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#F1
TEOFREE BIRH B # HELWER
Ala (A) Val; Leu; Ile Val
Arg (R) Lys; Gln; Asn Lys
Asn (N) Gln; His; Asp, Lys; Arg Gln
Asp (D) Glu; Asn Glu
Cys (C) Ser; Ala Ser
Gln (Q) Asn; Glu Asn
Glu (E) Asp; Gln Asp
Gly (G) Ala Ala
His (H) Asn; Gln; Lys; Arg Arg
Ile (1) Leu; Val; Met; Ala; Phe; Leu
JovaA s
Leu (L) JovraA v le; Val; Met; Ala; | Ile
Phe
Lys (K) Arg; Gln; Asn Arg
Met (M) Leu; Phe; Ile Leu
Phe (F) Trp; Leu; Val; Ile; Ala; Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val; Ser Ser
Trp (W) Tyr; Phe Tyr
Tyr (Y) Trp; Phe; Thr; Ser Phe
Val (V) Ile; Leu; Met; Phe; Ala; Leu
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TtSlyD-
FKBP-
Her3

Nt-
MRSKVGQDKVVTIRYTLQVEGEVLDQGELSYLHGHRNLIPGLE
FALEGREEGEAFQAHVPAEKAYGAGSPQPLVYNKLTFQLEPNP
HTKGSSGKDLDFQVEVVKVREATPEELLHGHAHG
GGSRKHHHHH HHH-Ct

TtSlyD-
Wildtype

Nt-
MRGSKVGQDKVVTIRYTLQVEGEVLDQGELSYLHGHRNLIPGL
EEALEGREEGEAFQAHVPAEKAYGPHDPEGVQVVPLSAFPEDA
EVVPGAQFYAQDMEGNPMPLTVVAVEGEEVTVDFNHPLAGKD
LDFQVEVVKVREATPEELLHGHAHGGGSRKHHHHHHHH-Ct

TtSlyDcas

Nt-
MRSKVGQDKVVTIRYTLQVEGEVLDQGELSYLHGHRNLIPGLE
EALEGREEGEAFQAHVPAEKAYGAGSGSSGKDLDFQVEVVKV
REATPEELLHGHAHGGGSRKHHHHHHHH-Ct

TgSlyDAI
F

Nt-
MKVERGDFVLENYVGRYENGEVFDTSYESVAREQGIFVEEREY
SPIGVTVGAGEIPGIEEALLGMELGEKKEVVVPPEKGYGATGH
PGIIPPHATAIFEIEVVEIKKAGEALEHHHHHHLEHHHHHH-Ct

TtSlyDcas
-Her3

Nt-
MRSKVGQDKVVTIRYTLQVEGEVLDQGELSYLHGHRNLIPGLE
FALEGREEGEAFQAHVPAEKAYGAGSPQPLVYNKLTFQLEPNP
HTKGSSGKDLDFQVEVVKVREATPEELLHGHAHGGGSRKHHH
HHHHH-Ct
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# 3: ELISA (TR VRS- v—r OFfli, 7 o—id, A%y 74—
/v RA 787 B TtSlyDeasHer3, TtSlyDeys-Her3, TgSlyDser-flerd kUM
D5E4E Her3 ECD (26 LT, FR5H D Her3 T HEAKE KA A > Offi Ak
(HER3 @ B ~7T By (FHEE1) ) ZiERT o0 sz, 2
PEXFER L L CAX ¥ 7 4 —/L RZ 27 'F TtSlyDeas M N TeS1yD A IF %
MUz, Fio, 7 ua—03, BENRZERISEEHRT 572912, HERL,
HER2, HER3 & ON HER4 D524 BCD (oxt L CRBR ST, 7 n— i35
F HER3 ECD ~O#5 & %7 L, 55425 HERL, HER2, 2 UNHER4 ECD {25k LT
BER DS R S M7=, B 405 n m THIE S M7= 0 DIETH 5,

i1 HER3 TtSlyD- TgSlyD-
pifEs o cas- | cys- ser- | cys- [HER1|HER2|HER3|HER4
— cas | Her3 | Her3 | AIF | Her3 | Herd | ECD |ECD |(ECD [ECD

