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7. BESE. B, BLIOBHEO T VT ILOBEERLOEED ZHA, obHNIE
noorER

7 1 = A B4k B | B (2MXU) B4k — I K B4k — 54

C-N-CA-C(phi) | 109.06 | 67.42 | 130.02 41.64 -20.96
N-CA-C-N(psi) | -113.89 | 24.79 | 0.39 -138.67 -114.28

G37 HA1-CA-N-HN 52.08 14.20 71.49 37.88 -19.41
HA2-CA-N-HN | 173.42 | 131.97 | -169.73 41.45 -16.85
C-CA-N-HN -60.90 | -104.01 | -56.48 43.11 -4.42
0O-C-CA-HA1 -49.10 93.49 49.22 -142.59 -98.32
O-C-CA-HA2 -168.92 | -23.86 -71.17 -145.06 -97.75
0-C-CA-N 66.84 | -149.48 | 176.39 -143.68 -109.55
C-N-CA-C(phi) | -75.42 | 71.58 | 98.04 -147.00 -173.46
N-CA-C-N(psi) | -174.30 | 9.91 116.88 175.78 68.81

G38 HA1-CA-N-HN | -20.86 | 7.89 32.36 -28.75 -53.22
HA2-CA-N-HN -138.75 | 134.36 | 153.69 86.88 67.55
C-CA-N-HN 91.73 | -107.85 | -85.21 -160.42 176.95
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0-C-CA-N 6.47 -171.54 | -75.53 178.01 82.00
0-C-CA-HA1L 11897 | 70.69 | 164.18 4828 -45.21
0-C-CA-HA2 -127.46 | -56.68 | 42.99 -70.78 -170.45
C-N-CA-C(phi) | -63.81 |-68.62 |-88.92 4.81 25.11
N-CA-C-N(psi) | -52.30 |-44.80 | 134.12 -7.50 173.58
HA-CA-N-HN -116.20 | -141.02 | -162.82 24.82 46.62
C-CA-N-HN 12023 | 104.11 | 77.88 16.12 4235
CB-CA-N-HN 3.08 -19.64 | -54.49 22.72 57.57
0-C-CA-N 129.72 | 143.36 | -49.90 -13.64 179.62
O-C-CA-HA 4.96 2526 | -168.83 2031 173.79
O-C-CA-CB -110.62 | -88.75 | 80.38 -21.87 168.99
N-CA-CB-HB 5727 | 7660 |62.11 -19.34 -4.85
N-CA-CB-CG2 | -62.02 |-42.04 |-62.16 -19.98 0.14
N-CA-CB-CG1 | -178.13 | -164.35 | -173.85 -13.78 -4.29
HA-CA-CB-HB | -178.04 | -162.19 | 174.46 -15.84 7.50
HA-CA-CB-CG2 | 62.67 |[79.16 |50.19 -16.49 12.48
HA-CA-CB-CG1 | -53.44 | -43.15 |-61.50 -10.29 8.06
C-CA-CB-HB 5761 |-52.44 |-70.71 -5.16 13.11

