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Ooooao
el £ R iRkl
&5
1 YR YT OE | B RCD | His Tyr Val Met Ala
#H{CDR1 (CDR | RH1%#
H1) VT E
2 EIANYwTOE | EMCD Ser Ile Ser Ser Ser Gly Gly Trp Thr Leu
%CDRZ (CDR RH2 % Tyr Ala Asp Ser Val Lys Gly
H2) Ry
3 YR TFOE| B FCD | Gly Leu Lys Met Ala Thr Ile Fhe Asp Tyr
#$H{CDR3 (CDR | RH3%
H3) Ry
4 BYUNRYTDOE | EFCD | Thr 6ly Thr Ser Ser Asp Val Gly Ser Tyr
ﬁCDRI (CDR RL 1% Asn Val Val Ser
L1) VT E
5 TRV OEE | v CD | Glu Val Ser Gln Arg Fro Ser
#HCDR2 (CDR | RL2#
L2) AV -1
6 -}Zujﬁ\/“/?vj‘@ﬁ thCD Cys Ser Tyr Ala Gly Ser Ser Ile Phe Val
$CDR3 (CDR | RL3%x | 1I®
L 3) VAV A |
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ooooonoD
7 | HEE) YT B H ! EVQLLESGGG LVQPGGSLRL SCAASGFTFS
OEH B om HYVMAWVRQA PGKGLEWVSS
51 ISSSGGWILY ADSVKGRETI SRDNSKNILY
fﬁﬁ’Eg LOMNSLRAED TAVYYCTRGL
131 KMATIFDYWG QGTLVIVSS5A STKGPSVEPL
APCSRSTSES TAALGCLVKD
131 YFPEPVIVSW NSGALISGVH TFPAVLOSSG
LYSLSSVVTV PSSNFGTQTY
#2017 TCNVDHKPSN TKVDKTVERK CCVECPPCPA
PPVAGPSVFL FPPKPKDTLM
Z5% ISRIPEVICY VVDVSHEDPE VQENWYVDGVY
EVEMAKTKPR EEQFNSTFRV
301 VSVLTVVHQD WLNGKEYKCK VSNKGLPAPT
EKTISKTKGO PREPQVYTLP
351 PSREEMIENQ VSLTICLVEGE YPSDIAVEWE
SNGQPENNYK TTPPMLDSDG
45. SFFLYSKLTV DEKSEWQQGNV FSCSVMHEAL
HNHYTQKSLS LSPGK
8 YRV TOEE | B b B i QSALTQOPASV SGSPGQSITI SCIGTSSDVE
; . SYNVVSWYQD HPGKAPKLII
ﬁﬁ ﬁé 7 51 YEVSQRPSGV SNRESGSKSG NTASLTISGL
/\oﬁg QTEDEADYYC CSYAGSSIFV
101 IFGGGTEVTV LGOPKAAPSV TLFPPSSEEL
QANKATLVCL VSDFYPGAVT
151 VAWKADGSPV KVGVETTKPS KQSNNKYAAS
SYLSLTPEQW KSHRSYSCRV
201 THEGSTVEKT VAPAECS
9 IR YwTFOE | B+ V | gaggtgcage tgctggagag cggeggaggqg
BF4EE (VD H DN ctggtcrage caggcggceayg cctgaggcetg
A Lectgegecyg ccagegygelbt caccttcage
cactacgtga tggectgggt gcggcaggec
ccaggcaagyg gcecctggaatyg ggtgtccage
atcagcagca gcgygcgygctyg gacccectgtac
gecgacageyg tgaagggcag gttcaccatce
agcagggaca acagcaagaa caccctgtac
ctgcagatga acagcctgag ggccgaggac
accgocgtgt actactgcac caggggeoctg
aagatggcca ccatcettcga ctactggggce
cagggcacce tggtgaccgt gagcagc
10 *lejq;/tjﬂ?:fajgi B } v Glu Val Gln Leu Leu Glu Ser Gly Gly Gly
Leu ¥Val Gln Pro Gly Gly Ser Leu Arg Leu
AT ARlE, (VH) H #: | Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser
His Tyr Vval Met Ala Trp Val Arg Gln Ala
/{57E§ Pro Gly Lys Gly Leu Glu Trp Val Ser Ser

Ile Ser Ser Ser Gly Gly Trp Thr Leu Tyr
Ala Asp Ser Val Lys Gly Arg Phe Thr Ile
Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
Leu Gln Met Zsn Ser Leu Arg Ala Glu Asp
Thr Ala Val Tyr Tyr Cys Thr Arg Gly Leu
Lys Met Ala Thr Ile Phe Asp Tyr Trp Gly
Gln Gly Thr Leu Val Thr Val Ser Ser
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11