M-08-11 [0.038] 3.197 | 3.221 | 0.035 | 3.109 | 3.259 | 0.060 | 0.025 | 3.152 | 0.024

M-17-01 [0.023] 1.509 | 1.578 | 0.021 | 1.535 | 1.587 ] 0.022 [ 0.022 | 2.972 | 0.022

M-17-02 [0.023] 1.534 | 1.552 | 0.026 | 1.572 | 1.533 | 0.028 | 0.030 | 2.961 | 0.025

M-17-07 [0.022] 1.396 | 1.529 | 0.021 | 1.399 | 1.617 | 0.025 | 0.030 | 3.099 | 0.030

M-17-11 [0.020] 1.785 | 1.565 | 0.022 | 1.812 ] 1.665 | 0.024 [ 0.030 | 3.256 | 0.024

M-17-12 (0.022] 1.312 | 1.533 | 0.022 | 1.655 | 1.369 | 0.022 [ 0.023 | 3.062 | 0.051

M-43-01 [0.018] 3.275 | 3.502 | 0.038 | 3.437 | 3.149 | 0.043 [ 0.045 | 1.441 | 0.040

M-46-01 (0.038] 2.558 | 2.982 | 0.034 | 2.999 | 2.198 | 0.043 | 0.040 | 1.346 | 0.032

Ooo0oooooo0ooooogogoQgoo
OO0 ooooogogoooooggogao
Ooo0oooooooooooogodg
OO0 ooooogoooooogoggdg
Oo0oooooooooooogodg
OO0 ooooogoooooogogg
Ooo0oooooooooooogog
OO0 ooooogoooooogoogg
Ooo0oooooooooooogodg
OO0 ooooooooooogoogdg
Ooo0oooooooooooogodg
Oo0ooooooooooogoogdg
Ooo0ooooooooooooodg
Oo0oooooooooooogdg
Ooo0oooooooooooodg
Oo0oooooooooooogdg
OO0 Do ooogogoooooogg
Oo0oooooooooooogdg
OO0 oDoooogogogogooooogdg
Ooo0oooooooooooogodg
OO0 oo ooogogooooogdg
Oo0ooooooooooogoogdg
OO0 oo ooogogooooogoogdg
Ooo0oTT ooooooooooQgdg
OO0 oDoDooogogooooogoggdg
Ooo0ooooo*® oo0oooogodg
OO0 oDoooogoooooogogdg
Oo0ooooooooooooQgog
OO0 ooooooooooogoogg
Ooo0oooooooooooogodg
OO0 ooooooooooogogg
Oo0oooooooooooogodg
Oo0ooooooooooogoogdg
Oo0oooooooooooogodg

O

Ly s e e e A [ Y Y I Y
O o0ood

O

O o0ood

O

|

O

O

X O oo oooooooooooooooooggoQg
e e [ e e e e sy Y I Y
OO0 DO oooo0o0 oo ooo o0 oo ooogoQgooo
O Oooo

O O ogo
O Oooo
O O ogo
O Oooo
O O oo
O Oooo
O Oooo
O 0o oo
O Oooo
O 0o oo
O Oooo
O 0o oo
O Oooo
O 0o oo
O Oooo
I O o [
O Oooo
O

O

O

O

oooo oooog oo
0 QiagenO O O O O
0000 oooao

10

20

30

40

50



I e e e ey [ e s e [y [ |
s e e e e e ) e e [

O

ey e e e ey e e e sy e s s [ |

Iy I

0

00 SchraemlO 00 OO O O O O 0O Schraml,

s e

O
O

(70)