V39 C-CA-CB-CG2 | -176.90 | -171.09 | 165.02 -5.81 18.09
C-CA-CB-CG1 | 66.99 |66.60 |53.33 0.39 13.66
HB-CB-CG2- 176.19 | -170.47 | -162.57 -13.34 2124
1HG2
HB-CB-CG2- 57.97 | 7459 | 86.50 -16.62 -28.52
3HG2
HB-CB-CG2- -63.47 | -38.11 | -45.22 -25.36 -1825
2HG2
CA-CB-CG2- -63.95 |-53.07 |-42.83 -10.88 2112
1HG2
CA-CB-CG2- 177.84 | -168.01 | -153.77 -14.16 2839
3HG2
CA-CB-CG2- 5639 |79.29 |7451 -22.90 -18.12
2HG2
CG1-CB-CG2- | 55.90 | 70.75 | 73.59 -14.85 -17.69
1HG2
CG1-CB-CG2- | -62.31 |-44.18 |-37.35 -18.13 -24.96
3HG2
CG1-CB-CG2- | 176.24 | -156.89 | -169.07 -26.87 -14.69
2HG2
HB-CB-CG1- 177.16 | 163.64 | 158.98 13.52 18.18
1HG1
HB-CB-CG1- 61.94 |-76.02 |-73.72 14.08 11.79
2HG1
HB-CB-CG1- 60.25 |52.24 | 38.49 8.00 21.76
3HG1
CA-CB-CG1- -62.47 | -64.03 | -82.41 1.56 19.94
1HG1
CA-CB-CG1- 5444 | 4736 |38.07 7.08 16.37
2HG1
CA-CB-CG1- 175.34 | 167.70 | 165.37 7.64 9.97
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3HG1
CG2-CB-CG1- | 177.67 | 169.53 | 163.55 8.14 14.12
1HG1
CG2-CB-CG1- | -65.42 |-79.07 | -75.96 13.66 10.54
2HG1
CG2-CB-CG1- | 55.48 | 4127 |51.34 14.22 4.14
3HG1
CN-CA-C(phi) | -112.14 | -82.13 | -136.24 -30.01 24.10
N-CA-C-N(psi) | 113.58 | -41.00 | 117.93 154.58 -4.35
CB-CA-N-HN 5738 |-16.74 | -77.95 -40.64 20.57
C-CA-N-HN 64.57 | 102.44 | 47.57 -37.87 17.00
HA-CA-N-HN -169.89 | -133.28 | 156.66 36.61 33.44
vao N-CA-CB-HB 69.06 | 76.98 |57.77 7.92 11.29
N-CA-CB-CG1 | -165.89 | -162.61 | 176.14 -3.29 17.96
N-CA-CB-CG2 | -48.00 | -42.56 | -66.59 5.44 18.59
C-CA-CB-HB 5296 |-43.72 |-63.28 9.24 10.32
C-CACB-CG1 | 72.09 |76.69 |55.10 -4.60 16.99
C-CA-CB-CG2 | -170.01 | -163.26 | 172.37 -6.75 17.62
HA-CA-CB-HB | -173.18 | -164.47 | -177.97 871 4.79
HA-CA-CB-CG1 | -48.13 | -44.06 |-59.60 407 11.47
HA-CA-CB-CG2 | 69.77 | 7599 | 57.68 6.22 12.09
vao (imx) | O-C-CA-CB 54.24 | -108.00 | 68.53 162.23 -14.29
0-C-CA-N 71.93 | 132.45 |-57.00 155.62 -14.93
O-C-CA-HA 165.36 | 9.40 17129 155.97 2335
HB-CB-CG1- -153.06 | -159.72 | 179.67 6.65 27.27
2HG1
HB-CB-CG1- 33.99 |-41.87 |-57.48 7.87 23.48
3HG1
HB-CB-CG1- 79.81 | 81.48 |60.91 -1.67 18.90
1HG1
CG2-CB-CGl- | -38.95 |-47.76 | -66.86 8.82 27.91
2HG1
CG2-CB-CG1- | 80.12 | 70.08 | 56.00 10.04 24.12
3HG1
CG2-CB-CG1- | -166.07 | -166.57 | 174.38 0.50 19.54
1HG1
CA-CB-CG1- 79.09 | 7372 |52.30 537 26.79
2HG1
CA-CB-CG1- 161.84 | -168.43 | 175.16 6.59 23.00
3HG1
CA-CB-CG1- 4803 | -45.08 | -66.45 2.95 18.42
1HG1
HB-CB-CG2- 177.08 | 171.03 | -155.36 11.89 2173
3HG2
HB-CB-CG2- 63.11 | 54.85 | 83.11 827 -20.00
2HG2
HB-CB-CG2- 51.70 | -62.09 |-35.11 10.39 -16.59
1HG2
CG1-CB-CG2- | -5458 |-59.12 | -27.99 4.54 -26.59
3HG2
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CG1-CB-CG2- -169.39 | -176.06 | -146.21 6.67 -23.18

2HG2

CG1-CB-CG2- 65.23 57.06 93.54 8.17 -28.32

1HG2

CA-CB-CG2- -173.34 | -178.12 | -146.23 4.79 -27.11

3HG2

CA-CB-CG2- 71.85 64.94 95.56 6.91 -23.70

2HG2

CA-CB-CG2- -53.53 | -61.94 | -24.69 8.41 -28.84

1HG2
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1eG1 ATGTATTTGGGACTGAACTGTGTATTCATAGTTTTTCTCTTAAAR | MYLGLNCVFIVFLLKG
BHES 23, | GGTGTCCAGAGTGAAGTGAAGC TTGAGGAGTCTGGAGGAGGCTTG | VQSEVKLEESGGGLVQ
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TTGGTAGATGGGGTCCCATCAAGGTTCAGTGGCAGTGGATCTGGG | PSRESGSGSGQDYSLT
CAAGATTATTCTCTCACCATCAGCAGCCTGGAGTATGAAGATATG | ISSLEYEDMGIYYCPQ
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I[ntemational application No.

PCT/CA2016/051301

INTERNATIONAL SEARCH REPORT

A, CLASSIFICATION OF SUBJECT MATTER
IPC: CO7K 14/47 (2006.01), A61K 3900 (2006.01), A6IK 39/385(2006.01), AGIK 39395 (2006.01),

AGLE 47/60 (2017.01), A61K 47/68(2017.01)  (more [PCs on the last page)

According to Infernational Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

IPC(2006.01): COTK 14/47, A61K 39/00, A61K 39/385, AG1K 39/395, A61K 49/00, A61K 51/10, A61P 25/28, A61P 37/04, CO7K 16/18,
CO7K 16/46, COTK 5/00, CO7K 5/10, COVK 7/06, CO7K 7/64, C12N 15/12, C12N 15/13, C12N 5/10, GOLN 33/53, GOIN 33/577

Documentation searched other than minimmim deciuimentation to the extent that such documents are included in the fields searched

Electronic database(s) consulted during the international search (name of database(s) and, where practicable, search terms used)

Databases: Google, Google Patent, Google Scholar, NCBL, Questel Orbit, Canadian Patent Database, GenomeQuest
Keywords: GVV, conformational, epitope, Alzheimer, cyclic, peptide, immune, improved, antibody

