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0'7 BF$'()+7%IMFJ9%M+.'23&,%6$(%/$8"7"."+7,%5$($%.5$%4+74$6.%+8%+<.3"$(%")%/$8"7$/%2&%'%0<.'7.%4$33%3"7$%;5+)$%

/(<*%($)6+7)$%")%+<.%+8%.5$%/").("2<."+7%+8%.5$%)$7)"."#$%)<26+6<3'."+7%;".5%'%)6$4"8"4%H![ B/(<* %4+02"7'."+79%%

-7%)<00'(&,%<7/$(%.5$%)"*7"8"4'7.%.5($)5+3/%P # AEQ,%.5$%MF%'66(+'45%"/$7."8"$/%'%.+.'3%+8%^b%'7/%d%6+.$7B

."'3%($)").'7.%'))+4"'."+7)%"7%.5$%O>YH%'7/%H:VF%/(<*%)4($$7)%I:'23$%\ %'7/%:'23$%̂ J,%($)6$4."#$3&9%!(+0%

.5$)$,%\^%'7/%a%'))+4"'."+7)%;$($%)5'($/%;".5%.5$%6(+6+)$/%XMV[Y%8('0$;+(1%8+(%O>YH%'7/%H:VF,%

($)6$4."#$3&9%

-.%)5+<3/%2$%7+.$/%.5'.,%"7%4+06'(")+7%;".5%.5$%XMV[Y%0$.5+/,%.5$%MF%($)<3.)%;$($%/").("2<.$/%'4(+))%'%

3'(*$(%'7/%'%)0'33$(%'0+<7.%+8%<7"L<$%H![ B/(<* %'))+4"'."+7) %8+(%O>YH%I\`%'*'"7).%\^J%'7/%H:VF%I_%

'*'"7).% \c J,%($)6$4."#$3&9%-7%'//"."+7,%.5$%MF%'66(+'45%8'"3$/%.+%/$.$4.%($)").'7.%*+3/B).'7/'(/)%8+(%3<7*%
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%

Tissue:drug:mutation ! Method !
resistant outliers 

UNRES!
N. resistant outliers 

NP!
EVHDB\cee9^]*'"7]47'EVHD^b%

IH>Q\^,[VEE^,@[>^`J %
2+.5% ^%+<.% a%

EVHDB̂aa9\]*'"7]47'EVHD^b%
IH>Q\^,[VEE^,@[>^`J %

2+.5% \,^,_,`,a%+<.% b%

EVHDB̂aa9\]*'"7]47'EVHD^c%
IHN:H,FF@\>J %

2+.5% _,`%+<.% ` %

EVHDB̂e_9\]*'"7]47'EVHD^c%
IHN:H,FF@\>J %

2+.5% `%+<.% ` %

HSV[D> B\_c\9\]EVD!{0<. % 2+.5% ^,_,`,a%+<.% a%
NXD>B\f\f9^][O!V{0<. % 2+.5% ^%+<.% ^%
NXD>B\e\a9^][O!V{0<. % 2+.5% ^%+<.% \ %
Sg B_^b9\]F-Q_HD{0<. % 2+.5% \,^,_%+<.% ^%

YQH@B\f_b9\]EVD!{0<. % 2+.5% `,a%+<.% a%
YQH@B\fb\9\]EVD!{0<. % 2+.5% \,^,_%+<.% a%
YQH@B\_c_9\]EVD!{0<. % 2+.5% \,^,_,`,a%+<.% _%

YQH@B\f`c9\]3+))]47'YQH@`%
IEMH^,H>QM^D,UDQ^,FY-F\J%

2+.5% \,^,_,`,a%+<.% \\ %

EVHDB_d\9\]*'"7]47'EVHD^b%
IH>Q\^,[VEE^,@[>^`J %

XMV[Y % \,^,_,`,a%+<.% B%

EVHDB\\e9\]*'"7]47'EVHD^b%
IH>Q\^,[VEE^,@[>^`J %

XMV[Y % \%+<.% B%

NOOB\^`d9\]*'"7]47'NOO\b%I[O!VJ % XMV[Y % \%+<.% B%
NXD>B\f\f9\][O!V{0<. % XMV[Y % \,^,_%+<.% B%
NXD>B\f_^9\][O!V{0<. % XMV[Y % \,^,_%+<.% B%
NXD>B\f_^9^][O!V{0<. % XMV[Y % \%+<.% B%
NXD>B\\bd9^][O!V{0<. % XMV[Y % ^%+<.% B%
NXD>B\_cc9\][O!V{0<. % XMV[Y % \%+<.% B%
NXD>B\a`e9^][O!V{0<. % XMV[Y % ^%+<.% B%
NXD>B\e\e9^][O!V{0<. % XMV[Y % \%+<.% B%



!

