PCT/US2013/077452

WO 2014/105810

/11

{T0xPLHDT) SSALASIONOM
{(10xPLHDI) SSALASIOOOM
{10«PCHOT )} SSALASIODOM
{(T0xPLHDT) SSALASIODOM
{10xPPHOT) SSALASIONOM
{104EQHDT ) YSAIATIOOOM
{T0<E0HDT Y ¥YSALATIONOM
{TO0xCOHEDT ) VSAIATIONON
{10xEPHDI ) YSAIATIOOONM

CZTO6BLIGHE

SHTISANABLEDSZ~DTA DHMITINDIACHIM
PAALTIZALEDDONSIE YAMITISNIILOEAM
NMAAONADIOONIJAIE DIMTISADHSONHM
SUINONADYIONIIATA DIMITISADHSDIAM
SADIDNADIDANNIATIA DIMITSADHSOMAM
GAAMONANSASOSAGTIH DIMITOHOOINONAM
ONANONANIASOSIAIE DIMTID0OITIOTAM
ININONANIHSASAOIA DIMTID0IIE0EMAM
SAIADMANIALASIALIA SIMITDODIIOIAM
GPEZT068LIGPERITO 6BLO9SPEZTIN6BLY

| 2inbi

A WYADD
ADWYDUSDAAATO
AQ——WYAATDMDD
AC~~HADAZINDAD
AG~—HWIDAANDAD
AB——dMYIDTIOON

A==~ dAMNLALS
AL~~~ dMNSL10D
AL dMNEAAD
ZIePoYR(68L9G
¢
T
£ado

YDA ALY LOALIASNIOTIAONN STAELISTY
USDAAWYLAISNTUSHOTATLNAVNGE S T4
YDA IAYSAES LT THHAYLES S TAALTLY
HYDAZAVSAHS LISHTIHAVILES STOANNLYA
HYDAAAVSUIS LIBEAHIWAVLESSNUALTLLY
UVIAAAYSARASITISSTONHAY LSS SUGALTIYY
MODAAAVSCASLISSIONAVIE S SHAALTIVY
HYDAAAVSTHS LISSTHHAVLESSLNALTILYY
UYOAAAYSOIS I IS S TONAYVLS S SLOALTIYY
PLZT068LOSPERARITO6EL9GPELTO6BLY

NMMYACS IISADLALDIISTISOSOIATIDADSHDTIOAC
~IREZZI SALIADSYYISTAISODATATIODSHATIAR
~HRNACQ LALADSTADSIVNASYIIAATEIDSOHIOAH
~HHNACQ LISIOSTEDSIVASYIIIATAIDGOOTOAN
~HINAD LALADSYAISIIASYIANATIIDSOOI0AR
~HRAMAL LALAOSYAISTHASSOINATEVOAODIOAD
~HIMAS LALIDSTADSTIASIOIRATEYOADOTICAD
~HHMAS LALADSTADISTIASLOTIATAYOINDTIOAD
~HHMAS TILADSYAISTIAASIODINATEVSISHIOAD
BGPLZT (6BLOSPLZICEELOGSPELZINGEBLIGYEDT

HA Z149Y
HA 1T19¥Y
Ha 0149Y
HA od¥W
HA 8499
HA S49Y
HA L4¥Y
HA £149Y
HA G49¥Y

HiA 1YY
HA T14Y
Ha 019Y
HA 649Y
HA g9Y
HA 9499
HA L9¥Y
Ha €149Y
HA GOV

wswiublie HA Y THd



PCT/US2013/077452

WO 2014/105810

2/11

Z 2inbi4

(10+S/TMNDT) NIZTMIONDA IL744588M00 DARIVDUIAVANSS ILISASLIOSDSDSAUYIAD
{(TOxTLEDT) ATADILODDA IM-JASSADD DAAQYIAASHINS TLTLAGIDSDSALANAIAD
{(T0xG0NDT ) WIFTILOVDS LT~JdIASHHD DHASDAQEIOISNINISADIOSDSISAISAAD
{(T0=59DT) AIFTHLOSHI LA-JdILOSHED DAASDACAIDISNINTISADILOSDHSDSAESIAD
(T0xp0UDT) MIFTILOSOL LAd-dIVAHHD DAASOAIADISNINTISIADLOSDOOSANSIAD
{(T0xP0MDT) AITDILDSDA LA-dAHSODS DAAADTIAAVIAES INILAGLOSDSOSAAAIAD
{T0+P0MDT ) ATHTALOSHS Ld~JAHLSDS DAXADTAAVIAEYNIATLIGLOSDSDSAEUdAD
(TO0xTM9T) NIFTMIDOOL IM~dAHISOS DAATHIIIVAANS INTLACLOSDSOSINAdAD
{(T0xT0MDT) WITDILOOOL IM-dAHLSDS DAAADTARYAANS INTILAGLOSDSOS IIAIAD