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X WO 2015/017900 (MILES, L.A. etal) 12 February 2015 (12-02-2015) 61, 63 and 64
(Please see whole document particularly at pages 5, 16, 34, 45 and 48)

[~ Further documents are listed in the continuation of Box €. ¥ See patent family annex.
*  |Special categaries of cited documents: “T* |later document published after the international filing date or priarity
“A” |document defining the general state of the art which is not considered date and not in conflict with the application but cited fo understand
to be of particular relevance the principle or theory underlying the invention
“E” |earlier application or patent but published on or after the international “X” |document of particular relevance; the claimed invention cannot bhe
filing date considered novel or cannot be considered to involve an inventive
“L” |dooument which may throw doubts on priority claim{s) or which is step when the document is taken alone
cited to establish the publication date of another citation ar other “¥*" |document of particular relevance; the claimed invention cannot be
special reason (as specified) considered to invelve an inventive step when the document is
“O" |doeument referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination
being obvious to a person skilled in the art
“P* |decument published prior to the international filing date bus later than “&” |document member of the same patent family
the priority date claimed
Date of the actual completion of the infernational search Date of mailing of the international search report
23 January 2017 (23-01-2017) 25 Janmary 2017 (25-01-2017)
Name and mailing address of the ISA/CA Authorized officer
Canadian Intellectual Property Office
Place du Portage [, C114 - Lst Floor, Box PCT Brad Temple (819) 576-2089
50 Victoria Street
Gatinean, Quebec K1A 0C9

Facsimile No.: 819-953-2476
Form PCT/ISA/210 (second sheet } (January 2015) Page 4 of 6
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AGIEK 49/00 (2006.01), A61K 5110 (2006.01), AGIP 25/28 (2006.01), A61P 37/04 (2006.01),
CO7K 16/18 (2006.01), CO7K 16/46 (2006.01), COTK 5/00 (2006.01), CO7K 5/10 (2006.01)

CO7K 7/06 (2006.01), CO7K 7/64 (2006.01), CI2N 15712 (2006.01), CI2N 15/13 (2006.01),

CI2N 5/10 (2006.01), GOIN 33/53 (2006.01), GOIN 33/577 (2006.01)

Form PCT/ISA/210 (extra sheet) (January 2015) Page 6 of 6
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INTERNATIONAL SEARCH REPORT International application No.
PCT/CA2016/051301
Box No. I Nucleotide and/or amine acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was carried out
on the basis of a sequence listing:

a {¥ forming part of the international application as filed:
¥ in the form of an Annex C/ST.25 text file.
I on paper or in the form of an image file.

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

<. 7 fumished subsequent to the international filing date for the purposes of international search only:
I™ in the form of an Annex C/ST.25 text file (Rule 137er.1(a)).
[~ on paper or in the form of an image file (Rule 137er.1(b) and Administrative Instructions, Section 713).
2. [T Inaddition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required statements that
the information in the subsequent or additional copies is identical to that in the application as filed or does not go beyond the application
as filed, as appropriate, were furnished.

3.Additional comments:

Form PCT/ISA/210 (continnation of first sheet (1)) (Jannary 2015) Page 2 0f 6
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[nternational application No.
INTERNATIONAL SEARCH REPORT PCT/CA2016/051301
Box No. I Observations where certain claims were found unsearchable (Continuation of item 2 of the first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)a} for the following reasoma:

1. W Claim Nos.: 52-60
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 52-60 are directed to a method for treatment of the human or animal body by surgery or therapy, which the Intemational Searching
Authority is not required to search under PCT Rule 39.1(iv}). Hoewever, this Authority has carried out a search based on the alleged effect or
purpose/use of the product as determined from the methods of claims 52-60.

2. T Claim Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an extent that no|
meaningful international search can be carried out, specifically:

3. [ Claim Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. I Ohservations where unity of invention is lacking (Continuation of item 3 of first sheet)

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

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

2. [T Asall searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of additional
fees.

3. [~ Asonlysome of the required additional search fees were timely paid by the applicant, this international search report covers only those
claims for which fees were paid, specifically claim Nos.:

4. I Norequired additional search fees were timely paid by the applicant. Consequently, this international search report is restricted to the
invention first mentioned in the ¢laims; it is covered by claim Nos.:

Remark on Protest ™ The additional search faes 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.

™ No protest accompanied the payment of additional search fees.
Form PCT/ISA/210 (continvation of first sheet (2)) (January 2015) Page 3 of 6
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Information on patent family members PCT/CA2016/651301

Patent Document Publication Patent Family Publication

Cited in Search Repert Date Member(s} Date

WO2015017300A1 12 February 2015 (12-02-2015) VW(O2015017900A1 12 February 2015 (12-02-2015)
AL2014305658A1 11 February 2016 (11-02-2016)
EP3030580A1 15 June 2016 (15-08-2016)
US2016194385A1 Q7 July 2016 (07-07-2016)

Form PCT/ISA/210 (patent family annex ) (Jarmary 2015) Page 506
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