! '%!

YQH@B\ff_9^]EVD!{0<. % XMV[Y % \%+<.% B%
:RHD B\_c_9\]EVD!{0<. % XMV[Y % \%+<.% B%
:RHD B\f_b9\]EVD!{0<. % MF% B% \ %
YQH@B\f_b9^]EVD!{0<. % MF% B% d%
YQH@B\_c\9\]EVD!{0<. % MF% B% e%

HSV[D> B\_c_9\]EVD!{0<. % MF% B% _%
HSV[D> B\_c_9^]EVD!{0<. % MF% B% ` %

YQH@B\_c_9^]EVD!{0<. % MF% B% b%
RMYHB\_cc9\]:Fa_{0<. % MF% B% c%

NOOB\`ea9\]*'"7]47'NOO\b%I[O!VJ % MF% B% \ %
EVHDB\a`e9^]*'"7]47'EVHD^b%

IH>Q\^,[VEE^,@[>^`J %
MF% B% _%

EVHDB\abf9^]F-Q_HD{0<. % MF% B% a%
EVHDB\ab\9^]F-Q_HD{0<. % MF% B% \ %

YQH@B\c_9\]3+))]47'YQH@`%
IEMH^,H>QM^D,UDQ^,FY-F\J%

MF% B% ^%

NXD>B̂^\9\][O!V{0<. % MF% B% ^%
HSV[D> B_^b9\]F:[M{0<. % MF% B% ^%

:'23$%\ ]%V$)").'7.%'))+4"'."+7)%"/$7."8"$/%;".5%XMV[Y%'7/%M$&0'7 BF$'()+7%"7%O>YH9%

H+02"7'."+7)%+8%4'74$(%.&6$,%/(<*%->%'7/%0<.'."+7%$#$7.%;".5%6+.$7."'3%($)").'7.%0'(1$()%"/$7."8"$/%2&%.5$%

XMV[Y%'7/%M$&0'7 BF$'()+7%IMFJ%8('0$;+(1)%<7/$(%P # AEQ,%"7%.5$%O>YH%)4($$79%:5$%($)<3.)%8(+0%.5$%

8('0$;+(1)%'($%($6($)$7.$/%"7%'%/")."74.%8+(0'.%q%8+(%XMV[Y%".%")%)6$4"8"4%;5"45%4$33%3"7$)%;$($%)$3$4.$/%')%

+<.3"$(),%;5"3).%8+(%MF%'66(+'45%".%")%)6$4"8"$/%5+;%0'7&%+<.3"$()9%

%

Tissue:drug:mutation ! Method !
N. resistant out-

liers UNRES !
N. resistant outliers 

NP!
EVHDBbfb\``]*'"7]47'EVHD^b%

IH>Q\^,[VEE^,@[>^`J %
2+.5% \,^,_,`,a%+<.% \ %

NXD>B_b^fb_]3+))]47'NXD>_`%
I!D:\,-V!^J %

2+.5% \%+<.% \ %

YQH@Bb\b_aa]*'"7]47'YQH@\^%
IQVDYJ%

2+.5% ^%+<.% ^%

YQH@B_^b^^]M!\{0<. % 2+.5% ^%+<.% ^%
YQH@Bb\b_aa]M!\{0<. % 2+.5% ^%+<.% ^%
>NEHB̀\f^cf]@NN^{0<. % XMV[Y % \,^%+<.% \ %

EVHDB̀\df_d]*'"7]47'EVHD^b%
IH>Q\^,[VEE^,@[>^`J %

XMV[Y % \,^,_,`,a%+<.% B%

HSV[D> B̀\c`\b]DQDFe{0<. % XMV[Y % \,^%+<.% B%
HSV[D> Bad__e]DQDFe{0<. % XMV[Y % ^%+<.% B%

NXD>Ba^e^b][O!V{0<. % XMV[Y % ^%+<.% B%
NXD>Ba^e^d][O!V{0<. % XMV[Y % ^%+<.% B%
NXD>Bbfbf_a][O!V{0<. % XMV[Y % ^%+<.% B%
NXD>Bbfb\_a][O!V{0<. % XMV[Y % \,^%+<.% B%
NXD>Bbfb\_d][O!V{0<. % XMV[Y % \%+<.% B%
NXD>Bb^db\`][O!V{0<. % XMV[Y % \,^%+<.% B%
YQH@B̂cde`]DV->^{0<. % XMV[Y % \%+<.% B%
YQH@B_`cd\_]DV->^{0<. % XMV[Y % \%+<.% B%



!