JP 2016-503294 A 2016.2.4

Oo0oooogogoooaoo Oooo0oooQgodg O 0Ooo0oo0ooao

Oo0oooogoggoooao
Oo0oooogogoooaoo

O 0Ooo0oooao

O Ooogoo
O 0Ooo0ooo

Oooooogogdg
Oooo0oooQgodg

O Ooo0oooao
O 0Ooo0ooo0oao

O0OD0OO0ODOORoecheDDODODODDODODODODODODODODODODODO
0000000000000 000D00OO000D 000000000000
OO0 InvitrogenD 0000000000000 DOOO0OODOOOOO
0000000000000 0DO00O0DDO0DO0OO0DODOoDOoOODOoOOOO
0000000000000 0OO00O0DD0OO0OO0OO0DODOO0OO0ODOoOOOaO
0000000000000 0000D0D000O0D0DO0DO0OO0O0DOoOoGOaog
0000000000000 D0DO0D0O0DDO0DO0O0DO0ODOoDO0OO0ODOoOOoOaOn
0000000000000 0OO0O0O0DD0ODO0DO0OO0DDODOOoOO0ODDOOOOn
0

0000000000000 0DO0DO0OO0DO0ODOoDOoOOoDOoO
0000000000000 0OO0O0O0DD0ODO0DO0OO0DODOO0OO0ODDOOOOn
0000000000000 O0DO0DO0O0DOoDOoDOoOOoODOoDOoOOoOOxoOo® o
0000000000000 000000000D00000000oGOao
0000000000000 0000000000O000O00 Invitrogend
U0DO0DO0O0O0DO0OOInvitrogend 0 DD ODO0O0DODOO0OO0ODDOOOO
oo f® pDooOoOOoO0OO0OODO0OO0OD0O0OODO0OODOOOOOOOOOoOb?®
0000000000000 D0DO00O0DDO0DO0OO0ODODOOoOODOoOOOOn
0000000000000 O0DO00O0DD0DO0DO0OO0DOOO0OO0ODDOOOOn
0

0000000000000 0000D00000D0000O0D0OoOoGOao
00D0Duy 0000000000000 D000O0DO0OO0DO0OO0ODDODOOO
0000000000000 0OO00O0DD0OO0OO0OO0DODOO0OO0ODOoOOOaO
0000000000000 0000D0D000O0D0DO0DO0OO0O0DOoOoGOaog
O0D0D0OpO00D00000D00000DDO0DO0OO0ODOOOODDODOOO
0000000000000 0OO0O0O0DD0ODO0DO0OO0DDODOOoOO0ODDOOOOn
OO0ODODOBD Biosciences 0 D 00000000 DODODO0OODDOOOO
0000000000000 D0DO00O0DDO0DO0OO0ODODOOoOODOoOOOOn
0000000000000 0OO0O0O0DD0ODO0DO0OO0DODOO0OO0ODDOOOOn
0000000000000 000O0DD0DO0DO0O0DO0DO0OO0O0ODOoOOOaOo
0000000000000 0000D00000D0000O0D0OoOoGOao
o000

0

0000000000000 0000D0D000O0D0DO0DO0OO0O0DOoOoGOaog
0000000000000 O0D0O0DD0DO0DO0OO0DODO0DOoOODOOoOO
0000000000000 0OO0O0O0DD0ODO0DO0OO0DDODOOoOO0ODDOOOOn
0000000000000 0O00O0D0DO0O0O0DO0DO0OO0O0ODOoOoOao
000000000000 DD0DO0D0O0DDO0DO0O0DO0ODOoDOoOO0ODOoOOoOOn
0000000000000 0OO0O0O0DD0ODO0DO0OO0DODOO0OO0ODDOOOOn
000000000000 DD0OO0O0O0DDO0OO0O0DDODOO0OO0ODOO

0

00000000000 D0ODO0OO0OO0DOoOOO
0000000000000 00000000D0D0D0O00D000OO0O0 0oOao

M. and M. Biehl,
901 (2012) 171-B810 OO0 U0O0DDODOODODODODUOODODODOOOODODODOODOOO
000000 o0oo0ooODoDO0o0o0ooDoODO0oo0oo0DoODoDO0oo0o0ooDoDOoOo0o0bODoDOoOooOooDoDoOoOoOoonoan
00000000 DOD0o0DO00o0DoDODo0O0o0o0DDoDoDO0oOo0o0DoDDO0oOo0o0DbODoODOoOOooDoDOoOoOo0an
000000 o0ooDoDoDo0oo0ooDooo0o0oDoDoo0o0oDoDooo0oDoDooooDoDooonao
0o0oo0oooo0oooDoDOo0oooDoOoo0o0DoDoDOoOpO0D0DDOO0OO0O0DODDODOoOO0OO0ODDoDOoOOOnan
000 0000000000000 DODO0OO0O0DODOOO0OO0DODOOaOdaOGE Healthcarel O

