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D1AE F \RsHsD7SeGaY 10E 11Vi2H 13H14Q15K16L17V18A15F 20A21E25D23V 4G5S 26Na7Kog
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GaoAsolarlzoGasl s4MasV3sGa7G3eVaoVaolan A Tas ( BLFIFES : 14), '
D1AE;F4RsH:D/SsGoY 10E 11V12H13H14Q15K1sL17V18F 16F 20A21A20D23V24 G5 S 26 N27K 2
GooAsol31152G33k-34M3sVa6Ga7GaeVaeVaolarAaz Tas { BEHIFES : 15),
D1AE;FsRsHeD7SsGaY 10E 11V12H13H14Q1sK1eL17V18F 19F 20A21F 22D23V24G125S 26N27K s
GoAz0l31132G33L34M35V36GarGaaVaeVaolarAsz Tas ( Fp B2 - 16),
D1A2E3F4R5H6D7SBG9Y1OE11V12H13H14015K1GL17V1BF19F20A21V22D23V24G25S26N27K28
GooAsolsil32Gaal 34MasVasGarGaaVaoVaolarAsz Tas ( BLHIES - 17),

DyAE F4RsHD7S5GoY 16E11Vi2H13H14QusK16L 17V 18F 19F 20A21L22D25V24G25S26NarKoos
G29A30|31|32G33L34M35V3GG37G38V39V4OI41A42T43( EE@J%% . 18),
DiAE3FiRsHsD7S6Go Y 10E11V12H13H14Q15K 16117V 18F 16F 20A21E22K25V24G25S 26 N27Kig
GaoAsolsil32Gasl-34MasVasGarGaaVagVaolstAaa Tas { FRFHIFHES © 19),
D:AEsF,RsHsD7SsGoY 10E 11V iaH 13H 14Q1 5K 16117V 18F 16F 2021 E22L23Y 24 G258 26 N27Kzs
GoeAsols1ls2Gaal3aMasV3sG7GseVagVaolarAaz Tas ( BRHIFES : 20),
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GooAsol31132G a3l 34MasVssGsrGasVaaVaolarAaz Tas ( BRFIFHES : 21),

D1AE F4RsHeD7SsGoY 10E11V12H15H14Q1sK1sL 47V 16 19F 20A21E22D25V24Gos S 26 N7 Kes
G29Gial112Gasl 3aMasVa6Gs7GaeVasVaols1As Tas ( BELHIHS : 22),
D1AE3F4RsHD78:GoY 10E11V12H13H14QusK16L 17V 18F 106G 20A21A22D 23V 24 G25S26N27 K28
GasAsolailznGasl 3aMasVasGarGagVasVacl s1Aan Tas ( BRFIHES  23),
D1AEsF4RsHD7SsGoY 10E11V12H13H14QisK16l17V 18F 10A20A21E22D23V24 G255 26N27Kzg
GooA30A31132G33l 3aMasVasG3rGasVaaVaslarAgzTas ( BRHIFES © 24),
D1AEsFsRsHeD7SsGoY 10E11Vi12H 13H14Q15K16L 17V 18F 16C20A21E22D 23V 24G25526N27 Kos
G2sA30C 31132033l 34M35V36C 37 GasVaeVaola1Auz Tas ( ERFHIHES : 25).

D1AEsF4RsHsD78GoY 10E 11V 12H13H14Q15Ki6L17V 18F 19F 20Qz1 L 22D 23V 24G 258 26 N27K 25
GaoPaolatbarGaal3aMssVasGarGasVasVaolsnAsaTas ( BRFIFES - 26),
D1AE5F4RHD7SeGoY 16E11V12H15H14QusKasl 17V 18F 18F 20L21Q20D 23V 24G25S 26N27K 26
GooAsolstls2Gasl3sMssVssGarGasVaeVaolarAsaTas ( BRSNS : 27),

D1AE3F sRsHD7SsGsY 10E11V12H13H14Q1sK16Lt7V 18F 19F 20Q21E22N25Y 24 G255 26N27 K28
GaoAslatlsnGaslaaMasVasGarGasVaoVaolaAe Tas ( ERFIES : 28),