! '& !

YQH@Ba^dd^]DV->^{0<. % XMV[Y % ^%+<.% B%
YQH@Bb`edb^]DV->^{0<. % XMV[Y % \%+<.% B%
YQH@B̀\\dfe]M!\{0<. % XMV[Y % ^%+<.% B%
YQH@Ba^dd^]M!\{0<. % XMV[Y % \,^%+<.% B%
YQH@Bb_^efc]M!\{0<. % XMV[Y % ^%+<.% B%

HSV[D> B̂ddf\]!EiCc{0<. % MF% B% e%
EVHDBbfb\_d]*'"7]47'EVHD^b%

IH>Q\^,[VEE^,@[>^`J %
MF% B% \ %

NXD>Bb^^e\_][O!V{0<. % MF% B% _%

:'23$%̂ ]!V$)").'7.%'))+4"'."+7)%"/$7."8"$/%;".5%XMV[Y%'7/%M$&0'7BF$'()+7%"7%H:VF 9%
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4$33%3"7$)%')%6+.$7."'3%0'(1$()%+8%<7$=6$4.$/%($)").'74$%I<7/$(%P3.-0-'*/4., x%f9\aJ%'($%/")."7*<")5$/ 9%D)%'%

($)<3.,%.5$%0+/$3%('")$)%.;+%6+.$7."'3%4+74$(7)%($3'.$/%.+%!>V%4+7.(+3]%%

\9%C5'.%")%.5$%<66$(%2+<7/%8+(%!>V%('.$%+8%.5$%;5+3$%XMV[Y%5"$('(45"4'3%8('0$;+(1%I!>V567&8 J|%

D($%.5$%($)<3.)%+8%$'45%).$6%2+<7/$/%2&%.5$%)&).$0W)%!>V|%

^9%R+;%/+$)%.5$%XMV[Y%0+/$3%4+06'($)%.+%'%2')$3"7$%0+/$3|%

:+%'//($))%.5$%8"().%6'(.,%.5$%5"$('(45"4'3%!>V%IR!>VJ%4+7.(+3%6(+4$/<($%;')%$063+&$/9%O"#$7%.5$%8+(0<B

3'."+7%"ST@?C;A*/ ,%'7%<66$(%2+<7/%;')%$)."0'.$/%2')$/%+7%.5$%7<02$(%+8%/")4+#$("$)%'7/%H![ B/(<* %4+0B

2"7'."+7)%'4(+))%.5$%)$7)"."#".&%'7/%($)").'74$%'))$))0$7.)9%:5$%*3+2'3%2+<7/)%;$($ %­®¯ ]^_`a # rr ?E°Q %

'7/%­®¯ ]^_`a # rr ?xJQ %8+(%O>YH%'7/%H:VF,%($)6$4."#$3&9%M+.'23&,%.5$)$ %$)."0'.$ ) %'($ %)3"*5.3&%5"*5$(%

.5'7%.5$%3$#$('*$/%.5($)5+3/),%0$'7"7*%.5$%($6+(.$/%8"7/"7*)%'($%4+7.(+33$/%2&%.5$%*3+2'3%!>V567&8 %8+(%

$'45%/'.')$. 9%

-7%'//"."+7,%6$(0<.'."+7%($)'063"7*%+8%.5$%/(<*%($)6+7)$)%;".5"7%'%."))<$%.&6$%"7%O>YH%'7/%H:VF%$7'23$/%

.5$%4($'."+7%+8%2')$3"7$%0+/$3)9%!+(%$'45%4'74$(%.&6$,%)$7)"."#".&%'7/%($)").'7.%5&6+.5$)$)%;$($%*$7$('.$/,%