LO9GPEET068 LO9BSHCEZTO6 BLOGPEZTI068L9%PEET06BLOGVELTI6BL
i & 8 L 9
1
Pad £dao 4
SYINSLT AIMIVASSHAND0AM AWAIAS~————— 88YS JIWIAMEDISYSRIDASOILTIAID
LAMNSYS AITTAISODINODAM VAVLOAZ -~ O8YY DLISAYIDALISHANOSOINAIA
AVIIATN ZATIOASYDOUO0IM ITASAIN-——=— ST DLILALADASYSTISVASOINOIC
AYIIAYN AATIOASHOOMODEIM ¥IASAIN~~~—~ ASYY DLILALIADASYSTISYASOLHOIA
AVTIAYN ZATIDADIDONO0AM VIASEIN- === HEYY JLILALIDASYSTISVASOINDIC
SAUNSAY AT TIHASOOHINOTAM HIAINDNSHAISDSSY J8SISVOADISAdTISTALOIWIAC
SAANSAY ATITINASOSI0TAM HIAINDNSHATSDSSY DSISYOODISAdTSTALOIHAAT
SAINSAY AT TINASOOANDTAM HIAINONSHATISOESY 2SISVOUDISAATSAILOIHAAG
SAUNSAN AITTAASOOINOTAM HIAZINONSHATIOSSY JSISYOIDTISAdTISTILOIHAAT
GGTEZT0 6BLOGPEZTO68LOG PLZT06ESPIARLOGY CZT06ELSSVPEZTIN6BLOGYEDT
G 1 £ 4 i
2ddn 4 Taao THd

IA 19V
A 849Y
TA OTAY
TH 6499
TA 849Y
TA 1TT9Y
A LYY
TA ETOVY
TA S9Y

TH 1YY
TA 9d¥
Ta 0TICY
TA 649Y
TA g49Y¥
Ta 1T19Y
A LYY
Ta €T4Y
TA GAY

usublfe A Y IHd



PCT/US2013/077452
3/1

WO 2014/105810

¢ 2inbi

o
Y
g

=

SSALALLODOM R HADA L NDADEY DA AAY LGUSY TS TENAY LSS LA ANO0 TR0V ADEDERNAA T A0 THATO00 YO AMB T RE QL AR R S5V DS AASYO AT OSDATOAR
SSALALLS 0O AOREDARDAON O L AAY L0 S TS TAN AT LS LS HOAL TI TS HaHON AT DA R 15 THETH00 VDU AMB T R AT AE A0S VI0S AASYENIATTDS0AT0AT
SSARALLOCOMACHADAZNDUDEYOLRAYL mm%gmmqszwwmmw AmIGS mwmmmmzwmwwmmmmemnsh 00dYCU AT HAGLAEEDS VIO S ALASYOIRANTYDS0ATOAL
S GOd¢CUANBIRAQEEEEDSTIDSATASYODIATYOSOATON
SSAEA mmuouawmmmwmmmwmm mwm:‘zammeqmm VWA hmmfzm»eqewmmmmmmmwmmwmzmmwwwmw,mm ORSCYAMBIREGLILADSTIDS TAASYOdYATIARS00TON
SSALATIS0OMAS IO TOONEEOA AT LS IS S TANAVISISHIAL L 1AND0L 90V AN >mmmmaHme3mm @&m&@%pgmaﬁzpemwwwn A0SANASSDINATTIS0ATOAT
SSALATLO0OMAS TN IO OA AT LCESH IS S TANAVI SIS HIAL IR ONARS XS 054 O0dY O ANHIMALLAEADS YOS ALAS SR ANTYDS0ATOAL
mwbw TEO0OMAS MY AV TEORIY DA AAY LIRS TS S THHAY LS LS HAYLIEAYE mmmazmwe:mrman {m@m»?msg>P mmwmmnmwu ASSODAIATYOSOATOA
554 OOREY
0

‘;_7 bl

ey

I't 3 Lx-i

F---“I

LAY LOASYTSS TENAYIS LS A0V IASTR I YONARSAS IS4 (T IOSAAASSDINIATEOSOATOA
SCESLISSTORAYISSSHIAL TETICHONARSASASAqT: @& mamagmzﬁzpe Mwnmmumm ASSOdHATIYIA00T0A
00dYOUAMH IMASLAEADSY mum:éh d¥AATYDS0AT0A

TLBOOMAS MY

i

4T 0
TES0OMASIMYADT 0

N
T
0
r..

