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NVSSTGSIDMVDSPQLATLADEVSASLAKQGL

7 166 MSYYHHHHHHDYDIPTTENLYFQGEEAGIGDTPSLEDEAAGHVTQA
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#7166 EEAGIGDTPSLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKT

NS KIATPRGAAPPGQKGQANATRIPAKTPPAPK TPPSSGEPPKSGDRSGYS | 9

(h-4um SPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAP

AA104 - VPMPDLKNVKSKIGSTENLKHQ

AA269)

po166izEe | GAAGAAGCAGGCATTGGAGACACCCCCAGCCTGGAAGACGAAGC
TGCTGGTCACGTGACCCAAGCTCGCATGGTCAGTAAAAGCAAAGA | 10

(KD CGGGACTGGAAGCGATGACAAAAAAGCCAAGGGGGCTGATGGTA

BN 5% | ABACGAAGATCGCCACACCGCGGGGAGCAGCCCCTCCAGGCCAG

-5 AAGGGCCAGGCCAACGCCACCAGGATTCCAGCAAAAACCCCGCCC

B2 %)) GCTCCAAAGACACCACCCAGCTCTGGTGAACCTCCAAAATCAGGG
GATCGCAGCGGCTACAGCAGCCCCGGCTCCCCAGGCACTCCCGGC
AGCCGCTCCCGCACCCCGTCCCTTCCAACCCCACCCACCCGGGAGC
CCAAGAAGGTGGCAGTGGTCCGTACTCCACCCAAGTCGCCGTCTTC
CGCCAAGAGCCGCCTGCAGACAGCCCCCGTGCCCATGCCAGACCT
GAAGAATGTCAAGTCCAAGATCGGCTCCACTGAGAACCTGAAGCA
CCAG
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HFEHVRMVDPKKAAQIRSQVMTHLRVIYERMNQSLSLLYNVPAVA
EEIQDEVDELLQKEQNYSDDVLANMISEPRISYGNDALMPSLTETKT
TVELLPVNGEFSLDDLQPWHSFGADSVP
ANTENEVEPVDARPAADRGLTTRPGSGLTNIKTEEISEVKMDAEFR
HDSGYEVHHQKLVFFAEDVGSNKG
AIIGLMVGGVVIATVIVITLVMLKKKQYTSIHHGVVEVDAAVTPEER
HLSKMQQNGYENPTYKFFEQMQN

mAb 6E10¢> | EFRHDS

1t b7 17

ABi1a2 DAEFRHIDSGYEVHHQKLVFFAEDVGSNKGAIIGLMVGGVVIA

NT R 18

73in{} ~ 4 | MLPGLALLLLAAWTARALEVPTDGNAGLLAEPQIAMFCGRLNMH

Ay~ 12 | MNVQNGKWDSDPSGTKTCIDTKEGILQY CQEVYPELQITNVVEAN

74974—ha | QPVTIQNWCKRGRKQCKTHPHFVIPYRCLVGEFVSDALLVPDKCKF

BTER A LHQERMDVCETHLHWHTVAKETCSEKSTNLHDYGMLLPCGIDKFR

[f##t zv4] | GVEFVCCPLAEESDNVDSADAEEDDSDVWW 19
(NCBI GGADTDYADGSEDKVVEVAEEEEVAEVEEEEADDDEDDEDGDEV

Z2(#% 2 | EEEAEEPYEEATERTTSIATTTTTTTESVEEVVREVCSEQAETGPCRA

NP_ MISRWYFDVTEGKCAPFFYGGCGGNRNNFDTEEY CMAYVCGSAMS

000475.1) | QSLLKTTQEPLARDPVKLPTTAASTPDAVDKYLETPGDENEHAHFQ
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Oogo0oogad
Ooo0ooao
2. &/ 7 va—F)LHLELI0H8 D Fiik
%gw VAR eE A Tl IR =s
g% 10
CDRL1 RSSONIIHSNGSTYLE 20
CDRI.2 KVSNRFS 21
CDRL3 FOGSHVPWT 22
U*V “@E?U MKLPVRLLVLMFWIPASSS
' 23
Ef”ﬁﬁﬁfi DVIMTOQTPLSLPVSLGDOQASISCRSSQNIIHSNGSTYLEWYLQO
(CDRIZ | KPGOSPKLLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEAE 24 20
j\(g*:\ DLGIYYCFQGSHVPWTFGGGTKLEIK
FRIZ
#)

