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80.7% identity in 2556 residues overlap; Score: 13215.0; Gap frequency: 1.0%
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MPPLLAPLLCLALLPALABRGFRCSQPGETCLNGGKCEAANGTEACVCGGAFVGPRIQDY
MPRLLTPLLCLTLLPALAARGLRCSQPSGTCLNGGRCEVASGTEACVCSGAFVGORCQODS

* **x****** *ok kkx Ahhhdkdh hk K O AAhhhdhk KRRk ****

Ssgnai Peptide EGF’E

NPCLSTPCRRAGTCHVVDRRGVADYACSCALGF SGPLCLTPLDNACLTNPCRNGGTCDLL
NPCLSTPCKRAGTCHVVDHGGIVDYACSCPLGFSGPLCLTPLDNACLANPCRNGGTCDLL

*******x********** * AR A AL **x***********x** AARA A AR ARER

EGF2 ' EGF3

TLTEYRCRCPPGWSGRSCOQADPCASNPCANGGOCLPFEASYICHCPPSFHGPTCRODVN
TLTEYRCRCPPGWSGKSCOCADPCASNPCANGGOCLPFESSYICRCPPGFHGPTCRODVN

*xx***********x***********x***********x hhkk kkk hRARAkIXRRAK
3 =3

ECGORPGLCRHEGGTCHNEVGSYRCVCRATHTGPNCERPYVPCSPSPCONGGTCRPTGDVT
ECSONPGLCRHEGGTCHNEIGSYRCACRATHTGPHCELPYVPCSPSPCONGGTCRPTGDTT

** kO AERRARARAXNAAE ARRRE AR hrhEhkhkEc k% *******x***********x* *

EGF5 EGF6

HECACLPGFTGONCEENIDDCPGNNCRNGGACVDGVNTYNCRCPPEWTGQYCTEDVDEC)
HECACLPGFAGONCEENVDDCPGNNCRNGGACVDGVNTYNCRCPPEWTGQYCTEDVDECQO

*xx****** ****x** ********x***********xx**********xx********

EGE7 EGFS

LMPNACONGGTCHNTHGGYNCVCVNGWTGEDCSENIDDCASAACFHGATCHDRVASFYCE
LMPNACONGGTCHNTHGGYNCVCVNGWTGEDCSENIDDCASAACFQGATCHDRVASFYCE

******k***********kk**********kk***********k* AAkkkkhkhEhhhhkhkk
g R T SR DO DS b A IS I,

EGF9

CPHGRTGLLCHLNDACISNPCNEGSNCDTNPVRGRAICTCPSGYTGPACSGDVDECSLGA
CPHGRTGLLCHLNDACISNPCNEGSNCDTNPVNGKAICTCPSGYTGPACSODVDECALGA

krr*********kkr*********kk***********krr*********kr***** * kX

EGF10 ' " EGFU

NPCERAGRCINTLGSFECOCLOGYTGPRCEIDVNECVSNPCONDATCLDOIGEFQCICHMP
NPCEHAGRCLNTLGSFECQCLOGYTGPRCEIDVNECISNPCONDATCLDOIGEFQCICHMP

AKX hEhTAE AAXh A kT hhhhhhhhhdhdrhhhhhd khhdddhrhhhhkhddhdsdhhrihiik

EGF’iz

GYEGVHCEVNTDECASSPCLHENGRCLDKINEFQCECPTGF TGELCOYDVDECASTPCRRG
GYEGVYCEINTDECASSPCLHNGHCMDKINEFQCOQCPRGFNGHLCOYDVDECASTPCRNG

¥ * *****w******** KOk RREKRAREY kR *******
EGF13 EGF14

ARCLDGPNTYTCVCTEGYTGTHCEVDIDECDPDPCRYGSCRDGVATFTCLCRPGYTGHHC
ARCLDGPNTYTCVCTEGYTGTHCEVRIDECDPDPCEYGSCKDGVATF TCLCOPGYTGHEC

*******w************w***********w***********w****** Xhkhhhkk

ETNINECSSQPCRHGGTCODRDNAYLCFCLRGTTGPNCEINLDDCASSPCDSGTCLDKID
ETNINECHSQ?CRHGGTCQDRDNSYLCACLKGTTGPNCE RLDDCAQNPCESGTCLDKID




