
!
"#
#$%

&'
()
*+
,-+
./

-0
!
1-
2(
"%

*-
3
"(
',
-+.

/-
!
"#
#$%

&'
()
*+
-4
."

(3
"&
/5

+$&
"#
6-
#)
7)

-"
%*

-)
+.
/(
-2
("
%*

6-
"(
/-
+(
"*

/3
"(
'6
-)
8-"

-!
"#
#$%

&'
()
*+
-&
)3

9"
%:

;-<
-=
>?

@-
!
"#
#$%

&'
()
*+
;

! !"#$%$&"'&()*+,&%-"*#."/0+&1%2*+#&.#%&%$*3456*%$*+'*+/&1%00/'"*2%$1#2"#*,.+#+,&"#%7"2*8)*
,.#1'%,*%'9(+00+&%1'*+'2*81'"*(1$$:

! 5(&.1/;.*$.1#&<&"#0*+20%'%$&#+&%1'*19*,1#&%,1$&"#1%2$*%$*#",100"'2"2*+(1';$%2"*/$"*19*
2%$"+$"<012%9)%';*+'&%<#."/0+&%,*2#/;$*3=>54=$6*91#*+,&%-"*2%$"+$"?*,1#&%,1$&"#1%2*/$"*
%$*19&"'*+$$1,%+&"2*@%&.*"A+,"#8+&%1'*19*81'"*(1$$B

! 4"C1$%&1#)*,1#&%,1&#1C%'*%'D",&%1'*34EF6*%$*+CC#1-"2*8)*&."*GH*I112*+'2*=#/;*
520%'%$&#+&%1'*91#*$.1#&<&"#0*+2D/',&%-"*/$"*%'*&."*&#"+&0"'&*19*45J

! 4EF*%$*+*'+&/#+(()*$1/#,"2*,10C("A*0%A&/#"*19*C/#%9%"2*+2#"'1,1#&%,1&#1C%,*.1#01'"*
+'+(1;$*+'2*1&."#*C%&/%&+#)*C"C&%2"$J +'2*+,&$*+$*+'*+;1'%$&*91#*+((*K*0"(+'1,1#&%'*
#","C&1#$*3>E4$6L

! 4EF<2"C"'2"'&*+,&%-+&%1'*19*>E4$*"A.%8%&$*+'&%<%'9(+00+&1#)*+'2*%00/'1012/(+&1#)*
"99",&$M*!"#$%$&#2+&+*.+-"*$.1@'*4EF<0"2%+&"2*$/CC#"$$%1'*19*81'"*#"$1#C&%1'*-%+*
1$&"1,(+$&*#"2/,&%1'K*

! 5$*+'*"AC(1#+&1#)*+%0*19*+*8#1+2"#*B<C+#&?*0/(&%,"'&"#?*C(+,"81<,1'&#1(("2?*C.+$"*L*
"99%,+,)*+'2*$+9"&)*$&/2)?*8%10+#N"#$*+$$1,%+&"2*@%&.*81'"*(1$$*@"#"*+$$"$$"2*&1*
"-+(/+&"*&."*%0C+,&*19*4EF*&#"+&0"'&*1'*81'"*&/#'1-"#*%'*C+&%"'&$*@%&.*C"#$%$&"'&()****
+,&%-"*45
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*++,++-,"#.%/.0%",.1"&.21$#)314,.5'$"%6,$.71$8,$+.9%33%:)"4.5$,1#-,"#.;)#<.=,>%+)#%$?.2%$#)(%#$%>)".!"@,(#)%".)".A1#),"#+.;)#<.A,$+)+#,"#3?.*(#)6,.=<,'-1#%)&.*$#<$)#)+
41)*I("%$,.0+''?: =+'%"(*OM*I/#$&?B O#%'*E1''1(()<H&#1';?J P%';)/*Q%/?J P/(%"*R./?J 4%,.+#2*S#+$%';&1'L

:G'%-"#$%&)*19*T"A+$*H1/&.@"$&"#'*>"2%,+(*E"'&"#?*>"&#1C("A*E(%'%,+(*4"$"+#,.*E"'&"#?*=+((+$?*TUV*B=+-%2*W"99"'*H,.11(*19*>"2%,%'"*+&*GEQ5?*Q1$*5';"("$?*E5V*J>+((%',N#12&*!.+#0+,"/&%,+($?*S"20%'$&"#?*XPV*LY+$.%';&1'*G'%-"#$%&)*H,.11(*19*>"2%,%'"?*H&M*Q1/%$?*>Z