Methods Mol

Biol

10

20

30

40

50



Ooooooo4o0ooooo400oooDoooDoooDoDoDo DU oDooo LoD oDoDoo0oDoDooogooao
e s ) e e e e e s e s Y Y
[ e e e e e e e e s e s e ¢ e e [ s [ A |

(71) JP 2016-503294 A 2016.2.

gogoboboooooooooobbooooobooooobobbooooobooooboboboao
ooobobooOooooooooboboboboooooooobobbooooooooobooboao
oooboboo0oooooooobbbooooooooobbboooooooooboao
gooboboooooooooobboooobobooobbooooboooobobDboo
ocoooooooooooboopoDoobogopO0OO0obOO0OO0DbDO0OO0DbODOoDbDO0OOoODODODO
oooOobOobOoOoooooooobobobooooooooobbbooooooooobooboao
goooboooooboboboooobboooobobbooobbooooboooobobDbDo
gnal D O00oooOO0oO0oooOoOooooobooo0ooobboooobooboooobobooad
oooobOobooOooooooocobobobooooooooobbbooooooooobooboao
gopbOOO0oobOOoOoOoobbOooobbbooobbooobobboogobbDboo
gogoboboooooooooobboopbbbOO0oobbOooobobooobbDboao
uogouobbooooobooooobboooobooooobobbopobbbooobobnboo
ooobobooOoooooooobbobooooooooobboooooooooobooboao
goooboboooooobooooobboooobobooobbooooboboooobobDboo
uogobboooooboooobbooooboooobboooooboooobooboboaa
oooOobOobOoOoooooooobobobooooooooobbbooooooooobooboao
gooboooooobooooobboooobobooobboogoobooooboboboo
gogobobooooooboooooboobooooobooobobooodd

ooao
oooboboo0oooooooobbbooooooooobbboooooooooboao
gogoboboooooobooooobbooooobooboooobobbooooobooooboboboao
uogobboooooobooooobbooooobooooobbooo4ooboboooooboOoao
oooOobOobOoOoooooooobobobooooooooobbbooooooooobooboao
goooboboooooobooooobboooobobooobbooooboboooobobDboo
uogobobooooooooooboboooooobooooobooboooooboooobobDboao
ooobOooOoo0ooooooobobobooooooooobbbooooooooobooboao
gooboooooobooooobboooobobooobboogoobooooboboboo
oooooooOooooooooDooogoooooDUooopoOOoDOobDOoOoDOoLODO
uogouobbooooobooooobboooobooouoobobboo4oobobooooLobOoao
oooboboo0oooooooobbbooooooooobbboooooooooboao
goooboooooboogooboobooooobooooboboogao

udd

ooobObOO0O0DO0ooooooObOboOooooooan
gogooboooooobooooobboooobobobooobbooooboooboboDoo
uogobobooooooooooboboooooobooooobooboooooboooobobDboao
ooooooooooobooobooboopOobOO0oOo0DbDO0obObODOoDbDO0DODODODO
goobooooobooooobbooooboboobooobboogoboboooboboDboo
oooooooooooooooDooobogoooooooogopOOobODO0oOoDODOO
uogobboooooobooooobbooooobooooobbooo4ooboboooooboOoao
oooobooOoooooooobboboboooooooobbbooooooooobooboao
goooboboooooobooooobboooobobooobbooooboboooobobDboo
uogobobooooooooooboboooooobooooobooboooooboooobobDboao
oooobooobooooooboooboopO0obOO0oOoDbODO0OODDbDOODODODODODODO
gooboooooobooooobboooobobooobboogoobooooboboboo
gooooooooboboad

ooao

10

20

30

40



(72) JP 2016-503294 A 2016.2.4

R4 BENBENATY R—<vDO—HO—REHEWIT L ABERHRIIA T Y —
=2 7R OG- IR 2R R BUAR M-08-11, M-43-01 X T M—46-
01 X, ¥—=F (thermo) SlyD-Her3 ==> A k7 7 RWNT. HER3 ECD KX

