ,W LV DOVR LPSRUWDQW WR WDON WR \RXU KHDOWKFDUH SURYLGHU WR EH VXUH 
\RX XQGHUVWDQG \RXU +8/,2 GRVLQJ LQVWUXFWLRQV� 7R KHOS \RX UHPHPEHU ZKHQ WR LQMHFW 
+8/,2� \RX FDQ PDUN \RXU FDOHQGDU DKHDG RI WLPH� &DOO \RXU KHDOWKFDUH SURYLGHU LI \RX 
RU \RXU FDUHJLYHU KDV DQ\ TXHVWLRQV DERXW WKH ULJKW ZD\ WR LQMHFW +8/,2� 

)RU 4XHVWLRQV RU $VVLVWDQFH� &DOO 0\ODQ DW �������������� ���������,1)2�5;� 

'RVDJH� 
+8/,2 3UHILOOHG 6\ULQJH LV IRU VLQJOH GRVH ���WLPH� XVH RQO\� 

� 'R QRW XVH +8/,2 LI IUR]HQ� HYHQ LI LW KDV EHHQ WKDZHG�
 

� 'R QRW XQFDS \RXU +8/,2 3UHILOOHG 6\ULQJH XQWLO \RX DUH UHDG\ WR LQMHFW DQG ZLOO QRW EH 
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LQWHUUXSWHG�
 

� 'R QRW UHFDS� 5HFDSSLQJ \RXU +8/,2 3UHILOOHG 6\ULQJH FDQ GDPDJH WKH QHHGOH�
 

3DUWV RI WKH +8/,2 3UHILOOHG 6\ULQJH �6\ULQJH�
 

6HH )LJXUH $
 

6WRULQJ DQG +DQGOLQJ WKH 6\ULQJH
 

6WRUH 6\ULQJH LQ D UHIULJHUDWRU EHWZHHQ ���) WR ���) ���& WR ��&� LQ LWV RULJLQDO 
FDUWRQ� 

x 

5HIULJHUDWHG +8/,2 PD\ EH XVHG XQWLO WKH H[SLUDWLRQ GDWH� x 
'R QRW IUHH]H WKH 6\ULQJH� x 
'R QRW H[SRVH WKH 6\ULQJH WR H[WUHPH KHDW RU FROG� VXFK DV D KRW FDU� RU D IUHH]LQJ 
FDU RYHUQLJKW� 

x 
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,I QHHGHG� IRU H[DPSOH ZKHQ WUDYHOLQJ� +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR 
���) ����&� IRU D SHULRG RI XS WR �� GD\V� ZLWK SURWHFWLRQ IURP OLJKW� 'LVFDUG �WKURZ 
DZD\� +8/,2 LI QRW XVHG ZLWKLQ WKH ���GD\ SHULRG� 5HFRUG WKH GDWH RQ WKH FDUWRQ DQG 
GRVH WUD\ ZKHQ +8/,2 LV ILUVW UHPRYHG IURP WKH UHIULJHUDWRU� 

x 3URWHFW IURP OLJKW� 
x 7DNH FDUH QRW WR GURS RU FUXVK� 
x 'R QRW XVH LI WKH 6\ULQJH LV GDPDJHG RU EURNHQ� 
x .HHS +8/,2� LQMHFWLRQ VXSSOLHV� DQG DOO RWKHU PHGLFLQHV RXW RI WKH UHDFK RI 
FKLOGUHQ� 

*DWKHU 6XSSOLHV IRU ,QMHFWLRQ
 

)LQG D TXLHW DUHD ZLWK D ZHOO�OLW� FOHDQ DQG ÀDW ZRUN VXUIDFH DQG JDWKHU DOO WKH VXSSOLHV 
\RX ZLOO QHHG WR JLYH \RXUVHOI RU UHFHLYH DQ LQMHFWLRQ� 

6XSSOLHV \RX ZLOO QHHG� 
,QFOXGHG LQ WKH +8/,2 FDUWRQ 

x � 6\ULQJH 
�WDNHQ IURP UHIULJHUDWRU �� PLQXWHV SULRU WR LQWHQGHG LQMHFWLRQ WLPH WR DOORZ 
6\ULQJH WR UHDFK URRP WHPSHUDWXUH� 

x � DOFRKRO SUHS 
1RW LQFOXGHG LQ +8/,2 FDUWRQ 

x � )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU RU SXQFWXUH UHVLVWDQW FRQWDLQHU �6HH 
³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3UHILOOHG 6\ULQJH DQG 1HHGOH 
&DS"´ 6HFWLRQ LQ 6WHS � DW WKH HQG RI WKLV ,QVWUXFWLRQV IRU 8VH�� 

x � JDX]H SDG RU FRWWRQ EDOO 

,I \RX GR QRW KDYH DOO WKH VXSSOLHV \RX QHHG WR JLYH \RXUVHOI DQ LQMHFWLRQ� YLVLW RU FDOO 
\RXU ORFDO SKDUPDFLVW� 

3UHSDULQJ WKH 6\ULQJH
 

5HPRYH 6\ULQJH IURP UHIULJHUDWRU �� PLQXWHV EHIRUH XVLQJ� 
0DNH VXUH WKH QDPH +8/,2 DSSHDUV RQ WKH 6\ULQJH ODEHO� x 
&KHFN WKH H[SLUDWLRQ GDWH SULQWHG RQ WKH 6\ULQJH �6HH )LJXUH %�� x 
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'R QRW XVH WKH 6\ULQJH SDVW WKH H[SLUDWLRQ GDWH� x 
&KHFN WKDW WKH 6\ULQJH KDV QRW EHHQ IUR]HQ RU OHIW LQ GLUHFW VXQOLJKW� x 
/HW WKH 6\ULQJH UHDFK URRP WHPSHUDWXUH� x 
'R QRW XVH H[WHUQDO KHDW VRXUFHV VXFK DV KRW ZDWHU� GLUHFW VXQOLJKW� RU 
PLFURZDYH WR ZDUP WKH 6\ULQJH� 

x 

'R QRW SXW WKH 6\ULQJH EDFN LQ WKH UHIULJHUDWRU DIWHU LW KDV UHDFKHG URRP 
WHPSHUDWXUH� 

x 

&KHFN WKH 9LHZLQJ :LQGRZ WR PDNH VXUH� 
� 0HGLFLQH LV DW RU QHDU WKH )LOO 0DUNHU� <RX PD\ QHHG WR VKDNH JHQWO\ WR VHH OLTXLG� 
� 0HGLFLQH LV FOHDU DQG FRORUOHVV WR SDOH EURZQLVK�\HOORZ �6HH )LJXUH &�� 

'R QRW XVH WKH 6\ULQJH LI PHGLFLQH LV QRW QHDU WKH )LOO 0DUNHU� 8VH DQRWKHU 6\ULQJH RU 
FRQWDFW \RXU KHDOWKFDUH SURYLGHU� 

'R QRW XVH WKH 6\ULQJH LI LW LV FORXG\� GLVFRORUHG� RU KDV SDUWLFOHV LQ LW� 

&KRRVLQJ DQG 3UHSDULQJ ,QMHFWLRQ 6LWH
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 <RXU KHDOWKFDUH SURYLGHU VKRXOG VKRZ \RX SURSHU LQMHFWLRQ VLWH WHFKQLTXHV�
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x 5HFRPPHQGHG VXEFXWDQHRXV �XQGHU WKH VNLQ� 
,QVWUXFWLRQV LQMHFWLRQ VLWHV DUH� 
&RQWLQXHGo	 WKH IURQW RI WKH WKLJKV� RU 

o	 WKH DEGRPHQ �EHOO\� 8QIROG 
o	 'R QRW XVH DUHD ZLWKLQ � LQFKHV &RPSOHWHO\ 
RI EHOO\ EXWWRQ �6HH )LJXUH '�� 

x	 <RX VKRXOG URWDWH DQG FKDQJH \RXU LQMHFWLRQ 
VLWH HDFK WLPH \RX JLYH DQ LQMHFWLRQ� 

6WD\ DW OHDVW � LQFK IURP D SUHYLRXV VLWH XVHG� x 

'R QRW LQMHFW LQWR DUHDV ZKHUH WKH VNLQ LV WHQGHU� 
EUXLVHG� UHG� KDUG� VFDUUHG RU KDV VWUHWFK PDUNV� 

x 

,I \RX KDYH SVRULDVLV� GR QRW LQMHFW LQWR DQ\ UDLVHG�
 
WKLFN� UHG� RU VFDO\ VNLQ SDWFKHV RU OHVLRQV�
 

x 
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x 'R QRW LQMHFW WKURXJK FORWKHV� 5ROO EDFN DQ\ 
FORWKLQJ WKDW PD\ JHW LQ WKH ZD\ RI WKH LQMHFWLRQ VLWH� 

:DVK \RXU KDQGV ZLWK VRDS DQG ZDWHU� x 

:LSH WKH FKRVHQ LQMHFWLRQ VLWH XVLQJ D FLUFXODU 
PRWLRQ ZLWK DQ DOFRKRO SUHS� 

x 

:DLW IRU LW WR GU\ RQ LWV RZQ� GR QRW IDQ RU EORZ GU\� 

x	 'R QRW WRXFK WKLV LQMHFWLRQ VLWH DJDLQ EHIRUH 
UHFHLYLQJ \RXU LQMHFWLRQ� 

*LYLQJ WKH ,QMHFWLRQ
 

&DXWLRQ� ,QMHFWLRQ SURFHVV PXVW EH FRPSOHWHG ZLWKRXW LQWHUUXSWLRQ� 
5HDG DOO VWHSV ¿UVW EHIRUH EHJLQQLQJ LQMHFWLRQ� 

6WHS �
 

8QFDS
 

3XOO VWUDLJKW RQ WKH 1HHGOH &DS WR XQFDS 6\ULQJH �6HH )LJXUH (�� 'R QRW 
WZLVW� 

x 

$ IHZ GURSV RI OLTXLG PD\ FRPH RXW RI WKH QHHGOH� WKLV LV QRUPDO� x 

,W LV QRUPDO WR VHH RQH RU PRUH DLU EXEEOH�V�� x 
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7KURZ DZD\ WKH 1HHGOH &DS LQ DQ )'$�FOHDUHG VKDUSV FRQWDLQHU RU SXQFWXUH 
UHVLVWDQW FRQWDLQHU �6HH ³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3UHILOOHG 
6\ULQJH DQG 1HHGOH &DS´ LQ 6WHS ��� 'R QRW SXW \RXU SURWHFWLYH FOHDU FDS LQ WKH 
KRXVHKROG WUDVK� 

x 

&DXWLRQ� 
'R QRW UHFDS 6\ULQJH� 

x 'R QRW UHPRYH DLU EXEEOH�V�� 
x 'R QRW SXOO EDFN RQ WKH 3OXQJHU DW DQ\ WLPH� 
x 'R QRW WRXFK WKH QHHGOH ZLWK \RXU ¿QJHUV RU OHW WKH QHHGOH WRXFK DQ\WKLQJ� 
x 'R QRW XVH 6\ULQJH LI GURSSHG DIWHU XQFDSSLQJ� 

x 

6WHS �
 

6TXHH]H DQG +ROG ,QMHFWLRQ 6LWH 

7KH WKLJK LQMHFWLRQ VLWH LV VKRZQ KHUH �6HH )LJXUH )�� 3HUIRUP WKHVH VWHSV WKH VDPH 
ZD\ IRU DEGRPHQ �EHOO\� LQMHFWLRQ VLWHV� 

6TXHH]H WKH LQMHFWLRQ VLWH WR FUHDWH D UDLVHG DUHD� DQG KROG WKDW DUHD ¿UPO\ 
XQWLO WKH LQMHFWLRQ LV FRPSOHWH� 

x 

6HH ³&KRRVLQJ DQG 3UHSDULQJ ,QMHFWLRQ 6LWH´ RU WDON WR \RXU KHDOWKFDUH 
SURYLGHU IRU LQMHFWLRQ VLWH DVVLVWDQFH� 

x 

6WHS �
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,QVHUW 1HHGOH ,QWR 6LWH
 

$W D ��� DQJOH WR WKH LQMHFWLRQ VLWH� ZLWK \RXU RWKHU KDQG XVH D TXLFN GDUW�OLNH 
PRWLRQ WR LQVHUW WKH QHHGOH LQWR WKH VLWH �6HH )LJXUH *�� 

%H FDUHIXO WR LQVHUW WKH QHHGOH VR WKDW LW ZLOO QRW LQMHFW LQWR \RXU ¿QJHUV KROGLQJ WKH 
LQMHFWLRQ VLWH� 

6WHS �
 

,QMHFW 0HGLFLQH
 

$IWHU WKH QHHGOH LV LQ� OHW JR RI VTXHH]LQJ WKH LQMHFWLRQ VLWH�
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6ORZO\ SXVK WKH SOXQJHU DOO WKH ZD\ GRZQ ZLWK \RXU WKXPE XQWLO DOO WKH PHGLFLQH 
LV LQMHFWHG DQG WKH 6\ULQJH LV HPSW\ �6HH )LJXUH +�� ,I WKH SOXQJHU LV QRW SUHVVHG DOO 
WKH ZD\ GRZQ WKH 1HHGOH 6DIHW\ )HDWXUH ZLOO QRW DFWLYDWH DIWHUZDUGV WR FRYHU WKH 
QHHGOH� 

'R QRW PRYH� WZLVW� RU URWDWH 6\ULQJH GXULQJ LQMHFWLRQ� 

6WHS �
 

(QG RI ,QMHFWLRQ� 5HPRYH 6\ULQJH
 

3XOO WKH 6\ULQJH DZD\ IURP WKH LQMHFWLRQ VLWH� WKHQ UHOHDVH \RXU WKXPE IURP WKH 
SOXQJHU� 7KH QHHGOH ZLOO UHWUDFW DQG WKH 1HHGOH 6DIHW\ )HDWXUH ZLOO FRYHU WKH QHHGOH 
�6HH )LJXUH ,�� 

&DXWLRQ� ,I WKH QHHGOH GLG QRW UHWUDFW RU \RX GR QRW WKLQN \RX UHFHLYHG WKH IXOO GRVH� 
FRQWDFW \RXU KHDOWKFDUH SURYLGHU IRU DVVLVWDQFH� 

,I WKH QHHGOH GRHV QRW UHWUDFW� FDUHIXOO\ SODFH WKH 6\ULQJH LQWR D VKDUSV RU SXQFWXUH 
UHVLVWDQW FRQWDLQHU WR DYRLG LQMXU\� 

x 7KHUH PD\ EH D VPDOO DPRXQW RI OLTXLG RQ WKH LQMHFWLRQ VLWH� 7KLV LV QRUPDO� ,I 
VOLJKW EOHHGLQJ RFFXUV IURP WKH LQMHFWLRQ VLWH� SUHVV D JDX]H SDG RU FRWWRQ EDOO 
OLJKWO\ DJDLQVW WKH VLWH IRU D IHZ VHFRQGV� 

x 'R QRW UXE WKH LQMHFWLRQ VLWH� 

'LVSRVH RI WKH +8/,2 6\ULQJH DQG 1HHGOH &DS
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3XW WKH XVHG 6\ULQJH DQG 1HHGOH &DS LQ DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU RU 
SXQFWXUH UHVLVWDQW FRQWDLQHU WR DYRLG LQMXU\ �6HH ³+RZ VKRXOG , GLVSRVH RI WKH XVHG 
+8/,2 3UHILOOHG 6\ULQJH DQG 1HHGOH &DS"´ LQ 6WHS ��� 

6\ULQJH LV IRU VLQJOH�GRVH RQO\� 
'R QRW UHXVH WKH 6\ULQJH HYHQ LI DOO RI WKH PHGLFLQH ZDV QRW LQMHFWHG� 
'R QRW WU\ WR UHFDS WKH QHHGOH DV LW FRXOG OHDG WR D QHHGOH VWLFN LQMXU\� 

6WHS �
 

+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3UHILOOHG 6\ULQJH DQG 1HHGOH &DS"
 

x 3XW \RXU XVHG 6\ULQJH DQG 1HHGOH &DS LQ DQ )'$�FOHDUHG VKDUSV GLVSRVDO 
FRQWDLQHU ULJKW DZD\ DIWHU XVH� 

x 'R QRW WKURZ DZD\ �GLVSRVH RI� 6\ULQJH RU 1HHGOH &DS LQ \RXU KRXVHKROG 
WUDVK� 

,I \RX GR QRW KDYH DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU� \RX PD\ XVH D 
KRXVHKROG FRQWDLQHU WKDW LV� 
� PDGH RI D KHDY\�GXW\ SODVWLF� 
� FDQ EH FORVHG ZLWK D WLJKW�¿WWLQJ� SXQFWXUH UHVLVWDQW OLG� ZLWKRXW VKDUSV EHLQJ DEOH WR 
FRPH RXW� 
� XSULJKW DQG VWDEOH GXULQJ XVH� 
� OHDN�UHVLVWDQW� DQG 
� SURSHUO\ ODEHOHG WR ZDUQ RI KD]DUGRXV ZDVWH LQVLGH WKH FRQWDLQHU� 

:KHQ \RXU VKDUSV GLVSRVDO FRQWDLQHU LV DOPRVW IXOO� \RX ZLOO QHHG WR IROORZ \RXU 
FRPPXQLW\ JXLGHOLQHV IRU WKH ULJKW ZD\ WR GLVSRVH RI \RXU VKDUSV GLVSRVDO FRQWDLQHU� 
7KHUH PD\ EH VWDWH RU ORFDO ODZV DERXW KRZ \RX VKRXOG WKURZ DZD\ XVHG QHHGOHV DQG 
V\ULQJHV� )RU PRUH LQIRUPDWLRQ DERXW VDIH VKDUSV GLVSRVDO� DQG IRU VSHFL¿F LQIRUPDWLRQ 
DERXW VKDUSV GLVSRVDO LQ WKH VWDWH WKDW \RX OLYH LQ� JR WR WKH )'$¶V ZHEVLWH DW� 
KWWS���ZZZ�IGD�JRY�VDIHVKDUSVGLVSRVDO� 

'R QRW UHF\FOH \RXU XVHG VKDUSV GLVSRVDO FRQWDLQHU� 

6WHS �
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:ULWH GRZQ WKH GDWH \RX UHFHLYHG \RXU LQMHFWLRQ DQG WKH LQMHFWLRQ VLWH XVHG LQ WKH 
LQMHFWLRQ GLDU\� 

,QMHFWLRQ 'LDU\ 

'DWH ,QMHFWLRQ 6LWH 8VHG 

&XVWRPHU 6HUYLFH 
)RU 4XHVWLRQV RU $VVLVWDQFH�

&DOO 
0\ODQ DW �������������� ���������,1)2�5;� 

7KH EUDQGV OLVWHG DUH WUDGHPDUNV RI WKHLU UHVSHFWLYH RZQHUV�
+8/,2� LV D UHJLVWHUHG WUDGHPDUN RI )XMLILOP .\RZD .LULQ %LRORJLFV &R�� /WG�� OLFHQVHG WR 
WKH 0\ODQ FRPSDQLHV� 
&RS\ULJKW � ���� 0\ODQ ,QF� $OO ULJKWV UHVHUYHG� 

0DQXIDFWXUHG E\ DQG IRU� 
0\ODQ 3KDUPDFHXWLFDOV ,QF� 
0RUJDQWRZQ� :9 ����� 8�6�$� 
8�6� /LFHQVH 1R� ���� 

3URGXFW RI -DSDQ 

7KLV ,QVWUXFWLRQV IRU 8VH KDV EHHQ DSSURYHG E\ WKH 8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ� 

,VVXHG� ������� 
3&,�$'$/�,)86�5;� 
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,16758&7,216 )25 86(
 

IRU VXEFXWDQHRXV XVH
 
�� PJ���� P/
 

6LQJOH�'RVH 3UH¿OOHG 3HQ
 

)RU VXEFXWDQHRXV �XQGHU WKH VNLQ� XVH RQO\ 

5HDG WKHVH LQVWUXFWLRQV FDUHIXOO\ EHIRUH XVLQJ \RXU 3HQ� 7KLV LQIRUPDWLRQ GRHV QRW 
UHSODFH WDONLQJ WR \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ DQG \RXU 
WUHDWPHQW� 

'R QRW WU\ WR LQMHFW +8/,2 \RXUVHOI XQWLO \RX KDYH EHHQ VKRZQ WKH ULJKW ZD\ WR JLYH WKH 
LQMHFWLRQV DQG KDYH UHDG DQG XQGHUVWDQG WKLV ,QVWUXFWLRQV IRU 8VH� ,I \RXU KHDOWKFDUH 
SURYLGHU GHFLGHV WKDW \RX RU D FDUHJLYHU PD\ EH DEOH WR JLYH \RXU LQMHFWLRQV RI +8/,2 DW 
KRPH� \RX VKRXOG UHFHLYH WUDLQLQJ RQ WKH ULJKW ZD\ WR SUHSDUH DQG LQMHFW +8/,2� ,W LV 
LPSRUWDQW WKDW \RX UHDG� XQGHUVWDQG� DQG IROORZ WKHVH LQVWUXFWLRQV VR WKDW \RX LQMHFW 
+8/,2 WKH ULJKW ZD\� ,W LV DOVR LPSRUWDQW WR WDON WR \RXU KHDOWKFDUH SURYLGHU WR EH VXUH 
\RX XQGHUVWDQG \RXU +8/,2 GRVLQJ LQVWUXFWLRQV� 7R KHOS \RX UHPHPEHU ZKHQ WR LQMHFW 
+8/,2� \RX FDQ PDUN \RXU FDOHQGDU DKHDG RI WLPH� &DOO \RXU KHDOWKFDUH SURYLGHU LI \RX 
RU \RXU FDUHJLYHU KDV DQ\ TXHVWLRQV DERXW WKH ULJKW ZD\ WR LQMHFW +8/,2� 

)RU 4XHVWLRQV RU $VVLVWDQFH� &DOO 0\ODQ DW �������������� ���������,1)2�5;� 

&DXWLRQ� 
1HYHU SXW \RXU WKXPE� ¿QJHUV� RU KDQG RYHU WKH 
RUDQJH DFWLYDWRU DIWHU FDS LV UHPRYHG� 1HYHU SUHVV 
RU SXVK WKH 2UDQJH $FWLYDWRU ZLWK \RXU WKXPE� 
¿QJHUV� RU KDQG� 7KH 2UDQJH $FWLYDWRU LV ZKHUH 
WKH QHHGOH FRPHV RXW� ,I DFFLGHQWDO LQMHFWLRQ WR 
\RXU ¿QJHUV RU KDQGV RFFXUV� DSSO\ ¿UVW�DLG DQG 
HLWKHU FDOO \RXU KHDOWKFDUH SURYLGHU RU JR WR WKH 
QHDUHVW KRVSLWDO HPHUJHQF\ URRP LI QHHGHG� 
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,PSRUWDQW�
 

'R QRW XVH +8/,2 LI IUR]HQ� HYHQ LI LW KDV EHHQ WKDZHG�
 

'R QRW XQFDS \RXU +8/,2 3(1 XQWLO \RX DUH UHDG\ WR LQMHFW 
DQG ZLOO QRW EH LQWHUUXSWHG� 
'R QRW UHFDS� 5HFDSSLQJ \RXU +8/,2 3(1 FDQ GDPDJH 
WKH QHHGOH� 

$ ,RXG ³FOLFN´ ZL,, RFFXU ZKHQ WKH 2UDQJH $FWLYDWRU LV 
SUHVVHG GRZQ WR GH,LYHU \RXU GRVH RI +8/,2� 

� <RX PXVW SUDFWLFH LQMHFWLQJ ZLWK \RXU KHDOWKFDUH SURYLGHU 
RU QXUVH VR WKDW \RX DUH QRW VXUSULVHG E\ WKLV ³FOLFN´ VRXQG 
ZKHQ \RX JLYH \RXUVHOI LQMHFWLRQV� 
� 7KLV �VW ³FOLFN´ VRXQG PHDQV WKH VWDUW RI WKH LQMHFWLRQ� 
� <RX ZL,, NQRZ WKDW WKH LQMHFWLRQ KDV ILQLVKHG ZKHQ D,, 
WKUHH RI WKHVH KDYH RFFXUUHG� 

x $ �QG ³FOLFN´ ZDV KHDUG� DQG 
x 2UDQJH ,QGLFDWRU KDV VWRSSHG DQG FRPSOHWHO\ 
EORFNHG WKH 9LHZLQJ :LQGRZ� DQG 

x �� VHFRQGV KDV SDVVHG� 

3DUWV RI WKH +8/,2 3(1
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6WRULQJ DQG +DQGOLQJ WKH +8/,2 3(1
 

x 6WRUH 3HQ LQ D UHIULJHUDWRU EHWZHHQ ���) WR ���) ���& WR ��&� LQ LWV 
RULJLQDO FDUWRQ� 

x 5HIULJHUDWHG +8/,2 PD\ EH XVHG XQWLO WKH H[SLUDWLRQ GDWH� 
x 'R QRW IUHH]H WKH 3HQ� 
x 'R QRW H[SRVH WKH 3HQ WR H[WUHPH KHDW RU FROG� VXFK DV D KRW FDU� RU D 
IUHH]LQJ FDU RYHUQLJKW� 