:M I+#2"((1'" !?*"&*+(M*'()%*+&,-#!"./*00M*B[:L\L]LB][M
BM T+2+*>?*"&*+(M*1-+(&2&,&- !"+M*B[:^VB_3B6\_B`<JKM
JM 5,&.+#*aC+,N+;"*%'$"#&bM*S"20%'$&"#?*XP\*>+((%',N#12&*54=*QQEV*B[:`M
LM Y#%;.&*=*+'2*I%&,.*4M*5,&.+#c W"(*34"C1$%&1#)*E1#&%,1&#1C%'*F'D",&%1'6*"'.+',"$*#"0)"(%'+&%1'*+9&"#*,/C#%71'"<%'2/,"2*2"0)"(%'+&%1'M*

!1$&"#*!#"$"'&"2*+&\*T."*E1'$1#&%/0*19*>/(&%C("*H,("#1$%$*E"'&"#$*5''/+(*>""&%';V*>+)*B]?*B[:`V*H"+&&("?*Y5M*
KM Y#%;.&*=?*"&*+(M*3,+4,%+%-#54(60*+&/M*B[:]V_[3H/CC(*`6M*58$&#+,&*K_M

2%"(3'+)%"+

!#19"$$%1'+(*@#%&%';*+'2*"2%&1#%+(*$/CC1#&*@+$*C#1-%2"2*8)*>"2Q1;%A*E100/'%,+&%1'$?*QQE?*F&+$,+?*F((%'1%$?*/'2"#*&."*2%#",&%1'*19*&."*+/&.1#$*+'2*@+$*9/'2"2*
8)*>+((%',N#12&*!.+#0+,"/&%,+($M

*(8"%:3,&4-,"#.1"&.9'"&)"4

ABCD

7,#<%&+.E(%"#F&G. =,+'3#+.E(%"#F&G

9)4'$,.CH.5$,1#-,"#.;)#<.=2!I.A,$(,"#14,.%/.A1#),"#+.JK>,$),"()"4.
L%:.M)+,1+,.*(#)6)#?.%$.=,-)++)%".E-!55.A%>'31#)%"G.
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! Z9*&."*BK`*C+&%"'&$*"'&"#%';*&."*1C"'<(+8"(*C"#%12?*:^J*3^BM`dV*!e[M[[[:6*+,.%"-"2*(1@*

2%$"+$"*+,&%-%&)*+'2*L`*3:]M`dV*!e[M[[[:6*+,.%"-"2*#"0%$$%1'*8)*@""N*:B*39)4'$,.C6M*
F0C#1-"0"'&*%'*=5HB]*%$*$.1@'*%'*9)4'$,.U

! 5&*,10C("&%1'*19*&."*1C"'<(+8"(*C"#%12*3@""N*:B6?*01$&*19*&."*81'"*8%10+#N"#$*$.1@"2*'1*
$%;'%9%,+'&*,.+';"?*"A,"C&*91#*&."*81'"*91#0+&%1'*0+#N"#*!FX!*+'2*,+#&%(+;"*2";"'"#+&%1'*
0+#N"#$*ETU<FF*+'2*ETU<FF*E4T?*@.%,.*+((*$%;'%9%,+'&()*2",#"+$"2*351N3,.O6

51N3,.CH.0%",.1"&.21$#)314,.0)%-1$8,$.L,6,3+.)".A1#),"#+.
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! Z-"#+((?*81'"*+'2*,+#&%(+;"*8%10+#N"#*("-"($*@"#"*01$&()*$&+8("*&.#1/;.1/&*&.%$*$&/2)*19*
C+&%"'&$*@%&.*C"#$%$&"'&()*+,&%-"*45?*$/;;"$&%';*&.+&*+')*$&"#1%21;"'%,*"99",&$*19*4EF*@"#"*
0%'%0+(

! =/#%';*&."*1C"'<(+8"(*C.+$"?*,+#&%(+;"*2";"'"#+&%1'*0+#N"#$*$%;'%9%,+'&()*2",#"+$"2?*
$/;;"$&%';*+*C1&"'&%+(*&."#+C"/&%,*"99",&?*@."#"+$*81'"*2";#+2+&%1'*0+#N"#$*#"0+%'"2*
$&+8("*

! H10"*"-%2"',"*19*%',#"+$"2*1$&"1,(+$&*2%99"#"'&%+&%1'*%'*#"$C1'$"*&1*4EF*@+$*'1&"2*2/#%';*
&."*21/8("<8(%'2*C.+$"V*.1@"-"#?*0+#N"#$*19*81'"*2";"'"#+&%1'*#"0+%'"2*$&+8("?*
$/;;"$&%';*'1*$%;'%9%,+'&*"99",&*19*4EF*1'*81'"*(1$$
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Z!W?*C01(gQ LM_*3:M]6 LM_*3BM[6