U R T OB
SR (VL)

th V
L DN

cagtcegecee
agcggeagcee
agctgcacceg
agctacaacg
caccecggea
tacgaggtgt
agcaacaggt
aacaccgaca
cagaccgagyg
tgcagctacy
atcttcggcy

tgacccagece
caggcecagay
gcaccagcag
tggtgtcctg
aggeeceooaa
ceccagaggoc
tcagcggeag
geetgacecat
acgaggccga
ccggcagecay
gagggaccaa

cgecagegtyg
catcaccatce
cgacgtggge
gtatcagcag
getgatcato
cageggegtyg
caagagcggce
cagcggectyg
ctactactge
catecttoegtyg
ggtgaccgtc

cta

12

T U R O
SRR (VL)

Eh V
L #u
A=

Gln Ser RAla
Ser Gly Ser
Ser Cys Thr
Ser Tyr Asn
His Pro Gly
Tyr Glu Val
Ser Asn Arg
Asn Thr Ala
Gln Thr Glu
Cys Ser Tyr
Ile Phe Gly
Leu

Leu Thr Gln
Pro Gly Gln
Gly Thr Ser
Val Val Ser
Lys Ala Pro
Ser Gln Arg
Phe Ser Gly
Ser Leu Thr
Asp Glu Ala
Ala Gly Ser
Gly Gly Thr

Pro Ala Ser
SgEE e Thv
Ser Asp Val
Trp Iyr Gln
Lys Leu Ile
Pro Ser Gly
Ser Lys Ser
Ile Ber Gly
Asp Tyr Tyr
Ser Ile Phe
Lys Val Thr

Val
Tle
Gly
Gln
Ile
Val
Gly
Leu
Cys
val
Val

13

EFErbB3

= .
NOAC A

Ser Glu Val
Pro Gly Thr
Cly Asp Ala
Tvr Lys Leu
Met Gly Asn
His Asn Ala
Ile Arg Glu
Ala Met Asn
Pro Asn Leu
Val Tyr Asp
Met Leu Asn

Gly Asn Ser
Leu Asn Gly
Glu Asn Gln
Iyvr Glu Arg
Leu Glu Ile
Asp Leu Ser
val Thr Gly
Glu Phe Ser
Arg Val Val
Gly Lys Phe
Iyr Asn Thr

Gln Ala Val
Leu Ser Val
Tyr Gln Thr
Cys Glu val
Val Leu Thr
Phe Leu Gln
Tyr Val Leu
Thr Leu Pra
Arg Gly Thr
Ala Ile Phe
Asn Ser Ser

Cys
Thr
Leu
val
Gly
Eitsy ¢
vVal
Leu
Gln
val
His

10

20



goooogag

(26)

JP 2018-513155 A 2018.5.24

Ala
Thr
Glu
Thr
Arg
Gly
Cys
Glu
Cys
Gly
Glu
Asp
Asn
Pro
Phe
Tyr
Cys
Ser
Met
Cvs
Ala
Phe
Gly
Asn
Pro
Glu
Glu
Trp
FPhe
Ser
Ile
Gly
Gly
Leu
Lys
Leu
Asp
Pro
Pro
Asn
His
Glu
Cys
Thr
Thr
Gly
Gly
Lys
Pro
Lys
Gln
Leu
Leu
Thr
Gln
Glu
Pro

Leu
Glu
Lys
Ll
Asp
Arg
Lys
Asp
Ala
Pro
Cys
Thr
Asp
Gln
Gln
Gln
Pro
Cys
Glu
Glu
Cys
Gln
Phe
Leu
Trp
Lys
Ile
Pro
Ser
Leu
Met
Phe
Arg
Cys
Val
Asp
Cys
Leu
Gly
Tyr
Cys
Phe
His
Ala
Cys
Pro
Val
Tyr
cys
Gly
Thr
LThr
val
Phe
Asn
Arg
Ser

Arg
Tle
Asn
Asp
Ala
Ser
Gly
Cys
Pra
Asn
Ala
Asp
Ser
Pro
Leu
Tye
His
Val
Val
Pro
Glu
Thr
val
Asp
His
Leu
Thr
Pro
Asn
Tyr
Lys
Arg
Ile
Tyr
Leu
Ile
Val
Cys
Pra
Ser
Asn
Ala
Pra
Thr
Ala
His
Leu
Pro
His
Pro
Leu
Met
Val
Leuy
Lys
Gly
Glu