,I QHHGHG� IRU H[DPSOH ZKHQ WUDYHOLQJ� +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR 
���) ����&� IRU D SHULRG RI XS WR �� GD\V� ZLWK SURWHFWLRQ IURP OLJKW� 'LVFDUG �WKURZ 
DZD\� +8/,2 LI QRW XVHG ZLWKLQ WKH �� GD\ SHULRG� 5HFRUG WKH GDWH RQ WKH FDUWRQ DQG 
GRVH WUD\ ZKHQ +8/,2 LV ILUVW UHPRYHG IURP WKH UHIULJHUDWRU� 

Reference ID: 4636419 



 

 
 

 

 

 

 

 

 
 
 
 
 
 

 

x 3URWHFW IURP OLJKW� 
7DNH FDUH QRW WR GURS RU FUXVK� x 

x 'R QRW XVH LI WKH 3HQ LV GDPDJHG RU EURNHQ� 
.HHS +8/,2� LQMHFWLRQ VXSSOLHV� DQG DOO RWKHU PHGLFLQHV RXW RI WKH UHDFK 
RI FKLOGUHQ� 

x 

*DWKHU 6XSSOLHV IRU ,QMHFWLRQ
 

)LQG D TXLHW DUHD ZLWK D ZHOO�OLW� FOHDQ DQG ÀDW ZRUN VXUIDFH DQG JDWKHU DOO WKH VXSSOLHV 
\RX ZLOO QHHG WR JLYH \RXUVHOI RU UHFHLYH DQ LQMHFWLRQ� 

6XSSOLHV \RX ZLOO QHHG� 
,QFOXGHG LQ +8/,2 FDUWRQ 

x � 3HQ �WDNHQ IURP UHIULJHUDWRU �� PLQXWHV SULRU WR LQWHQGHG LQMHFWLRQ WLPH WR DOORZ 
3HQ WR UHDFK URRP WHPSHUDWXUH�� 

x � DOFRKRO SUHS 
1RW LQFOXGHG LQ +8/,2 FDUWRQ 

x	 � )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU RU SXQFWXUH UHVLVWDQW FRQWDLQHU� �6HH 
³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3(1 DQG &DS"´ 6HFWLRQ LQ 6WHS � 
DW WKH HQG RI WKLV ,QVWUXFWLRQV IRU 8VH�� 

x	 � JDX]H SDG RU FRWWRQ EDOO 

,I \RX GR QRW KDYH DOO WKH VXSSOLHV \RX QHHG WR JLYH \RXUVHOI DQ LQMHFWLRQ� YLVLW RU FDOO 
\RXU ORFDO SKDUPDFLVW� 

3UHSDULQJ WKH 3HQ
 

5HPRYH WKH 3HQ IURP WKH UHIULJHUDWRU �� PLQXWHV EHIRUH XVLQJ�
 
x 0DNH VXUH WKH QDPH +8/,2 DSSHDUV RQ WKH 3HQ ODEHO� 
x &KHFN WKH H[SLUDWLRQ GDWH SULQWHG RQ WKH 3HQ �6HH )LJXUH %�� 
x 'R QRW XVH WKH 3HQ SDVW WKH H[SLUDWLRQ GDWH� 
x &KHFN WKDW WKH +8/,2 3(1 KDV QRW EHHQ IUR]HQ RU OHIW LQ GLUHFW VXQOLJKW� 
x /HW WKH 3HQ UHDFK URRP WHPSHUDWXUH� 
x 'R QRW XVH H[WHUQDO KHDW VRXUFHV VXFK DV KRW ZDWHU� GLUHFW VXQOLJKW� RU 
PLFURZDYH WR ZDUP WKH 3HQ� 

x 'R QRW SXW WKH 3HQ EDFN LQ UHIULJHUDWRU DIWHU LW KDV UHDFKHG URRP WHPSHUDWXUH� 
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&KHFN WKH 9LHZLQJ :LQGRZ WR PDNH VXUH� 
� 0HGLFLQH LV DW RU QHDU WKH )LOO 0DUNHU� <RX PD\ QHHG WR VKDNH JHQWO\ WR VHH OLTXLG� 
� 0HGLFLQH LV FOHDU DQG FRORUOHVV WR SDOH EURZQLVK�\HOORZ �6HH )LJXUH &�� 

'R QRW XVH WKH 3HQ LI PHGLFLQH LV QRW QHDU WKH )LOO 0DUNHU� 8VH DQRWKHU 3HQ RU FRQWDFW 
\RXU KHDOWKFDUH SURYLGHU� 

'R QRW XVH WKH 3HQ LI LW LV FORXG\� GLVFRORUHG� RU KDV SDUWLFOHV LQ LW� 
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&KRRVLQJ DQG 3UHSDULQJ ,QMHFWLRQ 6LWH
 

<RXU KHDOWKFDUH SURYLGHU VKRXOG 
VKRZ \RX SURSHU LQMHFWLRQ VLWH 
WHFKQLTXHV� 

5HFRPPHQGHG
 
VXEFXWDQHRXV �XQGHU WKH
 
VNLQ� LQMHFWLRQ VLWHV DUH�
 

x 

o	 WKH IURQW RI WKH WKLJKV� RU 
o	 WKH DEGRPHQ �EHOO\� 
o	 'R QRW XVH DUHD ZLWKLQ �
 
LQFKHV RI EHOO\ EXWWRQ �6HH
 
)LJXUH '��
 

x	 <RX VKRXOG URWDWH DQG 
FKDQJH \RXU LQMHFWLRQ VLWH 
HDFK WLPH \RX JLYH DQ 
LQMHFWLRQ� 

x	 6WD\ DW OHDVW � LQFK IURP D SUHYLRXV 
VLWH XVHG� 

x	 'R QRW LQMHFW LQWR DUHDV ZKHUH WKH VNLQ LV 
WHQGHU� EUXLVHG� UHG� KDUG� VFDUUHG RU KDV 
VWUHWFK PDUNV� 

x	 ,I \RX KDYH SVRULDVLV� GR QRW LQMHFW LQWR DQ\ 
UDLVHG� WKLFN� UHG� RU VFDO\ VNLQ SDWFKHV RU 
OHVLRQV� 

x	 'R QRW LQMHFW WKURXJK FORWKHV� 5ROO EDFN 
DQ\ FORWKLQJ WKDW PD\ JHW LQ WKH ZD\ RI WKH 
LQMHFWLRQ VLWH� 

,QVWUXFWLRQV 
&RQWLQXHG 

8QIROG 
&RPSOHWHO\ 

:DVK \RXU KDQGV ZLWK VRDS DQG ZDWHU� x 
:LSH WKH FKRVHQ LQMHFWLRQ VLWH XVLQJ 
D FLUFXODU PRWLRQ ZLWK DQ DOFRKRO 
SUHS� 

x 

:DLW IRU LW WR GU\ RQ LWV RZQ� GR QRW EORZ 
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GU\� 
'R QRW WRXFK WKLV LQMHFWLRQ VLWH DJDLQ 
EHIRUH UHFHLYLQJ \RXU LQMHFWLRQ� 

x 

*LYLQJ WKH ,QMHFWLRQ
 

&DXWLRQ� ,QMHFWLRQ SURFHVV PXVW EH FRPSOHWHG ZLWKRXW LQWHUUXSWLRQ� 
5HDG DOO VWHSV ¿UVW EHIRUH EHJLQQLQJ LQMHFWLRQ� 

6WHS �
 

8QFDS
 

x 3XOO VWUDLJKW RQ WKH SURWHFWLYH FOHDU FDS WR XQFDS WKH 3HQ �6HH )LJXUH (�� 'R 
QRW WZLVW� 

x $ IHZ GURSV RI OLTXLG PD\ FRPH RXW RI WKH QHHGOH� WKLV LV QRUPDO� 

x 7KURZ DZD\ WKH SURWHFWLYH FOHDU FDS LQ DQ )'$�FOHDUHG VKDUSV FRQWDLQHU RU 
SXQFWXUH UHVLVWDQW FRQWDLQHU �6HH ³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 
3(1 DQG &DS"´ LQ 6WHS ��� 'R QRW SXW \RXU SURWHFWLYH FOHDU FDS LQ WKH 
KRXVHKROG WUDVK� 

,PSRUWDQW� 

'R QRW SXW WKH SURWHFWLYH FOHDU FDS EDFN RQ WKH 3HQ� 7KLV FDQ GDPDJH WKH 
QHHGOH� 

x 

'R QRW WRXFK WKH 2UDQJH $FWLYDWRU ZLWK \RXU ¿QJHUV �WKLV LV ZKHUH WKH QHHGOH x 
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FRPHV RXW��
 

6WHS �
 

6TXHH]H DQG +ROG ,QMHFWLRQ 6LWH 

7KH WKLJK LQMHFWLRQ VLWH LV VKRZQ KHUH �6HH )LJXUH )�� 3HUIRUP WKHVH VWHSV WKH VDPH 
ZD\ IRU DEGRPHQ �EHOO\� LQMHFWLRQ VLWHV� 

x	 6TXHH]H WKH LQMHFWLRQ VLWH WR FUHDWH D UDLVHG DUHD� DQG KROG WKDW DUHD ¿UPO\� 
XQWLO WKH LQMHFWLRQ LV FRPSOHWH� 

x	 6HH ³&KRRVLQJ DQG 3UHSDULQJ ,QMHFWLRQ 6LWH´ RU WDON WR \RXU KHDOWKFDUH 
SURYLGHU IRU LQMHFWLRQ VLWH DVVLVWDQFH� 

6WHS �
 

3ODFH 3HQ
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3ODFH WKH 2UDQJH $FWLYDWRU HQG RQWR WKH LQMHFWLRQ VLWH� x 

.HHS WKH 3HQ KHOG VWUDLJKW ���� DQJOH� DQG IODW WR WKH UDLVHG LQMHFWLRQ VLWH 
DUHD� DQG ZLWK WKH 9LHZLQJ :LQGRZ YLVLEOH WR \RX �6HH )LJXUH *�� 

x 

%H FDUHIXO WR SODFH WKH 3HQ VR WKDW LW ZLOO QRW LQMHFW LQWR \RXU ¿QJHUV KROGLQJ WKH 
LQMHFWLRQ VLWH� 

x 

6WHS �
 

%HJLQ ,QMHFWLRQ
 

x	 )LUPO\ SXVK WKH ERG\ RI WKH 3HQ GRZQ DJDLQVW WKH LQMHFWLRQ VLWH WR HQJDJH 
WKH 2UDQJH $FWLYDWRU DQG EHJLQ LQMHFWLRQ �6HH )LJXUH +�� 7U\ QRW WR FRYHU WKH 
9LHZLQJ :LQGRZ� 

x	 &RQWLQXH SXVKLQJ GRZQ DIWHU KHDULQJ WKH �VW ³FOLFN´� 7KLV �VW ³FOLFN´ VRXQG 
VLJQDOV WKH VWDUW RI WKH LQMHFWLRQ� 

,Q WKH 9LHZLQJ :LQGRZ� WKH 2UDQJH�,QGLFDWRU ZLOO PRYH WR VKRZ WKH 
SURJUHVV RI WKH LQMHFWLRQ� 

x 

'R QRW PRYH� WZLVW� RU URWDWH WKH 3HQ GXULQJ LQMHFWLRQ� x 

6WHS � FOLFN� �� VHFRQGV� RUDQJH LQGLFDWRU
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+ROG 'RZQ IRU �QG ³FOLFN´� 2UDQJH ,QGLFDWRU DQG �� 6HFRQGV
 

&RQWLQXH SXVKLQJ WKH ERG\ RI WKH 3HQ GRZQ DJDLQVW WKH LQMHFWLRQ VLWH XQWLO� 
� $ �QG ³FOLFN´ ZDV KHDUG� DQG 
� 2UDQJH ,QGLFDWRU KDV VWRSSHG DQG FRPSOHWHO\ EORFNHG WKH 9LHZLQJ :LQGRZ 
�6HH )LJXUH ,�� DQG 
� �� VHFRQGV KDV SDVVHG� 

&DXWLRQ� 0DNH VXUH DOO WKUHH RI WKHVH KDYH RFFXUUHG WR HQVXUH DOO PHGLFLQH ZDV 
GHOLYHUHG� ,I WKH QHHGOH GLG QRW UHWUDFW RU \RX GR QRW WKLQN \RX UHFHLYHG WKH IXOO GRVH 
FRQWDFW \RXU KHDOWKFDUH SURYLGHU IRU DVVLVWDQFH� 

6WHS �
 

(QG RI ,QMHFWLRQ� 5HPRYH +8/,2 3HQ
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x 3XOO 3HQ VWUDLJKW DZD\ IURP LQMHFWLRQ VLWH �6HH )LJXUH -�� 
x 7KHUH PD\ EH D VPDOO DPRXQW RI OLTXLG RQ WKH LQMHFWLRQ VLWH� 7KLV LV QRUPDO� ,I 
VOLJKW EOHHGLQJ RFFXUV IURP WKH LQMHFWLRQ VLWH� SUHVV D JDX]H SDG RU FRWWRQ EDOO 
OLJKWO\ DJDLQVW WKH VLWH IRU D IHZ VHFRQGV� 

x 'R QRW UXE WKH LQMHFWLRQ VLWH� 

'LVSRVH RI WKH +8/,2 3(1 DQG &DS 
3XW WKH XVHG 3HQ DQG &DS LQ DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU RU SXQFWXUH 
UHVLVWDQW FRQWDLQHU WR DYRLG LQMXU\ �6HH ³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3(1 
DQG &DS"´ LQ 6WHS ��� 

3HQ LV IRU VLQJOH�GRVH RQO\� 
'R QRW UHXVH WKH 3HQ LI DOO RI WKH PHGLFLQH ZDV QRW LQMHFWHG� 
'R QRW WU\ WR UHFDS WKH 3HQ DV LW FRXOG OHDG WR D QHHGOH VWLFN LQMXU\� 

6WHS �
 

+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3(1 DQG &DS"
 
x 3XW \RXU XVHG 3HQ DQG FDS LQ DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU 
ULJKW DZD\ DIWHU XVH� 

x 'R QRW WKURZ DZD\ �GLVSRVH RI� WKH 3HQ RU &DS LQ \RXU KRXVHKROG WUDVK� 

,I \RX GR QRW KDYH DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU� \RX PD\ XVH D 
KRXVHKROG FRQWDLQHU WKDW LV� 

� PDGH RI D KHDY\�GXW\ SODVWLF� 
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� FDQ EH FORVHG ZLWK D WLJKW�¿WWLQJ� SXQFWXUH UHVLVWDQW OLG� ZLWKRXW VKDUSV EHLQJ 
DEOH WR FRPH RXW� 
� XSULJKW DQG VWDEOH GXULQJ XVH� 
� OHDN�UHVLVWDQW� DQG 
� SURSHUO\ ODEHOHG WR ZDUQ RI KD]DUGRXV ZDVWH LQVLGH WKH FRQWDLQHU� 

:KHQ \RXU VKDUSV GLVSRVDO FRQWDLQHU LV DOPRVW IXOO� \RX ZLOO QHHG WR IROORZ \RXU 
FRPPXQLW\ JXLGHOLQHV IRU WKH ULJKW ZD\ WR GLVSRVH RI \RXU VKDUSV GLVSRVDO FRQWDLQHU� 
7KHUH PD\ EH VWDWH RU ORFDO ODZV DERXW KRZ \RX VKRXOG WKURZ DZD\ XVHG QHHGOHV DQG 
SHQV� )RU PRUH LQIRUPDWLRQ DERXW VDIH VKDUSV GLVSRVDO� DQG IRU VSHFL¿F LQIRUPDWLRQ 
DERXW VKDUSV GLVSRVDO LQ WKH VWDWH WKDW \RX OLYH LQ� JR WR WKH )'$¶V ZHEVLWH DW� 
KWWS���ZZZ�IGD�JRY�VDIHVKDUSVGLVSRVDO� 

'R QRW UHF\FOH \RXU XVHG VKDUSV GLVSRVDO FRQWDLQHU� 

6WHS �
 

:ULWH GRZQ WKH GDWH \RX UHFHLYHG \RXU LQMHFWLRQ DQG WKH LQMHFWLRQ VLWH XVHG LQ WKH 
LQMHFWLRQ GLDU\� 
,QMHFWLRQ 'LDU\ 

'DWH ,QMHFWLRQ 6LWH 8VHG 

&XVWRPHU 6HUYLFH 
)RU 4XHVWLRQV RU $VVLVWDQFH�

&DOO 0\ODQ DW �������������� ���������,1)2�5;� 

7KH EUDQGV OLVWHG DUH WUDGHPDUNV RI WKHLU UHVSHFWLYH RZQHUV� 
+8/,2� LV D UHJLVWHUHG WUDGHPDUN RI )XMLILOP .\RZD .LULQ %LRORJLFV &R�� /WG�� OLFHQVHG WR 
WKH 0\ODQ FRPSDQLHV� 
&RS\ULJKW � ���� 0\ODQ ,QF� $OO ULJKWV UHVHUYHG� 
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0DQXIDFWXUHG E\ DQG IRU� 
0\ODQ 3KDUPDFHXWLFDOV ,QF� 
0RUJDQWRZQ� :9 ����� 8�6�$� 
8�6� /LFHQVH 1R� ���� 

3URGXFW RI -DSDQ 

7KLV ,QVWUXFWLRQV IRU 8VH KDV EHHQ DSSURYHG E\ WKH 8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ� 

,VVXHG� ������� 
3&,�$'$/�,)83�5;� 
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4XLFN 5HIHUHQFH *XLGH 
5HDG WKHVH LQVWUXFWLRQV FDUHIXOO\ 

EHIRUH XVLQJ \RXU 6\ULQJH 

6LQJOH�'RVH 3UH¿OOHG 6\ULQJH�
)RU VXEFXWDQHRXV LQMHFWLRQ RQO\� 

3DUWV RI WKH +8/,2 6\ULQJH
 

)RU FRPSOHWH LQVWUXFWLRQV UHIHU WR ,QVWUXFWLRQV )RU 8VH LQVHUW LQ WKH FDUWRQ� 
)RU 4XHVWLRQV RU $VVLVWDQFH� &DOO 0\ODQ DW �������������� ���������,1)2�5;� 
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3UHSDULQJ WKH 6\ULQJH 

5HPRYH 6\ULQJH IURP UHIULJHUDWRU 
�� PLQXWHV EHIRUH XVLQJ� 
x &KHFN 6\ULQJH ODEHO IRU WKH 
QDPH +8/,2� 
&KHFN WKH H[SLUDWLRQ GDWH RQ
6\ULQJH�  

x /HW 6\ULQJH FRPH WR URRP WHP�
SHUDWXUH� 

'R QRW XVH H[WHUQDO KHDW VRXUFHV� 
'R QRW SXW 6\ULQJH EDFN LQ UHIULJHU� 
DWRU DIWHU UHDFKLQJ URRP WHPSHUD� 
WXUH� 

x 

&KHFN WR PDNH VXUH� 
� 0HGLFLQH LV DW RU QHDU WKH 
)LOO 0DUNHU� <RX PD\ QHHG WR 
VKDNH JHQWO\ WR VHH OLTXLG� 

� 0HGLFLQH LV FOHDU DQG 
FRORUOHVV WR SDOH EURZQLVK� 
\HOORZ� 

'R QRW XVH LI 
PHGLFLQH LV QRW 
QHDU ¿OO PDUNHU� 
'R QRW XVH LI 
PHGLFLQH LV 
FORXG\� GLVFRO� 
RUHG� RU KDV 
SDUWLFOHV LQ LW� 

&KRRVLQJ DQG 3UHSDULQJ 
,QMHFWLRQ 6LWH 

5HFRPPHQGHG LQMHF� 
WLRQ VLWHV LQFOXGH WKH 
WKLJKV RU DEGRPHQ 
�EHOO\�� 

'R QRW XVH DUHD ZLWKLQ � 
LQFKHV RI EHOO\ EXWWRQ� 

5RWDWH DQG FKDQJH LQ� 
MHFWLRQ VLWH HDFK WLPH� 

6WD\ DW OHDVW � LQFK IURP 
D SUHYLRXV VLWH XVHG� 

'R QRW LQMHFW LQWR DUHDV 
ZKHUH WKH VNLQ LV WHQGHU� 
EUXLVHG� UHG� KDUG� 
VFDUUHG RU KDV VWUHWFK 
PDUNV� 

:DVK KDQGV ZLWK VRDS DQG ZDWHU� 
:LSH LQMHFWLRQ VLWH LQ D FLUFXODU PRWLRQ ZLWK DO� 
FRKRO SUHS� 

:DLW  IRU  VLWH  WR  GU\  RQ  LWV  RZQ�  GR  QRW IDQ RU 
EORZ GU\� 
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*LYLQJ WKH ,QMHFWLRQ 

� 6TXHH]H DQG 8QFDS  � ,QVHUW  1HHGOH  
+ROG  ,QMHFWLRQ  6LWH  � 

,QWR  6LWH  

3XOO FDS RII� 6TXHH]H LQMHFWLRQ VLWH WR 

&DXWLRQ� 'R QRW UH�FDS� 
FUHDWH D UDLVHG DUHD� 

,QVHUW QHHGOH DW ��� DQJOH WR 
WKH LQMHFWLRQ VLWH� XVLQJ D 

'R QRW UHPRYH DLU EXEEOHV� $LU TXLFN� GDUW�OLNH PRWLRQ� 

EXEEOHV DUH QRUPDO� 

$ IHZ GURSV RI OLTXLG PD\ 
FRPH RXW RI WKH QHHGOH� WKLV LV 
QRUPDO� 
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� �,QMHFW  0HGLFLQH 
  

/HW JR RI VTXHH]LQJ WKH LQMHF�
 
WLRQ VLWH� WKHQ VORZO\ SXVK WKH 
SOXQJHU GRZQ DOO WKH ZD\� 

7KH SOXQJHU PXVW EH SUHVVHG 
DOO WKH ZD\ GRZQ WR DFWLYDWH 1HH� 
GOH 6DIHW\ )HDWXUH DIWHUZDUGV WR 
FRYHU WKH QHHGOH� 

'R QRW PRYH� WZLVW� RU URWDWH 
V\ULQJH GXULQJ LQMHFWLRQ� 

(QG  RI ,QMHFWLRQ� 5HPRYH 6\ULQJH
 

3XOO DZD\ IURP LQMHFWLRQ VLWH� 
WKHQ UHOHDVH WKXPE IURP SOXQJHU� 

7KH 1HHGOH 6DIHW\ )HDWXUH ZLOO UHWUDFW DQG FRYHU WKH QHH� 
GOH� 

&DXWLRQ� ,I WKH QHHGOH GLG QRW UHWUDFW RU \RX GR QRW WKLQN 
\RX UHFHLYHG WKH IXOO GRVH� FRQWDFW \RXU KHDOWKFDUH SUR� 
YLGHU IRU DVVLVWDQFH� 

'R QRW UHFDS�
 
'R QRW UHXVH 6\ULQJH�
 

'LVSRVH LQ D VKDUSV FRQWDLQHU 
�VHH EDFN FRYHU IRU PRUH GHWDLOV�� 
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6WRULQJ DQG +DQGOLQJ WKH +8/,2 6\ULQJH 

6WRUH 6\ULQJH LQ D UHIULJHUDWRU EHWZHHQ ���) WR ���) ���& WR ��&� LQ LWV 
RULJLQDO FDUWRQ� 

� 'R QRW IUHH]H 6\ULQJH� 
� 'R QRW XVH 6\ULQJH LI LW KDV EHHQ IUR]HQ� 
� 'R QRW H[SRVH 6\ULQJH WR H[WUHPH KHDW RU FROG� VXFK DV D KRW FDU� 
RU D IUHH]LQJ FDU RYHUQLJKW� 

,I QHHGHG� IRU H[DPSOH ZKHQ WUDYHOLQJ� +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR D PD[LPXP 
RI ���) ����&� IRU D SHULRG RI XS WR �� GD\V� ZLWK SURWHFWLRQ IURP OLJKW� +8/,2 VKRXOG EH GLVFDUGHG 
�WKURZQ DZD\� LI QRW XVHG ZLWKLQ WKH ���GD\ SHULRG� 5HFRUG WKH GDWH ZKHQ +8/,2 LV ILUVW UHPRYHG 
IURP WKH UHIULJHUDWRU� 

x 3URWHFW IURP OLJKW� 
x 7DNH FDUH QRW WR GURS RU FUXVK� 
x 'R QRW XVH LI 6\ULQJH LV GDPDJHG RU EURNHQ� 

x .HHS +8/,2� LQMHFWLRQ VXSSOLHV� DQG DOO RWKHU PHGLFLQHV RXW RI WKH UHDFK RI FKLOGUHQ� 

,QMHFWLRQ
 
'LDU\
 

'DWH ,QMHFWLRQ 6LWH 8VHG 
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'LVSRVLQJ RI WKH +8/,2 6\ULQJH DQG 1HHGOH &DS 

