
!"#$%&"'()*+),"'

!

"#$%&$'()*!)+!',-!-++-.'!!

)+!/-%-.'-0!1%23456'4789:!$*0!:5;4<"34":3!=$',>$?/!(*,(@(')A/!!

)*!=A)%(+-A$'()*!$*0!$=)=')/(/!!

(*!,&7$*!BCDE:!$0A-*).)A'(.$%!.$*.-A!.-%%!%(*-!

!

-./0.1"$'234+%+'

'

'

(#5416%+.17'81'3"9:';48:'-.1.0"'-<.1",.<+,"'

!

F-=$A'7-*'!)+!G&.%-$A!<-0(.(*-!

H,$(A!)+!G&.%-$A!<-0(.(*-!$*0!:$0()%)I?!J*+)A7$'(./!

;$.&%'?!)+!B-$%',!K.(-*.-/!>(',!K&@+$.&%'?!)+!G&A/(*I!!

$*0!J*/'('&'-!)+!<$A('(7-!$*0!8A)=(.$%!<-0(.(*-!

!

<-0(.$%!L*(#-A/('?!)+!M0$*/6!

!!

B-$0!)+!',-!F-=$A'7-*'N!1A)+O!0A!,$@O!1()'A!P$//!

!

!

!
M0$Q/6!CRSE! !
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!"#$%&"'()*+),"'

!

9.-*$!>=T?>&!!

>?@A$*?.,!(*,(@(')AU>!/V%$6U>!1%23456'4789:!)A$V!:5;4<"34":3!!

*$!=A)%(+-A$.WX!(!$=)=')VX!!

%&0V6(-W!%(*((!6)7UA6)>-W!A$6$!6)A?!*$0*-A.V$!BCDE:!

!

=.51"<"'8.,0.1+,"'

'

'

!1.;.0.17'81'3"9:';48:'-.1.0"'-<.1",.<+,"'

'

Y$6T$0!<-0?.?*?!G&6%-$A*-W!

3$'-0A$!<-0?.?*?!G&6%-$A*-W!(!J*+)A7$'?6(!:$0()%)I(.V*-W!

Z?0V($T!G$&6!)!Y0A)>(&!V!900V($T-7!1(-%XI*($A/'>$!!

(!J*/'?'&'-7!<-0?.?*?!<)A/6(-W!(!8A)=(6$%*-W!

!

!M0$Q/6(!L*(>-A/?'-'!<-0?.V*?!

!

3(-A)>*(6N!=A)+O!0A!,$@O!7-0O!1()'A!P$//!

!
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!
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8,(/!1,F!=A)W-.'!,$/!@--*!.$AA(-0!)&'!>(',(*!',-!IA$*'![\A(0I-]!

^19<9K84CRSC_E42`!')!FA!F)A)'$!F>)A$6)>/6$!<F!^B)*/`!1,Fa!!

-*'('%-0!b1A-_.%(*(.$%!'$AI-'(*I!)+!1J23456'4789:!$*0!

:5;4<"34":3!/(I*$%%(*I!=$',>$?/!(*!$0A-*).)A'(.$%!.$*.-AN!

(7=$.'!)*!/'-A)(0)I-*-/(/a!.-%%!=A)%(+-A$'()*!$*0!$=)=')/(/ba!!

.)_+(*$*.-0!@?!',-!;)&*0$'()*!+)A!1)%(/,!K.(-*.-!!

$*0!"&A)=-$*!L*()*O!!

!

8,-!/'&0(-/!'))6!=%$.-!$'!:(.,$A0!F(7@%-@?!F-=$A'7-*'!!

)+!H$*.-A!:-/-$A.,a!3(*Ic/!H)%%-I-!P)*0)*O!

!

! !
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!

1A)W-6'!0)6')A/6(!V)/'$T!>?6)*$*?!>!A$7$.,!IA$*'&!19<9K84CRSC_E42!

=AV?V*$*-I)!0A!,$@O!7-0O!F)A).(-!F>)A$6)>/6(-Wa!!!

V$'?'&T)>$*-I)![9.-*$!>=T?>&!'-A$=((!.-%)>$*-W!/V%$6U>!1J23456'4789:!

)A$V!:5;4<"34":3!*$!/'-A)(0)I-*-VXa!=A)%(+-A$.WX!6)7UA6)>d!)A$V!

$=)=')VX!>!A$6&!6)A?!*$0*-A.V$!e!@$0$*($!=AV-06%(*(.V*-]a!!

>/=UT+(*$*/)>$*-I)!=AV-V!;&*0$.WX!*$!:V-.V!G$&6(!1)%/6(-W!!

(!L*(X!"&A)=-W/6dO!!

!

<(-W/.-!>?6)*$*($!@$0$QN!:(.,$A0!F(7@%-@?!F-=$A'7-*'!!

)+!H$*.-A!:-/-$A.,a!3(*Ic/!H)%%-I-!P)*0)*O!

! !
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!

"!#$%&'!&()*!+$!,+-.+!/0!+1-2)(23!!

40!,%5*.6(,$.!7.!7$.$+-!7#$.-)$#,)-!87!9:$2,;!<17!

=$.!-2!$55$.+%2(+0!+$!+-)*!5-.+!(2!+1*!>?<@=$%2'*'!3.-2+!!

-,!#*&&!-,!=$.!-2!(2+*.*,+(23!.*,*-.A1!+$5(AB!3.*-+!A$44(+4*2+B!!

=.%(+=%&!A$$5*.-+($2!-2'!-'6(A*!5.$6('*'!'%.(23!5*.=$.4(23!40!5-.+!$=!+1*!5.$C*A+D!!

!

E1-2),!-,!#*&&!+$!7.!F.*3$.0!G*(+,4-2!

=$.!5.$6('(23!,%55$.+!-2'!-!&$+!$=!6-&%-/&*!-'6(A*D!!

!

"!#$%&'!&()*!+$!+1-2)!-&&!+1*!*45&$0**,!$=!!

5.$=D!E$20!?3H,!&-/$.-+$.0!=$.!3.*-+!#$.)!-+4$,51*.*D!!

!

I5*A(-&!3.-+(+%'*!+$!40!=-4(&0!-2'!=.(*2',!!

=$.!4$+(6-+($2!-2'!,%55$.+!(2!40!*2'*-6$%.,B!*,5*A(-&&0!+$!40!8%4B!-%2+!J-2)-B!K%/-B!

K-4(&B!J-L4(2-B!8$2()-B!?-+-&(-B!M&-B!E-4-.-B!>-/(-2B!N55(B!8(A1*&-!-2'!O-2-D!

!
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!

?-!#,+P5(*!A1A(-Q-/04!5$'R(P)$#-S!!

<-2(!5.$4$+$.!'.!1-/D!4*'D!7$.$A(*!7#$.-)$#,)(*C!!

R-!4$T&(#$LS!%AR*,+2(A+#-!#!3.-2A(*!>?<B!-!+-)T*!R-!A(*)-#0!+*4-+!/-'-UB!!

#(*&)(*!R--23-T$#-2(*B!$#$A2V!#,5WQ5.-AP!(!5.R*)-R-2*!#,)-RW#)(!!

5$'AR-,!#0)$20#-2(-!4$C*C!ARPLA(!5.$C*)+%D!!

<$'R(P)$#-2(-!.W#2(*T!'&-!'.!F.*3$.*3$!G*(+,4-2-!

R-!'%T*!#,5-.A(*!(!#(*&*!2(*$A*2($20A1!5$.-'D!!

!

7R(P)%CP!#,R0,+)(4!5.-A$#2()$4!&-/$.-+$.(%4!!

5.$=D!E$20H*3$!?3!R-!#,5-2(-QV!-+4$,=*.P!5.-A0D!

!

IRAR*3W&2*!5$'R(P)$#-2(-!,)Q-'-4!4$C*C!.$'R(2(*!(!5.R0C-A($Q$4!R-!4$+0#-ACP!!

(!#,5-.A(*!#!4$(A1!'R(-Q-2(-A1B!-!,RAR*3W&2(*X!4$C*C!4-4(*B!A($A(!J-2A*B!K%/(*B!

K-4(&$#(B!J-L4(2(*B!8$2(A*B!?-+-&((B!M&(B!E-4-.R*B!>-/(-2$#(B!N55(B!8(A1*&(!(!O-2(*D!
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[;%M!'!8+3/,01!02F060/.,-!9.4-9(9/07(!,(1(9/.,!
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1. Introduction 

1.1. Adrenocortical cancer 

!

1.1.1. Epidemiology, diagnosis and treatment 

!

>7,(2.1.,/01+4! /)E.),3! :>BG3=! +,(! ,(4+/0S(4-! 1.EE.2! /)E.),3! OF.3(!

9,(S+4(21(!/(273!/.!021,(+3(!O0/F!9+/0(2/q3!+8(c!>7,(2+4!02107(2/+4.E+3!+,(!5.)27!02!

+99,.R0E+/(4-! "r! .5! BG! 31+23! +27! fr! .5! +)/.930(3I! 6)/! /F03! 03! 9,.6+64-! 3/044! +2!

)27(,(3/0E+/(c! >4/F.)8F! /F(! E+i.,0/-! .5! >BG3! +,(! 2.2'5)21/0.2+4! +7,(2.1.,/01+4!

+7(2.E+3! :>B>3=I! /F(,(! +,(! 1+3(3! .5! 5)21/0.2+4! +7(2.E+3! +33.10+/(7! O0/F!

F-9(,1.,/03.4+(E0+! +27V.,! F-9(,+47.3/(,.203E! s&I! Wtc! \2! /F(! ./F(,! F+27I! /F(!

E+4082+2/! 5.,EI! +7,(2.1.,/01+4! 1+,102.E+! :>BB=I! .11),3! ,+,(4-! O0/F! +2! +22)+4!

02107(21(! .5! LcUPW! 9(,! E0440.2! 9.9)4+/0.2! s]t! +27! Lc]! 9(,! E0440.2! 5.,! 1F047,(2!

-.)28(,!/F+2!&U!-(+,3!s"tc!>BB!8(2(,+44-!9,(3(2/3!(0/F(,!7),028!1F047F..7!:9,0.,!/.!

/F(!+8(!.5!U=!.,!7),028!/F(!5.),/F!+27!505/F!7(1+7(I!6(028!E.,(!1.EE.2!02!O.E(2!

/F+2!02!E(2!s&I!Utc!

GF(!F03/.9+/F.4.801!70+82.303!.5!>BB!F+3!6((2!1.2/,.S(,30+4!+27!3(S(,+4!31.,028!

3-3/(E3! F+S(! 6((2! 9,.9.3(7! /.! (3/+6403F! +! ,(40+64(! 70+82.303! sf'btc! GF(! N(033!

3-3/(E!03!/F(!E.3/!5,(Y)(2/4-!)3(7!.2(!3021(!&bd"!s&Ltc! ;/! 03!6+3(7!.2!F03/.4.801+4!

+2+4-303! +27! 03! S+4)(7! 5.,! 0/3! 30E94010/-! +27! F08F! ,(40+6040/-c! K/044I! /F(,(! +,03(3! +!

140201+4! ,(Y)030/(! 5.,!9,.9(,!14+330501+/0.2!.5!+! /)E.),!1+3(!(0/F(,! /.! /F(!6(2082!.,!

E+4082+2/!8,.)9! 02!.,7(,! /.!7031(,2! /F(!9.33064(!E(/+3/+/01! 1.270/0.23!+3! 3..2!+3!

9.33064(c!%,.E03(!40(3!02!E.4(1)4+,!3/)70(3I!OF01F!(4)107+/(!/F(!7055(,(21(3!6(/O((2!

6(2082!+27!E+4082+2/!4(30.23!.2!/F(!E.4(1)4+,!4(S(4!s&&I!&Wtc!

GF(! 9,.82.303! .5! +7,(2.1.,/01+4! 1+21(,! 03! S(,-! 9..,! O0/F! +2! .S(,+44! U'-(+,!

3),S0S+4! ,+/(! .5! 4(33! /F+2! ]Urc! A+i.,0/-! .5! 9+/0(2/3! +/! /F(! 70+82.303! 9,(3(2/!

+7S+21(7I!6)/!4.1+40a(7!703(+3(I!OF01F!03!40E0/(7!/.!+7,(2+4!84+273!+27!Y)+405-!5.,!+!

3),801+4! ,(E.S+4c!K/044I! +6.)/!]L'"Lr!.5! /F(E!F+S(!14(+,!(S07(21(!.5!E(/+3/+303!+/!
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!

/F(!140201+4!9,(3(2/+/0.2!.5!2(.94+3E!+27!/F(!+S+04+64(!3-3/(E+/01!/,(+/E(2/!,+,(4-!

-0(473!+!1.E94(/(!,(E0330.2!s&]I!&"tc!

GF(! 50,3/'402(! /F(,+9()/01!+99,.+1F! 5.,!>BB! 03!+!1.E94(/(!3),801+4! ,(3(1/0.2!.5!

/F(!/)E.),h!F.O(S(,I!0/!7.(3!2./!8,+2/!5)44!,(1.S(,-I!+3!/F(!9.3/'3),8(,-!,(1),,(21(!

.11),3! 02! +,.)27! DL'dLr! .5! 1+3(3! s&Utc! ;2! .,7(,! /.! 0E9,.S(! /F(! 9,.82.303I! /F(!

+7E0203/,+/0.2!.5!E0/./+2(!03!,(1.EE(27(7I!+4.2(!.,!02!1.E602+/0.2!O0/F!1-/./.R01!

1F(E./F(,+9-c! A0/./+2(! 03! 1.2307(,(7! 50,3/'402(! +7i)S+2/! /F(,+9-I! 0E9,.S028!

,(1),,(21('5,((!3),S0S+4I!6)/!+/!6(3/!W"r!.5!/F(!9+/0(2/3!3F.O!+2!.6i(1/0S(!/)E.),!

,(39.23(!s&]I!&fI!&Dtc!>3!/F03!/F(,+9()/01!3/,+/(8-!,(E+023!)23+/035+1/.,-I!/F(,(!03!+!

,(Y)0,(E(2/!5.,!2(O!/F(,+9()/01!.9/0.23!5.,!>BB!/F+/!O.)47!0E9,.S(!3),S0S+4!,+/(3!

+27!7(1,(+3(!,(1),,(21(!1+3(3c!

!

1.1.2. Mitotane 

!

A0/./+2(! :.I9u'???h! &'1F4.,.'W'sWIW'701F4.,.'&':"'1F4.,.9F(2-4='(/F-4t'6(2a('

2(=I!1.EE(,10+44-!*2.O2!+3!`-3.7,(2I!03!+!7(,0S+/0S(!.5!/F(!023(1/0107(!??G!:&I&I&'

G,01F4.,.'WIW'603:"'1F4.,.9F(2-4=(/F+2(=!O0/F!/F(!+7,(2.1.,/01.4-/01!+1/0S0/-c!$(028!

02! 140201+4! )3(! /.! /,(+/! /F(! +7S+21(7! +7,(2.1.,/01+4! 1+,102.E+! 3021(! /F(! &bfL3I!

E0/./+2(! 1+)3(3! F08F4-! 39(10501! 8,.O/F! 02F060/0.2! .5! /F(! +7,(2+4! 1.,/(R! 1(443! +27!

,(7)1(3!+7,(2+4!3/(,.073!9,.7)1/0.2!s&dtc!!

GF(!E+02! 4.1+/0.23!.5!E0/./+2('027)1(7!7(8(2(,+/0.2!+,(! /F(! a.2+! 5+3101)4+/+!

+27! ,(/01)4+,03! 02! /F(! +7,(2+4! 8,+273I!OF04(! /F(! (55(1/! .2! /F(! a.2+! 84.E(,)4.3+! 03!

E020E+4c!A0/./+2(! +1/0S0/-! 03! 1.2/028(2/! .2! 0/3!E(/+6.401! 1.2S(,30.2I!OF01F! /+*(3!

94+1(!02!/F(!+7,(2+4!E0/.1F.27,0+!+27!9,.7)1(3!/F(!+1/0S(!E(/+6.40/(3Z!.I9q'??#!:&'

1F4.,.'W'sWIW'701F4.,.'&':"'1F4.,.9F(2-4=(/F(2-4t6(2a(2(=! +27! 9I9q'??>! :WIW'

603:"'1F4.,.9F(2-4=+1(/01! +107=! s&dtc! K)1F! ,(Y)0,(E(2/! 5.,! 0/3! +1/0S+/0.2! E+-!

1.2/,06)/(!/.!/F03!+8(2/!3(4(1/0S(2(33c!!

A0/./+2(! 1F+,+1/(,03(3! O0/F! +! 2+,,.O! /F(,+9()/01! ,+28(! +27! 1+)3(3I! 6(307(!

F-9.1.,/03.403EI! +! ,+28(! .5! 140201+44-! ,(4(S+2/! 307(! (55(1/3! 02! /F(! 8+3/,.02/(3/02+4!

/,+1/I! 1(2/,+4!2(,S.)3!3-3/(EI!1+,70.S+31)4+,! 3-3/(EI!+27!6.2(!E+,,.O!/.R010/-c!>!
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!

30820501+2/!8,.)9!.5!9+/0(2/3!(R9(,0(21(!3(S(,(!+7S(,3(!(55(1/3!+/!/F(,+9()/01!7.3(3!

O0/F! /F(! 2(1(330/-! /.! O0/F7,+O! /F(! /,(+/E(2/! s&btc! >3! O(44I! E0/./+2(!

+7,(2.1.,/01.4-/01!+1/0S0/-!,(Y)0,(3!02/,.7)1028!84)1.1.,/01.07!,(94+1(E(2/!/F(,+9-I!

)3)+44-!+4.28!O0/F!E02(,+4.1.,/01.07!+27!+27,.8(2!3)994(E(2/+/0.2!sWLtc!

GF(! (R+1/! 60.1F(E01+4! E(1F+203E! .5! +1/0.2! .5! E0/./+2(! F+3! 2./! 6((2!

(3/+6403F(7!-(/c!>!2)E6(,!.5!3/)70(3!02!+7,(2.1.,/01+4!1+21(,!HWbUM!+27!HWbU!1(44!

402(3! 9,.S07(! 3.E(! 14)(3! :!"#$% &=c! A.3/! .5! /F(! +2+4-3(3! .2! HWbUM! 1(443!

7(E.23/,+/(7!/F+/!E0/./+2(!30820501+2/4-!7(1,(+3(3!/F(!1(44!9,.405(,+/0.2VS0+6040/-!02!

7.3('7(9(27(2/! E+22(,! sW&'WDtI! /O.! 3/)70(3! ,(9.,/028! 1.21),,(2/! 027)1/0.2! .5!

+9.9/.303!S0+!1+39+3(']!+27!'D!+1/0S+/0.2!sW"I!WDtc!!

!

2"9:'G!:-#(->!)+!%('-A$'&A-!A-=)A'(*I!7(')'$*-!-++-.'/!(*!BCDE:!$*0!BCDE!.-%%!%(*-/O!

=45.1048'4OO4/0+' =4O:'

cLIQ='/4$$'$%&4!

• 0-.A-$/-0!.-%%!=A)%(+-A$'()*! mCSn!

• 0-.A-$/-0!.-%%!#($@(%('?!

• *)!-++-.'!)*!-$A%?!$*0!%$'-!$=)=')'(.!.-%%!A$'()/!!
mCCn!

• 0-.A-$/-0!.-%%!#($@(%('?!

• A-0&.-0!.)A'(/)%!$*0!$%0)/'-A)*-!/-.A-'()*!

• (*.A-$/-0!"#$%%&%!7:G5!%-#-%/!!

• 0-.A-$/-0!'()*&+!7:G5!%-#-%/!!

• *)!-++-.'!)*!7:G5!%-#-%/!)+!(,-.a!"#$%%&+a!"#$%%-a!"#$%/a!$*0!"#$+%!!

mC2n!

• 0-.A-$/-0!.-%%!#($@(%('?!!

• (*.A-$/-0!.$/=$/-_2!$*0!_h!$.'(#('(-/!

• 0-.A-$/-0!.)A'(/)%!$*0!FB"5K!.)*.-*'A$'()*!(*!',-!.&%'&A-!7-0($!

• 0-.A-$/-0!7:G5!%-#-%/!)+!'>)!.?').,A)7-/!1gER!^"#$%%-%!$*0!"#$%/-%`!

• *)!-++-.'!)*!7:G5!%-#-%/!)+!.?.%(*!0-=-*0-*'!6(*$/-!(*,(@(')A!S5!^-*.)0(*I!=CS`!$*0!<jH!

^-*.)0(*I!.<?.`!

• (*,(@('-0!-k=A-//()*!)+!'A$*/+)A7(*I!IA)>',!+$.')A!oS!I-*-!

mCgn!

• (*,(@('-0!.-%%!IA)>',!!

• A-#-A/(@%-!0-%$?!(*!MC_=,$/-!!

• A-0&.-0!I%&.).)A'(.)(0/a!7(*-A$%).)A'(.)(0/a!$*0!$*0A)I-*/!/-.A-'()*!

• $%'-A-0! -k=A-//()*! )+! 'A()/-! =,)/=,$'-! (/)7-A$/-a! $_-*)%$/-a! F_2_=,)/=,)I%?.-A$'-!

mCEn!
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!

0-,?0A)I-*$/-a! =-A)k(A-0)k(*! JJ! $*0!iJa! ,-$'! /,).6! =A)'-(*! Cha! =A),(@('(*a! ,(/'(0(*-! 'A($0!

*&.%-)'(0-_@(*0(*I!=A)'-(*a!$*0!=A)+(%(*_S!^')'$%!.-%%!-k'A$.'/`!!

• 0)>*A-I&%$'-0! =A)'-(*/N! $%0)%$/-! 5a! =-A)k(A-0)k(*! Ja! ,-'-A)I-*)&/! *&.%-$A!

A(@)*&.%-)=A)'-(*! 5C4\Sa! '&@&%(*_@! (/)+)A7! JJa! ,-$'! /,).6! .)I*$'-! hS! 6F$! =A)'-(*a! $*0!

*&.%-)'(0-!0(=,)/=,$'-!6(*$/-!^7(').,)*0A($%!+A$.'()*`!

• &=_A-I&%$'-0!=A)'-(*/N!$0A-*)0)k(*!A-0&.'$/-a!.$',-=/(*!Fa!$*0!,-$'!/,).6!hR!6F$!=A)'-(*!

S5!^7(').,)*0A($%!+A$.'()*`!

• 0-.A-$/-0!.-%%!#($@(%('?!

• A-0&.-0!.)A'(/)%!$*0!$*0A)/'-*-0()*-!/-.A-'()*!

• &*0-A-k=A-//-0!I-*-/N!'()*&%a!'()*&+a!"#$+%-+!

• )#-A-k=A-//-0!I-*-/N!0)1%2a!-3)'%3+a!,.4&*a!(5.$465+!

mCfn!

• .?')/'$'(.!$*0!.?')')k(.!-++-.'/!',A)&I,!$*!$=)=')'(.!7-.,$*(/7!(*#)%#(*I!.$/=$/-!24h!

• $%'-A$'()*/!(*!',-!7(').,)*0A($!7)A=,)%)I?!^7$A6-0!/>-%%(*I!$*0!0-.A-$/-!(*!',-!*&7@-A!

)+!A-/=(A$')A?!.A(/'$-`a!/(I*(+(.$*'!0-=)%$A(V$'()*!)+!',-!7(').,)*0A($%!7-7@A$*-!=)'-*'($%a!

0A$/'(.! A-0&.'()*! )+! )k?I-*! .)*/&7='()*a! 0-.A-$/-! (*! ',-! %-#-%/! )+! iF5HS! (*'-IA$%!

7-7@A$*-!.,$**-%!

mChn!

• A-0&.-0!.)A'(/)%!$*0!Sh_,?0A)k?=A)I-/'-A)*-!/-.A-'()*!

• 0-.A-$/-0! -k=A-//()*! )+! I-*-/! -*.)0(*I! 7'! =A)'-(*/! (*#)%#-0! (*! /'-A)(0)I-*-/(/! ^(,-.a!

"#$%%&%a!$*0!"#$%%&+`!

• (*,(@('-0!7$k(7&7!#-%).('?!)+!',-!$.'(#('?!)+!',-!A-/=(A$')A?!.,$(*!.)7=%-k!Ji!^.?').,A)7-!

.!)k(0$/-!^H9p``!

• A-0&.-0!/'-$0?_/'$'-!%-#-%/!)+!',-!>,)%-!H9p!.)7=%-k!!

• A-0&.-0! 7:G5! -k=A-//()*! )+! @)',! 7'FG5_-*.)0-0! H9pC! ^<8_H9C`! $*0! *&.%-$A! FG5_

-*.)0-0!H9pg!^H9pgJS`!/&@&*('/!

• *)!-++-.'!)*!$.'(#('?!$*0!-k=A-//()*!)+!A-/=(A$')A?!.,$(*!.)7=%-k-/!JJ!$*0!JJJ!!

• -*,$*.-0!7'!@()I-*-/(/! ^(*.A-$/-! (*!7'FG5!.)*'-*'!$*0!1MHS$! ^$$-.0"%-`!-k=A-//()*`!

$*0!'A(II-A-0!+A$I7-*'$'()*!)+!!',-!7'!*-'>)A6!

mCqn!

cLIQ'/4$$'$%&4'

• A-0&.-0!.)A'(/)%!/-.A-'()*!(*!BCDE!.-%%/!

• *)'!(*0&.(*I!.-%%!0-$',!)+!BCDE!.-%%/!

• (*,(@('-0!@$/$%!-k=A-//()*!)+!K'5:!$*0!1gER/..!=A)'-(*/!

• (*,(@('-0!(,-.a!"#$%%-%!$*0!"#$+%!7:G5!-k=A-//()*!

• *)!-++-.'!)*!'()*&+!$*0!"#$%/!7:G5!-k=A-//()*!

• /'(7&%$'-0!"#$%%&%!7:G5!-k=A-//()*!

mCDn!

• /&==A-//-0!.-%%!IA)>',!)+!BCDE!.-%%/!

• A-0&.-0!.)A'(/)%!.)*.-*'A$'()*!(*!BCDE!.-%%/!
m2Rn!
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!

J2.O2!02F060/.,-!(55(1/!.5!E0/./+2(!.2!84)1.1.,/01.073I!E02(,+4.1.,/01.073I!+27!

+27,.8(23!9,.7)1/0.2!02!HWbUM!1(443!O+3!3/)70(7!02!7(/+04I!1.E602028!/F(!,(3)4/3!.5!

F.,E.2(! 3(1,(/0.2! O0/F! /F(! (R9,(330.2! +2+4-3(3I! 3F.O028! +4/(,+/0.23! 02! /F(!

(R9,(330.2!.5!8(2(3!+27!9,./(023!02S.4S(7!02!/F(!9,.1(33!.5!3/(,.07.8(2(303c!>4/(,(7!

(R9,(330.2!O+3!.63(,S(7!5.,!8(2(3!(21.7028!(2a-E(3!6(4.28028!/.!/F(!1-/.1F,.E(!

%"UL! 5+E04-I! 3)1F! +3Z! YZ<[[N[! :(21.7028! /F(! 1F.4(3/(,.4! 307('1F+02'14(+S028!

E.2..R-8(2+3(I! %"UL311=I! YZ<[[\[!+27! YZ<[[\]! :3/(,.07! &&'Q'E.2..R-8(2+3(=I!

YZ<][N]!:3/(,.07!W&'E.2..R-8(2+3(=I!YZ<[^N[! :3/(,.07!&D'X'E.2..R-8(2+3(=!+3!

O(44! +3! %"UL'027(9(27(2/! (2a-E(3I! 3)1F! +3Z!:I7_\[! +27!:I7_\]! :F-7,.R-'^'U'

3/(,.07! 7(F-7,.8(2+3(I! ]'Q'! +27! 3/(,.07! ^'03.E(,+3(! &! +27! W=! +27! IEN`!

:3/(,.07.8(201!+1)/(!,(8)4+/.,-!9,./(02=!sW]'WfI!Wdtc!GF(!(55(1/!.2!E0/.1F.27,0+!F+3!

6((2! ,(9.,/(7! +3! O(44I! ,(S(+4028! +4/(,+/0.23! 02! E.,9F.4.8-! .5! /F03! .,8+2(44(! +27!

7(5(1/3!.5!/F(!E0/.1F.27,0+4!,(390,+/.,-!1F+02!)9.2!E0/./+2(!/,(+/E(2/I!+4.28!O0/F!

/F(!(R9,(330.2!+4/(,+/0.23!sWDI!Wdtc!!

GO.! 3/)70(3! .2! HWbU! 1(44! 402(! 1.250,E! 30E04+,! 02F060/.,-! (55(1/! .2! 1.,/03.4!

9,.7)1/0.2!6./F!02!2.2'1-/./.R01!sWbt!+27!1-/./.R01!1.270/0.23!s]Ltc!GF(!+4/(,+/0.23!

02!(R9,(330.2!.5!3.E(!.5!/F(!+6.S(!E(2/0.2(7!8(2(3!O(,(!1.250,E(7!+3!O(44!sWbtc!!

!

1.1.3. Molecular basis of adrenocortical cancer 

!

>7,(2.1.,/01+4! 1+,102.E+! F+3! 6((2! 02/(230S(4-! 3/)70(7! 5,.E! /F(! E.4(1)4+,!

9(,39(1/0S(!.S(,! /F(!,(1(2/!-(+,3!O0/F!/F(!*2.O4(78(!.2! 0/3!)27(,4-028!E.4(1)4+,!

(S(2/3!0E9,.S028c!>!,+28(!.5!3)31(9/06040/-!8(2(3I!5.)27!02!+55(1/(7!0270S07)+43!O0/F!

+!5+E04-!F03/.,-I!O(,(!/F(!020/0+4!1+2707+/(3!5.,!7(/(,E02028!/)E.),!E+4082+21-!+27!

0/3! 7055(,(2/0+/0.2! 5,.E! 6(2082! 2(.94+3E3c! [(2.E('O07(! 3/)70(3! 3)1F! +3!

/,+231,09/.E(! +2+4-303! +44.O! )3! /.! 14)3/(,! /)E.),3! /F+/! 5.44.O! 30E04+,! E.4(1)4+,!

+27!9,.82.3/01!9,.504(c! ;/!E+-! ,(9,(3(2/!+! ,(+4! /),2028!9.02/! 02! /F(!+7,(2.1.,/01+4!

/)E.),3! 70+82.303! +27! /,(+/E(2/c! GF(! E(/F.73! (2+64028! /F(3(! +2+4-3(3! 0214)7(Z!

E01,.3+/(440/(! +2+4-303I! 1.2S(2/0.2+4! +27! +,,+-'6+3(7! 1.E9+,+/0S(! 8(2.E01!

F-6,0703+/0.2! :B[H=I! 1?C>I! .408.2)14(./07(I! KC%I! E0MC>! E01,.+,,+-3I! +27! %BM!

+,,+-3c! >! 2)E6(,! .5! ,(3(+,1F! 8,.)93! F+S(! 1+,,0(7! .)/! (R9(,0E(2/3! .2! /F(!
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!

(R9,(330.2! .5! +! 4+,8(! 2)E6(,! .5! 8(2(3! 02! +7,(2.1.,/01+4! /)E.),3c! NF04(! 3/)70(3!

)3028!E01,.3+/(440/(!E+,*(,3!07(2/05-!8(2.E01!,(80.23!.5!F08F!1.21(2/,+/0.2!.5!4.33!

.5!F(/(,.a-8.30/-!:`\H=!s]&I!]WtI!1.2S(2/0.2+4!1.E9+,+/0S(!8(2.E01!F-6,0703+/0.2!

+33(33(3!1.9-!2)E6(,!+4/(,+/0.23!+1,.33! /F(!(2/0,(!8(2.E(! s]]']btc!H.O(S(,I! /F(!

E+02! 703+7S+2/+8(! .5! 1.2S(2/0.2+4! B[H! 03! 0/3! 40E0/(7! ,(3.4)/0.2! :W! A69! 5.,!

+E940501+/0.23! +27! &LPWL!A69! 5.,! 30284('1.9-! 7(4(/0.23=I!E+*028! 0/! +2! )2,(40+64(!

E(/F.7!/.!7(/(1/!1F+28(3!+/!/F(!4.1)3!4(S(4c!GF03!F+3!6((2!+77,(33(7!6-!B[H!+,,+-3I!

OF01F!+44.O!/F(!7(/(1/0.2!.5!?C>!1.9-!2)E6(,!+6(,,+/0.23!+/!/F(!8(2(!4(S(4I!4.1)3!

6-! 4.1)3! s"Ltc! >! 2)E6(,! .5! ,(1(2/! 3/)70(3! F+S(! ,(9.,/(7! /F(! ,(3)4/3! .5! /F(! B[H!

+,,+-'6+3(7! (R9(,0E(2/3! 5.,! +7,(2.1.,/01+4! /)E.),3! s"&'""tc! \/F(,! /-9(3! .5! ?C>!

E01,.+,,+-3!)3(7!02!>BG!,(3(+,1F!+,(!1?C>I!.408.2)14(./07(I!+27!KC%!E01,.+,,+-3c!

GF(! 50,3/! /O.! +,(! /F(! 6+303! .5! (R9,(330.2! 9,.504028! 3/)70(3I! 7055(,028! 3408F/4-! 02!

9,(1030.2! +27! ,(40+6040/-c! GF(! S.4)E(! .5! ,(3(+,1F! ,(9.,/3! 6+3(7! .2! E01,.+,,+-3!

v39.//(7q!O0/F! 1?C>!9,.6(3! s"U'U&t! 03! 1.E9+,+64(! /.! /F(!2)E6(,!.5! 3/)70(3!)3028!

>55-E(/,0R! [(2(BF093! :F08F'7(230/-! .408.2)14(./07(! E01,.+,,+-3=! sUW'fWtc! >! 5(O!

,(1(2/! ,(9.,/3! F+S(! 5.1)3(7! .2! 30284(! 2)14(./07(! 9.4-E.,9F03E! :KC%=! +2+4-303! .5!

+7,(2.1.,/01+4!/)E.),3!(E94.-028!KC%!+,,+-3!sf]'fUtc!KC%!E01,.+,,+-3!(2+64(!/F(!

7(/(1/0.2! .5! 1.9-! 2)E6(,! S+,0+/0.23! +27! `\H! 02! /F(! 3+E94(3c! >2./F(,! /-9(! .5!

39(10501+44-'7(3082(7! 1F09! 03! E01,.MC>! E01,.+,,+-I! +44.O028! /F(! 8(2.E('O07(!

02S(3/08+/0.2! .5! E0MC>! 9.9)4+/0.23! sff'DLtc! A01,.+,,+-! /(1F2.4.8-! +43.! +44.O3!

E(/F-4+/0.2! 9,.504028! 3/)70(3I! 3)88(3/028! /F+/! 0/! E+-! 6(! +2./F(,! E(+23! .5!

7055(,(2/0+/028!E+4082+2/! 5,.E!6(2082! 2(.94+3E3! sD&'D]tc! >3! 5.,! %BM! +,,+-3I! /F(-!

+,(!+!E(/F.7!.5!1F.01(!5.,!3/)70(3!.,0(2/(7!.2!+!39(10501!8,.)9!.5!8(2(3I!5.,!(R+E94(!

0E9401+/(7! 02!+!39(10501!1(44'3082+44028!1+31+7(!sULI!D"I!DUtc!GF(!/(1F20Y)(3!)3(7!/.!

S+407+/(! /F(! ,(3)4/3! .5! +! 8(2.E('O07(! 3/)7-! 5.,! 1F.3(2! 3+E94(3! 0214)7(!

0EE)2.F03/.1F(E03/,-I! N(3/(,2! 64.//028I! Y%BMI! +27! 54).,(31(21(! (2! ,(+%!

F-6,0703+/0.2!:<;KH=c!>9+,/!5,.E!/,+231,09/.E(!+2+4-3(3I!.2(!.5!/F(!E.3/!1.EE.2!

E(/F.73! /.! 31,((2! +! 4+,8(! 2)E6(,! .5! 3+E94(3! 03! /033)(! E01,.+,,+-Z! 0/! F+3! 6((2!

O07(4-!)3(7!5.,! 0EE)2.F03/.1F(E03/,-!3/)70(3!.2!+7,(2.1.,/01+4! /)E.),3!sUWI!U]I!

Df'd&tc!

GF(! F08F'/F,.)8F9)/! 8(2(! (R9,(330.2! +33+-3! 6+3(7! .2! /,+231,09/.E(3I! OF01F!

(2+64(!3/)7-028!+! 4+,8(!2)E6(,!.5!8(2(3!02!+!30284(!(R9(,0E(2/I!F+S(!,(S(+4(7!/F(!
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!

703/021/! 9,.504(3! 5.,! 6(2082! +27!E+4082+2/! +7,(2.1.,/01+4! /)E.),3I! .55(,028! +! 2(O!

70+82.3/01!/..4!+27!1.23(Y)(2/4-!.9/0E+4!/,(+/E(2/!s&&I!&WI!"&I!U]I!UfI!dW'd"tc!GF(!

E(+2! 2)E6(,! .5! 8(2(/01! +4/(,+/0.23! O+3! ,(9.,/(7! /.! 6(! 1.2307(,+64-! F08F(,! 5.,!

1+,102.E+3! /F+2! 5.,! +7(2.E+3! s&&I! &WI! ]"I! "&tc!GF(! +4/(,+/0.23!.11),,028! 02!>BB3!

0214)7(! 1F+28(! 02! (R9,(330.2I! E)/+/0.23I! 1.9-'2)E6(,! S+,0+/0.23I! +27! 4.33! .5!

F(/(,.a-8.30/-h!/F(-!39+2!+1,.33!/F(!OF.4(!8(2.E(!:'()$%&=!+27!+,(!+33.10+/(7!O0/F!

E)4/094(!1(44)4+,!9,.1(33(3c!!

>E.28!/F(!E.3/!5,(Y)(2/!E.4(1)4+,!(S(2/3!94+-028!1,)10+4!,.4(!02!5.,E+/0.2!.5!

E+4082+2/! +7,(2.1.,/01+4! 4(30.23! +,(Z! "F>]! :023)402'40*(! 8,.O/F! 5+1/.,=!

.S(,(R9,(330.2I!E<a_'02+1/0S+/028!E)/+/0.23!:9U]! 9,./(02=I! 1.23/0/)/0S(! +1/0S+/0.2!

.5!N2/VQ'1+/(202!3082+44028!9+/FO+-!S0+!+1/0S+/028!E)/+/0.23!.5!/F(!Q'1+/(202!8(2(!

:YE??\[=c!>4/(,+/0.23! 02!9,./(02! *02+3(!>! :%J>=! +27! 3/(,.07.8(201! 5+1/.,!&! :K<&=!

+,(! +3! O(44! 02S.4S(7! 02! +7,(2.1.,/01+4! 1+,102.8(2(303c! M(1(2/! 3/)70(3! ,(S(+4! /F+/!

/F(3(! 1+22./! 6(! /,(+/(7! +3! /F(! .24-! 7,0S(,3! .5! E+4082+2/! +7,(2.1.,/01+4!

/)E.),08(2(303I!6)/!+3!E047!1.2/,06)/.,3I!+27!./F(,!+11.E9+2-028!5+1/.,3!+43.!94+-!

,.4(!sdUI!dftc!GF(!/-9(3!.5!E)/+/0.23!.63(,S(7!02!39.,+701!>BB3!+,(!S(,-!30E04+,!/.!

/F+/!.5!02F(,0/(7!/)E.),3!:3((!3(1/0.2!&$&$*%'"+(,(",%-./012+3-%"--24("530%6(57%

"013/24215(4",%4"/431=I!O0/F!E033(23(!1F+28(3!6(028!/F(!E.3/!1.EE.2c!

!

1.1.3.1. Insulin-like growth factor II pathway 

!

;[<';;! (R(,/3! 0/3! 5)21/0.2! /F,.)8F! 6027028! /.! /F(! E(E6,+2(! /-,.302(! *02+3(!

,(1(9/.,I!;[<&Mc!>5/(,!/F(!408+27!03!6.)27I!/F(!,(1(9/.,!+)/.9F.3F.,-4+/(3!+27!/F(!

023)402!,(1(9/.,!3)63/,+/(!&!:;MK'&=!03!+43.!,(1,)0/(7!sdDtc!G-,.302(!9F.39F.,-4+/0.2!

.5!;MK'&!,(4(+3(3!/F(!7.O23/,(+E!3082+44028!.5!9+/FO+-3I!3)1F!+3!%;]JV>*/VEG\M!

+27!M+3VM+5VA#JV#MJ!:3((!3(1/0.2!&$8$&!+27!&$*$&I!,(39(1/0S(4-=c!!

GF(!8(2(/01!+4/(,+/0.23!+/!/F(!&&9&UcU!4.1)3!02!39.,+701!>BB3!9,0E+,04-!0214)7(Z!

,(+,,+28(E(2/3I!4.33!.5!F(/(,.a-8.30/-!:`\H=I!9+/(,2+4!03.703.E-I!,(+,,+28(E(2/3I!

+27!+62.,E+4!0E9,02/028c!GF(3(!(S(2/3!,(3)4/!02!+!7(1,(+3(!02!9UD*09W!+27!H&bI!+27!

+2! 021,(+3(! 02! "F>]! EMC>! 4(S(43I! OF01F! F+S(! 6((2! 1.,,(4+/(7! O0/F! +! O.,3(!

9,.82.303!+27!F08F(,!,03*!5.,!>BB!,(1),,(21(!sddI!dbtc!H.O(S(,I!/F(!E.3/!5,(Y)(2/!
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!

/,+231,09/0.2+4! 1F+28(! 02!>BBI! .11),,028! 02! .S(,! dLr! 1+3(3I! 03! .S(,'(R9,(330.2! .5!

/F(!"F>]!8(2(!s]&I!"fI!U]I!UUI!UbI!dLI!d"tc!`+/(,!,(5(,,(7!/.!+3!w/F(!+7,(2+4'39(10501!

E+4082+21-! 3082+/),(xI! +3! 0/! 03! 1F+,+1/(,03/01! .5! >BBI! 6)/! 2./! >B>! .,! /F(! 2.,E+4!

+7,(2+4!84+27I!/F03!E.4(1)4+,!+4/(,+/0.2!O+3!020/0+44-!3/)70(7!02!+33.10+/0.2!O0/F!/F(!

$(1*O0/F'N0(7(E+22! 3-27,.E(! :3((! 3(1/0.2! &$&$*% '"+(,(",% -./012+3-%

"--24("530%6(57% "013/24215(4",% 4"/431=c! GF(! ;[<';;! 14)3/(,! 03! +! 8,.)9!.5! ,(4+/(7!

8(2(3!/F+/!+43.!3F.O!(4(S+/(7!(R9,(330.2!02!>BB!+27!0214)7(3!9,(7.E02+2/4-!8(2(3!

5.,!8,.O/F!5+1/.,3!+27!/F(0,!,(1(9/.,3!s&WI!"Utc!GF(!;[<';;!14)3/(,!1.2/+023!+3!O(44!+!

8(2(! 5.,! 023)402'40*(! 8,.O/F! 5+1/.,'6027028!9,./(02!W! :;[<$%W=I! +1/028! +3! +! 1+,,0(,!

9,./(02!5.,!;[<';;h!0/3!(R9,(330.2!+27!94+3E+!4(S(4!F+S(!6((2!1.,,(4+/(7!O0/F!/)E.),!

