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F2: FEAR DYMREIA [ BRERAL /N IEA)TT—DSeldi—MSHH

RRERIVINVE

Seldi-MS

AB(1-42) V18A

< 5% AlR4-42

AB(1-42) F19A

< 5% AR4-42

AB(1-42) F20A

5 5% AR4-42

AB(1-42) A21G

< 5% Alb4-42

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

5 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

5 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 (IBEDFIF)

AB(1-42) E22K

% 20% AR4-42

AB(1-42) E22D

< 5% AR4-42

AB(1-42) E22L

>80% AR22-42 ; 2070 Als4-5U + AIS4-53

AB(1-42) D23N

>50% AR24-42

AB(1-42) D23L

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

AR(1-42) E22F

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

AR(1-42) E22V

20% AR22-42 ; 20% AR24-42 ; 60% RipdHFRHME—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 + AR4-29

AB(1-42) A21L, E22Q

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

AB(1-42) A21G, D23N

< 5% AR4-42

AB(1-42) F20A, 131A

20% AR4-42;30% AR19-42 # k15 AR20-42;20% AR17-42

AR(1-42) F20G, E22A

10% AR4-42;20% AR20-42 H 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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—RIABR(A) 70— 7C6 B &UB) 7A—24D 101 DLV THERLLTZ)

No RFERA) F1-I3B) PBST + 0.5 % BSA RIGRE

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 0 ml 2 ml 0.0 ng/ml
0ooo0oo0oQoo
0o0oo0o0oo0oO0oon
0000000000000 00D0D0D0D0DD0DO0DD0DD0DDDD0DDDDDD0DDODDDODDDODDDOp O
0000000000000 0Op 000000000000 D0DD0DD0DDODDODDDDDODDODDOD
0000000000000 00000000000D0D0DD0DD0DD0DO0DO0DO0DDODODDODODODOODO
00
oooooo
00000O0oO0oO0oOoo
0000000000000 D0DD0D0D0DD0D0DD0DD0DD0DD0DDDD0DD0DP0D0DD0DD0DDDDDDDDDO
0o0py00000,0,000000000000O0O0O0ODO0OOAO
0oooooo
0000000000000 000D0D0D0D0D0D0DD0DDD0DD0DD0DDDDDODDDDDDDDDO
00000
oooooo
0oooQ

1 2 3 4 5 6 7 8 9 10 11 12
m7C6 m4D10
A 100 100 |100 |100

316 |31.6 |31.6 |31.6

10 10 10 10

o O W

3.16 |3.16 |3.16 |3.16

m
—_
=N
—_
=N

F10.316|0.316|0.316 | 0.316

G| 01} 01} 01| 0.1

H{ 0.0 00| 00| 0.0
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RAA—C R T—INSEHELIZAUC (FE (Tt —omEE)
A
=g 1 Foanvk AUC fi-HPF4 AUCEfE | AUCLE
b -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 (wh) CFA 0,610 4,57
THR 3 (wt) CFA 2,993 0,93
7R 4 (wt) CFA 0,675 4,13
IR 37 (E22A) CFA 0,115 24,15
<R 38 (E22A) CFA 0,053 52,33
7R 39 (E22A) CFA 0,097 28,57
7R 40 (E22A) CFA 0,083 33,57
7R 73 (E22A) CFA 0,017 159,23
TR 74 (E22A) CFA 0,002 1274,02
IR 75 (E22A) CFA 0,013 217,58
TR 76 (E22A) CFA 0,036 76,36
TR 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
7% 51 (S26A) CFA 0,352 7.92
THR 52 (S26A) CFA 0,143 19,43