WO 2011/041336

Human
Mouse

Human
Mouse

Human
Mouse

Human
Mouse

Human
Mouse

Human
Mouse

Human
Mouse

Human
Mouse

Human
Mouse

Human
Mouse

Human
Mouse

661
661

721
721

781
781

841
841

901
501

961
961

1021
1021

1081
1081

1201
1201

1261
1261

PCT/US2010/050610

2125

GYECACEPGYTGSMCNINIDECAGNPCHNGGTCEDGINGEF TCRCPEGYHDPTCLSEVNEC
GYECACEPGYTGSMCNVNIDECAGSPCHNGGTCEDGIAGFTCRCPEGYHDPTCLSEVNEC

KAKKXXIIHFHRFH A XAk F ko k  &ok k% FEER KKK KX KN KRR A F
eed

EGF18 EGF18

NSNPCVHGACRDSLNGYKCDCDPGWSGTNCDINNNECESNPCVNGGTCRDMTSGYVCTCR
NSNPCIHGACRDGLNGYRKCDCAPGWSGTNCDINNNECESNPCVNGGTCRDMTSGYVCTCR

KhhAhEh KRERRIhkEY FhAhAhA AR *********x********* R

EGFSGPNCOTNINECASNPCLNQGTCIDDVAGYRCNCLLPYTGATCEVVLAPCAPSPCRN
EC SGPNCOTNINECASNPCLNQGTCIDDVAGYKCNCPLPYTGATCEVVLAPCATSPCKN

*****xx**********x************ ***********

EGFZ‘E EGF22

GGECROSEDYESFSCVCPTGWOGQTCEVDINECVLSPCRHEGASCONTHGGYRCHCOAGYS
SCVCVESEDYﬁSFS”VCPMCWQGQTCEVDIVECVKbPCRHGASCQNTNGSVRCLCQAuYT

GRENCETDIDDCRPNPCENGGSCTDGINTAFCDCLPGFRGTFCEEDINECASDPCRNGANC
GRNCESDIDDCRPNPCHNGGSCTDGINTAFCDCLPGFQGAFCEEDINECASNPCONGANC

kkkkk *****k" * *******kkrr kk hkkhkEk

TDCVDSYTCTCPAGESGIHCENNTPDCTESSCEFNGGTCVDGINSFTCLCPPGFTGSYCOH
TDCVDSYTCTCPVGENGIHCENNTPDCTESSCENGGTCVDGINSFTCLOPPGFTGSYCQY

FAAEE IR A AAxA X * X *krr*********kkr*********kkr**********krr**
RS,

4 R R A R

EGF26

DVNECDSOPCLEGGTCODGCGSYRCTCPOGYTGPNCONLVHEWCDS SPCENGGRCWOTHTO
DVNECDSRPCLHGGTCODSYGTYRCTCPOGYTGLNCONLVRWCDSAPCRKNGGRCWOTNT(

khkhhkkhkk khrhhhhkkkk * ok kkkEkhkhkhkdA *kkr** *hkdKh FhEkhkrkk Ak k v
£ i) g

EGF27 " EGF28

YRCECPSGWTGLYCDVPSVSCEVAAQROGVDVARLCOQHGGLCVDAGNTHHCRCOAGY TGS
HCECRSGWITGVNCDVLSVSCEVAAQKRGIDVITLLCQHGGLCVDEGDRKEYCHCQAGY TGS
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" EGF290

YCEDLVDECSPSPCONGATCTDYLGCYSCRCVAGYHGYVNCSEEIDECLSHPCONGGTCLD
YCEDEVDECSPNPCONGATCTDYLGCGFSCRCVAGYHGSNCSEEINECLSQPCONGGTCID

*kkk ****** ww**********ww ********** ****** XhhEk khkkhkhkrk X

LPNTYRCSCPRGTQGVHCEINVDDCNPPVDPVSRSPRCFNNGTCVDOVGGYSCTCPPGEV
LTNSYRCSCPRGTOGVHCEINVDDCHPPLDPASRSPRCENNGTCVDOVGGYTCTCPPGEY

* Ok **w***********w****** ** ok ***********w******* ***w****

GERCEGDVNECLSNPCDARGTONCVORVNDFHCECRAGHTGRRCESVINGCKGKPCENGG
GERCEGDVNECLSNPCDPRGTONCVORVNDFHCECRAGHTGRRCESVINGCRGRKPCKNGG