D1 AESFRsHsD/S5GoY 10E11VizH13H14Q 15K 6L 17V 15F 16F 20821422023V 24A258 26N 27K 2
GaoAsalsils2Gasl ssMasVaeGsrGaaVasVaolatAaz Tas ( BLFIES 1 29) ELU
D1AEF4RsHD7SsGoY 10E 1:Viz2H1sH14Q15K 6L 17V 18F 19F 20821422023V 24 G25A2 N 27K 2
GaoAaolsil3G a3l 34MasVa6G37GasVaoVaols1Asn Taz ( BLFIES : 30)
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G20A30l31130G 33l 34 M35V 36G37GasVaoVaola1AuaTas [ BEHIFES :21; AB(1-43)G25V];
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G20As0l31132G33L 34 M35V 36G37GasVaoVaolarAso Tas [ BEFIES :26; AB(1-43)A21Q E22L];
D1A2E3F4RsHsD7S3GoY 10E 11V 12H13H14Q15K 16117V 18F 10F 20L.21Q22D23V 24 G258 26N 27 K g
G20A30l31130G33L 34 M35V36G37G3sVaoVaola1AuaTas [ BEFHIFES 27 AB(1-43)A21L E22Q)];
D1AE3F4RsHsD7S8GoY 10E 11V 12H13H14Q15K 16117V 18F 19F 20Q21E 22N23V 24 G255 26N 27K 28
G20As0l31132G33L34M35V36G37G3sVaoVaola1AsaTas [ BEFIFES :28; AR(1-43)A21Q D23N];
D1AsE3F4RsHsD7S3GoY 10E 11V 12H13H14Q15K 16117V 18F 10F 20A21A22D23V 24 A25S 26N 27K 28
G20A30l31132G33L 34 M35V36G37G38VaoVaola1AsaTas [ BEFIFHES :29; AR(1-43)E22A G25A];
HXY
D1AzE3F4RsHsD7S3GoY 10E 11V 12H13H14Q15K 16117V 18F 10F 20A21A22D23V 24 G25A26 N 27K s
G20As0l31132G33L34M35V36G37GasVagVaola1AuzTas [ BCHIEES :30; AB(1-43)E22A S26A]
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D1A2E3F41RsHsD7S8GoY 10E 11V 12H13H14Q15K 16117V 18F 10F 20L.21Q22D23V 24 G 25S 26 N27Kos
G20A30l31130G33L 34 M35V 36G37GasVaoVaola1AsaTas [ BRFIFES :27; AB(1-43)A21L E22Q)];
D1AE3F4RsHsD7S8GoY 10E 11V 12H13H14Q15K 16117V 18F 19F 20Q21E 22N 23V 24 G255 26N 27 K8
G20As0l31132G 331 34M35V36Ga7GasVaoVaola1AszTas [ EEHIFES :28; AB(1-43)A21Q D23N];
D1A2EsF4RsHsD7SsGoY 10E 11V 12H13H14Q15K 16117V 18F 10F 20A21A25D23V24A25S 26N 27K
G29As0131132G33L34M35V36G37GasVagVaolsrAsTas [ BRBIHES 29; AR(1-43)E22A G25A];
HXY
D1AE3F4RsHsD7S3GoY 10E 11V 12H13H14Q15K 16117V 18F 10F 20A21A22D 23V 24 G 25A26 N7 Kog
G20As0l31132G33L34M3sV36Ga7GasVaoVaola1AsTas [ EEHIFES :30; AB(1-43)E22A S26A]
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(75) JP 2017-532289 A 2017.11.2