Al fEI | GATGTTTTGATGACCCAAACTCCACTCTCCCTGCCTGTCAGTC
Za-p” TTGGAGATCAAGCCTCCATCTCTTGCAGATCTAGTCAGAACAT
T2 TATACATAGTAATGGAAGCACCTATTTAGAATGGTACCTGCAG
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DNABZ %] AAACCGGGCCAGTCTCCAAAGCTCCTGATC TACAAAGTTTCCA 25
ACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCAGTGGATC
(ngi AGGGACAGATTTCACACTCAAGATCAGCAGAGTGGAGGCTGAG
KF FRIT | GATCTGGGAATTTATTACTGCTTTCAAGGTTCACATGTTCCGT
) GGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAA
HH ‘
CDRH1 GFNIKDEYMN 26
CDRH2 WIDPENGDAAYASKFQG 27
CDRH3 FYSNYDGYFDV 28
) —E 5] MKCSWVIFFLMAVVIGVNS 29
%‘ | EVOLOOSGAELVRPGASVKLSCTASGFNIKDEYMN WVKQORPER 30
E%5§E§E§ GLEWIGWIDPENGDAAYASKFQGKATMTADTSSNTAYLQOLSSL
== FRIE TSEDTAVYFCTFFYSNYDGYFDVWGAGTTVTVSS
#F)
A 2RI | GAGGTTCAGCTGCAGCAGTCTGGGGCTGAGCTTGTGAGGCCAG
Aa-p GGGCCTCAGTCAAGTTGTCCTGCACAGCTTCTGGCTTTAACAT
TAAAGACGAGTATATGAAC TGGGTGAAGCAGAGGCCTGAAC 31
95 GG
DNABZ | GGCCTGGAGTGGATTGGATGGATTGATCCTGAAAATGGTGATG
(CDRIZ CTGCATATGCCTCGAAGTTCCAGGGAAAGGCCACTATGACTGC
* i‘ PRI AGACACATCCTCCAACACAGCCTACCTGCAGCTCAGCAGCCTG
@4¢5 ‘| ACATCTGAGGACACTGCCGTCTATTTCTGTACTTTCTTTTACA
GTAACTACGACGGGTACTTCGATGTC TCGCGCGCAGGGACCAC
GGTCACCGTCTCCTCA
O0ooooao
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o000
3. F /7 a— VPR 19G10 D ErME
ko VWA P eE A W [IZIE: =
R
L2
CDRL1 KSSQSLLYSNNQKNYLA 32
CDRL2 WASTRES 33
CDRL3 QQYYSYPLWT 34
. MDSQAQVL T
) i B SQAQVLMLLLLWVSGTCG 35
R ZS4ERL | DIVMSQSPSSLAVSIGEKVTMSCKSSQSLLY SNNQKNYLAWYQ 36
(CDRIZ RKPGOSPKILIYWASTRESGVPDRFTGSGSGTDFTLTITSVKA
jK?%\Hﬂ EDLAVYYCQQYYSYPLWT FGGGTKLEIK
FRIZAIF)
T E4ER, | GACATTGTGATGTCACAGTCTCCATCCTCCCTAGCTGTGTCAA 37
Aa—) TTGGAGAGAAGGTTACTATGAGCTGCAAGTCCAGTCAGAGCCT
15 TTTATATAGTAACAATCAAAAGAACTACTTGGCC TGGTACCAG
DNAFEC 51| CGGAAACCAGGGCAGTCTCCTAAACTGCTGATTTACTGGGCAT
(CDRIE CCACTAGGGAATCT GGGGTCCCTGATCGCTTCACAGGCAGTGG
s ATCTGGGACAGATTTCACTCTCACCATCACCAGTGTGAAGGCT
FREE%#?Q GAAGACCTGGCAGTTTATTACTGTCAGCAATATTATAGTTATC
CTCTGTGCACGTTCGGTGGAGGCACCAAGCTGGAAATCAAA
HEH
CDRH1 GFSLSTSGMGVG 38
CDRH2 HIWWDDDKYYNAVLKS 39
CDRH3 IGIDGPYAMDY 40
. MGRLTSSFLLLIVPAYVLS 41
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T E4EN; | QVTLKESGPGILOPSQTLSLTCSFSGFSLSTSGMGVGWIRQPS

(CDRIZ GKGLEWLAHIWWDDDKYYNAVLKSRL TTSKDTSKNQVFLKIAS 42

KF, VDTADTATYYCARIGIDGPYAMDY WGQGTSVTVSS

FRIZAIF)