gooooad
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B
EB®1 | F7oansvk|  AUC AUC L
#i -HPF4 n.a. 3,784 1,00
mMADb 7C6 n.a. 2,882 1,31
mMAb4D10|  na. 0,243 15,57
m1I3WT | 754 1,287 2,94
m14 WT 754 3,557 1,06
m15 WT T4 3,999 0,95
=k 2
#i -HPF4 n.a. 3,844 1,00
m17 E22A | 754 0,150 25,70
m18E22A | 754 0,228 16,88
m19E22A | w54 0,100 38,44
m20 E22A | 754 0,069 55,61
m21 E22A T4 0,040 96,80
FER 3
#i -HPF4 n.a. 3,868 1,00
m22 E22A | 754 0,112 34,66
m23E22A | 754 0,168 23,04
m24 E22A | 754 0,152 25,43
m25 G25A | PSL 2,929 1,32
m26 G25A | 5.4 0,250 15,47
ET Y
#i -HPF4 n.a. 3,637 1,00
mMADb 7C6 n.a. 2,997 1,21
mMAb 4D10|  n.a. 0,248 14,64
m28 G25A |  p54 2,779 1,31
m29 G25A | PSL 1,167 3,12
m31 G25A | 5. 0,557 6,53
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C
SER 1 Foanvk AUC | AUCH
1 -HPF4 na. 3,043 1,00
m1WT Vi IA 0,065 47,00
m2 WT 751 0,063 48,21
m3 WT Vi IA 2,288 1,33
m4 WT VeI 0,254 11,96
m5 E22A Vi IA 0,018 167,66
m6 E22A 751 0,084 36,40
m7 E22A — 0,029 104,00
m8 E22A Vi IA 0,047 65,27
m9 E22A - 75 L 7S5 0,064 47,47
m10 E22A - 75 L1 751 0,019 161,95
m11 E22A - 754 751 0,125 24,40
m12 E22A -7 5L 7S5 0,024 125,54
m13 F20G,E22A 751 0,057 53,42
m14 F20G,E22A Vi I 0,001 4642,97
m15 F20G,E22A 751 0,039 78,77
m17 G25T 7S5 0,076 40,11
m18 G25T Vi IA 1,639 1,86
m19 G25T Vi IA 0,026 116,46
m20 G25T 751 1,657 1,84
m21 G25V 751 0,022 140,75
m22 G25V 751 0,031 99,77
m23 G25V 751 0,020 148,87
=k 2
B -HPF4 na. 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 754 0,037 78,28
m31 E22A ,G25A T oA 0,101 28,22
m32 E22A,G25A Vi 2N 0,012 238,90
m33 (G25A,S26A 7oA 0,141 20,37
m34 G25A,S26A Vi 2N 0,004 751,18
m35 G25A,326A Vb AN 0,043 66,56
m36 G25A,S26A Vi AN 0,092 30,99
m37 E22A,526A T oA 0,047 61,06
m38 E22A,S26A 7S . 0,155 18,49
m39 E22A,S26A Tols 0,039 74,03
m40 E22A,526A T oA 0,022 132,38
m41 D23K TS 0,112 25,67
m43 S26L TIA 0,022 130,86
m44 S26L T oA 0,328 8,72
m45 E22F 7S . 0,066 43,12
m46 E22F Vi N 0,041 70,04
Oo00o0OooOoao
Oo0o00ooOoo0oao
Oo0o0Oo0oo0oo0ooooboao Oo0oo0Ooo0oo0oaoao 0000 O00oao 00
O
Oo0oo0oO0ooooooboOoao Oo0ooooooaoao Oo0o0oao O0o0o0oao OO
Oo0o0O0oO0oo0oooaoaon
Ooo0o0o0Oooao
Oo0oo0oooooooboao OoooopgOO0Oa0n O00oao O0o0o0oaod OO
Oo0o0O0O0oO0oo0oo0oob0Ooao Oo0o0oo0OooOooaoao 0000 O00oao
Oo0o0O0oO0oo0oo0ooobo0oOoao Oo0oo0OooOooaoao 0000 O00oao 00
Ooo0ooOooOooooano
Oo0o0O0O0O0oo0oo0o0ob0O0oao Oo0o00O0OO00oaoao 0000 0000 00
Oo0o0O0O0oo0oo0oooobo0oao Oo0o0oo0O0oo0oo0oaoao 0000 O00oao 00O
Oo0o0oooooooboao Oo0ooooOoooaoao O0o0o0oao O0o0o0oaod 00O
0000
Oo0o000oao
Oo000oao
g PBST + 0.5% BSA  « v 1o s+ o s ot e ne "
No HUAFRETHMIOSHE e SHIGAHMIZFRTRIRE R MIZFTRIZRE
ﬁ’i@]’l&o) B
1 250 ul BEER 0 mi — 1:100
(1:100 B
2 50pul(1) 200 1:5 1:500
50 ul (2) 200 pl 1:25 1:2500
50 ul (3) 200 ul 1:125 1:12500
Ooo00o0ooOoao
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o0 oooQgdg