9]

f

v

_L

mrw qu@ MAY~~ SMRLEISHY R AAY L ES Y TS TERAY IS LS RAAL TR AYDR I IONARLES QS 40T E
TEO0OMEY - JMRE 48
9]
f
9]
f

24 m

L1298 018 5
5 o DIMETD 55543
SSALAT YoRAAYLORSYTSSTENAYISISHAALIEA SO0 M0 AREA SA84QI B IMATO00IYCEANEIMAST AT VDS ATAS SO NATYSSOATOAR
SSATATIONOMEY -~ AMRE 448U 00 AAY LOHSY TS S TN AT LSS S AL T YOS ONANEASES AAT B0 T HATO0OIYOYAL émwawmmmmwmm<AJ AASSOEATEAS0ATONT
SSALATIO0OMAY -~ AHEL A S¥D 0 AT LS TS S TaA VIS SSH AL TR A A I ONARTAS S A0 T A M ATV DU ANH THAS LALADSY A0S AMAS SR AT Y25 0AT0AT
SSALATLOCOMAY -~ dMNE A4S ¥Y O A LAY LOBSH TS S TN AT LS S SHOAL T D A DN A RE S U8 QT B0 THETO0N Y D ANB T HAS L AL A0S YOS AYAS SO NATYOSOATOAT
SSAZATIO0OMAY -~ IMRL 2 ISUY DA ANV ST TS STANAYIS LS ROV LA O IIONARTAS TS QT E0HM awmm@m>gmH3wm LALAOSTINSAIASSOTINATYDSOATOAT
SSALATIODOMAY -~ MK mmmmmmmwzﬁa ESTSS TANAYLS LS UYL TEAYDMAIONARTASCSAqT E0HN JYCEAMBIMASLIEADSTIDSAAS SO HATTASOATOND
YSALATIO0OMAT =~ ZMNLAASEO0 R AATS QRS LTS STONAYLS SSH AL TE DI AMONANLASCSTADIH @&mmmM>EmH$zme LADSYAOSTAASIOANATEY2400T0A0
SSALATLOCOMAL -~ AMNS RABEYO A AAYLOESH TS S TANAY LSS OAL LI A0 MUY ARE L RES AT AD THETO 0N DU ANBIMAS LA 0D SV DS AYAS SO HATYOSOATOAT
§ gapmmwwmuamgzmwm YOk ANY LOASY TS S TENAY LSS S RAAL TEY S0 0N AR A TS 40T AD I MATODO YD AMHMAS T AT ADS VDG ALA

LS0OMAE ~ MRS LDV DA RAY L0 TS TENAY LS LS BIYL TR ANS N ANOR AR LLASATAS) dEAATYOS0ATOAT

ATIO0OMEE -~ MBS RODYY0 L AAVICESY TS S TANAYLSLS mmrEHe»mmmmmwmmz&wmmmmmmmn=wm A

ATIO0OMEE -~ MRS KDY O KA SRS LTS S TONAYL S S5 LOAL T IO O AR L LS IAD THITO0O DU ANEIMAS L AT A0S THOS TIASIOTEA TV 00Tl

tCT068L0SFETTRaRGRLOGPETTO6RLGGPERTRTTO68L95PECTORELISPETTOCRLOGTERTTL0EL0CVECT008LOSTETTOERLIGTELTOSRL95PEETNRELYSVED
I ) 6 8 [ g § b £ l I

I

15503
\3S0dMNATYES0ATONE
0OdYCHAMEIMASTAREHSTIOSALASSD
(OdYDAMEHMISTATEBSYIOSATASSDANAATYRS0AT

~<7‘ QD QD (_'J? (D QD

\0
g
I

3



PCT/US2013/077452

7 2.nb1

:.