F2: FEAQ DYMEIA [ BRERAL /A 9EA) T —DSeldi—MSHHT

RARERIVINVE

Seldi-MS

AB(1-42) V18A

< 5% AR4-42

AB(1-42) F19A

< 5% AR4-42

AB(1-42) F20A

£ 5% AR4-42

AB(1-42) A21G

< 5% Al4-42

AB(1-42) E22A

>50% AR24-42

AB(1-42) D23A

>80% AR23-42

AB(1-42) V24A

< 5% AR24-42

AB(1-42) G25A

# 10% AR4-42

AB(1-42) S26A

60% AR20-42 ; 40% AR24-42

AB(1-42) N27A

< 5% AR24-42

AB(1-42) K28A

# 10% AR4-42

AB(1-42) G29A

# 5% AR20-42 ; ca. 5% AR4-42

AB(1-42) A30G

9 20% AR24-42 ; ca.10% AR4-42

AB(1-42) 131A

9 40% AR4-42

AB(1-42) 132A

# 10% AR4-42

AB(1-42) G33A

#7 15% AR24-42

AB(1-42) A21Q

#9 15% AR24-42

AB(1-42) A21L

5 50% AR21-42, < 5% AR4-30

AB(1-42) E22G

< 5% AR24-42

AB(1-42) E22Q

#1 20% AR4-42 (18D FIE)

AB(1-42) E22K

# 20% AR4-42

AB(1-42) E22D

< 5% AR4-42

AB(1-42) E22L

>80% AR22-42 ; 20% Als4-oU + Als4-33

AB(1-42) D23N

>50% AR24-42

AB(1-42) D23L

>80% AB23-42 ; 20% AR4-30 + AR4-33

AlR(1-42) E22F

10% AR20-42 ; 60% AR22-42 ; 30% AR24-42

AR(1-42) E22V

20% AR22-42 ; 20% AR24-42 ; 60% REHFRHME—D
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AR(1-42) D23K

30% AR24-42

AR(1-42) D23V

E—OhBRHTEY

AR(1-42) G25V

60% AR20-42 ; 40% AR24-42

AR(1-42) G25T

70% AR20-42 ; 30% AR24-42

AR(1-42) S26L

20% ABR24-42

AB(1-42) A21G, E22Q

< 5% AR4-42

AB(1-42) A21G, E22K

< 5% AR4-42

AB(1-42) A21Q, E22L

>80% AR22-42 ; 20% AR4-30 + AlR4-29

AB(1-42) A21L, E22Q

>50% AR21-42 , 30% AR24-42

AB(1-42) A21G, D23N

< 5% AR4-42

AB(1-42) F20A, I131A

20% AR4-42;30% AR19-42 g kTr AR20-42;20% AR17-42

AR(1-42) F20G, E22A

10% AR4-42;20% AR20-42 LU AR24-42;50% AR21-42

AR(1-42) E22A, D23A

AR(1-42) E22A, G25A

40% AR20-42 ; 60% AR24-42

AR(1-42) E22A, S26A

40% AR20-42 ; 60% AR24-42

AR(1-42) G25A, S26A

40% AR20-42 ; 60% AR24-42

AB(0-42) F20C, 131C

>80% AR12-42
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0000

—HUARRIR(A) 70— 7C6 B XUB) /O—24D10[ZDULNTYERRL =)

No REBRA) F1=IEB) PBST + 0.5 % BSA RISRE

1 2ml 100 ng/ml Oml 100 ng/ml

2 0.633 ml (1) 1.367 ml 31.6 ng/ml

3 0.633 ml (2) 1.367 ml 10 ng/ml

4 0.633 ml (3) 1.367 ml 3.16 ng/ml

5 0.633 ml (4) 1.367 ml 1 ng/ml

6 0.633 ml (5) 1.367 ml 0.316 ng/ml

7 0.633 ml (6) 1.367 ml 0.1 ng/ml

8 Oml 2ml 0.0 ng/ml
000000
0o0o00oD0oOoOoo
goooooooooooooboooooobobboooobboooobboooobobooope O
0000000000000 0Op000000000D00000D0OO0D0O0ODDO0OO0O0D
0000000000000 0D00O0O0D0DD0DO0OO0O00DDO0OO0DOD0DDODO0OO0DOO0ODDODOOOO0OO
od
000000
0000000000
gooooogoooboooogobobooogotbbboooobbogppobbboobbbobogo o
oopODOO0OOD,O0p0000D0O0O00O00O0OOODODDOODOO
000000
0000000000000 0D00O0O00DD0DO0OO0DOD0DD0DO0DO0DOD0DDODO0OO0ODOODDODOOOOO
gooooao
000000
ogooao