3XW \RXU XVHG 6\ULQJH DQG 1HHGOH &DS LQ DQ )'$�FOHDUHG VKDUSV GLVSRVDO 
FRQWDLQHU ULJKW DZD\ DIWHU XVH� 'R QRW WKURZ DZD\ �GLVSRVH RI� 6\ULQJH DQG 
1HHGOH &DS LQ \RXU KRXVHKROG WUDVK� 

,I \RX GR QRW KDYH DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU� \RX PD\ XVH D 
KRXVHKROG FRQWDLQHU WKDW LV� 
� PDGH RI D KHDY\�GXW\ SODVWLF� 
� FDQ EH FORVHG ZLWK D WLJKW�¿WWLQJ� SXQFWXUH UHVLVWDQW OLG� 
ZLWKRXW VKDUSV EHLQJ DEOH WR FRPH RXW� 
� XSULJKW DQG VWDEOH GXULQJ XVH� 
� OHDN�UHVLVWDQW� DQG 
� SURSHUO\ ODEHOHG WR ZDUQ RI KD]DUGRXV ZDVWH LQVLGH WKH FRQWDLQHU� 

:KHQ \RXU VKDUSV GLVSRVDO FRQWDLQHU LV DOPRVW IXOO� \RX ZLOO QHHG WR IROORZ \RXU 
FRPPXQLW\ JXLGHOLQHV IRU WKH ULJKW ZD\ WR GLVSRVH RI \RXU VKDUSV GLVSRVDO FRQWDLQHU� 
7KHUH PD\ EH VWDWH RU ORFDO ODZV DERXW KRZ \RX VKRXOG WKURZ DZD\ XVHG QHHGOHV 
DQG V\ULQJHV� )RU PRUH LQIRUPDWLRQ DERXW VDIH VKDUSV GLVSRVDO� DQG IRU VSHFL¿F LQ� 
IRUPDWLRQ DERXW VKDUSV GLVSRVDO LQ WKH VWDWH WKDW \RX OLYH LQ� JR WR WKH )'$¶V ZHEVLWH 
DW� KWWS���ZZZ�IGD�JRY�VDIHVKDUSVGLVSRVDO� 

'R QRW UHF\FOH \RXU XVHG VKDUSV GLVSRVDO FRQWDLQHU� 

&XVWRPHU 6HUYLFH 
)RU 4XHVWLRQV RU $VVLVWDQFH�
&DOO 0\ODQ DW �������������� ������� 
��,1)2�5;� 

+8/,2� LV D UHJLVWHUHG WUDGHPDUN 
RI )XMLILOP .\RZD .LULQ %LRORJLFV 
&R�� /WG�� OLFHQVHG WR WKH 0\ODQ 
FRPSDQLHV� 
&RS\ULJKW � ���� 0\ODQ ,QF� 
$OO ULJKWV UHVHUYHG� 

0DQXIDFWXUHG E\ DQG IRU� 
0\ODQ 3KDUPDFHXWLFDOV ,QF� 
0RUJDQWRZQ� :9 ����� 8�6�$� 
8�6� /LFHQVH 1R� ���� 
3URGXFW RI -DSDQ 
,VVXHG� ������� 
3&,�$'$/�45*6�5;� 
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4XLFN 5HIHUHQFH *XLGH
 
5HDG WKHVH LQVWUXFWLRQV FDUHIXOO\ 

EHIRUH XVLQJ \RXU 3HQ 

6LQJOH�'RVH 3UH¿OOHG 3HQ�
)RU VXEFXWDQHRXV LQMHFWLRQ RQO\� 

3DUWV RI WKH +8/,2 3(1 �3HQ�
 

'R QRW XQFDS XQWLO \RX DUH UHDG\ WR 
LQMHFW DQG ZLOO QRW EH LQWHUUXSWHG� 

&DXWLRQ� 
1HYHU SXW \RXU WKXPE� ¿QJHUV� RU KDQG RYHU WKH 2UDQJH $FWLYD� 
WRU DIWHU FDS LV UHPRYHG� 1HYHU SUHVV RU SXVK WKH 2UDQJH $FWL� 
YDWRU ZLWK \RXU WKXPE� ¿QJHUV� RU KDQG� 7KH 2UDQJH $FWLYDWRU LV 
ZKHUH WKH QHHGOH FRPHV RXW� ,I DFFLGHQWDO LQMHFWLRQ WR \RXU 
¿QJHUV RU KDQGV RFFXUV� DSSO\ ¿UVW�DLG DQG HLWKHU VHHN PHGLFDO 
DWWHQWLRQ RU JR WR WKH QHDUHVW HPHUJHQF\ URRP LI QHHGHG� 

)RU FRPSOHWH LQVWUXFWLRQV UHIHU WR WKH 0HGLFDWLRQ *XLGH DQG ,QVWUXFWLRQV )RU 8VH LQ WKH FDUWRQ� 
)RU 4XHVWLRQV RU $VVLVWDQFH� &DOO
 

0\ODQ DW �������������� ���������,1)2�5;�
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3UHSDULQJ WKH 3HQ 
&KRRVLQJ DQG 3UHSDULQJ 

5HPRYH 3HQ IURP UHIULJHUD� ,QMHFWLRQ 6LWH
 
WRU �� PLQXWHV EHIRUH XVLQJ�
 
x &KHFN 3HQ ODEHO IRU
 5HFRPPHQGHG LQMHF� 
WKH QDPH +8/,2� WLRQ VLWHV LQFOXGH WKH 

x &KHFN WKH H[SLUDWLRQ WKLJKV RU DEGRPHQ 
GDWH RQ 3HQ� �EHOO\�� 

x /HW 3HQ FRPH WR URRP 
WHPSHUDWXUH� 'R QRW XVH DUHD ZLWKLQ � 

'R QRW XVH H[WHUQDO KHDW LQFKHV RI EHOO\ EXWWRQ� 
VRXUFHV� 
'R QRW SXW 3HQ EDFN LQ UHIULJ� 5RWDWH DQG FKDQJH 
HUDWRU DIWHU UHDFKLQJ URRP LQMHFWLRQ VLWH HDFK WLPH� 
WHPSHUDWXUH� 

6WD\ DW OHDVW � LQFK IURP 
&KHFN 9LHZLQJ :LQGRZ WR D SUHYLRXV VLWH XVHG� 
PDNH VXUH� 
� 0HGLFLQH LV DW RU QHDU WKH 'R QRW LQMHFW LQWR DUHDV 
)LOO 0DUNHU� <RX PD\ QHHG WR ZKHUH WKH VNLQ LV WHQGHU� 
VKDNH JHQWO\ WR VHH OLTXLG� EUXLVHG� UHG� KDUG� 

VFDUUHG RU KDV VWUHWFK 
� 0HGLFLQH LV FOHDU DQG FRO� PDUNV� 
RUOHVV WR SDOH EURZQLVK�\HO�
 
ORZ
 :DVK KDQGV ZLWK VRDS DQG ZDWHU� 

'R QRW XVH LI :LSH LQMHFWLRQ VLWH LQ D FLUFXODU PRWLRQ ZLWK DO� 
PHGLFLQH LV QRW FRKRO SUHS� 
QHDU ¿OO PDUNHU :DLW IRU VLWH WR GU\ RQ LWV RZQ� GR QRW IDQ RU EORZ 
'R QRW XVH LI GU\� 
PHGLFLQH LV 
FORXG\� GLVFRO� 
RUHG� RU KDV 
SDUWLFOHV LQ LW� 
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*LYLQJ WKH ,QMHFWLRQ 

6TXHH]H 6LWH DQG8QFDS  %HJLQ  ,QMHFWLRQ  � �� 3ODFH  3HQ  

6TXHH]H LQMHFWLRQ VLWH WR FUH� 
DWH D UDLVHG DUHD� 

'R QRW UH�FDS� 
'R QRW WRXFK WKH 2UDQJH 

3XOO FDS RII� 

3ODFH 2UDQJH $FWLYDWRU HQG
 
$FWLYDWRU ZLWK \RXU ¿QJHUV
 RQWR UDLVHG DUHD DW D ��� DQ�
 
�WKLV LV ZKHUH WKH QHHGOH
 JOH ZLWK 9LHZLQJ :LQGRZ YLVL�
 
FRPHV RXW��
 EOH WR \RX� 

3XVK GRZQ WR EHJLQ LQMHFWLRQ� 

&RQWLQXH KROGLQJ GRZQ DIWHU 
KHDULQJ �VW ³FOLFN´� 

'R QRW PRYH� WZLVW� RU URWDWH 
3HQ GXULQJ LQMHFWLRQ� 
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�+ROG  'RZQ  IRU  �QG  ³FOLFN´�  2UDQJH  ,QGLFDWRU  
DQG �� 6HFRQGV 

� 5HPRYH IURP LQMHFWLRQ VLWH 

'LVSRVH LQ D VKDUSV FRQWDLQHU �VHH 
EDFN FRYHU IRU PRUH GHWDLOV�� 

&RQWLQXH KROGLQJ GRZQ XQWLO� 

� $ �QG ³FOLFN´ ZDV KHDUG� DQG 
� 2UDQJH ,QGLFDWRU KDV VWRSSHG DQG FRPSOHWHO\ EORFNHG 
WKH 9LHZLQJ :LQGRZ� DQG 
� �� VHFRQGV KDV SDVVHG� 

&DXWLRQ� 0DNH VXUH DOO WKUHH RI WKHVH KDYH RFFXUUHG WR HQ� 
VXUH DOO PHGLFLQH ZDV GHOLYHUHG� ,I WKH QHHGOH GLG QRW UHWUDFW 
RU \RX GR QRW WKLQN \RX UHFHLYHG WKH IXOO GRVH� FRQWDFW \RXU 
KHDOWKFDUH SURYLGHU IRU DVVLVWDQFH� 
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6WRULQJ DQG +DQGOLQJ WKH 3HQ 

6WRUH 3HQ LQ D UHIULJHUDWRU EHWZHHQ ���) WR ���) ���& WR ��&� LQ LWV 
RULJLQDO FDUWRQ� 
5HIULJHUDWHG +8/,2 PD\ EH XVHG XQWLO WKH H[SLUDWLRQ GDWH� 

� 'R QRW IUHH]H 3HQ� 
� 'R QRW XVH 3HQ LI LW KDV EHHQ IUR]HQ� 
� 'R QRW H[SRVH 3HQ WR H[WUHPH KHDW RU FROG� VXFK DV D KRW FDU� RU 
D IUHH]LQJ FDU RYHUQLJKW� 

,I QHHGHG� IRU H[DPSOH ZKHQ WUDYHOLQJ� +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR D PD[LPXP 
RI ���) ����&� IRU D SHULRG RI XS WR �� GD\V� ZLWK SURWHFWLRQ IURP OLJKW� +8/,2 VKRXOG EH GLVFDUGHG 
�WKURZQ DZD\� LI QRW XVHG ZLWKLQ WKH ���GD\ SHULRG� 5HFRUG WKH GDWH ZKHQ +8/,2 LV ILUVW UHPRYHG 
IURP WKH UHIULJHUDWRU� 

x 3URWHFW IURP OLJKW� 
x 7DNH FDUH QRW WR GURS RU FUXVK� 
x 'R QRW XVH LI 3HQ LV GDPDJHG RU EURNHQ� 
x .HHS +8/,2� LQMHFWLRQ VXSSOLHV� DQG DOO RWKHU PHGLFLQHV RXW RI WKH UHDFK RI FKLOGUHQ� 
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'LVSRVLQJ WKH 3HQ DQG 3HQ &DS 

3XW \RXU XVHG 3HQ DQG 3HQ &DS LQ DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU 
ULJKW DZD\ DIWHU XVH� 'R QRW WKURZ DZD\ �GLVSRVH RI� 3HQ DQG 3HQ &DS LQ \RXU 
KRXVHKROG WUDVK� 

,I \RX GR QRW KDYH DQ )'$�FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU� \RX PD\ XVH D 
KRXVHKROG FRQWDLQHU WKDW LV� 
� PDGH RI D KHDY\�GXW\ SODVWLF� 
� FDQ EH FORVHG ZLWK D WLJKW�¿WWLQJ� SXQFWXUH UHVLVWDQW OLG� 
ZLWKRXW VKDUSV EHLQJ DEOH WR FRPH RXW� 
� XSULJKW DQG VWDEOH GXULQJ XVH� 
� OHDN�UHVLVWDQW� DQG 
� SURSHUO\ ODEHOHG WR ZDUQ RI KD]DUGRXV ZDVWH LQVLGH WKH FRQWDLQHU� 

:KHQ \RXU VKDUSV GLVSRVDO FRQWDLQHU LV DOPRVW IXOO� \RX ZLOO QHHG WR IROORZ \RXU 
FRPPXQLW\ JXLGHOLQHV IRU WKH ULJKW ZD\ WR GLVSRVH RI \RXU VKDUSV GLVSRVDO FRQWDLQHU� 
7KHUH PD\ EH VWDWH RU ORFDO ODZV DERXW KRZ \RX VKRXOG WKURZ DZD\ XVHG QHHGOHV 
DQG 3HQV� )RU PRUH LQIRUPDWLRQ DERXW VDIH VKDUSV GLVSRVDO� DQG IRU VSHFL¿F LQIRU� 
PDWLRQ DERXW VKDUSV GLVSRVDO LQ WKH VWDWH WKDW \RX OLYH LQ� JR WR WKH )'$¶V ZHEVLWH 
DW� KWWS���ZZZ�IGD�JRY�VDIHVKDUSVGLVSRVDO� 

'R QRW UHF\FOH \RXU XVHG VKDUSV GLVSRVDO FRQWDLQHU� 

&XVWRPHU 6HUYLFH 
)RU 4XHVWLRQV RU $VVLVWDQFH�

&DOO 
0\ODQ DW �������������� ��������� 

,1)2�5;� 

+8/,2� LV D UHJLVWHUHG WUDGHPDUN 
RI )XMLILOP .\RZD .LULQ %LRORJLFV 
&R�� /WG�� OLFHQVHG WR WKH 0\ODQ 
FRPSDQLHV� 
&RS\ULJKW � ���� 0\ODQ ,QF� 
$OO ULJKWV UHVHUYHG� 

0DQXIDFWXUHG E\ DQG IRU� 
0\ODQ 3KDUPDFHXWLFDOV ,QF� 
0RUJDQWRZQ� :9 ����� 8�6�$� 
8�6� /LFHQVH 1R� ���� 
3URGXFW RI -DSDQ 

,VVXHG� ������� 
3&,�$'$/�45*3�5;� 
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	:$51,1*. 6(5,286 ,1)(&7,216 DQG 0$/,*1$1&< 
	6(5,286 ,1)(&7,216 
	3DWLHQWV WUHDWHG ZLWK DGDOLPXPDE SURGXFWV LQFOXGLQJ +8/,2 DUH DW LQFUHDVHG ULVN IRU GHYHORSLQJ VHULRXV LQIHFWLRQV WKDW PD\ OHDG WR KRVSLWDOL]DWLRQ RU GHDWK [see Warnings and Precautions (5.1)]. 0RVW SDWLHQWV ZKR GHYHORSHG WKHVH LQIHFWLRQV ZHUH WDNLQJ FRQFRPLWDQW LPPXQRVXSSUHVVDQWV VXFK DV PHWKRWUH[DWH RU FRUWLFRVWHURLGV. 
	'LVFRQWLQXH +8/,2 LI D SDWLHQW GHYHORSV D VHULRXV LQIHFWLRQ RU VHSVLV. 
	5HSRUWHG LQIHFWLRQV LQFOXGH. 
	•. 
	•. 
	•. 
	$FWLYH WXEHUFXORVLV .7%.. LQFOXGLQJ UHDFWLYDWLRQ RI ODWHQW 7%. 3DWLHQWV ZLWK 7% KDYH IUHTXHQWO\ SUHVHQWHG ZLWK GLVVHPLQDWHG RU H[WUDSXOPRQDU\ GLVHDVH. 7HVW SDWLHQWV IRU ODWHQW 7% EHIRUH +8/,2 XVH DQG GXULQJ WKHUDS\. ,QLWLDWH WUHDWPHQW IRU ODWHQW 7% SULRU WR +8/,2 XVH. 

	•. 
	•. 
	,QYDVLYH IXQJDO LQIHFWLRQV. LQFOXGLQJ KLVWRSODVPRVLV. FRFFLGLRLGRP\FRVLV. FDQGLGLDVLV. DVSHUJLOORVLV. EODVWRP\FRVLV. DQG SQHXPRF\VWRVLV. 3DWLHQWV ZLWK KLVWRSODVPRVLV RU RWKHU LQYDVLYH IXQJDO LQIHFWLRQV PD\ SUHVHQW ZLWK GLVVHPLQDWHG. UDWKHU WKDQ ORFDOL]HG. GLVHDVH. $QWLJHQ DQG DQWLERG\ WHVWLQJ IRU KLVWRSODVPRVLV PD\ EH QHJDWLYH LQ VRPH SDWLHQWV ZLWK DFWLYH LQIHFWLRQ. &RQVLGHU HPSLULF DQWL.IXQJDO WKHUDS\ LQ SDWLHQWV DW ULVN IRU LQYDVLYH IXQJDO LQIHFWLRQV ZKR GHYHORS VHYHUH V\VWHPLF LOOQHVV. 

	•. 
	•. 
	%DFWHULDO. YLUDO DQG RWKHU LQIHFWLRQV GXH WR RSSRUWXQLVWLF SDWKRJHQV. LQFOXGLQJ /HJLRQHOOD DQG /LVWHULD. 


	&DUHIXOO\ FRQVLGHU WKH ULVNV DQG EHQHILWV RI WUHDWPHQW ZLWK +8/,2 SULRU WR LQLWLDWLQJ WKHUDS\ LQ SDWLHQWV ZLWK FKURQLF RU UHFXUUHQW LQIHFWLRQ. 
	0RQLWRU SDWLHQWV FORVHO\ IRU WKH GHYHORSPHQW RI VLJQV DQG V\PSWRPV RI LQIHFWLRQ GXULQJ DQG DIWHU WUHDWPHQW ZLWK +8/,2. LQFOXGLQJ WKH SRVVLEOH GHYHORSPHQW RI 7% LQ SDWLHQWV ZKR WHVWHG QHJDWLYH IRU ODWHQW 7% LQIHFWLRQ SULRU WR LQLWLDWLQJ WKHUDS\ [see Warnings and Precautions (5.1) and Adverse Reactions (6.1)]. 
	0$/,*1$1&< 
	/\PSKRPD DQG RWKHU PDOLJQDQFLHV. VRPH IDWDO. KDYH EHHQ UHSRUWHG LQ FKLOGUHQ DQG DGROHVFHQW SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see Warnings and Precautions (5.2)]. 3RVW.PDUNHWLQJ FDVHV RI KHSDWRVSOHQLF 7.FHOO O\PSKRPD .+67&/.. D UDUH W\SH RI 7.FHOO O\PSKRPD. KDYH EHHQ UHSRUWHG LQ SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV. 7KHVH FDVHV KDYH KDG D YHU\ DJJUHVVLYH GLVHDVH FRXUVH DQG KDYH EHHQ IDWDO. 7KH PDMRULW\ RI UHSRUWHG 71) EORFNHU FDVHV KDYH RFFXUUHG LQ 
	. ,1',&$7,216 $1' 86$*(. ... 5KHXPDWRLG $UWKULWLV. 
	+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV. LQGXFLQJ PDMRU FOLQLFDO UHVSRQVH. LQKLELWLQJ WKH SURJUHVVLRQ RI VWUXFWXUDO GDPDJH. DQG LPSURYLQJ SK\VLFDO IXQFWLRQ LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ 
	. 
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	DFWLYH UKHXPDWRLG DUWKULWLV. +8/,2 FDQ EH XVHG DORQH RU LQ FRPELQDWLRQ ZLWK PHWKRWUH[DWH RU RWKHU QRQ. ELRORJLF GLVHDVH.PRGLI\LQJ DQWL.UKHXPDWLF GUXJV .'0$5'V.. 
	... -XYHQLOH ,GLRSDWKLF $UWKULWLV 
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	0DOLJQDQFLHV. VRPH IDWDO. KDYH EHHQ UHSRUWHG DPRQJ FKLOGUHQ. DGROHVFHQWV. DQG \RXQJ DGXOWV ZKR UHFHLYHG WUHDWPHQW ZLWK 71).EORFNHUV .LQLWLDWLRQ RI WKHUDS\ • .. \HDUV RI DJH.. RI ZKLFK +8/,2 LV D PHPEHU [see Boxed Warning]. $SSUR[LPDWHO\ KDOI WKH FDVHV ZHUH O\PSKRPDV. LQFOXGLQJ +RGJNLQ. V DQG QRQ.+RGJNLQ. V O\PSKRPD. 
	7KH RWKHU FDVHV UHSUHVHQWHG D YDULHW\ RI GLIIHUHQW PDOLJQDQFLHV DQG LQFOXGHG UDUH PDOLJQDQFLHV XVXDOO\ DVVRFLDWHG ZLWK LPPXQRVXSSUHVVLRQ DQG PDOLJQDQFLHV WKDW DUH QRW XVXDOO\ REVHUYHG LQ FKLOGUHQ DQG DGROHVFHQWV. 

