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O`)! <>.8++!aN/!a;&.'%$!*</!"#$D![0/!:8K,!60/!:#;#3!0/!67#A!<o/!&1!#')! 0X?!
8$C8D&$&!8@&.&V=.&99%8$!7.%@&9!.&$#'!C&''!C#.C%$8A#!%$!#!A8K9&!A87&'!1>.8KD>!
D'K1#A%$&!A&1#;8'%9A)!S.8C&&7%$D9!8+!1>&!Q#1%8$#'!6C#7&A3!8+!<C%&$C&9)!
TIOJfOOT\TO]LPJHFUGG)!

OF)! :%K.%#18!</!2#;%$!5/!(#$!6?/!<>#C>#+!?0/!(&'9>&.!"W)!?8$7%1%8$#'!#$%A#'!
A87&'9L!#!91.#1&D3!18!7&+%$&!,>&$!8$C8D&$&9!,%''!;&!&++&C1%@&!1#.D&19!18!1.&#1!C#$C&.)!
<&A%$!?#$C&.!M%8')!TIIGfOG\O]LHUOO)!

TI) ! (&'9>&.!"W/!M%9>8=!o0)!2&@&.9%;'&!1KA8.%D&$&9%9!;3!0X?!%$!>&A#18=8%&1%C!
'%$&#D&9)!08'!?&'')!OFFFfG\T]LOFFUTIR)!

TO)! "#$D!?[/!5%A!oU,/!:#8!S/!XK91&%$!o)!Z>&!%$1&.='#3!;&1,&&$!0X?!#$7!N4(!%$!
C#$C&.)!TII`f`LJO)!

TT)! :K8!"/!N%'7&;.#$71!4o/!S.%$9!20/!<818!N/!0#YY811#!00/!"#$D!o/!&1!#')!Z>&!
60S5!#D8$%91!64?62!%$>%;%19!1>&!D.8,1>!8+!a:(2@444U&V=.&99%$D!D'%8;'#918A#9!;3!
%$>%;%1%$D!'%=8D&$&9%9)!S.8C&&7%$D9!8+!1>&!Q#1%8$#'!6C#7&A3!8+!<C%&$C&9)!
TIIFfOIP\HO]LOTFHTUR)!

TH)! <#;8!6/!5.&99!Z2/!S&'%YY8'#!0/!7&!S.&1%9!</!:8.9-%!00/!Z&9%!6/!&1!#')!<&'&C1%@&!
1.#$9C.%=1%8$#'!.&DK'#1%8$!;3!03C!%$!C&''K'#.!D.8,1>!C8$1.8'!#$7!'3A=>8A#D&$&9%9)!
Q#1K.&)!TIOGfJOO\RJOI]LG``Um)!

TG)! <,%$$&$!o[/!289-#A9!Z/!o8$%#K!</![#$!S8==&'!N/!B3&$!2/!M#&.1!*/!&1!#')!
B@&.&V=.&99%8$!8+!+#113!#C%7!93$1>#9&!%9!#$!&#.'3!#$7!C8AA8$!&@&$1!%$!1>&!
7&@&'8=A&$1!8+!=.891#1&!C#$C&.)!4$1!o!?#$C&.)!TIITfF`\O]LOFUTT)!



! #" !

TJ)! 0%D%1#!Z/!Q#.%1#!Z/!Q8AK.#!5/!0%3#D%!a/!4$#YK-#!(/!0#19KK.#!0/!&1!#')!6ZS!
?%1.#1&!*3#9&L!6C1%@#1%8$!#$7!Z>&.#=&K1%C!4A='%C#1%8$9!%$!Q8$u<A#''!?&''!*K$D!?#$C&.)!
?#$C&.!2&9&#.C>)!TII`fP`\TI]L`JGR)!

TP)! SK%D!Z/!ZK..#78!?/!M&$>#Av!M/!6DK%'#.!N/!2&'#1!o/!B.1&D#U:K1%w..&Y!</!&1!#')!
Q8@&'!4$>%;%18.9!8+!(#113!6C%7!<3$1>#9&!,%1>!6$1%C#$C&.!6C1%@%13)!?'%$%C#'!?#$C&.!
2&9&#.C>)!TIIFfOJ\TG]LRPI`)!