OO0 OoDoooOo0 oo ooo oo oDoDoo oo oooog

ooobOboo0oooooooooboboooooooooobobooonodd
Oooooao
boooooboDoobooooooooboooooooooDoobooooooooooan
oooao
goooao
oooOao
1 2 3 4 5 6 7 8 9 10 11 12
RYIOFN wyE—FL | RYIn—FN wYsE=fh | &Ygo-—Fu w0+
7187 Btk Hutk 7187 & 7187
A| 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|1:12500{1:12500|1:12500|1:12500(1:12500|1:12500|1:12500| PBST | PBST
ooooao
Oooooooooooooooooooaon
ooooao
gooooao
ooooooboooooooooooooocoooooboDoobooooooooooan
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11.

Intsrnational application No.

INTERNATIONAL SEARCH REPORT PCT/EP2015/085362

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}).

D an papar or in the form of an imaga fils (Rule 13#+.1{b) and Administretive Instructions, Section 713).

2 D 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.

3. Additional comments:

Form PCT/ISA/210 {continuation of first shast (1)) (January 2015)
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Imternation al application No.
INTERNATIONAL SEARCH REPORT PCT/EP2015/065362
BoxNo.ll Observations where certaln clalms were found unsearchable {(Continuation cf Item 2 of first sheat)

This international search report has not been established in respect of cedain claims under Aricle 17(2){a) for the following reasons:

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

2. D Claims Nos..

bacausa thay relata to parts of tha intarnational application that do not eomply with the prescribed requiremants to such
an extent that no meaningful international search can be camied out, specifically:

3. I:I Claims Nos.:

bacausa thay are dapandant claims and are nat drafted in accardance with the sasond and third sentences of Rula 6.4(a).

Box No. lll Observations where unity of Inventlon Is lacking (Continuation of tem 3 of first sheet)

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

see additional sheet

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

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Autharity did not invite payment of
additional tees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covars
only thoss claims for which fess wara paid, specifically claims Naos.:

4. D No required additional search fees were timely paid by the applicant. Consedguently, this international search report is
restricted to the invention first mentioned in the olaims; it is covered by elaims 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 protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:l No protest accompanied the payment of additicnal search fees.

Form PCTASA/210 {continuation of first sheet (2)) (April 2005)
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INTERNATIONAL SEARCH REPORT

JP 2017-532289 A 2017.11.2

International application No

PCT/EP2015/065362

A CLASSIFICATION OF SUBJECT MATIER
INV. CO7K16/18 Co7K14/47
ADD.

CO7K7/68

A61K39/00

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

B. FIELDS SEARCHED

CO7K A61K

Minimum cocumsntation searchad (classification aystam followed by classification saymbaole)

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

Electronic data base

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

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

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™

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

Relevant to claim No.

page 64 - page 66

page 71

page 73, line 7 - line 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 G.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

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

"L* doaument whioh may throw doubts on priority olaimi(s) or which is
cited to blish the publication date of anather citation ar other

special reason [as ap‘eci‘lied)
"O" gooument referring to an oral disclosure, use, exhibition or other

'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand
the prinoiple or theory underlying the invention

"X" document of particular relevance; the claimed invention cannot ba
oonzidered novel or cannct be considered to involve an inventive
step when the document is taken akine

Y* dosument of particu lar relevance; the claimed imvention cannot be
considarad to invelve an inventive atep when the decument ia
oombined with one or more cther such doouments, suoh oombination

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

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

Fax: (+31-70) 340-3016

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
17 February 2016 11/04/2016
Name and mailing addreas of the [SA/ Autharized officer

Domingues, Helena

Form PCTASA210 (second eheet] {(April 2005)

page 1 of 2
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International application No

PCT/EP2015/065362

C{Continualion). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

GCitation of deoument, with indication, where appropriate, of the rel it p g

Relevant {o claim No.

X

WO 2010/011947 A2 (ABBOTT LAB [US]: ABBOTT
GMBH & CO KG [DE]; BARGHORN STEFAN [DE]:
HILLE) 28 January 2010 (2010-81-28)

page 3, Tline 38 - line 40; figure 1

page 5, Tine 23 - line 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

WO 20127024187 Al (ABBOTT LAB [US]; ABBOTT
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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 seguence 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
eliciting 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 amino
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 aminc 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: 30.
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