Gln
Leu
Asp
Irp
Glu
Cys
Arg
Gln
Gln
Pro
Gly
Cvs
Gly
Leu
Glu
Gly
Asn
Arg
Asp
Cvys
Gly
Val
Asn
Fhe
Lys
Asn
Gly
His
Leu
Asn
Asn
sSer
Tyr
His
Arg
Lys
Ala
Ser
Gly
Arg
Fhe
His
Glu
Cys
Gln
Cys
Gly
Asp
Glu
Glu
val
Ala
Ile
Tyr
Arg
Glu
Lys

Leu
Ser
Lys
Arg
Ile
Pro
Cys
Thr
Cys
Asn
Gly
Phe
Ala
val
Pro
Gly
Phe
Ala
Lys
Gly
Thr
Asp
Cys
Leu
Ile
Val
Tyr
Met
Thr
Arg
Leu
Leu
Ile
His
Gly
His
Glu
Ser
Gln
Gly
Leu
Glu
Cys
Asn
Cys
vVal
Ala
Val
Asn
Leu
Leu
Leu
Phe
Trp
Ala
Ser
Ala

Arg
Gly
Leu
Asp
Val
Pro
Irp
Leu
Asn
Gln
Cys
Ala
Cys
Iyr
Asn
Val
Val
Cys
Asn
Gly
Gly
Ser
Thr
Ile
Pro
Fhe
Leu
His
s
Gly
Asn
Lys
Ser
Ser
Fro
Asn
Gly
Gly
Cys
Gly
Azn
Ala
Gln
Gly
Ala
Ser
Lys
Eln
Cys
Eln
Ile
T
Met
Arg
Meb
Ile
Asn

Leu
Gly
Cys
Ile
vVal
Cys
Gly
Thr
Gly
Cys
Ser
cys
Val
Asn
Fro
Cys
Val
FPrg
Gly
Leu
Ser
Sexr
Lys
Thr
Ala
Arg
Asn
Asn
Ile
FPhe
val
Glu
Ala
Leu
Thr
Arg
Lys
Gly
Leu
Val
Gly
Glu
Pra
Ser
His
Sexr
Gly
Asn
Thr
Asp
Gly
Val
Met
Gly
Arg
Glu
Lys

Thr
Val
His
Val
Lys
His
Pro
Lys
His
Cys
Gly
Arg
Pra
Lys
His
Val
Asp
Pro
Leu
Cys
Gly
Asn
Ile
Gln
Leu
Thr
Ile
Phe
Gly
Ser
Thr
Ile
Asn
Asn
Glu
Fro
Val
Cys
Ser
Cys
Glu
Cys
Met
Gly
Fhe
Cys
Pro
Glu
Gln
Cys
Lys
ILle
Leu
Arg
Arg
Fro
Val

Gln
Tyr
Met
Arg
Asp
Glu
Gly
Thr
Cys
His
Pro
His
Arg
Leu
Thr
Ala
Gln
Asp
Lys
Pra
Ser
Ile
Leu
Gly
Asp
Val
Gln
Ser
Gly
Leu
Ser
Ser
Arg
Trp
Glu
Arg
Cys
Trp
Cys
Val
Pra
Phe
Glu
Ser
Arg
Prag
Ele.
Cys
Gly
Leu
Thr
Ala
Gly
Arg
Tyr
Leu
Leu

Leu
TIle
Asp
Asp
Asn
Val
Ser
Ile
Fhe
Asp
Gln
FPhe
Cys
Thr
Lys
Ser
Thr
Lys
Met
Lys
Arg
Asp
Gly
Asp
Pro
Arg
Ser
Val
Arg
Leu
Leu
Ala
Gln
Thr
Arg
Arg
Asp
Gly
Arg
Thr
Arg
Ser
Gly
Asp
Asp
His
Iyr
Arg
Cys
Gly
His
Gly
Gly
Ile
Leu
Asp
Ala
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Arg
Leu
Thr
Gly
Lys
Ser
Ala
Val
Ser
Leu
His
Leu
Met
His
Leu
Asp
Asp
Lys
Ser
Ser
Trp
Tyr
Asp
Gln
Met
Glu
Ala
Pro
Ser
Pro
Glu
Asp
Leu
Ser
Arg
Ser
Leu
Ser
Val
Leu
Thr
Val
Arg
Tyr
Pro
Glu
Pro
Ser
Leu
Asp
Arg
Pro
Tyr
Ser
Pro
Ala
Tyr
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Val His Lys Gly Val Trp Ile Pro Glu
Glu Ser lle Lys Ile Pro val Cys lle
Val Ile Glu Asp Lys Ser Gly Arg Gln
Phe Gln Ala Val Thr Asp His Met Leu
Ile Gly Ser Leu Asp His Ala His Ile
Arg Leu Leu Gly Leu Cys Pro Gly Ser
Leu Gln Leu Val Thr Gln Tyr Leu Pro
Gly Ser Leu Leu Asp His Val Arg Gln
Arg Gly Ala Leu Gly Pro Gln Leu Leu 10
Asn Trp Gly Val Gln Ile Ala Lys Gly
Tyr Tyr Leu Glu Glu His Gly Met Val
Arg Asn Leu Ala Ala Arg Asn Val Leu
Lys Ser Pro Ser Gln Val Gln Val Ala
Phe Gly Val Ala Asp Leu Leu Pro Pro
Asp Lys Gln Leu Leu Tyr Ser Glu Ala
Thr Pro Ile Lys Trp Met Ala Leu Glu
Ile His Phe Gly Lys Tyr Thr His Gln
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Glu Asp Glu Glu Tyr Glu Tyr Met Asn
Arg Arg Arg His Ser Pro Pro His Pro
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Glu Tyr Met Asp Val Gly Ser Asp Leu
Ala Ser Leu Gly Ser Thr Gln Ser Cys 40
Leu His Pro Val Pro Ile Met Pro Thr
Gly Thr Thr Pro Asp Glu aAsp Tyr Glu
Met Asn Arg Gln Arg Asp Gly Gly Gly
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Intsrnational application No.