TR)! :8$Y#'&YU:K&..%C8!60/!a9=%$8Y#!4/!<C>.8&7&.!M/!S#.-!?N/!5@=!?0/!5>K.#$#!6/!
&1!#')!<K==.&99%8$!8+!&$78D&$8K9!'%=8D&$&9%9!%$7KC&9!.&@&.9%8$!8+!1>&!A#'%D$#$1!
=>&$813=&!#$7!$8.A#'%Y&7!7%++&.&$1%#1%8$!%$!;.&#91!C#$C&.)!B$C81#.D&1)!
TIOPfR\GG]LROOJOUP`)!

T`) ! S#$7&3!S2/!d%$D!(/!<>#.A#!</!W#1#;&!0/!S#%!<5/!4%%YKA%U:#%.#$%!0/!&1!#')!
a'&@#1&7!'%=8D&$&9%9!%$!&=%1>&'%#'!91&AU'%-&!C&''!C8$+&.9!9K.@%@#'!#7@#$1#D&!%$!7KC1#'!
C#.C%$8A#!%$!9%1K!8+!;.&#91!C#$C&.)!B$C8D&$&)!TIOHfHT\GT]LJOOOUTT)!

TF)! q#7.#!:/!2%;&%.8!?(/!?>&11#!S/!N8!X/!?#CC%#18.&!</!:#8!d/!&1!#')!4$>%;%1%8$!8+!7&!
$8@8!'%=8D&$&9%9!1#.D&19!#$7.8D&$!.&C&=18.!9%D$#'%$D!%$!C#91.#1%8$U.&9%91#$1!=.891#1&!
C#$C&.)!S.8C&&7%$D9!8+!1>&!Q#1%8$#'!6C#7&A3!8+!<C%&$C&9)!TIOFfOOP\T]LPHOUGI)!

HI)! "K3!?/!NK.1Y!?/!<>8^#&&!</!?&.C>%&11%!*/!:&$D!N/!<,#A%$#1>#$!</!&1!#')!M?*P!
&$#;'&9!S>m!#CK1&!'3A=>8;'#91%C!'&K-#&A%#!C&''9!18!9K.@%@&!M?2u6M*O!-%$#9&!
%$>%;%1%8$)!Q#1K.&)!TIOOfGRH\RHGR]LH`GU`) !

HO)! (&'9>&.!"W/!M%9>8=!o0)!2&@&.9%;'&!1KA8.%D&$&9%9!;3!0X?!%$!>&A#18=8%&1%C!
'%$&#D&9)!08'&CK'#.!C&'')!OFFFfG\T]LOFFUTIR)!

HT)! <,#A%$#1>#$!</!N#$9&$!6</!N&+17#'!*"/!">#$#9&-#.#$!2/!"&K1YA#$$!6/!
(&.$#$7&Y!W"0/!&1!#')!0X?!+K$C1%8$9!#9!#!9,%1C>!+8.!$#1K.#'!-%''&.!C&''UA&7%#1&7!
%AAK$&!9K.@&%''#$C&!8+!'3A=>8%7!A#'%D$#$C%&9)!Q#1!?8AAK$)!TITIfOO\O]LT`PI)!

HH)! *%$!?X/!*8@&$!o/!2#>'!SM/!S#.#$#'!20/!MK.D&!?M/!M.#7$&.!oa/!&1!#')!
Z.#$9C.%=1%8$#'!6A='%+%C#1%8$!%$!ZKA8.!?&''9!,%1>!a'&@#1&7!CU03C)!?&'')!TIOTfOJO\O]LJPU
PR)!

HG)! "&q,##$ U0C?#;&!"/!2%8.7#$!o"/!6.&$978.+!60/!4C#.7%!0</!"K=K3!6o/!
2K1-8,9-%!"Z)!Z>&!91.&99U.&DK'#1&7!1.#$9C.%=1%8$!+#C18.!?NBS!=.8A81&9!>&=#1%C!
%$+'#AA#18.3!D&$&!&V=.&99%8$/!+%;.89%9/!#$7!8$C8D&$&9%9)!S*8<!:&$&1)!
TIOHfF\OT]L&OIIHFHR)!

HJ)! ?#8!o/!"#%!"*/!X#8!*/!XK!NN/!Q%$D!M/!q>#$D!j/!&1!#')!<#1K.#1&7!+#113!#C%7!
%$7KC1%8$!8+!&$78='#9A%C!.&1%CK'KA!91.&99!#$7!#=8=189%9!%$!>KA#$!'%@&.!C&''9!@%#!1>&!
Sa25b6Z(Gb?NBS!9%D$#'%$D!=#1>,#3)!08'!?&''!M%8C>&A)!TIOTfHPG\OUT]LOOJUTF)!



! ##!