HER3 @ B ~7 By (BFIES 1) AT 5 ERIES N,

BL SL t/2 diss CL | MR
ysv k| AT [RU] [ [RU] kd [1/s] [77] T[°C] | [RU] | [-]
[
M-01- Her3-
01 ECD 3 2 n.d. n.d. 25 453 0,0
P
M-01- | SlyD-
01 Her3 70 67 1,68E-04 | 69 25 481 1,5
[
M-08- Her3-
09 ECD 27 26 1,89E-04 | 61 25 349 0,2
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BL SL t/2 diss CL MR
v k| AT [RU] | [RU] kd [1/s] [77] T[°C] | [RU] [-]
thermo
M-08- SlyD-
09 Her3 50 50 7,56E-05 | 153 25 360 1.4
human-
M-08- | Her3-
11 ECD 61 62 4,11E-0S5 | 281 25 354 0.4
thermo
M-08- | SlyD-
11 Her3 46 45 1,02E-04 | 114 25 344 L3
human-
M-08- Her3-
12 ECD 5 4 n.d. n.d. 25 148 0,1
thermo
M-08- SlyD-
12 Her3 -1 0 n.d. n.d. 25 133 | -0,1
human-
M-08- Her3-
18 ECD 22 22 1,58E-05 | 733 25 342 0,1
thermo
M-08- SlyD-
18 Her3 44 24 2,04E-03 | 6 25 315 1.4
thermo
M-17- SlyD- 46 44 1.7E-04 70 25 540 1.5
01 Her3
Human-
M-17- Her3- 8 7 n.d. n.d. 25 297 | 0.04
01 ECD
thermo
M-17- SlyD- 52 50 2.0E-04 59 25 540 1.7
02 Her3
Human-
M-17- Her3- 10 10 n.d. n.d. 25 303 0.1
02 ECD
thermo
M-43- SlyD- 53 51 1.6E-04 73 25 445 1.7
01 Her3
Human-
M-43- Her3- 9 8 6.6E-04 18 25 272 0.1
01 ECD
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BL SL t/2 diss CL MR

vk | T [RU] [ [RU] kd [1/s] [57] T[°C] | [RU] [-]
thermo
M-46- SlyD- 80 71 2.8E-04 41 25 469 1.8
01 Her3
Human-
M-46- Her3- 21 17 4.1E-04 28 25 264 02
01 ECD
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% 5a: M-05-74 O S P RONAE LT ERT — %
CL | ®®&RYD | T Kk, Ky Kp | Kp | BL | MR | Chi?
ETREN RU S | °C | 1/Ms 1/s M | nM | RU RU?
M-08-11 HER3- 493E | 532E | 1.08E
567.6 ECD 25 o4 03 09 1 [ 30]05] 01
M-08-11 1 T.T.SlyD- 5 8.7E 14E | 1.6E- ) ) 14 1
B Her3 | Joa | 04 | 09 71400
M-08-11 | 51681 HRG | 25| nd | nd | nd |nd|nd|nd | nd
-08- T.T.SlyD-
M-08-11 | (g6 \ity 25 | nd | nd | nd |nd|nd|nd | nd
-08- HER4-
M-08-11 512 25 n.d. n.d. nd. | nd [ nd | nd. | nd.
ECD
M-08-11 HER4-
554 ECD- 25 n.d. n.d. nd. | nd [ nd | nd. | nd.
HRG
MR = B Vtb, BL = FEAEBIE, CL = i L~ ; n.d. =mRHTEEZRAE S
A wi% A
Oodooao
gooooogogooouogogooouogggpoboocuooopooocuogoo oo pboootooDoogo
0o0dpO0OO0OO0OO0ODODODODOODODDODOOODDODODOOODDDODODOODDDODOOODDOOO
godooogogoo0oygogooouoogpoouoyggtooooooyg b ooy ooggao
Oggdooaod
OO0O00OO00O0000O0OGE HealthcareO D O OO O0DQODODDQODODOODOODOOOOOOOO
gfjdooogoggogoogoygoo0ooogoogggooggyggooooyggggpoboUyggpbouogygDnD oo o
gfodooogogooouogoogoooouogggpoouoyggpooooyooyoo ooy b ooy oDoogao
o000 0ooooo0oo0ooooQoo0oUooUoooooD oo oo ooOoooooao
O0OSigna 0000000 O0DODDOOOODDOOOODDDODOOODDODOOODDOOO
0000000 o0DO0oDbOO0obOO0oDbOO0DbOO0ODoODy ODODODy ODODODDODODDODODODODODODOOGEH