'7/%'7%$)."0'."+7%+8%.5$%7<02$(%+8%8'3)$%6+)"."#$)%;')%6$(8+(0$/9%:5$%$)."0'.$)%($#$'3$/ %\a9bh%'7/%

\^9\h%6+(."+7)%+8%.5$%/$.$4.$/%XMV[Y%') %6+.$7."'3%8'3)$%6+)"."#$)%8+(%O>YH%'7/%H:VF,%($)6$4."#$3&9%

V$0'(1'23&,%.5$)$%"78$(($/%#'3<$)%'($%"7%'44+(/'74$%;".5%.5$%)"*7"8"4'7.%.5($)5+3/%%P3.-0-'*/4., x%f9\a%<)$/%.+%

"/$7."8&%($)").'7.%4$33%3"7$)9%%
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5"0# ?@7-,)%:+,&#,=#+&')(%2+&.#'(--#A+%*+-+:/#+&#6+.6 B:6),9.679:#
2')((&2 #

72421) ->FHM=DB@F=K)B@FHCI@ZC?@E>)EG)DCS)KDHJ)D=FME>F=)

F5'(0'4+3+*"4'3%/'.'%;')% '4L<"($/ %8(+0%.5$%O>YH%6(+K$4.,%'7/%4+7)").$/%+8%`^f,^c_%(';%/(<*B4$33%4+0B

2"7'."+7)%'4(+))%edd%4$33%3"7$)%.$).$/%+#$(%a\b%4+06+<7/)9%!+(%6($3"0"7'(&%#")<'3") '."+7%6<(6+)$),%-%3$#$(B

'*$/ %.5$%/(<*%($)6+7)$%'#'"3'23$%"7%.5$%O>YH%6(+K$4.%4+06<.$/%;".5%'%)"*0+"/%4<(#$%8".%0+/$3%I-+("+%$.%'39,%

^f\bZ%g")%$.%'39,%^f\bJ9%:5$%/(<*%($)6+7)$%;')%)$6'('.$/%"7.+%0+7+.+7"4%I"9$9,%“ W_ * +±²34)W- _ ±²34)* -%

'7/%#"4$B#$()'J%'7/%7+7B0+7+.+7"4%4')$)9%:5")%($)<3.$/%"7%^e,fcd%'7/%_e\,\ea%0+7+.+7"4%'7/%7+7B0+7B

+.+7"4%/(<*%($)6+7)$),%($)6$4."#$3&9%

X7)<6$(#")$/%#")<'3")'."+7%+8%'33%4$33%#"'2"3"."$)%I/$)4("2$/%"7%.$(0)%+8%-H!" %#'3<$)J,%)5+;$/%7+%43$'(%6'..$(7%

"7%.5$%/(<*%($)6+7)$%I!"*<($%̂^ %DJ9%R+;$#$(,%8+4<)"7*%+7%.5$%0+7+.+7"4%($)6+7)$),%' 7%$=63"4".%+(*'7"G'."+7%

+8%0+7+.+7"4'33&%"74($')"7*%'7/%/$4($')"7*%($)6+7)$)%")%+2)$(#$/9%-7%6'(."4<3'(,%".%")%<7#$"3$/%'%).("1"7*%