E+33!02!>BB!sbLtc!<.,!9+(70+/,01!/)E.),3I!;[<';;!4(S(43!+,(!30E04+,!02!+7(2.E+3!+27!

1+,102.E+3c!H.O(S(,I!/F(!7055(,(21(!40(3!02!"F>[`!8(2(!(R9,(330.2I!OF01F!3((E3!/.!

6(!/F(!9,0E(!02701+/.,!5.,!E+4082+2/!+7,(2.1.,/01+4!/)E.),!02!1F047,(2!sb&I!bWtc!

!

1.1.3.2. TP53 signalling pathway 

!

GF(!+4/(,+/0.23!O0/F02!E<a_! 8(2(! 02!>BB3!.11),!E+024-!O0/F02! /F(!(R.2!UI! /F(!

vF./!39./qI!6)/!(R.23!fI!DI!dI!+27!&L!+,(!+43.!+55(1/(7!sb]I!b"tc!E<a_!E)/+/0.23!.11),!

307(! 6-! 307(! O0/F! 9U]! +11)E)4+/0.2I! +3! ,(S(+4(7! 6-! 0EE)2.F03/.1F(E03/,-! sbUtc!

K.E+/01! 02+1/0S+/028! E<a_! E)/+/0.23! +,(! +E.28! /F(! E.3/! 5,(Y)(2/4-! ,(9.,/(7! 02!

>BBI!(3/0E+/(7!/.!.11),!02!&U'DLr!1+3(3!s"]I!UfI!bfI!bDt!+27!1.,,(4+/028!O0/F!4+,8(,!

30a(I!E.,(!+7S+21(7!3/+8(I!F08F(,!E(/+3/+/01!,+/(I!+27!3F.,/(,!703(+3('5,((!3),S0S+4!

sbUI!bdtc!

!

1.1.3.3. Wnt/β-catenin signalling pathway 

!

GF03! N2/VQ'1+/(202! 1+31+7(! ,(8)4+/(3! 9,.405(,+/0.2I! 7055(,(2/0+/0.2I! 3),S0S+4I!

+27! +9.9/.303I! O0/F! .S(,4+99028! +1/0.23! 02! +! ,+28(! .5! 9+/FO+-3I! 3)1F! +3Z! G%U]I!

G[<QI! %;]JV>*/VEG\MI! .,! M+3VM+5VA#JV#MJc! ;2! /F(! +7,(2+4! 1.,/(RI! /F(!N2/VQ'

1+/(202! 1+31+7(! 03! 02S.4S(7! 02! +7,(2+4! 7(S(4.9E(2/! +27! 7055(,(2/0+/0.2! sbbI! &LLtc!
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!

>62.,E+4!5)21/0.2028!.5!/F03!3-3/(E!E+-!4(+7!/.!+7,(2+4!/)E.),08(2(303c!GF(!E.3/!

9,.2.)21(7! )27(,4-028! E.4(1)4+,! 0E9401+/0.23! 0214)7(! /F(! +62.,E+4! 1-/.94+3E01!

+27!2)14(+,!+11)E)4+/0.2!.5!Q'1+/(202!+3!O(44!+3!3.E+/01!+1/0S+/028!E)/+/0.23!.5!/F(!

Q'1+/(202!8(2(!:YE??\[=c!GF(3(!(S(2/3!.11),!+4E.3/!(R14)30S(4-!02!>BB3!O0/F!9..,!

9,.82.303!s"]I!UfI!d&I!&L&tc!>2./F(,!/+,8(/!5.,!N2/VQ'1+/(202!9+/FO+-I!(1/.7(,E+4'

2(),+4! 1.,/(R!&! :b?Y[=I! 03! +3!O(44!)9',(8)4+/(7! 02!+7,(2.1.,/01+4! 1+,102.E+3! sUWtc!

M(1(2/4-I!02!>B>!+27!>BB!3+E94(3!+2!02'5,+E(!&W'69!7(4(/0.2!F+3!6((2!5.)27!02!/F(!

Nc"?]!8(2(I!+!2(8+/0S(!,(8)4+/.,!.5!N2/VQ'1+/(202!3082+44028!s&LWtc!

!

1.1.3.4. cAMP/PKA pathway 

!

A.70501+/0.23! 02! /F(! 9,./(02! *02+3(! >! :%J>=! M&>! 3)6)20/I! /F(! 1.,(! .5! 1>A%!

9+/FO+-I! .11),! ,(9(+/(74-! +E.28! B+,2(-! 1.E94(R! 9+/0(2/3! :3((! 3(1/0.2! &$&$*%

'"+(,(",% -./012+3-% "--24("530% 6(57% "013/24215(4",% 4"/431=c! $(,/F(,+/! (/! +4c!

F+S(! 3F.O2! /F+/! 4.33(3! .5! &DYW]'YW"! 4.10! +,(! 5,(Y)(2/! 02! +7,(2.1.,/01+4! /)E.),3!

O0/F! F08F(,! 5,(Y)(21-! 02! 1+,102.E+3! /F+2! 02! +7(2.E+3c! H.O(S(,I!<`KN`[N! 8(2(!

E)/+/0.23!O(,(!7(/(1/(7!02!>B>3I!6)/!2./!>BB3I!3)88(3/028!7055(,(2/!,.4(!.5!%J>!02!

/)E.),08(2(303! 02!6(2082!+27!E+4082+2/! 4(30.23! s&L]tc!B.2303/(2/4-I!7(5(1/0S(!MW$!

3)6)20/!:<`KN`]\!8(2(I!DYWWc]=!(R9,(330.2!03!9,(3(2/!02!3(1,(/028!+7(2.E+3!O0/F!

2.!1F+28(! 02!3(1,(/028!1+,102.E+3!+27!2.2'3(1,(/028!+7(2.E+3! s&L"tc!`.33!.5! /F(!

M&>!3)6)20/!O+3!,(9.,/(7!/.!021,(+3(!EG\M!3082+44028!s&LUtc!GF(!1>A%'7(9(27(2/!

>BGHV[3V%J>! 1+31+7(!94+-3! +! *(-! ,.4(! 02! ,(8)4+/028! 84)1.1.,/01.07! +27! +27,.8(2!

9,.7)1/0.2c! [(2(/01!E.70501+/0.23! .,! (R9,(330.2! 1F+28(3! .5! 1>A%! 9+/FO+-! 8(2(3!

+33.10+/(7! O0/F! +4/(,(7! 3(1,(/0.2! +27! 5.,E+/0.2! .5! +7,(2.1.,/01+4! 1+,102.E+3!

0214)7(Z!!

— 7(1,(+3(7!(R9,(330.2!+27!`\H!.5!/F(!>BGH!,(1(9/.,!s&Lfth!

— 8(2(/01!7(5(1/3!02!<7bd\!8(2(!:9F.39F.70(3/(,+3(!d$=!s&LDth!

— 7(1,(+3(7!(R9,(330.2!.5!1>A%',(39.230S(!(4(E(2/!6027028!9,./(02!:BM#$=!

s&LdI!&Lbth!!

— F08F(,!/(4.E(,+3(!+1/0S0/-!s&Lbth!
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— !

!

!

!

! !

—

@%A:'G'<)%-.&%$A!$%'-A$'()*/!.,$A$.'-A(/'(.!+)A!$0A-*).)A'(.$%!.$A.(*)7$:''

J'!(/!(*0(.$'-0!>(',(*!>,(.,!$A7!)+!',-!A-/=-.'(#-!.,A)7)/)7-/!^&==-A!=!)A!%)>-A!l`!',-!I-*-/47(:G5/!$A-!

%).$'-0O! P$@-%/! )*! ',-! /(0-! )+! I-*-47(:G5! *$7-! 0-=(.'N! $/'-A(/6! e! 7&'$'()*a! &=! $AA)>! e! (*.A-$/-! (*!

-k=A-//()*a! 0)>*! $AA)>! e! 0-.A-$/-! (*! -k=A-//()*O! H,A)7)/)7-! (%%&/'A$'()*/! /)&A.-0! +A)7! K)7-A/$&%'!

SqNCg!e!P(@A$A?!)+!K.(-*.-!J%%&/'A$'()*/!^>>>O/)7-A/$&%'SqCgO.)7`O!
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!

— 7(1,(+3(7!(R9,(330.2!.5! ;B#M! :027)1064(! 1>A%!(+,4-! ,(9,(33.,=! 03.5.,E3I!

7(,0S028! 5,.E! +2! 02/(,2+4! 9,.E./(,! .5!Y`b8! 8(2(! :5.,! 1>A%! ,(39.230S(!

(4(E(2/!E.7)4+/.,=!s&Lbtc!

\99.30/(!1F+28(3!+,(!,(9.,/(7!02!>B>I!3)88(3/028!/F+/!/F(-!E+-!6(!02701+/.,3!.5!

E+4082+21-c! H.O(S(,I! E.3/! .5! /F(3(! +4/(,+/0.23! +,(! +33.10+/(7! O0/F! B)3F028q3!

3-27,.E(I! OF01F! 3)88(3/3! /F+/! +4/(,(7! 5)21/0.2028! .5! 1>A%! 3082+44028! 03! 3/,.284-!

1.,,(4+/(7!O0/F!/F+/!/-9(!.5!/)E.),!.5!/F(!+7,(2+4!1.,/(Rc!!

!

1.1.3.5. Steroidogenic pathway 

!

C)14(+,! ,(1(9/.,! 3/(,.07.8(201! 5+1/.,! &! :K<'&I! CMU>&=! +1/3! +3! +! E+3/(,!

,(8)4+/.,! .5! +7,(2.1.,/01+4! 7055(,(2/0+/0.2! +27! 3/(,.07.8(2(303! 6-! 1.2/,.44028! /F(!

(R9,(330.2! .5! 1-/.1F,.E(! %"UL! 3/(,.07.8(201! (2a-E(3c! K<'&! 03! 02S.4S(7! 02! /F(!

9,.405(,+/0.2I! +9.9/.303I! +280.8(2(303I! +7F(30.2I! +27! 1-/.3*(4(/.2! 7-2+E013! .5!

+7,(2.1.,/01+4! 1(443! s&&LI! &&&tc! H08F! 4(S(43! .5! K<'&!O(,(! ,(9.,/(7! /.! 021,(+3(! /F(!

9,.405(,+/0.2! ,+/(! .5! +7,(2.1.,/01+4! 1(443! +27! /.! 7(1,(+3(! /F(! 3(1,(/0.2! .5! 1.,/03.4!

+27!+47.3/(,.2(!O0/F!2.!(55(1/!.2!7(F-7,.(90+27,.3/(,.2(!:?H#>=c!A)4/094(!1.90(3!

.5!I>@[!:?`aN[=!8(2(!3/0E)4+/(!/)E.),!7(S(4.9E(2/!s&&Wtc!>!3/)7-!5.1)3028!.2!/F(!

K<'&!02F060/.,I!%.7'&!:1+93)402I!(901+,702I!G15W&=I!(3/+6403F(7!/F+/!/F(!EY>][!8(2(!03!

7.O2',(8)4+/(7!02!>BB3I!1.E9+,028!O0/F!>B>3!+27!2.,E+4!/033)(!s&&]tc!K<'&!.S(,'

(R9,(330.2!03!E)1F!E.,(!30820501+2/!02!1F047F..7!/F+2!+7)4/!>BG3c!;2!/F(!E+i.,0/-!.5!

9+(70+/,01! /)E.),3I! /F(! 2)E6(,! .5! I>@[! 8(2(! 1.90(3! 03! 021,(+3(7! +3! +! ,(3)4/! .5!

1F,.E.3.E(! 8+02! .,! +E940501+/0.2! +/! bY]]! sDbI! &&"I! &&Utc! K<'&! +43.! 3F.O3!

9,.82.3/01! 025.,E+/0.2Z! F08F(,! (R9,(330.2! 1.,,(4+/(3!O0/F!E.,(! +7S+21(7! /)E.),!

3/+8(I!9..,(,!140201+4!.)/1.E(!+27!3F.,/(,!.S(,+44!U'-(+,!3),S0S+4!sDfI!&&ftc!

>2./F(,! 5+1/.,! 02S.4S(7! 02! 3/(,.07.8(2(303! 03! >BGH! :+7,(2.1.,/01./,.901!

F.,E.2(I!1.,/01./,.902=h!0/!94+-3!*(-!,.4(!02!/F(!E+R0E+4!1(44'39(10501!(R9,(330.2!.5!

3/(,.07.8(201!(2a-E(3!2((7(7!5.,!/F(!3-2/F(303!.5!84)1.1.,/01.073!+27!+27,.8(23!02!

/F(! a.2+! ,(/01)4+,03! +27! a.2+! 5+3101)4+/+c! ;/! +1/3! /F,.)8F! ,(1(9/.,3! 1.)94(7! /.! [3!

9,./(02I!021,(+3028!/F(!4(S(43!.5!1>A%!+27!/F)3!027)1028!%J>I!OF01F!/+,8(/3!02!/),2!

3/0E)4+/(! /F(! (R9,(330.2! .5! %"UL! 3/(,.07.8(201! (2a-E(3c! [(2(,+44-I! /F(!
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!

>BGHV[3V%J>! 1+31+7(! 03! 1,)10+4! 5.,! E+02/+02028! +! F08F4-! 7055(,(2/0+/(7! +7,(2+4!

9F(2./-9(I! 6)/! 03! .24-! .5! E.7(,+/(! 0E9.,/+21(! 5.,! 1(44! 9,.405(,+/0.2! s&&DI! &&dtc!

>7,(2.1.,/01+4! 1+,102.E+3! 3F.O! 7(1,(+3(7! (R9,(330.2! 4(S(43! +27! `\H! .5!NYE:@`!

8(2(I!(21.7028!/F(!1.,/01./,.902!,(1(9/.,!s&LfI!&Lbtc!!

>! 14)3/(,! .5! 3/(,.07.8(2(303! 8(2(3! +43.! 7055(,(2/0+/(3! >BB! 5,.E! >B>! +27!

1.2/+023Z! YZ<[[N[! :1-/.1F,.E(! %"UL311I! 1F.4(3/(,.4! 7(3E.4+3(=I! YZ<[[\[!

:%"UL1&&$&I! &&Q'F-7,.R-4+3(=I! YZ<[^N[! :%"UL1&DI! &DX'F-7,.R-4+3(=I! YZ<][N]!

:%"UL1W&I! W&'F-7,.R-4+3(=I! :I7_\[! :]Q'F-7,.R-3/(,.07! 7(F-7,.8(2+3(V_'U!

03.E(,+3(! /-9(=I! +27! IEN`! :K/>MI! 3/(,.07.8(201! +1)/(! ,(8)4+/.,-! 9,./(02=c! ;2!

1.2/,+3/! /.! ;[<';;! 14)3/(,! (R9,(330.2I! /F03! 3/(,.07.8(2(303! 14)3/(,! 3F.O3! 4.O!

(R9,(330.2! 02! +7,(2.1.,/01+4! 1+,102.E+3! +27! 03! F08F! 02! +7(2.E+3c! GF+/! 03! 02! 402(!

O0/F! 84)1.1.,/01.07! .S(,9,.7)1/0.2! 02! >B>3! s"Utc! GF(! 402*! 6(/O((2! ;[<';;! +27!

3/(,.07.8(2(303!9+/FO+-3!03!.63(,S(7!9+,/01)4+,4-!7),028!+7,(2+4!7(S(4.9E(2/!+27!

7055(,(2/0+/0.2c! ;[<';;! 3/0E)4+/(3! (R9,(330.2! .5! >BGH',(8)4+/(7! 3/(,.07.8(201!

(2a-E(3I!3)1F!+3!%"UL311I!%"UL1&DI!+27!HK?]$&!sddtc!M(1(2/!3/)70(3!+43.!02701+/(!

1.22(1/0.23! O0/F! G[<Q! +27! N2/VQ'1+/(202! 3082+44028c! H.O(S(,I! /F(! 9,(103(!

E(1F+203E3!.5!/F+/!02/(,,(4+/0.2!+,(!-(/!/.!6(!07(2/050(7!s&&&I!&&btc!GF(!3)88(3/(7!

(R94+2+/0.2! 02701+/(3! /F(! 02S.4S(E(2/! .5! +! 7.O23/,(+E! /+,8(/! 5.,!N2/VQ'1+/(202!

3082+44028! 9+/FO+-3I! K[J&I! 3(,)E! 84)1.1.,/01.07! :[B=! *02+3(! &I! OF01F! F+S(! 6((2!

,(9.,/(7! /.! 3F.O! 4.O(,! (R9,(330.2! 02! +7,(2.1.,/01+4! 1+,102.E+3c! K[J&! 03! +!

3(,02(V/F,(.202(! *02+3(! /F+/!E+-! 6(! ,(8)4+/(7! 6-! +! 2)E6(,! .5! 5+1/.,3I! 0214)7028!

1.,/01.3/(,.07!F.,E.2(3I!8,.O/F!5+1/.,3I!9U]I!+27!EG\MBW!sf]tc!!

!

1.1.4. Familial syndromes associated with adrenocortical cancer 

!

A.3/! +7,(2.1.,/01+4! 1+,102.E+! 1+3(3! +,(! 39.,+701h! F.O(S(,I! /F(! 40/(,+/),(!

9,.S07(3! 2)E(,.)3! ,(9.,/3! .5! 5+E040+4! 3-27,.E(3! +33.10+/(7! O0/F! +2! 021,(+3(7!

9,(S+4(21(!.5!+7,(2.1.,/01+4!/)E.),3I!OF01F!O+3!/F(!8,.)27O.,*!5.,!/F(!,(3(+,1F!

.2! /F(0,! E.4(1)4+,! 6+303c! #R+E94(3! .5! 3)1F! F(,(70/+,-! 3-27,.E(3! 0214)7(Z! `0'

<,+)E(20!:`<K=!+27!$(1*O0/FPN0(7(E+22!3-27,.E(3!:$NK=I!+27!B+,2(-!1.E94(R!

:BCB=I!OF01F!F08F408F/(7!/F(!39(10501!3)31(9/06040/-!8(2(3Z!E<a_I!"F>]I!+27!<`KN`[NI!
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!

,(39(1/0S(4-! s&WLtc! \/F(,! >BG'+33.10+/(7! 3-27,.E(3! +,(Z! E)4/094(! (27.1,02(!

2(.94+30+! :A#C&=I! A1B)2(P>46,08F/! 3-27,.E(! :A>K=I! +27! 5+E040+4! +7(2.E+/.)3!

9.4-9.303! 1.40! :<>%=! O0/F! 0/3! S+,0+2/! [+,72(,! 3-27,.E(! :5+E040+4! 1.4.,(1/+4!

9.4-9.303=I!+44!3)EE+,03(7!02!!"#$%9!s&WL'&W"tc!!

;2! /F(!E+i.,0/-! .5! 1+3(3! /F(3(! 1.270/0.23! .,0802+/(! 5,.E! +! 39(10501! )27(,4-028!

E.4(1)4+,! 9,.504(! O0/F! 8(,E402(! E)/+/0.23I! OF01F! E+-! 6(! +3! 30E94(! +3! +! 9.02/!

E)/+/0.2I! 6)/!E.,(! .5/(2! +,(! 1.E94(R! +4/(,+/0.23I! 1.21(,2028!E)4/094(! 8(2(3! +27!

E.4(1)4+,!9+/FO+-3!sbLtc!GF(!5.1)3!.5!/F03!,(3(+,1F!9,.i(1/!O+3!/F(!+7,(2.1.,/01+4!

1+,102.E+! +27! 1.23(Y)(2/4-! /F(! 3-27,.E(3! 1F+,+1/(,0a028! O0/F! 021,(+3(7!

9,(S+4(21(!.5!/F03!*027!.5!1+21(,!+,(!6(4.O!7(31,06(7!02!7(/+04c%

!

2"9:'L!M-*-/!(*#)%#-0!(*!I-*-'(.4+$7(%($%!/?*0A)7-/!$//).($'-0!>(',!$0A-*).)A'(.$%!'&7)&A/O!!

5@@A-#($'()*/N!5H5!e!$0A-*).)A'(.$%!$0-*)7$a!5HH!e!$0A-*).)A'(.$%!.$A.(*)7$O!1A-=$A-0!@$/-0!

)*!mSCR_SCgnO!!

@";%$%"$'(*&81.;4' >U>'S'>UU' \./"0%.&' b4&4S\./#+' !1.04%&'

P(_;A$&7-*(!K?*0A)7-!S!^P;KS`! 5HH! Sh=S2OS! ,$2*! 8&7)&A!=A)'-(*!=E2!

P(_;A$&7-*(!K?*0A)7-!C!^P;KC`' _! CClSCOS! "'57+! H,-.6=)(*'!6(*$/-!C!

P(_;A$&7-*(!K?*0A)7-!2!^P;K2`! _! SlC2! ^*)'!6*)>*!?-'`!

\-.6>(',eZ(-0-7$**!

K?*0A)7-!^\ZK`'

5H5a!5HH!! El2EOC_

l2EO2!

6()%! G&.%-$A!A-.-=')A!@(*0(*I!

K"8!0)7$(*!=A)'-(*!S!

SS=SEOE! '%8! BSDa!(7=A(*'-0!7$'-A*$%%?!

-k=A-//-0!'A$*/.A(='!^*)*_

=A)'-(*!.)0(*I`!

SS=SEOE! 401+! J*/&%(*_%(6-!IA)>',!+$.')A!JJ!

SS=SEOE! 7"69%:,%! 3HGrS!)==)/('-!

/'A$*04$*'(/-*/-!'A$*/.A(='!

S!^*)*_=A)'-(*!.)0(*I`!

SS=SEOg! ")76%"! H?.%(*_0-=-*0-*'!6(*$/-!

(*,(@(')A!SH!^=Eha!3(=C`!

<&%'(=%-!"*0).A(*-!G-)=%$/($a!

8?=-!S!^<"GS`!

5H5!4!^A$A-!

5HH`!

SSlS2OS! ;56%! <-*(*!

;$7(%($%!50-*)7$')&/!

1)%?=)/(/_S!^;51S`!$*0!('/!

#$A($*'!M$A0*-A!K?*0A)7-!

5H5!4!^A$A-!

5HH`!

ElCCOC! -$"! 51H!

H$A*-?!.)7=%-ka!8?=-!S!^HGHS`' 5H5! ShlCgOC! $.7-.%-! 1A)'-(*!6(*$/-a!.5<1_

0-=-*0-*'a!A-I&%$')A?a!

'?=-!Ja!$%=,$!

H$A*-?!.)7=%-ka!8?=-!C!^HGHC`! 5H5! C=Sf! ^*)'!6*)>*!?-'`!

<.H&*-e5%@A(I,'!K?*0A)7-!

^<5K`!

5H5!! CRlS2O2C! 06-(! M/_$%=,$!^',-!$%=,$!/&@&*('!

)+!',-!I&$*(*-!*&.%-)'(0-_

@(*0(*I!=A)'-(*!^M!=A)'-(*``!
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!

;2F(,0/(7! 02! +)/.3.E+4! 7.E02+2/! E+22(,I! /F(! `0'<,+)E(20! 3-27,.E(! :\A;A!

&U&fW]=! 03! 1F+,+1/(,03(7! 6-! E)4/094(! /-9(3! .5! (+,4-! .23(/! 2.2'30/(! 39(10501!

2(.94+3E3I! .11),,028! 02! 9+/0(2/3! -.)28(,! /F+2! "U! -(+,3c! GF(! E.3/! 9,(S+4(2/! +,(!

9,('E(2.9+)3+4! 6,(+3/! 1+21(,I! 3.5/'/033)(! 3+,1.E+I! 6,+02! /)E.),3I! .3/(.3+,1.E+I!

+7,(2.1.,/01+4! 1+,102.E+I! 4)28! 1+,102.E+I! +27! 4()*+(E0+! +3! /F(! 4(+3/! 5,(Y)(2/! .5!

/F03!8,.)9!:7+/+!.6/+02(7!5,.E!;>MB!G%U]!?+/+6+3(=!sb"I!&WUI!&Wftc!>BB!7(S(4.93!

02! 4(33! /F+2! &Lr! .5! `<K'9+/0(2/3! +27I! 1.E9+,(7! O0/F! /F(! ./F(,! 2(.94+3E3!

E(2/0.2(7I! 03!70+82.3(7! 02! /F(!-.)28(3/!9+/0(2/3! 02!(+,4-! 1F047F..7! sb]I!b"I!&WDtc!

A.3/! 9+/0(2/3! O0/F! `0'<,+)E(20! .,! `0'<,+)E(20'40*(! :`<`=! 3-27,.E(3! 1+,,-!

F(/(,.a-8.)3! E)/+/0.23! 02! /F(! E<a_! 8(2(! :&D9&]c&=I! (21.7028! 9U]! /)E.),!

3)99,(33.,!9,./(02I!+43.!1+44(7!/F(!v8)+,70+2!.5!/F(!8(2.E(qc!GF(!9U]!/,+231,09/0.2!

5+1/.,!+1/3!6-!+1/0S+/028!/F(!(R9,(330.2!.5!8(2(3!02S.4S(7!02Z!1(44!1-14(!1.2/,.4I!+,,(3/!

02! [&! 9F+3(! 02! 1+3(! .5! ?C>! 7+E+8(! :E+02/(2+21(! .5! 8(2.E01! 3/+6040/-=I! +27!

+9.9/.303!s&Wdtc!GF(,(!03!E)1F!S+,0+/0.2!02!/F(!,(9.,/(7!02107(21(!.5!E)/+/0.23!02!

/F(!E<a_!8(2(!02!`<KV`<`!9+/0(2/3!P!6(028!+,.)27!dLr!+27!"LrI!,(39(1/0S(4-!s&Wbt!

.,! +4E.3/! ]Lr! +3! +! 1.E602(7! S+4)(! 5.,! 6./F! 3-27,.E(3! s&]Ltc! <.,! +44! 5+E040+4!

/)E.),!1+3(3!02!8(2(,+4I!)9!/.!&Dr!+,(!,(9.,/(7!/.!6(!/F(!(55(1/!.5!+4/(,+/0.23!02!/F(!

E<a_!8(2(!s&WDtc!;/!03!O.,/F!2./028!/F+/I!02!402(!O0/F!/F(!BF.E9,(/!1,0/(,0+!5.,!`<KI!

(S(,-!30284(!9+/0(2/!O0/F!>BBI!,(8+,74(33!.5!/F(0,!+8(!+/!70+82.303!.,!5+E04-!F03/.,-I!

7(E.23/,+/(3! +! F08F! 9,.6+6040/-! :)3)+44-! 6(/O((2! UL'dLr=! .5! F+S028! +! 8(,E402(!

E)/+/0.2!02!E<a_!s&WDI!&]&tc!>11.,7028!/.!/F(!;2/(,2+/0.2+4!>8(21-!5.,!M(3(+,1F!.2!

B+21(,! :;>MB=I! `<K',(4+/(7!E)/+/0.23! 1.21(2/,+/(! 02!E<a_! 02! (R.23!U!P!d! :+,.)27!

dLPbLr=!+27!/F(2!02!(R.23!"!+27!&L!:6(4.O!&Lr!+4/.8(/F(,=I!E.3/!.5!/F(E!6(028!

E033(23(!:+4E.3/!DLr=I!5.44.O(7!6-!39401028!:&Lr=I!2.23(23(!:br=I!+27!5,+E('3F05/!

:Dr=! 1F+28(3! sb"tc! GO.!E+02! 5)21/0.23! .5! 9U]! +,(! +E(40.,+/(7! 6-! +4/(,+/0.23! 02!

/F.3(!,(80.23Z!/F(!?C>!1.2/+1/!S0+!?C>!6027028!7.E+02!:?$?=!+27!/F(!3)99.,/!.5!

/F(!3/,)1/),(!.5!9,./(02'?C>!1.2/+1/!3),5+1(I!.6/+02(7!6-!/O.! 4+,8(! 4..93!:`W!+27!

`]=I!3/+60403(7!6-!a021!6027028!+27!+!4..9P3F((/PF(40R!E./05!:4..9!`&=c!B.23(Y)(2/4-I!

/F(!E)/+2/! 9,./(023! +,(! 70S07(7! 02/.! /O.! 8,.)93Z! w1.2/+1/x! :,(3)4/3! .5!E)/+/0.23I!

3)1F! +3! KW"&<I! MW"dNI! +27! BWDD<=! +27! w3/,)1/),+4x! :M&DUHI! B&Df<I! H&DbMI! +27!

BW"W<=c!\/F(,! 3)88(3/(7!E(1F+203E3! 5.,!+4/(,(7!9U]! 5)21/0.2028! 0214)7(Z!8+02'.5'

5)21/0.2! :[\<=! +27! 7.E02+2/P2(8+/0S(! (55(1/3! :?C#=! .S(,! /F(! O047'/-9(! 9,./(02I!



Introduction 

 

!

 

23 

!

OF(2!2.!3(4(1/0S(!9,(33),(!03!(R(,/(7!5.,!/F(!4.33!.5!/F(!O047'/-9(!+44(4(!s&]&I!&]Wtc!

K/)70(3!.5!/F(! 0270S07)+43! 5,.E!K.)/F(,2!$,+a04!O0/F!5+E04-!F03/.,-!1.E940+2/!O0/F!

/F(! 140201+4! 7(5020/0.23! .5! `<K! .,! `<`! 3-27,.E(! F+S(! 3F.O2! /F+/! +,.)27! &]r! .5!

/F(E! +,(! 1+,,0(,3! .5! /F(! 1c&L&L[y>! :9cM]]DH=!E)/+/0.2! 02! (R.2! &L! .5!E<a_! 8(2(!

s&]Ltc! ?(390/(! /F(! 9,(S0.)3! +4/(,2+/0S(! /F(.,0(3I! +! ,(1(2/! 3/)7-! 1.250,E3! /F+/! /F(!

F08F! 9,(S+4(21(! .5! /F03! E)/+/0.2I! +,.)27! Lc]r! 02! /F(! 7(23(! 9.9)4+/0.2! .5! /F03!

,(80.2I!,(3)4/3!5,.E!/F(!.11),,(21(!.5!+!5.)27(,!(55(1/!02!/F(!$,+a040+2!9.9)4+/0.2c!;2!

K.)/F(,2! $,+a04! /F(! 02107(21(! .5! 1F047F..7! >BB! 03! &L'&U! F08F(,! 1.E9+,(7! O0/F!

./F(,!9+,/3!.5!/F(!O.,47I!6(028!3/,.284-!+33.10+/(7!O0/F!/F(!9cM]]DH!E)/+/0.2!s&]]'

&]Utc!>!3E+44!2)E6(,!.5!/F(!5+E040(3!+55401/(7!O0/F!`<K!1+,,-!+!E)/+/0.2!02!+2./F(,!

8(2(!P!Y:bK]! :WWY&Wc&=h! /F03!F+3! 4(7! /.! 0/3! ,(2+E028!+3!`0'<,+)E(20!K-27,.E(!W!

:`<KW=!:\A;A!fLbWfU=!sb]I!&W&tc!GF(,(!03!+43.!/F(!`<K]!:\A;A!fLbWff=I!+33.10+/(7!

O0/F!/F(!,(80.2!&YW]I!OF01F!,(Y)0,(3!5),/F(,!02S(3/08+/0.2!s&W&I!&]ftc!

GF(! $(1*O0/F'N0(7(E+22! 3-27,.E(! :\A;A! &]LfUL=! 03! +! ,+,(! 0E9,02/028!

703.,7(,I!E.3/4-! 39.,+701!O0/F! 5+E040+4! 1+3(3! ,(9,(3(2/028! 4(33! /F+2!&Ur!.5! 1+3(3c!

GF03! 9+(70+/,01! 3-27,.E(! 03! 9,(7.E02+2/4-! 1F+,+1/(,03(7! 6-! +2/(,0.,! +67.E02+4!

O+44! 7(5(1/3I!E+1,.84.330+! +27! .S(,8,.O/Fc! >,.)27!&Lr!.5! $(1*O0/F'N0(7(E+22!

1+3(3! +,(! +33.10+/(7! O0/F! +2! 021,(+3(7! ,03*! .5! /)E.),! 7(S(4.9E(2/I! /F(! E.3/!

5,(Y)(2/! 6(028! N04E3! /)E.),3I! F(9+/.64+3/.E+3I! ,F+67.E-.3+,1.E+3I! +27!

+7,(2.1.,/01+4!/)E.),3!s&W]I!&]Dtc![(2(/01+44-I!$(1*O0/F'N0(7(E+22!3-27,.E(!03!

1+)3(7!6-!+4/(,(7!(R9,(330.2!.5! 0E9,02/(7!8(2(3! 02! /F(!,(80.2!&&9&Uc"'9&UcUc!GF(!

/(4.E(,01! 7.E+02! :1+44(7! 0E9,02/028! 1(2/,(! &I! ;B&! .,! 7055(,(2/0+44-! E(/F-4+/(7!

,(80.2! &I! ?AM&=! 1.2/+023! "F>]! :023)402'40*(! 8,.O/F! 5+1/.,! ;;=! +27!:[e! 8(2(3c! GF(!

1(2/,.E(,01!7.E+02!W!:;BWI!?AMW=!1.E9,03(3!+,.)27!&L!0E9,02/(7!8(2(3I!(21.7028!

/F(!1-1402'7(9(27(2/!*02+3(!02F060/.,!9UDJ;%W!:1-1402'7(9(27(2/!*02+3(!02F060/.,!&B!

8(2(I!Y7K?[Y!.,!5a^)(5]=I!+!3)6)20/!.5!+!9./+330)E!S.4/+8('8+/(7!1F+22(4!:KY?f[=I!

+27!0/3!.S(,4+99028!/,+231,09/!:KY?f[OE[!.,!g"E[=!s&]DI!&]dtc!GF(!E+i.,0/-!.5!$NK'

,(4+/(7! 8(2(/01! 7(5(1/3! +,(! 7)(! /.! /F(! 4.33! .5! 0E9,02/028I! 1+)3(7! 6-! +62.,E+4!

E(/F-4+/0.2!02!/F(!;BWI!OF043/!E.3/!5+E040+4!1+3(3!+,(!+33.10+/(7!O0/F!+4/(,+/0.23!02!

Y7K?[Y! 8(2(! .,! E01,.7(4(/0.23! +4.28! ;B&I! 9,(3(2/028! +2! +)/.3.E+4! 7.E02+2/!

9+//(,2! .5! 02F(,0/+21(! s&W]I! &]btc! >2./F(,! 8(2(! 0E9401+/(7! 02! /F(! 7(S(4.9E(2/! .5!

$(1*O0/F'N0(7(E+22!3-27,.E(!03!?I7[!:UY]UcW'Y]Uc]=c!$+)i+/!(/!+4c!7(31,06(7!0/3!
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!

E)/+/0.23!02!+!3E+44!2)E6(,!.5!$NK!9+/0(2/3!+27!3)88(3/(7!/F(!9.33064(!0254)(21(!

.5!/F(!9,.7)1/!.5!/F03!8(2(I!/F(!2)14(+,!,(1(9/.,!6027028!K#G!7.E+02!9,./(02!&I!.2!

/F(! 0E9,02/028! 02! /F(! &&9&U! ,(80.2c! ;/! +1/3! +43.! +3! +! 1.',(8)4+/.,! .5! /F(! +27,.8(2!

,(1(9/.,!s&"Ltc!

GF(!E)4/094(!(27.1,02(!2(.94+30+!/-9(!&!:\A;A!&]&&LL=!03!+!F08F4-!9(2(/,+2/I!

+)/.3.E+4!7.E02+2/!1.270/0.2I!9,(3(2/028!O0/F!/)E.),3!.5!/F(!9+,+/F-,.07!84+273I!

(27.1,02(! 9+21,(+3I! +2/(,0.,! 90/)0/+,-! 84+27I! /F-E)3! :1+,102.073=I! /F-,.07!

:+7(2.E+3=I!+27I!02!)9!/.!"Lr!.5!9+/0(2/3I!+7,(2.1.,/01+4!2(.94+3E!.,!F-9(,94+30+c!

>BB3!.11),!6)/!+,(!(R/,(E(4-!,+,(c!GF(!E+i.,0/-!.5!+55(1/(7!5+E040(3!:DU'bUr=!F+S(!

+! F(/(,.a-8.)3! 02+1/0S+/028! 8(,E402(! E)/+/0.2! 02! /F(!8b?[! 8(2(! :&&Y&]c&=! s]WI!

&"&tc! GF(! E(202! 9,./(02! 03! +! /033)('39(10501! /)E.),! 3)99,(33.,! +27! F+3! 6((2!

,(9.,/(7!/.!02/(,+1/!O0/F!+!S+,0(/-!.5!9,./(023!40*(Z!/,+231,09/0.2+4!5+1/.,3!:(c8c!z)2!?I!

C<{$! +27! KE+7]=I! .,! F03/.2(! H]! E(/F-4/,+235(,+3(3! :(c8c! A``I! A``W=! s&"Wtc!

B.23(Y)(2/4-I! 0/3! 50(47! .5! +1/0.2! 03! /F(! ,(8)4+/0.2! .5! 1(44! 1-14(I! 9,.405(,+/0.2I! +27!

+9.9/.303!s&"]tc!GF(!0E9+1/!.5!E(202!.2!1(44)4+,!8,.O/F!3((E3!/.!6(!Y)0/(!1.E94(RI!

+3! 0/!+1/3!+3!+!3)99,(33.,! 02!(27.1,02(!1(443!+27!+3!+2!+1/0S+/.,! 02!1(,/+02!/-9(3!.5!

4()*+(E0+!1(443!s&"Wtc!

GF(!5+E040+4!+7(2.E+/.)3!9.4-9.303!:<>%=!&!+27!0/3!S+,0+2/![+,72(,!3-27,.E(!

:\A;A! &DU&LL=! +,(! +)/.3.E+4! 7.E02+2/! 703.,7(,3c! ;2! 0/3! /-901+4! 5.,EI! <>%!

E+205(3/3!6-!F)27,(73! /.! /F.)3+273!.5!1.4.,(1/+4!+7(2.E+/.)3!9.4-93!+27!1+21(,!

s&""tI!OF04(![+,72(,!3-27,.E(!,(S(+43!8+3/,.02/(3/02+4!9.4-9.303!+27!./F(,!4(30.23I!

3)1F!+3!.3/(.E+3I!(907(,E.07!1-3/3I!F(9+/.64+3/.E+I!9+9044+,-!.,!5.4401)4+,!/F-,.07!

1+21(,I! +27! +7,(2+4! +7(2.E+3! s&"Utc! GF(! E.4(1)4+,! 1+)3(! )27(,4-028! /F(3(!

3-27,.E(3!03!5.)27!+/!/F(!4.1)3!UYWWcWI!1.2/+02028!/F(!+7(2.E+/.)3!9.4-9.303!1.40!

:N<Y=! 8(2(I! OF01F! +1/3! +3! +! /)E.),! 3)99,(33.,! 6-! 7(1,(+3028! /F(! +1/0S0/-! .5! QP

1+/(202c! ;2! /F(! +63(21(! .5! /F(! ,(8)4+/028! (55(1/! .5! >%BI! 2)14(+,! QP1+/(202!

+11)E)4+/0.2! 4(+73! /.! )9',(8)4+/0.2! .5! 8(2(3! 02S.4S(7! 02! /F(! 1(44! 1-14(! (2/,-! +27!

9,.8,(330.2c! GF(! 9+/F.8(201! +4/(,+/0.23! 02! N<Y! 8(2(! +,(! E+024-! 5,+E('3F05/! .,!

2.23(23(!E)/+/0.23I!/F(2!4+,8(!8(2(!7(4(/0.23!+27!39401(!30/(!1F+28(3!s&""tc!;/!O+3!

.63(,S(7! /F+/! <>%!9+/0(2/3! 3F.O! 021,(+3(7! ,03*! 5.,! /F(!>BB! 5.,E+/0.2I! 1.E9+,(7!

O0/F! /F(! 8(2(,+4! 9.9)4+/0.2c! GF+/! E+-! 6(! (R94+02(7! O0/F! /F(! 5+1/! /F+/! 021,(+3(7!

4(S(43! .5! QP1+/(202! 9.33064-! 94+-! ,.4(! 02! /F(! >BB! 7(S(4.9E(2/I! +3! /F03! 9,./(02!
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!

9./(2/4-! +1/0S+/(3! +! 39(1/,)E! .5! 8(2(3! (33(2/0+4! 5.,! /F(! +7,(2.1.,/01+4! /033)(!

7(S(4.9E(2/!+27!F.E(.3/+303!sbLI!&"ftc!

!

1.2. In vitro and in vivo analysis of adrenocortical cancer  

!

1.2.1. Primary cultures and cell lines 

!

%,0E+,-!1)4/),(3!.5!+7,(2.1.,/01+4!1(443!E+-!6(!)3(7!02!/F(!,(3(+,1F!.5!+7,(2+4!

9F-30.4.8-c!GF.)8F!)3(5)4I! /F(-!F+S(!3/,01/4-! 5020/(! 405(!39+2!+27!9.3(!+!2)E6(,!.5!

033)(3! O0/F! 5,(3F! /033)(! +S+04+6040/-I! 03.4+/0.2! .5! +7(Y)+/(! 1(443I! S+,0+6040/-! .5!

E+/(,0+4h! F(21(I! /.! .S(,1.E(! /F(E! 1(44! 402(3! 9,.S(7! /.! 6(! E.,(! 1.2S(20(2/! +27!

+11(33064(I!+44.O028!E.,(!3/,+08F/5.,O+,7!94+22028!.5!/F(!(R9(,0E(2/3c!

B(44!1)4/),(!E.7(43!+,(!/F(!*(-!/..43!02!/F(!E.4(1)4+,!60.4.8-!,(3(+,1FI!(2+64028!

3/)70(3! .2! /F(! 1(44! 9F-30.4.8-! +27!60.1F(E03/,-! +27! +33(33E(2/! .5! /F(! (5501+1-! .5!

7,)83! +27! ./F(,! 1.E9.)273c! GF(!E+02! +7S+2/+8(3! .5! 1(44! 1)4/),(! +,(! 0/3! ,(4+/0S(!

30E94010/-! +27!)20S(,3+40/-! +3!O(44! +3! 1.2303/(21-!+27! ,(9,.7)106040/-!.5! ,(3)4/3c! ;/!

9,.S07(3!+!30E94(!O+-! /.! /(3/! /F(! /.R010/-!.5!7,)83!+27!S+,0.)3!1.E9.)273!6(5.,(!

/F(!/(3/3!.2!+20E+43!+,(!9(,5.,E(7c!

>! 2)E6(,! .5! +7,(2.1.,/01+4! 1(44! 402(3! F+S(! 6((2! (3/+6403F(7! 5,.E! 9,0E+,-!

1)4/),(3!E+02/+02(7!02!S+,0.)3!/-9(3!.5!E(70+!5.,!4.28(,!/0E(!+27!/F(2!3(4(1/(7!5.,!

/F(!6(3/! 1F+,+1/(,03/013c!GF(! 1),,(2/4-!+S+04+64(!+7,(2.1.,/01+4! 1(44!E.7(4! 3-3/(E3!

5.,! +7,(2+4! 3/)70(3! +,(! 3)EE+,03(7! 02!!"#$% 8! s&"DI!&"dtc!GF(3(! 1(44! 402(3!9,(3(2/!

S+,0.)3! 1.E602+/0.23! .5! 6+301! 1F+,+1/(,03/013! :3)1F! +3! /F(0,! .,0802I! 3/(,.07!