******xw********* xx***********x***********x******* ***xw***

EGF33 EGF34
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TCAVASNTARGF ICKCPAGFEGATCENDARTCGSLRCLNGGTCISGPRSPTCLCLGRPETG
VCAVASNTARGFICRCPAGFEGATCEWDARTCGSLRCLWGCTCISGPRSDTCLCLGSFTG

*****xx***********xx************xx* *khx

EQFSS

PECOFPASSPCLGGNPCYNQGTCEPTSESPFYRCLCPAKFNGLLCHILDYSFGGGAGRDI
PE"QFPASSPCVGSNPCYNQGTCEPTSENPFYRCLCPAKFNGLLCHILDYSFTGGA”RDI

EGF36

PPPLIEEACELPECQEDAGNRVCSLOCNNHACGWDGGDCSLNFNDPWRNCTOSLOCWKYE
PPPOIEEACELPECOVDAGNRVCNLOCNNHACGWDGGDCSLNFNDPWRNCTOSLOCWRYE

KKK *********xw AEARE R AL **xx************x*********

LNR A LNR B

SDGHCDSQCNSAGCLFDGFDCORAEGRQCONPLYDQYCKDHF SDGHCDQGCNSAECEWDGLD
SDGHCDSQCRSAGLL?DGFDCQJT“GOLN LYDOYCEKDHFSDGHCDOGCNSAECEWDGLD

*********x************x*************

CAEHVPERLAAGTLVVVVLMPPEQLENSSFEFLRELSRVLHINVVFKRDAHGOOMIFPYY
CAEHVPERLAAGT LVVLLPPDQLRWNS“FFLREuSPVLHTRVVFKRDAQGQQAI“PYY

GREEELRRHPIKRAAEGWAAPDALLGOVKASLLPGGSEGGRRRRELDPMDVRGS IVYLET
GHEEELRKHPIRKRSTVGEWAT -~ e e e SSLLPGTS~GGRORRELDPMDIRGSIVYLETL

¥ hAAkRRARRRkAYX Kk ****x * *** *****x** AhkAAXAA AR

DNRQCVOASSQCFOSATDVAAFLGALASLGSLNIPYKIEAVQSETVEPPPPAQLHFMYVA
DNRQCVOSSSOCFOSATDVAAF LGALASLGSLNIPYKIEAVKSEPVEPPLPSQLHLMY VA

ARXKKITER RRARARAREETRRRRARARARIN T AL A%k %% Fhdhdt % *k%x % **

2|

ABRAFVLLFFVGCGVLLSRKRRROHGOLWEF PEGFRVSEASKKKRREPLGEDSVGLRKPLKNA
AAAFVLLFFVGCGVLLSRERERQHGOLWF PEGFRKVSEASKKKRREPLGEDSVGLRPLENA
KRR

xx***********x************x * AXAAERRRRRARAINI N AN A A AR dRhh%%

SDGALMDDNONEWGDEDLETKKFRFEEPVVLPDLDDOTDHROWTQOHLDAADLRMSAMAP
SDGALMDDNONEWGDEDLETKKFRFEEPVVLPDLSDOTDHROWTQOHLDAADLRMSAMAP

HAAAAARARRRARININAAFRARRRAEIAIANNAAARAR RAXRANXAAARARRARR RTINS v s %

TPPOGEVDADCMDVNVRGPDGEF TPLMIASCSGGGLETGNSEEEEDAPAVISDFIYOGASL
TPPOQGEVDADCMDVNVRGPDGFTPLMIASCSGGCLETGNSEEEEDAPAVISDFIYQGASL

LR R R R R R R R RO R R R R O e R R R O O

HNOTDRTGETALHLAARYSRSDAARKRLLEASADANIQODNMGRTPLHAAVSADAQGVEQIL
HNQTDRTGETALHLAARY SRSDAARRLLEASADANTODNMGRTPLHAAVSADAGGVFQIL

Khhkhdhhhhhkhkhhhhhdhdhhhhhhhkhhhhhhhhhhhhhhhhhhhdhhhhhhkhkhhhhdtrsx
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IRNRATDLDARMHDGTTPLILAARLAVEGMLEDLINSHADVNAVDDLGKSALEWAAAVNN
LRNRATDLDARMHDGTTPLILAARLAVEGMLEDLINSHADVNAVDDLGKSALHWARAVNN