43<).$("7*%+8%4')$)%;".5%<7$=6$4.$/%"74($')"7* %4$33%#"'2"3".&%<6+7%/(<*%.($'.0$7.%I!"*<($%̂ ^ %EJ9%%

D3.5+<*5%.5")%6($3"0"7'(&%/")4+#$(&%;') %2')$/%+7%0+7+.+7"4%($)6+7)$),%;5$7%)4'77"7*%7+7B0+7+.+7"4%

($)6+7)$),%)$#$('3%6+.$7."'3%4')$)%+8%"74($')"7*%4$33%#"'2"3".&%'($%$L<'33&%7+."4$'23$%I!"*<($%̂ _J9%%

E("$83&,%.5$)$%8"7/"7*)%7+.%+73&%5"*53"*5.%.5$%$=").$74$%+8%<7'7."4"6'.$/%($)6+7)$%2$5'#"+()%'4(+))%/(<*%

)4($$7) ,%2<.%'3)+%)<**$).%-H!" %#'3<$)%'($%7+.%'7%'66(+6("'.$%0$.("4%.+%/$)4("2$%/(<*%($)6+7)$9%%

!"*<($%̂ ^ ]%F("74"6'3%H+06+7$7.%D7'3&)")%IFHDJ%+8%4$33%#"'2"3".&%#'3<$)9%

)!* %D33%/(<*B4$33%4+02"7'."+7)Z%)+*%@+7+.+7"4%"74($')"7*%I}\J%'7/%/$4($')"7*%IB\J%($)6+7)$)9%V$*"+7%

5"*53"*5.$/%"7%($/%<78+3/)%'%7+.'23$%43<).$("7*%+8%"74($')"7*%4$33%#"'2"3".&%4')$)%"7/$6$7/$7.%+8%-H!", #'3<$)9%

:5$%6+"7.)%'($%4+3+<($/%2')$/%+7%-H!" %#'3<$)%4+06<.$/%;".5%.5$%*/)4-Haf%6'41'*$%Ig")%$.%'39,%^f\bJ,%

'7/%)5'6$/%'44+(/"7*%.+%7+7B0+7+.+7"4%IfJ,%0+7+.+7"4%"74($')"7*%I}\J%'7/%0+7+.+7"4%/$4($')"7*%IB\J%

/(<*%($)6+7)$)9%%
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72424) &HDB=)L=CFHD=F)MD@ED)?E)AHDB=)G@??@>J)

D7%"7"."'3%'..$06.%.+%45'('4.$(") $%.5$%/(<*%($)6+7)$)%2')$/%+7%.5$%/").("2<."+7%+8%.5$%4$33%#"'2"3".&%#'3<$)%

;')%6$(8+(0$/%<)"7*%.5$%Y1$;7$))%'7/%Q<(.+)")%0$')<($)%I)$$%/$.'"3)%"7%45'6.$(%^9_9J̀9%-7%/$.'"3,%)1$;B

7$))%6(+#"/$)%"78+(0'."+7%+7%.5$%/").("2<."+7%/"($4."+7%I3$8.,%("*5.%+(%4$7.('3J%'7/%1<(.+)")%).('."8"$)%2$.;$$7%

6$'1%'7/%83'.%/").("2<."+7) 9%D%7+(0'3%/").("2<."+7%")%45'('4.$(") $/%2&%G$(+%)1$;7$))%'7/%G$(+%1<(.+)")9%

M+.'23&,%/(<*%($)6+7)$)%;".5%"74($')"7*%4$33%#"'2"3".&%65$7+.&6$)%;+<3/%$=6$4.'23&%6($)$7.%'%/").("2<."+7%

."3.$/%.+%.5$%("*5.%)"/$%;".5 %6$'1%"7%.5$%($*"+7%+8%5"*5%4$33%#"'2"3".&%I²³H}HA-%I!"*<($%̂ ` J9%F$(%/$8"7"."+7,%.5")%

;+<3/%.('7)3'.$%"7.+%7$*'."#$3&%'7/%6+)"."#$3&%#'3<$/%)1$;7$))%'7/%1<(.+)")%6'('0$.$() ,%($)6$4."#$3&9%%
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%

%

%

%

%

%

%

%

C

A B

!"*<($%̂ _]%[='063$)%+8%"74($')"7*%4$33%#"'2"3".&%"7%7+7B0+7+.+7"4%/(<*%($)6+7)$)9%%

V';%/(<*%($)6+7)$)%;".5%/(<*%HR-VBeef^\%;".5%4$33%3"7$)%)!* %o:%'7/%)+*%QFB̀,%($)6$4."#$3&9%-7%.5$%=B'=")%

".%")%($6($)$7.$/%.5$%/(<*%4+74$7.('."+7)%"7%3+*%8+(0,%'7/%"7%.5$%&B'=")%.5$%4$33%#"'2"3".&9%%

!"*<($%̂ ` ]%>").("2<."+7%+8%/(<*%($)6+7)$%8+(%"74($')"7*%4$33%#"'2"3".&%4')$)9%

-74($')$/%4$33%#"'2"3".&%($)6+7)$)%6($)$7.%'%7+7B7+(0'3%/").("2<."+7%3$8.%)1$;$/%'7/%;".5%'%)5'(6%6$'1%"7%

.5$%5"*53"*5.$/%($*"+79%%

!"*<($%4($'.$/%;".5%E"+V$7/$(94+09%



!

! ') !