9,.7)1/0.2!+27!,(39.230S(2(33=I!OF01F!(2+64(!,(3(+,1F(,3!/.!1F..3(!/F(!6(3/!E.7(4!

/.! +77,(33! /F(! ,(3(+,1F!Y)(3/0.23! /F(-!94+2! /.! +23O(,c! GF(!E.3/! 1.EE.24-!)3(7!

+7,(2.1.,/01+4!1(44!402(3!+,(!F)E+2!CB;'HWbU!7(,0S(7!1(44!402(3I!+27!E.)3(!T'&c!!

;2! /F03!3/)7-I! /F(!+7,(2.1.,/01+4!1+,102.E+!CB;'HWbUM!1(44! 402(!O+3!)3(7c! ;/! 03!

/F(!6(3/!E.7(4!/.!3/)7-!/F(!(5501+1-!.5!S+,0.)3!1.E9.)273!+8+023/!>BBI!6(028!(+3-!

/.!1)4/),(!:8,.O028!+3! /F(!+7F(,(2/!E.2.4+-(,=!+27!F+S028!,(/+02(7! /F(!+6040/-! /.!
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!

9,.7)1(!E02(,+4.1.,/01.073I! 84)1.1.,/01.073I! +27! +7,(2+4! +27,.8(23I!OF01F! +44.O3!

/.!E.S(!/F(!3/)70(3!/.!/F(!2(R/!3/(9!+27!02S(3/08+/(!/F(!(55(1/!.5!/F(3(!1.E9.)273!

.2! +7,(2+4! 3/(,.07.8(2(303c! GF(! CB;'HWbUM! 1(44! 402(! 03! 7(31,06(7! 02! 7(/+04! 02! /F(!

1F+9/(,%8$&%:3,,%,(/3c!

!

2"9:'?!K&77$A?!)+!$0A-*).)A'(.$%!.-%%!%(*-/O!

5@@A-#($'()*/N! 5H8B! e! $0A-*).)A'(.)'A)=(.! ,)A7)*-a! .)A'(.)'A)=(*s! 5HH! e! $0A-*)A'(.$%! .$A.(*)7$s! KHH! e!

/7$%%_.-%%! .$A.(*)7$s! 5H! e! $0A-*$%! .)A'-ks! <'/! e! 7-'$/'$/(/s! 11G5F! e! =A(7$A?! =(I7-*'-0! *)0&%$A!

$0A-*).)A'(.$%!0(/-$/-s!HGH!e!H$A*-?!.)7=%-kO!1A-=$A-0!@$/-0!)*!mSgha!SgqnO!

!

U4$$'$%&4' T1%A%&'
(041.%8+'51.8#/48' =4+5.&+%64&4++'

M%&41"$.Y

/.10%/.%8+'

b$#/.Y

/.10%/.%8+'

>814&"$'

"&81.A4&+'
>U2c' />M!'

WUHYcLIQ' 5HH! t! t! t! e! t!

WUHYcLIQ>' 5HH! t! t! t! e! t!

WUHYcLIQ='+01"%&+' 5HH! t! t! t! e4t! t!

c>UGQ'D841%648'

O1.;'cLIQ=E'
5HH! t! t! t! t! t!

(aG?' KHH!^5H4<'/`! e! e! e! G4F! G4F!

U>=PC' 11G5Fa!HGH! e! e! e! e! e!

>U2YG' 5HH! e! e! e! G4F! G4F!

=\YLQG' 5HH! e! e! e! e! G4F!

!48%"01%/'

"814&./.10%/"$'

"84&.;"'841%648'

/4$$'$%&4'

5H8! t! t! e! G4F! G4F!

(XPN'01"&+O.1;48'

/4$$'$%&4'
;-'$%!$0A-*$%!.-%%/! G4F! G4F! G4F! G4F! t!

]YG'D;#1%&4E'
A$0($'()*_(*0&.-0!

'&7)&A!
t! t! e! t! t!

'./Y01"&+O.1;48'

/4$$+'$%&4+'D1"0E#

3(A/'-*!7&A(*-!

/$A.)7$!#(A&/!

'A$*/+)A7-0!.-%%/!

e4t!^%)>`! e4t!^%)>`! G4F! t! t!

(XPN'01"&+O.1;48'

/4$$'$%&4+'D;#1%&4E'
5H8! t! G4F! G4F! e! t!

(XPN'01"&+O.1;48'

/4$$'$%&4+'D9.6%&4E'
$0A-*$%!.-%%/! G4F! t! G4F! G4F! t!

!

!
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!

1.2.2. Animal models 

!

K/)70(3! .2! +7,(2.1.,/01+4! /)E.),! 1(44! 402(3! 9,.S07(! 14)(3! .2! /F(! E.4(1)4+,!

(S(2/3! /F+/!E+-! 4(+7! /.! /)E.),! 5.,E+/0.2! +27! 9,(3(2/! 8..7!E.7(43! 5.,! /(3/028! +!

39(1/,)E!.5!9./(2/0+4!/+,8(/3!5.,!2.S(4!/F(,+90(3c!>2!(R9(1/(7!3/(9!5),/F(,!02/.!/F(!

+7,(2.1.,/01+4!/)E.),!,(3(+,1F!03!/,+235(,,028!/F(!,(3)4/3!.6/+02(7!5,.E!E.4(1)4+,!

3/)70(3!/.!/F(!+20E+4!E.7(43!.5!/F03!703(+3(c!GF(,(5.,(I!5(+3064(!+20E+4!3-3/(E3!+,(!

,(Y)0,(7I! (2+64028! (+3-! /,+235(,! .5! E.4(1)4+,! ,(3(+,1F! /.! +! F08F(,! 4(S(4c! >20E+4!

E.7(43!.55(,!(2F+21(7!02308F/!02!1+21(,!60.4.8-!3/)70(3I!,(54(1/028!1(44!02/(,+1/0.23!

+27! 0EE)2(! ,(39.23(! .11),,028! 02! +! 40S028! .,8+203Ec! GF(! 8,.)27O.,*! 02! +2/0'

1+21(,! /F(,+9-! ,(3(+,1F! 03! /F(! /,+70/0.2+4! E.)3(! R(2.8,+5/! E.7(4h! /F03! E(/F.7!

02S.4S(3!1)4/),028!F)E+2!/)E.),!1(443!.S(,!/F(!-(+,3!+27!/F(2!02i(1/028!/F(E!02/.!+!

E.)3(c!

GF(! 2(1(330/-! 5.,! 7(S(4.9E(2/! .5! /F(! +20E+4! E.7(4! ,(3(+,1F! 02! /(,E3! .5!

+7,(2.1.,/01+4! /)E.),! 03! (E9F+30a(7! 6-! /F(! 5+1/! /F+/! 1),,(2/4-! /F(! .24-! 39(10501!

9F+,E+1.4.801+4! /,(+/E(2/! 5.,! 1+,102.E+3! 03! E0/./+2(! s&]tc! [+02028! /F(! 7((9(,!

*2.O4(78(! .2! (/0.4.8-! +27! 9+/F.4.8-! .5! >BG3!O044! 6(! +! 6+303! 5.,! 2.S(4! /F(,+90(3!

/+,8(/028!39(10501!E.4(1)4(3c!

GF,((!E.3/!9,.E03028!E.7(4!.,8+203E3!02!/F(!+7,(2.1.,/01+4!/)E.),!,(3(+,1F!

+,(!E.)3(I!5(,,(/I!+27!7.8c!;2!E01(!+27!5(,,(/3!/F(!5)21/0.2+4!/)E.),!5.,E+/0.2!E+-!

6(!027)1(7!6-!8.2+7(1/.E-h!3)1F!2(.94+3E3!/(27!/.!6(!6(2082c!GF03!E(/F.7!9,.S(7!

/.! 6(! 3)11(335)4! +43.! 02! ./F(,! +20E+43I! 3)1F! +3! 8.+/3! +27! F+E3/(,3c! H08F(,!

3)31(9/06040/-! /.! +7,(2+4! /)E.),! 7(S(4.9E(2/! 02!E01(! 03! .63(,S(7! +43.! 02! 3/,+023!

O0/F! +!9.4-E.,9F03E! 02! /F(! 3/(,.07.8(201! 5+1/.,!&! :K<'&=c!>BG!E.)3(!E.7(43! +,(!

.6/+02(7!+3!O(44!/F,.)8F!/,+2394+2/+/0.2!.5!+7,(2.1.,/01+4!/)E.),!1(443!.,!/F,.)8F!

39(10501! 8(2(/01! E.70501+/0.23! :6-! /,+238(2(303! .,! *2.1*'.)/=c! GF(! E.3/! 1.EE.2!

1(443! /,+2394+2/(7! /.! 3/0E)4+/(! /)E.),! 5.,E+/0.2! +,(Z! 6.S02(! +7,(2+4! 1(443!

/,+237)1(7!O0/F!/F(!8+3/,01! 02F060/.,-!9.4-9(9/07(!,(1(9/.,!:[;%M=!.,!`H!,(1(9/.,!

:`HM=! +3! O(44! +3! F)E+2! >BB! 1(44! 402(! CB;'HWbUc! G,+238(201! E.)3(! E.7(43!

7(S(4.9028!+7,(2.1.,/01+4!/)E.),3!O(,(!,(9.,/(7!02!+20E+43!O0/F!K0E0+2!@0,)3!"L!

:K@"L=!4+,8(!G'+2/08(2!(R9,(33(7!)27(,!/F(!1.2/,.4!.5!9,.E./.,3!5.,!YZ<[[N!8(2(I!
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!

/F(! +47.3(! ,(7)1/+3('40*(! :NK`[\^=! 8(2(! .,! /F(! 02F0602'Xc! >3! O(44I! E01(! O0/F!

E)4/094(!1.90(3!.5!I>[!8(2(!F+S(!6((2!E.,(!9,.2(!/.!7(S(4.9!>BBc!!

C+/),+4! .11),,(21(! .5! +7,(2.1.,/01+4! /)E.),3! 03! 5.)27! 02! WLr! .5!

8.2+7(1/.E03(7! 5(,,(/3I! 6)/! +43.!E+-! 6(! 3/0E)4+/(7! 6-! 026,((7028! +/! 1.EE(,10+4!

5+1040/0(3!.,!)22+/),+4!9F./.9(,0.701!3/0E)4+/0.2c!GF(!9,./(02!(R9,(330.2!(S+4)+/(7!

5.,! 5(,,(/!>BG3! 3F.O3!F08F! 1.21(2/,+/0.2!.5Z! 4)/(020a028!F.,E.2(! ,(1(9/.,! :`HM=I!

02F0602'XI! >AHI! [>G>"I! BT%&bI! 1-/.1F,.E(! 6Uc! ;2! 7.83I! 39.2/+2(.)3! B)3F028q3!

3-27,.E(!.11),3!02!&PW!9(,!&LLL!0270S07)+43!9(,!-(+,c!`0*(!02!F)E+2!/,(+/E(2/I!/F(!

(R1030.2!.5!+7,(2+4!84+273!03!+!E(/F.7!.5!1F.01(c!;2!1+3(!.5!02.9(,+64(!.,!E(/+3/+/01!

/)E.),3I!/F(!E0/./+2(!/,(+/E(2/!03!+9940(7c!B+202(!/F(,+9()/01!+7,(2+4(1/.E-!E+-!

3(,S(! +3! +! 3.),1(! 5.,! 9,0E+,-! 1+202(! >BG! /033)(! /.! )3(! 02! (2! 6(+.$! ,(3(+,1F! s&"bI!

&ULtc!

>44! /F,((! .5! 7(31,06(7! +20E+4! E.7(43! 5.,! +7,(2.1.,/01+4! /)E.),3! P! E.)3(I!

5(,,(/I! +27! 7.8! P! 7(E.23/,+/(! /F(! F08F! 02107(21(! .5! /F03! 2(.94+3Ec! GF(! E+02!

+7S+2/+8(3! .5! E.)3(! >BG! E.7(43! 0214)7(! (+3-! +11(33! /.! /F(! 8(2./-9(! +27!

(908(2(/01!025.,E+/0.2!5.,!/F+/!39(10(3I!5+1040/+/028!/)E.),!8(2(/013!3/)70(3c!G)E.),!

4+/(21-!03!Y)0/(!3F.,/I!39+22028!.S(,!O((*3!.,!E.2/F3c!A.)3(!E.7(43!E+-!+43.!6(!

)3(7!5.,!R(2.8,+5/!3/)70(3!/F+/!+,(!(33(2/0+4!5.,!9,(140201+4!31,((2028!.5!2.S(4!7,)83!

s&U&tc!\2! /F(! ./F(,! 307(I! /F(! +2+/.E-!+27! 5)21/0.2+40/-! .5! +7,(2+4! 84+273! 03! Y)0/(!

7055(,(2/!/F+2!/F+/!.5!F)E+2c!>2./F(,!703+7S+2/+8(I!+99401+64(!/.!5(,,(/3!+3!O(44I!03!

/F(!5+1/!/F+/!+7,(2.1.,/01+4!/)E.),3!02!/F+/!39(10(3!/(27!/.!9,.7)1(!3(R!F.,E.2(3!

+27!2./!84)1.'!.,!E02(,+4.1.,/01.073c!NF(2!0/!1.E(3!/.!/F(!6(2(50/3!.5!)3028!5(,,(/!

E.7(43I! /F(! 14.3(! /.! F)E+2! .S(,+44! 9F-30.4.8-! 9,.S(7! /.! 6(! )3(5)4! 02! 3/)7-028!

,(9,.7)1/0S(! (27.1,02.4.8-! +27! +0,O+-! 703(+3(3c! GF(! 705501)4/0(3!E+-! +,03(! +4.28!

/F(! 5+1/! /F+/! /F(! 025.,E+/0.2!.2!8(2./-9(!+27!(908(2(/013! 03!2./! 3)55010(2/! 5.,! /F03!

39(10(3! +27! /F(! /)E.),! 4+/(21-! 4+3/3! -(+,3c! ?.83! +,(! S(,-! 9,.E03028! E.7(4! 5.,!

+7,(2.1.,/01+4! /)E.),3I!(39(10+44-! 5.,! /F(0,!30E04+,0/0(3! 02!+7,(2+4!84+273!+2+/.E-!

+27! 5)21/0.2+40/-I! 60.4.801+4! 6(F+S0.),! .5! >BG3! :)3)+44-! 1.,/03.4'9,.7)1028=I! +27!

/,(+/E(2/!.9/0.23!s&ULtc!!

!
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!

1.3. PI3K/Akt/mTOR pathway and its inhibitors 

!

1.3.1. PI3K/Akt/mTOR pathway description 

!

$(028!E.3/! 5,(Y)(2/4-! +4/(,(7! 02! F)E+2! /)E.),3I! %;]JV>*/VEG\M! 3082+44028!

9+/FO+-! F+3! ,(1(2/4-! 6((2! 02! /F(! 39./408F/! .5! 9),3)0/! 5.,! /+,8(/(7! /F(,+90(3! 5.,!

1+21(,! s&UWtc! ;/! 03! +3!O(44! +! 9,.E03028! /+,8(/! 5.,!>BB! /F(,+9-!O0/F! ,(1(2/! 3/)70(3!

3F.O028! /F(! +2/0'9,.405(,+/0S(! +1/0S0/-! .5! %;]JVEG\M! 02F060/.,3! 02! +7,(2.1.,/01+4!

1+21(,!1(443!s&U]'&Ubtc!

GF(!020/0+/0.2!.5!/F03!9+/FO+-!03!6+3(7!.2!/F(!,(1,)0/E(2/!9F.39F.02.30/07(!]'

*02+3(!:%;]J=! /.! /F(!E(E6,+2(!6-! ;MK'&I!6.)27!/.! /F(! ;[<';;'+1/0S+/(7!E(E6,+2(!

,(1(9/.,! :'()$% 9=c! ;2! /F03! O+-! %;]J! 03! +1/0S+/(7! +27! 5+1040/+/(! 1.2S(,30.2! .5!

9F.39F+/07-402.30/.4! 6039F.39F+/(! :%;%W=! /.! 9F.39F+/07-402.30/.4! /,09F.39F+/(!

:%;%]=c! GF03! +33.10+/0.2! 9,.S07(3! 7.1*028! 30/(3! 5.,! 3(,02('/F,(.202(! *02+3(3Z! ]'

9F.39F.02.30/07('7(9(27(2/! 9,./(02! *02+3('&! :%?J&I! %?%J&=! +27! >*/! :9,./(02!

*02+3(! $I! %J$=c! %G#C! :9F.39F+/+3(! +27! /(2302! F.E.4.8)(=! 1.)2/(,+1/3! %;]J! 6-!

7(9F.39F.,-4+/028!%;%]c!%?J&!9F.39F.,-4+/(3!>*/I!/F)3!+1/0S+/028!0/c!K)63(Y)(2/4-I!

>*/! 02F060/3!GKBW!5,.E!/F(!/)6(,.)3!314(,.303!1.E94(R!:GKB&VW=! /F,.)8F!+77028!+!

9F.39F+/(! 8,.)9c! >3! GKBW! +1/3! +3! +2! 0270,(1/! 02F060/.,! 5.,! E+EE+40+2! /+,8(/! .5!

,+9+E-102! 1.E94(R!&! :EG\MB&=I! /F(!+6.S(!(S(2/! 1+)3(3! 0/3! ,(4(+3(! 5,.E! 02+1/0S(!

3/+/(! s&fLI! &f&tc! GF(! EG\MB&! 1.E94(R! 1.E9,03(3! +! 3(,02(V/F,(.202('9,./(02!

*02+3(! EG\M! :E+EE+40+2! /+,8(/! .5! ,+9+E-102=I! ,(8)4+/.,-'+33.10+/(7! 9,./(02! .5!

EG\M! :,+9/.,=I! +27!E`KGd! :+43.! *2.O2!+3![!9,./(02! 6(/+! 3)6)20/'40*(I![Q`=I! +27!

%M>K"L! :9,.402(',01F! >*/! 3)63/,+/(! "L! *?+I! >JG&K&=c! %M>K"L! 03! +3! O(44! +! 70,(1/!

/+,8(/! 5.,!>*/! *02+3(! +27! 03! +2! 02F060/.,!.5! /F(!EG\MB&! 1.E94(Rc! %F.39F.,-4+/(7!

%M>K"L! 2(8+/0S(4-! ,(8)4+/(3! EG\MB&c! >*/! E+-! +43.! 70,(1/4-! +1/0S+/(! EG\MI!

8(2(,+/028!9F.39F.'EG\M!:9'EG\M=c!!
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!

@%A:'L'1J23456'4789:!$*0!:$/4:$+4<"34":3!/(I*$%%(*I!=$',>$?/O!!

8,-!$%'-A$'()*/!)+!',-!/(I*$%%(*I!.)7=)*-*'/!)@/-A#-0!(*!$0A-*).)A'(.$%!.$A.(*)7$!$A-! (*0(.$'-0!>(',!',-!

A-0!/'$A!+)A!.,$*I-/!(*!-k=A-//()*a!',-!A-0!%(I,'*(*I!+)A!7&'$'()*/O!MA--*!$AA)>/!(*0(.$'-!/'(7&%$')A?!-++-.'!

$*0! A-0! _! (*,(@(')A?O! 8,-! 0)>*/'A-$7! @()%)I(.$%! -++-.'/! $A-! IA)&=-0! (*! ',A--! .$'-I)A(-/N! +$#)&A$@%-! +)A!

.$*.-A! .-%%! IA)>',! $*0! /&A#(#$%! ^7$A6-0! (*! IA--*`a! &*+$#)&A$@%-! ^A-0`! $*0! )+! $7@(#$%-*'! (7=$.'! ^@%&-`O!

K-%-.'-0!1J234789:!$*0!<"3!(*,(@(')A/!$A-!(*0(.$'-0!>(',!A-0!@)k-/!^-#-A)%(7&/a!Gi1_\"YC2Ea!PjCDgRRCa!

LRSCf`O! K,$=-/! $*0! (%%&/'A$'()*/! /)&A.-0! +A)7! K)7-A/$&%'! SqNCg! e! P(@A$A?! )+! K.(-*.-! J%%&/'A$'()*/!

^>>>O/)7-A/$&%'SqCgO.)7`O%

Gi1_\"YC2E!

Gi1_\"YC2E!

LRSCf!

PjCDgRRC!

"#-A)%(7&/!
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!

GF(!7.O23/,(+E!EG\MB&!(55(1/.,3!+,(I! +E.28!./F(,3I!9DL!,06.3.E+4!9,./(02!

Kf! *02+3(!&! :9DLKfJI! KfJ&I!M%KfJ$&=! +27! ()*+,-./01! /,+234+/0.2! 020/0+/0.2! 5+1/.,!

"#! 6027028! 9,./(02! &! :"#$%&I! #;<"#$%&=! s&fWI! &f]tc! KfJ&! +27! "#$%&! 3/0E)4+/(!

EMC>!/,+234+/0.2!.5!.21.8(201!9,./(023I!3)1F!+3!1'A-1I!F-9.R0+'027)1064(!5+1/.,'&X!

:H;<'&XI!H;<&>=I!@#[<I! ;[<';;!+27!1-1402!?! s&fLtc!GF(!E+02!7.O23/,(+E!(55(1/3!.5!

/F(! EG\MB&! 1.E94(R! 0214)7(! 3/0E)4+/028! 1(44! 8,.O/F! +27! 9,.405(,+/0.2I! +3! +!

,(+1/0.2!/.!8,.O/F!5+1/.,3I!2)/,0(2/!+S+04+6040/-I!3/,(33I!1(44)4+,!(2(,8-I!+27!.R-8(2!

4(S(43c!;/!+43.!,(8)4+/(3!+)/.9F+8-!+3!+!9+,/!.5!/F(!,(39.23(!/.!2)/,0(2/!3/+,S+/0.2!s]I!

&f]'&fUtc!!

GF(!EG\MBW! 1.E94(R! 1.2/+023!EG\MI!E`KGd!9,./(02! :+3! 02!EG\MB&=I! ,01/.,!

:,+9+E-102'023(230/0S(! 1.E9+20.2!.5!EG\M=I! +27!EK;C&!9,./(02! :3/,(33'+1/0S+/(7!

9,./(02! *02+3('02/(,+1/028! &I! A>%J>%&=c! GF(! ,.4(! .5! EG\MBW! 03! 9,0E+,04-! /F(!

,(8)4+/0.2!.5!/F(!+1/02!1-/.3*(4(/+4!.,8+203+/0.2I!6)/!0/!+43.!3((E3!/.!6(!02S.4S(7!02!

1(44!3),S0S+4!+27!E(/+6.403Ec!<),/F(,E.,(I!OF04(!EG\MB&!+1/3!7.O23/,(+E!/.!>*/I!

EG\MBW!P!)93/,(+E!+27!+1/0S+/(3!/F03!9,./(02!*02+3(!s&f&'&f]tc!

!

1.3.2. PI3K/Akt/mTOR pathway alterations in ACC 

!

GF(! +4/(,+/0.23! 02! /F(! %;]JV>*/VEG\M! 9+/FO+-! /F+/! +,(! +33.10+/(7! O0/F! /F(!

7(S(4.9E(2/!.5!+7,(2.1.,/01+4!/)E.),3!+55(1/!+!2)E6(,!.5!0/3!1.E9.2(2/3c!K(S(,+4!

8,.O/F!5+1/.,3!/F+/!020/0+/(!/F03!3082+44028!1+31+7(I!3)1F!+3!;[<';;I!@#[<I!+27!#[<I!+,(!

+4/(,(7c!A.,(.S(,I!<+332+1F/!(/!+4c!7(31,06(7!(4(S+/(7!/./+4!>*/!9,./(02!(R9,(330.2!

02!>BB3I!6)/!2./! 02!>B>3!+27!2.,E+4!/033)(c!GF03!,(3(+,1F!8,.)9!+43.!+33(33(7!/F(!

4(S(4!.5!9F.39F.,-4+/(7!>*/!:9>*/=!+27!3F.O(7!/F+/!02!5+1/!/F(!9>*/V>*/!,+/0.!O+3!

2./!+4/(,(7! 02!1+,102.E+3!s&fftc!H.O(S(,I!+2./F(,!3/)7-!,(9.,/(7!/F+/!(R9,(330.2!

.5! 9>*/!O+3! F08F(,! 02!>BB3! sdLtc! >770/0.2+44-I!EG\MI! 9F.39F.'EG\MI! +27! ,+9/.,!

9,./(02! 4(S(43! O(,(! E+,*(74-! 021,(+3(7! 02! +7,(2.1.,/01+4! /)E.),3c! >11.,70284-I!

EG\M!+1/0S0/-!O+3!F08F(,! 02!>BG3! /F+2! 02! 1.2/,.43c!\2! /F(!./F(,!F+27I! ,01/.,!O+3!

2./!7(/(1/+64(!02!/)E.),!.,!2.,E+4!+7,(2+4!/033)(!s&U"tc!

!
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!

1.3.3. Inhibitors of PI3K/Akt/mTOR pathway – everolimus, NVP-

BEZ235, LY294002 

!

#R+E94(3! .5! /F(! %;]JV>*/VEG\M! 9+/FO+-! 02F060/.,3! 0214)7(Z! (S(,.40E)3!

:M>?LL&=I! C@%'$#eW]UI! +27! `TWb"LLW! :+3! 02701+/(7! 02! '()$% 9=c! #S(,.40E)3!

:M>?LL&I!"L'O':W'F-7,.R-(/F-4=',+9+E-102=!03!+!7(,0S+/0S(!.5!,+9+E01-2!:,+9+4.8=I!

1.EE(,10+44-! *2.O2! +3! >5020/.,I! +27! 03! 1),,(2/4-! )3(7! 02! /,(+/E(2/! .5! ,(2+4! 1(44!

1+,102.E+!s&fDI!&fdtc!GF(!E(1F+203E!.5!EG\M!02F060/0.2!03!6+3(7!.2!/F(!5.,E+/0.2!

.5! /F(!1.E94(R!6(/O((2!(S(,.40E)3!+27!1-14.9F0402!<J$%'&WI!OF01F! /F(2!60273! /.!

/F(!EG\MB&!+27!EG\MBW!1.E94(RI! 02F060/028!7.O23/,(+E!3082+4028c!GF(! 1(44)4+,!

4(S(4! (55(1/3! .5! (S(,.40E)3! 0214)7(! 8,.O/F! +27! 9,.405(,+/0.2! 02F060/0.2! +3! O(44! +3!

,(7)1/0.2!.5!H;<'&X!+27!@#[<!(R9,(330.2!s&fDtc!!

>2! 0E07+a.s"IU'AtY)02.402(!7(,0S+/0S(I!C@%'$#eW]UI! 03!+!7)+4!9+2'14+33! ;!%;]J!

+27!EG\M!*02+3(! 02F060/.,c!GF(!E(1F+203E!.5! 0/3!+1/0.2! 03! /F,.)8F!6027028! /.! /F(!

>G%'6027028!14(5/!.5!%;]J!+27!EG\M!*02+3(3I! /F)3!+1/028!+3!+2!>G%!1.E9(/0/.,c! ;/!

7(1,(+3(3! /F(! +1/0S0/-! .5! 6./F! EG\MB&! +27! EG\MBW! 1.E94(R(3c! C@%'$#eW]U!

3F.O3!+2/02(.94+3/01!9,.9(,/0(3!O0/F!3/,.28!+2/09,.405(,+/0S(!+1/0S0/-!/,.)8F!8,.O/F!

+,,(3/!02!/F(![&!9F+3(I!6)/!2.!+9.9/.303!027)1/0.2!02!9,.3/+/(!/)E.),!1(443!s&fbtc!!

`TWb"LLW! :W':"'A.,9F.402-4='d'9F(2-4'1F,.E.2(=! 03! +! 9./(2/! 3(4(1/0S(! +27!

,(S(,3064(! %;]J! 02F060/.,I! 6027028! 1.E9(/0/0S(4-! /.! 0/3! >G%'6027028! 30/(c! "2! 6(+.$!

(55(1/3! .5! `TWb"LLW! 0214)7(! 9,.405(,+/0.2! +27! 1(44! 8,.O/F! 7(1,(+3(! +3! O(44! +3!

+9.9/.303!027)1/0.2!s&DLI!&D&tc!!

!

1.4. Ras/Raf/MEK/ERK pathway and its inhibitors 

!

1.4.1. Ras/Raf/MEK/ERK pathway description 

!

GF(! M+3VM+5VA#JV#MJ! 9+/FO+-I! +43.! 1+44(7! /F(! E0/.8(2'+1/0S+/(7! 9,./(02!

*02+3(!:A>%J=!1+31+7(I!03!+2./F(,!7.O23/,(+E!1+31+7(!020/0+/(7!6-!/-,.302(!*02+3(!
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!

,(1(9/.,!:GJM=!+1/0S+/0.2c!GF03!1+31+7(I!+1/0S+/(7!6-!408+273!+27!3/,(33I!03!020/0+/(7!

O0/F! ,(1,)0/E(2/! .5! /F(! M+3! [G%+3(3! :HM+3I! JM+3>I! JM+3$I! +27!CM+3=! /.! /F(! 1(44!

3),5+1(!,(1(9/.,!S0+!39(1/,)E!.5!+7+9/(,!9,./(023!+27!(R1F+28(!5+1/.,3!:'()$%9=c!GF(!

M+3! 9,./(023! 02! /F(0,! +1/0S(I! [G%'6.)27! 3/+/(! (R(,/! /F(0,! 7.O23/,(+E! +1/0.2! 6-!

+1/0S+/028! M+5I! +! 3(,02(V/F,(.202('9,./(02! *02+3(! s&DWtc! GF(! M+5! 5+E04-! 0214)7(3!

/F,((! /-9(3! .5! *02+3(3Z! >'M+5I! $'M+5I! +27! B'M+5! :M+5'&=c! M+5! *02+3(3! 9F.39F.,-4+/(!

39(10501+44-! A#J&! +27! A#JW! :7)+4! 39(105010/-! E0/.8(2'+1/0S+/(7! 9,./(02! *02+3(!

*02+3(3I! A>%JJ3I! A>%JV#MJ! *02+3(3=c! A#J&VW! 3F.O3! 3/,01/! 9F.39F.,-4+/0.2!

39(105010/-!5.,!0/3!3)63/,+/(3I!#MJ&!+27!#MJW!:(R/,+1(44)4+,!3082+4',(8)4+/(7!9,./(02!

*02+3(3I!E0/.8(2'+1/0S+/(7!9,./(02!*02+3(3I!A>%J3=c!!

%,./(02! 3(,02(V/F,(.202(! *02+3(3! #MJ&VW! +1/! .2! .S(,! &fL! 3)63/,+/(3! s&D]tc!

#MJ3!E+-!70,(1/4-!9F.39F.,-4+/(!/,+231,09/0.2!5+1/.,3!3)1F!+3!<.3I!z)2I!A-1I!#/3'&I!

#8,&I! +27! 1-1402! ?&c! ;270,(1/4-I! #MJ!E+-! +1/0S+/(! BM#$! +27! C<{$c! [(2(,+44-I! /F(!

M+3VM+5VA#JV#MJ!1+31+7(!,(8)4+/(3!8(2(!(R9,(330.2I!9,.405(,+/0.2I!7055(,(2/0+/0.2!

+27!+9.9/.303I!.S(,4+99028! /.!3.E(!(R/(2/!O0/F!%;]JV>*/VEG\M!3082+44028!(55(1/3!

s&D"'&Dftc!!

!

1.4.2. Ras/Raf/MEK/ERK pathway alterations in ACC 

!

>! 5(O! ,(9.,/3! ,(8+,7028!M+3!9,./(023!7(31,06(!.S(,(R9,(330.2!.5!K`NI!EMC>!

+27!E)/+/0.23!02!K`NI!8(2(!02!6(2082!+7,(2+4!+4/(,+/0.23!s&DDtI!1+,102.E+3!s&Ddt!

+3! O(44! +3!E)/+/0.23! 02!?`NI! 8(2(! 02! 6./F! >BB3! +27! >B>3! s&DdI! &Dbtc! H.O(S(,I!

3.E(! ./F(,! 3/)70(3! F+S(! ,(9.,/(7! +! 4+1*! .5! E)/+/0.2! .5! /F.3(! 8(2(3! +27! :`NI!

:HM+3=! 02! +7,(2+4! 2(.94+3E3! s&Db'&d&tc!A.,(.S(,I!J./.)4+! (/! +4c! 5.)27! +1/0S+/028!

E)/+/0.23!02!/F(!\`N>!8(2(!:$'M+5=!02!+4E.3/!fr!.5!1+,102.E+3!/(3/(7!s&Ddtc!GF(3(!

.63(,S+/0.23! 3)88(3/! /F+/! +4/(,+/0.23! 02! 8(2(3! (21.7028! (4(E(2/3! .5! M+3! +27! M+5!

5+E040(3!E+-!.11),!02!+7,(2+4!4(30.23I!6)/!+,(!2./!1.EE.2!(S(2/3c!

!

!
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!

1.4.3. Inhibitor of Ras/Raf/MEK/ERK pathway – U0126 

!

>! 70,(1/! +27! 3(4(1/0S(! 02F060/.,! .5! A#J&VWI! gL&Wf! :&I"'70+E02.'WI]'701-+2.'

&I"'/(,:W+E02.9F(2-4/F0.=6)/+70(2(=I! 64.1*3! 9F.39F.,-4+/0.2! +27! +1/0S+/0.2! .5!

#MJI!/F)3!1+)3028!7(1,(+3(!02!7.O23/,(+E!A>%J!1+31+7(!+1/0S+/0.2!:+3!02701+/(7!02!

'()$%9=c!;/!+1/3!S0+!2.2'1.E9(/0/0S(!E(1F+203E!/.!6./F!A#J!3)63/,+/(3I!>G%!+27!#MJ!

s&dWI! &d]tc!A#J! 02F060/.,3! +,(! S(,-! 9,.E03028! 1.E9.2(2/3! .5! 1.E602(7! /F(,+9-I!

6(1+)3(! .5! .63(,S(7! 3-2/F(/01! 4(/F+40/-I! 5.,! 023/+21(! O0/F! 02F060/.,3! .5! /-,.302(!

*02+3(3!s&d"t!.,!%;]JV>*/VEG\M!9+/FO+-!s&dUtc!!



!
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!

2. Aim of the Project  

!

GF03! ,(3(+,1F! 9,.i(1/! +0E(7! /.! /(3/! /F(! F-9./F(303! /F+/! 3(4(1/0S(! +27!

1.E602+/.,0+4! 02F060/0.2! .5! /F(! 1(44! 3082+44028! 9+/FO+-3Z! %;]JV>*/VEG\M!

:(S(,.40E)3! :M>?LL&=I! C@%'$#eW]UI! `TWb"LLW=! +27!M+3VM+5VA#JV#MJ! :gL&Wf=!

1+2! 7(1,(+3(! 9,.405(,+/0.2! +27! 027)1(! +9.9/.303! 02! F)E+2! HWbUM! +7,(2.1.,/01+4!

1+,102.E+! 1(443I! 9./(2/0+44-! F+S028! 3-2(,803/01! (55(1/c! GF(! 1.E602+/0.2! /F(,+9-! 03!

3((2! +3! +! 9.3306040/-! /.! .S(,1.E(! /F(! ,(303/+2/! 1(443! /F+/! .5/(2! +99(+,! +5/(,!

/,(+/E(2/! O0/F! 30284(! +8(2/! s&dftc! >0E028! +/! /O.! v/+,8(/3q! +/! .21(! 3((E3! /.! 6(! +!

9,.E03028!+99,.+1F!/.!+S.07!9./(2/0+4!7,)8!(31+9(!E(1F+203E3c!

GF(!1-/./.R01!9./(2/0+4!.5!/F(3(!1.E9.)273!F+3!6((2!,(9.,/(7!02!./F(,!/-9(3!.5!

1+21(,! 1(443! s&fD'&D&I! &dWI! &d]th! F.O(S(,I! 0/! F+3! 2./! 6((2! (R/(230S(4-! /(3/(7! 5.,!

+7,(2.1.,/01+4!1+21(,!HWbUM!1(44!402(!O0/F!.24-!+!3E+44!2)E6(,!.5!,(3(+,1F!8,.)93!

(R94.,028!/F03!50(47!s&U"'&UfI!&UdI!&UbI!&fbI!&dD'&bLtc!

GF(,(5.,(I! O(! 02S(3/08+/(7! /F(! (55(1/! .5! (S(,.40E)3! :M>?LL&=I! C@%'$#eW]UI!

`TWb"LLW! +27! gL&Wf! .2! /F(! 1(44! 9,.405(,+/0.2I! +9.9/.303! +27! E.7)4+/0.2! .5!

3082+44028! 9+/FO+-3! 02! /F(! HWbUM! +7,(2.1.,/01+4! 1+,102.E+! 1(443c! ;2! +770/0.2! /.!

S+,0.)3! 1.E602+/0.23! .5! /,(+/E(2/! O0/F! /F(3(! 1.E9.)273I! O(! +43.! +33(33(7! 1.'

/,(+/E(2/!O0/F!E0/./+2(I!OF01F!03!)3(7!+3!+!3/+27+,7!/F(,+9-!02!140201+4!9,+1/01(c!

GF(!4.28'/(,E!+0E!.5!/F03!9,.i(1/!O+3!/.!+33(33!/F(!9./(2/0+4!.5!/,(+/E(2/!O0/F!

/F(3(!3(4(1/(7!1.E9.)273!+27!5027!/F(!E.3/!(55(1/0S(!+27!9,.E03028!1.E602+/0.2I!

OF01F!E+-!6(!(3/0E+/(7!6-!5),/F(,!+20E+4!3/)70(3!+27I!9./(2/0+44-I!02!140201+4!/,0+43c!

!



!
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!

3. Materials and methods 

3.1. Cell line 

!

GF(! CB;'HWbUM!sHWbUMt!:>GBB|!BM`'W&Wd}=! 1(44! 402(! :F)E+2!+7,(2.1.,/01+4!

1+,102.E+=! O+3! +! 8(2(,.)3! 805/! 5,.E! ?,! %(/(,! zc! J028! :A.4(1)4+,! #27.1,02.4.8-!

?(9+,/E(2/I!N0440+E! H+,S(-! M(3(+,1F! ;23/0/)/(I! $+,/3! +27! GF(! `.27.2! K1F..4! .5!

A(70102(! +27!?(2/03/,-I! ~)((2!A+,-!g20S(,30/-! .5! `.27.2=c! GF(! .,0802! .5! /F(! 1(44!

402(!O+3!1.250,E(7!O0/F!%BM!/(3/3c!

GF(!CB;'HWbUM!1(44!402(!O+3!7(,0S(7!5,.E!/F(!1.2/02).)3!94),09./(2/!CB;'HWbU!

+7,(2.1.,/01+4! 1+,102.E+! 1(44! 402(! :>GBB|! BM`'&LWbf=I! (3/+6403F(7! +27!

1F+,+1/(,0a(7!02!&bbL!6-!>c<c![+a7+,!(/!+4c!s&b&tc!GF(!HWbU!1(443!.,0802+/(!5,.E!+2!

02S+30S(!9,0E+,-!+7,(2.1.,/01+4!1+,102.E+!1)4/),(!+27!8,.O!02!3)39(230.2!1)4/),(c!

;/! 03! /F(! 50,3/! (3/+6403F(7! 1(44! 402(! OF01F! E+02/+023! /F(! +6040/-! /.! 9,.7)1(!

+7,(2.1.,/01+4! 3/(,.073I!6(028!+!8..7!E.7(4! 5.,!3/)70(3!.5!E(1F+203E3!)27(,4-028!

+7,(2+4!3/(,.07.8(2(303!s&bWtc!GF(!HWbU!1(443!O(,(!+7+9/(7!/.!8,.O!+3!+2!+7F(,(2/!

1)4/),(!02!+!E.2.4+-(,I!/F)3!(3/+6403F028!HWbUM!1(44!402(I!OF01F!,(/+023!/F(!+6040/-!/.!

9,.7)1(!E02(,+4.1.,/01.073I!84)1.1.,/01.073I!+27!+7,(2+4!+27,.8(23c!

GF(! HWbUM! 1(443! 1F+,+1/(,03(! O0/F! (90/F(40+4'40*(! E.,9F.4.8-Z! /F(-! +,(!

9.4-8.2+4! 02! 3F+9(I! F+S028! E)4/094(! 9,.i(1/0.23! +27! /(27! /.! 5.,E! 8,.)93! OF(2!

8,.O028! +//+1F(7! /.! /F(! 3),5+1(! 02! ,(4+/0S(4-! F08F! 7(230/-c! K.E(! 1(443! 9,(3(2/!

506,.64+3/'40*(!E.,9F.4.8-I!6(028!(4.28+/(7!02!3F+9(!O0/F!/O.!.,!E.,(!9,.i(1/0.23!

:3((!'()$%8=c!!

GF(! 3/)70(3! 1+,,0(7! .)/! 7),028! /F03! ,(3(+,1F! 9,.i(1/! O(,(! +99,.S(7! 6-! /F(!

;27(9(27(2/! $0.(/F013! B.EE0330.2! 5.,! M(3(+,1F! +/! /F(! A(701+4! g20S(,30/-! .5!

[7+�3*!:9(,E0330.2!2)E6(,Z!CJ$$CV]"WVWL&W=c!

!

!

!

!
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!

!
@%A:'?'<)A=,)%)I?!)+!',-!BCDE:!.-%%/O!

;%&)A-/.-*'!(7$I-/!>-A-!$.l&(A-0!>(',!+%&)A-/.-*.-!%(+-'(7-!(7$I(*I!7(.A)/.)=?!^;PJ<`!

(*!)=-*!7(.A)/.)=-!/?/'-7/!&/(*I!$*'(_"M;:!$*'(@)0?!%$@-%%-0!>(',!5%-k$Egf!mSD2nO'

!

3.2. Cell culture 

!

3.2.1. Cell culture conditions 

!

HWbUM! 1(443! O(,(! 1)4/),(7! +11.,7028! /.! 9,(S0.)34-! 7(31,06(7! 9,./.1.4! s&"dt!

:1.E94-028! O0/F! >GBB! ,(1.EE(27+/0.23=c! GF(! 1(44! 1)4/),(! O+3! 020/0+/(7! O0/F!

/F+O028!/F(!1,-.9,(3(,S(7!1(443!+27!+77028!/F(!1(44!3)39(230.2!02/.!/F(!E(70)E!02!

1)4/),(! 54+3*c HWbUM! 1(443 O(,(! 1)4/),(7 02! ?A#AV<'&W! E(70)E! :H-B4.2(=!

3)994(E(2/(7!O0/FZ!!

' WcUr!C)K(,)E :$?!$0.K10(21(3=I!

' WEA!`'84)/+E02(!:`'[4)/+E02(!WLL!EA!:&LLR=I!%>>=I!!

' &LL! gVE4! 9(20104402! +27! &LL! �8VE4! 3/,(9/.E-102! :%(20104402'K/,(9/.E-102!

&LLR!K.4)/0.2I!H-B4.2(=I!+27!!

' &L! E8V`! 023)402I! UcU! E8V`! /,+235(,,02I! +27! fD! �8VE4! 3.70)E! 3(4(20/(!

:;23)402'G,+235(,,02'K(4(20)E!:;GK'[=!&LLRI![061.=c!!

!
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!