AIRTALS0D L ARV RRR00X ALY ACR0TSS T ACE05950S A SAAD AT IERYHAATTHIVEO OO AMYTAS A TR -~ -~ BS YL TLAUIDAS TS TS5 SDENDIa

HTITEIA00 L4 EYRREDOAALY
ATETHID004E 44T ARAD0A X IVACHIDTSS I TLACE
RARURARRREREERA T ITIRTN,
MHm>mawwwwﬁgmwmmw@mumw>mm HSOTSS I
O0RRAYACHSOTSS TITLL

A2I¥A0Ed0TSSTTEA0L

AS040Rd0TSRINTSA0L08

ASAADIY TN RAATTAA D00 AT TAS A TN -~~~ ~ BSVY DL T LANTDASYS TS S A SO0 LT
ASAADIYIERENA T TTAAYNOI00 MY TR SR IR~~~ BE UL ILANIDASYS IS8 5001
SESAADTYIENAATIOA D000 MY TAS AT~~~ B8 YUDL IEALEDASYS TSYASOLR0IT
DIYAADLANNSYSAT T 50000 AMTATEDAA === =08V 08 TIVERDISAS TIVASOINALY
mmegHMWZmﬂmuHQMmea AOBAMTATIOAR =~ =~~0SY A0S TLTEANISAS TIVASOENATT
ASAADLANNSYS AT TTAASHDdIO0 AT AYIOAR == ===05TDL IIAYIDASYSASSAS0IR0IT

A0HA0TSSTITLICE

”
&
W

iy

2
o5
o8

\13

50
B
000

t’f)

i-l-i

-
H
i

iy

i-ré

”
&
W

Lx-i
iy

2
RERCIRS
5
(Y3
o8

L3525
§

\13

P,
P,
D

B,
(I
5
(Y3

mmagmmmmw@@uwmwmmmmmmammHBmmmmw SO8DS TS dADLRENS TS AT TTHA TR OO0 ARTAYIDAR -~~~ 05 TIOLT LARIDASYSASSdSOIN0T]

4/11

wmwgmwmmw@mumwamq HSOTNS TLTLACE
JLIdARISOSORRA
mmwmmkmmm@mmmm

9501 0dADLANNS VS AT TTHI 50000 ARYAYIOAR - == ~=08 VDL I SAUIDALLSRANDSOIHALT
$96IM0dADS TENSAYAT TIOES 0D U0 TAME TALNONS HATS0SSH0S TS¥a00dIAS TS TAI0TNAAT
S

\13
[

(HYIAYSTATLACEDS

2
9
¥
QUVIAISTHTLACEDS

P,
P,
D

OARADACEVIAYS INTLATIOSDS DS NAdADS NS AYA T TI0A SO0 TARE TALNDNS EATS0S S0 1 ST 00 IAS TS TALOIRATL

PAREVAR SRR
MHmQthmwmwmmgmp 3SR TORYIANT ¥IEACI0598
JINAABISDEDRRADA
MHmpmawwmmagmbmmwm
Mﬁm>mammum@gm@mmmmmuwm>m
FIATHIO00 JINdABLSBS DA RADTORYSANS THILAGE

B
5340dADS DENSARA T TTC 000 T AN TALEONSEATSOS SUDS T 5¥a00d IAS TS TAIOIRAAT
3]
5

SANQAADSAUNSAYATTTAI 500D TAMATALRONSHATSOSSH0S ISVOMDTSAI TS T I0INAAC
95 I80dASS AENSANA T TN SO0 M0 T AN TR LEONSEATIDS 505 TS YA IAS TS TAIINAAD
93 290dASS AUNSARA T TS0 M0 TANETRERDHSEATEOS SHDS TS0 TIAS TS TALAIRAAD
umm mmemmmzmwm>HQMcm 000 T AT AT NDNSHATIOSSU0S 1Y d00dIAS TS TALOLRALL
S ANAADS S AR T TR 300D T AR T A LEONSEATE0S 805 TSVOOTSAITS TAIENAAD

(HYIASSTATEIC
QYIS THTLAL,
QEVIAYSTHIRAEDSE

35

2
)
5t
o8:

SSPETTO6ELOGTTTTL68L09FETTO6BLSG wmmﬁomm GPETT06EL9GRETTO68L95PECT06EaPOCARLISHETTORELG5PETTO6EL94FEYT

BIGTETT068L

WO 2014/105810

el

8 L § § £ 4

vt

[ -

-

=



WO 2014/105810 PCT/US2013/077452

5/11

Xenograft tumor growth inhibition assay
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Figure 6
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PRLR binding kinetics
@huPRLR, @cyPRLR, @mu PRLR,
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huPRLR binding kinetics
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