	7KH PDOLJQDQFLHV RFFXUUHG DIWHU D PHGLDQ RI .. PRQWKV RI WKHUDS\ .UDQJH . WR .. PRQWKV.. 0RVW RI WKH SDWLHQWV ZHUH UHFHLYLQJ FRQFRPLWDQW LPPXQRVXSSUHVVDQWV. 7KHVH FDVHV ZHUH UHSRUWHG SRVWPDUNHWLQJ DQG DUH GHULYHG IURP D YDULHW\ RI VRXUFHV LQFOXGLQJ UHJLVWULHV DQG VSRQWDQHRXV SRVWPDUNHWLQJ UHSRUWV. 
	3RVWPDUNHWLQJ FDVHV RI KHSDWRVSOHQLF 7.FHOO O\PSKRPD .+67&/.. D UDUH W\SH RI 7.FHOO O\PSKRPD. KDYH EHHQ UHSRUWHG LQ SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see Boxed Warning]. 7KHVH FDVHV KDYH KDG D YHU\ DJJUHVVLYH GLVHDVH FRXUVH DQG KDYH EHHQ IDWDO. 7KH PDMRULW\ RI UHSRUWHG 71) EORFNHU FDVHV KDYH RFFXUUHG LQ SDWLHQWV ZLWK &URKQ. V GLVHDVH RU XOFHUDWLYH FROLWLV DQG WKH PDMRULW\ ZHUH LQ DGROHVFHQW DQG \RXQJ DGXOW PDOHV. $OPRVW DOO RI WKHVH SDWLHQWV KDG UHFHLYHG WUHDWPHQW ZLWK WKH LP
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	$QDSK\OD[LV DQG DQJLRQHXURWLF HGHPD KDYH EHHQ UHSRUWHG IROORZLQJ DGPLQLVWUDWLRQ RI DGDOLPXPDE SURGXFWV. ,I DQ DQDSK\ODFWLF RU RWKHU VHULRXV DOOHUJLF UHDFWLRQ RFFXUV. LPPHGLDWHO\ GLVFRQWLQXH DGPLQLVWUDWLRQ RI +8/,2 DQG LQVWLWXWH DSSURSULDWH WKHUDS\. ,Q FOLQLFDO WULDOV RI DGDOLPXPDE LQ DGXOWV. DOOHUJLF UHDFWLRQV .H.J.. DOOHUJLF UDVK. DQDSK\ODFWRLG UHDFWLRQ. IL[HG GUXJ UHDFWLRQ. QRQ.VSHFLILHG GUXJ UHDFWLRQ. XUWLFDULD. KDYH EHHQ REVHUYHG. 
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	8VH RI 71) EORFNLQJ DJHQWV. LQFOXGLQJ DGDOLPXPDE SURGXFWV. KDV EHHQ DVVRFLDWHG ZLWK UDUH FDVHV RI QHZ RQVHW RU H[DFHUEDWLRQ RI FOLQLFDO V\PSWRPV DQG.RU UDGLRJUDSKLF HYLGHQFH RI FHQWUDO QHUYRXV V\VWHP GHP\HOLQDWLQJ GLVHDVH. LQFOXGLQJ PXOWLSOH VFOHURVLV .06. DQG RSWLF QHXULWLV. DQG SHULSKHUDO GHP\HOLQDWLQJ GLVHDVH. LQFOXGLQJ *XLOODLQ.%DUUp V\QGURPH. ([HUFLVH FDXWLRQ LQ FRQVLGHULQJ WKH XVH RI +8/,2 LQ SDWLHQWV ZLWK SUHH[LVWLQJ RU UHFHQW.RQVHW FHQWUDO RU SHULSKHUDO QHUYRXV V\VWHP GHP\HOLQDWLQJ GLVRUGHUV. GLVFRQ
	... +HPDWRORJLFDO 5HDFWLRQV 
	5DUH UHSRUWV RI SDQF\WRSHQLD LQFOXGLQJ DSODVWLF DQHPLD KDYH EHHQ UHSRUWHG ZLWK 71) EORFNLQJ DJHQWV. $GYHUVH UHDFWLRQV RI WKH KHPDWRORJLF V\VWHP. LQFOXGLQJ PHGLFDOO\ VLJQLILFDQW F\WRSHQLD .H.J.. WKURPERF\WRSHQLD. OHXNRSHQLD. KDYH EHHQ LQIUHTXHQWO\ UHSRUWHG ZLWK DGDOLPXPDE SURGXFWV. 7KH FDXVDO UHODWLRQVKLS RI WKHVH UHSRUWV 
	. 
	WR DGDOLPXPDE SURGXFWV UHPDLQV XQFOHDU. $GYLVH DOO SDWLHQWV WR VHHN LPPHGLDWH PHGLFDO DWWHQWLRQ LI WKH\ GHYHORS VLJQV DQG V\PSWRPV VXJJHVWLYH RI EORRG G\VFUDVLDV RU LQIHFWLRQ .H.J.. SHUVLVWHQW IHYHU. EUXLVLQJ. EOHHGLQJ. SDOORU. ZKLOH RQ +8/,2. &RQVLGHU GLVFRQWLQXDWLRQ RI +8/,2 WKHUDS\ LQ SDWLHQWV ZLWK FRQILUPHG VLJQLILFDQW KHPDWRORJLF DEQRUPDOLWLHV. 
	... 8VH ZLWK $QDNLQUD 
	&RQFXUUHQW XVH RI DQDNLQUD .DQ LQWHUOHXNLQ.. DQWDJRQLVW. DQG DQRWKHU 71).EORFNHU. ZDV DVVRFLDWHG ZLWK D JUHDWHU SURSRUWLRQ RI VHULRXV LQIHFWLRQV DQG QHXWURSHQLD DQG QR DGGHG EHQHILW FRPSDUHG ZLWK WKH 71).EORFNHU DORQH LQ SDWLHQWV ZLWK 5$. 7KHUHIRUH. WKH FRPELQDWLRQ RI +8/,2 DQG DQDNLQUD LV QRW UHFRPPHQGHG [see Drug Interactions (7.2)]. 
	... +HDUW )DLOXUH 
	&DVHV RI ZRUVHQLQJ FRQJHVWLYH KHDUW IDLOXUH .&+). DQG QHZ RQVHW &+) KDYH EHHQ UHSRUWHG ZLWK 71) EORFNHUV. &DVHV RI ZRUVHQLQJ &+) KDYH DOVR EHHQ REVHUYHG ZLWK DGDOLPXPDE SURGXFWV. $GDOLPXPDE SURGXFWV KDYH QRW EHHQ IRUPDOO\ VWXGLHG LQ SDWLHQWV ZLWK &+). KRZHYHU. LQ FOLQLFDO WULDOV RI DQRWKHU 71) EORFNHU. D KLJKHU UDWH RI VHULRXV &+).UHODWHG DGYHUVH UHDFWLRQV ZDV REVHUYHG. ([HUFLVH FDXWLRQ ZKHQ XVLQJ +8/,2 LQ SDWLHQWV ZKR KDYH KHDUW IDLOXUH DQG PRQLWRU WKHP FDUHIXOO\. 
	... $XWRLPPXQLW\ 
	7UHDWPHQW ZLWK DGDOLPXPDE SURGXFWV PD\ UHVXOW LQ WKH IRUPDWLRQ RI DXWRDQWLERGLHV DQG. UDUHO\. LQ WKH GHYHORSPHQW RI D OXSXV.OLNH V\QGURPH. ,I D SDWLHQW GHYHORSV V\PSWRPV VXJJHVWLYH RI D OXSXV.OLNH V\QGURPH IROORZLQJ WUHDWPHQW ZLWK +8/,2. GLVFRQWLQXH WUHDWPHQW [see Adverse Reactions (6.1)]. 
	.... ,PPXQL]DWLRQV 
	
	,W LV UHFRPPHQGHG WKDW SHGLDWULF SDWLHQWV. LI SRVVLEOH. EH EURXJKW XS WR GDWH ZLWK DOO LPPXQL]DWLRQV LQ DJUHHPHQW ZLWK FXUUHQW LPPXQL]DWLRQ JXLGHOLQHV SULRU WR LQLWLDWLQJ +8/,2 WKHUDS\. 3DWLHQWV RQ +8/,2 PD\ UHFHLYH FRQFXUUHQW YDFFLQDWLRQV. H[FHSW IRU OLYH YDFFLQHV. 
	7KH VDIHW\ RI DGPLQLVWHULQJ OLYH RU OLYH.DWWHQXDWHG YDFFLQHV LQ LQIDQWV H[SRVHG WR DGDOLPXPDE SURGXFWV in utero LV XQNQRZQ. 5LVNV DQG EHQHILWV VKRXOG EH FRQVLGHUHG SULRU WR YDFFLQDWLQJ .OLYH RU OLYH DWWHQXDWHG. H[SRVHG LQIDQWV [see Use in Specific Populations (8.1. 8.4)]. 
	.... 8VH ZLWK $EDWDFHSW 
	,Q FRQWUROOHG WULDOV. WKH FRQFXUUHQW DGPLQLVWUDWLRQ RI 71).EORFNHUV DQG DEDWDFHSW ZDV DVVRFLDWHG ZLWK D JUHDWHU SURSRUWLRQ RI VHULRXV LQIHFWLRQV WKDQ WKH XVH RI D 71).EORFNHU DORQH. WKH FRPELQDWLRQ WKHUDS\. FRPSDUHG WR WKH XVH RI D 71).EORFNHU DORQH. KDV QRW GHPRQVWUDWHG LPSURYHG FOLQLFDO EHQHILW LQ WKH WUHDWPHQW RI 5$. 7KHUHIRUH. WKH FRPELQDWLRQ RI DEDWDFHSW ZLWK 71).EORFNHUV LQFOXGLQJ +8/,2 LV QRW UHFRPPHQGHG [see Drug Interactions (7.2)]. 
	. $'9(56( 5($&7,216 
	7KH PRVW VHULRXV DGYHUVH UHDFWLRQV GHVFULEHG HOVHZKHUH LQ WKH ODEHOLQJ LQFOXGH WKH IROORZLQJ. 
	x 6HULRXV ,QIHFWLRQV [see Warnings and Precautions (5.1)] 
	.. 
	x 
	0DOLJQDQFLHV [see Warnings and Precautions (5.2)] 
	... &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. 
	7KH PRVW FRPPRQ DGYHUVH UHDFWLRQ ZLWK DGDOLPXPDE ZDV LQMHFWLRQ VLWH UHDFWLRQV. ,Q SODFHER.FRQWUROOHG WULDOV. ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE GHYHORSHG LQMHFWLRQ VLWH UHDFWLRQV .HU\WKHPD DQG.RU LWFKLQJ. KHPRUUKDJH. SDLQ RU VZHOOLQJ.. FRPSDUHG WR ... RI SDWLHQWV UHFHLYLQJ SODFHER. 0RVW LQMHFWLRQ VLWH UHDFWLRQV ZHUH GHVFULEHG DV PLOG DQG JHQHUDOO\ GLG QRW QHFHVVLWDWH GUXJ GLVFRQWLQXDWLRQ. 
	7KH SURSRUWLRQ RI SDWLHQWV ZKR GLVFRQWLQXHG WUHDWPHQW GXH WR DGYHUVH UHDFWLRQV GXULQJ WKH GRXEOH.EOLQG. SODFHER.FRQWUROOHG SRUWLRQ RI VWXGLHV LQ SDWLHQWV ZLWK 5$ .L.H.. 6WXGLHV 5$.,. 5$.,,. 5$.,,, DQG 5$.,9. ZDV .. IRU SDWLHQWV WDNLQJ DGDOLPXPDE DQG .. IRU SODFHER.WUHDWHG SDWLHQWV. 7KH PRVW FRPPRQ DGYHUVH UHDFWLRQV OHDGLQJ WR GLVFRQWLQXDWLRQ RI DGDOLPXPDE LQ WKHVH 5$ VWXGLHV ZHUH FOLQLFDO IODUH UHDFWLRQ ....... UDVK ...... DQG SQHXPRQLD ....... 
	Infections 
	,Q WKH FRQWUROOHG SRUWLRQV RI WKH .. JOREDO DGDOLPXPDE FOLQLFDO WULDOV LQ DGXOW SDWLHQWV ZLWK 5$. 3V$. $6. &'. 8&. 3V. DQG RWKHU LQGLFDWLRQV. WKH UDWH RI VHULRXV LQIHFWLRQV ZDV ... SHU ... SDWLHQW \HDUV LQ .... DGDOLPXPDE WUHDWHG SDWLHQWV YHUVXV D UDWH RI ... SHU ... SDWLHQW \HDUV LQ .... FRQWURO.WUHDWHG SDWLHQWV. 6HULRXV LQIHFWLRQV REVHUYHG LQFOXGHG SQHXPRQLD. VHSWLF DUWKULWLV. SURVWKHWLF DQG SRVW.VXUJLFDO LQIHFWLRQV. HU\VLSHODV. FHOOXOLWLV. GLYHUWLFXOLWLV. DQG S\HORQHSKULWLV [see Warnings and Precautions 
	Tuberculosis and Opportunistic Infections 
	
	Autoantibodies 
	
	Liver Enzyme Elevations 
	7KHUH KDYH EHHQ UHSRUWV RI VHYHUH KHSDWLF UHDFWLRQV LQFOXGLQJ DFXWH OLYHU IDLOXUH LQ SDWLHQWV UHFHLYLQJ 71). EORFNHUV. ,Q FRQWUROOHG 3KDVH . WULDOV RI DGDOLPXPDE ... PJ 6& HYHU\ RWKHU ZHHN. LQ SDWLHQWV ZLWK 5$. 3V$. DQG $6 ZLWK FRQWURO SHULRG GXUDWLRQ UDQJLQJ IURP . WR ... ZHHNV. $/7 HOHYDWLRQV • . [ 8/1 RFFXUUHG LQ .... RI DGDOLPXPDE.WUHDWHG SDWLHQWV DQG .... RI FRQWURO.WUHDWHG SDWLHQWV. 6LQFH PDQ\ RI WKHVH SDWLHQWV LQ WKHVH WULDOV ZHUH DOVR WDNLQJ PHGLFDWLRQV WKDW FDXVH OLYHU HQ]\PH HOHYDWLRQV .H.J.. 16$,
	,Q FRQWUROOHG 3KDVH . WULDOV RI DGDOLPXPDE .LQLWLDO GRVHV RI ... PJ DQG .. PJ. RU .. PJ DQG .. PJ RQ 'D\V . DQG ... UHVSHFWLYHO\. IROORZHG E\ .. PJ HYHU\ RWKHU ZHHN. LQ DGXOW SDWLHQWV ZLWK &' ZLWK D FRQWURO SHULRG GXUDWLRQ UDQJLQJ IURP . WR .. ZHHNV. $/7 HOHYDWLRQV • . [ 8/1 RFFXUUHG LQ .... RI DGDOLPXPDE.WUHDWHG SDWLHQWV DQG .... RI FRQWURO.WUHDWHG SDWLHQWV. ,Q FRQWUROOHG 3KDVH . WULDOV RI DGDOLPXPDE .LQLWLDO GRVHV RI ... PJ DQG .. PJ RQ 'D\V . DQG .. UHVSHFWLYHO\. IROORZHG E\ .. PJ HYHU\ RWKHU ZHHN. LQ SD
	Immunogenicity 
	
	3DWLHQWV LQ 6WXGLHV 5$.,. 5$.,,. DQG 5$.,,, ZHUH WHVWHG DW PXOWLSOH WLPH SRLQWV IRU DQWLERGLHV WR DGDOLPXPDE GXULQJ WKH .. WR ...PRQWK SHULRG. $SSUR[LPDWHO\ .. ... RI ..... RI DGXOW 5$ SDWLHQWV UHFHLYLQJ DGDOLPXPDE GHYHORSHG ORZ.WLWHU DQWLERGLHV WR DGDOLPXPDE DW OHDVW RQFH GXULQJ WUHDWPHQW. ZKLFK ZHUH QHXWUDOL]LQJ in vitro. 3DWLHQWV WUHDWHG ZLWK FRQFRPLWDQW PHWKRWUH[DWH .07;. KDG D ORZHU UDWH RI DQWLERG\ GHYHORSPHQW WKDQ SDWLHQWV RQ DGDOLPXPDE PRQRWKHUDS\ ... YHUVXV ..... 1R DSSDUHQW FRUUHODWLRQ RI DQWLERG\
	,Q SDWLHQWV ZLWK SRO\DUWLFXODU -,$ ZKR ZHUH . WR .. \HDUV RI DJH. DGDOLPXPDE DQWLERGLHV ZHUH LGHQWLILHG LQ ... RI DGDOLPXPDE.WUHDWHG SDWLHQWV. ,Q SDWLHQWV UHFHLYLQJ FRQFRPLWDQW 07;. WKH LQFLGHQFH ZDV .. FRPSDUHG WR ... ZLWK DGDOLPXPDE PRQRWKHUDS\. 
	,Q SDWLHQWV ZLWK $6. WKH UDWH RI GHYHORSPHQW RI DQWLERGLHV WR DGDOLPXPDE LQ DGDOLPXPDE.WUHDWHG SDWLHQWV ZDV FRPSDUDEOH WR SDWLHQWV ZLWK 5$. 
	,Q SDWLHQWV ZLWK $6. WKH UDWH RI GHYHORSPHQW RI DQWLERGLHV WR DGDOLPXPDE LQ DGDOLPXPDE.WUHDWHG SDWLHQWV ZDV FRPSDUDEOH WR SDWLHQWV ZLWK 5$. 
	,Q SDWLHQWV ZLWK 3V$. WKH UDWH RI DQWLERG\ GHYHORSPHQW LQ SDWLHQWV UHFHLYLQJ DGDOLPXPDE PRQRWKHUDS\ ZDV FRPSDUDEOH WR SDWLHQWV ZLWK 5$. KRZHYHU. LQ SDWLHQWV UHFHLYLQJ FRQFRPLWDQW 07; WKH UDWH ZDV .. FRPSDUHG WR .. LQ 5$. 

	,Q DGXOW SDWLHQWV ZLWK &'. WKH UDWH RI DQWLERG\ GHYHORSPHQW ZDV ... 
	,Q SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 8&. WKH UDWH RI DQWLERG\ GHYHORSPHQW LQ SDWLHQWV UHFHLYLQJ DGDOLPXPDE ZDV ... +RZHYHU. GXH WR WKH OLPLWDWLRQ RI WKH DVVD\ FRQGLWLRQV. DQWLERGLHV WR DGDOLPXPDE FRXOG EH GHWHFWHG RQO\ ZKHQ VHUXP DGDOLPXPDE OHYHOV ZHUH . . PFJ.P/. $PRQJ WKH SDWLHQWV ZKRVH VHUXP DGDOLPXPDE OHYHOV ZHUH . . PFJ.P/ .DSSUR[LPDWHO\ ... RI WRWDO SDWLHQWV VWXGLHG.. WKH LPPXQRJHQLFLW\ UDWH ZDV ...... 
	
	Other Adverse Reactions 
	5KHXPDWRLG $UWKULWLV &OLQLFDO 6WXGLHV 
	5KHXPDWRLG $UWKULWLV &OLQLFDO 6WXGLHV 

	
	7DEOH . VXPPDUL]HV UHDFWLRQV UHSRUWHG DW D UDWH RI DW OHDVW .. LQ SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN FRPSDUHG WR SODFHER DQG ZLWK DQ LQFLGHQFH KLJKHU WKDQ SODFHER. ,Q 6WXG\ 5$.,,,. WKH W\SHV DQG IUHTXHQFLHV RI DGYHUVH UHDFWLRQV LQ WKH VHFRQG \HDU RSHQ.ODEHO H[WHQVLRQ ZHUH VLPLODU WR WKRVH REVHUYHG LQ WKH RQH.\HDU GRXEOH.EOLQG SRUWLRQ. 
	7DEOH .. $GYHUVH 5HDFWLRQV 5HSRUWHG E\ •.. RI 3DWLHQWV 7UHDWHG ZLWK $GDOLPXPDE 'XULQJ 3ODFHER. &RQWUROOHG 3HULRG RI 3RROHG 5$ 6WXGLHV .6WXGLHV 5$.,. 5$.,,. 5$.,,,. DQG 5$.,9. 
	Table
	TR
	$GDOLPXPDE .. PJ VXEFXWDQHRXV (YHU\ 2WKHU :HHN 
	3ODFHER 

	TR
	.1 .... 
	.1 .... 

	$GYHUVH 5HDFWLRQ .3UHIHUUHG 7HUP. 
	$GYHUVH 5HDFWLRQ .3UHIHUUHG 7HUP. 

	5HVSLUDWRU\ 
	5HVSLUDWRU\ 

	8SSHU UHVSLUDWRU\ LQIHFWLRQ 
	8SSHU UHVSLUDWRU\ LQIHFWLRQ 
	... 
	... 

	6LQXVLWLV 
	6LQXVLWLV 
	... 
	.. 

	)OX V\QGURPH 
	)OX V\QGURPH 
	.. 
	.. 

	*DVWURLQWHVWLQDO 
	*DVWURLQWHVWLQDO 

	1DXVHD 
	1DXVHD 
	.. 
	.. 

	$EGRPLQDO SDLQ 
	$EGRPLQDO SDLQ 
	.. 
	.. 

	/DERUDWRU\ 7HVWV. 
	/DERUDWRU\ 7HVWV. 

	/DERUDWRU\ WHVW DEQRUPDO 
	/DERUDWRU\ WHVW DEQRUPDO 
	.. 
	.. 

	+\SHUFKROHVWHUROHPLD 
	+\SHUFKROHVWHUROHPLD 
	.. 
	.. 

	+\SHUOLSLGHPLD 
	+\SHUOLSLGHPLD 
	.. 
	.. 

	+HPDWXULD 
	+HPDWXULD 
	.. 
	.. 

	$ONDOLQH SKRVSKDWDVH LQFUHDVHG 
	$ONDOLQH SKRVSKDWDVH LQFUHDVHG 
	.. 
	.. 

	2WKHU 
	2WKHU 

	+HDGDFKH 
	+HDGDFKH 
	... 
	.. 

	5DVK 
	5DVK 
	... 
	.. 

	$FFLGHQWDO LQMXU\ 
	$FFLGHQWDO LQMXU\ 
	... 
	.. 

	,QMHFWLRQ VLWH UHDFWLRQ .. 
	,QMHFWLRQ VLWH UHDFWLRQ .. 
	.. 
	.. 

	%DFN SDLQ 
	%DFN SDLQ 
	.. 
	.. 

	8ULQDU\ WUDFW LQIHFWLRQ 
	8ULQDU\ WUDFW LQIHFWLRQ 
	.. 
	.. 

	+\SHUWHQVLRQ 
	+\SHUWHQVLRQ 
	.. 
	.. 

	. /DERUDWRU\ WHVW DEQRUPDOLWLHV ZHUH UHSRUWHG DV DGYHUVH UHDFWLRQV LQ (XURSHDQ WULDOV .. 'RHV QRW LQFOXGH LQMHFWLRQ VLWH HU\WKHPD. LWFKLQJ. KHPRUUKDJH. SDLQ RU VZHOOLQJ 
	. /DERUDWRU\ WHVW DEQRUPDOLWLHV ZHUH UHSRUWHG DV DGYHUVH UHDFWLRQV LQ (XURSHDQ WULDOV .. 'RHV QRW LQFOXGH LQMHFWLRQ VLWH HU\WKHPD. LWFKLQJ. KHPRUUKDJH. SDLQ RU VZHOOLQJ 


	2WKHU LQIUHTXHQW VHULRXV DGYHUVH UHDFWLRQV WKDW GR QRW DSSHDU LQ WKH :DUQLQJV DQG 3UHFDXWLRQV RU $GYHUVH 5HDFWLRQ VHFWLRQV WKDW RFFXUUHG DW DQ LQFLGHQFH RI OHVV WKDQ .. LQ DGDOLPXPDE.WUHDWHG SDWLHQWV LQ 5$ VWXGLHV ZHUH. 
	/HVV &RPPRQ $GYHUVH 5HDFWLRQV LQ 5KHXPDWRLG $UWKULWLV &OLQLFDO 6WXGLHV 

	Body As A Whole: 3DLQ LQ H[WUHPLW\. SHOYLF SDLQ. VXUJHU\. WKRUD[ SDLQ 
	Cardiovascular System: $UUK\WKPLD. DWULDO ILEULOODWLRQ. FKHVW SDLQ. FRURQDU\ DUWHU\ GLVRUGHU. KHDUW DUUHVW. K\SHUWHQVLYH HQFHSKDORSDWK\. P\RFDUGLDO LQIDUFW. SDOSLWDWLRQ. SHULFDUGLDO HIIXVLRQ. SHULFDUGLWLV. V\QFRSH. WDFK\FDUGLD 
	Digestive System: &KROHF\VWLWLV. FKROHOLWKLDVLV. HVRSKDJLWLV. JDVWURHQWHULWLV. JDVWURLQWHVWLQDO KHPRUUKDJH. KHSDWLF QHFURVLV. YRPLWLQJ 
	Endocrine System: 3DUDWK\URLG GLVRUGHU 
	Hemic And Lymphatic System: $JUDQXORF\WRVLV. SRO\F\WKHPLD 
	Metabolic And Nutritional Disorders: 'HK\GUDWLRQ. KHDOLQJ DEQRUPDO. NHWRVLV. SDUDSURWHLQHPLD. 
	Metabolic And Nutritional Disorders: 'HK\GUDWLRQ. KHDOLQJ DEQRUPDO. NHWRVLV. SDUDSURWHLQHPLD. 
	SHULSKHUDO HGHPD 

	Musculo-Skeletal System: $UWKULWLV. ERQH GLVRUGHU. ERQH IUDFWXUH .QRW VSRQWDQHRXV.. ERQH QHFURVLV. MRLQW GLVRUGHU. PXVFOH FUDPSV. P\DVWKHQLD. S\RJHQLF DUWKULWLV. V\QRYLWLV. WHQGRQ GLVRUGHU 
	Neoplasia: $GHQRPD 
	Nervous System: &RQIXVLRQ. SDUHVWKHVLD. VXEGXUDO KHPDWRPD. WUHPRU 
	Respiratory System: $VWKPD. EURQFKRVSDVP. G\VSQHD. OXQJ IXQFWLRQ GHFUHDVHG. SOHXUDO HIIXVLRQ 
	Special Senses: &DWDUDFW 
	Thrombosis: 7KURPERVLV OHJ 
	Urogenital System: &\VWLWLV. NLGQH\ FDOFXOXV. PHQVWUXDO GLVRUGHU 
	,Q JHQHUDO. WKH DGYHUVH UHDFWLRQV LQ WKH DGDOLPXPDE.WUHDWHG SDWLHQWV LQ WKH SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$. WULDO .6WXG\ -,$.,. ZHUH VLPLODU LQ IUHTXHQF\ DQG W\SH WR WKRVH VHHQ LQ DGXOW SDWLHQWV [see Warnings and Precautions (5), Adverse Reactions (6)]. ,PSRUWDQW ILQGLQJV DQG GLIIHUHQFHV IURP DGXOWV DUH GLVFXVVHG LQ WKH IROORZLQJ SDUDJUDSKV. 
	-XYHQLOH ,GLRSDWKLF $UWKULWLV &OLQLFDO 6WXGLHV 

	
	
	,Q WKH ILUVW .. ZHHNV RI WUHDWPHQW LQ 6WXG\ -,$.,. QRQ.VHULRXV K\SHUVHQVLWLYLW\ UHDFWLRQV ZHUH VHHQ LQ DSSUR[LPDWHO\ .. RI SDWLHQWV DQG LQFOXGHG SULPDULO\ ORFDOL]HG DOOHUJLF K\SHUVHQVLWLYLW\ UHDFWLRQV DQG DOOHUJLF UDVK. 
	,Q 6WXG\ -,$.,. ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE ZKR KDG QHJDWLYH EDVHOLQH DQWL.GV'1$ DQWLERGLHV GHYHORSHG SRVLWLYH WLWHUV DIWHU .. ZHHNV RI WUHDWPHQW. 1R SDWLHQW GHYHORSHG FOLQLFDO VLJQV RI DXWRLPPXQLW\ GXULQJ WKH FOLQLFDO WULDO. 
	$SSUR[LPDWHO\ ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE GHYHORSHG PLOG.WR.PRGHUDWH HOHYDWLRQV RI FUHDWLQH SKRVSKRNLQDVH .&3.. LQ 6WXG\ -,$.,. (OHYDWLRQV H[FHHGLQJ . WLPHV WKH XSSHU OLPLW RI QRUPDO ZHUH REVHUYHG LQ VHYHUDO SDWLHQWV. &3. OHYHOV GHFUHDVHG RU UHWXUQHG WR QRUPDO LQ DOO SDWLHQWV. 0RVW SDWLHQWV ZHUH DEOH WR FRQWLQXH DGDOLPXPDE ZLWKRXW LQWHUUXSWLRQ. 
	3VRULDWLF $UWKULWLV DQG $QN\ORVLQJ 6SRQG\OLWLV &OLQLFDO 6WXGLHV 
	3VRULDWLF $UWKULWLV DQG $QN\ORVLQJ 6SRQG\OLWLV &OLQLFDO 6WXGLHV 