B(44!1)4/),(!O+3!E+02/+02(7!02!/F(!1)4/),(!S(33(43!:(c8c!54+3*3I!%(/,0!703F(3I!E)4/0'

O(44! 94+/(3=! +/! ]D�B! 02! +! F)E07050(7! Ur! B\W! +/E.39F(,(c! B(443! O(,(! )3(7! 5.,!

(R9(,0E(2/3!6(/O((2!/F(!9+33+8(!]!+27!dc!B(443!F+274028!O+3!9(,5.,E(7!02307(!/F(!

14+33!;;!4+E02+,!54.O!1+602(/c!

!

3.2.2. Sub-culturing 

!

GF(! E(70)E! O+3! ,(2(O(7! (S(,-! ]'"! 7+-3c! #S(,-! U'd! 7+-3! :7(9(27028! .2!

1.254)(21(! 4(S(4=I! 1(443! O(,(! F+,S(3/(7I! 1.)2/(7! +27! 3)6'1)4/),(7I! 5.44.O028! /F(!

9,./.1.4Z!

&= M(E.S(!+27!7031+,7!1.270/0.2(7!E(70)Eh!

W= M023(! /F(! 1(44! 4+-(,! O0/F! %$K! /.! ,(E.S(! ,(E+023! .5! 3(,)E! :OF01F!

1.2/+023!/,-9302!02F060/.,=h!

]= >77! /,-9302! 3.4)/0.2! :&R=! :[061.=! 02! +E.)2/! 3)55010(2/! /.! 1.S(,! /F(!

1)4/),(!3),5+1(!:0c(c!]!E4!5.,!DU1EW!1)4/),(!54+3*=h!

"= %4+1(! 1(44! 1)4/),(! S(33(4! 02! 021)6+/.,! 5.,! U'&U! E02c! :1F(1*028! S03)+44-!

O0/F!408F/!E01,.31.9(!/.!3((!05!/F(!1(443!+,(!7(/+1F(7!5,.E!/F(!3),5+1(=h!

U= >390,+/(! 1(443! 6-! 8(2/4-! 909(//028! 5,(3F! E(70)E! +27! /,+235(,! /F(! 1(44!

3)39(230.2!/.!1.201+4!/)6(h!

f= B(2/,05)8(!P!&WLL!,9EI!"!E02ch!

D= ?031+,7!3)9(,2+/+2/!+27!,(3)39(27!1(44!9(44(/!02!5,(3F!E(70)Eh!

d= B.)2/!1(443!02!+!<+3/M(+7!7039.3+64(!1.)2/028!3407(!:;EE)2(!K-3/(E3=h!

b= K((7!+11.,70284-!02!1(44!1)4/),(!S(33(43!5.,!/F(!(R9(,0E(2/3!+27!/.!*((9!

)9!/F(!1(44!1)4/),(!:+/!/F(!3)61)4/),(!,+/0.!6(/O((2!&Z"!+27!&Zf=c!

!

!

!
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!

3.2.3. Cryopreservation 

!

G.!.6/+02!/F(!1,-.S0+4!O0/F!1(443!/F+/!1+2!6(!3/.,(7!5.,!4.28(,!9(,0.7!02!1,-.8(201!

3/.,+8(I!/F(!5.44.O028!9,./.1.4!O+3!1+,,0(7!.2Z!

&= H+,S(3/!1(443!:3((Z!8$9$9%;<#=4<,5<1(/)!&=>=h!

W= ?031+,7! 3)9(,2+/+2/! +27! ,(3)39(27! 1(44! 9(44(/! 02! /F(! 01('1.47!

1,-.9,(3(,S+/0.2!E(70)E!:1.E94(/(!E(70)E!O0/F!]Lr!C)'K(,)E=h!

]= ?03/,06)/(!1(44!3.4)/0.2!/.!4+6(44(7!1,-.8(201!S0+43!:bLL!�4!(+1F=h!

"= >77!&LL�`!.5!?AK\! :70E(/F-43)45.R07(=! /.! (+1F! 1,-.S0+4! :&Lr!?AK\=!

+27!3F+*(!.55!(+1F!.5!/F(Eh!

U= %4+1(! 1,-.S0+43! 02! /F(! 1..4(7! 03.9,.9+2.4! 1F+E6(,I!A,c!<,.3/-!<,((a028!

B.2/+02(,!:GF(,E.!K10(2/0501=h!

f= K/.,(!1,-.S0+43!02!A,c!<,.3/-!5.,!+/!4(+3/!]!F.),3!02!'dL�Bh!

D= G,+235(,! 1,-.S0+43! /.! 40Y)07! 20/,.8(2! +27! 3/.,(! /F(E! 02! /F(! 8+3! 9F+3(!

+6.S(!/F(!40Y)07!20/,.8(2!:'&bf�B=c!

!

3.2.4. Cell line quality control (testing for Mycoplasma contamination) 

!

80A$5&-,4-! 39(10(3! +,(! 1.EE.2! 1.2/+E02+2/3! .5! /F(! 4+6.,+/.,-'6+3(7! 1(44!

1)4/),(3c!80A$5&-,4-!03!+!8(2)3!.5!S(,-!3E+44'1(44!6+1/(,0+!/F+/!4+1*!/F(!1(44!O+44c!GF(!

E+02! 9,.64(E3! 1+)3(7! 6-! 80A$5&-,4-! 1.2/+E02+/0.2! +,(! /F(0,! 0E9+1/! .2! 1(44!

E.,9F.4.8-I!E(/+6.403EI!8,.O/F!+27!S0+6040/-!+3!O(44!+3!705501)4/0(3!O0/F!7(/(1/0.2I!

6./F!O0/F!2+*(7!(-(!+27!14+3301!408F/!E01,.31.9(c!\2(!.5!/F(!/(1F20Y)(3!7(S(4.9(7!

/.! 7(/(1/! 80A$5&-,4-! 1.2/+E02+/0.2! 03! A-1.>4(,/}! A-1.94+3E+! ?(/(1/0.2! J0/!

:`.2a+=c!;/!03!6+3(7!.2!+!60.1F(E01+4!,(+1/0.2!39(10501+44-!1+/+4-3(7!6-!E-1.94+3E+4!

(2a-E(3c!GF(!CB;'HWbUM!1(44!402(!)3(7!O+3!1.250,E(7!/.!6(!80A$5&-,4-'5,((c!

!
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!

3.3. Compounds 

!

K/.1*! 3.4)/0.2! :&L! EA=! .5! E0/./+2(! ::WI"′'?01F4.,.709F(2-4=701F4.,.(/F+2(h!

.I9u'???=!:K+2/+!B,)a!$0./(1F2.4.8-=!O+3!E+7(! 02!(/F+2.4c!#S(,.40E)3!:M>?LL&=!

+27!C@%'$#eW]U!O(,(! *0274-! 9,.S07(7! 6-!C.S+,/03I! KO0/a(,4+27!O0/F02! /F(! 8,+2/!

w$,078(x! :%\A\KGVWL&W'UV]=! /.! ?,! ?.,./+! ?O.,+*.O3*+I! (2/0/4(7! �%,('140201+4!

/+,8(/028! .5! %;]JV>*/VEG\M! +27! M><VA#JV#MJ! 3082+4028! 9+/FO+-3! 02!

+7,(2.1.,/01+4!1+21(,Z!0E9+1/!.2!3/(,.07.8(2(303I!1(44!9,.405(,+/0.2!+27!+9.9/.303�I!

1.'502+21(7! 6-! /F(! <.)27+/0.2! 5.,! %.403F! K10(21(! +27!#),.9(+2!g20.2c! `TWb"LLW!

O+3!.6/+02(7!5,.E!z(2+!$0.310(21(I!+27!gL&Wf!P!5,.E!B+460.1F(Ec!K/.1*!3.4)/0.23!

:&L!EA=!O(,(!E+7(!02!?AK\c!K/.1*!3.4)/0.2!.5!#[<!:&LL!�8VE4I!K08E+=!O+3!E+7(!

02!%$K!:[061.=c!>40Y)./3!.5!3/.1*!3.4)/0.23!O(,(!3/.,(7!+/!�WL�Bc!G(3/!704)/0.23!5.,!(2!

6(+.$! +33+-3! O(,(! 9,(9+,(7! 02! %$K! :[061.=c! <02+4! 1.21(2/,+/0.2! .5! ?AK\! 02! 1(44!

1)4/),(3!O+3!*(9/!6(4.O!Lc&r!/.!+S.07!/F(!(55(1/!.5!?AK\!.2!/F(!1(443c!

%;]JV>*/VEG\M!+27!M+3VM+5VA#JV#MJ!02F060/.,3!1F+,+1/(,03(!O0/F!,(4+/0S(4-!

3F.,/!F+45'405(Z!(S(,.40E)3!:M>?LL&=!P!]L!F.),3I!C@%'$#eW]U!:$#eW]U=!P!]cU'&]cU!

F.),3I! `TWb"LLW! P! )9! /.! &U! E02)/(3I! gL&Wf! P! W! F.),3! :!"#$% *=c! A0/./+2(! F+3!

,(4+/0S(4-!4.28!F+45'405(!.5!&d'&Ub!7+-3!:6+3(7!.2!10,1)4+/028!94+3E+!4(S(43=c!

!

2"9:'P!K&77$A?!)+!&/-0!.)7=)&*0/O!

H)7=)&*0! 1A)'-(*^/`!0(A-.'%?!(*,(@('-0! B$%+_%(+-!

"#-A)%(7&/!^:5FRRS`! 789:!^@)',!789:HS!$*0!789:HC`! 2R!,!

Gi1_\"YC2E!^\"YC2E`!
1J23a!

789:!^@)',!789:HS!$*0!789:HC`!
2OE!e!S2OE!,!

PjCDgRRC! 1J23!^.$'$%?'(.!0)7$(*!=SSR`! u!SE!7(*O!

LRSCf! <"3S4C! C!,!

<(')'$*-! G45! Sq!e!SED!0$?/!

!

!  
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!

3.4. Cell viability Resazurin assay 

!

GF(!M(3+a),02!1(44! S0+6040/-!+33+-! :+43.!*2.O2!)27(,! /F(!1.EE(,10+4!2+E(!+3!

/F(!>4+E+,!$4)(!+33+-=!03!6+3(7!.2!/F(!+6040/-!.5!E(/+6.401+44-!+1/0S(!40S028!1(443!/.!

,(7)1(!/F(!2.2'54).,(31(2/!64)(!7-(!,(3+a),02!/.!/F(!3/,.284-!54).,(31(2/!902*!7-(!

,(3.,)502! :'()$% *=c! B.2/02)(7! 1(44! 8,.O/F!9,(3(,S(3! +! ,(7)1(7! (2S0,.2E(2/I!OF04(!

8,.O/F! 02F060/0.2! ,(3)4/3! 02! +2! .R070a(7! (2S0,.2E(2/c! GF(! .R070a(7! 5.,E! .5! 7-(I!

,(3+a),02I! 03!+2!02/(,E(70+/(!(4(1/,.2!+11(9/.,!02!/F(!(4(1/,.2!/,+239.,/!1F+02I!2./!

02/(,5(,028!O0/F!/F(!2.,E+4!(4(1/,.23!/,+235(,!9,.1(33(3c!GF(!0,,(S(,3064(!,(7)1/0.2!

:.R-8(2! 03! ,(E.S(7! +27! ,(94+1(7! 6-! F-7,.8(2=! .5! ,(3+a),02! /.! ,(3.,)502! .11),3!

02307(! /F(! 1(443! +27! 03!9,.6+64-!+3!+! ,(3)4/!.5! /F(!+1/0.2!.5! 3(S(,+4!7055(,(2/! ,(7.R!

(2a-E(3I! 4.1+403(7!02!E0/.1F.7,0+I!1-/.3.4I!+27!E01,.3.E(3I!3)1F!+3!E0/.1F.27,0+4!

,(7)1/+3(3I!70+9F.,+3(3I!C>?:%=HZY)02.2(!.R07.,(7)1/+3(I!+27!54+S02!,(7)1/+3(c!;/!

F+3! 6((2! ,(9.,/(7! /F+/! <>?HWI! <ACHWI! C>?HI! C>?%HI! +27! 1-/.1F,.E(3! E+-!

,(7)1(!,(3+a),02c!>11(9/028!/F(!(4(1/,.23I!/F(!7-(!1F+28(3!5,.E!/F(!64)(I!.R070a(7I!

2.2'54).,(31(2/!3/+/(!/.!/F(!902*I!,(7)1(7I!54).,(31(2/!.2(!s&b"tc!!

GF(! Y)+2/0/-! .5! 9,.7)1(7! ,(3+a),02! E+-! 02701+/(! S+,0.)3! 1F+28(3! 02! 1(44!

E(/+6.403E!:2./!.24-!,(3)4/028!5,.E!E0/.1F.27,0+4!7-35)21/0.2=!+27!03!9,.9.,/0.2+4!

/.! +(,.601! ,(390,+/0.2! +27! /F)3! /.! /F(! 2)E6(,! .5! S0+64(! 1(443c! ;/! 03! 1+9/),(7! 6-!

9,.9.,/0.2+4! +63.,6+21(V54).,(31(21(! .)/9)/! 7(/(1/(7! 6-! 39(1/,.9F./.E(/(,V!

54).,.E(/(,! s&bUtc! >63.,6+21(! 7(/(1/0.2! 03! 5+,! 4(33! 3(230/0S(! /F+2! 54).,(31(21(!

E(+3),(E(2/!+27!5.,!/F03!,(+3.2!/F(!4+//(,!.2(!O+3!)3(7!02!/F03!9,.i(1/c!!

>3!3F.O2!02!'()$%?I!(R9(1/(7!1.,,(4+/0.2!6(/O((2!1(44!2)E6(,!+27!54).,(31(21(!

.)/9)/!O+3!.63(,S(7!02!HWbUM!1(443!)3(7!02!/F03!9,.i(1/c!GF(!3+/),+/028!(55(1/!O+3!

3((2!+27!5.,!/F03!,(+3.2!/F(!3((7028!7(230/-!.5!U�&L]!1(443V&LL�4!O+3!)3(7I!+3!0/!40(3!

O0/F02!/F(!402(+,!,+28(!5.,!/F03!1.,,(4+/0.2c!!

GF(! ,(3+a),02! O.,*028! 3.4)/0.2! O+3! .6/+02(7! 6-! 7033.4S028! /F(! ,(3+a),02!

9.O7(,!:D'H-7,.R-']H'9F(2.R+a02']'.2(!&L'.R07(I!3.70)E!3+4/I!>1,.3!\,8+2013=!02!

%$K!+/!/F(!1.21(2/,+/0.2!.5!""L!�Ac!GF(!,(3+a),02!3.4)/0.2!O+3!/F(2!504/(,'3/(,040a(7!

)3028!LcW!�E!504/(,h!0/3!+40Y)./3!O(,(!3/.,(7!+/!�WL�Bc!

!
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!

!

@%A:'P!:-/$V&A(*!.-%%!#($@(%('?!$//$?O!!

>!1A(*.(=%-!&*0-A%?(*I!',-!$//$?!(/!',-!$@(%('?!)+!#($@%-!.-%%/!')!A-0&.-!',-!*)*_+%&)A-/.-*'!@%&-!

0?-! A-/$V&A(*! ')! ',-! /'A)*I%?! +%&)A-/.-*'! =(*6! 0?-! A-/)A&+(*! ^/)&A.-0! +A)7!7$*&+$.'&A-Av/!

=A)').)%a!H-%%8('-A_\%&-w!H-%%!i($@(%('?!5//$?a!1A)7-I$`O!Z!"k=-A(7-*'!=A-/-*'(*I! ',-!.,$*I-!

)+! )@/-A#-0! /)%&'()*! .)%)&A! $+'-A! g_,)&A! (*.&@$'()*a! @-(*I! =A)=)A'()*$%! ')! (*.A-$/(*I! .-%%!

*&7@-A/!^+A)7!SOCExSR
2
!')!SExSR

2
!/--0-0!.-%%/`!Df!,)&A/!$+'-A!/--0(*IO!!

!

!

!
CellTiter-Blue® Cell 

Viability Assay, Promega 
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0 5 0 0 0 1 0 0 0 0 1 5 0 0 0

0

2 0 0 0

4 0 0 0

6 0 0 0

8 0 0 0

A

S e e d e d  c e ll n u m b e r

F
lu

o
re

s
c

e
n

c
e

 (
R

F
U

)

0 5 0 0 0 1 0 0 0 0 1 5 0 0 0

0

2 0 0 0

4 0 0 0

6 0 0 0

8 0 0 0

B

S e e d e d  c e ll n u m b e r

F
lu

o
re

s
c

e
n

c
e

 (
R

F
U

)

!

@%A:'Q':-/$V&A(*!$//$?!(*!BCDE:!.-%%/O!

8,-! +%&)A-/.-*.-! )&'=&'! .)AA-/=)*0(*I! ')! A-/$V&A(*! A-0&.'()*! @?! #($@%-! .-%%/! (/!

=A)=)A'()*$%! ')! ',-!*&7@-A!)+! /--0-0! .-%%/! (*!Df_>-%%! =%$'-/O! 8,-!7-$/&A-7-*'!>$/!

.$='&A-0! gq! ,)&A/! ^*yg`! ^>`! $*0! Df! ,)&A/! ^*ySS`! ^Z`! $+'-A! /--0(*IO! ;%&)A-/.-*.-!

=A-/-*'-0!(*!A-%$'(#-!+%&)A-/.-*.-!&*('/!^:;L`O!F$'$!-k=A-//-0!$/!7-$*zK"<O!!

!

B(443!O(,(!3((7(7!02!bf'O(44!94+/(3!+/!+!7(230/-!.5!U�&L]!1(443V&LL!�4VO(44c!<.,!

1(44!2)E6(,',(39.23(!(R9(,0E(2/3I!1(443!O(,(!3((7(7!+/!+!7(230/-!6(/O((2!&cWU�&L]!

+27!&U�&L]!1(443V&LL!�4VO(44c!GF(-!O(,(!+44.O(7!/.!8,.O!5.,!W"!F.),3I! /F(2!O(,(!

/,(+/(7! O0/F! S(F014(! :1.2/,.4=! .,! /(3/! 1.E9.)273! +27! ,(/),2(7! /.! /F(! 021)6+/.,c!

\9/0E)E!/0E(!9.02/3! 5.,!7.3(',(39.23(!(R9(,0E(2/3!O(,(Z!W"!F.),3! 5.,!E0/./+2(I!

DW!F.),3! 5.,!gL&WfI!(S(,.40E)3!:M>?LL&=I!C@%'$#eW]UI!+27!`TWb"LLWI!,(9(+/(7!
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!

(S(,-!W"!F.),3! 5.,!/F(! 4+//(,! /F,((!1.E9.)273c!>5/(,!/F(! 02701+/(7!/0E(I!,(3+a),02!

O.,*028!3.4)/0.2!:&L!�4VO(44=!O+3!+77(7!/.!(+1F!O(44!+27!021)6+/(7!5.,!+!5),/F(,!"!

F.),3! +/! ]D�Bc! GF(! 54).,(31(21(! O+3! E(+3),(7! )3028! +! 94+/(! ,(+7(,! :%\`>M3/+,!

[+4+R-I! $A[! `+6G(1F2.4.80(3=! +/! (R10/+/0.2! O+S(4(28/F! U""! 2E! +27! (E0330.2!

O+S(4(28/F! UbL! 2E! /.! .6/+02! /F(! ,(4+/0S(! 54).,(31(2/! )20/3! :M<g=c! #+1F!

(R9(,0E(2/+4!8,.)9!1.2303/(7!.5!Y)02/)9401+/(3!+27!O+3! ,(9(+/(7! 02!+/! 4(+3/! /F,((!

027(9(27(2/! (R9(,0E(2/3c! GF(! 54).,(31(21(! .)/9)/! :02! ,(4+/0S(! 54).,(31(21(!)20/3I!

M<g=! 5.,! (R9(,0E(2/+4! 8,.)93! O+3! 2.,E+40a(7! /.! /F(! .)/9)/! .5! 64+2*3! :E(70)E!

.24-=c! B-/./.R010/-! :r=I! /F(! .99.30/(! .5! S0+6040/-! ,+/(I!O+3! 1+41)4+/(7! +3! 3F.O2! .2!

(Y)+/0.2!6(4.OZ!

!"#$#$%&'&#"! ! ! !! !
!"#$%&'()*!!"#$!!"#!!"!!"#$!#%!!"#$%&

!"#$%&'()*!!"#$!!"#!!"!!"#$%"&'!
! !""#!

!

3.5. Caspase-3-like activity assay 

!

>9.9/.303I! 1+39+3('7(9(27(2/! 9,.8,+EE(7! 1(44! 7(+/FI! OF(2! /,088(,(7! 6-!

(R/,+1(44)4+,! .,! 02/,+1(44)4+,! 7(+/F! 3082+43I! 03! E(70+/(7! 6-! 1+31+7(! .5! 020/0+/.,'

(R(1)/0.2(,! 1+39+3(3! P! 1-3/(02(! 9(9/07+3(3I! 9,./(.4-/01! (2a-E(3! P! OF01F! 14(+S(!

9+,/01)4+,! 9,./(023! 4.1+/(7! 02! /F(! 1-/.94+3E!+27!2)14()3! +/! 39(10501! +39+,/01! +1073!

30/(3c!GF(!1+31+7(!020/0+/.,3I!+1/0S+/(7!6-!S+,0.)3!7(+/F!3/0E)40I!0214)7(!1+39+3('dI!'

bI!'&L!+27I!'&WI!OF01F!14(+S(!+27!+1/0S+/(!7.O23/,(+E!1+39+3(3']I!'fI!+27!'Dc!!

B+39+3(']! 03! +1/0S+/(7! 6-! 6./F! 1+39+3('d! +27! 1+39+3('bI! 6(028! +! 1.2S(,8(21(!

9.02/! 5.,! 02/,02301!+27!(R/,02301!+9.9/.303!+1/0S+/0.2I!+27! /F)3!3(,S028!+3!+!9(,5(1/!

02701+/.,! .5! 0/3! 020/0+/0.2! 02! 1(443c! >1/0S+/(7! 1+39+3(']! 14(+S(3! %>M%I! 9.4-:>?%'

,06.3(=!9.4-E(,+3(I!+!?C>!,(9+0,!(2a-E(I!+/!+!39(10501!30/(!O0/F!/F(!)93/,(+E!+E02.!

+107!3(Y)(21(!.5!?#@?!:>39'[4)'@+4'>39=c!!

G.! 7(/(,E02(! 1+39+3(! +1/0S0/-! +! 39(10501! 1+39+3(']! 3)63/,+/(I! >1! :C'+1(/-4='

?#@?'>AB!:D'+E02.'"'E(/F-41.)E+,02=!:#2a.!`05(!K10(21(3=I!O+3!)3(7c!GF(!?#@?!

/(/,+9(9/07(! 3(Y)(21(! 03! ,(1.820a(7! +3!O(44! 6-! 1+39+3('&I! '"I! 'D! +27! 'd! +27! /F(0,!

+1/0S0/-!O044! +43.!6(!7(/(1/(7!6-! /F03! +33+-h!F.O(S(,! 1+39+3(']! 14(+S(3! +/! /F03! 30/(!
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!

O0/F! /F(! F08F(3/! (55010(21-! +E.28! /F.3(! (2a-E(3c! GF(! 02/+1/! 9(9/07('1.)E+,02!

1.2i)8+/(! 03! 2.2'54).,(31(2/I! 6)/!OF(2! /F(! ?#@?! 9(9/07(! 03! 14(+S(7! 6-! +2! +1/0S(!

1+39+3(! 9,(3(2/! 02! 4-3+/(3! .5! +9.9/./01! 1(443I! /F(! ,(3)4/028! 9,.7)1/! 03! 54).,(31(2/!

:'()$% >=c! GF(! +E.)2/! .5! >AB! ,(4(+3(7! 02! /F(! ,(+1/0.2! 03! E(+3),(7! 6-!

39(1/,.54).,.E(/(,! +27! 03! 70,(1/4-! 9,.9.,/0.2+4! /.! /F(! +E.)2/! .5! +1/0S(! (2a-E(!

9,(3(2/!02!1(44!(R/,+1/3I!3021(!3)63/,+/(!03!+77(7!02!(R1(33!/.!/F(!,(+1/0.2I!+27!/F+/!02!

/),2!03!70,(1/4-!9,.9.,/0.2+4!/.!/F(!2)E6(,!.5!+9.9/./01!1(443!02!/F(!3+E94(c!

!

!
@%A:'B!H$/=$/-_2_%(6-!$.'(#('?!$//$?O!!

8,-! A$'()*$%-! @-,(*0! ',-! .$/=$/-_2_%(6-! $.'(#('?! $//$?a! >,(.,! (/! @$/-0! )*! ',-! A-%-$/-! )+!

+%&)A-/.-*'!=A)0&.'!&=)*!',-!.%-$#$I-!@?!$.'(#-!.$/=$/-_2O!!

!

B+39+3(']'40*(! +1/0S0/-!O+3! +33(33(7! 02! 1(44! (R/,+1/3! +11.,7028! /.! +! 9,(S0.)34-!

7(31,06(7!9,./.1.4! s&bft!O0/F! 3408F/!E.70501+/0.23c!GF(! 1(443!O(,(! 3((7(7! 02!f'1E!

703F(3!+/!+!7(230/-!.5!f�&LU! 1(443V"!E4V703Fc!B(443!O(,(!+44.O(7!/.!8,.O!5.,!W"'DW!

F.),3c! <.,!E0/./+2(! /0E(',(39.23(! (R9(,0E(2/3I! /F(!E0/./+2(! /,(+/E(2/! :&L! �A=!

O+3!+9940(7!+/!39(1050(7!/0E('9.02/3!:6(/O((2!LcU!+27!"d!F.),3=!9,0.,!/.!F+,S(3/028!

/F(! 1(443c! <.,! E0/./+2(! 7.3(',(39.23(I! /F(! 1(443! O(,(! /,(+/(7! O0/F! 021,(+3028!

1.21(2/,+/0.23! .5! E0/./+2(! :U'WU! �A=! 5.,! U! F.),3c! <.,! ./F(,! 1.E9.)273I! /F(!

5.44.O028! (R9(,0E(2/+4! 1.270/0.23! O(,(! (3/+6403F(7c! GF(! 1(443! O(,(! /,(+/(7! O0/F!

(S(,.40E)3! :M>?LL&=! :LcLf! �A=I! C@%'$#eW]U! :LcL&! �A=I! `TWb"LLW! :&! �A=! +27!

/F(0,! 1.E602+/0.23c! GF(! /,(+/E(2/! O+3! ,(9(+/(7! (S(,-! W"! F.),3! O0/F! /./+4!

/,(+/E(2/!/0E(!.5!DW!F.),3c!!

;2!/F(!2(R/!3/(9I!5.44.O028!/F(!02701+/(7!/,(+/E(2/!/0E(I!7(/+1F(7!+27!+//+1F(7!

1(443!O(,(!F+,S(3/(7! +27! 1(2/,05)8(7! 5.,!W!E02! +/! "IULL!�! 8! /.! .6/+02! 1(44! 9(44(/3I!

OF01F!O(,(!O+3F(7!O0/F! 01('1.47!%$K!:LcL&!A!9F.39F+/(!6)55(,I!WcD!EA!JB4I!&]D!

EA!C+B4I!9H!Dc"=I!+8+02!1(2/,05)8(7!5.,!&!E02!+/!&DILLL!�!8!+27!,(3)39(27(7!02!&LL!

�4!.5! 4-303!6)55(,!:&]L!EA!C+B4I!&L!EA!G,03'HB4I!&L!EA!9F.39F+/(!6)55(,I!&L!EA!

C+'9-,.9F.39F+/(!+27!&r!G,0/.2'�!&LLI!9H!DcU=c!>5/(,!]L!E02!.2!01(I!1(44!(R/,+1/3!
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!

O(,(!1(2/,05)8(7! 5.,!W!E02!+/!&DILLL!�!8c!GF(!3)9(,2+/+2/3!O(,(!1.44(1/(7I! 5,.a(2!

0EE(70+/(4-! +27! *(9/! +/! �WL�B! )2/04! /F(! +33+-! .5! (2a-E(! +1/0S0/-c! GF(! ,(+1/0.2!

6)55(,! 1.2/+02(7! W! EA! 70/F0./F,(0/.4! :?GG=! +27! &Lr! 84-1(,.4! 02! WL! EA! H#%#K!

6)55(,!:9H!DcU=c!GF(!54).,.8(201!3)63/,+/(I!+1'?#@?'>ABI!O+3!+77(7!i)3/!6(5.,(!/F(!

,(+1/0.2!/.!+!502+4!1.21(2/,+/0.2!.5!&LL!�Ac!GF(!,(+1/0.2!O+3!3/+,/(7!6-!+770/0.2!.5!

/F(!,(+1/0.2!6)55(,!:&LL!�4=!/.!/F(!(R/,+1/!:]L!�4!1.2/+02028!+99,.R0E+/(4-!WL'DU!�8!

.5!9,./(02=!+27!E.20/.,(7!5.,!W!F.),3!)3028!+!54).,(31(21(!94+/(!,(+7(,!:%\`>M3/+,!

[+4+R-I! $A[! `+6G(1F2.4.80(3=! +/! (R10/+/0.2! O+S(4(28/F! ]bL! 2E! +27! (E0330.2!

O+S(4(28/F!"fL!2Ec!B+39+3(']'40*(! +1/0S0/-!O+3! (R9,(33(7! +3! +! ,+/0.!6(/O((2! /F(!

,(+1/0.2! ,+/(! :021,(+3(! 02! 54).,(31(21(! .S(,! /0E(=! +27! 9,./(02! 1.2/(2/! :02!E8=! +3!

7(/(,E02(7!6-!/F(!$B>!%,./(02!>33+-!J0/!:GF(,E.!K10(2/0501!%0(,1(=I!OF01F!(2+64(3!

/F(! Y)+2/0501+/0.2! .5! 9,./(02! 1.21(2/,+/0.2! 02! /F(! 9,(3(21(! .5! 7(/(,8(2/3c! #+1F!

(R9(,0E(2/+4! 8,.)9! 1.2303/(7! .5! /,09401+/(3! +27! O+3! ,(9(+/(7! 02! +/! 4(+3/! /F,((!

027(9(27(2/!(R9(,0E(2/3c!!

!

3.6. Western Blot 

!

#S+4)+/0.2!.5!/F(!9,./(02!(R9,(330.2!9,.504(!O+3!9(,5.,E(7!)3028!N(3/(,2!$4./!

/(1F20Y)(c! GF(! 1(44! (R/,+1/3! O(,(! .6/+02(7! +11.,7028! /.! 9,(S0.)34-! 7(31,06(7!

9,./.1.4! s&bDt! O0/F! 3408F/! E.70501+/0.23c! GF(! 1(443! O(,(! 3((7(7! 02! f'1E! 703F(3I!

+44.O(7! /.!8,.O! 5.,!W']!7+-3!+27! /F(2!3(,)E!3/+,S(7! 5.,!W"!F.),3c! K)63(Y)(2/4-I!

/F(!1(443!O(,(!/,(+/(7!O0/F!02F060/.,3!5.,!&VW"!F.),h!LcUV&!F.),!+5/(,!/F+/!/,(+/E(2/I!

/F(!#[<!:&LL!28VE4=!O+3!+9940(7c!>5/(,!/F(!39(10501!/0E(!.5!/,(+/E(2/I!/F(!1(443!O(,(!

O+3F(7!O0/F! 01('1.47!%$K!+27!F+,S(3/(7! 02!fL'&LL!�4! .5! K?K!6)55(,! :&LL!EE.4V`!

G,03'HB4!:9H!fcd=I!WLr!84-1(,.4I!"r!K?K=I!6.04(7!5.,!&U!E02)/(3!02!bf@B!+27!94+1(7!

.2!01(c!K+E94(3!O(,(!*(9/!+/!�WL�B!)2/04!/F(!2(R/!3/(9c!<.44.O028!/F(!9,./(02!1.2/(2/!

7(/(,E02+/0.2! )3028! /F(! $B>! %,./(02! >33+-! J0/! :GF(,E.! K10(2/0501! %0(,1(=I! /F(!

9,./(02!1.21(2/,+/0.2!O+3!)2050(7!02!/F(!3+E94(3!O0/F!K?K!6)55(,c!#+1F!3+E94(!O+3!

1.E94(E(2/(7!O0/F!U!�4!.5!LcWr!6,.E.9F(2.4!64)(!:$%$=!+27!70/F0./F,(0/.4!:?GG=!

/.! 502+4! 1.21(2/,+/0.2! .5! UL!EAc! #Y)+4! +E.)2/3! .5! 9,./(02! 5.,! (+1F! 3+E94(!O(,(!
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!

3(9+,+/(7! 6-! K?K! 9.4-+1,-4+E07(! 8(4! (4(1/,.9F.,(303! +27! /,+235(,,(7! .2/.!

20/,.1(44)4.3(!H-6.27!#B`!E(E6,+2(3!:[#!H(+4/F1+,(=c!GF(!9,0E+,-!+2/06.70(3!/.!

9#[<M'T&&D]!:U]>U=I!/#[<M!:?]d$&=I!9>*/'G]Ld!:B]&#U#=I!/>*/!:bWDW=I!9'EG\M'

KW""d! :?bBW=I! /'EG\M! :DB&L=I! 9#MJ'GWLWVTWL"! :#&L=I! /#MJ! :b&LW=I! 9'9DLKfJ'

G]db!:&Ld?W=I!+27!/'9DLKfJ!:"b?D=!O(,(!.6/+02(7!5,.E!B(44!K082+4028!G(1F2.4.8-c!

>2/06.7-!/.![>%?H!:[GW]b=!O+3!.6/+02(7!5,.E![(2(G(RI!/.!/)6)402!:f'&&$'&=!5,.E!

K08E+I!+27!/.!E.2.'!+27!9.4-)60Y)0/02-4+/(7!1.2i)8+/(3I!E>6!:<JW=!5,.E!#2a.!`05(!

K10(21(3c! GF(! 3(1.27+,-! +2/0',+660/! :%L""d=! +27! +2/0'E.)3(! :%L""D=! +2/06.70(3!

O(,(! .6/+02(7! 5,.E! ?+*.c! $.)27! +2/06.70(3! O(,(! S03)+40a(7! )3028! #B`! ,(+8(2/3!

:>7S+23/+=I! +1Y)0,(7! O0/F! [Z$\�! BF(E0!:K-28(2(=! +27! +2+4-a(7! .2! +!

1F(E04)E02(31(2/!0E+8(!+2+4-303!3.5/O+,(!:;E+8028!+27!>2+4-303!K.5/O+,(!6-!$0.'

M+7I! ~)+2/0/-'\2(=c! #+1F! (R9(,0E(2/+4! 8,.)9! O+3! ,(9(+/(7! 02! +/! 4(+3/! /F,((!

027(9(27(2/!(R9(,0E(2/3c!!

!

3.7. Statistical analysis 

! !

GF(! 7+/+! O(,(! +2+4-3(7! O0/F! [,+9F%+7! %,03E! SfcLW! :J028q3! B.44(8(! `.27.2!

401(21(=c! GF(! 7.3(',(39.23(! 7+/+! +,(! 9,(3(2/(7! +3! 3(E0'4.8+,0/FE01! 1),S(3! :/,)(!

31+4(! 02701+/(7! /.! 30E9405-! /F(!9,(3(2/+/0.2=I! 94.//(7!)3028! +99,.9,0+/(!2.2'402(+,!

,(8,(330.2! 1),S(! 50//028! E.7(4c! GF(! 7.3(',(39.23(! 1),S(3! 5.,! E0/./+2(I! C@%'

$#eW]UI!`TWb"LLWI!+27!gL&Wf!O(,(!50//(7!)3028!@+,0+64(!34.9(!E.7(4!:1.E9.)27!

1.21(2/,+/0.2! (R9,(33(7! 02! 4.8+,0/FE01! 31+4(! S3c! 2.,E+40a(7! 1-/./.R01! ,(39.23(! 02!

9(,1(2/+8(=I!6+3(7!.2!/F(!(Y)+/0.2Z!

! ! !
!""

! !!!" !"#!"!"!! !!"##$#%&'
!

OF(,(! �! '! 4.8! .5! 7.3(! .,! 1.21(2/,+/0.2! +27! T! '! 2.,E+40a(7! ,(39.23(I! L! /.! &LLrI!

021,(+3028!+3!�!021,(+3(3c!

GF(!7.3(',(39.23(!1),S(!5.,!(S(,.40E)3!:M>?LL&=!O+3!50//(7!)3028!>3-EE(/,01!

K08E.07+4! U%`!E.7(4! :+43.! 1+44(7! M01F+,7u3! 50S('9+,+E(/(,! 7.3(',(39.23(! 1),S(=I!

6+3(7!.2!/F(!(Y)+/0.2Z!
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! ! !"# !
!"# !!"#

! !!!" !"#!"!! !!"##$#%&' !
!

OF(,(!! ! !"#!" !! !"#!"!" !
!

!"##$#%&'
! !"#!!

!

! ! !!!!I!

�!'!4.8!.5!7.3(!.,!1.21(2/,+/0.2I!+27!T!'!2.,E+40a(7!,(39.23(I!L!/.!&LLrc!

GF(3(!E(/F.73! +44.O!7(/(,E02028!#BUL! :F+45!E+R0E+4! (55(1/0S(! 1.21(2/,+/0.2=!

S+4)(I! OF01F! 3082050(3! /F(! 1.21(2/,+/0.2! .5! +! /(3/(7! 1.E9.)27I! OF01F! 1+)3(3! +!

,(39.23(! F+45O+-! 6(/O((2! /F(! 6+3(402(! +27! E+R0E)E! ,(39.23(! :(c8c! OF(2! +!

1.E9.)27! 03! 9./(2/! (2.)8F! /.! (R(,/! +! /./+4! &LLr! 1(44! 1-/./.R010/-! +/! 3.E(! 7.3(I!

#BUL!O044!,(9,(3(2/!0/3!1.21(2/,+/0.2!1+)3028!ULr!7(1,(+3(!02!1(44!S0+6040/-=c!!

B(44'7(230/-! ,(39.23(! 1),S(3! O(,(! 50//(7! )3028! 3(1.27! .,7(,! 9.4-2.E0+4!

:Y)+7,+/01=!E.7(4I!6+3(7!.2!/F(!(Y)+/0.2Z!

! ! !! ! !! ! ! ! !! ! ! ! !!

GF(!M!3Y)+,(!:`]I!/F(!1.(55010(2/!.5!7(/(,E02+/0.2=!S+4)(!Y)+2/050(3!8..72(33!.5!

50/!+27!02701+/(3!/F(!1.,,(4+/0.2!O0/F!wLx!308205-028!2.!1.,,(4+/0.2!+27!w&x!P!1.E94(/(!

1.,,(4+/0.2c!

G.!1.E9+,(!(+1F!(R9(,0E(2/+4!8,.)9!O0/F!/F(!1.2/,.4I!/F(!\2('N+-!+2+4-303!.5!

S+,0+21(!:+66,(S0+/(7!+3!\2('N+-!>C\@>=!O+3!9(,5.,E(7I!5.44.O(7!6-!+99,.9,0+/(!

5$,+! 1$A! /(3/028! :$.25(,,.20! 1.,,(1/0.2! 5.,! 1.E9+,03.2! 6(/O((2! 1.2/,.4! +27!

/,(+/E(2/!8,.)93h!G)*(-!/(3/!5.,!E)4/094(!1.E9+,03.23!6(/O((2!(+1F!(R9(,0E(2/+4!

8,.)9!O0/F!(S(,-!./F(,!.2(=c!GF(!7+/+!+,(!(R9,(33(7!+3!E(+2!�!3/+27+,7!(,,.,!.5!

/F(!E(+2!:K#A=c!M(3)4/3!O(,(!1.2307(,(7!30820501+2/!OF(2!5�LcLU!+27!/F(!5.44.O028!

8,+7+/0.2!O+3!+9940(7Z!���5�LcLL&I!��5�LcL&I!�5�LcLUc!!
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4. Results 

4.1. Growth rate of H295R cells 

!

GF(! .63(,S(7! ,+/(! .5! 8,.O/F! .5! /F(! HWbUM! 1(443! 02! +9940(7! 1.270/0.23! :+3!

7(31,06(7! 02! 8$9$&% :3,,% 4<,5<13% 42/0(5(2/-=! 03! 9,(3(2/(7! 02! '()$% Ac! B+41)4+/(7!

7.)64028!/0E(!(Y)+43!b]cfd!F.),3c!
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2
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!

4.2. Dose-response and cell density-dependent response of 

selected PI3K/mTOR and MEK inhibitors in H295R cells  

!

GF(!E+02!+0E!.5!/F(!020/0+4!(R9(,0E(2/3!O+3!/.!(3/+6403F!/F(!7.3(',(39.23(!+27!

1(44! 7(230/-'7(9(27(2/! ,(39.23(! .5! /F(! HWbUM! +7,(2.1.,/01+4! 1+,102.E+! 1(443! /.!

E0/./+2(I!(S(,.40E)3!:M>?LL&=I!C@%'$#eW]UI!`TWb"LLWI!+27!gL&Wfc!GF(3(!,(3)4/3!

O(,(! /F(! 6+303! 5.,! 5),/F(,! (S+4)+/0.2! .5! 3-2(,803/01! 1.E602+/0.23! +27! 3(4(1/0.2! .5!

.9/0E+4!7.3(3!5.,!3F.,/'!+27!4.28'/(,E!/,(+/E(2/!,(80E(!02!(R9(,0E(2/3!(E94.-028!

1+39+3(']'40*(!+1/0S0/-!+33+-!+27!N(3/(,2!$4./!/(1F20Y)(c!!

G.!+33(33! /F(!7.3(',(39.23(!.5! /F(!HWbUM!1(44! 402(!/.!E0/./+2(I! /F(!1(443!O(,(!

/,(+/(7! 5.,!W"!F.),3!O0/F! 021,(+3028! 1.21(2/,+/0.23!.5!E0/./+2(! +27! /F(2! /F(! 1(44!

S0+6040/-!O+3!+33(33(7!6-!/F(!M(3+a),02!+33+-c!A0/./+2(!9,.S(7!/.!6(!+!S(,-!9./(2/!

9,.405(,+/0.2! 02F060/.,! 02! HWbUM! 1(443I! ,(+1F028! /./+4! 1-/./.R01! (55(1/! +4,(+7-! +/! +!

7.3(! .5! WL! �A! :'()$% BC=c! G,(+/E(2/! O0/F! &L! �A!E0/./+2(! ,(3)4/(7! 02! 30820501+2/!

1-/./.R01!(55(1/!.5!W&cL�Lcbdr!+27!O0/F!&U!�A!P!DWc&d�]cdDrc!GF(!1+41)4+/(7!#BUL!

S+4)(! 5.,! E0/./+2(! 02! /F(3(! (R9(,0E(2/3! O+3! &WcUD! �Ac! B(44! 7(230/-'7(9(27(2/!

,(39.23(I! 9,(3(2/(7! 02! '()$% BDI! 02701+/(! /F+/! /F(! ,(39.23(! .5! HWbUM! 1(443! /.!

E0/./+2(!3408F/4-!7(9(273!.2!/F(!1(44!2)E6(,!:`]�LcW]=c!g9.2!/,(+/E(2/!O0/F!&L!�A!

E0/./+2(I! +7,(2.1.,/01+4! HWbUM! 1(443! 9,(3(2/(7! "dcfb�DcbUr! 1-/./.R010/-! +/! /F(!