AKAXARA I A A RARAAARN AR A AR ARARAERR A AL IR AR RRA DA b hhhh vt ddddd

VDAAVVLLRKNGANKDMONNREETPLF LAAREGSYETARKVLLDHFANRDITDHMDRLPRDI
VDAAVVLLENGANKDMONNKEETPLF LAAREGSYETARKVLLDHFANRDITDHMDRLPRDI

o I Rk kR Rk R b T et R R R Rk e i R e ik e i

AQERMHHDIVRLLDEYNLVRSPQLHGAPLGGTPTLSPPLCSPNGYLGSLKPGVQGKRKVRK
AQERMHHDIVRLLDEYNLVRSPOLHGTALGGTPTLSPTLCSPNGYLGNLKSATQGRKARK

EE R A i i ke e Ahhhdkhhhh ArkAhhhddh k%R AEhEE kK

PSSKGLACGSKEAKDLKARRRKSODGKGCLLDSSGMLSPVRSLESPHGYLSDVASPPLLP
PSTRKGLACGSKEAKDLKARREKSGDGKGCLLDSSSMLSPVDSLESPHGYLSDVASPPLLY

hh KA ARARAXA PRI A A A RARARAR AR AR hhFhhd AR hd b h R h R R Rdd bk hrhid %

SPFQOSPSVPLNALPGMPDTHLGIGHLNVAAKPEMAALGGGGRLAFETGPPRLSHLPVAS
SPFOOSPSMPLSHLPGMPDTHLGISHLNVAAKPEMAALAGGSRLAFEPPPPRLSHLPVAS

KAATAXENY A% RAAXAXXXAAAE RRRAIAIXAAARAER R% vt s R i

GTSTVLGSSSGGALNFTVGGSTSLNGOCEWLSRLOSGMVEPNQYNPLRGSVAPGPLSTQAP
SASTVLSTNGTGAMNFTVGAPASLNGOCEWLPRLONGMVPSQYNPLRPGVTPGTLSTOAA

hhkh*k *h hEERR R R I b I T e S * hkk kRkEARX

SLOHEGMVGPLHSSLAASALSOMMSYOGLPSTRLATQPHLVOTQOVOPONLOMOOONLOPA
CLOHSMMGPLHESSLSTNTLSPII~-YQGLPNTRLATQPHLVOTGOVOPONLOLOPONLOP~

RO T S R *x KRARLY FAFRAAAARARARIA XA, AR hdc% % *dvdrsd

NIQQOOSLOPPPPPPOPHLGVSSAASGHLGRSFLSGEPSQADVOPLGPSSLAVETILPOE
————————————— PSOPHLSVSSAANGHLGRSFLSGEPSQADVOPLGPSSLPVHETILPOE

LR S R R Rk i R O e R R O I ik Sk b

SPALPTSLPSSLVPPVTAAQFLTPPSOHSYSS~PVDNTPSHOLOVPERPFLTPSPESPDO
SQALPTSLPSSMVPPMTTTOFLTPPSQHSYSSSPVDNTPSHOLOVPERPFLTPSPESPDQ

EE R Ak KhEhhhhhkhhkhhdhh hhhhhhhhhhhdddhhihhhrkhhdirds

WSSSSPHSNVEDWSEGVSSPPTSMOSOIARIPEAFK
WOSSSPHSNISDWSEGLSSPPTTMPSQITHIPEAYK
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Amino Acid Sequence of Human Notch 3 (NP_000426)

PPCLDGSPCA NGGRCTOLPS
TARFSCRCPR GIERGPDCSLP
RVGEPCRH GGTCLNTPGS
SPCRNGG TCROSGDLTY DCACLPGFEC ONCEVNVDDC
COL QPNACHNGGT C

