PCT/US2011/067725

WO 2012/092426

1/10

V1 ‘bl
|

|lewou
paydiew 1NoYyIm
SISAjeue 10} YJey

:Lw>0uwm 1V¥N -
—co_puwmm__uobm_z

dowiny ; uswipads
— uswi>ads - i a|qIssade _uww”_uw.am
—co_wuwmm_bobm_\c SOA  IUNSI s|dwes

A
BUCEEY
- uone|os| ¢ wsmm_._.m
VNd lownj sj

swyjliobje
UoI129319p uojjeinw
03 piemloy} pasj} eyeq

Tum?OuQ eyep AJen(|a>
pue 9, Jown) ‘painided
— abew uswipads Jown|

uone|os| YNQ DO pue 1diaiay sjdweg

PaAI9I9Y
uswipadg




PCT/US2011/067725

WO 2012/092426

2/10

ainyde>
PUgAH oL

¢ Jodg 190w

Aixa|dwod pue plaiA

Kieiqiq oQ

g1 ‘b4

Spowl
2in|ie} uo paseq
Abajeus yiom
-3J JO UO11D3|S

ON

uoonJIsuUo)

Kieaqi
piepuels

uol31onJIsuo)

Kieiqi

uonesyldwe

juswbel 1oys -91d VYNd

uoljeiuswbel

VNd

ON

¢ dg
009< 9ZIs
juswbely

VNAs|

uolnjeiduan Aieiqi] pue DD VNG

S

SA

dais
SNOIA9Id O]

payafay
9|dwes

¢ JUdsald
VNG

9|g112319d

S|

19zAeueolg
u2345H0dId
08¢/09¢ AO
uoneziialoeieyd YNG




PCT/US2011/067725

WO 2012/092426

3/10

4

Bulfed

uoneiniy o]

Kieaql 4od +

unJ 1ad «
i[nJssaddns
pbuipuanbas

VNQ s|

DL b4

pbuipusnbag
eulwn|||

ON

uonesauab iaysnpd
1o} synduj Aleiqi| pue
S9podJeq aduejegq .
Ayind Jown] -
[euwlIou paydlew -/+ «

:unJ buppuanbas 10}
sallelql| JO UoII|SS

1

uoneinuenb
Kieaqi

Spowl
2injie} uo paseq dais
AbBajeuys yiom SnolAaid o]

-24 JO UONNO9|=S

uoljejuasalday s

UOI1BJIUDDUOY) »
i9|qeidanoe Aueaqi)
painided sj

2dAy aseasi( «

Ayiond auan) .

(bulsouep Jo 1S1| SUL) »
4DdO) Y?1ed 0 DD [ :jusabeas aunyded
pue ainyded plgAH PlIgAY JO UOID3|9S

Bbuipuanbas pue ainyded pugAH ﬁ




PCT/US2011/067725

WO 2012/092426

4/10

al ‘bi4

sueq pade|d A|jerxads ﬁ

Buisn uo130313p UOI1edO|SURI} PUE (USSP
uonedyl|dwe uoxa/auab) Jaquinu Ado) %

(,BUIAIp J91sdWinp,) Speas paubijeun jo uollen|eAd
-9J pU SI}S UOIIRINW UMOUY 0} SAIHSUSS
wawubie paziwndo Buisn sisAjeue |apu|

(9seqg-abpajmouy| wouy yoeq
p3J) 1oedwi [eD1UI UO pPaseq SPIoYYsa4y)
AAisuas/Apyinads jeuolies pue siolid
ainjesa1| Buisn Buij|ed uoinysans ueisakeg

Buljjed uoneinpyy

ABojoyied woiy
9 downy ‘yidsp pea.
‘SdNS uo paseq Apio|d
|e>0|/abeiane pue Aiind
3|dwes jo uoiewils3

|€21Ul]D 01

(suas-siw “6°3)
1oedwl [euondUN] (7 (DINSOD
“£3) saseqeiep d1jqnd (1
"UOIIeIOUUR UOReINW JISeq

apow a.n|ie}
uo paseq s|dwes dais
1ad Abaress yiom SNOIASId O]

-2J JO UOI109|=§

. ; 91enbape
¢ Ydrew ‘

sadA10uab NS b_wﬁmﬂoU

|043U0D [eWIOU pue £ousipyja

pue jowny o .