m7C6 m4D10

A|100 (100 |100 |[100

B|316 (316 |316 |31.6
C| 10 10 10 10
D|3.16 |3.16 |3.16 |3.16

m
—_
—_—
—_
—_—

F10.316]0.316|0.316 |0.316

G| 01} 01} 01| 0.1

Hf 0.0 00| 0.0] 0.0

goooooao
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BSARERDEIE
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2 79 ul (1) 171pl 1000 ng/ml

3 79 ul (2) 171pl 316 ng/ml

4 79 ul (3) 171pl 100 ng/ml

5 79 pl (4) 171ul 31.6 ng/ml

6 79 ul (5) 171pl 10 ng/ml
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1 2 3 4 5 6 7 8 9 10 11 12
®Vyo—rn | K-+ | &vso—Hn Vo= | K900 | Kyho—Fn

ER7N R ER7 ik K7 ER7

A| 3160 | 3160 | 3160 | 3160 | 3160 | 3160 | 3160 | 3160 | 3160 | 3160 | 3160 | 3160
B| 1000 | 1000 | 1000 | 1000 | 1000 | 1000 | 1000 | 1000 | 1000 | 1000 | 1000 | 1000
C| 316 | 316 | 316 | 316 | 316 | 316 | 316 | 316 | 316 | 316 | 316 | 316
D| 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100 | 100
E| 316 | 316 | 31.6 | 316 | 316 | 316 | 31.6 | 316 | 31.6 | 31.6 | 31.6 | 31.6
F| 10 10 10 10 10 10 10 10 10 10 10 10
G| 3.16 | 3.16 | 3.16 | 3.16 | 3.16 | 3.16 | 3.16 | 3.16 | 3.16 | 3.16 | 3.16 | 3.16
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ooooao
RAA—C T T— M SETELAUC (FE - FHE— o)
A
=R 1 Foanvk AUC Fi-HPF4 AUCEH#f | AUCLE
1 -HPF4 n.a. 2,939
#1 -HPF4 n.a. 2,631 219 100
mMAb 7C6 n.a. 1,577 1,77
mMAb 4D10 n.a. 0,127 21,93
7R 1 (wt) CFA 0,512 5,44
THR 2 (wt) CFA 0,610 4,57
TR 3 (wh) CFA 2,993 0,93
792 4 (wh) CFA 0,675 4,13
IR 37 (E22A) CFA 0,115 24,15
<% 38 (E22A) CFA 0,053 52,33
7Y R 39 (E22A) CFA 0,097 28,57
7% 2 40 (E22A) CFA 0,083 33,57
<792 73 (E22A) CFA 0,017 159,23
TR 74 (E22A) CFA 0,002 1274,02
TR 75 (E22A) CFA 0,013 217,58
TR 76 (E22A) CFA 0,036 76,36
<72 41 (D23A) CFA 0,356 7.83
TR 42 (D23A) CFA 0,110 25,41
<z 43 (D23A) CFA 0,098 28,28
TR 44 (D23A) CFA 0,045 61,71
TR 49 (S26A) CFA 3,099 0,90
<™ 50 (S26A) CFA 0,696 4,00
<792 51 (S26A) CFA 0,352 7.92
7R 52 (S26A) CFA 0,143 19,43

oooooao



ggooano

gogoooaad

(95)