N++1"7*%"7.+%.5$%/").("2<."+7%+8%.5$%)1$;7$))%'7/%1<(.+)")%6'('0$.$()% "7%0+7+.+7"4%'7/%7+7B0+7+.+7"4%

/(<*%($)6+7)$) %I!"*<($%̂ aJ,%7+%$=63"4".%6'..$(7)%'($%/$.$4.'23$%"7%.5$%/'.'9%-7%6'(."4<3'(,%2&%8+4<)"7*%+7%.5$%

#")<'3"G'."+7)%+8%0+7+.+7"4%($)6+7)$)%I!"*<($%̂ a%DBEJ,%.5$%6($#"+<)3&%5"*53"*5.$/%($*"+7%+8%"7.$($).%I!"*<($%

^^ %EJ%4+7.'"7)%($)6+7)$)%;".5%7+%43$'(%4+02"7'."+7%+8%)1$;7$))%'7/%1<(.+)")%#'3<$)9%

D3.5+<*5%.5$%<)'*$%+8%.5$)$%6'('0$.$()%2$'()%.5$%'/#'7.'*$%+8%/$)4("2"7*%.5$%/(<*%($)6+7)$)%"7%'%4+0B

6<.'."+7'33&%"7$=6$7)"#$%0'77$(,%.5$%($)<3.)%'($%5"*53&%"783<$74$/%2&%.5$%"7.("7)"4%7+")$%"7%.5$%($)6+7)$)9%

-7%'//"."+7,%.5$%+<.4+0$)%+8%.5$)$%6'('0$.$()%0'&%2$%4+78+<7/$/%;".5 %7+7B($)6+7/$(),%'7/%3$'/%.+%"7'6B

6(+6("'.$ %)$3$4."+7%+8%65$7+.&6$)9%%%

X3."0'.$3&,%".%")%45'33$7*"7*%.+%/$8"7$%'7%'66(+6("'.$%45'('4.$("G'."+7%+8%.5$%/(<*%($)6+7)$)%)+3$3&%2')$/%+7%

.5$%)1$;7$))%'7/%1<(.+)")%6'('0$.$() 9%-7%'3.$(7'."#$,%'%4+06($5$7)"#$%4<(#$%8".."7*%0$.5+/+3+*&%;5"45%

"74+(6+('.$)%.5$%)1$;7$))%'7/%1<(.+)")%6'('0$.$()%"7%".)%0+/$3%'7/%")%(+2<).%'*'"7).%7+")$,%")%'%0+($%

)<".'23$%)+3<."+7%.+%($4+*7"G$%?7+7B43'))"4'3A%65$7+.&6$)%)<45%')%.5$%"74($')"7*%4$33%#"'2"3".&%65$7+0$7+79%%

A B

C D

Skewness (monotonic) 

Skewness (non-monotonic)

Kurtosis (monotonic) 

Kurtosis (non-monotonic)

!"*<($%̂ a]%FHD)%;".5%Y1$;7$))%'7/%Q<(.+)")%/").("2<."+7)9%

FHD) %+8%)!* G)+*%0+7+.+7"4%'7/%),* G)-* %7+7B0+7+.+7"4%/(<*%($)6+7)$)9%F3+.)%4+3+<($/%2')$/%+7%)1$;7$))%

'7/%1<(.+)")%#'3<$)9%%
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Tissue  Drug  
Drug  