	.. 
	$GDOLPXPDE KDV EHHQ VWXGLHG LQ ... SDWLHQWV ZLWK SVRULDWLF DUWKULWLV .3V$. LQ WZR SODFHER.FRQWUROOHG WULDOV DQG LQ DQ RSHQ ODEHO VWXG\ DQG LQ ... SDWLHQWV ZLWK DQN\ORVLQJ VSRQG\OLWLV .$6. LQ WZR SODFHER.FRQWUROOHG VWXGLHV. 7KH VDIHW\ SURILOH IRU SDWLHQWV ZLWK 3V$ DQG $6 WUHDWHG ZLWK DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN ZDV VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$. DGDOLPXPDE 6WXGLHV 5$., WKURXJK ,9. 
	$GDOLPXPDE KDV EHHQ VWXGLHG LQ .... DGXOW SDWLHQWV ZLWK &URKQ¶V GLVHDVH .&'. LQ IRXU SODFHER.FRQWUROOHG DQG WZR RSHQ.ODEHO H[WHQVLRQ VWXGLHV. 7KH VDIHW\ SURILOH IRU DGXOW SDWLHQWV ZLWK &' WUHDWHG ZLWK DGDOLPXPDE ZDV VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$. 
	$GXOW &URKQ¶V 'LVHDVH &OLQLFDO 6WXGLHV 

	$GDOLPXPDE KDV EHHQ VWXGLHG LQ .... SDWLHQWV ZLWK XOFHUDWLYH FROLWLV .8&. LQ WZR SODFHER.FRQWUROOHG VWXGLHV DQG RQH RSHQ.ODEHO H[WHQVLRQ VWXG\. 7KH VDIHW\ SURILOH IRU SDWLHQWV ZLWK 8& WUHDWHG ZLWK DGDOLPXPDE ZDV VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$. 
	8OFHUDWLYH &ROLWLV &OLQLFDO 6WXGLHV 

	$GDOLPXPDE KDV EHHQ VWXGLHG LQ .... VXEMHFWV ZLWK SODTXH SVRULDVLV .3V. LQ SODFHER.FRQWUROOHG DQG RSHQ.ODEHO H[WHQVLRQ VWXGLHV. 7KH VDIHW\ SURILOH IRU VXEMHFWV ZLWK 3V WUHDWHG ZLWK DGDOLPXPDE ZDV VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ VXEMHFWV ZLWK 5$ ZLWK WKH IROORZLQJ H[FHSWLRQV. ,Q WKH SODFHER.FRQWUROOHG SRUWLRQV RI WKH FOLQLFDO WULDOV LQ 3V VXEMHFWV. DGDOLPXPDE.WUHDWHG VXEMHFWV KDG D KLJKHU LQFLGHQFH RI DUWKUDOJLD ZKHQ FRPSDUHG WR FRQWUROV ... vs. .... 
	3ODTXH 3VRULDVLV &OLQLFDO 6WXGLHV 

	... 3RVWPDUNHWLQJ ([SHULHQFH 
	7KH IROORZLQJ DGYHUVH UHDFWLRQV KDYH EHHQ LGHQWLILHG GXULQJ SRVW.DSSURYDO XVH RI DGDOLPXPDE SURGXFWV. %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 DGDOLPXPDE SURGXFWV H[SRVXUH. 
	Gastrointestinal disorders: 'LYHUWLFXOLWLV. ODUJH ERZHO SHUIRUDWLRQV LQFOXGLQJ SHUIRUDWLRQV DVVRFLDWHG ZLWK GLYHUWLFXOLWLV DQG DSSHQGLFHDO SHUIRUDWLRQV DVVRFLDWHG ZLWK DSSHQGLFLWLV. SDQFUHDWLWLV 
	General disorders and administration site conditions: 3\UH[LD 
	Hepato-biliary disorders: /LYHU IDLOXUH. KHSDWLWLV 
	Immune system disorders: 6DUFRLGRVLV 
	Neoplasms benign, malignant and unspecified (including cysts and polyps): 0HUNHO &HOO &DUFLQRPD .QHXURHQGRFULQH FDUFLQRPD RI WKH VNLQ. 
	Nervous system disorders: 'HP\HOLQDWLQJ GLVRUGHUV .H.J.. RSWLF QHXULWLV. *XLOODLQ.%DUUp V\QGURPH.. FHUHEURYDVFXODU DFFLGHQW 
	Respiratory disorders: ,QWHUVWLWLDO OXQJ GLVHDVH. LQFOXGLQJ SXOPRQDU\ ILEURVLV. SXOPRQDU\ HPEROLVP 
	Skin reactions: 6WHYHQV -RKQVRQ 6\QGURPH. FXWDQHRXV YDVFXOLWLV. HU\WKHPD PXOWLIRUPH. QHZ RU ZRUVHQLQJ SVRULDVLV .DOO VXE.W\SHV LQFOXGLQJ SXVWXODU DQG SDOPRSODQWDU.. DORSHFLD. OLFKHQRLG VNLQ UHDFWLRQ 
	Vascular disorders: 6\VWHPLF YDVFXOLWLV. GHHS YHLQ WKURPERVLV 
	. '58* ,17(5$&7,216 
	. '58* ,17(5$&7,216 
	... 0HWKRWUH[DWH 

	$GDOLPXPDE SURGXFWV KDYH EHHQ VWXGLHG LQ UKHXPDWRLG DUWKULWLV .5$. SDWLHQWV WDNLQJ FRQFRPLWDQW PHWKRWUH[DWH .07;.. $OWKRXJK 07; UHGXFHG WKH DSSDUHQW FOHDUDQFH RI DGDOLPXPDE SURGXFWV. WKH GDWD GR QRW VXJJHVW WKH QHHG IRU GRVH DGMXVWPHQW RI HLWKHU +8/,2 RU 07; [see Clinical Pharmacology (12.3)]. 
	... %LRORJLFDO 3URGXFWV 
	,Q FOLQLFDO VWXGLHV LQ SDWLHQWV ZLWK 5$. DQ LQFUHDVHG ULVN RI VHULRXV LQIHFWLRQV KDV EHHQ VHHQ ZLWK WKH FRPELQDWLRQ RI 71) EORFNHUV ZLWK DQDNLQUD RU DEDWDFHSW. ZLWK QR DGGHG EHQHILW. WKHUHIRUH. XVH RI +8/,2 ZLWK DEDWDFHSW RU DQDNLQUD LV QRW UHFRPPHQGHG LQ SDWLHQWV ZLWK 5$ [see Warnings and Precautions (5.7 and 5.11)]. $ KLJKHU UDWH RI VHULRXV LQIHFWLRQV KDV DOVR EHHQ REVHUYHG LQ SDWLHQWV ZLWK 5$ WUHDWHG ZLWK ULWX[LPDE ZKR UHFHLYHG VXEVHTXHQW WUHDWPHQW ZLWK D 71) EORFNHU. 7KHUH LV LQVXIILFLHQW LQIRUPDWLRQ UH
	... /LYH 9DFFLQHV 
	$YRLG WKH XVH RI OLYH YDFFLQHV ZLWK +8/,2 [see Warnings and Precautions (5.10)]. 
	... &\WRFKURPH 3... 6XEVWUDWHV 
	7KH IRUPDWLRQ RI &<3... HQ]\PHV PD\ EH VXSSUHVVHG E\ LQFUHDVHG OHYHOV RI F\WRNLQHV .H.J.. 71)Į. ,/... GXULQJ FKURQLF LQIODPPDWLRQ. ,W LV SRVVLEOH IRU SURGXFWV WKDW DQWDJRQL]H F\WRNLQH DFWLYLW\. VXFK DV DGDOLPXPDE SURGXFWV. WR LQIOXHQFH WKH IRUPDWLRQ RI &<3... HQ]\PHV. 8SRQ LQLWLDWLRQ RU GLVFRQWLQXDWLRQ RI +8/,2 LQ SDWLHQWV EHLQJ WUHDWHG ZLWK &<3... VXEVWUDWHV ZLWK D QDUURZ WKHUDSHXWLF LQGH[. PRQLWRULQJ RI WKH HIIHFW .H.J.. ZDUIDULQ. RU GUXJ FRQFHQWUDWLRQ .H.J.. F\FORVSRULQH RU WKHRSK\OOLQH. LV UHFRPPHQGHG D
	. 86( ,1 63(&,),& 3238/$7,216 
	... 3UHJQDQF\ 
	$YDLODEOH VWXGLHV ZLWK XVH RI DGDOLPXPDE GXULQJ SUHJQDQF\ GR QRW UHOLDEO\ HVWDEOLVK DQ DVVRFLDWLRQ EHWZHHQ DGDOLPXPDE DQG PDMRU ELUWK GHIHFWV. &OLQLFDO GDWD DUH DYDLODEOH IURP WKH 2UJDQL]DWLRQ RI 7HUDWRORJ\ ,QIRUPDWLRQ 6SHFLDOLVWV .27,6..0RWKHU7R%DE\ 3UHJQDQF\ 5HJLVWU\ LQ SUHJQDQW ZRPHQ ZLWK UKHXPDWRLG DUWKULWLV .5$. RU &URKQ¶V GLVHDVH .&'. WUHDWHG ZLWK DGDOLPXPDE. 5HJLVWU\ UHVXOWV VKRZHG D UDWH RI ... IRU PDMRU ELUWK GHIHFWV ZLWK ILUVW WULPHVWHU XVH RI DGDOLPXPDE LQ SUHJQDQW ZRPHQ ZLWK 5$ RU &' DQG D UDWH 
	5LVN 6XPPDU\ 

	$GDOLPXPDE LV DFWLYHO\ WUDQVIHUUHG DFURVV WKH SODFHQWD GXULQJ WKH WKLUG WULPHVWHU RI SUHJQDQF\ DQG PD\ DIIHFW LPPXQH UHVSRQVH LQ WKH in-utero H[SRVHG LQIDQW (see Clinical Considerations). ,Q DQ HPEU\R.IHWDO SHULQDWDO GHYHORSPHQW VWXG\ FRQGXFWHG LQ F\QRPROJXV PRQNH\V. QR IHWDO KDUP RU PDOIRUPDWLRQV ZHUH REVHUYHG ZLWK LQWUDYHQRXV DGPLQLVWUDWLRQ RI DGDOLPXPDE GXULQJ RUJDQRJHQHVLV DQG ODWHU LQ JHVWDWLRQ. DW GRVHV WKDW SURGXFHG H[SRVXUHV XS WR DSSUR[LPDWHO\ ... WLPHV WKH PD[LPXP UHFRPPHQGHG KXPDQ GRVH .05+'. RI 
	7KH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH IRU WKH LQGLFDWHG SRSXODWLRQV LV XQNQRZQ. $OO SUHJQDQFLHV KDYH D EDFNJURXQG ULVN RI ELUWK GHIHFW. ORVV. RU RWKHU DGYHUVH RXWFRPHV. ,Q WKH 8.6. JHQHUDO SRSXODWLRQ. WKH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH LQ FOLQLFDOO\ UHFRJQL]HG SUHJQDQFLHV LV .... DQG ....... UHVSHFWLYHO\. 
	.. 
	&OLQLFDO &RQVLGHUDWLRQV 
	&OLQLFDO &RQVLGHUDWLRQV 

	Disease-associated maternal and embryo/fetal risk 
	3XEOLVKHG GDWD VXJJHVW WKDW WKH ULVN RI DGYHUVH SUHJQDQF\ RXWFRPHV LQ ZRPHQ ZLWK 5$ RU LQIODPPDWRU\ ERZHO GLVHDVH .,%'. LV DVVRFLDWHG ZLWK LQFUHDVHG GLVHDVH DFWLYLW\. $GYHUVH SUHJQDQF\ RXWFRPHV LQFOXGH SUHWHUP GHOLYHU\ .EHIRUH .. ZHHNV RI JHVWDWLRQ.. ORZ ELUWK ZHLJKW .OHVV WKDQ .... J. LQIDQWV. DQG VPDOO IRU JHVWDWLRQDO DJH DW ELUWK. 
	Fetal/Neonatal Adverse Reactions 
	0RQRFORQDO DQWLERGLHV DUH LQFUHDVLQJO\ WUDQVSRUWHG DFURVV WKH SODFHQWD DV SUHJQDQF\ SURJUHVVHV. ZLWK WKH ODUJHVW DPRXQW WUDQVIHUUHG GXULQJ WKH WKLUG WULPHVWHU (see Data). 5LVNV DQG EHQHILWV VKRXOG EH FRQVLGHUHG SULRU WR DGPLQLVWHULQJ OLYH RU OLYH.DWWHQXDWHG YDFFLQHV WR LQIDQWV H[SRVHG WR DGDOLPXPDE SURGXFWV in utero [see Use in Specific Populations (8.4)]. 
	'DWD 
	Human Data 
	$ SURVSHFWLYH FRKRUW SUHJQDQF\ H[SRVXUH UHJLVWU\ FRQGXFWHG E\ 27,6.0RWKHU7R%DE\ LQ WKH 8.6. DQG &DQDGD EHWZHHQ .... DQG .... FRPSDUHG WKH ULVN RI PDMRU ELUWK GHIHFWV LQ OLYH.ERUQ LQIDQWV RI ... ZRPHQ ... 5$. ... &'. WUHDWHG ZLWK DGDOLPXPDE GXULQJ WKH ILUVW WULPHVWHU DQG ... ZRPHQ ... 5$. .. &'. QRW WUHDWHG ZLWK DGDOLPXPDE. 
	
	,Q DQ LQGHSHQGHQW FOLQLFDO VWXG\ FRQGXFWHG LQ WHQ SUHJQDQW ZRPHQ ZLWK ,%' WUHDWHG ZLWK DGDOLPXPDE. DGDOLPXPDE FRQFHQWUDWLRQV ZHUH PHDVXUHG LQ PDWHUQDO VHUXP DV ZHOO DV LQ FRUG EORRG .Q ... DQG LQIDQW VHUXP .Q .. RQ WKH GD\ RI ELUWK. 7KH ODVW GRVH RI DGDOLPXPDE ZDV JLYHQ EHWZHHQ . DQG .. GD\V SULRU WR GHOLYHU\. $GDOLPXPDE FRQFHQWUDWLRQV ZHUH ......... ȝJ.P/ LQ FRUG EORRG. ......... ȝJ.P/ LQ LQIDQW VHUXP. DQG ...... ȝJ.P/ LQ PDWHUQDO VHUXP. ,Q DOO EXW RQH FDVH. WKH FRUG EORRG OHYHO RI DGDOLPXPDE ZDV KLJKHU WK
	Animal Data 
	,Q DQ HPEU\R.IHWDO SHULQDWDO GHYHORSPHQW VWXG\. SUHJQDQW F\QRPROJXV PRQNH\V UHFHLYHG DGDOLPXPDE IURP JHVWDWLRQ GD\V .. WR .. DW GRVHV WKDW SURGXFHG H[SRVXUHV XS WR ... WLPHV WKDW DFKLHYHG ZLWK WKH 05+' ZLWKRXW PHWKRWUH[DWH .RQ DQ $8& EDVLV ZLWK PDWHUQDO ,9 GRVHV XS WR ... PJ.NJ.ZHHN.. $GDOLPXPDE GLG QRW HOLFLW KDUP WR WKH IHWXVHV RU PDOIRUPDWLRQV. 
	... /DFWDWLRQ 
	5LVN 6XPPDU\ 
	5LVN 6XPPDU\ 
	5LVN 6XPPDU\ 

	

	... 3HGLDWULF 8VH 
	6DIHW\ DQG HIILFDF\ RI +8/,2 LQ SHGLDWULF SDWLHQWV IRU XVHV RWKHU WKDQ SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$. KDYH QRW EHHQ HVWDEOLVKHG. 'XH WR LWV LQKLELWLRQ RI 71)Į. DGDOLPXPDE SURGXFWV DGPLQLVWHUHG GXULQJ SUHJQDQF\ FRXOG DIIHFW LPPXQH UHVSRQVH LQ WKH in utero.H[SRVHG QHZERUQ DQG LQIDQW. 'DWD IURP HLJKW LQIDQWV H[SRVHG WR DGDOLPXPDE in utero VXJJHVW DGDOLPXPDE FURVVHV WKH SODFHQWD [see Use in Specific Populations (8.1)]. 7KH FOLQLFDO VLJQLILFDQFH RI HOHYDWHG DGDOLPXPDE OHYHOV LQ LQIDQWV LV XQNQ
	3RVW.PDUNHWLQJ FDVHV RI O\PSKRPD. LQFOXGLQJ KHSDWRVSOHQLF 7.FHOO O\PSKRPD DQG RWKHU PDOLJQDQFLHV. VRPH IDWDO. KDYH EHHQ UHSRUWHG DPRQJ FKLOGUHQ. DGROHVFHQWV. DQG \RXQJ DGXOWV ZKR UHFHLYHG WUHDWPHQW ZLWK 71). EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see Boxed Warning and Warnings and Precautions (5.2)]. 
	Juvenile Idiopathic Arthritis 
	,Q 6WXG\ -,$.,. DGDOLPXPDE ZDV VKRZQ WR UHGXFH VLJQV DQG V\PSWRPV RI DFWLYH SRO\DUWLFXODU -,$ LQ SDWLHQWV . WR .. \HDUV RI DJH [see Clinical Studies (14.2)]. $GDOLPXPDE SURGXFWV KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK SRO\DUWLFXODU -,$ OHVV WKDQ . \HDUV RI DJH RU LQ SDWLHQWV ZLWK D ZHLJKW EHORZ .. NJ. 
	7KH VDIHW\ RI DGDOLPXPDE LQ SDWLHQWV LQ WKH SRO\DUWLFXODU -,$ WULDOV ZDV JHQHUDOO\ VLPLODU WR WKDW REVHUYHG LQ DGXOWV ZLWK FHUWDLQ H[FHSWLRQV [see Adverse Reactions (6.1)]. 
	... *HULDWULF 8VH 
	
	.. 29(5'26$*( 
	'RVHV XS WR .. PJ.NJ KDYH EHHQ DGPLQLVWHUHG WR SDWLHQWV LQ FOLQLFDO WULDOV ZLWKRXW HYLGHQFH RI GRVH.OLPLWLQJ WR[LFLWLHV. ,Q FDVH RI RYHUGRVDJH. LW LV UHFRPPHQGHG WKDW WKH SDWLHQW EH PRQLWRUHG IRU DQ\ VLJQV RU V\PSWRPV RI DGYHUVH UHDFWLRQV RU HIIHFWV DQG DSSURSULDWH V\PSWRPDWLF WUHDWPHQW LQVWLWXWHG LPPHGLDWHO\. 
	.. '(6&5,37,21 
	$GDOLPXPDE.INMS LV D WXPRU QHFURVLV IDFWRU EORFNHU. $GDOLPXPDE.INMS LV D UHFRPELQDQW KXPDQ ,J*. PRQRFORQDO DQWLERG\. $GDOLPXPDE.INMS LV SURGXFHG E\ UHFRPELQDQW '1$ WHFKQRORJ\ LQ D PDPPDOLDQ FHOO H[SUHVVLRQ V\VWHP DQG LV SXULILHG E\ D SURFHVV WKDW LQFOXGHV VSHFLILF YLUDO LQDFWLYDWLRQ DQG UHPRYDO VWHSV. ,W FRQVLVWV RI .... DPLQR DFLGV DQG KDV D PROHFXODU ZHLJKW RI DSSUR[LPDWHO\ ... NLORGDOWRQV. 
	$GDOLPXPDE.INMS LV D WXPRU QHFURVLV IDFWRU EORFNHU. $GDOLPXPDE.INMS LV D UHFRPELQDQW KXPDQ ,J*. PRQRFORQDO DQWLERG\. $GDOLPXPDE.INMS LV SURGXFHG E\ UHFRPELQDQW '1$ WHFKQRORJ\ LQ D PDPPDOLDQ FHOO H[SUHVVLRQ V\VWHP DQG LV SXULILHG E\ D SURFHVV WKDW LQFOXGHV VSHFLILF YLUDO LQDFWLYDWLRQ DQG UHPRYDO VWHSV. ,W FRQVLVWV RI .... DPLQR DFLGV DQG KDV D PROHFXODU ZHLJKW RI DSSUR[LPDWHO\ ... NLORGDOWRQV. 
	+8/,2 .DGDOLPXPDE.INMS. LQMHFWLRQ LV VXSSOLHG DV D VWHULOH. SUHVHUYDWLYH.IUHH VROXWLRQ IRU VXEFXWDQHRXV DGPLQLVWUDWLRQ. 7KH GUXJ SURGXFW LV VXSSOLHG DV HLWKHU D VLQJOH.GRVH. SUHILOOHG SHQ .+8/,2 3HQ. RU DV D VLQJOH. GRVH. . P/ SUHILOOHG SODVWLF V\ULQJH. (QFORVHG ZLWKLQ WKH SHQ LV D VLQJOH. GRVH. . P/ SUHILOOHG SODVWLF V\ULQJH. 7KH VROXWLRQ RI +8/,2 LV FOHDU WR VOLJKWO\ RSDOHVFHQW. FRORUOHVV WR SDOH EURZQLVK.\HOORZ. ZLWK D S+ RI DERXW .... 