B
EB®1 | 7oasvk|  AUC AUC Lt
#i -HPF4 na. 3,784 1,00
mMADb 7C6 na. 2,882 1,31
mMAb4D10|  na. 0,243 15,57
m1I3WT | 754 1,287 2,94
m14 WT eI 3,557 1,06
m15 WT FSL 3,999 0,95
=k 2
#i -HPF4 na. 3,844 1,00
m17 E22A | 754 0,150 25,70
m18E22A | 754 0,228 16,88
m19E22A | 754 0,100 38,44
m20 E22A |  7s.L 0,069 55,61
m21 E22A FSL 0,040 96,80
FER 3
#i -HPF4 na. 3,868 1,00
m2 E22A |  p5L4 0,112 34,66
m23E22A | 754 0,168 23,04
m24 E22A |  7S. 0,152 25,43
m25 G25A |  FSL 2,929 1,32
m26 G25A |  ps. 0,250 15,47
ET Y
#i -HPF4 na. 3,637 1,00
mMADb 7C6 na. 2,997 1,21
mMAb 4D10|  na. 0,248 14,64
m28 G25A | 554 2,779 1,31
m29 G25A |  75L 1,167 3,12
m31 G25A | 5. 0,557 6,53
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C
SER 1 ORI AUC | AUCH:
1 -HPF4 n.a. 3,043 1,00
m1WT 754 0,065 47,00
m2 WT 751 0,063 48,21
m3 WT v IR 2,288 1,33
md WT 754 0,254 11,96
m5 E22A IR 0,018 167,66
m6 E22A 754 0,084 36,40
m7 E22A — 0,029 104,00
m8 E22A 754 0,047 65,27
m9 E22A - 75 L 754 0,064 47,47
m10 E22A - 75 4 751 0,019 161,95
m11 E22A - 754 751 0,125 24,40
m12 E22A -7 5L 754 0,024 125,54
m13 F20G,E22A Y IN 0,057 53,42
m14 F20G,E22A v IN 0,001 4642,97
m15 F20G,E22A 751 0,039 78,77
m17 G25T VIR 0,076 40,11
m18 G25T IR 1,639 1,86
m19 G25T IR 0,026 116,46
m20 G25T 751 1,657 1,84
m21 G25V Y IN 0,022 140,75
m22 G25V Y IN 0,031 99,77
m23 G25V 75 0,020 148,87
=k 2
B -HPF4 n.a. 2,862 1,00
m24 G25V Alum 0,012 247,15
m25 E22V Alum 0,053 54,39
m26 E22V Alum 0,066 43,59
m27 E22V Alum 0,061 47,21
m28 E22V Alum 0,053 53,88
m29 E22A,G25A Alum 0,040 70,82
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m30 E22A,G25A — 0,037 78,28
m31 E22A,G25A Tl 0,101 28,22
m32 E22A,G25A Vi 2N 0,012 238,90
m33 G25A,526A Vi 2N 0,141 20,37
m34 G25A,526A T 0,004 751,18
m35 G25A,S26A Vb AN 0,043 66,56
m36 G25A,S26A V2N 0,092 30,99
m37 E22A,S26A Vit 2 N 0,047 61,06
m38 E22A,S26A 7S . 0,155 18,49
m39 E22A,526A T oA 0,039 74,03
m40 E22A,S26A FShs 0,022 132,38
m41 D23K TS 0,112 25,67
m43 S26L Vi 2N 0,022 130,86
m44 S26L 7S 0,328 8,72
m45 E22F 751 0,066 43,12
m46 E22F V2N 0,041 70,04
Oo0o0o00oao
Oo0ooooa
oo0oo0ooo0oooooooooooooob oo oooob0 oo oooooboooooaonan
O
0000000 o0ooOooo0oo0oo0oo0oooobo0ooooooOoobofooooooooboooooaoan
Oo0ooooooaoan
Oo0o0o0ooOoao
0o0o0ooo0oo0ooDoDoo0o0ooDoo0dpODODO0ODO0O0DDOoDOoOO0OO0OoDOoDOoDOOooODoODODOOn