6'*1+&'0#)/#0#$#*'1+,$)

ETU<FF?*f;gQ JMK*3BMJ6 JM[*3BMB6hh

ETU<FF*E4T?*';g001( LKBML*3JBKML6 J^BMK*3B_JM:6hhh
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ERSYZG
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ERSYYG
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ERSYZG
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ERSYYG
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ERSYZG
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ERSYYG

.,$#)/#0#$#*'1+,$

ETU?*f;gQ LM^*3BM[6 LM]*3:M`6 LM^*3:M^6 LM^*3:ML6 LMK*3:M_6 LM]*3BM]6

ETU<F?*f;gQ [ML*3[MB6 [ML*3[MB6 [ML*3[MB6 [MK*3[MB6 [ML*3[MB6 [ML*3[MB6

.,$#)2,*3'1+,$

!FX!?*f;gQ KBMK*
3B^ML6

KLM]*
3B]M]6

L]M_*
3BKM:6

K:MB*
3B`M:6

KJM:*
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3L[M:6

.,$#)4#5,*"1+,$)

$45XiQ?*C01(gQ BL:^MJ*
3J]BKM`6

:K:`ML*
3BJ_]MJ6

BJK]M^*
3LL[:M_6

BLK:M]*
3LL:_M^6h

B:[KM^*
3L::^M`6

B`J`M[*
3K[[^MB6h

Z!W?*C01(gQ LM_*3:M]6 LM`*3:M]6 LM_*3:M`6 LM]*3BMB6 KM:*3BM:6 LM`*3BM[6

6'*1+&'0#)/#0#$#*'1+,$

ETU<FF?*f;gQ JM^*3BML6 JM_*3BMK6 JMB*3BML6 BM`*3BMB6 JMJ*3BM:6 JM:*3:M`6

ETU<FF*E4T?*';g001( L^[MK*
3J^]MJ6

L^JM_*
3J:^M`6
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3BK_MK6

J^]M[*
3BB]M^6

J`:M^*
3BJ^M[6

JJ`ML*
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! 52/(&$*@%&.*C"#$%$&"'&()*+,&%-"*45*2"$C%&"*=>54=*+'2*,1#&%,1$&"#1%2*/$"*@"#"*"'#1(("2*
+'2*#"0+%'"2*1'*&."%#*,/##"'&*$&+8("*=>54=*+'2*,1#&%,1$&"#1%2*21$"$*&.#1/;.1/&*&."*
$&/2) (ClinicalTrials.gov ID:NCT02919761)

! =/#%';*&."*%'%&%+(*:B<@""N*1C"'<(+8"(*C"#%12*3!+#&*:6?*+((*C+&%"'&$*#","%-"2*][*G*4EF*      
3$/8,/&+'"1/$()*aHEb?*BAg@""N6*E9)4'$,.OG

7,#<%&+

9)4'$,.OH.W#'&?.M,+)4".

!+&%"'&$*@%&.*C"#$%$&"'&()*+,&%-"*#."/0+&1%2*+#&.#%&%$*2"$C%&"*&#"+&0"'&*@%&.*2%$"+$"<012%9)%';*+'&%<#."/0+&%,*2#/;$*+'2*,1#&%,1$&"#1%2$*
#","%-"2*:B*@""N$*19*1C"'<(+8"(*&#"+&0"'&*@%&.*4EFM*4"$C1'2"#$*&1*4EF*&#"+&0"'&*@"#"*&."'*#+'210%7"2*&1*C(+,"81*1#*,1'&%'/"2*4EF
&#"+&0"'&*91#*+'*+22%&%1'+(*:B*@""N$M*
588#"-%+&%1'$\*Q=5?*(1@*2%$"+$"*+,&%-%&)V*4?*#+'210%7+&%1'V*4EF?*#"C1$%&1#)*,1#&%,1&#1C%'*%'D",&%1'M

! T.1$"*@.1*+,.%"-"2*(1@*2%$"+$"*+,&%-%&)*32"9%'"2*+$*+*=%$"+$"*5,&%-%&)*H,1#"*%'*B]*D1%'&$*
a=5HB]b*eJMB6*+&*@""N*:B*@"#"*$/8$"j/"'&()*"'&"#"2*%'&1*&."*21/8("<8(%'2*C"#%12*3!+#&*B6*
+'2*#+'210%7"2*&1*4EF*3][*G*HE*BAg@""N6*1#*0+&,.%';*C(+,"81*91#*+'*+22%&%1'+(*:B*
@""N$M*