	(DFK .. PJ.... P/ SUHILOOHG V\ULQJH RU SUHILOOHG SHQ GHOLYHUV ... P/ ... PJ. RI GUXJ SURGXFW. (DFK ... P/ RI +8/,2 FRQWDLQV DGDOLPXPDE.INMS ... PJ.. PHWKLRQLQH ..... PJ.. PRQRVRGLXP JOXWDPDWH ..... PJ.. SRO\VRUEDWH .. ..... PJ.. VRUELWRO ..... PJ. DQG :DWHU IRU ,QMHFWLRQ. 863. +\GURFKORULF DFLG LV DGGHG DV QHFHVVDU\ WR DGMXVW S+. 
	(DFK .. PJ.... P/ SUHILOOHG V\ULQJH GHOLYHUV ... P/ ... PJ. RI GUXJ SURGXFW. (DFK ... P/ RI +8/,2 FRQWDLQV DGDOLPXPDE.INMS ... PJ.. PHWKLRQLQH ..... PJ.. PRQRVRGLXP JOXWDPDWH ..... PJ.. SRO\VRUEDWH .. ..... PJ.. VRUELWRO ..... PJ. DQG :DWHU IRU ,QMHFWLRQ. 863. +\GURFKORULF DFLG LV DGGHG DV QHFHVVDU\ WR DGMXVW S+. 
	.. &/,1,&$/ 3+$50$&2/2*< 
	.... 0HFKDQLVP RI $FWLRQ 
	$GDOLPXPDE SURGXFWV ELQG VSHFLILFDOO\ WR 71).DOSKD DQG EORFN LWV LQWHUDFWLRQ ZLWK WKH S.. DQG S.. FHOO VXUIDFH 71) UHFHSWRUV. $GDOLPXPDE SURGXFWV DOVR O\VH VXUIDFH 71) H[SUHVVLQJ FHOOV in vitro LQ WKH SUHVHQFH RI FRPSOHPHQW. $GDOLPXPDE SURGXFWV GR QRW ELQG RU LQDFWLYDWH O\PSKRWR[LQ .71).EHWD.. 71) LV D QDWXUDOO\ RFFXUULQJ F\WRNLQH WKDW LV LQYROYHG LQ QRUPDO LQIODPPDWRU\ DQG LPPXQH UHVSRQVHV. (OHYDWHG OHYHOV RI 71) DUH IRXQG LQ WKH V\QRYLDO IOXLG RI SDWLHQWV ZLWK 5$. -,$. 3V$. DQG $6 DQG SOD\ DQ LPSRUWDQW UR
	$GDOLPXPDE SURGXFWV DOVR PRGXODWH ELRORJLFDO UHVSRQVHV WKDW DUH LQGXFHG RU UHJXODWHG E\ 71). LQFOXGLQJ FKDQJHV LQ WKH OHYHOV RI DGKHVLRQ PROHFXOHV UHVSRQVLEOH IRU OHXNRF\WH PLJUDWLRQ .(/$0... 9&$0... DQG .. RI ... ; .....0.. 
	,&$0.. ZLWK DQ ,&

	.... 3KDUPDFRG\QDPLFV 
	$IWHU WUHDWPHQW ZLWK DGDOLPXPDE. D GHFUHDVH LQ OHYHOV RI DFXWH SKDVH UHDFWDQWV RI LQIODPPDWLRQ .&.UHDFWLYH SURWHLQ >&53@ DQG HU\WKURF\WH VHGLPHQWDWLRQ UDWH >(65@. DQG VHUXP F\WRNLQHV .,/... ZDV REVHUYHG FRPSDUHG WR EDVHOLQH LQ SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV. $ GHFUHDVH LQ &53 OHYHOV ZDV DOVR REVHUYHG LQ SDWLHQWV ZLWK &URKQ¶V GLVHDVH. DQG XOFHUDWLYH FROLWLV. 6HUXP OHYHOV RI PDWUL[ PHWDOORSURWHLQDVHV .003.. DQG 003... WKDW SURGXFH WLVVXH UHPRGHOLQJ UHVSRQVLEOH IRU FDUWLODJH GHVWUXFWLRQ ZHUH DOVR GHFUHDVHG
	.... 3KDUPDFRNLQHWLFV 
	PD[. DQG WKH WLPH WR UHDFK WKH PD[LPXP FRQFHQWUDWLRQ .7PD[. ZHUH ... � ... ȝJ.P/ DQG ... � .. KRXUV UHVSHFWLYHO\. IROORZLQJ D VLQJOH .. PJ VXEFXWDQHRXV DGPLQLVWUDWLRQ RI DGDOLPXPDE WR KHDOWK\ DGXOW VXEMHFWV. 7KH DYHUDJH DEVROXWH ELRDYDLODELOLW\ RI DGDOLPXPDE HVWLPDWHG IURP WKUHH VWXGLHV IROORZLQJ D VLQJOH .. PJ VXEFXWDQHRXV GRVH ZDV .... 7KH SKDUPDFRNLQHWLFV RI DGDOLPXPDE ZHUH OLQHDU RYHU WKH GRVH UDQJH RI ... WR .... PJ.NJ IROORZLQJ D VLQJOH LQWUDYHQRXV GRVH. 
	7KH PD[LPXP VHUXP FRQFHQWUDWLRQ .&

	7KH VLQJOH GRVH SKDUPDFRNLQHWLFV RI DGDOLPXPDE LQ 5$ SDWLHQWV ZHUH GHWHUPLQHG LQ VHYHUDO VWXGLHV ZLWK VV. UDQJHG IURP ... WR ... /. 7KH V\VWHPLF FOHDUDQFH RI DGDOLPXPDE LV DSSUR[LPDWHO\ .. P/.KU. 7KH PHDQ WHUPLQDO KDOI.OLIH ZDV DSSUR[LPDWHO\ . 
	7KH VLQJOH GRVH SKDUPDFRNLQHWLFV RI DGDOLPXPDE LQ 5$ SDWLHQWV ZHUH GHWHUPLQHG LQ VHYHUDO VWXGLHV ZLWK VV. UDQJHG IURP ... WR ... /. 7KH V\VWHPLF FOHDUDQFH RI DGDOLPXPDE LV DSSUR[LPDWHO\ .. P/.KU. 7KH PHDQ WHUPLQDO KDOI.OLIH ZDV DSSUR[LPDWHO\ . 
	LQWUDYHQRXV GRVHV UDQJLQJ IURP .... WR .. PJ.NJ. 7KH GLVWULEXWLRQ YROXPH .9

	ZHHNV. UDQJLQJ IURP .. WR .. GD\V DFURVV VWXGLHV. $GDOLPXPDE FRQFHQWUDWLRQV LQ WKH V\QRYLDO IOXLG IURP ILYH UKHXPDWRLG DUWKULWLV SDWLHQWV UDQJHG IURP .. WR ... RI WKRVH LQ VHUXP. 

	,Q 5$ SDWLHQWV UHFHLYLQJ .. PJ DGDOLPXPDE HYHU\ RWKHU ZHHN. DGDOLPXPDE PHDQ VWHDG\.VWDWH WURXJK FRQFHQWUDWLRQV RI DSSUR[LPDWHO\ . ȝJ.P/ DQG . WR . ȝJ.P/. ZHUH REVHUYHG ZLWKRXW DQG ZLWK PHWKRWUH[DWH .07;.. UHVSHFWLYHO\. 07; UHGXFHG DGDOLPXPDE DSSDUHQW FOHDUDQFH DIWHU VLQJOH DQG PXOWLSOH GRVLQJ E\ ... DQG ... UHVSHFWLYHO\. LQ SDWLHQWV ZLWK 5$. 0HDQ VHUXP DGDOLPXPDE WURXJK OHYHOV DW VWHDG\ VWDWH LQFUHDVHG DSSUR[LPDWHO\ SURSRUWLRQDOO\ ZLWK GRVH IROORZLQJ ... ... DQG .. PJ HYHU\ RWKHU ZHHN DQG HYHU\ ZHHN VXEFXWD
	$GDOLPXPDE PHDQ VWHDG\.VWDWH WURXJK FRQFHQWUDWLRQV ZHUH VOLJKWO\ KLJKHU LQ SVRULDWLF DUWKULWLV SDWLHQWV WUHDWHG ZLWK .. PJ DGDOLPXPDE HYHU\ RWKHU ZHHN .. WR .. ȝJ.P/ DQG ... WR .. ȝJ.P/. ZLWKRXW DQG ZLWK 07;. UHVSHFWLYHO\. FRPSDUHG WR WKH FRQFHQWUDWLRQV LQ 5$ SDWLHQWV WUHDWHG ZLWK WKH VDPH GRVH. 
	7KH SKDUPDFRNLQHWLFV RI DGDOLPXPDE LQ SDWLHQWV ZLWK $6 ZHUH VLPLODU WR WKRVH LQ SDWLHQWV ZLWK 5$. 
	,Q SDWLHQWV ZLWK &'. WKH ORDGLQJ GRVH RI ... PJ DGDOLPXPDE RQ :HHN . IROORZHG E\ .. PJ DGDOLPXPDE RQ :HHN . DFKLHYHV PHDQ VHUXP DGDOLPXPDE WURXJK OHYHOV RI DSSUR[LPDWHO\ .. ȝJ.P/ DW :HHN . DQG :HHN .. 0HDQ VWHDG\.VWDWH WURXJK OHYHOV RI DSSUR[LPDWHO\ . ȝJ.P/ ZHUH REVHUYHG DW :HHN .. DQG :HHN .. LQ &' SDWLHQWV DIWHU UHFHLYLQJ D PDLQWHQDQFH GRVH RI .. PJ DGDOLPXPDE HYHU\ RWKHU ZHHN. 
	,Q SDWLHQWV ZLWK 8&. WKH ORDGLQJ GRVH RI ... PJ DGDOLPXPDE RQ :HHN . IROORZHG E\ .. PJ DGDOLPXPDE RQ :HHN . DFKLHYHV PHDQ VHUXP DGDOLPXPDE WURXJK OHYHOV RI DSSUR[LPDWHO\ .. ȝJ.P/ DW :HHN . DQG :HHN .. 0HDQ VWHDG\.VWDWH WURXJK OHYHO RI DSSUR[LPDWHO\ . ȝJ.P/ ZDV REVHUYHG DW :HHN .. LQ 8& SDWLHQWV DIWHU UHFHLYLQJ D GRVH RI .. PJ DGDOLPXPDE HYHU\ RWKHU ZHHN. DQG DSSUR[LPDWHO\ .. ȝJ.P/ DW :HHN .. LQ 8& SDWLHQWV ZKR LQFUHDVHG WR D GRVH RI .. PJ DGDOLPXPDE HYHU\ ZHHN. 
	,Q SDWLHQWV ZLWK 3V. WKH PHDQ VWHDG\.VWDWH WURXJK FRQFHQWUDWLRQ ZDV DSSUR[LPDWHO\ . WR . ȝJ.P/ GXULQJ DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN PRQRWKHUDS\ WUHDWPHQW. 
	3RSXODWLRQ SKDUPDFRNLQHWLF DQDO\VHV LQ SDWLHQWV ZLWK 5$ UHYHDOHG WKDW WKHUH ZDV D WUHQG WRZDUG KLJKHU DSSDUHQW FOHDUDQFH RI DGDOLPXPDE LQ WKH SUHVHQFH RI DQWL.DGDOLPXPDE DQWLERGLHV. DQG ORZHU FOHDUDQFH ZLWK LQFUHDVLQJ DJH LQ SDWLHQWV DJHG .. WR !.. \HDUV. 
	0LQRU LQFUHDVHV LQ DSSDUHQW FOHDUDQFH ZHUH DOVR SUHGLFWHG LQ 5$ SDWLHQWV UHFHLYLQJ GRVHV ORZHU WKDQ WKH UHFRPPHQGHG GRVH DQG LQ 5$ SDWLHQWV ZLWK KLJK UKHXPDWRLG IDFWRU RU &53 FRQFHQWUDWLRQV. 7KHVH LQFUHDVHV DUH QRW OLNHO\ WR EH FOLQLFDOO\ LPSRUWDQW. 
	1R JHQGHU.UHODWHG SKDUPDFRNLQHWLF GLIIHUHQFHV ZHUH REVHUYHG DIWHU FRUUHFWLRQ IRU D SDWLHQW¶V ERG\ ZHLJKW. +HDOWK\ YROXQWHHUV DQG SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV GLVSOD\HG VLPLODU DGDOLPXPDE SKDUPDFRNLQHWLFV. 
	1R SKDUPDFRNLQHWLF GDWD DUH DYDLODEOH LQ SDWLHQWV ZLWK KHSDWLF RU UHQDO LPSDLUPHQW. 
	,Q 6WXG\ -,$., IRU SDWLHQWV ZLWK SRO\DUWLFXODU -,$ ZKR ZHUH . WR .. \HDUV RI DJH. WKH PHDQ VWHDG\.VWDWH WURXJK VHUXP DGDOLPXPDE FRQFHQWUDWLRQV IRU SDWLHQWV ZHLJKLQJ ... NJ UHFHLYLQJ .. PJ DGDOLPXPDE VXEFXWDQHRXVO\ HYHU\ RWKHU ZHHN DV PRQRWKHUDS\ RU ZLWK FRQFRPLWDQW 07; ZHUH ... ȝJ.P/ DQG .... ȝJ.P/. UHVSHFWLYHO\. 7KH PHDQ VWHDG\.VWDWH WURXJK VHUXP DGDOLPXPDE FRQFHQWUDWLRQV IRU SDWLHQWV ZHLJKLQJ �.. NJ UHFHLYLQJ .. PJ DGDOLPXPDE VXEFXWDQHRXVO\ HYHU\ RWKHU ZHHN DV PRQRWKHUDS\ RU ZLWK FRQFRPLWDQW 07; ZHUH ... 
	.. 121&/,1,&$/ 72;,&2/2*< 
	.... &DUFLQRJHQHVLV. 0XWDJHQHVLV. ,PSDLUPHQW RI )HUWLOLW\ 
	/RQJ.WHUP DQLPDO VWXGLHV RI DGDOLPXPDE SURGXFWV KDYH QRW EHHQ FRQGXFWHG WR HYDOXDWH WKH FDUFLQRJHQLF SRWHQWLDO RU LWV HIIHFW RQ IHUWLOLW\. 
	.. &/,1,&$/ 678',(6 
	.... 5KHXPDWRLG $UWKULWLV 
	7KH HIILFDF\ DQG VDIHW\ RI DGDOLPXPDE ZHUH DVVHVVHG LQ ILYH UDQGRPL]HG. GRXEOH.EOLQG VWXGLHV LQ SDWLHQWV •.. \HDUV RI DJH ZLWK DFWLYH UKHXPDWRLG DUWKULWLV .5$. GLDJQRVHG DFFRUGLQJ WR $PHULFDQ &ROOHJH RI 5KHXPDWRORJ\ .$&5. FULWHULD. 3DWLHQWV KDG DW OHDVW . VZROOHQ DQG . WHQGHU MRLQWV. $GDOLPXPDE ZDV DGPLQLVWHUHG VXEFXWDQHRXVO\ LQ FRPELQDWLRQ ZLWK PHWKRWUH[DWH .07;. ..... WR .. PJ. 6WXGLHV 5$.,. 5$.,,, DQG 5$.9. RU DV PRQRWKHUDS\ .6WXGLHV 5$.,, DQG 5$.9. RU ZLWK RWKHU GLVHDVH.PRGLI\LQJ DQWL.UKHXPDWLF GUXJV .'
	6WXG\ 5$., HYDOXDWHG ... SDWLHQWV ZKR KDG IDLOHG WKHUDS\ ZLWK DW OHDVW RQH EXW QR PRUH WKDQ IRXU '0$5'V DQG KDG LQDGHTXDWH UHVSRQVH WR 07;. 'RVHV RI ... .. RU .. PJ RI DGDOLPXPDE RU SODFHER ZHUH JLYHQ HYHU\ RWKHU ZHHN IRU .. ZHHNV. 
	6WXG\ 5$.,, HYDOXDWHG ... SDWLHQWV ZKR KDG IDLOHG WKHUDS\ ZLWK DW OHDVW RQH '0$5'. 'RVHV RI SODFHER. .. RU .. PJ RI DGDOLPXPDE ZHUH JLYHQ DV PRQRWKHUDS\ HYHU\ RWKHU ZHHN RU ZHHNO\ IRU .. ZHHNV. 
	
	6WXG\ 5$.,9 DVVHVVHG VDIHW\ LQ ... SDWLHQWV ZKR ZHUH HLWKHU '0$5'.QDLYH RU ZHUH SHUPLWWHG WR UHPDLQ RQ WKHLU SUH.H[LVWLQJ UKHXPDWRORJLF WKHUDS\ SURYLGHG WKDW WKHUDS\ ZDV VWDEOH IRU D PLQLPXP RI .. GD\V. 3DWLHQWV ZHUH UDQGRPL]HG WR .. PJ RI DGDOLPXPDE RU SODFHER HYHU\ RWKHU ZHHN IRU .. ZHHNV. 
	6WXG\ 5$.9 HYDOXDWHG ... SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 5$ RI OHVV WKDQ . \HDUV GXUDWLRQ ZKR ZHUH •.. \HDUV ROG DQG 07; QDwYH. 3DWLHQWV ZHUH UDQGRPL]HG WR UHFHLYH HLWKHU 07; .RSWLPL]HG WR .. PJ.ZHHN E\ ZHHN ... DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN RU DGDOLPXPDE.07; FRPELQDWLRQ WKHUDS\ IRU ... ZHHNV. 3DWLHQWV ZHUH HYDOXDWHG IRU VLJQV DQG V\PSWRPV. DQG IRU UDGLRJUDSKLF SURJUHVVLRQ RI MRLQW GDPDJH. 7KH PHGLDQ GLVHDVH GXUDWLRQ DPRQJ SDWLHQWV HQUROOHG LQ WKH VWXG\ ZDV . PRQWKV. 7KH PHGLDQ 07; GRVH DFKL
	Clinical Response 
	7KH SHUFHQW RI DGDOLPXPDE WUHDWHG SDWLHQWV DFKLHYLQJ $&5 ... .. DQG .. UHVSRQVHV LQ 6WXGLHV 5$.,, DQG ,,, DUH VKRZQ LQ 7DEOH .. 
	7DEOH .. $&5 5HVSRQVHV LQ 6WXGLHV 5$.,, DQG 5$.,,, .3HUFHQW RI 3DWLHQWV.. 
	Table
	TR
	6WXG\ 5$.,, 0RQRWKHUDS\ ... ZHHNV. 
	6WXG\ 5$.,,, 0HWKRWUH[DWH &RPELQDWLRQ ... DQG .. ZHHNV. 

	5HVSRQVH 
	5HVSRQVH 
	3ODFHER 
	$GDOLPXPDE 
	$GDOLPXPDE 
	3ODFHER.07; 
	$GDOLPXPDE.07; 

	TR
	.. PJ HYHU\ 
	.. PJ ZHHNO\ 
	.. PJ HYHU\ 

	TR
	RWKHU ZHHN 
	RWKHU ZHHN 

	TR
	1 ... 
	1 ... 
	1 ... 
	1 ... 
	1 ... 

	$&5.. 
	$&5.. 

	0RQWK . 
	0RQWK . 
	... 
	.... 
	.... 
	... 
	.... 

	0RQWK .. 
	0RQWK .. 
	1$ 
	1$ 
	1$ 
	... 
	.... 

	$&5.. 
	$&5.. 

	0RQWK . 
	0RQWK . 
	.. 
	.... 
	.... 
	... 
	.... 

	0RQWK .. 
	0RQWK .. 
	1$ 
	1$ 
	1$ 
	... 
	.... 

	$&5.. 
	$&5.. 

	0RQWK . 
	0RQWK . 
	.. 
	.... 
	.... 
	.. 
	.... 

	0RQWK .. 
	0RQWK .. 
	1$ 
	1$ 
	1$ 
	.. 
	.... 

	. S...... DGDOLPXPDE vs. SODFHER 
	. S...... DGDOLPXPDE vs. SODFHER 


	7KH UHVXOWV RI 6WXG\ 5$., ZHUH VLPLODU WR 6WXG\ 5$.,,,. SDWLHQWV UHFHLYLQJ DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN LQ 6WXG\ 5$., DOVR DFKLHYHG $&5 ... .. DQG .. UHVSRQVH UDWHV RI .... ... DQG .... UHVSHFWLYHO\. FRPSDUHG WR SODFHER UHVSRQVHV RI .... .. DQG .. UHVSHFWLYHO\. DW . PRQWKV .S....... 
	
	7DEOH .. &RPSRQHQWV RI $&5 5HVSRQVH LQ 6WXGLHV 5$.,, DQG 5$.,,,. 
	Table
	TR
	6WXG\ 5$.,, 
	6WXG\ 5$.,,, 

	3DUDPHWHU .PHGLDQ. 
	3DUDPHWHU .PHGLDQ. 
	3ODFHER 1 ... 
	$GDOLPXPDED 1 ... 
	3ODFHER.07; 1 ... 
	$GDOLPXPDED.07; 1 ... 

	TR
	%DVHOLQH 
	:N .. 
	%DVHOLQH 
	:N .. 
	%DVHOLQH 
	:N .. 
	%DVHOLQH 
	:N .. 

	1XPEHU RI WHQGHU MRLQWV ...... 
	1XPEHU RI WHQGHU MRLQWV ...... 
	.. 
	.. 
	.. 
	... 
	.. 
	.. 
	.. 
	.. 

	1XPEHU RI VZROOHQ MRLQWV ...... 
	1XPEHU RI VZROOHQ MRLQWV ...... 
	.. 
	.. 
	.. 
	... 
	.. 
	.. 
	.. 
	.. 

	3K\VLFLDQ JOREDO DVVHVVPHQWE 
	3K\VLFLDQ JOREDO DVVHVVPHQWE 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	3DWLHQW JOREDO DVVHVVPHQWE 
	3DWLHQW JOREDO DVVHVVPHQWE 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	3DLQE 
	3DLQE 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	'LVDELOLW\ LQGH[ .+$4.F 
	'LVDELOLW\ LQGH[ .+$4.F 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	&53 .PJ.G/. 
	&53 .PJ.G/. 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	D.. PJ DGDOLPXPDE DGPLQLVWHUHG HYHU\ RWKHU ZHHN E9LVXDO DQDORJXH VFDOH. . EHVW. .. ZRUVW F'LVDELOLW\ ,QGH[ RI WKH +HDOWK $VVHVVPHQW 4XHVWLRQQDLUH. . EHVW. . ZRUVW. PHDVXUHV WKH SDWLHQW¶V DELOLW\ WR SHUIRUP WKH IROORZLQJ. GUHVV.JURRP. DULVH. HDW. ZDON. UHDFK. JULS. PDLQWDLQ K\JLHQH. DQG PDLQWDLQ GDLO\ DFWLYLW\ . S....... DGDOLPXPDE vs. SODFHER. EDVHG RQ PHDQ FKDQJH IURP EDVHOLQH 
	D.. PJ DGDOLPXPDE DGPLQLVWHUHG HYHU\ RWKHU ZHHN E9LVXDO DQDORJXH VFDOH. . EHVW. .. ZRUVW F'LVDELOLW\ ,QGH[ RI WKH +HDOWK $VVHVVPHQW 4XHVWLRQQDLUH. . EHVW. . ZRUVW. PHDVXUHV WKH SDWLHQW¶V DELOLW\ WR SHUIRUP WKH IROORZLQJ. GUHVV.JURRP. DULVH. HDW. ZDON. UHDFK. JULS. PDLQWDLQ K\JLHQH. DQG PDLQWDLQ GDLO\ DFWLYLW\ . S....... DGDOLPXPDE vs. SODFHER. EDVHG RQ PHDQ FKDQJH IURP EDVHOLQH 


	7KH WLPH FRXUVH RI $&5 .. UHVSRQVH IRU 6WXG\ 5$.,,, LV VKRZQ LQ )LJXUH .. 
	,Q 6WXG\ 5$.,,,. ... RI SDWLHQWV ZLWK $&5 .. UHVSRQVHV DW ZHHN .. PDLQWDLQHG WKH UHVSRQVH DW .. ZHHNV. 7KH WLPH FRXUVH RI $&5 .. UHVSRQVH IRU 6WXG\ 5$., DQG 6WXG\ 5$.,, ZHUH VLPLODU. 
	)LJXUH .. 6WXG\ 5$.,,, $&5 .. 5HVSRQVHV RYHU .. :HHNV 
	,Q 6WXG\ 5$.,9. ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN SOXV VWDQGDUG RI FDUH KDG DQ $&5 .. UHVSRQVH DW ZHHN .. FRPSDUHG WR ... RQ SODFHER SOXV VWDQGDUG RI FDUH .S........ 1R XQLTXH DGYHUVH UHDFWLRQV UHODWHG WR WKH FRPELQDWLRQ RI DGDOLPXPDE DQG RWKHU '0$5'V ZHUH REVHUYHG. 
	,Q 6WXG\ 5$.,9. ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN SOXV VWDQGDUG RI FDUH KDG DQ $&5 .. UHVSRQVH DW ZHHN .. FRPSDUHG WR ... RQ SODFHER SOXV VWDQGDUG RI FDUH .S........ 1R XQLTXH DGYHUVH UHDFWLRQV UHODWHG WR WKH FRPELQDWLRQ RI DGDOLPXPDE DQG RWKHU '0$5'V ZHUH REVHUYHG. 
	,Q 6WXG\ 5$.9 ZLWK 07; QDwYH SDWLHQWV ZLWK UHFHQW RQVHW 5$. WKH FRPELQDWLRQ WUHDWPHQW ZLWK DGDOLPXPDE SOXV 07; OHG WR JUHDWHU SHUFHQWDJHV RI SDWLHQWV DFKLHYLQJ $&5 UHVSRQVHV WKDQ HLWKHU 07; PRQRWKHUDS\ RU DGDOLPXPDE PRQRWKHUDS\ DW :HHN .. DQG UHVSRQVHV ZHUH VXVWDLQHG DW :HHN ... .VHH 7DEOH ... 

	7DEOH .. $&5 5HVSRQVH LQ 6WXG\ 5$.9 .3HUFHQW RI 3DWLHQWV. 
	5HVSRQVH 
	5HVSRQVH 
	5HVSRQVH 
	07;E 1 ... 
	$GDOLPXPDEF 1 ... 
	$GDOLPXPDE.07; 1 ... 

	$&5.. :HHN .. :HHN ... 
	$&5.. :HHN .. :HHN ... 
	... ... 
	... ... 
	... ... 

	$&5.. :HHN .. :HHN ... 
	$&5.. :HHN .. :HHN ... 
	... ... 
	... ... 
	... ... 

	$&5.. :HHN .. :HHN ... 
	$&5.. :HHN .. :HHN ... 
	... ... 
	... ... 
	... ... 

	0DMRU &OLQLFDO 5HVSRQVHD 
	0DMRU &OLQLFDO 5HVSRQVHD 
	... 
	... 
	... 