oo0oooo0ooooooooooo0oooob0fooooooOobo0 o fooooooooooao
Oo0oo00oo0oo0oo0oooooooo0oo0oooob oo oooDoOob0 oo oooooboOooooaoan
Oo0ooo0OO0oO0oo0oaoao
0000000 ooOooo0ooo0ooo0oooobo0ooooooOobofooooooooboooooaoan
Oo0oo0oooooooooooo0oo0oooofb0 oo oooDoOob0 oo oooooboooooaonan
Oo0oo0oo0o0o0o0oooob0o0oo0oo0ooooob0o0ooooooOoobo oo ooooobobooooaoano
O00oao
Oo0o0o0ooao
Oo00o0oao
g PBST +0.5% BSA x5 4 sestmmimst  mmth e s
No HEERBOSH  DEST*OSRBA spamssmir srmiemm
ﬁ’i@]’l&o) B
T 250 4l BERR 0mi — 1100
(1:100 BRI
2 50ul(1) 200 1:5 1:500
50 pl (2) 200 pl 1:25 1:2500
4 50 ul (3) 200 pl 1:125 1:12500
Oo0o0o0o00oao
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1 2 3 4 5 6 7 8 9 10 11 12
RUIOFL | wygm—L | RYgR—ta | RYIE=FL | wYIn—Fa Y=t
787N itk Hutk 7187 TR 787
Al 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100
B| 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500
C| 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500
D(1:12500|1:12500(1:12500|1:12500|1:12500|1:12500|1:12500(1:12500|1:12500{1:12500{1:12500| 1: 12500
E| 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | 1:100 | PBST | PBST
F| 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | 1:500 | PBST | PBST
G| 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | 1:2500 | PBST | PBST
H|1:12500]1:12500|1:12500|1:125001:12500|1:12500{1:12500|1:12500|1:12500/1:12500| PBST | PBST
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ooooag Oo000Q0
FIG. 1 i 32kDa
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FIG. 2
ELISABH N .
R 7C6 D10 TR
AB(1-42) V18A +t +
AB(1-42) F19A +t -+
AB(1-42) F20A +/- -
AB(1-42) A21G ++ 4
AB(1-42) A21Q - -
AB(1-42) A21L +/- et
AB(1-42) A21G, E22Q +/- et
AB(1-42) A21G, E22K +- +
[AB(1-42) A21Q, E22L - e
AB(1-42) A21L, E22Q - -t
[AB(1-42) A21G, D23N + e
[AB(1-42) E22A - e rorE
AB(1-42) D23A + et
AB(142) A21Q e -
[AB(1-42) A21L - T
AB(1-42) E22G6 + e
AB(1-42) E22Q + o
AB(1-42) E22K /- -+
[AB(1-42) E22D ++ -
AB(1-42) E22L /- et
IAB(1-42) D23N + Tt
AB(1-42) D23L /- e
AB(1-42) v24A it +
[AB(1-42) G25A i -
AB(1-42) S26A b St
AB(1-42) N27A 4+t +
[AB(1-42) K28A ++ + 010 6+
AB(1-42) G29A e -
AB(1-42) A30G 4 +
AB(1-42) 1I31A 4t .
AB(1-42) 132A 4 -
AB(1-42) G33A 4 -
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP2015/065362