10

20

30

40

50



ealthcareD D000 O0O0OOODODOODODOOOOOOODUODODOOODODODOODOO

Ooooooo0ooooooogoooodg

(76)

JP 2016-503294 A 2016.2.4

o000 0O0oo0oo0o0o0U0oooQo0o0ooUoUooooooD oo oo ooooOooo
ofdoobooboooofboooooboboo o bbb dpwO bbb OooDbobooaa
gfodooogogogoouoogogoouogoogggoouoyggoouUooygyUo ooy Do ooy oooaog
godooogogooouogoofoooogogpobooooyoopoouoyootoopoDooyoopbpDouoouoooogoao
o000 0O0oooo0o0U0ooooooooUoooooD oo ooOooDooooooooo
0000000000000 oDo0xoDoooDooDoooDooobooDooonoaog
0o0ooDoDoooooDopUOO0OO0ODO0OOO00DDODODOOO0ODDODOOO0OxDODOoOOoODODDOO
o000 00d0O0oo0o0O0U0oU0ooQo0o0ooUoUoooooD oo ooOopD oo oooooo
000DbO0oDO0o0oo0pOO0OO0OO0OD0DOO0OOO0DDDODOODO0DDDODOOODDDODOOODDOOO
ofdo0o0o0oo0g0o0xgogooooogogoouoyggtoououogoopoUoygpoouoguoooogoao
I 1 I I e I e e A A O O A A R M RN
oodobooooooooooboboooboboo o0 oD bobooo0oboDoDoooboDwew oo
gfdooogogogoooogoofooouoogggobouoyggooUooyggyUoo ooy ooy oooao
godgooo0ogogoouogoofoououogggpobouooyoo ooyt poDoUooygg b ooy oooao
o000 0O0oooo0o0U0ooooooooUoooooD oo ooOooDooooooooo
gfdooog0ogogoo0ogoooogoogggoogyggooUooyggyUgoDoyyggpopDouUooygyUgoooao
Ooo000Oaod
2 Sb: M-08-11. M-43-01 & TAM-46-01 @ SPR NPE LT E T — &
J CL | |
A iR (Ab) K, K, K, |RMax|MR |Chiz| T
Lk iR RU 1/Ms 1/s M RU RU? |°C
HERI-ECD 278 n.d. n.d. n.d. 0 |nd. |00
HER2-ECD 276 n.d. n.d. n.d. 0 n.d.| 0,0
3,7E- | 3,5E-
HER3-ECD 272 |1.1E+05| 04 | 09 | 9 0100
HER4-ECD 280 n.d. n.d. n.d. 0 |[nd.| 0,0
M-08-11 | HER3-ECD-HRG | 289 IM IM IM 81 10,711,125
HER4-ECD-HRG | 279 n.d. n.d. n.d. nd. |n.d.|n.d.
HRG 276 n.d. n.d. n.d. 0 |nd. |00
1,4E- | 2,8E-
L.TSlyD-cysHer3 | 465 50E+04| 04 | 09 | 66 |1,5/0.00
T.T.SlyD-cas 462 n.d. nd. | nd. | 0,0 |0,0]0,00
HERI-ECD 262 n.d. n.d. n.d. 0 |[nd.|0,0
HER2-ECD 260 n.d. n.d. n.d. 0 nd.| 0,0
5 5E- | 5,2E-
HER3-ECD 272 |11E+05| 04 | 09 | 10 |01 0,0
HER4-ECD 263 n.d. nd. | nd. 0 |nd.|00
M-43-01 | HER3-ECD-HRG 2067 IM IM IM 43 0,3 O,5 25
HER4-ECD-HRG 258 n.d. n.d. n.d. nd. |nd.|n.d.
HRG 254 n.d. n.d. n.d. 0 nd.| 0,0
1,6E- | 2,9E-
T.T.SlyD-cysHer3 | 445 |54E+04] 04 | 09 | 73 |1,7 0,00
T.T.SlyD-cas 482 n.d. nd. | nd. | 0,0 [0,0/(0,01

