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£33 :H10lkTay PLEREODREWVWTEEEY FJAXZ—DOELTHHRIKNTF FiL
EEREBIOE UL OO ey FLEESERT F 7B LUORET 710
BELREWVWVEREE Y SAZ —BLICOWTRLETYTF v N7 U8 @M s X O

B DK,

TN [ERZEEIN 2m4j B OIK - 1 81 | BRR-2m4;j
/N

Rama-6 | (-137.5, | (-134.5, (-83.8,124.7) | (-3.0,-1.1) (-53.7,29.7)
H 154.4) | 155.5)
Rama-7 | (-75.2,- | (-147.8, (-79.9,128.1) | (72.6,164.1) | (4.7,-154.5)
D 26.4) 137.7)
Rama-8 | (-73.5,- | (-141.3,144.3 | (-160.0,-179.8 | (67.8,195.1) | (86.5,129)
S 50.8) ) )
Rama-9 | (-123.6, | (-84.8,-3.1) (109.4,174.1) | (-38.8,13.4) | (127,-163.8)
G 10.3)
6H:0-C- | 103.2 100.4 65.9 2.8 37.3
CA-CB
6H:C-CA | -68.9 48.9 57.2 -117.8 -126.1
-CB-CG
6H: 54.9 178.3 -177.8 -123.4 -127.3
N-CA-C
B-CG
6H: 93.4 58.2 65.8 35.2 27.6
CA-CB-C
G-ND1
6H:CA-C | -100.3 | -127.6 -108.3 27.3 8
B-CG-C
D2
6H:CD2 |170.3 |-0.1 -6.23 170.4 176.53
-CG-ND
1-CE1
6H: 1.62 175 178.8 -173.38 -177.18
CB-CG-
ND1-CE
1
6H: -0.45 0.2 8.22 -0.65 -8.67
NE2-CE
1-ND1-
CG
6H: -2.12 0 2.58 -2.12 -4.7
NE2-CD
2-CG-N
D1
6H: -169.6 | -174.5 177.2 4.9 13.2
NE2-CD
2-CG-CB
6H: -0.85 -0.25 -7.06 -0.6 6.21
ND1-CE
1-NE2-C
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6H:
CG-CD2
-NE2-C
El

1.8

0.16 2.36 1.64 -0.56

7D:0-C-
CA-CB

-94.9

87.9 68.9 177.2 -163.8

7D:
C-CA-CB
-CG

176.3

-51.2 -180 -132.5 -3.6 10

7D:
N-CA-C
B-CG

-63.3

63.3 -60.9 -126.6 -2.4

7D:
CA-CB-C
G-0D2

-33.8

113.3 149.6 -147.1 176.6

7D:
CA-CB-C
G-0D1

131.6

-70.8 -37.3 -157.6 168.9

20

8S:
N-CA-C
B-0G

-46.7

-163.2 -164 116.5 117.3

8S:
C-CA-CB
-0G

-170.5

76.4 69.2 95.1 120.3

8S:
0-C-CA-
CB

-109.7

84.1 125.8 166.2 124.5
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#£9
ABO/AB B 4 14
ABO (L) | A M) | AB (uM AB (uL) | K5 (uL) |
L BO (uL) | ABO (uM) (uM) A NG I
5/1 1.68 4.2 0.84 12.73 185.6 200
1/1 1.68 4.2 4.20 63.64 134.7 200
1/2 1.68 4.2 8.4 127.27 71.1 200

| ABOZ IR HEVA TR : 2.2mg/mL-500uM

R PRVRIE © A4V I~ —FEETE1.68uL+PBS 127 . 3uL+Z #7111l
st BFEABO : ABO 1.68uL+PBS 127.3uL+kF 711l
3 AEHNG : ABO 1.68uL+HNG 8.4puL (5 #100nM) +PBS 127.3uL+£51#1702.6uL
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AIEMEB D 2o A DN AR L OEIER & o )7 BRI, A A PE D 8 fE sk
(CDR) IZIFIMTG,/ LIGM—DBIZHt-» T FBAl S TW\Wb,

7oA Y F

A4 7

o Y 2 DNA B A

g o8 A

IgG2a
i A E S
23. 24

ATGGGATGGAGCTGTATCATCCTCTTCTTGGTAGC

AACAGCTACAGGTGTCCACTCCCAGGTCCAACTGC

AGCAGCCTGGGGCTGAGCTGGTGAGGCCTGGGGLCT

TCAGTGAAGCTGTCCTGCAAGGCTTCTGGCTACAC

CTTCACCAGCTACTGGATGAACTGGGTGAAGCAGA
GGCCTGGACAAGGCCTTGAATGGATTGGTATGATT
GATCCTTCAGACAGTCAAACTCACTACAATCAAAT

GTTCAAGGACAAGGCCACATTGACTGTAGACAAAT

CCTCCAGCACAGCCTACCTGCAGCTCAGCAGCCTG

ACATCTGAGGACTCTGCGGTCTATTACTGTTCAAG
AGGGGGCTACTGGGGCCAAGGCACCACTCTCACAG

TCTCCTCA

MGWSCIILFLVA
TATGVHSQVQLO

QPGAELVRPGAS

VKLSCKASGYTF
TSYWMNWVKQORP

GQGLEWIGMIDP
SDSQTHYNOMEK
DKATLTVDKSSS

TAYLOQLSSLTSE
DSAVYYCSRGGY
WGOGTTLTVSS

77w X
i A E A
25, 26

ATGAGACCGTCTATTCAGTTCCTGGGGCTCTTGTT
GTTCTGGCTTCATGGTGCTCAGTGTGACATCCAGA
TGACACAGTCTCCATCCTCACTGTCTGCATCTCTG
GGAGGCAAAGTCACCATCACTTGCAAGGCAAGCCA
AGACATTAACAACTATATAGCTTGGTACCAACACA
AGCCTGGAAAAGGTCCTAGGCAGCTCATATATTAC
ACATCTACATTGCAGCCAGGCATCCCATCAAGGTT
CAGTGGAAGTGGGTCTGGGAGAGATTATTCCTTCA
CCATCAGCGACCTGGAGCCTGAAGATATTGCAACT
TATTATTGTCTACAGTATGATAATCTGTGGACGTT
CGGTGGAGGCACCAAGCTGGAAATCARAA