4.O(3/!2)E6(,!.5!3((7(7!1(443!:&cWU�&L]VO(44=!+27!&Dcb]�]c"]r!+/!/F(!F08F(3/!.2(!

:&U�&L]VO(44=I!,(39.23(3!6(028!30820501+2/4-!7055(,(2/!5,.E!(+1F!./F(,!:5�LcLLL&=c!!

#S(,.40E)3!:M>?LL&=!9,.S(7!/.!7(1,(+3(!/F(!1(44!S0+6040/-!.5!HWbUM!/.!+!40E0/(7!

(R/(2/c! GF(! F08F(3/! 1-/./.R010/-! S+4)(3! .63(,S(7! O(,(! &fcdD�&cb&r! +27!

&Uc&�&c&Wr!+/!/F(!7.3(!.5!LcU!+27!&!�AI!,(39(1/0S(4-!:'()$%EC=c!>/!/F(!4.O(3/!+9940(7!

7.3(! .5! (S(,.40E)3I! LcL&! �AI! /F(! 30820501+2/! 1-/./.R010/-! .5! "cUD�&cL]r! O+3!

.6/+02(7! :2�]I! 9�LcLU=c! GF(! 1+41)4+/(7! #BUL! 5.,! (S(,.40E)3! :M>?LL&=! 02! /F(3(!

(R9(,0E(2/3!O+3!&UcbU!2Ac!B(44!7(230/-'7(9(27(2/!,(39.23(!(R9(,0E(2/3!02701+/(7!

/F+/!/F(!,(39.23(!.5!HWbUM!1(443!/.!(S(,.40E)3!O+3!027(9(27(2/!.5!/F(!1(44!2)E6(,!

:`]�LcLU=I! ,(+1F028! 6(/O((2!bcU�LcU"r!+27!&"cL]�&c&dr! 5.,! &U�&L]! +27! WcU�&L]!

3((7(7!1(443!9(,!O(44I!,(39(1/0S(4-!:'()$%ED=c!
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C@%'$#eW]U! :$#eW]U=! 3F.O3! 30820501+2/! 1-/./.R010/-! 02! /F(! HWbUM! 1(443I!

3/+,/028! 5,.E! /F(! 7.3(! .5! Lc&! �A! O0/F! Dcd�&c]r! 1-/./.R010/-! :'()$% &FC=c! >/! /F(!

F08F(3/!+9940(7!7.3(I!U!�AI! /F(!30820501+2/!1-/./.R010/-!.5!Udcb�&cUr!O+3!.6/+02(7!

:2�]I! 9�LcLL&=c! GF(! 1+41)4+/(7! #BUL! S+4)(! 5.,! C@%'$#eW]U! :$#eW]U=! 02! /F(3(!

(R9(,0E(2/3!O+3!Wc"W!�Ac!B(44!7(230/-'7(9(27(2/!,(39.23(!(R9(,0E(2/3! 02701+/(7!

/F+/!/F(!,(39.23(!.5!/F(!HWbUM!1(443!/.!C@%'$#eW]U!:$#eW]U=!O+3!027(9(27(2/!.5!

/F(! 1(44! 2)E6(,! :`]�Lc&]=I! ,(+1F028! 6(/O((2! ]cWU�LcbWr! +27! dcWd�LcfWr! 5.,!

&U�&L]!+27!U�&L]!3((7(7!1(443!9(,!O(44I!,(39(1/0S(4-!:'()$%&FD=c!

`TWb"LLW! 3F.O3! 30820501+2/! 1-/./.R010/-! 02! /F(!HWbUM! 1(443I! 3/+,/028! 5,.E! /F(!

7.3(! .5! U! �A!O0/F! 1-/./.R010/-! .5! W&cbd�Wc""r! :'()$% &&C=c! >/! /F(!F08F(3/! +9940(7!

7.3(I! "L! �AI! /F(! 30820501+2/! 1-/./.R010/-! .5! D]c&D�&cLfr! O+3! .6/+02(7! :2�"I!

9�LcLL&=c!GF(!1+41)4+/(7!#BUL!S+4)(!5.,!`TWb"LLW!02!/F(3(!(R9(,0E(2/3!O+3!&DcW]!

�Ac!B(44!7(230/-'7(9(27(2/!,(39.23(!(R9(,0E(2/3!02701+/(7!/F+/!/F(!,(39.23(!.5!/F(!

HWbUM!1(443! /.!`TWb"LLW!O+3! 027(9(27(2/!.5! /F(!1(44!2)E6(,!:`]�Lc&"=I! ,(+1F028!

6(/O((2!]cLd�LcDWr!+27!fcbd�Lcffr!5.,!&U�&L]!+27!&L�&L]!3((7(7!1(443!9(,!O(44I!

,(39(1/0S(4-!:'()$%&&D=c!

gL&Wf!3F.O3!30820501+2/!1-/./.R010/-!02!/F(!HWbUM!1(443I!3/+,/028!5,.E!/F(!7.3(!

.5!&!�A!O0/F!1-/./.R010/-!.5!Dc"b�LcU&r!:'()$%&9C=c!>/!/F(!F08F(3/!+9940(7!7.3(I!"L!

�AI! /F(! 30820501+2/! 1-/./.R010/-! .5! b]cWf�LcdUr!O+3! .6/+02(7! :2�dI! 9�LcLL&=c! GF(!

1+41)4+/(7!#BUL! S+4)(! 5.,!gL&Wf! 02! /F(3(!(R9(,0E(2/3!O+3!&Uc"&!�Ac!B(44!7(230/-'

7(9(27(2/!,(39.23(I!9,(3(2/(7!02!'()$%&9DI!02701+/(!/F+/!/F(!,(39.23(!.5!/F(!HWbUM!

1(443! /.!gL&Wf!7(9(273! .2! /F(! 1(44! 2)E6(,! :`]�LcfW=c!g9.2! /,(+/E(2/!O0/F! U! �A!

gL&WfI! +7,(2.1.,/01+4! HWbUM! 1(443! 9,(3(2/(7! WDcDb�&c]dr! 1-/./.R010/-! +/! /F(!

4.O(3/!2)E6(,!.5!3((7(7!1(443!:&cWU�&L]VO(44=!+27!&WcDW�&c&br!+/!/F(!F08F(3/!.2(!

:&U�&L]VO(44=I!,(39.23(3!6(028!30820501+2/4-!7055(,(2/!:5�LcLLL&=c!
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!

4.3. Combination treatment with PI3K/mTOR and MEK inhibitors 

and mitotane results in additive effect 

!

G,(+/028!O0/F!E0/./+2(!:&L!�A=!+27!.2(!.5!%;]JI!EG\M!+27!A#J&VW!02F060/.,3Z!

LcLf! �A! (S(,.40E)3! :M>?LL&=I! LcL&! �A! C@%'$#eW]UI! &! �A! `TWb"LLWI! .,! U! �A!

gL&Wf!,(3)4/(7! 02! /F(!+770/0S(!(55(1/! 02! /F(! /(3/(7!1.E602+/0.23I!E(+2028!/F+/! /F(!

(5501+1-! .5! 2.2(! .5! /F(3(! 02F060/.,3! O+3! 30820501+2/4-! (2F+21(7! 6-! +770/0.2! .5!

E0/./+2(!:'()$%&8=c!GF(!,(3)4/3!707!2./!02701+/(!+!30820501+2/!3-2(,8-!02!+2-!.5!/F.3(!

1.E602+/0.23I!/F.)8F!/F(!F08F(3/!(5501+1-!O+3!.6/+02(7!5.,!1.E602+/0.2!.5!E0/./+2(!

+27! gL&Wf! O0/F! "]cUW�Uc&dr! .5! 1.E602(7! 1-/./.R01! (55(1/! :'()$% &8C=! +27!

WDc"]�fcf&r! 1-/./.R010/-! .S(,! E0/./+2(! :'()$% &8D=c! <.,! (S(,.40E)3! ,(39(1/0S(!

1.E602(7! ,(39.23(3! O(,(! ]UcDd�&cb"r! +27! &Ucff�Wc]brh! 5.,! C@%'$#eW]U! P!

]"c"b�WcLfr!+27!&&cL]�]cLWrh!5.,!`TWb"LLW!P!WDcd"�&c]r!+27!"cDf�LcdDrc!

!

4.4. Combination of everolimus and NVP-BEZ235 results in 

synergistic effect 

!

;20/0+4! (R9(,0E(2/3! F+S(! 3F.O2! /F+/! /F(! F08F(3/! 1-/./.R010/-! 03! .6/+02(7!O0/F!

/F(!1.E602+/0.2!.5!LcLf!�A!(S(,.40E)3!:M>?LL&=I!LcL&!�A!C@%'$#eW]UI!+27!&!�A!

`TWb"LLW! :'()$% &*=c! GF(3(! ,(3)4/3! 02701+/(! 3/,.28! ,(9(+/+64(! 3-2(,803/01! (55(1/!

6(/O((2!(S(,.40E)3!+27!C@%'$#eW]UI!E(+2028!/F+/!/F(!(55(1/!.5!1.'/,(+/E(2/!O0/F!

/F(3(!7,)83!03!30820501+2/4-!F08F(,!/F+2!/F(0,!0270S07)+4!(5501+1-!:+77(7!(55(1/=c!\2!0/3!

.O2! (S(,.40E)3! :M>?LL&=! ,(3)4/(7! 02! bcU"�&c"r! 1-/./.R010/-I! C@%'$#eW]U! P!

fcf&�&c]DrI!+27!`TWb"LLW!P!Dc""�&cfdrc!GF(!1.E602+/0.2!.5!(S(,.40E)3!+27!C@%'

$#eW]U! -0(47(7! /F(! 1-/./.R01! ,+/(! .5! ]dc"]�]cf&rI! 30820501+2/4-! 7055(,(2/! /.!

1+41)4+/(7! +77(7! (55(1/! .5! &fc]W�Wcfr! :5�LcL&W=c! <.,! /F(! /,094(! 1.E602+/0.2! /F(!

1-/./.R01! ,+/(! ,(+1F(7! "DcD]�"cLdrI! 6(028! 30820501+2/4-! 7055(,(2/! /.! 1+41)4+/(7!

+77(7! (55(1/! .5! W"�Uc]"r! :5�LcL&b=c! H.O(S(,I! 5.,! 7.)64(! 1.E602+/0.23! O0/F!

`TWb"LLW! 3)1F! (55(1/!O+3! 2./! .63(,S(7!O0/F! WLcdb�&cbr! S3c! &DcU�"cf&r! 5.,! 1.'

/,(+/E(2/!O0/F!(S(,.40E)3!+27!&bcDb�"c&"r!S3c!&"c&D�"c"Wr!5.,!C@%'$#eW]Uc!
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7-$*zK"<O!5@@A-#($'()*/N!U!_!.)*'A)%s!M!_!7(')'$*-s!J!_!-#-A)%(7&/s!W!_!Gi1_\"YC2Es!\!_!PjCDgRRCs!
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8A-$'7-*'!>(',! .)7@(*$'()*!)+!RORf!|<!-#-A)%(7&/!$*0!RORS!|<!Gi1_\"YC2E!-k-A'/! /?*-AI(/'(.!

-++-.'! (*!',-!BCDE:!.-%%/!hC!,)&A/!$+'-A!'A-$'7-*'!^*yg`O!8A(=%-!.)7@(*$'()*!>(',!S!|<!PjCDgRRC!

0)-/!*)'! A-/&%'! (*!,(I,-A!/?*-AI?a!@&'!)*%?!$00('(#-!-++-.'!)+!PjCDgRRCO!H-%%/!>-A-!/--0-0!$'! ',-!

0-*/('?! )+! ExSR
2
4>-%%4SRR!{%! (*! Df_>-%%! =%$'-/O! F$'$! -k=A-//-0! $/!7-$*zK"<O!5@@A-#($'()*/N!J! _!
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4.5. Effect of mitotane and selected PI3K/mTOR inhibitors on 

caspase-3-like activity in H295R cells 

!

G.! +33(33! /F(! +1/0S+/0.2! .5! 9,.8,+EE(7! 1(44! 7(+/F! 027)1(7! 6-! E0/./+2(! +27!

3(4(1/(7!%;]JVEG\M!02F060/.,3I!/F(!39(10501!1+39+3(']'40*(!+1/0S0/-!O+3!E(+3),(7!02!

/F(!HWbUM!1(443!+5/(,!/,(+/E(2/c!!

GF(! /0E('! +27! 7.3('7(9(27(2/! ,(39.23(! /.!E0/./+2(! /,(+/E(2/!O+3! +33(33(7c!

GF(! 9(+*! E0/./+2('027)1(7! 1+39+3(']'40*(! +1/0S+/0.2! .11),,(7! &! F.),! 9.3/!

/,(+/E(2/! ,(+1F028! ]c"W�LcWU! +,60/,+,-! )20/3VE8VE02! S(,3)3! 1.2/,.4! :5�LcLL&=!

:'()$% &?% C=I! 02701+/028! /F+/! /F(! E+i.,0/-! .5! 1+39+3(']'40*(! +1/0S+/0.2! .11),3! S(,-!

(+,4-!+5/(,!E0/./+2(!7(40S(,-!+27!7(1,(+3(3!02!/0E(c!K/+27+,7!/,(+/E(2/!/0E(!)3(7!02!

/F(! 1(44! S0+6040/-! +33+-! O+3! W"! F.),3! +27! 3)1F! /,(+/E(2/! 7),+/0.2! ,(3)4/(7! 02!

021,(+3(! 02! 1+39+3(']'40*(! +1/0S0/-! /.! &cf'5.47! 021,(+3(!.S(,! 1.2/,.4! :5�LcL&=c!N0/F!

,(8+,73!/.!9,./(02!1.21(2/,+/0.2I!0/!,(E+02(7!,.)8F4-!/F(!3+E(!5.,!+44!8,.)9I!6(028!

)2+55(1/(7!6-!7),+/0.2!.5!/,(+/E(2/!O0/F!&L!�A!E0/./+2(!:'()$%&?%D=c!!

A0/./+2(! 7.3('7(9(27(2/! ,(39.23(! (R9(,0E(2/3! 3F.O(7! 7,+E+/01! 021,(+3(! 02!

1+39+3(']'40*(!+1/0S0/-! 02!HWbUM!1(443!6(/O((2! /F(!7.3(!.5!WL!�A!+27!WU!�A!O0/F!

S+4)(3! ,(+1F028! WcUd�Lc]! )20/3VE8VE02! S(,3)3! 1.2/,.4! )9.2! WL! �A! E0/./+2(!

/,(+/E(2/! :5�LcLU=! +27! dc]U�LcWb! 5.,! WU! �A! :5�LcLL&=! :'()$% &>! C=c! >/! /F(!

1.21(2/,+/0.2! .5! &L! �A! /F(! 021,(+3(! .63(,S(7! ,(+1F(7! &cD&�LcL]! :'()$% &>! C=c!!

%,./(02! 1.21(2/,+/0.2! O+3! )2+55(1/(7! 6-! /,(+/E(2/! O0/F! U'WL! �A! E0/./+2(I!

7,.99028!30820501+2/4-!.24-!)9.2!/,(+/E(2/!O0/F!F08F(3/!7.3(!.5!WU!�A!/.!LcD]�LcL]!

E8VE4!5,.E!1.2/,.4!S+4)(3!.5!&�LcLb!E8VE4!:5�LcL&=!:'()$%&>!D=c!

B+39+3(']'40*(! +1/0S0/-! 02! ,(39.23(! /.! /F(! 0270S07)+4! /,(+/E(2/! O0/F! LcLf! �A!

(S(,.40E)3! :M>?LL&=I! LcL&! �A! C@%'$#eW]UI! +27! &! �A! `TWb"LLW! O+3! 2./!

30820501+2/4-!7055(,(2/!5,.E!1.2/,.4!S+4)(3I!,(+1F028!Lcb"�LcLUI!&c&&�Lc&I!&c"W�Lc&&!

+,60/,+,-! )20/3VE8VE02! S(,3)3! 1.2/,.4I! ,(39(1/0S(4-! :'()$% &AC=c! <.,! 1.E602(7!

/,(+/E(2/I! 30820501+2/! 021,(+3(! 02! 1+39+3(']'40*(! +1/0S0/-! O+3! .63(,S(7! 5.,! /,094(!

1.E602+/0.2! 6(028! WcWW�Lc]W! :5�LcLL&=! +27! 5.,! 7.)64(! 1.E602+/0.2!C@%'$#eW]U!

O0/F! `TWb"LLW! '! &cb]�LcWU! :5�LcL&=c! %,./(02! 1.2/(2/! E(+3),(E(2/3! 5.,! 3+E94(3!

)3(7!02!/F03!+33+-!O(,(!2./!30820501+2/4-!+55(1/(7!6-!+2-!0270S07)+4!/,(+/E(2/I!6)/!+!
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30820501+2/!7(1,(+3(!O+3!.63(,S(7!5.,!7.)64(!1.E602+/0.2!.5!(S(,.40E)3!O0/F!C@%'
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>! H$/=$/-_2_%(6-! $.'(#('?! (*! ',-! BCDE:! .-%%/! ROE_Cg! ,)&A/! $+'-A! 'A-$'7-*'! >(',! SR! |<! 7(')'$*-! ^*y2a!

A-=A-/-*'$'(#-!-k=-A(7-*'!=A-/-*'-0a!-k=A-//-0!(*!$A@('A$A?!&*('/!^5L`47I!)+!=A)'-(*47(*`O!Z!8,-!-++-.'!

)+!',-!7(')'$*-!'A-$'7-*'!)*!=A)'-(*!.)*.-*'A$'()*O!F$'$!-k=A-//-0!$/!7-$*zK"<O!
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@%A:'GB!H$/=$/-_2_%(6-!$.'(#('?!_!0)/-_0-=-*0-*'!A-/=)*/-!')!7(')'$*-O!

>! H$/=$/-_2_%(6-! $.'(#('?! (*! ',-! BCDE:! .-%%/! E! ,)&A/! $+'-A! 'A-$'7-*'! >(',! E_CE! |<! 7(')'$*-! ^*y2a!
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@%A:' GC' H$/=$/-_2_%(6-! $.'(#('?! (*! A-/=)*/-! ')! .)7@(*$'()*! 'A-$'7-*'! >(',! -#-A)%(7&/a' Gi1_

\"YC2Ea!$*0!PjCDgRRCO''

>!H$/=$/-_2_%(6-!$.'(#('?! (*! ',-!BCDE:!.-%%/!hC!,)&A/!$+'-A! 'A-$'7-*'!>(',!-#-A)%(7&/! ^J`a!Gi1_
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4.6. Effect of selected PI3K/mTOR and MEK1/2 inhibitors on 

protein expression in H295R cells 

!

N(3/(,2!$4./! /(1F20Y)(!O+3!)3(7!/.!+33(33!/F(!(55(1/!.2!9,./(02!(R9,(330.2! 02!

/F(! HWbUM! 1(443! +5/(,! /F(! /,(+/E(2/! O0/F! 3(4(1/(7! %;]JI! EG\M! +27! A#J&VW!

02F060/.,3Z! (S(,.40E)3! :M>?LL&=I! C@%'$#eW]U! :$#eW]U=I! `TWb"LLWI! +27! gL&Wfc!

#[<!3/0E)4+/0.2! 02!HWbUM!1(443!O+3!E.,(!9,.2.)21(7! 02!+! 3F.,/'/(,E!7(3082! :LcU!

F.),=I! ,(3)4/028! 02! &&cW'5.47! #[<M! +1/0S+/0.2I!OF(2! 1.E9+,(7! /.! +! 4.28'/(,E! .2(!

:WcW&'5.47=!:'()$%&B=c!NF+/!03!02/(,(3/028I!/F(!9F.39F.'39(10501!#[<MT&&D]!4(S(43!O(,(!

3408F/4-! F08F(,I! 6)/! /./+4! #[<M! 4(S(4! O+3! 30820501+2/4-! 7(1,(+3(7! +5/(,! #[<!

3/0E)4+/0.2I!02701+/028!021,(+3(!02!7(8,+7+/0.2!9,.1(33(3!)9.2!/F(!#[<M!+1/0S+/0.2c!

!
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! !
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! !
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8,-!$0A-*).)A'(.$%!BCDE:!.-%%/!>-A-!'A-$'-0!>(',!"M;!-(',-A!+)A!ROE!,)&A!)A!+)A!Cg!,)&A/O!G)A7$%(/-0!

#$%&-/! A-=A-/-*'! )A(I(*$%! A-/&%'/! *)A7$%(/-0! ')! ,)&/-6--=(*I! I-*-! $*0! ',-*! ')! .)*'A)%O! =4'! A$'()!
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GF,((! ,(9(+/3!.5!N(3/(,2!$4./! (R9(,0E(2/3!F+3!6((2!9(,5.,E(7! /.! +33(33! /F(!

9,./(02! (R9,(330.2! 1F+28(3! )9.2! /F(! /,(+/E(2/!O0/F! (S(,.40E)3! :M>?LL&=I! C@%'

$#eW]U!:$#eW]U=I!`TWb"LLWI!gL&WfI!.,!3(4(1/(7!1.E602+/0.23!.5!/F(3(!02F060/.,3c!

H.O(S(,I!F08F!S+,0+6040/-!O+3!.63(,S(7h!/F(,(5.,(!.24-!5.,!3.E(!9,./(023!1.214)30S(!

(S07(21(!O+3!.6/+02(7c!!

$./F! 3F.,/'! :&! F.),=! +27! 4.28'/(,E! :W"! F.),3=! /,(+/E(2/! O0/F! C@%'$#eW]U!

,(3)4/(7! 02!7(1,(+3(7!(R9,(330.2!.5!9F.39F.'>*/G]Ld! +3!O(44!+3! 021,(+3(7! 4(S(43!.5!

9F.39F.'#[<MT&&D]! 02! 1.E9+,03.2! /.! 1.2/,.4! O0/F! 021,(+3(7! 4(S(43! .5! /./+4! #[<MI!

1.2/,+,-! /.!#[<M!+1/0S+/0.2!6-!#[<!:'()$% &E%P!3F.,/'/(,EI!'()$% 9&!P! 4.28'/(,E=c! ;/!

E+-! 3)88(3/! /F+/! C@%'$#eW]U! 64.1*3! 7(8,+7+/0.2! 9,.1(33(3! .5! +1/0S+/(7I!

9F.39F.,-4+/(7! #[<MI! E+02/+02028! 021,(+3(7! 4(S(43! .5! 6./F! 9F.39F.,-4+/(7! +27!

/./+4!#[<Mc!!

$./F! (S(,.40E)3! +27! C@%'$#eW]U! +27! /F(0,! 1.E602+/0.2! 7(1,(+3(7! /F(!

(R9,(330.2! .5! 9F.39F.'9dUKfJG"&WI! 9F.39F.'9DLKfJG]dbI! +27! /./+4! 9DLKfJI! 6)/!

021,(+3(7!/F(!9F.39F.'#MJGWLWVTWL"!4(S(43!:'()$%&E=c!`.28'/(,E!/,(+/E(2/!O0/F!C@%'
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SORR! ROEh! SOSS! SO2h! SOgS! RODf! ROhC! ROgE! ROhg! ROEC! }2!

''

5S0'

''

G:NN' G:FI' N:GQ' N:GN' N:NL' N:NG' N:NG' N:NG' N:NF' N:LB' fG'

G:NN' G:QL' N:LQ' N:PI' N:LQ' N:GF' N:GL' N:G?' N:NF' N:GG' fL'

G:NN' P:QN' N:IN' N:BQ' N:QP' G:NN' N:QC' N:BQ' N:LN' N:PI' f?'
'' !! '' '' '' '' '' '' '' '' '' !!

''

5>,0'

''

SORR! ROqR! SOED! SOqD! ROEh! ROf2! ROEf! RODR! SOgS! COCg! }S!

SORR! SOEE! RORE! RO2g! ROEE! ROgC! ROSg! RORD! ROCR! ROSD! }C!

SORR! ROgh! SOSg! RODh! ROCC! ROCS! RO2R! ROCf! ROSR! ROSS! }2!

''

0>,0'

''

SORR! RODq! ROD2! ROhf! RODR! SORR! ROhD! ROqC! SOR2! SOSE! }S!

SORR! SOEg! COCh! SOgE! SOCf! SOCg! SOCD! SORR! SOSg! SO2h! }C!

SORR! G45! G45! G45! G45! G45! G45! G45! G45! G45! }2!

''

5S0'

''

G:NN' N:FG' G:CG' L:PC' N:BP' N:B?' N:CG' G:NI' G:?C' G:IQ' fG'

G:NN' G:NG' N:NL' N:LP' N:PP' N:?P' N:GG' N:NI' N:GF' N:GP' fL'

G:NN' WS>' WS>' WS>' WS>' WS>' WS>' WS>' WS>' WS>' f?'
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'' !! '' '' '' '' '' '' '' '' '' !!

''

5J=R'

''

SORR! 2ORh! ROCS! RO2C! SOEf! hOSR! ROCC! SORE! COgq! SqOEC! }S!

SORR! gOEf! ROhC! ROqD! qOhE! SDOCS! SOES! ROhg! gOES! SgOEE! }C!

SORR! COEE! ROfg! ROqf! EOC2! SEORf! ROg2! SOqC! RO22! CODS! }2!

''

0J=R'

''

SORR! SORf! SOSg! SOSg! SOR2! SOS2! RODS! SOR2! SOER! SOED! }S!

SORR! SOCE! COEE! SOgR! SOhR! COhC! gO2S! 2OEh! SOhq! 2OR2! }C!

SORR! SORq! SOCf! SOCS! SOqE! SOqS! CORR! COqR! COD2! 2OES! }2!

''

5S0'

''

G:NN' L:IG' N:GI' N:LF' G:QL' B:?N' N:LQ' G:NL' G:BQ' GG:BC' fG'

G:NN' ?:BP' N:LF' N:BP' Q:GP' C:NF' N:?Q' N:LG' L:Q?' P:FN' fL'

G:NN' L:?B' N:QN' N:CG' L:FL' F:??' N:LG' N:BQ' N:GG' N:F?' f?'

' U' Jb@' ^NGLB' Jb@g'

^NGLB'

WX!' Jb@g'

WX!'

WX!g'

^NGLB'

Jb@g'

WX!g'

^NGLB'

\]' Jb@g'

\]'

'

!

@%A:'LG'1A)'-(*!-k=A-//()*!$+'-A!LRSCfa!Gi1_\"YC2E!$*0!PjCDgRRC!'A-$'7-*'O!'

8,-!$0A-*).)A'(.$%!BCDE:!.-%%/!>-A-!'A-$'-0!>(',!LRSCf!^SR!|<`a!Gi1_\"YC2E!^S!|<`!)A!PjCDgRRC!^SR!|<`!

+)A! Cg! ,)&A/s! "M;! ^SRR! *I47%`! >$/! $00-0! S! ,)&A! $+'-A! ',-! 'A-$'7-*'! >(',! ',-/-! (*,(@(')A/O! 1A)'-(*!

-k=A-//()*!>$/!$//-//-0!(*!.-%%!%?/$'-/!&/(*I!Z-/'-A*!\%)'O!M51FB!>$/!&/-0!$/!$!,)&/-_6--=(*I!I-*-!e!;G!

A-+-A/! ')! +(A/'!7-7@A$*-!=A)@-0! +)A!=,)/=,)_/=-.(+(.!$*'(@)0(-/a!;L! A-+-A/! ')!/-.)*0!7-7@A$*-!=A)@-0!

+)A!')'$%!$*'(@)0(-/O!8,-!-k=-A(7-*'!>$/!A-=-$'-0!',A--!'(7-/!^>a!Za!U`O!K&77$A?!'$@%-!(*.%&0-/!.)%%-.'(#-!

0$'$!+)A!',)/-!',A--!A-=-$'/a!-k=A-//-0!$/!*)A7$%(/-0!#$%&-/!^)A(I(*$%!A-/&%'/!*)A7$%(/-0!')!,)&/-6--=(*I!

I-*-!$*0!',-*!')!.)*'A)%`!$*0!=4'!A$'()!^',-!#$%&-!+)A!',-!=,)/=,)_/=-.(+(.!$*'(@)0?!0(#(0-0!@?!',-!#$%&-!+)A!

',-!')'$%!$*'(@)0?`!^-`O!!

!

!

!
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5. Discussion 

5.1. Mitotane effects in H295R cells 

!

GF(! 9,(3(2/! 3/)7-! 1.250,E(7! /F(! +2/0'9,.405(,+/0S(! (55(1/! .5! E0/./+2(! 02! /F(!

+7,(2.1.,/01+4! 1+,102.E+!HWbUM! 1(44! 402(I! )3028! /F(!M(3+a),02! 1(44! S0+6040/-! +33+-c!

GF(! (55(1/!O+3! 7.3('! +27! 1(44! 7(230/-'7(9(27(2/! :'()$% B=c! GF(! 140201+4! /F(,+9()/01!

O027.O!:6+3(7!.2!E0/./+2(!64..7!4(S(43!02!9+/0(2/3=!40(3!6(/O((2!&"!+27!WL!E8V`I!

1.,,(39.27028! /.!"]cDUPfWcU!�Ac!GF(3(!7.3(3! 1+)3(7!1.E94(/(! 1-/./.R010/-! 02! /F(!

HWbUM!1(443!02!/F(!+9940(7!1.270/0.23c!

GF(!#BUL!S+4)(3!5.,!E0/./+2(!.63(,S(7!6-!./F(,!,(3(+,1F!/(+E3!5.,!HWbUM!1(443!

,+28(!5,.E!+3! 4.O!+3!&Lcf!�A!sW]tI!&d!�A!sWDtI!WWcd!�A!sW&tI!W"!�A!s]LtI! /.!(S(2!

]LcfW!�A!sWWtc!GF(!,(+3.2!5.,!/F(!7(31,06(7!39,(+7!9,.6+64-!40(3!02!/F(!7055(,(21(3!

02! (R9(,0E(2/! 1.270/0.23I! +E.28! ./F(,3Z! 7055(,(2/! E(/F.73! .5! 1-/./.R010/-!

+33(33E(2/I!7(230/-!.5!3((7(7!1(443I!8,.O/F!9(,0.7!9,0.,!/.!/F(!/,(+/E(2/I!/,(+/E(2/!

7),+/0.2I!+27!1(44!1)4/),(!1.270/0.23c!GF(!E0/./+2(!#BUL!S+4)(!.6/+02(7!02!/F03!3/)7-!

O+3! &WcUD! �A! :+/! W"! F.),3! .5! /,(+/E(2/=I! 4-028! 02! /F(! 4.O(,! (27! .5! /F(! ,+28(!

7(31,06(7!02!/F(!40/(,+/),(c!;/!E+-!6(!6+3(7!.2!/F(!5+1/!/F+/!/F(!(3/+6403F(7!.9/0E+4!

1.270/0.23!,(Y)0,(7!3((7028!,(4+/0S(4-! 4.O!+E.)2/!.5!1(443!:+/! /F(!7(230/-!.5!UILLL!

1(443V&LL!�4=I!3F.,/!9,('/,(+/E(2/!8,.O/F!/0E(!:W"!F.),3=!+27!3F.,/!/,(+/E(2/!/0E(!

:W"! F.),3=! 02! 1.E9+,03.2! /.! 1.270/0.23! +9940(7! 02! +6.S(E(2/0.2(7! 3/)70(3c! >!

2)E6(,! .5! ./F(,! ,(9.,/3! 7(31,06(! E0/./+2(! (55010(21-! 02! ,(7)1028! HWbUM! 1(44!

9,.405(,+/0.2!O0/F.)/!(3/+6403F028!/F(!#BUL!S+4)(!sW"'Wftc!

GF(!M(3+a),02!1(44!S0+6040/-!+33+-!E(+3),(3!30E94-!/F(!,(7)1028!1+9+10/-!.5!/F(!

E(/+6.401+44-! +1/0S(! 40S028! 1(443I! /F(2! (R9,(33(7! +3! S0+6040/-V1-/./.R010/-I! +27! 7.(3!

2./! (2+64(! /.! 02S(3/08+/(! /F(! )27(,4-028! E(1F+203E3! .5! 1(44! 7+E+8(c! H(21(I! /F(!

+9.9/.303! :9,.8,+EE(7! 1(44! 7(+/F=! +33+-!O+3! 9(,5.,E(7! /.! (2F+21(! /F(! 901/),(c!

GF(!/0E(',(39.23(!(R9(,0E(2/3!3F.O(7!/F+/!/F(!9(+*I!+4E.3/!]cU'5.47!+1/0S+/0.2!.5!

/F(!1+39+3(']'40*(!+1/0S0/-!O+3!.63(,S(7!+2!F.),!+5/(,!/F(!E0/./+2(!/,(+/E(2/!+27!

/F(2! 7(1,(+3(7! O0/F! /0E(! :'()$% &?=c! GF.)8F! E)1F! 4(33! 9,.2.)21(7I! /F(! &cf'5.47!

021,(+3(! O+3! 3/044! .63(,S(7! W"! F.),3! +5/(,! /F(! /,(+/E(2/c! GF(! E0/./+2('027)1(7!

3F+,9!021,(+3(!02!/F(!1+39+3(']'40*(!+1/0S0/-!.11),,(7!9,.E9/4-!+5/(,!/F(!7(40S(,-!.5!
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/F(!/,(+/E(2/!+27!/F(2!,(3.4S(7!.S(,!/0E(c!;/!3)88(3/3!/F+/!1(443!.S(,1.E(!E0/./+2(!

(55(1/!+/!/F(!1.3/!.5!7(1,(+3(7!1(44!S0+6040/-V,(7)1028!1+9+10/-!:+3!E(+3),(7!6-!/F(!

M(3+a),02!+33+-=!.,!+! ,(S(,3064(!7(4+-! 02![W'9F+3(! :+3!.63(,S(7!6-!K/0840+2.!(/! +4c!

sWUt=c!!

A0/./+2(!021,(+3(7!/F(!1+39+3(']'40*(!+1/0S0/-!02!7.3('7(9(27(2/!E+22(,!O0/F!+!

3F+,9!021,(E(2/!6(/O((2!/F(!1.21(2/,+/0.2!.5!WL!+27!WU!�A!5,.E!.S(,!WcU'5.47!/.!

+4E.3/! dcU'5.47! 021,(+3(I! ,(39(1/0S(4-! :'()$% &>=c! `(FE+22! (/! +4c! .63(,S(7! 30E04+,!

E.7(! .5! ,(39.23(!O0/F! 2.! 7(/(1/+64(! 1F+28(3! 5.,! 4.O(,! 1.21(2/,+/0.23! :Lcf! P! UL!

�A=!+27!3F+,9!W'!/.!WcU'5.47!021,(+3(!02!1+39+3(']VD!+1/0S0/-!5.,!F08F(,!7.3(3!:fWcU!

�A!+27!&LL!�A=!sW"tc!;/!02701+/(3!/F+/!/F(,(!03!+!/F,(3F.47!1.21(2/,+/0.2!.5!E0/./+2(!

.S(,! OF01F! /F(! 1+39+3(! +1/0S+/0.2! 03! 3F+,94-! 021,(+3(7c! GF(! 7031,(9+21-! 02! /F(!

(55(1/0S(! 7.3(3!E+-! 6(! ,(4+/(7!O0/F! /F(! 5+1/! /F+/! `(FE+22! (/! +4c! .6/+02(7! F+,74-!

WLr!1-/./.R010/-!O0/F!WL!�A!E0/./+2(!02!/F(!1(44!S0+6040/-!+33+-!:1.E9+,(!O0/F!#BUL!

S+4)(3! ,(9.,/(7!6-!./F(,!8,.)93!3)EE+,0a(7!+6.S(=I! 02701+/028! /F+/! 02!1.270/0.23!

/F(-!)3(7!HWbUM!1(443!E+2+8(7!/.!3),S0S(!F08F(,!7.3(3!.5!E0/./+2(c!

;2/(,(3/0284-I!E0/./+2(!707!2./!30820501+2/4-!+55(1/! /F(!9,./(02!1.21(2/,+/0.2!+/!

4.O(,!7.3(3I!.24-!+/!/F(!7.3(!.5!WU!�A!)9.2!/F(!3F.,/'/(,E!"'F.),!/,(+/E(2/c!;/!E+-!

3)88(3/! /F+/! 3F.,/'/(,E! /,(+/E(2/! O0/F! 4.O(,! 7.3(3! .5! E0/./+2(! 4(+7! /.! /F(!

+9.9/.303! 020/0+/0.2I!6)/!7.!2./!1+)3(!(R/(230S(!1(44!7(+/Fc! ;/! 03! 02!+11.,7+21(!O0/F!

/F(! 1-/.54).,0E(/,01! +2+4-303!.5! +9.9/./01! (S(2/3! 02! /F(!HWbUM!1(443!9(,5.,E(7!6-!

%.40!(/!+4cI!7(E.23/,+/028!/F+/!4.O(,!7.3(3!.5!E0/./+2(!,(3)4/!02!021,(+3(7!2)E6(,!.5!

40S(! +9.9/./01! 1(443I! OF04(! F08F(,! 1.21(2/,+/0.2! 021,(+3(3! /F(! 5,+1/0.2! .5! 7(+7!

+9.9/./01! 1(443! sWDtc! ;/! 3)99.,/3! /F(! F-9./F(303! /F+/! +/! 39(10501! 7.3(3! E0/./+2(!

7(1,(+3(3! 1(44! S0+6040/-V,(7)1028! 1+9+10/-! .,! 9,.6+64-! 1+)3(3! 1(44! 1-14(! +,,(3/c!

`(FE+22! (/! +4c! 9(,5.,E(7! +! 5.44.O')9! (R9(,0E(2/I! 1F(1*028! 5.,! /-901+4! +9.9/./01!

4+77(,!.5!?C>!6+273!+5/(,!?C>!(4(1/,.9F.,(303h!/F(-!F+S(!2./!.63(,S(7!/F03!3082!.5!

+9.9/.303I!.9(2028!39(1)4+/0.23!/F+/!E0/./+2(!E+-!4(+7!/.!1(44!2(1,.303!sW"t!.,!3.'

1+44(7! w+9.2(1,.303xI! 1F+,+1/(,03028!O0/F! +! 1.E602+/0.2! .5! +9.9/./01! +27! 2(1,./01!

5(+/),(3c!%.40!(/!+4c!7(31,06(7!+!,+28(!.5!E0/./+2(!(55(1/3I! 5,.E!027)1/0.2!.5!(S(2/3!

,(4+/(7! /.! (+,4-! :+22(R02! @! (R9.3),(! +/! 94+3E+! E(E6,+2(I! 7,.9! 02! /F(!

E0/.1F.27,0+4! E(E6,+2(! 9./(2/0+4=! +27! 4+/(! :1+39+3(! ]VD! +1/0S+/0.2=! +9.9/.303c!

GF(-! +3! O(44! 3((2! /F+/! 3)6i(1/028! 1(443! /.! F08F4-! /.R01! E0/./+2(! 7.3(3! ,(3)4/3! 02!
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E0R(7! +9.9/./01V2(1,./01! 5(+/),(3! :+9.2(1,.303=! .63(,S(7! 02! 7(+7! 1(443! :2)14(+,!

1F,.E+/02!1.27(23+/0.2I!94+3E+!E(E6,+2(!,)9/),(I!2.2'7(/(1/+64(!E0/.1F.27,0+=!

sWDtc! <),/F(,! 7(/+04(7! 3/)70(3! .2! /0E('7(9(27(2/! E0/./+2(! (55(1/3! +27!

+9.9/./01V2(1,./01!E+,*(,3!E+-!3F(7!408F/!.2!(R+1/!E(1F+203E3!.5!0/3!+1/0.2c!!

!

5.2. In vitro preclinical profiles of everolimus, NVP-BEZ235, 

LY294002, and U0126 

! !

GF(! 9,(3(2/! 3/)7-! 7(E.23/,+/(3! /F+/! (S(,.40E)3! :M>?LL&=I! C@%'$#eW]UI!

`TWb"LLWI! +27! gL&Wf! +,(! (55(1/0S(! +2/0'9,.405(,+/0S(! +8(2/3! 02! +2! +7,(2.1.,/01+4!

1+,102.E+!(2!6(+.$!E.7(4I!/F(!HWbUM!1(44!402(c!<.,!+44!02F060/.,3I!/F(!7.3('7(9(27(2/!

(55(1/!O+3!.63(,S(7!:'()-$% E=&9=c!>3! 02701+/(7! 02!!"#$% ?I! /F(!(55(1/!.5!%;]JVEG\M!

02F060/.,3! O+3! 1(44! 7(230/-'027(9(27(2/! :'()-$% E=&&=I! OF04(! /F(! gL&Wf! (55(1/!

7(9(27(7! .2! 1(44! 7(230/-! :'()$% &9=c!N0/F02! /F03! 9,.i(1/I! 7)(! /.! 40E0/(7! ,(3.),1(3I!

.24-!/F(!(R94.,+/.,-!(R9(,0E(2/3!O(,(!9(,5.,E(7!/.!3((!/F(!(55(1/!.5!39(10501!7.3(3!

.5!3(4(1/(7!02F060/.,3!.2!/F(!1+39+3(']'40*(!+1/0S0/-c!G.!(S+4)+/(!/F03!(55(1/! 02!E.,(!

7(/+04(7!O+-I! +770/0.2+4! (R9(,0E(2/3! 2((7! /.! 6(! 1+,,0(7! .)/! O0/F! +! 5(O! 7055(,(2/!

/,(+/E(2/!,(80E(3!:(c8c!+!2)E6(,!.5!+770/0.2+4!7.3(3I!/,(+/E(2/!7),+/0.2=c!

#S(,.40E)3! :M>?LL&=!9,.S(7! /.!7(1,(+3(! /F(! 1(44! S0+6040/-! .5! /F(!HWbUM! 1(443!

.24-!)9!/.!&U'&fr!+5/(,!DW'F.),!/,(+/E(2/!O0/F!/,(+/E(2/!,(9(+/(7!(S(,-!W"!F.),3c!

GF(!#BUL! S+4)(!O+3!(3/+6403F(7!+/! /F(!7.3(!.5!&UcbU�&L']! �A! :'()$% EC=c!GF(!(55(1/!

O+3!027(9(27(2/!.5!3((7(7!1(44!7(230/-!:'()$%ED=c!#S(,.40E)3!(5501+1-!02!/F(!HWbUM!

1(443!.6/+02(7!6-!./F(,!/(+E3!03!S(,-!S+,0(7!:5.,!3)EE+,-!3((!!"#$%>=c!%(aa+20!(/!+4c!

/(3/(7! 0/! .24-! +/! .2(! 1.21(2/,+/0.2! +4.28! /F(! 3/)7-! .5! .)+6+02! :+! 1+,70./.201!

3/(,.07=c!GF(-!,(9.,/!/F+/!(S(,.40E)3!+/!/F(!7.3(!.5!U!�A!F+7!S0,/)+44-!2.!(55(1/!.2!

1(44!S0+6040/-!DW!F.),3!+5/(,!/,(+/E(2/!s&UUtc!\2!/F(!./F(,!F+27I!./F(,!/(+E3!,(9.,/!

E)1F! F08F(,! (5501+1-c!A+,020(44.! (/! +4c! 9,(3(2/! /F(! 7+/+! 3F.O028! +4E.3/! 1.E94(/(!

1-/./.R010/-! +/! /F(!7.3(!.5!W!�A!+27!#BUL! .5! +99,.R0E+/(4-!Lc"!�A!DW!F.),3! +5/(,!