Target  
Target 

Pathway  
Alteration  

Diff . slope  
MT vs WT 

p-adjusted 
value  

Nr. high 
slope  

OV CHIR-99021 
GSK3A, 

GSK3B 

WNT signal-

ing 
cnaOV84 0,21699869 5,3084E-05 4 

OV CHIR-99021 
GSK3A, 

GSK3B 

WNT signal-

ing 
cnaOV85 0,18106223 3,3486E-05 4 

LUAD CHIR-99021 
GSK3A, 

GSK3B 

WNT signal-

ing 
cnaLUAD3 0,09866215 8,4423E-07 4 

KIRC SB590885 BRAF 
ERK MAPK 

signaling 
TP53_mut 0,08899524 0,00013713 4 

HNSC CHIR-99021 
GSK3A, 

GSK3B 

WNT signal-

ing 
cnaHNSC32 0,03523734 2,2635E-05 4 

OV CHIR-99021 
GSK3A, 

GSK3B 

WNT signal-

ing 
cnaOV38 0,2363685 0,00069351 3 

OV CHIR-99021 
GSK3A, 

GSK3B 

WNT signal-

ing 
cnaOV39 0,18749213 0,0002173 3 

LUAD CHIR-99021 
GSK3A, 

GSK3B 

WNT signal-

ing 
cnaLUAD27 0,0401948 2,9423E-06 3 

LUAD VX-702 p38 

JNK and 

p38 signal-

ing 

cnaLUAD27 0,02756114 0,00148157 3 

GBM Bosutinib  SRC, ABL, TEC 
Other, ki-

nases 
cnaGBM122 0,11619582 0,0285229 3 

ESCA SB590885 BRAF 
ERK MAPK 

signaling 
cnaESCA11 0,01421669 0,00206439 3 

PAAD IOX2 EGLN1 Other ARID1A_mut 0,21400061 0,00071425 2 

OV AT7867 AKT 
PI3K/MTOR 

signaling 
cnaOV26 0,23012818 0,03581275 2 

PAAD IOX2 EGLN1 Other CDKN2A_mut 0,18699293 0,00058396 2 

OV Doramapimod p38, JNK2 

JNK and 

p38 signal-

ing 

NF1_mut 0,13247077 0,0024625 2 

LUAD VNLG/124 HDAC,RAR 

Chromatin 

histone 

acetylation 

cnaLUAD14 0,13367648 0,00016655 2 

OV Doramapimod p38, JNK2 

JNK and 

p38 signal-

ing 

cnaOV94 0,05878087 0,0018564 2 

OV CHIR-99021 
GSK3A, 

GSK3B 

WNT signal-

ing 
cnaOV54 0,04438891 0,01140414 2 

BRCA NSC-87877 

SHP-1 

(PTPN6), SHP-

2 (PTPN11) 

Other cnaBRCA18 0,00893763 0,04505482 2 
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Tissue  Drug  
Drug  

Target  
Target  

Pathway  
p-adjusted 

value  
Nr. high 

slope  
Nr. 

responses  
LUAD CHIR-99021 GSK3A, GSK3B WNT signaling 3,39E-11 7 58 

HNSC CHIR-99021 GSK3A, GSK3B WNT signaling 1,24E-10 6 42 

OV CHIR-99021 GSK3A, GSK3B WNT signaling 1,24E-10 5 22 

PAAD SB590885 BRAF 
ERK MAPK sig-

naling 
4,66E-10 5 25 

LUAD VX-702 p38 
JNK and p38 

signaling 
1,81E-09 6 57 

LIHC CHIR-99021 GSK3A, GSK3B WNT signaling 3,27E-09 4 17 

KIRC SB590885 BRAF 
ERK MAPK sig-

naling 
4,86E-08 4 28 

LUAD SB590885 BRAF 
ERK MAPK sig-

naling 
4,86E-08 5 57 

NSCLC CHIR-99021 GSK3A, GSK3B WNT signaling 6,27E-08 4 30 

COREAD PAC-1 
Procaspase-3, Pro-

caspase-7 

Apoptosis regu-

lation 
3,43E-07 4 37 

MESO SB590885 BRAF 
ERK MAPK sig-

naling 
5,91E-07 3 19 

COREAD VX-702 p38 
JNK and p38 

signaling 
9,23E-07 4 46 

COREAD UNC0642 
G9a(EHMT2), 

GLP(EHMT1) 

Chromatin his-

tone methyla-

tion 

1,63E-06 4 46 

ESCA SB590885 BRAF 
ERK MAPK sig-

naling 
5,05E-06 3 33 

NSCLC Axitinib 
PDGFR, KIT, 

VEGFR 
RTK signaling 5,75E-06 3 30 

KIRC Lenalidomide CRBN 

Protein stability 

and degrada-

tion 

7,02E-06 3 30 

NSCLC Veliparib PARP1, PARP2 
Genome integ-

rity 
8,62E-06 3 28 



!

! )" !