MRPSIQFLGLLL
FWLHGAQCDIQM
TOSPSSLSASLG
GKVTITCKASQD
INNYIAWYQHKP
GKGPRQLIYYTS
TLQPGIPSRFSG
SGSGRDYSFTIS
DLEPEDIATYYC
LQYDNLWTFGGG
TKLEIK
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HDSGY (B 413 = 4)

RHDSG (fid 512 5 5)

RHDS (fc %1% 56)

GHDSG (B2 4% 57)

GHDSGG (B %1% 58)

GGHDSGG (E2 %1% 59)

GHDSGGG (E2 %13 5 10)

HDSGYE (fil 5113 %5 11)

CGHDSGGC (B3I & 5 12)

RHDSGY (A 5% 513)

DSGY (B3 5-14)

DSGYEV (K517 5 15)

FRHDSG (i %113 5 16)

> 7 1 (CGHDSG-PEG2);CGHDSG-PEG2 (El %1% 527)
7 1 (C-PEG2-HDSGG);C-PEG2-HDSGG (E %1% 5 28)
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&13
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Intematicnal application No.
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INTERNATIONAL SEARCH REPORT

A.  CLASSIFICATION OF SUBJECT MATTER
IPC: CO7K 14/47 (2006.01), A6IK 3900 (2006.01), AGIK 39/385 (2006.01), AG6IK 47760 (2017.01),
| 46K 47/68 (201701), AGIK 4900 (200601)  (more IPCs on the last page)

According te International Patent Classification (IPC) or to both national classification and [PC
B. FIELDS SEARCHED

Minimum decumentation searched (classification system followed by classification symbols)

IPC (2006.01): COTK 14147, A61K 39/00, AGIK 39/385, AGLIK 47/60, AGLK 47/68, A61K 49/00, AGIK 51710, A61P 25/28, A61P 37/04, CO7K]
16/18, CO7K 19/00, COTK 5/19, CO7K 7106, COTK 764, C12N 15/12, C12N 15/13, C12N 5/10, C12N 5/16, GOIN 33/53, GOIN 33/577

Documentation searched other than minimmim dectimentation 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: Canadian Patent Database, NCBI, Questel Orbit, Google, Google Scholar, Google Patent, GenemeQuest,
Keywords: HDS, 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.
WO2011/106885 (CASHMAN, N.R.) 9 September 2011 (09-09-2011)
A WO02009/065054 (RAVETCH, J. etal) 22 May 2009 (22-05-2009)
A WO2015/11316% (NYKIFORUK, C.¢tal) 6 August 2015 (06-08-2015)
A US2008/0299111 (DELACOURTE, A. etal) 4 December 2008 (04-12-2008)
i Purther documents are listed in the continuation of Box C. ¥ See patent family annex.
*  |Special categories of cited documents: “T* Jlater document published after the intemational filing date or priority
“A” |document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particolar relevance the principle or theory underlying the invention
“E" |earlier application or patent but published on or after the international “K" |document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
“L” |document 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 or other “Y™ |document of particular relevance; the claimed invention cannot be
special reason (as specified) considered to involve an inventive step when the document is
“0” |document referring to an oral disclosure, nse, exhibition or other means combined with one or more other snch documents, such combination
being obvious to a person skilled in the art
“P** |document published prior tothe international filing date but later than “&” |document member of the same patent family
the priority date claimed
Date of the actual completion of the internaticnal search Date of mailing of the international search report
09 January 2017 (09-01-2017) 26 January 2017 (26-01-2017)
Wame and mailing address of the ISA/CA Aanthorized officer
Canadian Intellectual Property Office
Place du Portage I, C114 - 1st Floor, Box PCT Brad Temple (819) 576-2089
50 Victoria Street
Gatineau, Quebec K1A 0C9

Facsimile No.: 819-953-2476
Form PCT/ISA210 (second sheet ) (January 2015) Page 4ol 6
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Internaticnal application No.
INTERNATIONAL SEARCH REPORT
PCT/CA2016/051300
Box No. IT 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 reasons:

1. W Claim Nos.: 50-58
because they relate to subject matter not required to be searched by this Autherity, namely:

Claims 50-58 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). However, this Authority has carried cut a search based on the alleged effect or
purpose/use defined in claims 50-58.

2. I 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|

meaningtul intermational search can be carried out, specifically:

3. I~ 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 interational application, as follows:

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

2. {7 Asall searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of additional
fees.

3. ™ Asonly some 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 Mos.:

4. i No required additional search fees were titnely paid by the applicant. Consequently, this international search report is restricted to the
invention first mentioned in the claims; it is covered by claim Nos.:

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

I~ 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 (continuation of first sheet (2)) (January 2015) Page 3of 6
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Cited in Search Repert Date Member(s) Date

VW02011106885A1 09 September 2011 (09-09-2011) WO2011106885A1 08 September 2011 (09-09-2011)
AU2011223456A1 18 October 2012 (18-10-2012)
AU2012335014A1 18 June 2014 (19-06-2014)
BR112012022220A2 05 July 2016 (05-07-2018)
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