/,(+/E(2/! s&Uftc! \/F(,! /(+E! )3(7! S(,-! 4.28! /,(+/E(2/! /0E(! .5! f! 7+-3! +27!

1.23(Y)(2/4-! .6/+02(7! (S(2! F08F(,! (5501+1-! O0/F! +4E.3/! 1.E94(/(! 1-/./.R010/-!
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+4,(+7-!+/! /F(!7.3(!.5!Lc&!�A!+27!#BUL!.5!Dcb"�&L']!�A!s&U"tc! ;2! /F(0,!2(R/!9+9(,I!

/F(-!F+S(!/(3/(7!(S(,.40E)3! 02!+2./F(,!3(/!.5!(R9(,0E(2/3I!.6/+02028!+8+02!+4E.3/!

1.E94(/(! 1-/./.R010/-! +/! /F(!7.3(!.5! Lc&!�A!+27!#BUL! .5! WLcbb�&L']! �A! s&UDtc! GF(!

,(+3.23! 6(F027! /F(! 7055(,(21(3! E+-! 6(! 7055(,(2/! E(/F.73! 5.,! 1(44!

S0+6040/-V9,.405(,+/0.2! +33(33E(2/I! (R9(,0E(2/! 1.270/0.23! +27! /,(+/E(2/! ,(80E(3c!

GF(! (3/+6403F(7! .9/0E+4! 1.270/0.23! 02! /F03! 9,.i(1/! ,(Y)0,(7! 3((7028! ,(4+/0S(4-! 4.O!

+E.)2/! .5! 1(443! :+/! /F(! 7(230/-! .5! UILLL! 1(443V&LL! �4=! +27! 3F.,/! 9,('/,(+/E(2/!

8,.O/F! /0E(! :W"! F.),3=c! GF.)8F! /F(! 1.E94(/(! 1-/./.R010/-! O+3! 2./! .6/+02(7I! /F(!

(3/+6403F(7!#BUL!S+4)(!5+443!02!6(/O((2!/F(!.2(3!,(9.,/(7!6-!./F(,!/(+E3c!!

GF(!(S(,.40E)3!7.3(!.5!LcLf!�A!9,.S(7!/.!6(!023)55010(2/!/.!(R(,/!+!30820501+2/!

(55(1/! .2! /F(! 1+39+3(']'40*(! +1/0S0/-! 02! /F(! HWbUM! 1(443I! /F.)8F! 0/! 3408F/4-! :2.2'

30820501+2/4-=!7(1,(+3(7!9,./(02! 1.2/(2/! :'()$% &A=c!A+,020(44.! (/! +4c! 02S(3/08+/(7!+3!

O(44!(S(,.40E)3!(55(1/!+/!/F(!7.3(!.5!b!�A!.2!+9.9/.303I!4+6(44028!1(443!5.,!+22(R02!@'

<;GB! +27! 9,.9070)E! 0.707(! :%;=! +27! 3((2! 2.! 021,(+3(! 02! +9.9/.303! s&Uftc! ;2! /F(!

S0+6040/-! (R9(,0E(2/3! :/F(! M(3+a),02! +33+-=! 02! /F03! 9,.i(1/I! /F(! 7.3(! .5! LcLf! �A!

30820501+2/4-! ,(7)1(7! 1(44! S0+6040/-! 6-! +99,.R0E+/(4-! &Wrc! GF(! 1.270/0.23! :1(44!

7(230/-I!1)4/),(!S(33(43I!+33+-!,(3.4)/0.2=!O(,(!7055(,(2/I!6)/!0/!E+-!3)88(3/!/F+/I!+3!

/F(! (S(,.40E)3! +1/0S0/-! O+3! 3F.O2! /.! 6(! 1(44! 7(230/-'027(9(27(2/I! /F(! (55(1/! .5!

(S(,.40E)3!03!E.,(!1-/.3/+/01!/F+2!1-/./.R01c!

!

2"9:'Q!H)%%-.'(#-!A-/&%'/!+)A!0)/-_!$*0!.-%%!0-*/('?_A-/=)*/-O!

"#-A)%(7&/! ^:5FRRS`a!Gi1_\"YC2Ea! PjCDgRRCa!LRSCfa! $*0!7(')'$*-!>-A-! '-/'-0! (*! ',-! $0A-*).)A'(.$%!

.$A.(*)7$!BCDE:!.-%%! %(*-a!&/(*I! ',-!:-/$V&A(*!.-%%! #($@(%('?!$//$?O!;)A!0)/-_A-/=)*/-!-k=-A(7-*'/a! ',-'

JUQN' #$%&-' ^,$%+! 7$k(7$%! -++-.'(#-! .)*.-*'A$'()*`! (*0(.$'-/! ',-! .)*.-*'A$'()*! )+! $! '-/'-0! .)7=)&*0a!

>,(.,! .$&/-/! $! A-/=)*/-! ,$%+>$?! @-'>--*! ',-! @$/-%(*-! $*0! 7$k(7&7! A-/=)*/-O! ;)A! .-%%! 0-*/('?_

A-/=)*/-a! ',-!1
2
! #$%&-! ^',-! .)-++(.(-*'! )+! 0-'-A7(*$'()*`! l&$*'(+(-/! I))0*-//! )+! +('! $*0! (*0(.$'-/! ',-!

.)AA-%$'()*s!',-!,(I,-A!',-!1
2
!#$%&-a!',-!/'A)*I-A!',-!.)AA-%$'()*O!\$/-0!)*!@%A+:'FYGLO!

!

U.;5.#&8' !1.04%&D+E'8%14/0$*'%&3%9%048' JUQN'DhME' =L'

J641.$%;#+'D=>-NNGE' 789:! SEODExSR
_2
! RORE!

WX!YZJ[L?Q'DZJ[L?QE' 1J23a!789:! COgC! ROS2!

\]LIPNNL' 1J23! ShOC2! ROSg!

^NGLB' <"3S4C! SEOgS! ROfC!

M%0.0"&4' G45! SCOEh! ROC2!
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!

2"9:'B!"++-.'/!)+!/-%-.'-0!1J234789:!$*0!<"3S4C!(*,(@(')A/!(*!BCDE:!.-%%!%(*-O!

!

=45.1048'4OO4/0+' =4O:'

J641.$%;#+'D=>-NNGE'

;2T='%&3%9%0.1!

• 0-.A-$/-0!.-%%!=A)%(+-A$'()*a!

• (*,(@('-0!IA)>',!)+!BCDE:!k-*)IA$+'/O!
mSEgn!

• /(*I%-! 0)/-! '-/'-0! ^E! |<`! e! (*.A-$/-0! .-%%! #($@(%('?! ^Cg! ,)&A/`a! *)! -++-.'! )*! .-%%!

#($@(%('?!^hC!,)&A/`a!

• 0-.A-$/-0!=_=hRKf3!%-#-%/O!

mSEEn!

• 0-.A-$/-0!.-%%!#($@(%('?a!

• 0-.A$/-0! =,)/=,)_=hRKf3a! /%(I,'%?! A-0&.-0! =,)/=,)_56'! %-#-%/a! *)! -++-.'! )*!

=,)/=,)_":3!%-#-%/a!

• *)!.,$*I-/!(*!.-%%!.?.%-!/'$I-a!

• *)!/(I*(+(.$*'!(*.A-$/-!(*!$=)=')/(/a!

• *)!-++-.'!)*!BCDE:!k-*)IA$+'/O!

mSEfn!

'

WX!YZJ[L?Q'

8#"$'!H?R'"&8';2T='%&3%9%0.1!

• 0-.A-$/-0!.-%%!=A)%(+-A$'()*a!

• (*.A-$/-0!=,)/=,)_":3!%-#-%/a!0-.A-$/-0!=,)/=,)_56'!$*0!=,)/=,)_Kf!%-#-%/a!

• (*.A-$/-0! ',-! =-A.-*'$I-! )+! /&@MS! ^$=)=')'(.`! .-%%/a! A-0&.-0! ',-! =-A.-*'$I-! )+!

.-%%/!(*!',-!MR4MSa!K!$*0!MC4<!=,$/-/!)+!',-!.-%%!.?.%-a!

• (*,(@('-0!IA)>',!)+!BCDE:!k-*)IA$+'/O!

mSEhn!

'

\]LIPNNL'

!H?R'%&3%9%0.1!

• /(*I%-!0)/-!'-/'-0!^CR!|<`!e!*)!-++-.'!)*!.-%%!=A)%(+-A$'()*a!

• 0-.A-$/-0!',-!8FM;_S_7-0($'-0!(*.A-$/-!(*!$%0)/'-A)*-!/-.A-'()*O!
mSEqn!

• 0-.A-$/-0!=,)/=,)_56'!%-#-%/O! mSEDn!

^NGLB'

MJRGSL'%&3%9%0.1!

• 0-.A-$/-0! $*I()'-*/(*! JJ_! $*0! \<1_f_(*0&.-0! $%0)/'-A)*-! =A)0&.'()*a! *)! -++-.'!

)*!$.'(#(*_(*0&.-0!$%0)/'-A)*-!=A)0&.'()*O'
mSqhn!

• 0-.A-$/-0!I%?.)k(0(V-0!%(=)=A)'-(*_7-0($'-0!$0A-*$%!/'-A)(0!/-.A-'()*O! mSqqn!
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!

• 0-.A-$/-0!*$'(#-a!I%?.)k(0(V-0!$*0!)k(0(V-0!iPFP_7-0($'-0!$0A-*).)A'(.$%!/'-A)(0!

/-.A-'()*a!

• 0-.A-$/-0!"#$%%&+!7:G5!%-#-%/!(*!A-/=)*/-!')!*$'(#-a!I%?.)k(0(V-0!$*0!)k(0(V-0!

iPFPa!

• (*,(@('!iPFP_(*0&.-0!=,)/=,)A?%$'()*!)+!":3S4CO!

mSqDn!

• (*,(@('!$*I()'-*/(*!JJ_(*0&.-0!=,)/=,)A?%$'()*!)+!":3a!

• 0-.A-$/-0!$*I()'-*/(*!JJ_(*0&.-0!$%0)/'-A)*-!=A)0&.'()*a!*)!-++-.'!)*!3_(*0&.-0!

$%0)/'-A)*-!=A)0&.'()*a!

• (*,(@('-0!\<1_f_(*0&.-0!"#$%%&+!'A$*/.A(='()*$%!A-I&%$'()*a!*)!-++-.'!)*!\<1_f_

(*0&.-0!K7$0S4E4q!/(I*$%!$.'(#$'()*O!

mSDRn!

!

GF,((! +6.S('E(2/0.2(7! 8,.)93! 1.E9+,(7! /F(! (55(1/! .5! (S(,.40E)3! +43.! 5.,!

+2./F(,! +7,(2.1.,/01+4! 1(44! 402(! KN&]I! OF01F! 02! +44! 1+3(3! 9,.S(7! /.! 6(! E.,(!

3(230/0S(!/.!(S(,.40E)3!s&U"'&Uftc!GF(!2(R/!3/(9!.5!(S(,.40E)3!(S+4)+/0.2!O.)47!6(!

/(3/028! 0/3!(5501+1-! 02! 02F060/028! /)E.),!8,.O/F! (2!6(6$! 02!R(2.8,+5/!E.)3(!E.7(43c!

GO.!.5!/F(!+6.S('E(2/0.2(7!,(9.,/3!1.S(,(7!+3!O(44!/F(3(!(R9(,0E(2/3I!02701+/028!

(0/F(,!(55(1/0S(2(33!s&U"t!.,!2.!(55(1/!.2!/F(!HWbUM!R(2.8,+5/3!s&Uftc!

C@%'$#eW]U! 9,.S(7! /.! 6(! +! S(,-! 9./(2/! 02F060/.,! .5! 1(44! 9,.405(,+/0.2! 02! /F(!

+7,(2.1.,/01+4!HWbUM! 1(443!O0/F! 4.O'E01,.E.4+,! #BUL! .5! Wc"W! �A! :'()$% &FC=c! GF(!

(55(1/! O+3! 027(9(27(2/! .5! 3((7(7! 1(44! 7(230/-! :'()$% &FD=c! \2(! ./F(,! ,(9.,/!

02S(3/08+/(7!C@%'$#eW]U!(5501+1-!02!/F(!HWbUM!1(443!O0/F!#BUL!.5!&bcb�&L']!�A!)9.2!

f! 7+-3! :5.,! 3)EE+,-! 3((!!"#% >=! s&UDtc! GF03! 8,.)9! ,(9.,/(7! +3!O(44! 027)1/0.2! .5!

+9.9/.303! :021,(+3(! 02!3)6[&! :+9.9/./01=!1(443=!+27! 02F060/0.2!.5! /)E.),!8,.O/F! 02!

HWbUM!R(2.8,+5/3! s&UDtc!C@%'$#eW]U!+/! /F(!7.3(!.5!LcL&!�A!707!2./! 30820501+2/4-!

+55(1/!1+39+3(']'40*(!+1/0S0/-!02!/F(!HWbUM!1(443I!/F.)8F!0/!3408F/4-!:2.2'30820501+2/4-=!

7(1,(+3(7!9,./(02!1.2/(2/I!02!+11.,7+21(!O0/F!1(44!S0+6040/-!,(3)4/3!:'()$%&A=c!!

`TWb"LLW!9,.S(7!/.!7(1,(+3(!/F(!1(44!S0+6040/-!.5!HWbUM!O0/F!#BUL!(3/+6403F(7!

+/! /F(! 7.3(! .5! &DcW]! �A! +5/(,! DW'F.),! /,(+/E(2/! :'()$% &&C=c! GF(! (55(1/! O+3!

027(9(27(2/! .5! 3((7(7! 1(44! 7(230/-! :'()$% &&D=c! g9! /.! 2.OI! /F(,(! +,(! 2.! ,(9.,/3!

7(31,06028! 02! 7(/+04! /F(! (55(1/! .5! `TWb"LLW! .2! /F(! HWbUM! 1(44! 9,.405(,+/0.2! .,!

+9.9/.303c! GO.! ,(9.,/3! 1.21(2/,+/028! .2! 3/(,.07.8(2(303! 7(31,06(7! 0/3! (55(1/! .2!

3/(,.07!9,.7)1/0.2!+27!,(4+/(7!(S(2/3!02!/F(!HWbUM!1(44!402(!:5.,!3)EE+,-!3((!!"#%
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!

>=!s&UdI!&Ubtc!\2(!.5!/F(E!02701+/(3!/F+/!`TWb"LLW!+/!+!30284(!7.3(!.5!WL!�A!7.(3!

2./! +55(1/! /F(! 1(44! 9,.405(,+/0.2! DW! F.),3! +5/(,! /,(+/E(2/! s&Udtc! `TWb"LLW! +/! /F(!

7.3(!.5!&!�A!707!2./!30820501+2/4-!+55(1/!1+39+3(']'40*(!+1/0S0/-! 02! /F(!HWbUM!1(443h!

/F.)8F!0/!3408F/4-I!2.2'30820501+2/4-!021,(+3(7!9,./(02!1.2/(2/!:'()$%&A=c!K0E04+,4-!/.!

(S(,.40E)3I!1.E9+,028!/F03!,(3)4/!O0/F!S0+6040/-!+33+-!,(3)4/3I! 0/!E+-!6(!1.214)7(7!

/F+/!+/!/F03!7.3(!/F(!(55(1/!.5!`TWb"LLW!03!E.,(!1-/.3/+/01I!/F+2!1-/./.R01c!!

gL&Wf!9,.S(7!/.!02F060/!/F(!1(44!S0+6040/-!.5!HWbUM!02!+!7.3('!+27!1(44!7(230/-'

7(9(27(2/! E+22(,! O0/F! #BUL! (3/+6403F(7! +/! /F(! 7.3(! .5! &Uc"&! �A! +5/(,! DW'F.),!

30284(! /,(+/E(2/! :'()$% &9=c! >! 2)E6(,! .5! ,(9.,/3! 3F.O! /F(! (55(1/! .5! gL&Wf! 02! /F(!

3/(,.07.8(2(303',(4+/(7!3/)70(3!02!/F(!HWbUM!1(443I!6)/!2.2(!7(31,06(3!/F(!(55(1/!.2!

1(44! 9,.405(,+/0.2! :5.,! 3)EE+,-! 3((! !"#% >=! s&dD'&bLtc! gL&Wf! 03! +! 9,.E03028!

1.E9.)27!5.,!/F(!>BB!/,(+/E(2/!.5!(5501+1-!1.E9+,+64(!O0/F!`TWb"LLWI!6)/!+1/028!

02!+!1(44!7(230/-'7(9(27(2/!E+22(,c!GF(!70,(1/0.2!.5!5),/F(,!gL&Wf!9,(140201+4!/,0+43!

3F.)47! 9,.6+64-! 6(! 02S(3/08+/0.2! .5! 1.E602(7! /,(+/E(2/! O0/F! %;]JVEG\M!

02F060/.,3I! 3)1F! +3! (S(,.40E)3! +27!C@%'$#eW]UI! +3! #MJ! 02F060/0.2!E+-! 3-2(,80a(!

O0/F! %;]JVEG\M! 02F060/0.2c! \),! (R94.,+/.,-! (R9(,0E(2/3! 3F.O(7! 9./(2/0+4!

3-2(,803E!.5!3)1F!1.E602+/0.23!02!02F060/028!1(44!9,.405(,+/0.2!:7+/+!2./!3F.O2=!+27!

9,./(02!(R9,(330.2!:'()$%9&=c!

!

5.3. Combination treatment  

!

GF03! 03!+! 50,3/!,(9.,/!3F.O028!+!3-2(,803/01!(55(1/!6(/O((2!3)6.9/0E+4!7.3(3!.5!

(S(,.40E)3! :EG\M! 02F060/.,=! +27! C@%'$#eW]U! :%;]JVEG\M! 02F060/.,=c! GF03!

1.E602+/0.2!/,(+/E(2/!O+3!F08F4-!(55010(2/!02!7(1,(+3028!/F(!+7,(2.1.,/01+4!HWbUM!

1(443!S0+6040/-I!.S(,1.E028!/.!+!F08F!7(8,((!/F(!(5501+1-!.5!/F(!02F060/.,3!+9940(7!+3!

30284(! /,(+/E(2/! :'()$% &*=c! GF03! 1.'/,(+/E(2/! 30820501+2/4-! 7(1,(+3(7! +3! O(44! /F(!

+E.)2/!.5!9,./(02!02!1(44!4-3+/(3I!6)/!707!2./!F+S(!+!30820501+2/!0E9+1/!.2!1+39+3(']'

40*(!+1/0S0/-!:'()$%&A=I!02701+/028!/F+/!0/3!(55(1/!03!F08F4-!1-/./.R01!+27!E+-!6(!6+3(7!

.2! +2! +9.9/./01'027(9(27(2/! E(1F+203Ec! GF.)8F! /F(! +1/0S0/-! .5! /F(! 02F060/.,3!

.S(,4+93!02!+!O+-!:/F(-!6./F!02F060/!EG\M=I!/F(!3.),1(!.5!(2F+21(7!(5501+1-!OF(2!
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!

1.E602(7!E+-!6(!+!,(3)4/!.5!7055(,(2/0+4!E(1F+203E!.5!+1/0.2!.2!EG\Mc!#S(,.40E)3!

5.,E3! +! 1.E94(R! O0/F! 1-14.9F0402! <J$%'&WI! OF01F! /F(2! 02F060/3! EG\MB&! +27!

EG\MBW! 6-! 6027028! /.! /F(EI!OF04(!C@%'$#eW]U! 03! +! 1.E9(/0/.,! 5.,! >G%'6027028!

30/(!.5!EG\M!:+3!O(44!+55(1/028!6./F!EG\MB&!+27!EG\MBW=c!!

>77028!+2./F(,!%;]J!02F060/.,!:`TWb"LLW=!/.!/F03!7.)64(!1.E602+/0.2!,(3)4/(7!

02! .24-! 3408F/4-! E.,(! 7(1,(+3(7! 1(44! S0+6040/-! +27! 0/3! +770/0.2! 707! 2./! -0(47! /F(!

3-2(,803/01! (55(1/c! C(0/F(,! 7.! +2-! 7.)64(! 1.E602+/0.2! O0/F! `TWb"LLW! +27!

(S(,.40E)3!.,!C@%'$#eW]U!-0(47(7!/F(!3-2(,803/01!(55(1/!:'()$%&*=c!H.O(S(,I!OF(2!

02S(3/08+/(7! 5.,! /F(! (55(1/! .2! 1+39+3(']'40*(! +1/0S0/-I! +! 7.)64(! 1.E602+/0.2! .5!

`TWb"LLW! +27! C@%'$#eW]U! 1+)3(7! +! 30820501+2/! 021,(+3(! 02! /F(! 1+39+3(']!

+1/0S+/0.2I!F08F(,!/F+2!5.,!30284(!/,(+/E(2/!O0/F!/F(3(! 02F060/.,3I!OF04(!9,(3(2/028!

E(,(4-!+770/0S(!(55(1/! 02!9,.405(,+/0.2!02F060/0.2c!H(,(I!+770/0.2!.5!(S(,.40E)3!.24-!

3408F/4-! 021,(+3(7! /F+/! (55(1/! .2! 1+39+3(']! +1/0S0/-I! 02701+/028! /F+/! 0/! 03! 9.O(,5)44-!

7,0S(2!5,.E!`TWb"LLW!+27!C@%'$#eW]U!1.'/,(+/E(2/c!`TWb"LLW!+27!C@%'$#eW]U!

+1/!+3!1.E9(/0/.,3!5.,!/F(!>G%'6027028!30/(!.5!%;]JI!OF01F!+1/0S+/0.2!03!0E9.,/+2/!02!

+9.9/.303!02F060/0.2!s&bdtc!>3!O(44I!%;]J'7.O23/,(+E!*02+3(I!>*/!O+3!1.250,E(7!/.!

94+-!9,./(1/0S(! ,.4(! +8+023/! +9.9/.303! s&bbth! /F)3! (55(1/0S(! 02F060/0.2!.5!%;]J!E+-!

(55(1/0S(4-!/,088(,!+9.9/./01!(S(2/3c!

GF(!(R94.,+/0.2!.5!9./(2/0+4!(2F+21(E(2/!.5!E0/./+2(!(5501+1-!O0/F!%;]JVEG\M!

.,!A#J! 02F060/.,3! )25.,/)2+/(4-! 707! 2./! 6,028! +2-! 9.O(,5)4! 9.30/0S(! ,(3)4/3c! GF(!

F08F(3/!9./(2/0+4!.5!3-2(,803/01!(55(1/!F+7!/F(!1.E602+/0.2!.5!E0/./+2(!+27!gL&WfI!

A#J&VW!02F060/.,!:'()$%&8=c!<.,!.),!(R9(,0E(2/+4!1.270/0.23I!/F(!(55(1/!O+3!3408F/4-!

F08F(,!/F+2!+770/0S(I!6)/!gL&Wf!/,(+/E(2/!O+3!2./!30820501+2/4-!021,(+3028!E0/./+2(!

(5501+1-c!H.O(S(,I!+3!O(!+33(33(7!.24-!30284(!7.3(3!.5!6./F!E0/./+2(!+27!gL&Wf!02!

1.E602+/0.2I! 5),/F(,! 3/)70(3! 02S.4S028! +770/0.2+4! .9/0E03+/0.2! +27! (3/+6403F028!

7055(,(2/!7.3028!,(80E(3!E+-!9./(2/0+44-!80S(!9.30/0S(!,(3)4/3c!

!

!

!
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!

5.4. Protein expression after PI3K/mTOR or MEK inhibition  

!

GF(!9,./(02!(R9,(330.2!+2+4-303!1.250,E(7!/.!+!4+,8(!(R/(2/!/F(!(R9(1/(7!(55(1/3!

.5! (S(,.40E)3! :M>?LL&=I! C@%'$#eW]UI! `TWb"LLWI! +27! gL&Wf! .2! /F(!

%;]JV>*/VEG\M!+27!M+3VM+5VA#JV#MJ!9+/FO+-3!:!"#$%AI!3((!'()$%9!5.,!9+/FO+-3!

7(/+043=c!!

GF(! EG\M! 02F060/0.2! :(S(,.40E)3I! C@%'$#eW]U=! (55(1/0S(4-! 64.1*(7! /F(!

9F.39F.,-4+/0.2!.5!9DL!,06.3.E+4!9,./(02!Kf!*02+3(!&!:KfJ&=!+27!0/3!03.5.,E!9dU!+3!

O(44! +3! 7(1,(+3(7! /./+4! 4(S(43! .5! 9DLKfJc! GF(! (55(1/! 9,.S(7! /.! 6(! +3! 9,(701/(7I!

6(1+)3(!9DLKfJ!03!+!70,(1/!9.30/0S(4-!,(8)4+/(7!/+,8(/!.5!EG\Mc!$4.1*028!EG\M!4(7!

+3! O(44! /.! /F(! 021,(+3(7! 9F.39F.,-4+/(7! #MJ! 4(S(43c! GF(! .2(! .5! /F(! 3-2(,80(3!

7(31,06(7! 6(/O((2! %;]JV>*/VEG\M! +27! M+3VM+5VA#JV#MJ! 9+/FO+-3! 03! +/! /F(!

4(S(4! .5! #MJI! OF01FI! +E.28! ./F(,3I! /+,8(/3! /F(! GKB&VW! 1.E94(RI! 4(+7028! /.! 0/3!

703,)9/0.2! +27! /F)3! ,(4(+3028! /F(! EG\M! +1/0S0/-! s&DUtc! H.O(S(,I! .),! ,(3)4/3!

02701+/(!/F+/!/F(,(!03!+2./F(,!1,.33!/+4*!6(/O((2!/F.3(!/O.!9+/FO+-3!O.,*028!02!/F(!

./F(,!70,(1/0.2I!EG\M!02F060/0.2!:(S(,.40E)3I!C@%'$#eW]U=!027)1028!)9',(8)4+/0.2!

.5! #MJ! 9F.39F.,-4+/0.2I! 9.33064-! /F,.)8F! 1.E9(23+/028! E(1F+203Ec! NF04(!

>*/VEG\M!9+/FO+-!03!64.1*(7I! /F(!1.E9(23+/0.2!5.,!1(44)4+,!9,.1(33(3!E+-!1.E(!

5,.E!A#JV#MJ!307(c!!

>2./F(,! E(1F+203E! 02S.4S(7! E+-! 6(! /F(! ,(8)4+/.,-! 1,.33! /+4*! E(1F+203E!

6(/O((2! %;]JV>*/VEG\M! +27! M+3VM+5VA#JV#MJ! 1+31+7(3I! 6+3(7! .2! /F(! M+5!

9F.39F.,-4+/0.2!6-!>*/I!OF01F!4(+73!/.!/F(!02F060/0.2!.5!/F(!4+//(,!9+/FO+-!sWLLtc!>3!

7(31,06(7!6(4.OI!/F(!>*/!02F060/0.2!E+-!,(3)4/!03!,(4(+3028!M+5!/.!0/3!+1/0S(!3/+/(!+27!

+1/0S+/(!/F(!7.O23/,(+E!#MJc!G+*(2!/.8(/F(,I!0/!E+-!E(+2!/F+/!#MJ!02F060/0.2!E+-!

3-2(,80a(!O0/F! (S(,.40E)3! +27!C@%'$#eW]U! +1/0S0/-c! GF03! 1,.33! /+4*! 03! 3)99.,/(7!

O0/F! /F(! ,(3)4/3! .5! 4.28'/(,E! 02F060/0.2! :W"! F.),3=! .5! %;]J! :C@%'$#eW]UI!

`TWb"LLW=! /F+/! 4(7! /.! 021,(+3(! 02! /./+4! #MJ! 4(S(43c! ;/! +3! O(44! 9,(701/+64-! 64.1*3!

9DLKfJ! +27! 9dUKfJ! 9F.39F.,-4+/0.2c! >3! (R9(1/(7I! /F(! 02F060/0.2! .5! /F(!

%;]JV>*/VEG\M! 9+/FO+-! (0/F(,! +/! /F(! %;]J! .,! EG\M! 4(S(4! 02(S0/+64-! 1+)3(3!

(55(1/0S(! ,(3/,+02/! 02! 9DLKfJV9dUKfJ! 9F.39F.,-4+/0.2I! .2(! .5! /F(! 7.O23/,(+E!

/+,8(/3!.5!/F03!9+/FO+-c!
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!

2"9:'C!H)%%-.'(#-!A-/&%'/!+)A!=A)'-(*!-k=A-//()*O!

8,-! -++-.'! )+! -#-A)%(7&/! ^:5FRRS`a! Gi1_\"YC2Ea! PjCDgRRCa! $*0! LRSCf! )*! =A)'-(*! -k=A-//()*! (*! ',-!

$0A-*).)A'(.$%!.$A.(*)7$!BCDE:!.-%%!%(*-!>$/!$//-//-0!&/(*I!',-!Z-/'-A*!\%)'O!5@@A-#($'()*/N!\2!e!%)*I_

'-A7s!(2!e!/,)A'_'-A7!'A-$'7-*'O!\$/-0!)*!@%A+'GIKLGO!

!

U.;5.#&8'
!1.04%&D+E'8%14/0$*'

%&3%9%048'

JOO4/0+'.&'51.04%&'4d514++%.&'

%&/14"+48' 84/14"+48'

J641.$%;#+'' 789:! =":3
8CRC4jCRg

!

=_=qEKf3
8gSC

!!

=_=hRKf3
82qD

!

'_=hRKf3!

WX!YZJ[L?Q'' 1J23a!789:!

="M;:
jSSh2

!!

'"M;:!

=":3
8CRC4jCRg

!!

'":3!^\2`!

'_=hRKf3!^\2`!

=56'
82Rq

!!

=_=qEKf3
8gSC

!!

=_=hRKf3
82qD

!

'_=hRKf3!^(2`!

\]LIPNNL' 1J23! '":3!

=_789:
KCggq

!!

=_=qEKf3
8gSC

!!

=_=hRKf3
82qD

!

^NGLB' <"3S4C!
'_=hRKf3!

'":3!

=_=hRKf3
82qD

!!

=":3
8CRC4jCRg

!

J641.$%;#+'

g'

WX!YZJ[L?Q'

789:!

t!

1J23a!789:!

="M;:
jSSh2!

=":3
8CRC4jCRg

!

=56'
82Rq

!!

=_=qEKf3
8gSC

!!

=_=hRKf3
82qD

!

'_=hRKf3!

^NGLB'

g'

WX!YZJ[L?Q'

<"3S4C!

t!

1J23a!789:!

_!

="M;:
jSSh2

!!

'"M;:!

=_789:
KCggq

!!

=_=qEKf3
8gSC

!!

=_=hRKf3
82qD

!!

=56'
82Rq

!!

!

K0E)4/+2(.)3! 64.1*028! .5! %;]J! +27! EG\M! :C@%'$#eW]U=! 1+)3(7! 021,(+3(! 02!

#[<M! 4(S(43! :6./F! 9F.39F.,-4+/(7! +27! /./+4=I! 02701+/028! /F+/! 3)1F! 7)+4! 02F060/0.2!

4(+73! /.! +11)E)4+/0.2! .5! +1/0S+/(7! #[<MI! 9.33064-! /F,.)8F! 1.23/,+02028! /F(!

7(8,+7+/0.2! E(1F+203E3c! GF(! (R94.,+/.,-! 7+/+! 1.250,E(7! /F+/! C@%'$#eW]U!

64.1*(7!9,./(02!)60Y)0/02+/0.2I!OF01F!03!+!9,./(02!+4/(,+/0.2I!/+88028!9,./(023!/.!6(!
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!

7(8,+7(7! :'()$% 9F=c! >! 7)+4! %;]J! +27! EG\M! 02F060/.,I! C@%'$#eW]UI! 9,(701/+64-!

7(1,(+3(3! +3! O(44! 9F.39F.,-4+/0.2! .5! >*/I! OF01F! 03! 7.O23/,(+E! .5! %;]J! +27!

EG\MBW! +27! )93/,(+E! .5! EG\MB&c! K)1F! ,(39.23(! E+-! +3! O(44! 02701+/(! /F+/!

02F060/028!/F(!3082+44028!7.O23/,(+E!/.!#[<M!E+-!/),2!.55!/F(!5((76+1*!4..93!/F+/!

.11),!02!+1/0S+/(7!9+/FO+-c!

B.'/,(+/E(2/! O0/F! EG\M! +27! %;]JVEG\M! 02F060/.,3! :(S(,.40E)3I! C@%'

$#eW]U=! ,(3)4/(7! 02! 30E04+,! (55(1/3! /.! /F.3(! .5! /F(! 1.E9.)273! +1/028! +4.2(c! ;/!

7(1,(+3(7!9F.39F.,-4+/0.2!.5!>*/I!9DLKfJ!+27!9dUKfJ!+27!7(1,(+3(7!/./+4!4(S(43!.5!

9DLKfJc!GF(!9.30/0S(!(55(1/3!.5!/F03!1.'/,(+/E(2/!.2!#[<M!+27!#MJ!9F.39F.,-4+/0.2!

O(,(! .63(,S(7c! ;/! O+3! ,(9.,/(7! /F+/! /F(! HWbUM! 1(44! 402(! 9,(3(2/3! 021,(+3(7!

(R9,(330.2! .5! >*/! s&UUtI! EG\MI! +27! ,+9/.,! s&U"tI! OF01F! 03! 02! +11.,7+21(! O0/F!

3/)70(3! 1.E9+,028! >BG3! /.! >BB3! sdLI! &U"I! &fft! :+3! 3)EE+,03(7! 02! 1F+9/(,% &$8$9%

%;]JV>*/VEG\M!9+/FO+-!+4/(,+/0.23!02!>BB=c!G+*(2!/.8(/F(,!O0/F!F08F!(5501+1-!.5!

/F(! (S(,.40E)3! +27!C@%'$#eW]U! 1.E602+/0.2! .63(,S(7! 02! 1(44! S0+6040/-! 3/)70(3I! 0/!

E+-!6(!)3(5)4!02!3)88(3/028!94+)3064(!(R94+2+/0.2!5.,!3)1F!3-2(,803Ec!>3!E(2/0.2(7!

+6.S(I! (S(,.40E)3! +27! C@%'$#eW]U! 3F.O! 7055(,(2/! E.7(3! .5! EG\M! 02F060/0.2I!

94+)3064-! E+*028! /F(E! E.,(! (55(1/0S(! OF(2! 1.E602(7c! GF(! HWbUM! +,(! E.,(!

3(230/0S(! /.! /F03! 1.E602+/0.2! /,(+/E(2/! 7)(! /.! 021,(+3(! (R9,(330.2! .5! >*/! +27!

EG\MI!OF01F!+,(!(55(1/0S(4-!70,(1/4-!+27!0270,(1/4-!02F060/(7c!!

GF(! A#J&VW! 02F060/0.2! :gL&Wf=! (R(,/(7! +2! 02/(,(3/028! (55(1/! .2! 9,./(02!

(R9,(330.2I! 7(1,(+3028! 9F.39F.,-4+/0.2! .5! 9DLKfJ! +27! #MJI! 6)/! 021,(+3028! /F(0,!

/./+4! 4(S(43! :'()$% 9&=c! ;/! O+3! 3F.O2! /F+/! M+3VM+5VA#JV#MJ! 9+/FO+-! 03! .S(,'

+1/0S+/(7! 02!>BB3! s&DdI! &Dbt! :+3! 3)EE+,03(7! 02! 1F+9/(,!&$*$9%M+3VM+5VA#JV#MJ!

9+/FO+-!+4/(,+/0.23!02!>BB=c!>3! 0/!E+-!6(!/F(!1+3(!.5!/F(!HWbUM!1(443!+3!O(44I! /F+/!

1.)47! 6(! /F(! ,(+3.2! 5.,! F08F! (5501+1-! .5!A#J! 02F060/.,I! gL&Wfc! B.'/,(+/E(2/!O0/F!

gL&Wf!+27!%;]JVEG\M! 02F060/.,! :C@%'$#eW]U=! ,(3)4/(7! 02! +! ,.6)3/! 02F060/0.2!.5!

9F.39F.,-4+/0.2! .5! >*/I! EG\MI! 9DLKfJ! +27! 9dUKfJ! +3! O(44! +3! 7(1,(+3(! 02! 6./F!

9F.39F.'! +27! /./+4! #[<M! 4(S(43c! >3! 02701+/(7! +6.S(I! /F(! #MJ! 02F060/0.2! E+-!

3-2(,80a(!O0/F! (S(,.40E)3! +27! C@%'$#eW]U! +1/0S0/-I! 0/!E+-! 6(!O.,/F! 7(S(4.9028!

5),/F(,! /F(! 3/)70(3! .2! 1.E602(7! /,(+/E(2/!O0/F! /F(3(!%;]JVEG\M! 02F060/.,3! +27!

A#JV#MJ!02F060/.,3I!3)1F!+3!gL&Wfc!
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!

B.E9+,028! /.! /F(! 40/(,+/),(! ,(9.,/028! (55(1/! .5! /F(3(! 02F060/.,3! .2! 9,./(02!

(R9,(330.2! 02! /F(! HWbUM! 1(443I! /F(! .63(,S+/0.23! +,(! 30E04+,! /.! +! 8,(+/! (R/(2/c!

#S(,.40E)3! O+3! ,(9.,/(7! /.! 02F060/! 9F.39F.,-4+/0.2! .5! 9DLKfJ! s&UUI! &Uft! +27I!

3408F/4-I!.5!>*/!O0/F!2.!(55(1/!.2!9F.39F.'#MJ!s&Uftc!?.8FE+2!(/!+4c!7(31,06(7!C@%'

$#eW]U!3F.O028! /F+/! 0/!64.1*3!9DLKfJ!+27!>*/!9F.39F.,-4+/0.2I!OF04(! 021,(+3028!

#MJ!9F.39F.,-4+/0.2!s&UDtc!`TWb"LLW!7(1,(+3(7!9F.39F.'>*/!4(S(43!s&Ubtc!gL&Wf!

02F060/(7!#MJ!9F.39F.,-4+/0.2!s&dbI!&bLtc!

!

5.5. Potential future directions 

!

GF(! 9,(3(2/(7! ,(3)4/3! (3/+6403F(7! +! 8..7! 6+303! 5.,! 5),/F(,! ,(3(+,1F!

02S(3/08+/028! 2.S(4! /F(,+9()/01! .9/0.23! 5.,! /F(! +7,(2.1.,/01+4! 1+,102.E+c! `0E0/(7!

.9/0.23! +S+04+64(! 1),,(2/4-! 7,0S(! +2! ),8(2/! 140201+4! 2((7! 5.,! 7055(,(2/! +99,.+1F(3c!

GF(! 1)3/.E0a(7! /F(,+9-! +0E028! +/! /F(! 1.E9.2(2/3! .5! %;]JV>*/VEG\M! +27!

M+3VM+5VA#JV#MJ!9+/FO+-3!9,(3(2/3!8,(+/!9./(2/0+4! 02!+7,(2.1.,/01+4!1+,102.E+!

/,(+/E(2/c!>!2)E6(,!.5! /F(0,! 1.E9.2(2/3! +,(! +4/(,(7! 02!>BBc!\),! ,(3)4/3! 02701+/(!

/F+/! (S(,.40E)3! +27! C@%'$#eW]U! +,(! /F(! E.3/! 9,.E03028! 1.E602+/0.2! /F(,+9-!

9+,/2(,3c! <),/F(,! 3/)70(3! 02! (2! 6(6$! E.7(43! O.)47! 6(! 6(2(5010+4! /.! 9,.S(! /F(!

3-2(,803E!.63(,S(7!02!(2!6(+.$!3/)70(3c!

A.,(.S(,I!/F(3(!,(3)4/3!9,.S07(!+!2)E6(,!.5!14)(3!.2!/F(!E(1F+203E!.5!+1/0.2!

.5!/(3/(7!1.E9.)273!+27!/F(0,!02/(,+1/0.23c!>770/0.2+4!3/)70(3!E+-!6(!2(1(33+,-!/.!

(2F+21(! )27(,3/+27028! .5! /F(! 9,(103(! E(1F+203E3! +27! 02/(,+1/0.23! 6(/O((2!

%;]JVEG\M!+27!A#J!02F060/.,3c!

!

!

!  
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6. Conclusions 

!

&= GF03!03!/F(!50,3/!,(9.,/!3F.O028!+!3-2(,803/01!(55(1/!6(/O((2!3)6.9/0E+4!7.3(3!.5!

(S(,.40E)3!:EG\M!02F060/.,=!+27!C@%'$#eW]U!:%;]JVEG\M!02F060/.,=I!OF01F!03!

/F(!E.3/!9,.E03028!1.E602+/0.2!5.,!5),/F(,!3/)70(3!/F+/!O+3!02S(3/08+/(7!O0/F02!

/F03!9,.i(1/c!!

W= #S(,.40E)3! :EG\M! 02F060/.,=I!C@%'$#eW]U! :%;]JVEG\M! 02F060/.,=I! `TWb"LLW!

:%;]J!02F060/.,=I!+27!gL&Wf!:A#J!02F060/.,=!+,(!9./(2/!+2/0'9,.405(,+/0S(!+8(2/3!

02!+2!+7,(2.1.,/01+4!1+,102.E+!(2!6(+.$!E.7(4I!/F(!HWbUM!1(44!402(I!+44!+1/028!02!+!

7.3('7(9(27(2/! E+22(,c! ;/! 03! /F(! 50,3/! ,(9.,/! .5! /F03! *027! 5.,! `TWb"LLW! +27!

gL&Wfc!>44!/(3/(7!1.E9.)273!3F.O!9./(2/0+4!5.,!5),/F(,!(2!6(6$!3/)70(3c!

]= >9.9/./01! 3/)70(3! O0/F02! /F03! 9,.i(1/! :1+39+3(']'40*(! +1/0S0/-=! 3F.O2! /F+/! 1.'

/,(+/E(2/! O0/F! 7)+4! %;]JVEG\M! :C@%'$#eW]U=! +27! %;]J! :`TWb"LLW=!

02F060/.,3! 7,0S(3! 30820501+2/! 021,(+3(! 02! 1+39+3(']'40*(! +1/0S0/-I! 3)88(3/028!

3-2(,803E!O0/F!,(8+,73!/.!/F03!(55(1/I!6)/!2./!.2!1(44!S0+6040/-c!<),/F(,!+2+4-3(3!

O.)47!6(!2(1(33+,-!/.!(4)107+/(!/F(!(R+1/!E(1F+203E!.5!1+39+3(']!+1/0S+/0.2!6-!

/F(3(!1.E9.)273c!!

"= %,./(02!(R9,(330.2!+2+4-3(3!02701+/(7!/F+/!/F(,(!E+-!6(!+!2./!-(/!,(9.,/(7!1,.33!

/+4*! 6(/O((2! %;]JV>*/VEG\M! +27! M+3VM+5VA#JV#MJ! 9+/FO+-I! 6+3(7! .2! /F(!

)9',(8)4+/0.2!.5!#MJ!9F.39F.,-4+/0.2!)9.2!EG\M!02F060/0.2c!GF(!1.'/,(+/E(2/!

.5! gL&Wf! +27! C@%'$#eW]U!O+3!E.3/! 9,.E03028!O0/F! ,(8+,73! /.! 02F060/0.2! .5!

9,./(02!(R9,(330.2c!>3!/F(!#MJ!02F060/0.2!E+-!3-2(,80a(!O0/F!EG\M!02F060/0.2I!