A2 4EN; | CAGGTTACTCTGAAAGAGTCTGGCCCTGGGATATTGCAGCCCT

Za-|” CCCAGACCCTCAGTCTGACTTGTTCTTTCTCTGGGTTTTCACT

R GAGCACTTCTGGTATGGGTGTAGGC TGGATTCGTCAGCCTTCA 43

DNARCL ] GGGAAGGGTCTGGAATGGC TGGCACACATTTGGTGGGATGATG

(CDRIZ ATAAGTACTATAACGCAGTCCTGAAGAGCCGGCTCACAATCTC

K= CAAGGATACCTCCAAAAACCAGGTTTTCCTCAAGATCGCCAGT

FRIZ A=) | GTGGACACTGCAGATACTGCCACATATTACTGTGCTCGARTAG
GGATTGATGGTCCTTATGCTATGGACTAC TGGGGTCAAGGAAC
CTCAGTCACCGTCTCCTCA
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INTERNATIONAL SEARCH REPORT International application No.
' PCT/ASS15M4976

A, CLASSIFICATION OF SUBJECT MATTER

IPC(8) - COTK 18/8; AB1K 39/395 (2015.01)

CPC - AGB1K 2039/505; CO7K 16/18

According i International Patent Classification {IPC) or 10 boih national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

IPC{B): GO1N 33/566; CO7K 16/18; AG1IC 39700, 51110, 39395, 49/04; AG1P 25/00, 25/28 (2015.01)
CPC: AB1K 2039/505; CO7K 16/18: AG1K 39/0005, 39/3955, 39/0007, 2039/507; GO1N 280072821, 33/6836

Documemtation searched other than minimum documentation o the extent thay such documents zre included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search ierms used)

PatSeer (US, EP, WO, JP, DE, GB, CN, FR, KR, ES, ALl IN, CA, INPADCC Data), Google/Googla Scholar, NCBUBLAST/PubMed;
Dialog ProQuest; tau, antibody, antigen, isclated, monocional, *10H8, "18G10"

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

A US 2010/0316564 A1 (SIGURDSSON, EM); December 16, 2010; paragraphs [0007], [0039]; 1-14
tabla 1

US 2013/0260393 A1 (MORPHOTEK, ING.); October 3, 2013; paragraphs [0120], [0122] 4
US 2013/0164299 A1 (SPEE, PJL et al.); June 27, 2013; SEQ ID NQ: 7 2-7
US 2012/0321618 A1 (OSTERROTH, F et al.); December 20, 2012; SEQ ID NO:2 37
US 2013/0158235 A1 (BOWDISH, KS et al.); Juna 20, 2013; 5EQ ID NO: 201 2-7
US 2008/0202627 A1 (NICOLAU, YC); August 13, 2009; SEQ 1D NO:4 37

» > P ¥ r >

WO 2008/132821 A1 (GIULIANIINTERNATIONAL LIMITED); Novernber 5, 2009; SEQ ID NOs: |2
5,19 .

>

US 20130224191 A1 {STULL, RA et al.); August 29, 2013; SEQ ID NO:42 2

3

US 201210177664 A1 (YOKQSEKI, T et al.}; July 12, 2012; SEQ [D NOs:242, 2628 9,10, 12-14

US 201343302353 A1 (BIONCVION HOLDING BV.); Novamber 14, 2013; SEQ 1D NO:7 9,10, 12-14

D Further documents are listed in the continnation of Bax C. D See parent family annex.

" Special categories of cited dacuments: “T°  later documem published nfter the international filing date or priority
“A™  document defining the general state of the art which is not considered date and nol in conftict with the a[:llglis?liun but cited 1o understand
o be of particular relevance the principle or theory underlying, the invention

“E" earlier application or patent but published on or afier the internati X dh o of panticular relevance; the claimed ivention cannut be
filing date considered novel or cannat be cansidered to involve an inventive
“L” document which may throw doubts on priority claim(s) or which is step when the document is 1aken alone
cited to esiablish the publication dete of andther citation ot other .ym g 0 o0 panicutar relevance: the claimed i fon ¢ be

i special reason (a5 specified) . . congidered to involve an inventive siep when the document is
“0" document referring to an oral disclosure, use, exhibition or other combined with one¢ or more other such documents, such combination
means being obvious to a person skilled in the art

i the priority date mi&";ﬁ“"m"“" ional filing date but lster than  «g~  gocyment member of the same patent family
Date of the acteal completion of the international search Date of mailing of the internaticnal search repon

15 June 2015 {15.06.2015) 0 9 J U L 20]5

Name and mailing address of the 15A/ Authorized officer

Mail Stop PCT, Attn: ISA/US, Commissloner for Patents Shane Thomas
P.0O. Box 1450, Alexandria, Virginia 22313-1450
PCT Helpdesk: 371-272-4300

Facsimile No. 571.273-3201 PCT OSP: 571-272.7774
Form PCTASA/210 (second sheet) (Ianuary 2015)
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INTERNATIONAL SEARCH REPORT International application No.
PCTIUS15/14976

Box No. 11 Observations where certain claims were found unsearchable (Continuation of item Z of first sheet)

This international search repont has not been established in respect of cenain claims under Article 17{2){a) for the following reasons:

1. I:' Claims Nos.:
because 1hey relate o subject matter no1 required (0 be searched by this Autherity, namely:

2 D Claims Nos.:
because they relate to parts of the intemnational application that do not comply with the prescribed requirements to such an
exient that no meaningful international search can be carried out, specifically:

3. D Claims 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: IIL Observaﬁ_dns where anity of invention is lacking (Continuation of ltem 3 of first sheet)

This International Searching Authority found muliiple inventions in this inlernational application, as folfows: .