HP)! ?>&$!d/!<>&$!o/!S.3,&9!2)!Z>&!'KA%$#'!78A#%$!8+!6Z(P!9&$9&9!&$78='#9A%C!
.&1%CK'KA!\a2]!91.&99!#$7!C#K9&9!1.#$9'8C#1%8$!8+!6Z(P!+.8A!1>&!a2!18!1>&!:8'D%)!o!M%8'!
?>&A)!TIITfTRR\OJ]LOHIGJUJT)!

HR)! "K289&!oM/!<C>&K$&.!"/!5#K+A#$!2o/!281>;'KA!*4/!Q%,#!0)!S>89=>8.3'#1%8$!8+!
&K-#.381%C!1.#$9'#1%8$!%$%1%#1%8$!+#C18.!T#'=>#!C88.7%$#1&9!.2Q6!1.#$9C.%=1%8$!#$7!
1.#$9'#1%8$!%$>%;%1%8$!7K.%$D!&$78='#9A%C!.&1%CK'KA!91.&99)!08'!?&''!M%8')!
TIIFfTF\OJ]LGTFJUHIR)!

H`)! [8'A&.!2/!@#$!7&.!S'8&D!5/!28$!")!0&A;.#$&!'%=%7!9#1K.#1%8$!#C1%@#1&9!
&$78='#9A%C!.&1%CK'KA!K$+8'7&7!=.81&%$!.&9=8$9&!1.#$97KC&.9!1>.8KD>!1>&%.!
1.#$9A&A;.#$&!78A#%$9)!S.8C&&7%$D9!8+!1>&!Q#1%8$#'!6C#7&A3!8+!<C%&$C&9)!
TIOHfOOI\OT]LGPT`UHH)!

HF)! 6.%3#A#!N/!58$8!Q/!0#19K7#!</!4$8K&!Z/!6.#%!N)!"&C.&#9&!%$!A&A;.#$&!
=>89=>8'%=%7!K$9#1K.#1%8$!%$7KC&9!K$+8'7&7!=.81&%$!.&9=8$9&)!o!M%8'!?>&A)!
TIOIfT`J\TF]LTTITRUHJ)!
!

 

I(/?." *0"/",92 *

I(/T *UT*!:+*."/?'$#"2*0(1&/","2(2*P","2T***

6]!axU0X?!A87&'!8+!MUC&''!'3A=>8A#!2Q6U9&_!.&@&#'!K=.&DK'#1%8$!8+!-&3!'%=8D&$&9%9!

D&$&9!'%$-&7!18!0X?!&V=.&99%8$!#9!1>&!MUC&''!'3A=>8A#!=.8D.&99&9)!!\:<a!JOIOO]!!M]!

0%C.8#..#3!#$#'39%9!8+!M?2U6M*!7&=&$7&$1!'3A=>8A#!C&''!'%$&9!9>8,!1>#1!%$>%;%1%8$!8+!

M?2U6M*!.&9K'19!%$!78,$.&DK'#1%8$!8+!-&3!'%=8D&$&9%9!D&$&9!\:<a!THRGH!])!?]!2Q6U9&_!

,#9!=&.+8.A&7!8$!C&''!'%$&9!7&.%@&7!+.8A!:;0%>1?>)%0@0*+,#1.#$9D&$%C!A87&'!%$!#!0X?!

8++! 1%A&UC8K.9&)! "&C.&#9&7! &V=.&99%8$! @#'K&9! ,&.&! 8;9&.@&7! +8.! +#113! #C%7! 93$1>&9%9!

=#1>,#3!D&$&9!\(3%3#%'#C)#()8'9!%)(#68'"#86C7!=3%!'"]!K=8$!0X?!9K==.&99%8$)!!"]!?&''9!

7&.%@&7! +.8A! C8$7%1%8$#'! 1.#$9D&$%C! AK.%$&! A87&'9! ,%1>! 7%++&.%$D! 8$C8D&$%C! 7.%@&.9)!

?8$ 7%1%8$#'!&V=.&99%8$!8+!1>&!%$%1%#1%$D!8$C8D&$&!%9!C8$1.8''&7!;3!#!Z&1UB++!9391&A)!!Z>&!

&$>#$C&7!&V=.&99%8$!8+!0X?!8.!M?2U6M*!8.!26<!.&9K'19!%$!#C1%@#1%8$!8+!1>&!'%=8D&$&9%9!

=#1>,#3!#9!9>8,$!;3!jS?2!+8.!&#C>!C&''!13=&/!%$7%C#1%$D!#!C8AA8$!+&#1K.&!8+!ZU6**!