0/!E+-!6(!+2!02/(,+1/0.2!O.,/F!3/)7-028!02!E.,(!7(/+04c!

U= A0/./+2(! (2! 6(+.$! 9,(140201+4! 9,.504(! O+3! 1.250,E(7! /.! +! 4+,8(! (R/(2/! O0/F! /F(!

1),,(2/4-!+S+04+64(!40/(,+/),(I!3F.O028!02F060/0.2!.5!HWbUM!1(44!9,.405(,+/0.2!02!+!

7.3('! +27! 1(44! 7(230/-'7(9(27(2/! E+22(,c! ;/3! (55(1/! .2! 1+39+3(']'40*(! +1/0S0/-!

9(+*(7! 3F.,/4-! +5/(,! /,(+/E(2/! +99401+/0.2I! 02701+/028! 0/3! ,+907! (55(1/I! OF01F!

3((E3!/.!6(!,(3.4S(7!/.!3.E(!(R/(2/!.S(,!/0E(c!

f= B.E602+/0.2!.5!E0/./+2(!+27!%;]JVEG\M!.,!A#J!02F060/.,3!-0(47(7!+/!E.3/!/F(!

+770/0S(! (55(1/! O0/F! gL&Wf! 3F.O028! F08F(3/! 9./(2/0+4! 5.,! 5),/F(,! 3/)70(3! /F+/!

E+-!9.33064-!6,028!3-2(,803E!O0/F!7055(,(2/!7.3028!,(80E(c!



!

89 

!

References 

SO! ;$//*$.,'a!<O!$*0!\O!5%%)%()a!5<G@AHG>F>IJ!>K!-@LA=>C>LBGCDF!"DLCG=>HDa!(*!-@LA=>C>LBGCDF!"DLCG=>HDM!&DNGC!(CGA=CA!D=@!"FG=GCDF!

">=CA<BNa!MOFO!B$77-A!$*0!8O!"%/-a!"0(')A/O!CRSSa!K=A(*I-A!G->!j)A6O!=O!C2_CDO!

CO! \$AV)*a!POa!-'!$%Oa!$LAODFA=CA!D=@!=DBPLDF!QGNB>LJ!>K!D@LA=DF!G=CG@A=BDF>HDNM!"&A!~!"*0).A(*)%a!CRR2O!GPI^g`N!=O!Ch2_qEO!

2O! P$+-7(*$a!~O!$*0!<O;O!\A-**$*a!-@LA=>C>LBGCDF!CDLCG=>HDR!<DNBS!<LANA=BS!D=@!KPBPLAM!~!K&AI!9*.)%a!CRSCO!GNB^E`N!=O!Eqf_DgO!

gO! 3%-(*a!~OFOa!-'!$%Oa!-@LA=DF!C>LBGCDF!BPH>LN!G=!CQGF@LA=R!KDCB>LN!DNN>CGDBA@!TGBQ!<>>L!>PBC>HAM!~)&A*$%!)+!1-0($'A(.!K&AI-A?a!CRSSO!

PB^f`N!=O!SCRS_SCRhO!

EO! Z$W.,-*@-AIa!\OPOa!-'!$%Oa!-@LA=>C>LBGCDF!CDLCG=>HDR!CFG=GCDF!D=@!FDE>LDB>LJ!>ENALODBG>=NM!H$*.-Aa!CRRRO!FF^g`N!=O!hSS_2fO!

fO! \%$*-/a!5O!$*0!KO~O!F($V_H$*)a!'GNB>F>IGC!CLGBALGD!K>L!D@LA=>C>LBGCDF!<L>FGKALDBGOA!FANG>=NR!ODFPA!>K!HGB>BGC!KGIPLA!ODLGDEGFGBJM!57!~!H%(*!

1$',)%a!CRRhO!GLC^2`N!=O!2Dq_gRqO!

hO! B)&I,a!5O~Oa!-'!$%Oa!$L>I=>NBGC!KDCB>LN!G=!D@LA=DF!C>LBGCDF!BPH>LNM!-!HDBQAHDBGCDF!D=DFJNGN!>K!CFG=GCDF!D=@!H>L<Q>F>IGC!@DBDM!57!~!

H%(*!1$',)%a!SDhDO!CL^2`N!=O!2DR_DO!

qO! #$*!K%))'-*a!BOa!-'!$%Oa!;>L<Q>F>IGC!CQDLDCBALGNBGCN!>K!EA=GI=!D=@!HDFGI=D=B!D@LA=>C>LBGCDF!BPH>LNM!H$*.-Aa!SDqEO!QQ^g`N!=O!hff_h2O!

DO! Z-(//a!PO<Oa!">H<DLDBGOA!QGNB>F>IGC!NBP@J!>K!U*!HABDNBDNGVG=I!D=@!=>=HABDNBDNGVG=I!D@LA=>C>LBGCDF!BPH>LNM!57!~!K&AI!1$',)%a!

SDqgO!F^2`N!=O!Sf2_DO!

SRO! P$&a!KO3O!$*0!PO<O!Z-(//a!,QA!WAGNN!NJNBAH!K>L!AODFPDBG=I!D@LA=>C>LBGCDF!=A><FDNHNR!+2!JADLN!FDBALM!B&7$*!1$',)%)I?a!CRRDO!

PN^f`N!=O!hEh_hfqO!

SSO! M()A0$*)a!8O~Oa!"FDNNGKGCDBG>=!>K!D@LA=DF!C>LBGCDF!BPH>LNR!<L>HGNA!>K!BQA!XH>FACPFDLX!D<<L>DCQM!\-/'!1A$.'!:-/!H%(*!"*0).A(*)%!<-'$@a!

CRSRO!LP^f`N!=O!qqh_DCO!

SCO! \-A',-A$'a!~O!$*0!pO!\-A'$I*$a!$DBQ>IA=ANGN!>K!D@LA=>C>LBGCDF!CD=CALM!\-/'!1A$.'(.-!�!:-/-$A.,!H%(*(.$%!"*0).A(*)%)I?!�!

<-'$@)%(/7a!CRRDO!L?^C`N!=O!CfS_ChSO!

S2O! M%)#-Aa!5O:Oa!-'!$%Oa!"PLLA=B!HD=DIAHA=B!><BG>=N!K>L!LACPLLA=B!D@LA=>C>LBGCDF!CDLCG=>HDM!9*.)!8$AI-'/!8,-Aa!CRS2O!BN!=O!f2E_g2O!

SgO! :)*.,(a!HOPOa!-'!$%Oa!5Y5!<LGVA!+Z%UR!CPLLA=B!D=@!AO>FOG=I!BLADBHA=B!><BG>=N!G=!D@LA=>C>LBGCDF!CDLCG=>HDR!TQALA!@>!TA!NBD=@!D=@!

TQALA!@>!TA!TD=B!B>!I>[!"&A!~!"*0).A(*)%a!CRSgO!GCG^S`N!=O!:S_:SSO!

SEO! <$%&+a!FO;Oa!\OBO!0-!9%(#-(A$a!$*0!"O!P$%%(a!,QALD<J!>K!D@LA=>C>LBGCDF!CD=CALR!<LANA=B!D=@!KPBPLAM!57!~!H$*.-A!:-/a!CRSSO!G^C`N!=O!

CCC_C2CO!

SfO! ;$//*$.,'a!<Oa!<O!3A)(//a!$*0!\O!5%%)%()a!\<@DBA!G=!D@LA=>C>LBGCDF!CDLCG=>HDM!~!H%(*!"*0).A(*)%!<-'$@a!CRS2O!IF^SC`N!=O!gEES_fgO!

ShO! "%/-a!8Oa!-'!$%Oa!-@]POD=B!BQALD<GAN!D=@!<DBGA=B!D=@!BPH>L!CQDLDCBALGNBGCN!DNN>CGDBA@!TGBQ!NPLOGODF!>K!D@PFB!<DBGA=BN!TGBQ!

D@LA=>C>LBGCDF!CDLCG=>HDM!~!H%(*!"*0).A(*)%!<-'$@a!CRSgO!II^C`N!=O!gEE_fSO!

SqO! 8-AV)%)a!<Oa!-'!$%Oa!;GB>BD=Aa!(*!-@LA=>C>LBGCDF!"DLCG=>HDa!MOFO!B$77-A!$*0!8O!"%/-a!"0(')A/O!CRSSa!K=A(*I-A!G->!j)A6O!=O!2fD_2qSO!

SDO! P(*0,-a!9Oa!\O!K6)I/-(0a!$*0!JO!\A$*0'a!"JB>CQL>HA!$U2Z?CDBDFJVA@!EG=@G=I!>K!*?HABQJFNPFK>=JF?))5!D=@!>S<X?)))!G=!QPHD=!

D@LA=DF!V>=D!KDNCGCPFDBD^LABGCPFDLGNM!~!H%(*!"*0).A(*)%!<-'$@a!CRRCO!FC^2`N!=O!S2SD_CfO!

CRO! H,$I=$Aa!:Oa!5O"O!K(=-A/'-(*a!$*0!"O!\-A@-Aa!-@LA=>C>LBGCDF!CD=CAL!P<@DBAM!K&AI!H%(*!G)A',!57a!CRSgO!IP^2`N!=O!ffD_qhO!

CSO! F)I,7$*a!<O!$*0!"O!P$%%(a!3DC_!>K!F>=I?FDNBG=I!AKKACBN!>K!HGB>BD=A!D@]POD=B!BQALD<J!G=!D!H>PNA!`A=>ILDKB!H>@AF!>K!D@LA=>C>LBGCDF!

CDLCG=>HDM!<)%!H-%%!"*0).A(*)%a!CRS2O!?FG^S_C`N!=O!ff_DO!

CCO! M-A7$*)a!5Oa!-'!$%Oa!"JB>B>`GC!DCBGOGBJ!>K!IAHCGBDEG=AS!DF>=A!>L!G=!C>HEG=DBG>=!TGBQ!HGB>BD=AS!G=!D@LA=>C>LBGCDF!CDLCG=>HD!CAFF!FG=ANM!

<)%!H-%%!"*0).A(*)%a!CRSgO!?FL^S`N!=O!S_hO!

C2O! 5/=a!iOa!-'!$%Oa!&G<QDNGC!Q>LH>=DF!LAN<>=NAN!B>!BQA!D@LA=>C>LBGC>FJBGC!)),!HABDE>FGBA!*?HABQJFNPFK>=JF?))5!G=!QPHD=!CAFFNM!8)k(.)%!

5==%!1,$A7$.)%a!CRSRO!LPL^2`N!=O!CqS_DO!

CgO! P-,7$**a!8O1Oa!8O!ZAV-/(*/6(a!$*0!1O1O!~$I)0V(*/6(a!,QA!AKKACB!>K!HGB>BD=A!>=!OGDEGFGBJS!NBAL>G@>IA=ANGN!D=@!IA=A!A`<LANNG>=!G=!

6"4'+82.!D@LA=>C>LBGCDF!CAFFNM!<)%!<-0!:-=a!CRS2O!C^2`N!=O!qD2_DRRO!

CEO! K'(I%($*)a!5Oa!-'!$%Oa!;>@PFDBG>=!>K!<L>BA>HGC!<L>KGFA!G=!'+82.!D@LA=>C>LBGCDF!CAFF!FG=A!G=@PCA@!EJ!HGB>BD=AM!"*0).A!:-%$'!H$*.-Aa!

CRRqO!GQ^S`N!=O!S_SRO!

CfO! Y/(==$(a!5Oa!-'!$%Oa!5KKACBN!>K!HGB>BD=A!>=!IA=A!A`<LANNG>=!G=!BQA!D@LA=>C>LBGCDF!CAFF!FG=A!6"4?'+82.R!D!HGCL>DLLDJ!NBP@JM!

1,$A7$.)I-*)7(./a!CRSCO!G?^SC`N!=O!S2ES_fSO!

ChO! 1)%(a!MOa!-'!$%Oa!;>L<Q>KP=CBG>=DF!AKKACBN!>K!HGB>BD=A!>=!HGB>CQ>=@LGD!G=!QPHD=!D@LA=>C>LBGCDF!CD=CAL!CAFFNM!"*0).A!:-%$'!H$*.-Aa!

CRS2O!LN^g`N!=O!E2h_ERO!

CqO! B-/.)'a!KOa!-'!$%Oa!;GB>BD=A!DFBALN!HGB>CQ>=@LGDF!LAN<GLDB>LJ!CQDG=!DCBGOGBJ!EJ!G=@PCG=I!CJB>CQL>HA!C!>`G@DNA!@AKACB!G=!QPHD=!

D@LA=>C>LBGCDF!CAFFNM!"*0).A!:-%$'!H$*.-Aa!CRS2O!LN^2`N!=O!2hS_qSO!

CDO! P(*a!HOZOa!jOBO!H,$*Ia!$*0!BO;O!1&a!;GB>BD=A!A`QGEGBN!@PDF!AKKACBN!>=!NBAL>G@>IA=GC!A=VJHAN!IA=A!BLD=NCLG<BG>=!P=@AL!EDNDF!D=@!

C-;$?NBGHPFDBG=I!HGCL>A=OGL>=HA=BN!G=!6"4?'+82!CAFFNM!8)k(.)%)I?a!CRSCO!LIF^S_2`N!=O!Sg_C2O!

2RO! K.,'-(*I$A'a!FO"Oa!-'!$%Oa!">H<DLGN>=!>K!BQA!D@LA=DFJBGC!DCBGOGBJ!>K!HGB>BD=A!D=@!D!HABQJFDBA@!Q>H>F>I!>=!=>LHDF!D@LA=DF!C>LBA`!

D=@!D@LA=DF!C>LBGCDF!CDLCG=>HDM!H$*.-A!H,-7)',-A!1,$A7$.)%a!SDD2O!?G^f`N!=O!gED_ffO!

2SO! M(.l&-%a!HOa!-'!$%Oa!;>FACPFDL!HDL_ALN!D=@!F>=I?BALH!LACPLLA=CAN!G=!D!FDLIA!C>Q>LB!>K!<DBGA=BN!TGBQ!N<>LD@GC!D@LA=>C>LBGCDF!BPH>LNM!

H$*.-A!:-/a!CRRSO!BG^Sq`N!=O!fhfC_hO!

2CO! 3W-%%7$*a!<Oa!-'!$%Oa!0A=>BJ<G=I!>K!D@LA=>C>LBGCDF!BPH>LNR!OALJ!KLAaPA=B!@AFABG>=N!>K!BQA!;56%!F>CPN!G=!%%a%*!D=@!>K!D!%?

CA=BGH>LID=!LAIG>=!G=!+<%bM!~!H%(*!"*0).A(*)%!<-'$@a!SDDDO!FP^C`N!=O!h2R_EO!

22O! <$'-)a!"OHOa!-'!$%Oa!-!NBP@J!>K!D@LA=>C>LBGCDF!BPH>LN!G=!CQGF@LA=!D=@!D@>FANCA=BN!EJ!D!C>H<DLDBGOA!IA=>HGC!QJELG@GVDBG>=!BACQ=GaPAM!

H$*.-A!M-*-'(./a!CRSSO!LNP^f`N!=O!CDq_2RqO!

2gO! MA&/.,>('Va!8Oa!-'!$%Oa!4H<L>OAHA=B!>K!QGNB><DBQ>F>IGCDF!CFDNNGKGCDBG>=!>K!D@LA=DF!IFD=@!BPH>LN!EJ!IA=ABGC!@GKKALA=BGDBG>=M!Z)A%0!~!

LA)%a!CRSRO!LF^2`N!=O!2CD_2gO!

2EO! K(0,&a!KOa!-'!$%Oa!">H<DLDBGOA!IA=>HGC!QJELG@GVDBG>=!D=DFJNGN!>K!D@LA=>C>LBGCDF!BPH>LNM!~!H%(*!"*0).A(*)%!<-'$@a!CRRCO!FC^h`N!=O!

2gfh_hgO!

2fO! ;(I&-(A-0)a!\OHOa!-'!$%Oa!">H<DLDBGOA!IA=>HGC!QJELG@GVDBG>=!D=DFJNGN!>K!D@LA=>C>LBGCDF!BPH>LN!>K!CQGF@Q>>@M!~!H%(*!"*0).A(*)%!<-'$@a!

SDDDO!FP^2`N!=O!SSSf_CSO!

2hO! Y,$)a!~Oa!-'!$%Oa!-=DFJNGN!>K!IA=>HGC!DFBALDBG>=N!G=!N<>LD@GC!D@LA=>C>LBGCDF!FANG>=NM!0DG=!>K!CQL>H>N>HA!%/!GN!D=!ADLFJ!AOA=B!G=!

D@LA=>C>LBGCDF!BPH>LGIA=ANGNM!57!~!1$',)%a!SDDDO!GQQ^g`N!=O!SR2D_gEO!



References 

 

!

 

90 

!

2qO! F),*$a!<Oa!-'!$%Oa!-@LA=>C>LBGCDF!CDLCG=>HD!GN!CQDLDCBALGVA@!EJ!D!QGIQ!KLAaPA=CJ!>K!CQL>H>N>HDF!IDG=N!D=@!QGIQ?FAOAF!

DH<FGKGCDBG>=NM!M-*-/!H,A)7)/)7-/!H$*.-Aa!CRRRO!LF^C`N!=O!SgE_ECO!

2DO! 3W-%%7$*a!<Oa!-'!$%Oa!0A=ABGC!DEALLDBG>=N!G=!D@LA=>C>LBGCDF!BPH>LN!@ABACBA@!PNG=I!C>H<DLDBGOA!IA=>HGC!QJELG@GVDBG>=!C>LLAFDBA!

TGBQ!BPH>L!NGVA!D=@!HDFGI=D=CJM!H$*.-A!:-/a!SDDfO!QB^Sq`N!=O!gCSD_C2O!

gRO! \-*'Va!<Oa!-'!$%Oa!;G=GHDF!NGVAN!>K!@AFABG>=N!@ABACBA@!EJ!C>H<DLDBGOA!IA=>HGC!QJELG@GVDBG>=M!M-*-/!H,A)7)/)7-/!H$*.-Aa!SDDqO!

LG^C`N!=O!ShC_EO!

gSO! \$AA-$&a!9Oa!-'!$%Oa!"FG=GCDF!D=@!<DBQ><QJNG>F>IGCDF!GH<FGCDBG>=N!>K!CQL>H>N>HDF!DFBALDBG>=N!G=!D@LA=>C>LBGCDF!BPH>LNR!D=!

G=BAILDBA@!IA=>HGC!D<<L>DCQM!~!H%(*!"*0).A(*)%!<-'$@a!CRSCO!IC^C`N!=O!"2RS_SSO!

gCO! K'-=,$*a!"O5Oa!-'!$%Oa!-@LA=>C>LBGCDF!CDLCG=>HD!NPLOGODF!LDBAN!C>LLAFDBA@!B>!IA=>HGC!C><J!=PHEAL!ODLGD=BNM!<)%!H$*.-A!8,-Aa!CRRqO!

C^C`N!=O!gCE_2SO!

g2O! F-!<$A'(*)a!<OHOa!-'!$%Oa!;>FACPFDL!NCLAA=G=I!K>L!D!<ALN>=DFGVA@!BLADBHA=B!D<<L>DCQ!G=!D@OD=CA@!D@LA=>C>LBGCDF!CD=CALM!~!H%(*!

"*0).A(*)%!<-'$@a!CRS2O!IF^SR`N!=O!gRqR_qO!

ggO! <$'-)a!"OHOa!-'!$%Oa!-!NBP@J!>K!D@LA=>C>LBGCDF!BPH>LN!G=!CQGF@LA=!D=@!D@>FANCA=BN!EJ!D!C>H<DLDBGOA!IA=>HGC!QJELG@GVDBG>=!BACQ=GaPAM!

H$*.-A!M-*-'a!CRSSO!LNP^f`N!=O!CDq_2RqO!

gEO! 0-!;A$(=)*'a!;Oa!-'!$%Oa!0A=A!A`<LANNG>=!<L>KGFG=I!>K!QPHD=!D@LA=>C>LBGCDF!BPH>LN!PNG=I!C>H<FAHA=BDLJ!@A>`JLGE>=PCFAGC!-CG@!

HGCL>DLLDJN!G@A=BGKGAN!NAOALDF!CD=@G@DBA!IA=AN!DN!HDL_ALN!>K!HDFGI=D=CJM!~!H%(*!"*0).A(*)%!<-'$@a!CRREO!IN^2`N!=O!SqSD_CDO!

gfO! i-%�Vl&-V_;-A*�*0-Va!FOa!-'!$%Oa!5`<LANNG>=!<L>KGFG=I!>K!D@LA=>C>LBGCDF!=A><FDNHN!NPIIANBN!D!H>FACPFDL!NGI=DBPLA!>K!HDFGI=D=CJM!

K&AI-A?a!CRREO!G?F^f`N!=O!SRqh_SRDgO!

ghO! K%$'-Aa!"O1Oa!-'!$%Oa!-=DFJNGN!EJ!C)6-!HGCL>DLLDJN!>K!IA=A!A`<LANNG>=!<DBBAL=N!>K!QPHD=!D@LA=>C>LBGCDF!BPH>LNM!"&A!~!"*0).A(*)%a!

CRRfO!GQP^g`N!=O!Eqh_DqO!

gqO! P$&A-%%a!HOa!-'!$%Oa!,LD=NCLG<BG>=DF!<L>KGFG=I!A=DEFAN!H>FACPFDL!CFDNNGKGCDBG>=!>K!D@LA=>C>LBGCDF!BPH>PLNM!"&A!~!"*0).A(*)%a!CRRDO!

GBG^S`N!=O!SgS_ECO!

gDO! P)7@$A0(a!HO1Oa!-'!$%Oa!0A=A!A`<LANNG>=!<L>KGFG=I!>K!D@LA=DF!C>LBGCDF!BPH>LN!EJ!C)6-!HDCL>DLLDJ!D=DFJNGNM!.ANPFBN!>K!D!<LAFGHG=DLJ!

NBP@JM!\()7-0!1,$A7$.)',-Aa!CRRfO!BN^g`N!=O!Sqf_DRO!

ERO! 5%7-(0$a!<OrOa!-'!$%Oa!-CBGODBG>=!>K!CJCFGC!-;$!NGI=DFG=I!FAD@N!B>!@GKKALA=B!<DBQTDJ!DFBALDBG>=N!G=!FANG>=N!>K!BQA!D@LA=DF!C>LBA`!

CDPNA@!EJ!IALHFG=A!$.7-.%-!@AKACBN!OALNPN!BQ>NA!@PA!B>!N>HDBGC!06-(!HPBDBG>=NM!~!H%(*!"*0).A(*)%!<-'$@a!CRSCO!IC^g`N!=O!"fqh_

D2O!

ESO! \)&A0-$&a!JOa!-'!$%Oa!0A=A!DLLDJ!D=DFJNGN!>K!HDCL>=>@PFDL!D@LA=DF!QJ<AL<FDNGD!C>=KGLHN!CFG=GCDF!QABAL>IA=AGBJ!D=@!G@A=BGKGAN!NAOALDF!

CD=@G@DBA!IA=AN!DN!H>FACPFDL!HA@GDB>LNM!9*.)I-*-a!CRRgO!L?^q`N!=O!SEhE_qEO!

ECO! M()A0$*)a!8O~Oa!-'!$%Oa!)GNBG=CB!BLD=NCLG<BG>=DF!<L>KGFAN!>K!D@LA=>C>LBGCDF!BPH>LN!P=C>OALA@!EJ!)6-!HGCL>DLLDJ!D=DFJNGNM!57!~!1$',)%a!

CRR2O!GBL^C`N!=O!ECS_2SO!

E2O! M()A0$*)a!8O~Oa!-'!$%Oa!;>FACPFDL!CFDNNGKGCDBG>=!D=@!<L>I=>NBGCDBG>=!>K!D@LA=>C>LBGCDF!BPH>LN!EJ!BLD=NCLG<B>HA!<L>KGFG=IM!H%(*!H$*.-A!

:-/a!CRRDO!GQ^C`N!=O!ffq_hfO!

EgO! B-A@-'a!<Oa!-'!$%Oa!-CaPGNGBG>=!>L@AL!>K!.DN!D=@!<2*!IA=A!DFBALDBG>=N!@AKG=AN!@GNBG=CB!D@LA=>C>LBGCDF!BPH>L!<QA=>BJ<ANM!1P)K!M-*-'a!

CRSCO!F^E`N!=O!-SRRChRRO!

EEO! Z-/'a!5OGOa!-'!$%Oa!0A=A!A`<LANNG>=!<L>KGFG=I!>K!CQGF@Q>>@!D@LA=>C>LBGCDF!BPH>LNM!H$*.-A!:-/a!CRRhO!BC^C`N!=O!fRR_qO!

EfO! :$I$VV)*a!\Oa!-'!$%Oa!,LD=NCLG<B>HA!D=DFJNGN!LAOADFN!BQDB!<2*!D=@!cEABDd?CDBA=G=!DFBALDBG>=N!>CCPL!G=!D!IL>P<!>K!DIILANNGOA!

D@LA=>C>LBGCDF!CD=CALNM!H$*.-A!:-/a!CRSRO!CN^CS`N!=O!qChf_qSO!

EhO! ;-A*$*0-V_:$*#(-Aa!MOMOa!-'!$%Oa!"D=@G@DBA!@GDI=>NBGC!HDL_ALN!D=@!BPH>L!NP<<LANN>L!IA=AN!K>L!D@LA=>C>LBGCDF!CDLCG=>HD!EJ!

A`<LANNG>=!<L>KGFA!>K!IA=AN!>=!CQL>H>N>HA!%%a%*M!Z)A%0!~!K&AIa!CRRqO!?L^E`N!=O!qh2_qSO!

EqO! ;-A*$*0-V_:$*#(-Aa!MOMOa!-'!$%Oa!4@A=BGKGCDBG>=!>K!EG>HDL_ALN!>K!D@LA=>C>LBGCDF!CDLCG=>HD!PNG=I!IA=>HATG@A!IA=A!A`<LANNG>=!

<L>KGFG=IM!5A.,!K&AIa!CRRqO!GP?^D`N!=O!qgS_fs!0(/.&//()*!qgfO!

EDO! K))*a!1OKOa!-'!$%Oa!;GCL>DLLDJ!IA=A!A`<LANNG>=!D=@!GHHP=>QGNB>CQAHGNBLJ!D=DFJNAN!>K!D@LA=>C>LBGCDF!BPH>LN!G@A=BGKJ!401+!D=@!7G?

b/!DN!PNAKPF!G=!@GKKALA=BGDBG=I!CDLCG=>HDN!KL>H!D@A=>HDNM!"*0).A!:-%$'!H$*.-Aa!CRRDO!GB^C`N!=O!Eh2_q2O!

fRO! j-a!1Oa!-'!$%Oa!0?<L>BAG=?C>P<FA@!LACA<B>LN!G=!DF@>NBAL>=A?<L>@PCG=I!D@A=>HDNR!D!<>BA=BGDF!CDPNA!>K!QJ<ALDF@>NBAL>=GNHM!~!

"*0).A(*)%a!CRRhO!GIQ^S`N!=O!2D_gqO!

fSO! \$//-''a!<OBOa!-'!$%Oa!5`<LANNG>=!<L>KGFAN!K>L!NBAL>G@>IA=GC!A=VJHAN!G=!D@LA=>C>LBGCDF!@GNADNAM!~!H%(*!"*0).A(*)%!<-'$@a!CRREO!IN^D`N!

=O!Eggf_EEO!

fCO! 0-!:-?*(-/a!5Oa!-'!$%Oa!0A=A!A`<LANNG>=!<L>KGFG=I!LAOADFN!D!=AT!CFDNNGKGCDBG>=!>K!D@LA=>C>LBGCDF!BPH>LN!D=@!G@A=BGKGAN!H>FACPFDL!

<LA@GCB>LN!>K!HDFGI=D=CJ!D=@!NPLOGODFM!~!H%(*!9*.)%a!CRRDO!LC^h`N!=O!SSRq_SEO!

f2O! :)*.,(a!HOPOa!-'!$%Oa!(G=IFA!=PCFA>BG@A!<>FJH>L<QGNH!HGCL>DLLDJ!D=DFJNGN!G=!C>LBGN>F?NACLABG=I!D@LA=>C>LBGCDF!D@A=>HDN!G@A=BGKGAN!

=AT!CD=@G@DBA!IA=AN!D=@!<DBQTDJNM!G-)=%$/($a!CRSCO!GP^2`N!=O!CRf_SqO!

fgO! 3-A-*a!\Oa!-'!$%Oa!(6$!DLLDJN!G=!&AC_TGBQ?WGA@AHD==!NJ=@L>HAR!-=!GH<L>OA@!@GDI=>NBGC!NBLDBAIJM!"&A!~!<-0!M-*-'a!CRS2O!

fEO! P-')&V-a!"Oa!-'!$%Oa!(6$!DLLDJ!<L>KGFG=I!>K!CQGF@Q>>@!D@LA=>C>LBGCDF!BPH>LN!LAOADFN!@GNBG=CB!<DBQTDJN!>K!BPH>LGIA=ANGN!D=@!

QGIQFGIQBN!CD=@G@DBA!@LGOAL!IA=ANM!~!H%(*!"*0).A(*)%!<-'$@a!CRSCO!IC^h`N!=O!"SCqg_D2O!

ffO! K.,7('Va!3O~Oa!-'!$%Oa!)GKKALA=BGDF!A`<LANNG>=!>K!HGCL>.6-?b/2S!HGCL>.6-?%*8?*<!D=@!HGCL>.6-?**2!G=!EA=GI=!D=@!HDFGI=D=B!

D@LA=>C>LBGCDF!BPH>PLNM!~!H%(*!1$',)%a!CRSSO!BP^f`N!=O!ECD_2EO!

fhO! K))*a!1OKOa!-'!$%Oa!HG.?%82!D=@!HG.?Ue*?2<!4@A=BGKGA@!DN!$LA@GCB>LN!>K!$>>L!$L>I=>NGN!G=!-@LA=>C>LBGCDF!"D=CALM!H%(*!H$*.-A!:-/a!

CRRDO!GQ^Cg`N!=O!hfqg_hfDCO!

fqO! 1$''-A/)*a!"O"Oa!-'!$%Oa!;GCL>.6-!<L>KGFG=I!>K!D@LA=>C>LBGCDF!BPH>LN!LAOADFN!HG.?Ue*!DN!D!HDL_AL!>K!HDFGI=D=CJM!H$*.-Aa!CRSSO!

GGC^q`N!=O!Sf2R_DO!

fDO! 9V$'$a!FO<Oa!-'!$%Oa!,QA!L>FA!>K!HGCL>.6-!@ALAIPFDBG>=!G=!BQA!<DBQ>IA=ANGN!>K!D@LA=>C>LBGCDF!CDLCG=>HDM!"*0).A!:-%$'!H$*.-Aa!CRSSO!

GF^f`N!=O!fg2_EEO!

hRO! 8)7@)%a!YOa!-'!$%Oa!4=BAILDBGOA!H>FACPFDL!EG>G=K>LHDBGCN!NBP@J!>K!QPHD=!D@LA=>C>LBGCDF!BPH>LNR!HGCL>.6-S!BGNNPA?N<ACGKGC!BDLIAB!

<LA@GCBG>=S!D=@!<DBQTDJ!D=DFJNGNM!"*0).A!:-%$'!H$*.-Aa!CRRDO!GB^2`N!=O!qDE_DRfO!

hSO! :-.,$.,-a!GOKOa!-'!$%Oa!)6-!HABQJFDBG>=!<L>KGFG=I!G@A=BGKGAN!IF>EDF!HABQJFDBG>=!@GKKALA=CAN!D=@!HDL_ALN!>K!D@LA=>C>LBGCDF!BPH>LNM!~!

H%(*!"*0).A(*)%!<-'$@a!CRSCO!IC^f`N!=O!"SRRg_S2O!

hCO! \$AA-$&a!9Oa!-'!$%Oa!4@A=BGKGCDBG>=!>K!D!"<0!GNFD=@!HABQJFDB>L!<QA=>BJ<A!G=!D@LA=>C>LBGCDF!CDLCG=>HDNM!~!H%(*!"*0).A(*)%!<-'$@a!

CRS2O!IF^S`N!=O!"Shg_qgO!



References 

 

!

 

91 

!

h2O! ;)*/-.$a!5OPOa!-'!$%Oa!">H<LAQA=NGOA!)6-!HABQJFDBG>=!D=DFJNGN!>K!EA=GI=!D=@!HDFGI=D=B!D@LA=>C>LBGCDF!BPH>LNM!M-*-/!

H,A)7)/)7-/!H$*.-Aa!CRSCO!QG^SR`N!=O!DgD_fRO!

hgO! 5%7-(0$a!<OrOa!-'!$%Oa!4=BAILDBA@!IA=>HGC!D=DFJNGN!>K!=>@PFDL!BGNNPA!G=!HDCL>=>@PFDL!D@LA=>C>LBGCDF!QJ<AL<FDNGDR!<L>ILANNG>=!>K!

BPH>LGIA=ANGN!G=!D!@GN>L@AL!DNN>CGDBA@!TGBQ!HPFBG<FA!EA=GI=!FANG>=NM!~!H%(*!"*0).A(*)%!<-'$@a!CRSSO!IB^g`N!=O!"hCq_2qO!

hEO! 5%7-(0$a!<OrOa!-'!$%Oa!;>PNA!$L_DL%D!QD<F>G=NPKKGCGA=CJ!FAD@N!B>!D=!G=CLADNA!G=!BPH>LN!G=!BQA!,L<2*f^?!>L!.E%f^?!EDC_IL>P=@N!D=@!

CQAHGCDFFJ!G=@PCA@!N_G=!<D<GFF>HDN!EJ!@JNLAIPFDBG>=!>K!BQA!CAFF!CJCFA!D=@!W=B!NGI=DFG=IM!B&7!<)%!M-*-'a!CRSRO!GI^q`N!=O!S2qh_DqO!

hfO! F&A-I)*a!"Oa!-'!$%Oa!)GDI=>NBGC!D=@!<L>I=>NBGC!L>FA!>K!NBAL>G@>IA=GC!KDCB>L!%!G=!D@LA=>C>LBGCDF!CDLCG=>HDR!D!ODFG@DBG>=!NBP@J!

K>CPNG=I!>=!CFG=GCDF!D=@!<DBQ>F>IGC!C>LLAFDBANM!B&7$*!1$',)%)I?a!CRS2O!PP^E`N!=O!qCC_qCqO!

hhO! ;-*/6-a!ZOa!-'!$%Oa!0FPC>NA!BLD=N<>LBAL!03\,%!A`<LANNG>=!GN!D=!NBDIA?G=@A<A=@A=B!<LA@GCB>L!>K!CFG=GCDF!>PBC>HA!G=!D@LA=>C>LBGCDF!

CDLCG=>HDM!"*0).A!:-%$'!H$*.-Aa!CRRDO!GB^2`N!=O!DSD_CqO!

hqO! 50$7a!1Oa!-'!$%Oa!5<G@ALHDF!IL>TBQ!KDCB>L!LACA<B>L!G=!D@LA=>C>LBGCDF!BPH>LNR!D=DFJNGN!>K!IA=A!NAaPA=CAS!<L>BAG=!A`<LANNG>=!D=@!

C>LLAFDBG>=!TGBQ!CFG=GCDF!>PBC>HAM!<)0!1$',)%a!CRSRO!L?^SC`N!=O!SEDf_fRgO!

hDO! 5%7-(0$a!<OrOa!-'!$%Oa!(BAL>G@>IA=GC!KDCB>L!%!>OALA`<LANNG>=!D=@!IA=A!DH<FGKGCDBG>=!DLA!H>LA!KLAaPA=B!G=!D@LA=>C>LBGCDF!BPH>LN!

KL>H!CQGF@LA=!BQD=!KL>H!D@PFBNM!~!H%(*!"*0).A(*)%!<-'$@a!CRSRO!IQ^2`N!=O!SgEq_fCO!

qRO! \$A%$/6$Aa!;O<Oa!-'!$%Oa!$LACFG=GCDF!BDLIABG=I!>K!BQA!BJ<A!4!G=NPFG=?FG_A!IL>TBQ!KDCB>L!LACA<B>L!G=!D@LA=>C>LBGCDF!CDLCG=>HDM!~!H%(*!

"*0).A(*)%!<-'$@a!CRRDO!IP^S`N!=O!CRg_SCO!

qSO! M$&W)&ka!KOa!-'!$%Oa!EABD?CDBA=G=!DCBGODBG>=!GN!DNN>CGDBA@!TGBQ!N<ACGKGC!CFG=GCDF!D=@!<DBQ>F>IGC!CQDLDCBALGNBGCN!D=@!D!<>>L!>PBC>HA!G=!

D@LA=>C>LBGCDF!CDLCG=>HDM!H%(*!H$*.-A!:-/a!CRSSO!GC^C`N!=O!2Cq_2fO!

qCO! :$I$VV)*a!\Oa!MO!5//(-a!$*0!~O!\-A',-A$'a!,LD=NCLG<B>HA!D=DFJNGN!>K!D@LA=>C>LBGCDF!CD=CALNR!KL>H!H>FACPFDL!CFDNNGKGCDBG>=!B>!BQA!

G@A=BGKGCDBG>=!>K!=AT!BLADBHA=BNM!"*0).A!:-%$'!H$*.-Aa!CRSSO!GF^C`N!=O!:SE_ChO!

q2O! 5//(-a!MOa!8O~O!M()A0$*)a!$*0!~O!\-A',-A$'a!0A=A!A`<LANNG>=!<L>KGFG=I!G=!D@LA=>C>LBGCDF!=A><FDNGDM!<)%-.&%$A!$*0!H-%%&%$A!

"*0).A(*)%)I?a!CRSCO!?QG^S`N!=O!SSS_SShO!

qgO! 5//(�a!MOa!-'!$%Oa!,QA!<DBQ><QJNG>F>IJS!@GDI=>NGN!D=@!<L>I=>NGN!>K!D@LA=>C>LBGCDF!BPH>LN!LAOGNGBA@!EJ!BLD=NCLG<B>HA!D=DFJNANM!

8A-*0/!(*!"*0).A(*)%)I?!�!<-'$@)%(/7a!CRSRO!LG^E`N!=O!2CE_22gO!

qEO! B-$')*a!~OBOa!-'!$%Oa!$L>ILANNG>=!B>!D@LA=>C>LBGCDF!BPH>LGIA=ANGN!G=!HGCA!D=@!QPHD=N!BQL>PIQ!G=NPFG=?FG_A!IL>TBQ!KDCB>L!+!D=@!EABD?

CDBA=G=M!57!~!1$',)%a!CRSCO!GFG^2`N!=O!SRSh_22O!

qfO! FA-%)*a!HOa!-'!$%Oa!-=DFJNGN!>K!BQA!.>FA!>K!4IK+!G=!-@LA=DF!,PH>PL!)AOAF><HA=B!G=!,LD=NIA=GC!;>PNA!;>@AFNM!1P)K!9G"a!CRSCO!C^q`N!

=O!-ggShSO!

qhO! "$/')*a!~O\Oa!:O8O!3&A7$/,-#$a!$*0!1O~O!B)&I,')*a!4.(?%R!DP@GBG=I!BQA!AKKACBGOA=ANN!>K!H,:.!G=QGEGB>LNM!H$*.-A!H-%%a!CRRfO!I^2`N!=O!

SE2_EO!

qqO! Z(%6(*a!;Oa!-'!$%Oa!$A@GDBLGC!D@LA=>C>LBGCDF!BPH>LNR!H>FACPFDL!AOA=BN!FAD@G=I!B>!G=NPFG=?FG_A!IL>TBQ!KDCB>L!44!IA=A!>OALA`<LANNG>=M!~!

H%(*!"*0).A(*)%!<-'$@a!CRRRO!FQ^E`N!=O!CRgq_EfO!

qDO! K))*a!1OKOa!-'!$%Oa!;>FACPFDL!HDL_ALN!D=@!BQA!<DBQ>IA=ANGN!>K!D@LA=>C>LBGCDF!CD=CALM!9*.)%)I(/'a!CRRqO!G?^E`N!=O!Egq_fSO!

DRO! <$VV&.)a!8OPOa!-'!$%Oa!0A=ABGC!DN<ACBN!>K!D@LA=>C>LBGCDF!BPH>PLN!D=@!QJ<AL<FDNGDNM!H%(*(.$%!"*0).A(*)%)I?a!CRSCO!CC^S`N!=O!S_SRO!

DSO! 5%7-(0$a!<OrOa!-'!$%Oa!5`<LANNG>=!>K!G=NPFG=?FG_A!IL>TBQ!KDCB>L?44!D=@!GBN!LACA<B>L!G=!<A@GDBLGC!D=@!D@PFB!D@LA=>C>LBGCDF!BPH>LNM!~!H%(*!

"*0).A(*)%!<-'$@a!CRRqO!I?^D`N!=O!2ECg_2SO!

DCO! "%!Z$6(%a!5Oa!-'!$%Oa!0A=ABGCN!D=@!IA=>HGCN!>K!CQGF@Q>>@!D@LA=>C>LBGCDF!BPH>LNM!<)%-.&%$A!$*0!H-%%&%$A!"*0).A(*)%)I?a!CRSSO!??B^Se

C`N!=O!SfD_Sh2O!

D2O! 9%(#(-Aa!<Oa!-'!$%Oa!3G?1LDPHA=G!D=@!LAFDBA@!NJ=@L>HANR!C>LLAFDBG>=!EABTAA=!BPH>L!BJ<AS!KDHGFJ!NBLPCBPLAS!D=@!,$2*!IA=>BJ<AM!

H$*.-A!:-/a!CRR2O!B?^CR`N!=O!ffg2_ERO!

DgO! 1-'('W-$*!5a!<O"Oa!3$')!Ka!J/,()6$!Ha!8$#'(I($*!Kia!B$(*$&'!1a!9%(#(-A!<Oa!4H<DCB!>K!HPBD=B!<2*!KP=CBG>=DF!<L><ALBGAN!>=!,$2*!

HPBDBG>=!<DBBAL=N!D=@!BPH>L!<QA=>BJ<AR!FANN>=N!KL>H!LACA=B!@AOAF><HA=BN!G=!BQA!4-."!,$2*!@DBDEDNAM!g)DBDEDNA!OALNG>=R!.%bS!

6>OAHEAL!+Z%+ha!(*!'PH!;PBDBM!CRRhO!=O!fCC_DO!

DEO! P(@-a!:Oa!-'!$%Oa!(>HDBGC!,$2*!HPBDBG>=N!DLA!LAFDBGOAFJ!LDLA!DH>=I!D@LA=>C>LBGCDF!CD=CALN!TGBQ!BQA!KLAaPA=B!%/<%*!F>NN!>K!

QABAL>VJI>NGBJM!H%(*!H$*.-A!:-/a!CRRhO!G?^2`N!=O!qgg_ERO!

DfO! Z$//-A7$*a!~OFOa!MO1O!Y$7@-''(a!$*0!FO!<$%6(*a!,>TDL@N!D=!P=@ALNBD=@G=I!>K!BQA!L>FA!>K!<2*!G=!D@LA=>C>LBGCDF!CDLCG=>IA=ANGNM!<)%!

H-%%!"*0).A(*)%a!CRSCO!?QG^S`N!=O!SRS_SRO!

DhO! \$AV)*a!POa!-'!$%Oa!;>FACPFDL!D=DFJNGN!>K!")76%"!D=@!,$2*!G=!N<>LD@GC!D@LA=DF!BPH>LNM!"&A!~!"*0).A(*)%a!CRRSO!GPQ^C`N!=O!CRh_SCO!