Ooo0oooooooooooogogoo

10

20

30

40



OoooOooobOooooooooooooooooooooooan
I I s [y I B |
OoooOoooOooooooooooooooooooooooaOd
OoooOoooLOhOo0ooDh oo o oo oo ooooooooooogog

OoocoOooooooooooooooooboooooooOoaO
OooooooDhoooDh oo oogoooooooooogoogogog

a7

JP 2016-503294 A 2016.2.4

SR (g;) K, kg Kp |RMax|MR|Chiz| T
E7RL b7 das] RU 1/Ms 1/s M RU RU? |°C
HERI1-ECD 283 n.d. n.d. n.d. 0 (nd |00
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F 6b: AN~ v 7S UK~V 27U > /HER3 ECD fHAMEH O
M-08-11, M-43-01 } X M-46-01 @ —[RHEW A 215 A% (Altschuh, D., et al,
Biochem Biophys Res Commun. 428(1) (2012) 74-79), #l&¥E OIS I20E-
T. TraceDrawer Y 7 b7 =7 (/X—3T"3  1.5) Ridgeview Diagnostics)
ST, 7= MbEEA SN,

g | R k, kqy Kp EE |T

i DE 1/Ms /s M (%) _|°C

I 191E+05 | 7.99E-02 | 4,19E-07 | 79
M-08-11 25

2 1,95E+04 | 449E-04 | 230E-08 | 6

1 SAIE+05 | 141E-01 | 261E-07 | 69
M-43-01 25

2 1,59E+04 | 9,88E-04 | 620E-08 | 13

1 6,52E+05 | 2,32E-01 | 3,56E-07 | 77
M-46-01 25

2 494E+04 | 7.74E-04 | 1.57E-08 | 7
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Intsrnational application No.

INTERNATIONAL SEARCH REPORT PCT/EP2013/073094

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/cr amino acid sequence disclosed in the international application and necessary to the claimed
inventicn, the international search was carried cut on the basis of:

a. (means)

on paper

in alectranic form

in the international application as filed
tagether with the intem ational application in elsctranic form

subsequently to this Authority for the purpose of search

OO0E3 &0

2. D In addtiaon, in the case that more than ane version ar copy of a sequence listing and/or table relating thereto has been filed
or fumished, the required statements that the information in the subseguent or additional copies is identical to that in the
application ae filed or dose nat go beyond the applicaticn as filed, as appropriate, were fumished.

3. Additional comments:

Form PCT/ISA/210 {continuation of first shast (1)) (July 2009)
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INTERNATIONAL SEARCH REPORT

International application No
PCT/EP2013/073094
A. CLASSIFICATION OF SUBJECT MATTER

INV. CO7K16/32 AB1K47 /48 CO7K14/195 CO7K14/705
ADD.

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED
Minimum cocumsntation searchad (classification aystam followed by classification saymbaole)

CO7K A61K

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Elactronic data base Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

EPO-Internal

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Gitation of dosument, with indication, where appropniate, of the relevant passages Relevant to claim Na.
X WO 2012/022814 Al (NOVARTIS AG [CH]: ELIS 2-8,
WINFRIED [DE]; ETTENBERG SETH [US]; GARNER 11-14

ANDR) 23 February 2012 (2012-02-23)
page 154 - page 156

X WO 2008/100624 A2 (MERRIMACK 4,6,
PHARMACEUTICALS INC [US]; SCHOEBERL BIRGIT 12-14
[US]; NIELSEN ULR)