.&D#.7'&99!8+!1>&!%$%1%#1%$D!8$C8D&$&)![#'K&9!,&.&!$8.A#'%Y&7!18!K;%_K%1%$!C8$1.8'9!#$7!



! #$!

.&=8.1&7! #9! +8'7! C>#$D&! .&'#1%@&! 18! 0X?! 8$! C8$7%1%8$! \@&>%C'&])!! yS! I)Of! yyS! I)IOf!

yyS! I)IIOf! yyyS ! I)IIOf! yyyyS! I)IIIO! ! a]! ?&''! =8=K'#1%8$9! %$! 8$C8D&$&! 7&=&$7&$1!

'3A=>8%7!A#'%D$#$C%&9!#.&!9&$9%1%@&!18!'%=8D&$&9%9!%$>%;%1%8$!,%1>!ZB(6/!,%1>!0X?!C&''9!

7%9='#3%$D!1>&!D.&#1&91!C&''!=8=K'#1%8$!7&C'%$&)! [#'K&9!,&.&!$8.A#'%Y&7!18! ;#C-D.8K$7!

C8$1.8'9! #$7! .&=8.1&7! #9! =&.C&$1! C&''! =8=K'#1%8$! .&'#1%@&! 18! @&>%C'&! C8$1.8')! ! yS! I)Of!

yyS! I)IOf!yyS! I)IIOf!yyyS ! I)IIOf!yyyyS! I)IIIO! !

!

I(/T *VT*D,=(%(#(&,*&F*0(1&/","2(2*(,*@8400*."2?'#2*(,*+"''*E"$#=T***

6]! ZB(6! 1.&#1A&$1! %$! &%1>&.! 0X?/! 26</! 8.! M?2U6M*U7&=&$7&$1! '3A=>8%7! .&9K'19! %$!

9%D$%+%C#$1! %$C.&#9&7! C&''! 7&#1>! #9! 7&1&C1&7! ;3! 6$$&V%$! [!#$7! RU66"! C8U91#%$%$D!

\_K#7.#$1!T]!8@&.!1%A&!\J)J!xDbA'])!!M]!QB"U<?4"4*UT2D*+*!\Q<:]!A%C&!,&.&!%$1.#@&$8K9'3!

%$^&C1&7!,%1>!0X?U7.%@&$!ZU6**!C&''9!7&.%@&7!+.8A!:;0%>1?>)%0@0*+,#1.#$9D&$%C#A87&'/!

#$7!1.&#1&7!,%1>!ZB(6!+8.!G!7#39/!+8''8,&7!;3!G!7#39!8++!1.&#1A&$1)!!?'&#@&7!C#9=#9&!H!

%9!9%D$%+%C#$1'3!A8.&!=.&@#'&$1!%$!9='&$%C!1%99K&!+.8A!ZB(6!1.&#1&7!A%C&!,>&$!C8A=#.&7!

18! C8$1.8')! ! ?]! <='&&$9! ,&.&! >#.@&91&7! +.8A! 1>&! ,%'7U13=&! ([MbQ! A%C&! \1.#$9D&$%C!

;#C-D.8K$7]/! 2M?9! ,&.&! '39&7/! #$7! 9='&$8C31&9! #C1%@#1&7!,%1>! ?8$6/! +8''8,&7! ;3!

%$7%C#1&7!1.&#1A&$19)!!ZB(6!1.&#1A&$1!7%7!$81!9%D$%+%C#$1'3!%A=#%.!1>&!#C1%@#1&7!9='&$8C31&!

=8=K'#1%8$!C8A=#.&!18!1>&!?8$6!#'8$&!C8$1.8')!!?8A=#.%98$!18!?8$6!C8$1.8'!K1%'%Y&7!#$!

K$=#%.&7!Z!1&91!yyS! I)IO !

!

I(/T *ST**@KI4*#."$#<",#*9"'$;2*",/.$F#<",#*$,9*21'",()*(,F('#.$ #(&,T***

6]!*KC%+&.#9&!'#;&'&7!0X?U7.%@&$!'3A=>8A#!C&''9!+.8A!:;0%>1?>)%0@0*+,#C8$7%1%8$#'!

1.#$9D&$%C!AK.%$&!A87&'!,&.&!%$1.#@&$8K9'3!%$^&C1&7!%$18!QB"U<?4"4*UT2D*+*!!\Q<:]!#$7!