GBM UNC0642 
G9a(EHMT2), 

GLP(EHMT1) 

Chromatin his-

tone methyla-

tion 

1,07E-05 3 34 

NSCLC Vismodegib SMO Other 1,4E-05 3 30 

GBM Bosutinib  SRC, ABL, TEC Other, kinases 1,69E-05 3 35 

HNSC IPA-3 PAK1 Cytoskeleton 2,03E-05 3 42 

HNSC PLX-4720 BRAF 
ERK MAPK sig-

naling 
2,92E-05 3 40 

HNSC TL-2-105 not defined Other 3,01E-05 3 39 

COREAD Vismodegib SMO Other 3,08E-05 3 43 

BRCA Dasatinib 
ABL, SRC, Ephrins, 

PDGFR, KIT 
Other, kinases 3,36E-05 3 45 

BRCA CHIR-99021 GSK3A, GSK3B WNT signaling 4,01E-05 3 47 

SKCM Bexarotene 
Retinioic X recep-

tor (RXR) agonist 
Other 4,82E-05 3 52 

BRCA NSC-87877 
SHP-1 (PTPN6), 

SHP-2 (PTPN11) 
Other 8,73E-05 3 48 

LUAD ZM447439 AURKA, AURKB Mitosis 0,000114 3 61 
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Tissue  Drug  Drug  Target  Target Pathway  ¹  

LUAD Luminespib HSP90 Protein stability and degradation -0.668691 

LUAD Seliciclib CDK2, CDK7, CDK9 Cell cycle -0.639655 

LUAD ERK_6604 ERK1,ERK2 ERK MAPK signaling -0.638096 

LUAD Paclitaxel Microtubule stabiliser  Mitosis -0.633072 

LUAD 5-Fluorouracil Antimetabolite (DNA & RNA) Other -0.623237 

LUAD Docetaxel Microtubule stabiliser  Mitosis -0.609848 

LUAD PRT062607 SYK Other, kinases -0.600892 

LUAD BMS-345541 IKK1, IKK2 Other, kinases -0.595863 

LUAD BMS-345541 IKK-1, IKK-2 Other -0.595863 

LUAD Pyridostatin G-quadruplex stabiliser DNA replication -0.592316 
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!
COSMIC ID  Cell line  Drug  Linear slope  alteration  

908472 NCI-H1573 CHIR-99021 0.0017625 no biomarker 

687807 NCI-H1838 CHIR-99021 -0.0162034 no biomarker 

753600 NCI-H1563 CHIR-99021 0.2393604 LUAD3 

909721 SK-LU-1 CHIR-99021 0.1756879 LUAD3 

907786 LC-2-ad CHIR-99021 0.1960237 LUAD27 

908463 NCI-H1793 CHIR-99021 0.1699917 LUAD27 

1240145 HCC-44 CHIR-99021 0.2810958 LUAD3 & LUAD27 

687820 NCI-H2347 CHIR-99021 0.1838626 LUAD3 & LUAD27 
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Cell viability: LUAD3
GROUP_ID COSMIC_ID CELL_LINE_NAME DRUG_ID_LIB DRUG_NAME slope_LM mut_status detail

67452 753600 NCI-H1563 154 CHIR-99021 0.2393603836 LUAD3 high-slope_LUAD3

214456 909721 SK-LU-1 154 CHIR-99021 0.1756878991 LUAD3 high-slope_LUAD3
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Cell viability: LUAD3
GROUP_ID COSMIC_ID CELL_LINE_NAME DRUG_ID_LIB DRUG_NAME slope mut_status detail

67452 753600 NCI-H1563 154 CHIR-99021 -0,302 LUAD3 high-slope_LUAD3

214456 909721 SK-LU-1 154 CHIR-99021 -0,169 LUAD3 high-slope_LUAD3
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Cell viability: LUAD27
GROUP_ID COSMIC_ID CELL_LINE_NAME DRUG_ID_LIB DRUG_NAME slope mut_status detail

163848 907786 LC-2-ad 154 CHIR-99021 -0,562 LUAD27 high-slope_LUAD27

192393 908463 NCI-H1793 154 CHIR-99021 -0,275 LUAD27 high-slope_LUAD27
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NCI-H1793 (cnaLUAD27)

A B

Cell viability: LUAD27
GROUP_ID COSMIC_ID CELL_LINE_NAME DRUG_ID_LIB DRUG_NAME slope_LM mut_status detail

163848 907786 LC-2-ad 154 CHIR-99021 0.1960237038 LUAD27 high-slope_LUAD27

192393 908463 NCI-H1793 154 CHIR-99021 0.1699916507 LUAD27 high-slope_LUAD27
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NCI-H1793 (cnaLUAD27) with replicates
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Publicly available data supporting increased CV 
with CHIR-99021
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