Uuo}d3|3s aly

¢ 3|dwes yoea (Juswubie)
10§ Juasaud buiddew peas |
eyep paubijje pue UOIIN|OAUOD
JusdYINS 5| -9p apodieg

|[013U0) AMjenp

Buijje> uoizeynw pue HP eiep aduanbag



PCT/US2011/067725

WO 2012/092426

5/10

dl

i eLRID
|97 ssed

3pI|S 1X3U U0 papuedxd

i 1es elep
ur syl
leuoiyippe
alay1 Ay

ON

V91590(Q

‘b1

1UsaWSSasse
(1g7) 3edw] [ed1bojoig

Aj2417 03 ¥ N0y

gy Ul uoljelauan
JUSWIIR)S DURAS|DY

¢ v Jo/pueH
LLETEY
Aed1ur> umouy

opnpulyol

$90(]

1odal 01 gy wouy
uoljejouue yo) ppy

A
uljuasaid
YD1 S|

uoljeiauadn) Jioday

T

sol1
(YD1) uoneiayje
/ausb/iowiny
019§




PCT/US2011/067725

WO 2012/092426

6/10

ﬁ uoleWIOU| g ﬁ Q
bniQ s|eu] [esuld

seseqgeled 2ouUalajay 1jNsuo)

\.

syioday jusned g

S1USWIAL]S SDURAI|DY s1oesisqQy
[eowipD jo Aloyisodsy 77T pabbe]| jo A1oyisoday )
EY “
( — "
aw SaYDJeas DS_ UON «
'$}9J JULWINd0( |[euonIppy
——— ‘PaNagnd
juswiaiels SopPIY sapIMY u,o yoJueas
dURAS|DY pabbe| 66 Be palsisse
LM pabbe| L | £6
[es1unD Jopeis N 0|oluQ
S1USWIAL]S *|9Y |edIUlD DI be) / abel] / yoieas
( )sibojodewieyd  1sijedads sjel| )
(VOL1)

Ol4] UOIjeI)|yY-dUdD)-JIown]|

aud

[ea1waydolq
jo
JUSWISSISSY

4
J

ﬁ sjualed wﬁ buiwig g




PCT/US2011/067725
7/10

WO 2012/092426

¢ b4

9IS paleinwi 1e Yyidsp abeisnod)

00S 0S¢ oSl 0[0]} G/
%6°'66< Solleuads _ _ —0 . ..|..._.|..| %0
||e ur Aypy1dads (2 — T %01
- 0
66°0<(speay|uoneiniy)d \\\\\\ o
J1 pajje> uoneINy (z 7 %0c 5y
(£TD~) TOO'0 = S1eJ JOIID \\ %0¢ m 3
Bbuipusnbas pawnssy (| \\ %0t m,. w.,
'SO10N \\ 050 \w/ E
Joud 9501 ‘UolIRINW %0 | —-7-- 0400 m m
loud 9-3| ‘uoneINW 90| —X/— oo m,” g
Jo1d 901 ‘UoIIRINW %G —J]-— Z no_u.,
loud 9-3| ‘uoneINW %G —}— \ %08 ~ m
Joud 9501 ‘uoneInw 9% | —-O-- %06
\\ -
Joud 9-3| ‘uoeINW % | —O— \}\\\ — =N {06001

uoI112339p uonenw uo yydap peals pue uoneldadxs Joud jo }oedw)



WO 2012/092426 PCT/US2011/067725

8/10

Mutation frequencies in > 100 clinical cancer samples
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