	D 0DMRU FOLQLFDO UHVSRQVH LV GHILQHG DV DFKLHYLQJ DQ $&5.. UHVSRQVH IRU D FRQWLQXRXV VL[ PRQWK SHULRG E S...... DGDOLPXPDE.07; vs. 07; IRU $&5 .. S....... DGDOLPXPDE.07; vs. 07; IRU $&5 .. DQG ... DQG 0DMRU &OLQLFDO 5HVSRQVH F S....... DGDOLPXPDE.07; vs. DGDOLPXPDE 
	D 0DMRU FOLQLFDO UHVSRQVH LV GHILQHG DV DFKLHYLQJ DQ $&5.. UHVSRQVH IRU D FRQWLQXRXV VL[ PRQWK SHULRG E S...... DGDOLPXPDE.07; vs. 07; IRU $&5 .. S....... DGDOLPXPDE.07; vs. 07; IRU $&5 .. DQG ... DQG 0DMRU &OLQLFDO 5HVSRQVH F S....... DGDOLPXPDE.07; vs. DGDOLPXPDE 


	$W :HHN ... DOO LQGLYLGXDO FRPSRQHQWV RI WKH $&5 UHVSRQVH FULWHULD IRU 6WXG\ 5$.9 LPSURYHG LQ WKH DGDOLPXPDE.07; JURXS DQG LPSURYHPHQWV ZHUH PDLQWDLQHG WR :HHN .... 
	Radiographic Response 
	,Q 6WXG\ 5$.,,,. VWUXFWXUDO MRLQW GDPDJH ZDV DVVHVVHG UDGLRJUDSKLFDOO\ DQG H[SUHVVHG DV FKDQJH LQ 7RWDO 6KDUS 6FRUH .766. DQG LWV FRPSRQHQWV. WKH HURVLRQ VFRUH DQG -RLQW 6SDFH 1DUURZLQJ .-61. VFRUH. DW PRQWK .. FRPSDUHG WR EDVHOLQH. $W EDVHOLQH. WKH PHGLDQ 766 ZDV DSSUR[LPDWHO\ .. LQ WKH SODFHER DQG .. PJ HYHU\ RWKHU ZHHN JURXSV. 7KH UHVXOWV DUH VKRZQ LQ 7DEOH .. $GDOLPXPDE.07; WUHDWHG SDWLHQWV GHPRQVWUDWHG OHVV UDGLRJUDSKLF SURJUHVVLRQ WKDQ SDWLHQWV UHFHLYLQJ 07; DORQH DW .. ZHHNV. 
	7DEOH .. 5DGLRJUDSKLF 0HDQ &KDQJHV 2YHU .. 0RQWKV LQ 6WXG\ 5$.,,,. 
	Table
	TR
	3ODFHER.07; 
	$GDOLPXPDE.07; .. PJ HYHU\ RWKHU ZHHN 
	3ODFHER.07;. $GDOLPXPDE. 07; .... &RQILGHQFH ,QWHUYDO.. 
	3.YDOXH.. 

	7RWDO 6KDUS VFRUH 
	7RWDO 6KDUS VFRUH 
	... 
	... 
	... ..... .... 
	...... 

	(URVLRQ VFRUH 
	(URVLRQ VFRUH 
	... 
	... 
	... ..... .... 
	...... 

	-61 VFRUH 
	-61 VFRUH 
	... 
	... 
	... ..... .... 
	..... 

	.... FRQILGHQFH LQWHUYDOV IRU WKH GLIIHUHQFHV LQ FKDQJH VFRUHV EHWZHHQ 07; DQG DGDOLPXPDE. ..%DVHG RQ UDQN DQDO\VLV 
	.... FRQILGHQFH LQWHUYDOV IRU WKH GLIIHUHQFHV LQ FKDQJH VFRUHV EHWZHHQ 07; DQG DGDOLPXPDE. ..%DVHG RQ UDQN DQDO\VLV 


	
	,Q 6WXG\ 5$.9. VWUXFWXUDO MRLQW GDPDJH ZDV DVVHVVHG DV LQ 6WXG\ 5$.,,,. *UHDWHU LQKLELWLRQ RI UDGLRJUDSKLF SURJUHVVLRQ. DV DVVHVVHG E\ FKDQJHV LQ 766. HURVLRQ VFRUH DQG -61 ZDV REVHUYHG LQ WKH DGDOLPXPDE.07; FRPELQDWLRQ JURXS DV FRPSDUHG WR HLWKHU WKH 07; RU DGDOLPXPDE PRQRWKHUDS\ JURXS DW :HHN .. DV ZHOO DV DW :HHN ... .VHH 7DEOH ... 
	7DEOH .. 5DGLRJUDSKLF 0HDQ &KDQJH. LQ 6WXG\ 5$.9 
	Table
	TR
	07; D 1 ... 
	$GDOLPXPDE D.E 1 ... 
	$GDOLPXPDE.07; 1 ... 

	.. :HHNV 
	.. :HHNV 
	7RWDO 6KDUS VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	TR
	(URVLRQ VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	TR
	-61 VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	... :HHNV 
	... :HHNV 
	7RWDO 6KDUS VFRUH 
	.... ..... ..... 
	... ..... .... 
	... ..... .... 

	TR
	(URVLRQ VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	TR
	-61 VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	. PHDQ .... FRQILGHQFH LQWHUYDO. D S....... DGDOLPXPDE.07; vs. 07; DW .. DQG ... ZHHNV DQG IRU DGDOLPXPDE.07; vs. DGDOLPXPDE DW ... ZHHNV E S...... IRU DGDOLPXPDE.07; vs. DGDOLPXPDE DW .. ZHHNV 
	. PHDQ .... FRQILGHQFH LQWHUYDO. D S....... DGDOLPXPDE.07; vs. 07; DW .. DQG ... ZHHNV DQG IRU DGDOLPXPDE.07; vs. DGDOLPXPDE DW ... ZHHNV E S...... IRU DGDOLPXPDE.07; vs. DGDOLPXPDE DW .. ZHHNV 


	Physical Function Response 
	,Q VWXGLHV 5$., WKURXJK ,9. DGDOLPXPDE VKRZHG VLJQLILFDQWO\ JUHDWHU LPSURYHPHQW WKDQ SODFHER LQ WKH GLVDELOLW\ LQGH[ RI +HDOWK $VVHVVPHQW 4XHVWLRQQDLUH .+$4.',. IURP EDVHOLQH WR WKH HQG RI VWXG\. DQG VLJQLILFDQWO\ JUHDWHU LPSURYHPHQW WKDQ SODFHER LQ WKH KHDOWK.RXWFRPHV DV DVVHVVHG E\ 7KH 6KRUW )RUP +HDOWK 6XUYH\ .6) .... ,PSURYHPHQW ZDV VHHQ LQ ERWK WKH 3K\VLFDO &RPSRQHQW 6XPPDU\ .3&6. DQG WKH 0HQWDO &RPSRQHQW 6XPPDU\ .0&6.. 
	,Q 6WXG\ 5$.,,,. WKH PHDQ .... &,. LPSURYHPHQW LQ +$4.', IURP EDVHOLQH DW ZHHN .. ZDV .... ...... ..... IRU WKH DGDOLPXPDE SDWLHQWV DQG .... ...... ..... IRU SODFHER.07; .S....... SDWLHQWV. 6L[W\.WKUHH SHUFHQW RI DGDOLPXPDE.WUHDWHG SDWLHQWV DFKLHYHG D ... RU JUHDWHU LPSURYHPHQW LQ +$4.', DW ZHHN .. LQ WKH GRXEOH.EOLQG SRUWLRQ RI WKH VWXG\. (LJKW\.WZR SHUFHQW RI WKHVH SDWLHQWV PDLQWDLQHG WKDW LPSURYHPHQW WKURXJK ZHHN ... DQG D 
	,Q 6WXG\ 5$.,,,. WKH PHDQ .... &,. LPSURYHPHQW LQ +$4.', IURP EDVHOLQH DW ZHHN .. ZDV .... ...... ..... IRU WKH DGDOLPXPDE SDWLHQWV DQG .... ...... ..... IRU SODFHER.07; .S....... SDWLHQWV. 6L[W\.WKUHH SHUFHQW RI DGDOLPXPDE.WUHDWHG SDWLHQWV DFKLHYHG D ... RU JUHDWHU LPSURYHPHQW LQ +$4.', DW ZHHN .. LQ WKH GRXEOH.EOLQG SRUWLRQ RI WKH VWXG\. (LJKW\.WZR SHUFHQW RI WKHVH SDWLHQWV PDLQWDLQHG WKDW LPSURYHPHQW WKURXJK ZHHN ... DQG D 
	VLPLODU SURSRUWLRQ RI SDWLHQWV PDLQWDLQHG WKLV UHVSRQVH WKURXJK ZHHN ... .. \HDUV. RI RSHQ.ODEHO WUHDWPHQW. 0HDQ LPSURYHPHQW LQ WKH 6)... ZDV PDLQWDLQHG WKURXJK WKH HQG RI PHDVXUHPHQW DW ZHHN ... .. \HDUV.. 

	,Q 6WXG\ 5$.9. WKH +$4.', DQG WKH SK\VLFDO FRPSRQHQW RI WKH 6)... VKRZHG JUHDWHU LPSURYHPHQW .S....... IRU WKH DGDOLPXPDE.07; FRPELQDWLRQ WKHUDS\ JURXS YHUVXV HLWKHU WKH 07; PRQRWKHUDS\ RU WKH DGDOLPXPDE PRQRWKHUDS\ JURXS DW :HHN ... ZKLFK ZDV PDLQWDLQHG WKURXJK :HHN .... 
	.... -XYHQLOH ,GLRSDWKLF $UWKULWLV 
	7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZDV DVVHVVHG LQ 6WXG\ -,$., LQ SDWLHQWV ZLWK DFWLYH SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$.. 
	Study JIA-I 
	
	
	DGPLQLVWHUHG EDVHG RQ ERG\ VXUIDFH DUHD DW D GRVH RI .. PJ.P

	3DWLHQWV GHPRQVWUDWLQJ D 3HGLDWULF $&5 .. UHVSRQVH DW WKH HQG RI 2/./, SKDVH ZHUH UDQGRPL]HG LQWR WKH GRXEOH EOLQG .'%. SKDVH RI WKH VWXG\ DQG UHFHLYHG HLWKHU DGDOLPXPDE RU SODFHER HYHU\ RWKHU ZHHN IRU .. ZHHNV RU XQWLO GLVHDVH IODUH. 'LVHDVH IODUH ZDV GHILQHG DV D ZRUVHQLQJ RI •... IURP EDVHOLQH LQ •. RI . 3HGLDWULF $&5 FRUH FULWHULD. •. DFWLYH MRLQWV. DQG LPSURYHPHQW RI !... LQ QR PRUH WKDQ . RI WKH . FULWHULD. $IWHU .. ZHHNV RU DW WKH WLPH RI GLVHDVH IODUH GXULQJ WKH '% SKDVH. SDWLHQWV ZHUH WUHDWHG LQ WK
	$W WKH HQG RI WKH ...ZHHN 2/./, SKDVH. ... RI WKH SDWLHQWV LQ WKH 07; VWUDWXP DQG ... RI WKH SDWLHQWV LQ WKH QRQ.07; VWUDWXP ZHUH 3HGLDWULF $&5 .. UHVSRQGHUV. ,Q WKH '% SKDVH VLJQLILFDQWO\ IHZHU SDWLHQWV ZKR UHFHLYHG DGDOLPXPDE H[SHULHQFHG GLVHDVH IODUH FRPSDUHG WR SODFHER. ERWK ZLWKRXW 07; .... vs. .... DQG ZLWK 07; .... vs. ..... 0RUH SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE FRQWLQXHG WR VKRZ SHGLDWULF $&5 ........ UHVSRQVHV DW :HHN .. FRPSDUHG WR SDWLHQWV WUHDWHG ZLWK SODFHER. 3HGLDWULF $&5 UHVSRQVHV ZHUH PDLQWD
	6WXG\ -,$., &OLQLFDO 5HVSRQVH 

	.... 3VRULDWLF $UWKULWLV 
	7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZDV DVVHVVHG LQ WZR UDQGRPL]HG. GRXEOH.EOLQG. SODFHER FRQWUROOHG VWXGLHV LQ ... SDWLHQWV ZLWK SVRULDWLF DUWKULWLV .3V$.. 8SRQ FRPSOHWLRQ RI ERWK VWXGLHV. ... SDWLHQWV HQUROOHG LQ DQ RSHQ.ODEHO H[WHQVLRQ VWXG\. LQ ZKLFK .. PJ DGDOLPXPDE ZDV DGPLQLVWHUHG HYHU\ RWKHU ZHHN. 
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	Storage and Stability
	'R QRW XVH EH\RQG WKH H[SLUDWLRQ GDWH RQ WKH FRQWDLQHU. +8/,2 PXVW EH UHIULJHUDWHG DW ..•) WR..•) ..•& WR .•&.. '2 127 )5((=(. 'R QRW XVH LI IUR]HQ HYHQ LI LW KDV EHHQ WKDZHG. 
	6WRUH LQ RULJLQDO FDUWRQ XQWLO WLPH RI DGPLQLVWUDWLRQ WR SURWHFW IURP OLJKW. 
	,I QHHGHG. IRU H[DPSOH ZKHQ WUDYHOLQJ. +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR DPD[LPXP RI ..•) ...•&. IRU D SHULRG RI XS WR .. GD\V. ZLWK SURWHFWLRQ IURP OLJKW. +8/,2 VKRXOG EH GLVFDUGHG LI QRW XVHG ZLWKLQ WKH ...GD\ SHULRG. 5HFRUG WKH GDWH ZKHQ +8/,2 LV ILUVW UHPRYHG IURP WKH UHIULJHUDWRU LQ WKH VSDFHV SURYLGHG RQ WKH FDUWRQ DQG GRVH WUD\. 
	'R QRW VWRUH +8/,2 LQ H[WUHPH KHDW RU FROG. 
	.. 3$7,(17 &2816(/,1* ,1)250$7,21 
	$GYLVH WKH SDWLHQW WR UHDG WKH )'$.DSSURYHG SDWLHQW ODEHOLQJ .0HGLFDWLRQ *XLGH DQG ,QVWUXFWLRQV IRU 8VH.. 
	.. 
	Patient Counseling 
	3URYLGH WKH +8/,2 ³0HGLFDWLRQ *XLGH´ WR SDWLHQWV RU WKHLU FDUHJLYHUV. DQG SURYLGH WKHP DQ RSSRUWXQLW\ WR UHDG LW DQG DVN TXHVWLRQV SULRU WR LQLWLDWLRQ RI WKHUDS\ DQG SULRU WR HDFK WLPH WKH SUHVFULSWLRQ LV UHQHZHG. ,I SDWLHQWV GHYHORS VLJQV DQG V\PSWRPV RI LQIHFWLRQ. LQVWUXFW WKHP WR VHHN PHGLFDO HYDOXDWLRQ LPPHGLDWHO\. 
	$GYLVH SDWLHQWV RI WKH SRWHQWLDO EHQHILWV DQG ULVNV RI +8/,2. 
	• 
	• 
	• 
	,QIHFWLRQV ,QIRUP SDWLHQWV WKDW +8/,2 PD\ ORZHU WKH DELOLW\ RI WKHLU LPPXQH V\VWHP WR ILJKW LQIHFWLRQV. ,QVWUXFW SDWLHQWV RI WKH LPSRUWDQFH RI FRQWDFWLQJ WKHLU KHDOWKFDUH SURYLGHU LI WKH\ GHYHORS DQ\ V\PSWRPV RI LQIHFWLRQ. LQFOXGLQJ WXEHUFXORVLV. LQYDVLYH IXQJDO LQIHFWLRQV. DQG UHDFWLYDWLRQ RI KHSDWLWLV % YLUXV LQIHFWLRQV. 

	• 
	• 
	0DOLJQDQFLHV. &RXQVHO SDWLHQWV DERXW WKH ULVN RI PDOLJQDQFLHV ZKLOH UHFHLYLQJ +8/,2.. 

	• 
	• 
	$OOHUJLF 5HDFWLRQV $GYLVH SDWLHQWV WR VHHN LPPHGLDWH PHGLFDO DWWHQWLRQ LI WKH\ H[SHULHQFH DQ\ V\PSWRPV RI VHYHUH DOOHUJLF UHDFWLRQV. 

	• 
	• 
	2WKHU 0HGLFDO &RQGLWLRQV $GYLVH SDWLHQWV WR UHSRUW DQ\ VLJQV RI QHZ RU ZRUVHQLQJ PHGLFDO FRQGLWLRQV VXFK DV FRQJHVWLYH KHDUW IDLOXUH. QHXURORJLFDO GLVHDVH. DXWRLPPXQH GLVRUGHUV. RU F\WRSHQLDV. $GYLVH SDWLHQWV WR UHSRUW DQ\ V\PSWRPV VXJJHVWLYH RI D F\WRSHQLD VXFK DV EUXLVLQJ. EOHHGLQJ. RU SHUVLVWHQW IHYHU. 


	Instructions on Injection Technique 
	,QIRUP SDWLHQWV WKDW WKH ILUVW LQMHFWLRQ LV WR EH SHUIRUPHG XQGHU WKH VXSHUYLVLRQ RI D TXDOLILHG KHDOWK FDUH SURIHVVLRQDO. ,I D SDWLHQW RU FDUHJLYHU LV WR DGPLQLVWHU +8/,2. LQVWUXFW WKHP LQ LQMHFWLRQ WHFKQLTXHV DQG DVVHVV WKHLU DELOLW\ WR LQMHFW VXEFXWDQHRXVO\ WR HQVXUH WKH SURSHU DGPLQLVWUDWLRQ RI +8/,2 [see Instructions for Use]. 
	)RU SDWLHQWV ZKR ZLOO XVH WKH +8/,2 3HQ. WHOO WKHP WKDW WKH\. 
	x :LOO KHDU WZR .FOLFNV. GXULQJ WKH +XOLR LQMHFWLRQ. 7KH ILUVW µFOLFN¶ PHDQV WKH VWDUW RI LQMHFWLRQ DQG 

	VHFRQG µFOLFN¶ PHDQV WKH HQG RI LQMHFWLRQ. 
	VHFRQG µFOLFN¶ PHDQV WKH HQG RI LQMHFWLRQ. 
	x 7R VWDUW LQMHFWLRQ. SXVK WKH 3HQ ERG\ GRZQ. &RQWLQXH KROGLQJ GRZQ DIWHU KHDULQJ WKH ILUVW µFOLFN¶. 
	x ,Q WKH YLHZLQJ ZLQGRZ. WKH RUDQJH LQGLFDWRU ZLOO DGYDQFH WR VKRZ WKH SURJUHVV RI WKH LQMHFWLRQ. 
	x :KHQ LQMHFWLRQ KDV ILQLVKHG. WKHUH ZLOO EH D VHFRQG µFOLFN¶ DQG WKH µ2UDQJH ,QGLFDWRU¶ ZLOO FRPSOHWHO\ 
	EORFN WKH YLHZLQJ ZLQGRZ. 
	
	,QVWUXFW SDWLHQWV WKDW ZKHQ WKHLU VKDUSV GLVSRVDO FRQWDLQHU LV DOPRVW IXOO. WKH\ ZLOO QHHG WR IROORZ WKHLU FRPPXQLW\ JXLGHOLQHV IRU WKH FRUUHFW ZD\ WR GLVSRVH RI WKHLU VKDUSV GLVSRVDO FRQWDLQHU. ,QVWUXFW SDWLHQWV WKDW WKHUH PD\ EH VWDWH RU ORFDO ODZV UHJDUGLQJ GLVSRVDO RI XVHG QHHGOHV DQG 
	.. 
	V\ULQJHV. 5HIHU SDWLHQWV WR WKH )'$¶V ZHEVLWH DW KWWS...ZZZ.IGD.JRY.VDIHVKDUSVGLVSRVDO IRU PRUH LQIRUPDWLRQ DERXW VDIH VKDUSV GLVSRVDO. DQG IRU VSHFLILF LQIRUPDWLRQ DERXW VKDUSV GLVSRVDO LQ WKH VWDWH WKDW WKH\ OLYH LQ. 
	,QVWUXFW SDWLHQWV QRW WR GLVSRVH RI WKHLU XVHG VKDUSV GLVSRVDO FRQWDLQHU LQ WKHLU KRXVHKROG WUDVK XQOHVV WKHLU FRPPXQLW\ JXLGHOLQHV SHUPLW WKLV. ,QVWUXFW SDWLHQWV QRW WR UHF\FOH WKHLU XVHG VKDUSV GLVSRVDO FRQWDLQHU. 
	0(',&$7,21 *8,'( OHH RK. މ.KXH�+8/,2 .DGDOLPXPDE.INMS. LQMHFWLRQ. IRU VXEFXWDQHRXV XVH 
	0(',&$7,21 *8,'( OHH RK. މ.KXH�+8/,2 .DGDOLPXPDE.INMS. LQMHFWLRQ. IRU VXEFXWDQHRXV XVH 
	0(',&$7,21 *8,'( OHH RK. މ.KXH�+8/,2 .DGDOLPXPDE.INMS. LQMHFWLRQ. IRU VXEFXWDQHRXV XVH 

	5HDG WKH 0HGLFDWLRQ *XLGH WKDW FRPHV ZLWK +8/,2 EHIRUH \RX VWDUW WDNLQJ LW DQG HDFK WLPH \RX JHW D UHILOO. 7KHUH PD\ EH QHZ LQIRUPDWLRQ. 7KLV 0HGLFDWLRQ *XLGH GRHV QRW WDNH WKH SODFH RI WDONLQJ ZLWK \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ RU WUHDWPHQW. 
	5HDG WKH 0HGLFDWLRQ *XLGH WKDW FRPHV ZLWK +8/,2 EHIRUH \RX VWDUW WDNLQJ LW DQG HDFK WLPH \RX JHW D UHILOO. 7KHUH PD\ EH QHZ LQIRUPDWLRQ. 7KLV 0HGLFDWLRQ *XLGH GRHV QRW WDNH WKH SODFH RI WDONLQJ ZLWK \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ RU WUHDWPHQW. 

	:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2" +8/,2 LV D PHGLFLQH WKDW DIIHFWV \RXU LPPXQH V\VWHP. +8/,2 FDQ ORZHU WKH DELOLW\ RI \RXU LPPXQH V\VWHP WR ILJKW LQIHFWLRQV. 6HULRXV LQIHFWLRQV KDYH KDSSHQHG LQ SHRSOH WDNLQJ DGDOLPXPDE SURGXFWV. 7KHVH VHULRXV LQIHFWLRQV LQFOXGH WXEHUFXORVLV .7%. DQG LQIHFWLRQV FDXVHG E\ YLUXVHV. IXQJL RU EDFWHULD WKDW KDYH VSUHDG WKURXJKRXW WKH ERG\. 6RPH SHRSOH KDYH GLHG IURP WKHVH LQIHFWLRQV. x <RXU KHDOWKFDUH SURYLGHU VKRXOG WHVW \RX IRU 7% EHIRUH VWDUWLQJ
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	)RU VXEFXWDQHRXV .XQGHU WKH VNLQ. XVH RQO\ 
	5HDG WKHVH LQVWUXFWLRQV FDUHIXOO\ EHIRUH XVLQJ \RXU 6\ULQJH. 7KLV LQIRUPDWLRQ GRHV QRW UHSODFH WDONLQJ WR \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ DQG \RXU WUHDWPHQW. 
	
	)RU 4XHVWLRQV RU $VVLVWDQFH. &DOO 0\ODQ DW .............. .........,1)2.5;. 
	'RVDJH. 
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	+8/,2 3UHILOOHG 6\ULQJH LV IRU VLQJOH GRVH ...WLPH. XVH RQO\. 
	Figure
	• 
	• 
	• 
	'R QRW XVH +8/,2 LI IUR]HQ. HYHQ LI LW KDV EHHQ WKDZHG.. 

	• 
	• 
	• 
	'R QRW XQFDS \RXU +8/,2 3UHILOOHG 6\ULQJH XQWLO \RX DUH UHDG\ WR LQMHFW DQG ZLOO QRW EH 

	LQWHUUXSWHG.. 

	• 
	• 
	'R QRW UHFDS. 5HFDSSLQJ \RXU +8/,2 3UHILOOHG 6\ULQJH FDQ GDPDJH WKH QHHGOH.. 


	3DUWV RI WKH +8/,2 3UHILOOHG 6\ULQJH .6\ULQJH.. 
	6HH )LJXUH $. 
	Figure
	6WRULQJ DQG +DQGOLQJ WKH 6\ULQJH. 
	6WRUH 6\ULQJH LQ D UHIULJHUDWRU EHWZHHQ ..•) WR ..•) ..•& WR .•&. LQ LWV RULJLQDO FDUWRQ. 
	x 
	5HIULJHUDWHG +8/,2 PD\ EH XVHG XQWLO WKH H[SLUDWLRQ GDWH. 
	x 
	'R QRW IUHH]H WKH 6\ULQJH. 
	x 'R QRW H[SRVH WKH 6\ULQJH WR H[WUHPH KHDW RU FROG. VXFK DV D KRW FDU. RU D IUHH]LQJ FDU RYHUQLJKW. 
	x 
	,I QHHGHG. IRU H[DPSOH ZKHQ WUDYHOLQJ. +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR ..•) ...•&. IRU D SHULRG RI XS WR .. GD\V. ZLWK SURWHFWLRQ IURP OLJKW. 'LVFDUG .WKURZ DZD\. +8/,2 LI QRW XVHG ZLWKLQ WKH ...GD\ SHULRG. 5HFRUG WKH GDWH RQ WKH FDUWRQ DQG GRVH WUD\ ZKHQ +8/,2 LV ILUVW UHPRYHG IURP WKH UHIULJHUDWRU. 
	x 
	x 
	x 
	3URWHFW IURP OLJKW. 

	x 
	x 
	7DNH FDUH QRW WR GURS RU FUXVK. 

	x 
	x 
	'R QRW XVH LI WKH 6\ULQJH LV GDPDJHG RU EURNHQ. 

	x 
	x 
	.HHS +8/,2. LQMHFWLRQ VXSSOLHV. DQG DOO RWKHU PHGLFLQHV RXW RI WKH UHDFK RI 

	TR
	FKLOGUHQ. 