1.#C-&7!K9%$D!;%8'KA%$&9C&$1!%A#D%$D!\M*4])!!0%C&!1.&#1&7!,%1>!ZB(6!9>8,!9%D$%+%C#$1'3!



! #%!

7&C.&#9&7!9%D$#'!%$7%C#1%$D!.&7KC&7!&$D.#+1A&$1)!!M]!26<!#$7!M?2U6M*!7.%@&$!ZU6**!

C&''! '%$&9! ,&.&! #''8D.#+1&7! 9K;CK1#$&8K9'3! %$18! Q<:! A%C&)! ! W&!8;9&.@&7! 9%D$%+%C#$1!

.&7KC1%8$9!%$!1KA8.!@8'KA&!+8.!A%C&!1.&#1&7!,%1>!ZB(6)!!W&!#'98!8;9&.@&7!9%D$%+%C#$1!

.&7KC1%8$! %$! 1KA8.! @8'KA&! K9%$D! 1>&! >KA#$! MUC&''! '3A=>8A#! C&''! '%$&9! SGFHUP!

9K;CK1#$&8K9'3!#''8D.#+1&7!8$!Q<:!A%C&)!!?]!(K.1>&.!#$#'39%9!8+!1>&!9='&&$9!+.8A!1>&!

A%C&! K1%'%Y&7! %$! =#$&'! 6/! ,&! 8;9&.@&7! #! 9%D$%+%C#$1! .&7KC1%8$!%$! 9='&&$! 9%Y&! %$! ZB(6!

1.&#1&7!#$%A#'9!C8A=#.&7!18!@&>%C'&!C8$1.8'/!9KDD&91%$D!7&C.&#9&7!%$+%'1.#1%8$)!!"]!:;0

%>1?>)%0@0*+,#=.%A#.3!A87&'!8+!ZU6**/!A%C&!,&.&!1.&#1&7!,%1>!ZB(6!#1!J!,&&-9!8+!#D&!

+8.! 8$&! ,&&-! #$7! 1.#C-&7! +8.! #$! #77%1%8$#'! G! ,&&-9)! ! ZB(6! 1.&#1&7! A%C&! ,&.&! '&99!

A8.%;K$7! #$7! &V>%;%1&7! 9%D$%+%C#$1'3! .&7KC&7! 9='&&$! 9%Y&9/! 9KDD&91%$D! %$>%;%1%8$! 8+!

'%=8D&$&9%9! .&9K'19! .&7KC&7! %$+%'1.#1%8$! 8+! 1>&! 9='&&$)! ?8A=#.%98$9! 18! @&>%C'&! C8$1.8'!

K1%'%Y&7!K$=#%.&7!Z!1&91!yS! I)Of!yyS! I)IO !

!

I(/T *WC**!:+*"M1."22(&,*9"#".<(,"2*."21&,2"*#&*@KI4*(,*=?<$, * ';<1=&<$*)"''*

'(,"2 *

0&1#;8'%C!#C1%@%13!%$!A8K9&!A87&'9!#$7!C&''!'%$&9!7%++&.!D.&#1'3!+.8A!>KA#$!C&''9)!!6]!W&!

8;1#%$&7! #! =#$&'! 8+! >KA#$! '3A=>8A#! C&''9! #$7! A&#9K.&7! .&'#1%@&! 0X?! &V=.&99%8$!

'&@&'9)!!Z>&!C&''!'%$&9!,&.&!D.8K=&7!#9!&%1>&.!CU0X?!>%D>!8.!CU0X?!'8,)!!M]!0&1#;8'%C!

C&''!#C1%@%13!,#9!A&#9K.&7!#+1&.!G`>.9!8+!ZB(6!1.&#1A&$1!%$!1>&!=#$&'!8+!>KA#$!C&''!'%$&9!

#$7!a"!JI!@#'K&9!,&.&!C#'CK'#1&7)!!?]!Z>&!9&$9%1%@%13!8+!1>&!C&''!'%$&9!,#9!1%D>1'3!'%$-&7!

18!0X?!&V=.&99%8$!'&@&'9!,%1>!#''!CU0X?!>%D>!C&''9!9>8,%$D!.&7KC&7!=8=K'#1%8$9/!#$7!CU

0X?! '8,!C&''9!K$#++&C1&7! ;3!%$>%;%1%8$!8+!*%=8D&$&9%9)!?8A=#.%98$9!>%D>!@9! '8,!0X?!

&V=.&99%8$!K1%'%Y&7!K$=#%.&7!Z!1&91!yyyS! I)IIO !

!
! !