! H/8D",&$*@.1*2%2*'1&*+,.%"-"*(1@*2%$"+$"*+,&%-%&)*+&*@""N*:B*@"#"*2%$,1'&%'/"2*9#10*
9/#&."#*$&/2)*C+#&%,%C+&%1'M*5((*$/8D",&$*.+2*+*91((1@</C*-%$%&*B]*3kB6*2+)$*+9&"#*&."*(+$&*21$"*
19*$&/2)*2#/;?*#";+#2("$$*19*&#"+&0"'&*;#1/C

! >"+'*("-"($*19*81'"*&/#'1-"#*8%10+#N"#$*3E<&"#0%'+(*,#1$$<(%'N%';*&"(1C"C&%2"*aETUb?******
E<&"#0%'+(*,#1$$<(%'N%';*&"(1C"C&%2"*19*&)C"*F*,1((+;"'*aETU<Fb?*1$&"1C#1&";#%' aZ!Wb?*******
X<&"#0%'+(*C#1C"C&%2" 19*&)C"*F*,1((+;"'*a!FX!b?*+'2*$1(/8("*#","C&1#*+,&%-+&1#*19*'/,("+#*
9+,&1#*N+CC+<l*(%;+'2*a$45XiQb6*+'2*,+#&%(+;"*2";"'"#+&%1'*8%10+#N"#$*3E<&"#0%'+(*,#1$$<
(%'N%';*&"(1C"C&%2"*19*&)C"*FF*,1((+;"'*aETU<FFb*+'2*ETU<FF*,#"+&%'%'"*aE4Tb6*@"#"*+$$"$$"2*
+&*8+$"(%'"*+'2*+&*@""N$*:B*31C"'<(+8"(*C"#%126*+'2*BL*C1$&<8+$"(%'"*3#+'210%7"2*
0+%'&"'+',"*C"#%126

! =5HB]*$,1#"$*+#"*+($1*C#"$"'&"2?*+$*@"((*+$*C"#,"'&+;"$*19*C+&%"'&$*@.1*"AC"#%"',"2*
(1@*2%$"+$"*+,&%-%&)*+'2*#"0%$$%1'*32"9%'"2*+$*+*=5HB]*eBM^6*1-"#*&%0"

71'1+51+:'&)'$'&95#5)
! H&+&%$&%,+(*+'+()$"$*@"#"*C"#91#0"2*1'*&."*012%9%"2*%'&"'&<&1<&#"+&*30FTT6*C1C/(+&%1'*3+((*

"'#1(("2*$/8D",&$*@.1*#","%-"2*:*1#*01#"*21$"$*19*$&/2)*2#/;*+'2*@.1*,1'&#%8/&"2*+')*
"99%,+,)*2+&+*&1*&."*$&/2)6

! 5*1'"<$+0C("*+ &"$&*@%&.*+*&@1<$%2"2*`Kd*,1'9%2"',"*%'&"#-+(*@+$*/$"2*&1*"-+(/+&"*&."*
,.+';"*9#10*8+$"(%'"*%'*&."*1C"'<(+8"(*C"#%12M*!"+#$1'm$*E.%<$j/+#"*&"$&*1#*+*&@1<$+0C("*
+ &"$&*@%&.*+*&@1<$%2"2*`Kd*,1'9%2"',"*%'&"#-+(*@+$*/$"2*&1*"-+(/+&"*&."*&#"+&0"'&*
2%99"#"',"*%'*&."*21/8("<8(%'2*#+'210%7"2*0+%'&"'+',"*C"#%12

X1&"\*Q1@*2%$"+$"*+,&%-%&)*+'2*#"0%$$%1'*+#"*2"9%'"2*+$*=5HB]*eJMB*+'2*eBM^?*#"$C",&%-"()M*C<-+(/"$*%'*&."*1C"'<(+8"(*C"#%12*+#" 9#10*1'"<
$+0C(" +#&"$&$*,10C+#%';*8+$"(%'"*+'2*@""N*:B*-+(/"$M*C<-+(/"$*%'*&."*21/8("<8(%'2*C"#%12*+#"*9#10*!"+#$1'm$*E.%<$j/+#"*&"$&*,10C+#%';*
4EF*+'2*C(+,"81M
588#"-%+&%1'$\*EF?*,1'9%2"',"*%'&"#-+(V*=5HB]?*=%$"+$"*5,&%-%&)*H,1#"*@%&.*B]*D1%'&*,1/'&V*Q=5?*(1@*2%$"+$"*+,&%-%&)V*0FTT?*012%9%"2*%'&"'&<&1<
&#"+&V*4EF?*#"C1$%&1#)*,1#&%,1&#1C%'*%'D",&%1'M