INTERNATIONAL SEARCH REPORT PCTAUS2016/027933

Box No. | Nucleotide and/or amino acld sequence(s) (Continuation of Rem 1.c of the first sheet)

1.

With regard to any nuclectide and/er amine acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. D forming part of the international applicaticn as filed:
D in the form of an Annex G/ST.25 text file.

D on paper or in the form of an image file.

b. furnished together with the international application under PCT Rule 13#er.1{a) for the purposes of international search
ohly in the form of an Annex G/ST.25 text file.

c. furnished subsequent te the internatienal filing date for the purposes of international search enly:

in the form of an Annex G/ST.25 texd file (Rule 13ber.1{a}).
an papar or in the form of an imaga fils (Rule 13#+.1{b) and Administretive Instructions, Section 713).

In addition, in the case that more than one version or copy of a sequence listing has been filed or fumished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

Additional comments:

Form PCT/ISA/210 {continuation of first shast (1)) (January 2015)
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Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched
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EPO-Internal, WPI Data, BIOSIS, EMBASE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Gitation of dosument, with indication, where appropniate, of the relevant passages Relevant to claim Na.

Y G MACBEATH ET AL: "A META-ANALYSIS OF 1-20
BIOMARKERS IN THREE RANDOMIZED, PHASE 2
STUDIES OF MM-121, A LIGAND-BLOCKING
ANTI-ERBB3 ANTIBODY, IN PATIENTS WITH
OVARIAN, LUNG, AND BREAST CANCERS",
ANNALS OF ONCOLOGY,

vol. 25, no. 5S4,

1 September 2014 (2014-09-01), pages
313-47, XPO55180753,

DOI: 10.1093/annonc/mdu326.79

abstract

Further documents are listed in the oontinuation of Box G. See patent family annex.

* Special categories of cited documents :

'T* later dooument published after the intemationalfiling date ar prionty

- L . date and not in confliot with the applioation but cited to understand
"A" decument defining the general state of the art which is not considered s : o P
be of particul lovancs the prinoiple or theory underlying the invention

"E" earfier application or patent but published on or after tha intarnational "¥* document of particuler relevanca; the claimed invention cannot ba
filing data oonsicered novel or cannot be considered to involve an inventive
Lt do_oumentwhilolr_\ rlne.ythrqulr_ tloubts on priority I_ole.im_(s) or which is step when the document is taken akine
°”°d.‘ri the pL ot 1date of citation or other "Y* document of perticular relevance; the elaimed invention cannot be
special raason (ae epecified) soraidared to involva an inventive ateps when the decumant ia
"O" gooument referring to an oral disclosure, use, exhibition or other oombined with ane or more other such dosuments, sush combination
Means baing obvious to a parsan skillad in the art
"P* document published prior to the intemational filing date but later than
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Fax: (+31-70) 340-3016 Young, Astrid

Form PCTASA210 (second eheet] {(April 2005)

page 1 of 2



(35)

INTERNATIONAL SEARCH REPORT

JP 2018-513155 A 2018.5.24

International application No

PCT/US2016/027933

C{Continualion). DOCUMENTS CONSIDERED TO BE RELEVANT

Category® | Gitation of dooument, with indication, where appropriate, of the rel it p g

Relevant {o claim No.

Y SCHOEBERL BIRGIT ET AL: "An ErbB3
antibody, MM-121, is active in cancers
with Tigand-dependent activation",

CANCER RESEARCH, AACR, US PHILADELPHIA,
PA,

vol, 79, no, 6, 15 March 2010 (2010-03-15)
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