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/or amine acid sequence disclosed in the international applieation, the international search was
carriad out on the basis of a sequence listing:

a. D forming part of the international application as filed:
D inthe form of an Annex C/ST.25 text file.

D onh paper of in the form of an image file.

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

o. furnished subsequent to the international filing date for the purposes of international search only:

in the farm of an Annex C/ST.25 text file {(Rule 13fer.1(a)).

D an papar ar in the form of an imaga file (Rule 13fer.1(b) and Administrative Inetructions, 8sction 713).

2. D In addition, in the case that more than one version or copy of asequences listing has besn filed or fumished, the reguired
statements that the information in the subsequent or additional copies is identical te that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Farm PCT/ISA/210 (continuation of first shast {1)) (January 2015)
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International application Na.
INTERNATIONAL SEARGH REPORT PCT/EP2015/065362
BoxNo.ll Observatlons where certaln claims were found unsearchable (Continuation of ltem 2 of first shest)

This international search report has not been established in respect of certain claims under Article 17(2){a) for the fellowing reasons:

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:

bacausa thay relate to parts of the intaernational applicaticn that do not comply with the preseribed requiremants ta such
an extent that ne meaningful international search can be camied out, specifically:

3. I:l Claims Nos.:

bacausa they ara depandant claims and ara nat drafted in accardance with tha sacand and third sentences of Rula 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required aciditional search fees were timely paid by the applicant, this intemational search repott covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
only thass claims far which fess wara paid, spacifically claims Nos.:

4. |:| Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
restricted te the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's pratest but the applicable protest
foe was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first shaet (2)) (April 2005)
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International application No

PCT/EP2015/065362

A. CLASSIFICATION OF SUBJECT MATTE!

INV. CO7K16/18 CB?£&4/47
ADD.

CO7K7/08

A61K39/00

Anocording to Intemational Patent Classifioation IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

CO7K A61K

Minimum documentation searched (classification system followed by classification symbals)

Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Electronic data base

Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

EPO-Internal, BIOSIS, CHEM ABS Data, EMBASE, SCISEARCH, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Gitation of decument, with indication, where appropriate, of the relevant passages

Relevant to claim No.

page 64 - page 66

page 71

page 73, line 7 - Tine 11
page 88 - page 89
examples 5-8

Y WO 2007/062852 A2 (ABBOTT LAB [US]; ABBOTT
GMBH & CO KG [DE]; BARGHORN STEFAN [DE];
EBERT) 7 June 2007 (2007-06-07)

1-99

Further documents are listed in the oontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" document defining the general state of the art which is not considered
to be of particular relevance

"E" eatlier application or patent but publishad on ot after the international
filing date

"L" dooument whioh may throw doubts on priority olaim({s) or whioh is
ciled to blish the publication of anather citation or other

special reasoh (as ap'ec'rliad)
"O" gooument referring to an oral disclosure, use, exhibition or other

*T* later deoument published after the intemational filing date or priornity
date and not in oontilict with the applioation but aited 1o understand
the principle or theory undlerlying the invention

"X" document of paricular relevance; tha claimed invention cannot be
oonsidered novel or cannct be considered to involve an inventive
step when the dooument is taken alone

*¥" document of particular relevance; tha claimed invention cannat be
conaidered to invalva an invertive etep when the document ia
combined with one or more other suoh dosurments, such combination

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

Tel. (+31-70) 340-204Q,

Fax: {(+31-70) 340-3016

mMeans bsing obvious to a persan skilled in the art
"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
17 February 2016 11/04/2016
Name and mailing address of the ISA/ Authorized officer

Domingues, Helena

Femn PCT/ASA210 (secand aheet) {(April 2005)

page 1 of 2
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International application No

PCT/EP2015/065362

C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT

Category™

GCitation of dooument, with indioation, where appropriate, of the relevant pasasages

Relevant to alaim No.

X

W0 2010/011947 A2 (ABBOTT LAB [US]:; ABBOTT
GMBH & CO KG [DE]; BARGHORN STEFAN [DE];
HILLE) 28 January 2010 (2010-01-28)

page 3, Tine 38 - line 40; figure 1

page 5, Tine 23 - Tine 25; sequence 248
page 15

page 84 - page 85

page 87 - page 88

page 119, line 21 - line 33

claims 19-20; examples 3-5

W0 2012/024187 Al (ABBOTT LAB [US]; ABBOTT
GMBH & CO KG [DE]; BARGHORN STEFAN [DE];
HILLE) 23 February 2012 (2012-02-23)
page 33, line 24 - line 26

example 1; sequence 45

WO 20117130377 AZ (ABBOTT LAB [US];:
BARGHORN STEFAN [DE]; HILLEN HEINZ [DE]:
STRIEBINGER) 20 October 2011 (2011-10-20)
sequence 32

page 2 - page 30

examples 1-3

HEINZ HILLEN ET AL: "Generation and
Therapeutic Efficacy of Highly
01igomer-Specific beta-Amyloid
Antibodies",