=,+'3#+

9)4'$,.UH.5$,1#-,"#.;)#<.=2!I.!->$%6,-,"#.)".M*WCD.W(%$,+....
E-!55.A%>'31#)%"G

C<-+(/"$*%'*&."*1C"'<(+8"(*C"#%12*+#"*9#10*1'"<$+0C("*+#&"$&$*,10C+#%';*8+$"(%'"*+'2*@""N*:B*-+(/"$M*C<-+(/"$*%'*&."*21/8("<8(%'2*C"#%12*+#"*
9#10*&@1<$+0C("*&*&"$&$*,10C+#%';*4EF*+'2*C(+,"81M
588#"-%+&%1'$\*=5HB]?*=%$"+$"*5,&%-%&)*H,1#"*@%&.*B]*D1%'&*,1/'&V*0FTT?*012%9%"2*%'&"'&<&1<&#"+&V*4EF?*#"C1$%&1#)*,1#&%,1&#1C%'*%'D",&%1'V*HO>?*
$&+'2+#2*"##1#*19*&."*0"+'M

hh!e[M[:?*hhh!e[M[[:*39#10*+*1'"<$+0C("*+ &"$&?*012%9%"2*%'&"'&<&1<&#"+&*C1C/(+&%1'6M
588#"-%+&%1'$\*E4T?*,#"+&%'%'"V*ETU?*E<&"#0%'+(*,#1$$<(%'N%';*&"(1C"C&%2"V*ETU<F?*E<&"#0%'+(*,#1$$<(%'N%';*&"(1C"C&%2"*19*&)C"*F
,1((+;"'V*ETU<FF?*E<&"#0%'+(*,#1$$<(%'N%';*&"(1C"C&%2"*19*&)C"*FF*,1((+;"'V*Z!W?*1$&"1C#1&";#%'V*!FX!?*X<&"#0%'+(*C#1C"C&%2" 19*&)C"*F*
,1((+;"'V*H=?*$&+'2+#2*2"-%+&%1'V*$45XiQ?*$1(/8("*#","C&1#*+,&%-+&1#*19*'/,("+#*9+,&1#*N+CC+<l*(%;+'2M*

/,8(&#%(&+$-)*'$-,3+;#-)3'+$1#$'$:#)"#*+,-
! Z9*&."*:^J*C+&%"'&$*@.1*+,.%"-"2*(1@*2%$"+$"*+,&%-%&)*%'*&."*1C"'<(+8"(*C"#%12?*:KJ*

"'&"#"2*&."*:B<@""N*21/8("<8(%'2*0+%'&"'+',"*C"#%12*+'2*@"#"*#+'210%7"2*&1*&#"+&0"'&*
@%&.*4EF*3Xn__6*1#*C(+,"81*3Xn_^6

! Z9*&."*:KJ*C+&%"'&$*@.1*"'&"#"2*&."*21/8("<8(%'2*C"#%12?*:B_*3]Jd6*,10C("&"2*&."*$&/2)*
! I1#*&.1$"*C+&%"'&$*%'*&."*4EF*&#"+&0"'&*;#1/C?*&."#"*@+$*+*$%;'%9%,+'&*%',#"+$"*9#10*

8+$"(%'"*%'*0"+'*$45XiQ ("-"($*+&*81&.*@""N*:B*3!n[M[J^6*+'2*@""N*BL*3!n[M[:[6*
,10C+#"2*@%&.*C(+,"81?*$/;;"$&%';*+*C1&"'&%+(*%',#"+$"*%'*1$&"1,(+$&*2%99"#"'&%+&%1'?*8/&*
+((*1&."#*8%10+#N"#$*#"0+%'"2*$&+8("*351N3,.C6*

=,+'3#+.E(%"#F&G

=H9H has received clinical trial grants from AbbVie, Acea, Amgen, AstraZeneca, BMS, Boehringer Ingelheim, Celgene, Genentech, Gilead, GSK, Janssen, Eli 
Lily, Merck, Pfizer, Roche, Sanofi, Aventis, Samumed, and UCB. He has received consultancy fees from AbbVie, Acea, Akros, Amgen, BMS, Celltrion, 
Galvani, Gilead, GSK, Janssen, Eli Lilly, Merck, Novartis, Pfizer, Sandoz, Sanofi Aventis, Taiho, and UCB; =H0H has served as a speaker for Amgen, 
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