21 August 2008 (2008-08-21)

page 62
example 5
figure 6
X W0 2010/127181 A1 (TRELLIS BIOSCIENCE INC 4,6,
[US]; KEYT BRUCE [US]; KAUVAR LAWRENCE M 12-14

[US];) 4 November 2010 (2010-11-84)
paragraph [0039]

_/__

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
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 the prinoiple or theory underlying the invention

to be of particular relevancs

"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
the priority date claimed '&" dooument member of the same patent family
Date of the actual completicn of the int tional search Date of mailing of the intemational search repart
27 January 2014 05/02/2014
Name and mailing addreas of the [SA/ Autharized officer

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016 Bumb, Peter

Form PCTASA210 (second eheet] {(April 2005)

page 1 of 2
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International application No

PCT/EP2013/0673094
C{Continualion). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Gitation of dooument, with indication, where appropriate, of the rel p g Relevant {o claim No.
X W0 2011/144749 Al (ABLYNX NV [BE]; MERCK 4,6,
PATENT GMBH [DE]; KNUEHL CHRISTINE [DE]; 12-14
HOCK BJ) 24 November 2011 (2011-11-24)
example 7
X WO 2012/031198 A2 (GLAXO GROUP LTD [GB]; 4,6,
CLARKE NEIL JAMES [GB]; JOHANSON KYUNG OH 12-14

[US]:) 8 March 2012 (2012-03-08)
figure 28

Form PCTASA/210 {continuation of aecond aheat) (April 2005)
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Information on patsnt famlly mambers
PCT/EP2013/073094
Patent document Publication Patent family Publication

cited in search report date member(s) date

WO 2012022814 Al 23-02-2012 AU 2011290672 Al 21-03-2013
CA 2806637 Al 23-02-2012
CN 103080134 A 01-05-2013
co 6680688 A2 31-05-2013
CR 20130071 A 13-03-2013
D0 P2013000044 A 31-05-2013
EA 201300256 Al 30-08-2013
EP 2606070 Al 26-06-2013
JP 2013537546 A 03-10-2013
KR 20130108304 A 02-10-2013
MA 34524 Bl 02-09-2013
56 187908 Al 28-03-2013
Us 2012107306 Al 03-05-2012
WO 2012022814 Al 23-02-2012

W0 2008100624 A2 21-08-2008 AU 2008216600 Al 21-08-2008
BR P10808055 AZ 30-07-2013
CA 2678181 Al 21-08-2008
CN 101674846 A 17-03-2010
co 6231000 A2 20-12-2010
CR 11029 A 29-12-2009
DK 2129396 T3 25-11-2013
EA 200901119 Al 29-10-2010
EC SP093637 A 28-12-2009
EP 2129396 A2 09-12-2009
EP 2647388 Al 09-10-2013
ES 2431940 T3 28-11-2013
HR P20131113 T1 17-01-2014
IL 200373 A 30-09-2013
JP 2010518820 A 03-06-2010
KR 20100014426 A 10-02-2010
MA 31254 B1 01-03-2010
NZ 579644 A 25-05-2012
PT 2129396 E 18-11-2013
SG 178789 Al 29-03-2012
)| 2129396 T1 31-12-2013
Us 2009291085 Al 26-11-2009
WO 2008100624 A2 21-08-2008

W0 2010127181 Al 04-11-2016 AU 2010242914 Al 24-11-2011
CA 2759792 Al 04-11-2010
EP 2425009 Al 07-03-2012
JP 2012525432 A 22-10-2012
US 2010310557 Al 09-12-2010
US 2013122000 Al 16-05-2013
WO 20160127181 Al 64-11-2010

WO 2011144749 Al 24-11-2011 AU 2011254557 Al 13-12-2012
CA 2791951 Al 24-11-2011
CN 102906118 A 30-01-2013
EP 2571901 Al 27-03-2013
JP 2013529079 A 18-07-2013
KR 20136080790 A 15-07-2013
5G 185354 Al 28-12-2012
US 20813136748 Al 30-05-2013
WO 2011144749 Al 24-11-2011

WO 2012031198 A2  08-03-2012 AU 2011295726 Al 21-03-2013

Form PCTASA210 {patent family annex) (April 2005)
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