JOURNAL OF NEUROSCIENCE, SOCIETY FOR
NEUROSCIENCE, US,

vol. 30, no. 31,

4 August 2010 (2010-08-04), pages
10369-10379, XPOD2650836,

ISSN: 0270-6474, DOI:
10.1523/JINEUROSCI.5721-09.2010

the whole document

1-54,
78-99

1-99

1-51,
78-99

1-99

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)

page 2 of 2
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International application No

PCT/EP2015/065362

Patent dosument
oited in search report

Publication
date

Patent family
member(s}

Publication
date

W0 2007062852 A2

W0 2010011947 A2

W0 2012024187 Al

W0 2011130377 A2

07-06-2007

28-01-2010

23-02-2012

20-10-2011

AU
BR
CA
CN
CR
DK
EC
EP
EP
ES
ES
GT
JP
JP
JP
KR
PT
PT
Us
us
WO

2006319358 Al

P10619249 A2
2628703 Al
101432302 A
9969 A
1954718 T3
SPO88462 A
1954718 A2
2289909 Al
2524984 713
2527661 T3
200800082 A
5475994 B2

2009517057
2014040453
20080090408
1954718
2289909
20091911960
2014127191
2007062852
200804346

2730804
102203124
2303920
2011529084
2011092445
2010011947

2808187
103298833
2603524
2013537424
2014227291
2015368299
2012024187

080914
2796339
102533601
104744591
2558494
2013523182
2011256138
2015218261
2011130377

A
A
A
E
E
Al
Al
A2

07-06-2007
20-09-2011
07-06-2007
13-05-2009
24-08-2009
15-12-2014
30-06-2008
13-08-2008
02-03-2011
16-12-2014
28-01-2015
22-05-2009
16-04-2014
30-04-2009
06-03-2014
08-10-2008
16-12-2014
10-02-2015
30-07-2009
08-05-2014
07-06-2007
29-04-2009

28-01-2010
28-09-2011
06-04-2011
01-12-2011
21-04-2011
28-01-2010

23-02-2012
11-09-2013
19-06-2013
03-10-2013
14-08-2014
24-12-2015
23-02-2012

16-05-2012
20-18-2011
13-02-2013
01-07-2015
20-02-2013
17-06-2013
20-10-2011
06-08-2015
20-10-2011

Femn PCTASA210 {patent family annex) (April 2005)
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International Applicatioh No. PCT/ EP2015/ 065362

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-99

Concerns aspects related to an immunogenic product
comprising an amyloid A? amino acid sequence having 62.5% or
higher identity to the amino acid sequence shown in claim 1
[Abeta(18-33): SEQ ID NO: 2] or 72% identity or higher
identity to the amino acid sequence shown in claim 42
[Abeta(18-33); SEQ ID NO: 3], wherein the product is
reactive with mAbs 7C6, 5F7 or 4D10 and is capable of
e]iﬁiting a polyclonal serum which has no or low reactivity
with PF-4.

2. claims: 100-103(partially)

Concerns aspects related to a molecule comprising an aminc
acid sequence identical to a portion (X-Y) of SEQ ID NO: 13
[Abeta(1-43)], with X being selected from the group
consisting of the numbers 1 .. 18 and Y being selected from
the group consisting of the numbers 33 .. 43; or a
crosslinked derivative thereof, wherein at least 2
non-contiguous residues of the amino acid sequence are
covalently linked with each other.

3-18. claims: 100-103(partially)

Each of these inventions concerns aspects related to a
molecule comprising an amino acid sequence identical to a
portion (X-Y) of each of the Abeta(1-43) sequences defined
in claim 100, with the exception of SEQ ID NO: 13, with X
being selected from the group consisting of the numbers 1 ..
18 and Y being selected from the group consisting of the
numbers 33 .. 43; or a crosslinked derivative thereof,
wherein at least 2 non-contiguous residues of the amino acid
sequence are covalently linked with each other. Concretely,
invention 3 concerns aspects related to SEQ ID NO: 14 and
invention 18 concerns aspects related to SEQ ID NO: 3@.
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