-""~.Please See Supplemental Page-"""-

I. D As all required additional search fees were timely paid by the applicant, this imernational search repoit covers all searchable
claims.

2. I:] As all searchable claims could be searched without effort justifying additional fees, 1his Authority did not invite payment of
additional fees.

3. As only some of the required additional search fees were timely paid by the applicant, this intemational search repori covers
only those claims for which fees were paid, specifically claims Nos.: -

Group I: Claims 1-7; Group |I: Claims 8-14

4. D No required additional search fees were timely paid by the applicani. Consequemly, this intermational search report is
restricted 10 the invention fist mentioned in the claims; it is covered by claims Nos.:

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

D 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,

D No protest accompanied the payment of fdditional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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INTERNATIONAL SEARCH REFORT

N ) | ional licaii .
Information on patent family members niermational applicaiion No

PCTAUS15/14976

-"**-Continued from Bax No. IIl: Observations Whare Unily Of Invention Is Lacking:

This application conlains the following invantions or groups of invenfions which are not so linked as o form a single general inventive
concept under PCT Rule 13.1. In order for all ir ions to be ined, the appropriata additional examination fees must be paid.

Group I: Claims 1-7 are directed toward an isalated antibody or antigan binding fragment thereof that specifically binds an apitope on
human Tau consisting of amino acids 220 to 224.

Group [ Claims &-14 aro directed toward an isolated antibody or antigen binding fragment theneof that specifically binds an epitope on
human Tau consisting of amino acids 189 to 194.

Gmup II: Claims 15-18 are directed toward an isclated Tau 166 peptide of SEQ 1D NO: 9 and a host call transfected with a nucleic acid
ding the isolated Tau 166 peplide.

-The inventions listed as Groups Il do not relate to a single general inventive concept under PCT Rule 13.1 bacause, under PCT Rule
13.2, they lack the same or comesponding special technical features for the following reasons; the special technical features of Group |
mdude an Isclatad antibody or antig hlnd:ng h f thal specifically binds an epitope on human Tau consisting of amino
acids 22{ to 224, which is not present in either of Groups It or 11l the special technical features of Group Il including an isolated antibody
or anligen binding fragment theraof that specifically binds an epitepe on human Tau consisting of aming acids 189 to 194, which is not
present in aither of Groups | or Ill, the special technical featires of Group Il including an isclated Tau 166 peptide of SEQ ID NO: 9.

Groups -l share the technical features including Tau peptides and host cells transfected with nucleic acids encoding peptides or
polypeptides. Groups | and || share the technical features including an isolated antibody or antigen binding fragment thereof that
specifically binds an epitope on human Tau; an isolated nudeic acid which encodes cne or bath of an antibody light chain variabla
region and an antibody heavy chain variable region; an expression vector comprising the nucleic acid; and a host cell comprising the
exprassion vector.

Howaver, these shared technical features are praviously disclosed by US 2013/0295021 A1 to Chan, at al. (hersinaftar ‘Chen').

Chen discloses Tau peptides (Tau isoforms (peptides), paragraph [0006]); an isclated {paragraph [0043}) antibody or antigen binding
fragment thereof {moneclonal antibody; paragraph [0005]) that specifically binds an epitope on human Tau [paragraphs [0025], [0028));
an isolated nucleic acid (paragraph [0045]) which encodes (paragraphs [0011], [0111]) one or both of an antibody light chain variable
ragion (paragraphs [0011), [0111]) ang an antibody heavy chain variable region (paragraphs [0011], {0111]); an exprassion vacior
(paragraphs [0012), [0101], [0188]) comprising the nudleic acid (paragraphs [0012], [0101], [0188]); and a host cell compiising the
exprassion vector (paragraphs [0012), {0188]).

Since none of the special technical featuras of tha Groups I-IH Inventions is found in mare than one of the inventions, and since all of the
shared technical features are previcusly disclosed by tha Chen reference, unity of invention is lacking.

Form PCTASA/210 (patent family annex) (Jamuary 2015)
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