! #&!

!!

!"#$%&'()'*&#$+,-"./'.0'1"2.#&/&3"3'"/'14526.5,

78

9

:

;

Oncogene ON Oncogene OFF

Fasn Scd
0.001

0.01

0.1

1

R
el

at
iv

e 
 m

R
N

A
 e

xp
re

ss
io

n
(2

^-
!!

C
t)

MYC 

****

***

Fasn Scd
0.1

1

R
el

at
iv

e 
 m

R
N

A
 e

xp
re

ss
io

n
(2

^-
!!

C
t)

BCR-ABL

***
***

Fasn Scd
0.1

1

R
el

at
iv

e 
 m

R
N

A
 e

xp
re

ss
io

n
(2

^-
!!

C
t)

MYC 

** ***

Fasn Scd
0.1

1

R
el

at
iv

e 
 m

R
N

A
 e

xp
re

ss
io

n
(2

^-
!!

C
t)

BCR-ABL 

*** ****

Fasn Scd
0.01

0.1

1

R
el

at
iv

e 
 m

R
N

A
 e

xp
re

ss
io

n
(2

^-
!!

C
t)

p493-6 

***
**

Fasn Scd
0.1

1

R
el

at
iv

e 
 m

R
N

A
 e

xp
re

ss
io

n
(2

^-
!!

C
t)

RAS 

***

***

c-Myc 
Acaca 

Fasn 
Scd 
Acly 

Cs 

O
n 

4h
r 

8h
r 

12
hr

 
24

hr
 

48
hr

 

MYC off 

RNA-seq (FPKM) 
(E! -tTA/Tet-O-MYC cell line) 

c-MYC 
ACACA 

FASN 
SCD 

ACLY 
ACLY 

CS 

B
V

17
3 

B
V

17
3 

 +
  

N
al

m
1 

N
al

m
1 

  
+

  
S

up
B

15
 

S
up

B
15

  +
 

To
m

1 
To

m
1 

 +
 

Imatinib 
 
Cell line 

c-Myc 
Acaca 

Fasn 
Scd 
Acly 

Cs 

N
or

m
al

 B
 

N
or

m
al

 B
 

N
or

m
al

 B
 

N
or

m
al

 B
 

P
re

-ly
m

ph
om

a 
P

re
-ly

m
ph

om
a 

P
re

-ly
m

ph
om

a 
P

re
-ly

m
ph

om
a 

Ly
m

ph
om

a 
Ly

m
ph

om
a 

Ly
m

ph
om

a 
E! -MYC model of lymphoma 

:

Veh 1 3 10 30
0

50

100

150

ce
ll 

po
pu

la
tio

n 
  (

%
 o

f V
eh

)

MYC

TOFA (! g/ml)

****

****

****

*

Veh 1 3 10 30
0

50

100

150

ce
ll 

po
pu

la
tio

n 
  (

%
 o

f V
eh

)

MYC

TOFA (! g/ml)

*

*** ***

Veh 1 3 10 30
0

50

100

150

ce
ll 

po
pu

la
tio

n 
  (

%
 o

f V
eh

)

BCR-ABL

TOFA (! g/ml)

****

***

**

Veh 1 3 10 30
0

50

100

150

ce
ll 

po
pu

la
tio

n 
  (

%
 o

f V
eh

)

RAS

TOFA (! g/ml)

****
***

Veh 1 3 10 30
0

50

100

150

ce
ll 

po
pu

la
tio

n 
  (

%
 o

f V
eh

)

P493-6

TOFA (! g/ml)

****

***

**

Veh 1 3 10 30
0

50

100

150 BCR-ABL

ce
ll 

po
pu

la
tio

n 
  (

%
 o

f V
eh

)

TOFA (! g/ml)

**
***



! #' !

!

!"#$%&'()''*+,"-"."/+'/0'1"2/#&+&3"3'4&563'./'7&44'6&5.,

!""#

"$
$%

&
'$

(

!"
#

$#
%

&'$
(

%
')

*+,-./01' +2,-./01'34,5674
8

9

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

./0
#$

$$
$$

$$
1+

23
%

4+
$$

$$
5

6
78

9:
4;

:

48hr Treatment

Con
A (5

! g
/m

l)

Con
A+T

OFA
 5

! g
/m

l

Con
A+C

isp
lat

in 
(1

0
! M

)
0

100000

200000

300000

Li
ve

 C
el

ls
/W

el
l

**



! #( !

!
! !

Figure 3:  TOFA Inhibits Growth in vivo 
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