CFHGATCH DRVASFYCAC PMCKTGLLCH L

61 REAACLCPPG WVGER!
121 DPCLSSPCAH GARCS
181 ERCQCPAGYT

241 PGHRCLNGGT

J

TN[TT T
FNTLGGHSC

301 VCVNGWTGE DDACVENPC
361 HEDAICDTNE TGGACDO DVDECSIGAN PCEHLGRCVN TOGSFLCOCG
421 RGYTGPRCET QATCLDRI GOFTCICMAG FTGTYCEVD! PC
481 GGVCKDRVNG FPSCTCPSGES GSTCOLDVDE CASTPCRNGA KCVDOPDGYER
541 CDRNVDDCS PDPCHHGRCV DGIASFSCAC APGYTGTRCE SOVDECRSOP
601 VDKYLCRCPS CTTGVNCEVN IDDCASNPCT FGVCRDGINR YDCVCQPGET
661 CASSPCGEGG SCVDGENGEFR CLCPPGSLPP LCLPPSHPCA HEPCSHGICY
721 EPGWSGPRCS OSLARDACES QPCRAGGTCS SDEMGEFHCTC PPGVQOGROCE
781 EHGGRCESAP GQLPVCSCPO GWOGPRCOOD VDECAGPAPC GPHGICTNLA
841 YTGPSCDODI NDCDPNPCLN GGSCODGVGES FSCSCLPGFA GPRCARDVDE
901 CTDHVASFTC TCPPGYGGFH CEQDLPDCSP SSCENGGTICV DGVNSFSCLC
901 HEADPCLSRP CLHGGVCSAA HPGFRCTCLE SFTTGPOCOTL VDWCSROPCO
1021 YCLCPPGWSG RLCDIRSLPC REA G LEQLCOAGGY CVDEDSSHYC 3 GS
1081 CEQEVDPCLA QPCCOHGGTCR GYMGGYMCEC LPGYNGDNCE DDVDECASQOP COHGGSCIDL
VDL T

1141 VARYLCSCPP GTLGVLCEIN EDDCGPGPPL DSGPRCLHNG T
HAGESG P
P TWGPRCERVA RSCRELOCPYV GV PRCACPPGLS
AAPCLHGGSC RPAPLAPFIR CACAQGWIGE RCEAPAAAPE
ACQARRGDQR CDRECNSPGC GWDGGDCSLS VGDPWRQCEA LQCWRLENNS
RCDPACSSPA CLYDNFDCHA GGRERTCNFV YEKYCADHFA DGRCDQGCNT EECGWDGLDC
ASEVPALLAR FPEELLRSSAD FLORLSAILR TSLRERLDAH GQAMVEPYHR
PSPGSE VVMLEIDNEL CLQSPENDHC FPDAQSAADY LGA
VPLLPLLVAG AVLLLVILVL GVMVARRKRE HSTLWFPEGE
SLHKDVASGH KGRREPVGQD ALGMKNMAK LMGEVATD WMDTECPEAK RLKVEEPGMG
C RVAPAMALTP PQQLADADCM DVNVRGPDGE TPL
ISDLICQGAQ LGARTDRTGE TALHLAARYA RADAAKRLLD
SGRTPLHTAV TADAQGVIQI LIRNRSTDLD ARMADGSTAL ILAARLAVEG
. NGANKDMQDS

TR DCLODPG

}4
(._A.l
N
P
B
9
$
=

H
A
el
2
"éé

-

Gy & W
ot

N Y oy OO
ot

-
-3
. )

P

]

al

PRAR

Y

J—
o

p—
>y
o

[ee)
>l

-

j—

O CO
(o))

N

[y

—
e
o0

HE

S
NEET

~
J

FL PGLKAAQSGS

RP FGGPPASPGG
GLLNPVAVFL DWARLPPPAP
YPVAGAHSSP PKARFLRVPS
ATTTGALPAC PLPLSVPSSL

\
>

e

S

e

LACPG PLADSSVTLS
SRAGLGR QPPGGCVLSL

>l

PLLCPPGA
P

PVDSLDS

N
[

NN >
MON
o0 DN o




WO 2011/041336 PCT/US2010/050610

6/25
P12 ichikawa

- DMSO
4000 — i

- ‘_ Dip G1: 59.87%

i Dip G2: 3.55%
3000 — Dip 5: 36.58%

Number -
2000 —
1000~
G"“’ VVVVVVVVVVVVVVVVVVVVVVVVVVVVVVV LI I E g &t § ¢ SN T

P ; | I
0 50 100 150 200
Channels (FL2-A-FLZ A - Pl)

P12 ichikawa

: o-gh
3200 — _
- Dip G1: 61.86%
] Dip G2: 3.19%
2400 — Dip S: 34.95%
Number -
1600
800~
p ;aliiliiii!ll
100 150 200

Channels (FL2-A-FLZ A - Pi)



WO 2011/041336 PCT/US2010/050610

7125
P12 lchikawa
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AnnexinV 7-AAD Staining

TALL HPB ALL P12
A 576 273} [477 1098] [7.12 178

DMSO

> 8.650 4.
22.9 11.91 114.2 8.38] 15.24 0.85

5 uM
DAPT

38 746} [6.15 137

Annexin V

10 ug/mi
Anti-gD

10 ug/mi
Anti-Notch1
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