DqO! K(0,&a!KOa!-'!$%Oa!;PBDBG>=!D=@!HABQJFDBG>=!D=DFJNGN!>K!,$2*!G=!D@LA=DF!CDLCG=>IA=ANGNM!"&A)=-$*!~)&A*$%!)+!K&AI(.$%!9*.)%)I?!

^"~K9`a!CRREO!?G^E`N!=O!EgD_EEgO!

DDO! \-A',)*a!5Oa!-'!$%Oa!W=B^i?CDBA=G=!NGI=DFFG=I!G=!D@LA=DF!<QJNG>F>IJ!D=@!BPH>PL!@AOAF><HA=BM!<)%-.&%$A!$*0!H-%%&%$A!"*0).A(*)%)I?a!

CRSCO!?QG^S`N!=O!qh_DEO!

SRRO! "%!Z$6(%a!5O!$*0!"O!P$%%(a!,QA!W=B^EABD?CDBA=G=!<DBQTDJ!G=!D@LA=>C>LBGCDF!@AOAF><HA=B!D=@!CD=CALM!<)%-.&%$A!$*0!H-%%&%$A!

"*0).A(*)%)I?a!CRSSO!??L^SeC`N!=O!2C_2hO!

SRSO! 8(//(-Aa!;Oa!-'!$%Oa!;PBDBG>=N!>K!EABD?CDBA=G=!G=!D@LA=>C>LBGCDF!BPH>LNR!DCBGODBG>=!>K!BQA!W=B!NGI=DFG=I!<DBQTDJ!GN!D!KLAaPA=B!AOA=B!

G=!E>BQ!EA=GI=!D=@!HDFGI=D=B!D@LA=>C>LBGCDF!BPH>LNM!H$*.-A!:-/a!CRREO!BQ^Sh`N!=O!hfCC_hO!

SRCO! H,$=7$*a!5Oa!-'!$%Oa!4@A=BGKGCDBG>=!>K!IA=ABGC!DFBALDBG>=N!>K!-j46+!IA=A!G=!D@LA=>C>LBGCDF!BPH>LNM!~!H%(*!"*0).A(*)%!<-'$@a!CRSSO!

IB^D`N!=O!"Sghh_qSO!

SR2O! \-A',-A$'a!~Oa!-'!$%Oa!;>FACPFDL!D=@!KP=CBG>=DF!D=DFJNGN!>K!$.7-.%-!D=@!GBN!F>CPN!g%/a++?+Uh!G=!N<>LD@GC!D@LA=>C>LBGCDF!BPH>LNR!%/a!

F>NNANS!N>HDBGC!HPBDBG>=NS!D=@!<L>BAG=!_G=DNA!-!A`<LANNG>=!D=@!DCBGOGBJM!H$*.-A!:-/a!CRR2O!B?^Sh`N!=O!E2Rq_SDO!

SRgO!<$*')#$*(a!MOa!-'!$%Oa!)GKKALA=B!A`<LANNG>=!>K!<L>BAG=!_G=DNA!-!g$7-h!LAIPFDB>LJ!NPEP=GBN!G=!C>LBGN>F?NACLABG=I!D@LA=>C>LBGCDF!BPH>LNR!

.AFDBG>=NQG<!TGBQ!CAFF!<L>FGKALDBG>=M!"k=-A(7-*'$%!H-%%!:-/-$A.,a!CRRqO!?GP^S`N!=O!SC2_S2RO!

SREO! 0-!~)&//(*-$&a!HOa!-'!$%Oa!,QA!C-;$!<DBQTDJ!D=@!BQA!C>=BL>F!>K!D@LA=>C>LBGCDF!@AOAF><HA=B!D=@!IL>TBQM!<)%-.&%$A!$*0!H-%%&%$A!

"*0).A(*)%)I?a!CRSCO!?QG^S`N!=O!Cq_2fO!

SRfO! :-(*.6-a!<Oa!-'!$%Oa!)AFABG>=!>K!BQA!D@LA=>C>LBGC>BL><G=!LACA<B>L!IA=A!G=!QPHD=!D@LA=>C>LBGCDF!BPH>LNR!GH<FGCDBG>=N!K>L!

BPH>LGIA=ANGNM!~!H%(*!"*0).A(*)%!<-'$@a!SDDhO!FL^D`N!=O!2REg_qO!

SRhO! :)',-*@&,%-Aa!5Oa!-'!$%Oa!4@A=BGKGCDBG>=!>K!=>OAF!IA=ABGC!ODLGD=BN!G=!<Q>N<Q>@GANBALDNA!e&!g!$)5e&hS!D!C-;$?N<ACGKGC!

<Q>N<Q>@GANBALDNA!QGIQFJ!A`<LANNA@!G=!BQA!D@LA=DF!C>LBA`S!G=!D!C>Q>LB!>K!<DBGA=BN!TGBQ!D@LA=DF!BPH>PLNM!H%(*(.$%!"*0).A(*)%)I?a!

CRSCO!CC^C`N!=O!SDE_SDDO!



References 

 

!

 

92 

!

SRqO! :)/-*@-AIa!FOa!-'!$%Oa!,LD=NCLG<BG>=!KDCB>L!*XS2X?CJCFGC!D@A=>NG=A!2X?H>=><Q>N<QDBA?LAN<>=NGOA!AFAHA=B?EG=@G=I!<L>BAG=!g".5&h!GN!

@ACLADNA@!@PLG=I!QPHD=!D@LA=DF!C>LBA`!BPH>LGIA=ANGN!D=@!KABDF!@AOAF><HA=BM!~!H%(*!"*0).A(*)%!<-'$@a!CRR2O!FF^q`N!=O!2DEq_fEO!

SRDO! 1-A(a!5Oa!-'!$%Oa!kDLGDEFA!A`<LANNG>=!>K!BQA!BLD=NCLG<BG>=!KDCB>LN!C-;$!LAN<>=NA!AFAHA=B?EG=@G=I!<L>BAG=!D=@!G=@PCGEFA!C-;$!ADLFJ!

LA<LANN>L!G=!BQA!=>LHDF!D@LA=DF!C>LBA`!D=@!G=!D@LA=>C>LBGCDF!D@A=>HDN!D=@!CDLCG=>HDNM!~!H%(*!"*0).A(*)%!<-'$@a!CRRSO!FB^SS`N!=O!

Egg2_DO!

SSRO! i$%a!1Oa!-'!$%Oa!(1?%!D!_AJ!<FDJAL!G=!BQA!@AOAF><HA=B!D=@!@GKKALA=BGDBG>=!>K!NBAL>G@>IA=GC!BGNNPANM!G&.%!:-.-='a!CRR2O!G^S`N!=O!qO!

SSSO! P$%%(a!"Oa!-'!$%Oa!&AJ>=@!NBAL>G@>IA=ANGNR!6>OAF!BDLIAB!IA=AN!K>L!(1?%!@GNC>OALA@!EJ!IA=>HGCNM!<)%-.&%$A!$*0!H-%%&%$A!"*0).A(*)%)I?a!

CRS2O!?CG^SeC`N!=O!SEg_SEDO!

SSCO!F)I,7$*a!<Oa!-'!$%Oa!4=CLADNA@!NBAL>G@>IA=GC!KDCB>L?%!@>NDIA!BLGIIALN!D@LA=>C>LBGCDF!CAFF!<L>FGKALDBG>=!D=@!CD=CALM!<)%!"*0).A(*)%a!

CRRhO!LG^SC`N!=O!CDfq_qhO!

SS2O! ;A$*�$a!<O<Oa!-'!$%Oa!$:)?%!EG=@G=I!B>!BQA!5?E>`!NAaPA=CA!G=QGEGBN!(1?%!D=@!(B-.!A`<LANNG>=!G=!QPHD=!D@LA=>C>LBGCDF!BPH>L!CAFFNM!

<)%-.&%$A!$*0!H-%%&%$A!"*0).A(*)%)I?a!CRS2O!?CG^SeC`N!=O!SgR_SghO!

SSgO! 1($*)#/6(a!<O5OFOa!-'!$%Oa!(1?%!>OALA`<LANNG>=!G=!CQGF@Q>>@!D@LA=>C>LBGCDF!BPH>PLNM!"&A)=-$*!~)&A*$%!)+!H$*.-Aa!CRRfO!PL^q`N!=O!

SRgR_SRg2O!

SSEO! ;(I&-(A-0)a!\OHOa!-'!$%Oa!-H<FGKGCDBG>=!>K!BQA!NBAL>G@>IA=GC!KDCB>L!%!IA=A!G=!CQGF@Q>>@!D@LA=>C>LBGCDF!BPH>LNM!~!H%(*!"*0).A(*)%!

<-'$@a!CRREO!IN^C`N!=O!fSE_DO!

SSfO! K@(-A$a!KOa!-'!$%Oa!'GIQ!@GDI=>NBGC!D=@!<L>I=>NBGC!ODFPA!>K!NBAL>G@>IA=GC!KDCB>L?%!A`<LANNG>=!G=!D@LA=DF!BPH>LNM!~!H%(*!"*0).A(*)%!

<-'$@a!CRSRO!IQ^SR`N!=O!"SfS_hSO!

SShO! 1$?*-a!5OBO!$*0!FO\O!B$%-/a!:OALOGAT!>K!NBAL>G@>IA=GC!A=VJHAN!G=!BQA!<DBQTDJ!KL>H!CQ>FANBAL>F!B>!DCBGOA!NBAL>G@!Q>LH>=ANM!

"*0).A!:-#a!CRRgO!LQ^f`N!=O!Dgh_hRO!

SSqO! \-&/.,%-(*a!;Oa!-'!$%Oa!-",'?LACA<B>L!A`<LANNG>=S!LAIPFDBG>=!D=@!L>FA!G=!D@LA=>C>LBGDF!BPH>L!K>LHDBG>=M!"&A!~!"*0).A(*)%a!CRRSO!

GPP^2`N!=O!SDD_CRfO!

SSDO! ",A%&*0a!5Oa!-'!$%Oa!7=>C_@>T=!>K!(1?%!D=@!.61*%!DKKACBN!C>H<>=A=BN!>K!NBAL>G@>IA=ANGNS!,01EABDS!D=@!W=B^EABD?CDBA=G=!

NGI=DFG=I!G=!D@LA=>C>LBGCDF!CDLCG=>HD!CAFFNM!1P)K!9*-a!CRSCO!C^2`N!=O!-2CRqRO!

SCRO! "%/-a!8Oa!-NN>CGDBG>=!>K!D@LA=>C>LBGCDF!CDLCG=>HD!TGBQ!KDHGFGDF!CD=CAL!NPNCA<BGEGFGBJ!NJ=@L>HANM!<)%!H-%%!"*0).A(*)%a!CRSCO!?QG^S`N!

=O!ff_hRO!

SCSO!:=FG=A!;A=@AFGD=!4=QALGBD=CA!G=!;D=S!:;4;lO!<.3&/(.6_G$',$*/!J*/'('&'-!)+!M-*-'(.!<-0(.(*-a!~),*/!B)=6(*/!L*(#-A/('?N!

\$%'(7)A-a!<FO!

SCCO! ;%(.-6a!1Oa!-'!$%Oa!5=NAHEF!+Z%*M!G&.%-(.!5.(0/!:-/a!CRS2O!PG^F$'$@$/-!(//&-`N!=O!Fgq_EEO!

SC2O!B&*'a!~OPOa!(J=@L>HAN!DNN>CGDBA@!TGBQ!DE=>LHDFGBGAN!G=!BQA!D@LA=DF!C>LBA`M!F($I*)/'(.!B(/')=$',)%)I?a!CRRDO!GQ^C`N!=O!fD_hqO!

SCgO! ;$A($a!5O<O!$*0!<OrO!5%7-(0$a!)GKKALA=CAN!G=!BQA!H>FACPFDL!HACQD=GNHN!>K!D@LA=>C>LBGCDF!BPH>LGIA=ANGN!EABTAA=!CQGF@LA=!D=@!

D@PFBNM!<)%-.&%$A!$*0!H-%%&%$A!"*0).A(*)%)I?a!CRSCO!?QG^S`N!=O!EC_EhO!

SCEO! P(a!;O1O!$*0!~O;O!;A$&7-*(a!~AOa!(>KB?BGNNPA!NDLC>HDNS!ELADNB!CD=CALS!D=@!>BQAL!=A><FDNHNM!-!KDHGFGDF!NJ=@L>HA[!5**!J*'-A*!<-0a!

SDfDO!CG^g`N!=O!hgh_ECO!

SCfO! K.,*-(0-Aa!3Oa!-'!$%Oa!3G?1LDPHA=G!(J=@L>HAMa!(*!0A=A.AOGATNm!n4=BAL=ABoM!:O5O!1$I)*a!<O1O!50$7a!$*0!8OFO!\(A0a!-'!$%Oa!"0(')A/O!

SDDD!~$*!SD!mL=0$'-0!CRS2!5=A!SSnN!K-$''%-!^Z5`N!L*(#-A/('?!)+!Z$/,(*I')*a!K-$''%-a!SDD2_CRS2O!

SChO!M)*V$%-Va!3OFOa!-'!$%Oa!&AJ>=@!3G!1LDPHA=G!(J=@L>HAR!CFG=GCDF!CQDLDCBALGNBGCN!>K!KDHGFGAN!TGBQ!<2*!IALHFG=A!HPBDBG>=NM!~!H%(*!9*.)%a!

CRRDO!LC^q`N!=O!SCER_fO!

SCqO! P)0(/,a!BOa!-'!$%Oa!;PBDBG>=N!-KKACBG=I!0A=>HA!(BDEGFGBJMa!(*!;>FACPFDL!"AFF!&G>F>IJa!ZOBO!;A--7$*a!"0(')AO!CRRRN!G->!j)A6O!

SCDO! i$A%-?a!~O<Oa!0ALHFG=A!,$2*!HPBDBG>=N!D=@!3G?1LDPHA=G!NJ=@L>HAM!B&7!<&'$'a!CRR2O!LG^2`N!=O!2S2_CRO!

S2RO!5.,$'Va!<OJOa!-'!$%Oa!,QA!,$2*!HPBDBG>=S!.**/'S!GN!DNN>CGDBA@!TGBQ!3G?1LDPHA=G!D=@!3G?1LDPHA=G?FG_A!NJ=@L>HAN!G=!&LDVGFGD=!KDHGFGANM!

H$*.-A!P-''a!CRRhO!LPQ^S_C`N!=O!Df_SRCO!

S2SO!B-AA7$**a!PO~Oa!-'!$%Oa!,$2*!IALHFG=A!HPBDBG>=N!G=!D@PFB!<DBGA=BN!TGBQ!D@LA=>C>LBGCDF!CDLCG=>HDM!~!H%(*!"*0).A(*)%!<-'$@a!CRSCO!

IC^2`N!=O!"ghf_qEO!

S2CO!9%(#(-Aa!<Oa!<O!B)%%/'-(*a!$*0!1O!B$(*$&'a!,$2*!HPBDBG>=N!G=!QPHD=!CD=CALNR!>LGIG=NS!C>=NAaPA=CANS!D=@!CFG=GCDF!PNAM!H)%0!K=A(*I!

B$A@!1-A/=-.'!\()%a!CRSRO!L^S`N!=O!$RRSRRqO!

S22O!M$AA('$*)a!KOa!-'!$%Oa!)ABDGFA@!QD<F>BJ<A!D=DFJNGN!DB!BQA!,$2*!F>CPN!G=!<M.**/'!HPBDBG>=!CDLLGALN!G=!BQA!<><PFDBG>=!>K!(>PBQAL=!

&LDVGFR!AOG@A=CA!K>L!D!K>P=@AL!AKKACBM!B&7!<&'$'a!CRSRO!?G^C`N!=O!Sg2_ERO!

S2gO!M($.)7$VV(a!~Oa!-'!$%Oa!,$2*!<M.**/'!GN!D!C>=@GBG>=DF!CD=CAL?<LA@GN<>NG=I!HPBDBG>=R!KPLBQAL!AOG@A=CA!KL>H!D!Q>H>VJI>PN!<DBGA=BM!

\<H!H$*.-Aa!CRS2O!G?^S`N!=O!SqhO!

S2EO! :(@-(A)a!:OHO!$*0!\O!;(I&-(A-0)a!"QGF@Q>>@!D@LA=>C>LBGCDF!BPH>PLNM!"&A)=-$*!~)&A*$%!)+!H$*.-Aa!CRRgO!PN^q`N!=O!SSSh_SSCfO!

S2fO! \$.,(*/6(a!POPOa!-'!$%Oa!0A=ABGC!HD<<G=I!>K!D!BQGL@!3G?1LDPHA=G!NJ=@L>HA!<LA@GN<>NGBG>=!F>CPN!B>!QPHD=!CQL>H>N>HA!%a+*M!H$*.-A!

:-/a!CRREO!BQ^C`N!=O!gCh_2SO!

S2hO! H,)&+$*(a!KOa!HO!K,&7$*a!$*0!:O!Z-6/@-AIa!&AC_TGBQ?WGA@AHD==!NJ=@L>HAM!57!~!<-0!M-*-'!H!K-7(*!<-0!M-*-'a!CRSRO!GQPU^2`N!

=O!2g2_EgO!

S2qO! P(@-a!:O!$*0!~O!\-A',-A$'a!;>FACPFDL!IA=ABGCN!>K!D@LA=>C>LBGCDF!BPH>PLNS!KL>H!KDHGFGDF!B>!N<>LD@GC!@GNADNANM!"&A!~!"*0).A(*)%a!CRREO!

GQ?^g`N!=O!ghh_qhO!

S2DO!<$VV&.)a!8OPOa!-'!$%Oa!-EALLD=B!0$".!A`<LANNG>=!GN!D!NPKKGCGA=B!IA=ABGC!AOA=B!B>!BLGIIAL!D@LA=>C>LBGCDF!BPH>LGIA=ANGNM!<)%-.&%$A!$*0!

H-%%&%$A!"*0).A(*)%)I?a!CRRhO!LBQVLBB^R`N!=O!C2_CqO!

SgRO! \$&W$'a!MOa!-'!$%Oa!$DLD@>`GCDF!6()%!HPBDBG>=N!G=!&AC_TGBQ?WGA@AHD==!NJ=@L>HA!D=@!%%<%2!D=>HDFGAN!G=!(>B>N!NJ=@L>HAM!57!~!

B&7!M-*-'a!CRRgO!CP^g`N!=O!hSE_CRO!

SgSO! K.,&%'-a!3O<Oa!-'!$%Oa!">H<FABA!NAaPA=CG=I!D=@!HANNA=IAL!LGE>=PCFAGC!DCG@!A`<LANNG>=!D=DFJNGN!>K!BQA!;56!4!IA=A!G=!D@LA=DF!CD=CALM!

~!H%(*!"*0).A(*)%!<-'$@a!CRRRO!FQ^S`N!=O!ggS_qO!

SgCO!Z&a!pO!$*0!pO!B&$a!;A=G=S!QGNB>=A!Q*!HABQJFBLD=NKALDNANS!D=@!LAIPFDBG>=!>K!CAFF!<L>FGKALDBG>=R!CPLLA=B!_=>TFA@IA!D=@!<ALN<ACBGOAM!

H&AA!<)%!<-0a!CRRqO!F^q`N!=O!qRE_SEO!

Sg2O! 1(-.,$a!MOa!~O!H,&0-6a!$*0!5O!Z(-.-6a!;PFBG<FA!5=@>CLG=A!6A><FDNGD!BJ<A!%M!"&A!~!J*'-A*!<-0a!CRRqO!GI^C`N!=O!DD_SR2O!

SggO! 3-AAa!KO"Oa!-'!$%Oa!-$"!IALHFG=A!HPBDBG>=N!G=!G=@GOG@PDFN!EAG=I!AODFPDBA@!K>L!KDHGFGDF!D@A=>HDB>PN!<>FJ<>NGNR!D!LAOGAT!>K!BQA!;DJ>!

"FG=GC!A`<ALGA=CA!TGBQ!%28%!C>=NACPBGOA!BANBNM!~!<)%!F($I*a!CRS2O!GQ^S`N!=O!2S_g2O!



References 

 

!

 

93 

!

SgEO! ~&,*a!"O!$*0!5O!3,$.,-7)&*-a!0DL@=AL!NJ=@L>HAR!N_G=!HD=GKANBDBG>=NS!@GKKALA=BGDF!@GDI=>NGN!D=@!HD=DIAHA=BM!57!~!H%(*!

F-A7$')%a!CRSRO!GG^C`N!=O!SSh_CCO!

SgfO! \$A%$/6$Aa!;O<O!$*0!MOFO!B$77-Aa!,QA!H>FACPFDL!IA=ABGCN!>K!D@LA=>C>LBGCDF!CDLCG=>HDM!:-#!"*0).A!<-'$@!F(/)A0a!CRRhO!F^g`N!=O!

2g2_qO!

SghO!Z$*Ia!8O!$*0!ZO"O!:$(*-?a!'PHD=!D@LA=>C>LBGCDF!CDLCG=>HD!CAFF!FG=ANM!<)%!H-%%!"*0).A(*)%a!CRSCO!?QG^S`N!=O!Eq_fEO!

SgqO! :$(*-?a!ZO"Oa!3O!K$*-Aa!$*0!\O1O!K.,(77-Aa!-@LA=>C>LBGCDF!CAFF!FG=ANM!<)%!H-%%!"*0).A(*)%a!CRRgO!LLF^S_C`N!=O!C2_2qO!

SgDO! i&)A-*)W$a!KOa!-'!$%Oa!-@LA=>C>LBGCDF!BPH>LGIA=ANGNS!FPBAG=GVG=I!Q>LH>=A!LACA<B>L!D=@!BLD=NCLG<BG>=!KDCB>LN!0-,-?U!D=@!0-,-?bM!

<)%-.&%$A!$*0!H-%%&%$A!"*0).A(*)%)I?a!CRRhO!LBI^SeC`N!=O!2q_gEO!

SERO! \-&/.,%-(*a!;Oa!KO!M$%$.a!$*0!FO\O!Z(%/)*a!-=GHDF!H>@AFN!>K!D@LA=>C>LBGCDF!BPH>LGIA=ANGNM!<)%-.&%$A!$*0!H-%%&%$A!"*0).A(*)%)I?a!

CRSCO!?QG^S`N!=O!hq_qfO!

SESO! P&.)*(a!<O!$*0!<O!<$**-%%(a!jA=>ILDKB!H>@AFN!K>L!<LACFG=GCDF!@LPI!BANBG=IR!GH<FGCDBG>=N!K>L!D@LA=>C>LBGCDF!CD=CALM!<)%!H-%%!

"*0).A(*)%a!CRSCO!?QG^S`N!=O!hS_hO!

SECO! ;A&7$*a!FO5O!$*0!HO!:)77-%a!$4*7!D=@!CD=CALR!FANN>=NS!CQDFFA=IAN!D=@!><<>LBP=GBGANM!G$'!:-#!FA&I!F(/.)#a!CRSgO!G?^C`N!=O!SgR_EfO!

SE2O!F-!<$A'(*)a!<OHOa!-'!$%Oa!,QA!L>FA!>K!H,:.!G=QGEGB>LN!G=!BQA!G=QGEGBG>=!>K!IL>TBQ!D=@!C>LBGN>F!NACLABG>=!G=!QPHD=!D@LA=>C>LBGCDF!

CDLCG=>HD!CAFFNM!"*0).A!:-%$'!H$*.-Aa!CRSCO!GI^2`N!=O!2ES_fgO!

SEgO!F)I,7$*a!<Oa!-'!$%Oa!.AIPFDBG>=!>K!G=NPFG=?FG_A!IL>TBQ!KDCB>L?HDHHDFGD=!BDLIAB!>K!LD<DHJCG=!NGI=DFG=I!EJ!HGCL>.6-!G=!CQGF@Q>>@!

D@LA=>C>LBGCDF!BPH>LNM!H$*.-A!:-/a!CRSRO!CN^SS`N!=O!gfff_hEO!

SEEO! 1-VV$*(a!:Oa!-'!$%Oa!,QA!D=BG<L>FGKALDBGOA!AKKACBN!>K!>PDEDG=!D=@!AOAL>FGHPN!>=!D@LA=>C>LBGCDF!BPH>L!CAFFNM!"*0).A!~a!CRSgO!BG^S`N!=O!

gS_E2O!

SEfO!<$A(*(-%%)a!\Oa!-'!$%Oa!">HEG=DBG>=!>K!N>LDKA=GE!D=@!AOAL>FGHPN!GH<DCBN!BQALD<APBGCDFFJ!>=!D@LA=>C>LBGCDF!BPH>L!H>@AFNM!"*0).A!

:-%$'!H$*.-Aa!CRSCO!GI^g`N!=O!ECh_2DO!

SEhO!F)I,7$*a!<O!$*0!"O!P$%%(a!5KKGCDCJ!>K!BQA!=>OAF!@PDF!$4*?_G=DNA^H,:.!G=QGEGB>L!6k$?&5p+*2!G=!D!<LACFG=GCDF!H>@AF!>K!D@LA=>C>LBGCDF!

CDLCG=>HDM!<)%!H-%%!"*0).A(*)%a!CRSCO!?BP^S_C`N!=O!SRS_gO!

SEqO!Z(%%($7/a!8O5Oa!-'!$%Oa!,ALDB>CDLCG=>HD?@ALGOA@!IL>TBQ!KDCB>L?%!GN!P<LAIPFDBA@!G=!DF@>NBAL>=A?<L>@PCG=I!D@A=>HDN!D=@!G=CLADNAN!

DF@>NBAL>=A!NACLABG>=!D=@!G=QGEGBN!D<><B>NGN!G=!OGBL>M!B?=-A'-*/()*a!CRSRO!QQ^f`N!=O!Sgfq_hEO!

SEDO! Y,-*Ia!pO!$*0!ZO\O!\)%%$Ia!-=I44!G=@PCAN!BLD=NGA=B!<Q>N<Q>FG<DNA!)!DCBGOGBJ!G=!BQA!'+82.!IF>HALPF>ND!CAFF!H>@AFM!<)%!H-%%!

"*0).A(*)%a!CRR2O!LNB^S_C`N!=O!SS2_CCO!

SfRO!F-!<$A'(*)a!<OHOa!-'!$%Oa!.>FA!>K!BQA!H,:.!<DBQTDJ!G=!=>LHDF!D=@!BPH>LDF!D@LA=DF!CAFFNM!G-&A)-*0).A(*)%)I?a!CRSRO!IL'(#55$'GN!=O!

Cq_2gO!

SfSO! 3$*-,(/$a!<Oa!-'!$%Oa!7500!K>L!G=BAILDBG>=!D=@!G=BAL<LABDBG>=!>K!FDLIA?NCDFA!H>FACPFDL!@DBD!NABNM!G&.%-(.!5.(0/!:-/a!CRSCO!

PN^F$'$@$/-!(//&-`N!=O!FSRD_SgO!

SfCO!M&-A'(*a!FO5O!$*0!FO<O!K$@$'(*(a!)AKG=G=I!BQA!L>FA!>K!H,:.!G=!CD=CALM!H$*.-A!H-%%a!CRRhO!GL^S`N!=O!D_CCO!

Sf2O! P$=%$*'-a!<O!$*0!FO<O!K$@$'(*(a!H,:.!NGI=DFG=I!G=!IL>TBQ!C>=BL>F!D=@!@GNADNAM!H-%%a!CRSCO!GPI^C`N!=O!Chg_D2O!

SfgO! P(&a!1Oa!-'!$%Oa!,DLIABG=I!BQA!<Q>N<Q>G=>NGBG@A!*?_G=DNA!<DBQTDJ!G=!CD=CALM!G$'!:-#!FA&I!F(/.)#a!CRRDO!F^q`N!=O!fCh_ggO!

SfEO!Z&%%/.,%-I-Aa!KOa!:O!P)->(',a!$*0!<OGO!B$%%a!,:.!NGI=DFG=I!G=!IL>TBQ!D=@!HABDE>FGNHM!H-%%a!CRRfO!GLP^2`N!=O!ghS_qgO!

SffO! ;$//*$.,'a!<Oa!-'!$%Oa!-7,!GN!QGIQFJ!<Q>N<Q>LJFDBA@!G=!<QA>CQL>H>CJB>HDN!EPB!=>B!G=!EA=GI=!D@LA=>C>LBGCDF!BPH>LNM!~!H%(*!

"*0).A(*)%!<-'$@a!CRREO!IN^h`N!=O!g2ff_hRO!

SfhO!B)&I,')*a!1O~Oa!5OAL>FGHPNM!H%(*!H$*.-A!:-/a!CRSRO!GB^E`N!=O!S2fq_hCO!

SfqO!<)'V-Aa!:O~Oa!-'!$%Oa!5KKGCDCJ!>K!AOAL>FGHPN!G=!D@OD=CA@!LA=DF!CAFF!CDLCG=>HDR!D!@>PEFA?EFG=@S!LD=@>HGNA@S!<FDCAE>?C>=BL>FFA@!<QDNA!

444!BLGDFM!P$*.-'a!CRRqO!?CL^Df2h`N!=O!ggD_EfO!

SfDO!<$(A$a!KO<Oa!-'!$%Oa!4@A=BGKGCDBG>=!D=@!CQDLDCBALGVDBG>=!>K!6k$?&5p+*2S!D!=AT!>LDFFJ!DODGFDEFA!@PDF!<Q>N<QDBG@JFG=>NGB>F!*?

_G=DNA^HDHHDFGD=!BDLIAB!>K!LD<DHJCG=!G=QGEGB>L!TGBQ!<>BA=B!G=!OGO>!D=BGBPH>L!DCBGOGBJM!<)%!H$*.-A!8,-Aa!CRRqO!C^h`N!=O!SqES_f2O!

ShRO! K-7@$a!KOa!-'!$%Oa!,QA!G=!OGBL>!D=@!G=!OGO>!AKKACBN!>K!+?gU?H>L<Q>FG=JFh?e?<QA=JF?CQL>H>=A!g3#+8UZZ+hS!D!N<ACGKGC!G=QGEGB>L!>K!

<Q>N<QDBG@JFG=>NGB>F!*X?_G=DNAS!G=!QPHD=!C>F>=!CD=CAL!CAFFNM!H%(*!H$*.-A!:-/a!CRRCO!F^f`N!=O!SDEh_f2O!

ShSO! i%$,)/a!HO~Oa!-'!$%Oa!-!N<ACGKGC!G=QGEGB>L!>K!<Q>N<QDBG@JFG=>NGB>F!*?_G=DNAS!+?gU?H>L<Q>FG=JFh?e?<QA=JF?U'?%?EA=V><JLD=?U?>=A!

g3#+8UZZ+hM!~!\()%!H,-7a!SDDgO!LBI^h`N!=O!ECgS_qO!

ShCO! #$*!0-A!Z-?0-*a!PO!$*0!FO~O!50$7/a!,QA!.DN?DNN>CGDBG>=!@>HDG=!KDHGFJ!g.-((1h!HAHEALN!D=@!BQAGL!L>FA!G=!QPHD=!BPH>PLGIA=ANGNM!

\().,(7(.$!-'!\()=,?/(.$!5.'$!^\\5`!_!:-#(->/!)*!H$*.-Aa!CRRhO!GCCB^S`N!=O!Eq_qEO!

Sh2O! :)/6)/6(a!:Oa!~AOa!.-1!<L>BAG=?NALG=A^BQLA>=G=A!_G=DNANR!NBLPCBPLA!D=@!LAIPFDBG>=M!\().,-7!\()=,?/!:-/!H)77&*a!CRSRO!?II^2`N!=O!

2S2_hO!

ShgO!<.H&@A-?a!~O5Oa!-'!$%Oa!.>FAN!>K!BQA!.DK^;57^5.7!<DBQTDJ!G=!CAFF!IL>TBQS!HDFGI=D=B!BLD=NK>LHDBG>=!D=@!@LPI!LANGNBD=CAM!\().,(7!

\()=,?/!5.'$a!CRRhO!GCC?^q`N!=O!SCf2_qgO!

ShEO! H,$7@$A0a!~OHOa!-'!$%Oa!5.7!GH<FGCDBG>=!G=!CAFF!CJCFA!LAIPFDBG>=M!\().,(7!\()=,?/!5.'$a!CRRhO!GCC?^q`N!=O!SCDD_2SRO!

ShfO! K,$&%a!jOFO!$*0!:O!K-I-Aa!,QA!;57^5.7!CDNCD@AR!KL>H!NGI=DFG=I!N<ACGKGCGBJ!B>!@GOALNA!KP=CBG>=NM!\().,(7!\()=,?/!5.'$a!CRRhO!

GCC?^q`N!=O!SCS2_CfO!

ShhO! P(*a!KO:Oa!-'!$%Oa!;PBDBG>=N!>K!7?LDN!>=C>IA=A!G=!QPHD=!D@LA=DF!BPH>PLN!G=!,DGTD=M!\A!~!H$*.-Aa!SDDqO!CC^h`N!=O!SRfR_EO!

ShqO! 3)')&%$a!iOa!-'!$%Oa!;PBDBG>=DF!D=DFJNGN!>K!BQA!&.-1S!.-(!D=@!501.!IA=AN!G=!QPHD=!D@LA=>C>LBGCDF!CDLCG=>HDNM!"*0).A!:-%$'!

H$*.-Aa!CRRDO!GB^C`N!=O!EfE_hCO!

ShDO! j$/,(A)a!8Oa!-'!$%Oa!$>G=B!HPBDBG>=N!>K!LDN!IA=AN!G=!QPHD=!D@LA=DF!C>LBGCDF!BPH>LNR!DENA=CA!G=!D@LA=>C>LBGCDF!QJ<AL<FDNGDM!Z)A%0!~!

K&AIa!SDDgO!GF^g`N!=O!gEE_fRs!0(/.&//()*!gfR_SO!

SqRO!<)&%a!~OZOa!-'!$%Oa!-ENA=B!LDN!IA=A!HPBDBG>=N!G=!QPHD=!D@LA=DF!C>LBGCDF!=A><FDNHN!D=@!<QA>CQL>H>CJB>HDNM!~!LA)%a!SDD2O!GPI^f`N!

=O!S2qD_DgO!

SqSO!9.6-Aa!<Oa!-'!$%Oa!$".?(("$!D=DFJNGN!>K!QPHD=!D@LA=>C>LBGCDF!D@A=>HDNR!DENA=CA!>K!7?LDN!IA=A!HPBDBG>=NM!"k=!H%(*!"*0).A(*)%!

F($@-'-/a!CRRRO!GNF^q`N!=O!ES2_gO!

SqCO!F&*.($a!~OiOa!-'!$%Oa!;57!G=QGEGB>LNR!BQA!CQAHGNBLJ!D=@!EG>F>IGCDF!DCBGOGBJ!>K!\Z%+bS!GBN!D=DF>INS!D=@!CJCFGVDBG>=!<L>@PCBNM!\())AI!

<-0!H,-7!P-''a!SDDqO!F^CR`N!=O!Cq2D_ggO!

Sq2O! ;$#$'$a!<O;Oa!-'!$%Oa!4@A=BGKGCDBG>=!>K!D!=>OAF!G=QGEGB>L!>K!HGB>IA=?DCBGODBA@!<L>BAG=!_G=DNA!_G=DNAM!~!\()%!H,-7a!SDDqO!LC?^CD`N!=O!

SqfC2_2CO!



References 

 

!

 

94 

!

SqgO! 1$.6-Aa!PO<Oa!-'!$%Oa!6GF>BG=GE!D=@!;57!G=QGEGB>LN!G=@PCA!NJ=BQABGC!FABQDFGBJ!BQL>PIQ!<DLD@>`GCDF!DCBGODBG>=!>K!.-1!G=!@LPI?LANGNBD=B!

CQL>=GC!HJAF>G@!FAP_AHGDM!H$*.-A!H-%%a!CRSSO!LN^f`N!=O!hSE_ChO!

SqEO!M&-*',-Aa!<O3Oa!LO!MA$$@a!$*0!KO!;&%0$a!(J=BQABGC!FABQDF!G=BALDCBG>=!EABTAA=!$4*7^-_B^H,:.!D=@!.DN^;57^5.7!<DBQTDJ!

G=QGEGBG>=!G=!LQDE@>HJ>NDLC>HDM!H$*.-A!P-''a!CRS2O!??C^C`N!=O!CRR_DO!

SqfO! \)V(.a!JOa!-'!$%Oa!5O>FPBG>=DLJ!@J=DHGCN!>K!CD=CAL!G=!LAN<>=NA!B>!BDLIABA@!C>HEG=DBG>=!BQALD<JM!"%(+-a!CRS2O!LN!=O!-RRhghO!

SqhO! K&V&6(a!~Oa!-'!$%Oa!6>OAF!DCBG>=!>K!DCBGOG=!D=@!E>=A!H>L<Q>IA=ABGC!<L>BAG=!G=!LAIPFDBG=I!DF@>NBAL>=A!<L>@PCBG>=!EJ!QPHD=!

D@LA=>C>LBGCDF!CAFFNM!"*0).A(*)%)I?a!CRRgO!GPQ^C`N!=O!f2D_gDO!

SqqO!K$,$a!KOa!-'!$%Oa!)GDEABGC!FG<><L>BAG=N!D=@!D@LA=DF!DF@>NBAL>=A!NJ=BQANGN??D!<>NNGEFA!<DBQ><QJNG>F>IGCDF!FG=_[!B)A7!<-'$@!:-/a!CRSCO!

PP^2`N!=O!C2D_ggO!

SqDO! K$,$a!KOa!-'!$%Oa!kALJ?F>T?@A=NGBJ!FG<><L>BAG=!HA@GDBAN!BLD=NCLG<BG>=DF!LAIPFDBG>=!>K!DF@>NBAL>=A!NJ=BQDNA!G=!QPHD=!D@LA=>C>LBGCDF!

CAFFN!BQL>PIQ!HPFBG<FA!NGI=DFG=I!<DBQTDJNM!H-%%!8(//&-!:-/a!CRSCO!?PF^S`N!=O!hS_qRO!

SDRO! J*$I$6(a!3Oa!-'!$%Oa!4=O>FOAHA=B!>K!E>=A!H>L<Q>IA=ABGC!<L>BAG=?b!G=!@GKKALA=BGDF!LAIPFDBG>=!>K!DF@>NBAL>=A!<L>@PCBG>=!EJ!D=IG>BA=NG=!

44!D=@!<>BDNNGPH!G=!QPHD=!D@LA=>C>LBGCDF!CAFFNM!"*0).A(*)%)I?a!CRRfO!GPC^f`N!=O!CfqS_DO!

SDSO!M$V0$Aa!5O;Oa!-'!$%Oa!5NBDEFGNQHA=B!D=@!CQDLDCBALGVDBG>=!>K!D!QPHD=!D@LA=>C>LBGCDF!CDLCG=>HD!CAFF!FG=A!BQDB!A`<LANNAN!HPFBG<FA!

<DBQTDJN!>K!NBAL>G@!EG>NJ=BQANGNM!H$*.-A!:-/a!SDDRO!QN^Sh`N!=O!Egqq_DfO!

SDCO! :$(*-?a!ZO"Oa!JO<O!\(A0a!$*0!~OJO!<$/)*a!,QA!6"4?'+82!CAFF!FG=AR!D!<FPLG<>BA=B!H>@AF!K>L!QPHD=!D@LA=>C>LBGCDF!NBP@GANM!<)%!H-%%!

"*0).A(*)%a!SDDgO!GNN^S_C`N!=O!gE_ERO!

SD2O! \$A@-Aa!1O:Oa!-'!$%Oa!,QA!0LDJ!4=NBGBPBA!><A=!HGCL>NC><AN!D<<FGA@!B>!LD@G>EG>F>IJ!D=@!<L>BAG=!G=BALDCBG>=!NBP@GANa!(*!,QLAA?

@GHA=NG>=DF!D=@!HPFBG@GHA=NG>=DF!HGCL>NC><Ja!8O!Z(%/)*!$*0!8O!Z(%/)*a!"0(')A/O!CRSga!K!1!J!"!_!J*'-A*$'()*$%!K).(-'?!+)A!9='(.$%!

"*I(*--A(*IN!\-%%(*I,$7a!Z$/,(*I')*O!

SDgO! :$7=-A/$0a!KOGOa!;PFBG<FA!D<<FGCDBG>=N!>K!-FDHDL!&FPA!DN!D=!G=@GCDB>L!>K!HABDE>FGC!KP=CBG>=!D=@!CAFFPFDL!QADFBQ!G=!CAFF!OGDEGFGBJ!

EG>DNNDJNM!K-*/)A/!^\$/-%`a!CRSCO!GL^D`N!=O!SC2gh_fRO!

SDEO! :(//!8Pa!<O:Oa!G(%-/!5P-'!$%Oa!"AFF!kGDEGFGBJ!-NNDJNa!(*!-NNDJ!0PG@D=CA!;D=PDF!n4=BAL=ABoa!HOGO!K(''$7=$%$7!MKa!G-%/)*!Ba!-'!$%Oa!

"0(')AO!CRS2!"%(!P(%%?!�!H)7=$*?!$*0!',-!G$'()*$%!H-*'-A!+)A!50#$*.(*I!8A$*/%$'()*$%!K.(-*.-/N!\-',-/0$!^<F`O!

SDfO!Z-('/7$*a!MO"Oa!-'!$%Oa!kGBDHG=!)!A=QD=CAN!CDN<DNA?@A<A=@A=B!D=@!?G=@A<A=@A=B!,61DF<QD?G=@PCA@!ELADNB!CD=CAL!CAFF!@ADBQR!,QA!

L>FA!>K!LADCBGOA!>`JIA=!N<ACGAN!D=@!HGB>CQ>=@LGDM!J*'!~!H$*.-Aa!CRR2O!GNB^C`N!=O!Shq_qfO!

SDhO!Z-('/7$*a!MO"Oa!-'!$%Oa!5NBL>IA=!LACA<B>L?DF<QD!<Q>N<Q>LJFDBA@!DB!(AL%%e!GN!<LANA=B!DB!BQA!<L>H>BALN!>K!ANBL>IA=?LAIPFDBA@!IA=AN!

D=@!GN!=>B!DFBALA@!@PA!B>!'5.?+!>OALA`<LANNG>=M!H$*.-A!:-/a!CRRfO!BB^CR`N!=O!SRSfC_hRO!

SDqO! j$)a!:O!$*0!MO<O!H))=-Aa!.AaPGLAHA=B!K>L!<Q>N<QDBG@JFG=>NGB>F?*!_G=DNA!G=!BQA!<LAOA=BG>=!>K!D<><B>NGN!EJ!=ALOA!IL>TBQ!KDCB>LM!

K.(-*.-a!SDDEO!LBC^ECRf`N!=O!CRR2_fO!

SDDO! ;A$*6-a!8O;Oa!-'!$%Oa!$4*7^-_B!D=@!D<><B>NGNR!NGVA!HDBBALNM!9*.)I-*-a!CRR2O!LL^Ef`N!=O!qDq2_DqO!

CRRO! Y(77-A7$**a!KO!$*0!3O!<)-%%(*Ia!$Q>N<Q>LJFDBG>=!D=@!LAIPFDBG>=!>K!.DK!EJ!-_B!g<L>BAG=!_G=DNA!&hM!K.(-*.-a!SDDDO!LFB^EggE`N!=O!

ShgS_gO!

!