	*DWKHU 6XSSOLHV IRU ,QMHFWLRQ. 
	)LQG D TXLHW DUHD ZLWK D ZHOO.OLW. FOHDQ DQG ÀDW ZRUN VXUIDFH DQG JDWKHU DOO WKH VXSSOLHV \RX ZLOO QHHG WR JLYH \RXUVHOI RU UHFHLYH DQ LQMHFWLRQ. 
	6XSSOLHV \RX ZLOO QHHG. ,QFOXGHG LQ WKH +8/,2 FDUWRQ 
	x . 6\ULQJH 
	.WDNHQ IURP UHIULJHUDWRU .. PLQXWHV SULRU WR LQWHQGHG LQMHFWLRQ WLPH WR DOORZ 
	6\ULQJH WR UHDFK URRP WHPSHUDWXUH. x . DOFRKRO SUHS 
	1RW LQFOXGHG LQ +8/,2 FDUWRQ 
	x 
	x 
	x 
	. )'$.FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU RU SXQFWXUH UHVLVWDQW FRQWDLQHU .6HH 

	TR
	³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3UHILOOHG 6\ULQJH DQG 1HHGOH 

	TR
	&DS"´ 6HFWLRQ LQ 6WHS . DW WKH HQG RI WKLV ,QVWUXFWLRQV IRU 8VH.. 

	x 
	x 
	. JDX]H SDG RU FRWWRQ EDOO 


	,I \RX GR QRW KDYH DOO WKH VXSSOLHV \RX QHHG WR JLYH \RXUVHOI DQ LQMHFWLRQ. YLVLW RU FDOO \RXU ORFDO SKDUPDFLVW. 
	3UHSDULQJ WKH 6\ULQJH. 
	5HPRYH 6\ULQJH IURP UHIULJHUDWRU .. PLQXWHV EHIRUH XVLQJ. 
	0DNH VXUH WKH QDPH +8/,2 DSSHDUV RQ WKH 6\ULQJH ODEHO. 
	x 
	&KHFN WKH H[SLUDWLRQ GDWH SULQWHG RQ WKH 6\ULQJH .6HH )LJXUH %.. 
	x 
	'R QRW XVH WKH 6\ULQJH SDVW WKH H[SLUDWLRQ GDWH. 
	x 
	&KHFN WKDW WKH 6\ULQJH KDV QRW EHHQ IUR]HQ RU OHIW LQ GLUHFW VXQOLJKW. 
	x 
	/HW WKH 6\ULQJH UHDFK URRP WHPSHUDWXUH. 
	x 'R QRW XVH H[WHUQDO KHDW VRXUFHV VXFK DV KRW ZDWHU. GLUHFW VXQOLJKW. RU PLFURZDYH WR ZDUP WKH 6\ULQJH. 
	x 
	'R QRW SXW WKH 6\ULQJH EDFN LQ WKH UHIULJHUDWRU DIWHU LW KDV UHDFKHG URRP WHPSHUDWXUH. 
	x 
	Figure
	&KHFN WKH 9LHZLQJ :LQGRZ WR PDNH VXUH. 
	• 
	• 
	• 
	0HGLFLQH LV DW RU QHDU WKH )LOO 0DUNHU. <RX PD\ QHHG WR VKDNH JHQWO\ WR VHH OLTXLG. 

	• 
	• 
	0HGLFLQH LV FOHDU DQG FRORUOHVV WR SDOH EURZQLVK.\HOORZ .6HH )LJXUH &.. 


	Figure
	'R QRW XVH WKH 6\ULQJH LI PHGLFLQH LV QRW QHDU WKH )LOO 0DUNHU. 8VH DQRWKHU 6\ULQJH RU FRQWDFW \RXU KHDOWKFDUH SURYLGHU. 
	'R QRW XVH WKH 6\ULQJH LI LW LV FORXG\. GLVFRORUHG. RU KDV SDUWLFOHV LQ LW. 
	&KRRVLQJ DQG 3UHSDULQJ ,QMHFWLRQ 6LWH. 
	<RXU KHDOWKFDUH SURYLGHU VKRXOG VKRZ \RX SURSHU LQMHFWLRQ VLWH WHFKQLTXHV.. 
	Figure
	x 5HFRPPHQGHG VXEFXWDQHRXV .XQGHU WKH VNLQ. ,QVWUXFWLRQV 
	LQMHFWLRQ VLWHV DUH. 
	LQMHFWLRQ VLWHV DUH. 
	&RQWLQXHG

	o. WKH IURQW RI WKH WKLJKV. RU 
	o. WKH IURQW RI WKH WKLJKV. RU 
	o. WKH IURQW RI WKH WKLJKV. RU 

	o. WKH DEGRPHQ .EHOO\. 
	o. WKH DEGRPHQ .EHOO\. 
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	Figure

	o. 'R QRW XVH DUHD ZLWKLQ . LQFKHV &RPSOHWHO\ RI EHOO\ EXWWRQ .6HH )LJXUH '.. 
	x. <RX VKRXOG URWDWH DQG FKDQJH \RXU LQMHFWLRQ VLWH HDFK WLPH \RX JLYH DQ LQMHFWLRQ. 
	6WD\ DW OHDVW . LQFK IURP D SUHYLRXV VLWH XVHG. 
	x 
	'R QRW LQMHFW LQWR DUHDV ZKHUH WKH VNLQ LV WHQGHU. 
	EUXLVHG. UHG. KDUG. VFDUUHG RU KDV VWUHWFK PDUNV. 
	x 
	,I \RX KDYH SVRULDVLV. GR QRW LQMHFW LQWR DQ\ UDLVHG.. WKLFN. UHG. RU VFDO\ VNLQ SDWFKHV RU OHVLRQV.. 
	x 
	x 'R QRW LQMHFW WKURXJK FORWKHV. 5ROO EDFN DQ\ FORWKLQJ WKDW PD\ JHW LQ WKH ZD\ RI WKH LQMHFWLRQ VLWH. 
	:DVK \RXU KDQGV ZLWK VRDS DQG ZDWHU. 
	x 
	:LSH WKH FKRVHQ LQMHFWLRQ VLWH XVLQJ D FLUFXODU PRWLRQ ZLWK DQ DOFRKRO SUHS. 
	x 
	:DLW IRU LW WR GU\ RQ LWV RZQ. GR QRW IDQ RU EORZ GU\. 
	x. 'R QRW WRXFK WKLV LQMHFWLRQ VLWH DJDLQ EHIRUH UHFHLYLQJ \RXU LQMHFWLRQ. 
	*LYLQJ WKH ,QMHFWLRQ. 
	&DXWLRQ. ,QMHFWLRQ SURFHVV PXVW EH FRPSOHWHG ZLWKRXW LQWHUUXSWLRQ. 5HDG DOO VWHSV ¿UVW EHIRUH EHJLQQLQJ LQMHFWLRQ. 
	6WHS .. 
	8QFDS. 
	Figure
	3XOO VWUDLJKW RQ WKH 1HHGOH &DS WR XQFDS 6\ULQJH .6HH )LJXUH (.. 'R QRW WZLVW. 
	x 
	$ IHZ GURSV RI OLTXLG PD\ FRPH RXW RI WKH QHHGOH. WKLV LV QRUPDO. 
	x 
	,W LV QRUPDO WR VHH RQH RU PRUH DLU EXEEOH.V.. 
	x 
	7KURZ DZD\ WKH 1HHGOH &DS LQ DQ )'$.FOHDUHG VKDUSV FRQWDLQHU RU SXQFWXUH UHVLVWDQW FRQWDLQHU .6HH ³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3UHILOOHG 6\ULQJH DQG 1HHGOH &DS´ LQ 6WHS ... 'R QRW SXW \RXU SURWHFWLYH FOHDU FDS LQ WKH KRXVHKROG WUDVK. 
	x 
	&DXWLRQ. 
	'R QRW UHFDS 6\ULQJH. x 'R QRW UHPRYH DLU EXEEOH.V.. x 'R QRW SXOO EDFN RQ WKH 3OXQJHU DW DQ\ WLPH. x 'R QRW WRXFK WKH QHHGOH ZLWK \RXU ¿QJHUV RU OHW WKH QHHGOH WRXFK DQ\WKLQJ. x 'R QRW XVH 6\ULQJH LI GURSSHG DIWHU XQFDSSLQJ. 
	x 
	6WHS .. 
	6TXHH]H DQG +ROG ,QMHFWLRQ 6LWH 
	7KH WKLJK LQMHFWLRQ VLWH LV VKRZQ KHUH .6HH )LJXUH ).. 3HUIRUP WKHVH VWHSV WKH VDPH ZD\ IRU DEGRPHQ .EHOO\. LQMHFWLRQ VLWHV. 
	Figure
	6TXHH]H WKH LQMHFWLRQ VLWH WR FUHDWH D UDLVHG DUHD. DQG KROG WKDW DUHD ¿UPO\ XQWLO WKH LQMHFWLRQ LV FRPSOHWH. 
	x 
	6HH ³&KRRVLQJ DQG 3UHSDULQJ ,QMHFWLRQ 6LWH´ RU WDON WR \RXU KHDOWKFDUH SURYLGHU IRU LQMHFWLRQ VLWH DVVLVWDQFH. 
	x 
	6WHS .. 
	,QVHUW 1HHGOH ,QWR 6LWH. 
	Figure
	$W D ..• DQJOH WR WKH LQMHFWLRQ VLWH. ZLWK \RXU RWKHU KDQG XVH D TXLFN GDUW.OLNH PRWLRQ WR LQVHUW WKH QHHGOH LQWR WKH VLWH .6HH )LJXUH *.. 
	%H FDUHIXO WR LQVHUW WKH QHHGOH VR WKDW LW ZLOO QRW LQMHFW LQWR \RXU ¿QJHUV KROGLQJ WKH LQMHFWLRQ VLWH. 
	6WHS .. 
	,QMHFW 0HGLFLQH. 
	Figure
	$IWHU WKH QHHGOH LV LQ. OHW JR RI VTXHH]LQJ WKH LQMHFWLRQ VLWH.. 
	6ORZO\ SXVK WKH SOXQJHU DOO WKH ZD\ GRZQ ZLWK \RXU WKXPE XQWLO DOO WKH PHGLFLQH LV LQMHFWHG DQG WKH 6\ULQJH LV HPSW\ .6HH )LJXUH +.. ,I WKH SOXQJHU LV QRW SUHVVHG DOO WKH ZD\ GRZQ WKH 1HHGOH 6DIHW\ )HDWXUH ZLOO QRW DFWLYDWH DIWHUZDUGV WR FRYHU WKH QHHGOH. 
	'R QRW PRYH. WZLVW. RU URWDWH 6\ULQJH GXULQJ LQMHFWLRQ. 
	6WHS .. 
	(QG RI ,QMHFWLRQ. 5HPRYH 6\ULQJH. 
	Figure
	3XOO WKH 6\ULQJH DZD\ IURP WKH LQMHFWLRQ VLWH. WKHQ UHOHDVH \RXU WKXPE IURP WKH SOXQJHU. 7KH QHHGOH ZLOO UHWUDFW DQG WKH 1HHGOH 6DIHW\ )HDWXUH ZLOO FRYHU WKH QHHGOH .6HH )LJXUH ,.. 
	&DXWLRQ. ,I WKH QHHGOH GLG QRW UHWUDFW RU \RX GR QRW WKLQN \RX UHFHLYHG WKH IXOO GRVH. FRQWDFW \RXU KHDOWKFDUH SURYLGHU IRU DVVLVWDQFH. 
	,I WKH QHHGOH GRHV QRW UHWUDFW. FDUHIXOO\ SODFH WKH 6\ULQJH LQWR D VKDUSV RU SXQFWXUH UHVLVWDQW FRQWDLQHU WR DYRLG LQMXU\. 
	x 
	x 
	x 
	7KHUH PD\ EH D VPDOO DPRXQW RI OLTXLG RQ WKH LQMHFWLRQ VLWH. 7KLV LV QRUPDO. ,I 

	TR
	VOLJKW EOHHGLQJ RFFXUV IURP WKH LQMHFWLRQ VLWH. SUHVV D JDX]H SDG RU FRWWRQ EDOO 

	TR
	OLJKWO\ DJDLQVW WKH VLWH IRU D IHZ VHFRQGV. 

	x 
	x 
	'R QRW UXE WKH LQMHFWLRQ VLWH. 


	'LVSRVH RI WKH +8/,2 6\ULQJH DQG 1HHGOH &DS. 
	3XW WKH XVHG 6\ULQJH DQG 1HHGOH &DS LQ DQ )'$.FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU RU SXQFWXUH UHVLVWDQW FRQWDLQHU WR DYRLG LQMXU\ .6HH ³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3UHILOOHG 6\ULQJH DQG 1HHGOH &DS"´ LQ 6WHS ... 
	6\ULQJH LV IRU VLQJOH.GRVH RQO\. 'R QRW UHXVH WKH 6\ULQJH HYHQ LI DOO RI WKH PHGLFLQH ZDV QRW LQMHFWHG. 'R QRW WU\ WR UHFDS WKH QHHGOH DV LW FRXOG OHDG WR D QHHGOH VWLFN LQMXU\. 
	6WHS .. 
	+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3UHILOOHG 6\ULQJH DQG 1HHGOH &DS". 
	x 
	x 
	x 
	3XW \RXU XVHG 6\ULQJH DQG 1HHGOH &DS LQ DQ )'$.FOHDUHG VKDUSV GLVSRVDO 
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	FRQWDLQHU ULJKW DZD\ DIWHU XVH. 

	x 
	x 
	'R QRW WKURZ DZD\ .GLVSRVH RI. 6\ULQJH RU 1HHGOH &DS LQ \RXU KRXVHKROG 

	TR
	WUDVK. 


	,I \RX GR QRW KDYH DQ )'$.FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU. \RX PD\ XVH D KRXVHKROG FRQWDLQHU WKDW LV. 
	• 
	• 
	• 
	PDGH RI D KHDY\.GXW\ SODVWLF. 

	• 
	• 
	FDQ EH FORVHG ZLWK D WLJKW.¿WWLQJ. SXQFWXUH UHVLVWDQW OLG. ZLWKRXW VKDUSV EHLQJ DEOH WR FRPH RXW. 

	• 
	• 
	XSULJKW DQG VWDEOH GXULQJ XVH. 

	• 
	• 
	OHDN.UHVLVWDQW. DQG 

	• 
	• 
	SURSHUO\ ODEHOHG WR ZDUQ RI KD]DUGRXV ZDVWH LQVLGH WKH FRQWDLQHU. 


	:KHQ \RXU VKDUSV GLVSRVDO FRQWDLQHU LV DOPRVW IXOO. \RX ZLOO QHHG WR IROORZ \RXU FRPPXQLW\ JXLGHOLQHV IRU WKH ULJKW ZD\ WR GLVSRVH RI \RXU VKDUSV GLVSRVDO FRQWDLQHU. 7KHUH PD\ EH VWDWH RU ORFDO ODZV DERXW KRZ \RX VKRXOG WKURZ DZD\ XVHG QHHGOHV DQG V\ULQJHV. )RU PRUH LQIRUPDWLRQ DERXW VDIH VKDUSV GLVSRVDO. DQG IRU VSHFL¿F LQIRUPDWLRQ DERXW VKDUSV GLVSRVDO LQ WKH VWDWH WKDW \RX OLYH LQ. JR WR WKH )'$¶V ZHEVLWH DW. KWWS...ZZZ.IGD.JRY.VDIHVKDUSVGLVSRVDO. 
	'R QRW UHF\FOH \RXU XVHG VKDUSV GLVSRVDO FRQWDLQHU. 
	6WHS .. 
	:ULWH GRZQ WKH GDWH \RX UHFHLYHG \RXU LQMHFWLRQ DQG WKH LQMHFWLRQ VLWH XVHG LQ WKH LQMHFWLRQ GLDU\. 
	,QMHFWLRQ 'LDU\ 
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	'DWH 
	,QMHFWLRQ 6LWH 8VHG 
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	Figure
	IRU VXEFXWDQHRXV XVH. .. PJ.... P/. 6LQJOH.'RVH 3UH¿OOHG 3HQ. 
	)RU VXEFXWDQHRXV .XQGHU WKH VNLQ. XVH RQO\ 
	5HDG WKHVH LQVWUXFWLRQV FDUHIXOO\ EHIRUH XVLQJ \RXU 3HQ. 7KLV LQIRUPDWLRQ GRHV QRW UHSODFH WDONLQJ WR \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ DQG \RXU WUHDWPHQW. 
	
	)RU 4XHVWLRQV RU $VVLVWDQFH. &DOO 0\ODQ DW .............. .........,1)2.5;. 
	&DXWLRQ. 
	1HYHU SXW \RXU WKXPE. ¿QJHUV. RU KDQG RYHU WKH RUDQJH DFWLYDWRU DIWHU FDS LV UHPRYHG. 1HYHU SUHVV RU SXVK WKH 2UDQJH $FWLYDWRU ZLWK \RXU WKXPE. ¿QJHUV. RU KDQG. 7KH 2UDQJH $FWLYDWRU LV ZKHUH WKH QHHGOH FRPHV RXW. ,I DFFLGHQWDO LQMHFWLRQ WR \RXU ¿QJHUV RU KDQGV RFFXUV. DSSO\ ¿UVW.DLG DQG HLWKHU FDOO \RXU KHDOWKFDUH SURYLGHU RU JR WR WKH QHDUHVW KRVSLWDO HPHUJHQF\ URRP LI QHHGHG. 
	'RVDJH. +8/,2 3(1 LV IRU VLQJOH GRVH ...WLPH. XVH RQO\. 
	,PSRUWDQW.. 
	'R QRW XVH +8/,2 LI IUR]HQ. HYHQ LI LW KDV EHHQ WKDZHG.. 
	'R QRW XQFDS \RXU +8/,2 3(1 XQWLO \RX DUH UHDG\ WR LQMHFW DQG ZLOO QRW EH LQWHUUXSWHG. 'R QRW UHFDS. 5HFDSSLQJ \RXU +8/,2 3(1 FDQ GDPDJH WKH QHHGOH. 
	$ ,RXG ³FOLFN´ ZL,, RFFXU ZKHQ WKH 2UDQJH $FWLYDWRU LV SUHVVHG GRZQ WR GH,LYHU \RXU GRVH RI +8/,2. 
	• 
	• 
	• 
	<RX PXVW SUDFWLFH LQMHFWLQJ ZLWK \RXU KHDOWKFDUH SURYLGHU RU QXUVH VR WKDW \RX DUH QRW VXUSULVHG E\ WKLV ³FOLFN´ VRXQG ZKHQ \RX JLYH \RXUVHOI LQMHFWLRQV. 

	• 
	• 
	7KLV .VW ³FOLFN´ VRXQG PHDQV WKH VWDUW RI WKH LQMHFWLRQ. 

	• 
	• 
	<RX ZL,, NQRZ WKDW WKH LQMHFWLRQ KDV ILQLVKHG ZKHQ D,, WKUHH RI WKHVH KDYH RFFXUUHG. 
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	$ .QG ³FOLFN´ ZDV KHDUG. DQG 

	x 
	x 
	2UDQJH ,QGLFDWRU KDV VWRSSHG DQG FRPSOHWHO\ 

	TR
	EORFNHG WKH 9LHZLQJ :LQGRZ. DQG 

	x 
	x 
	.. VHFRQGV KDV SDVVHG. 


	3DUWV RI WKH +8/,2 3(1. 
	Figure
	6WRULQJ DQG +DQGOLQJ WKH +8/,2 3(1. 
	x 
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	x 
	6WRUH 3HQ LQ D UHIULJHUDWRU EHWZHHQ ..•) WR ..•) ..•& WR .•&. LQ LWV 
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	RULJLQDO FDUWRQ. 

	x 
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	5HIULJHUDWHG +8/,2 PD\ EH XVHG XQWLO WKH H[SLUDWLRQ GDWH. 

	x 
	x 
	'R QRW IUHH]H WKH 3HQ. 

	x 
	x 
	'R QRW H[SRVH WKH 3HQ WR H[WUHPH KHDW RU FROG. VXFK DV D KRW FDU. RU D 

	TR
	IUHH]LQJ FDU RYHUQLJKW. 


	,I QHHGHG. IRU H[DPSOH ZKHQ WUDYHOLQJ. +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR ..•) ...•&. IRU D SHULRG RI XS WR .. GD\V. ZLWK SURWHFWLRQ IURP OLJKW. 'LVFDUG .WKURZ DZD\. +8/,2 LI QRW XVHG ZLWKLQ WKH .. GD\ SHULRG. 5HFRUG WKH GDWH RQ WKH FDUWRQ DQG GRVH WUD\ ZKHQ +8/,2 LV ILUVW UHPRYHG IURP WKH UHIULJHUDWRU. 
	x 
	3URWHFW IURP OLJKW. 
	7DNH FDUH QRW WR GURS RU FUXVK. 
	x 
	x 
	'R QRW XVH LI WKH 3HQ LV GDPDJHG RU EURNHQ. 
	.HHS +8/,2. LQMHFWLRQ VXSSOLHV. DQG DOO RWKHU PHGLFLQHV RXW RI WKH UHDFK RI FKLOGUHQ. 
	x 
	*DWKHU 6XSSOLHV IRU ,QMHFWLRQ. 
	)LQG D TXLHW DUHD ZLWK D ZHOO.OLW. FOHDQ DQG ÀDW ZRUN VXUIDFH DQG JDWKHU DOO WKH VXSSOLHV \RX ZLOO QHHG WR JLYH \RXUVHOI RU UHFHLYH DQ LQMHFWLRQ. 
	6XSSOLHV \RX ZLOO QHHG. ,QFOXGHG LQ +8/,2 FDUWRQ 
	x 
	x 
	x 
	. 3HQ .WDNHQ IURP UHIULJHUDWRU .. PLQXWHV SULRU WR LQWHQGHG LQMHFWLRQ WLPH WR DOORZ 
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	3HQ WR UHDFK URRP WHPSHUDWXUH.. 

	x 
	x 
	. DOFRKRO SUHS 


	1RW LQFOXGHG LQ +8/,2 FDUWRQ 
	x. . )'$.FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU RU SXQFWXUH UHVLVWDQW FRQWDLQHU. .6HH ³+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3(1 DQG &DS"´ 6HFWLRQ LQ 6WHS . DW WKH HQG RI WKLV ,QVWUXFWLRQV IRU 8VH.. 
	x. . JDX]H SDG RU FRWWRQ EDOO 
	,I \RX GR QRW KDYH DOO WKH VXSSOLHV \RX QHHG WR JLYH \RXUVHOI DQ LQMHFWLRQ. YLVLW RU FDOO \RXU ORFDO SKDUPDFLVW. 
	3UHSDULQJ WKH 3HQ. 
	5HPRYH WKH 3HQ IURP WKH UHIULJHUDWRU .. PLQXWHV EHIRUH XVLQJ.. 
	x 
	x 
	x 
	0DNH VXUH WKH QDPH +8/,2 DSSHDUV RQ WKH 3HQ ODEHO. 

	x 
	x 
	&KHFN WKH H[SLUDWLRQ GDWH SULQWHG RQ WKH 3HQ .6HH )LJXUH %.. 

	x 
	x 
	'R QRW XVH WKH 3HQ SDVW WKH H[SLUDWLRQ GDWH. 

	x 
	x 
	&KHFN WKDW WKH +8/,2 3(1 KDV QRW EHHQ IUR]HQ RU OHIW LQ GLUHFW VXQOLJKW. 

	x 
	x 
	/HW WKH 3HQ UHDFK URRP WHPSHUDWXUH. 

	x 
	x 
	'R QRW XVH H[WHUQDO KHDW VRXUFHV VXFK DV KRW ZDWHU. GLUHFW VXQOLJKW. RU 
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	PLFURZDYH WR ZDUP WKH 3HQ. 

	x 
	x 
	'R QRW SXW WKH 3HQ EDFN LQ UHIULJHUDWRU DIWHU LW KDV UHDFKHG URRP WHPSHUDWXUH. 
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	'LVSRVH LQ D VKDUSV FRQWDLQHU .VHH 

	TR
	EDFN FRYHU IRU PRUH GHWDLOV.. 

	&RQWLQXH KROGLQJ GRZQ XQWLO. 
	&RQWLQXH KROGLQJ GRZQ XQWLO. 
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