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Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search repon has not been established in respect of centain claims under Anticle 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.:

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

3 E Claims Nos.: 1446, 48-50, 55-58, 6268, 76, 78-79, 82-94, 100-105, 107-108, 112-116
because they are dependent claims and are not drafied in accordance with the sccond and third sentences of Rule 6.4(a).

Box No. Il Observations 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:
This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. in order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group 1+, claims 1-13, 47, 109-111 drawn o an antibody that selectively recognizes a cross-linked Tau. The first named invention
(claims 1-8, 13/(1-8)) is limited to an antibody which shows reactivity with aggregated tau, prefibrillar Tau aggregates, an ofigomer of
Tau, wherein the aggregated tau or ofigomer Tau comprises at least two tav proieins crosslinked to each other, either directly or
through a linker, at one or more cysteine residues (Specification: [0041] The term "oligomer(s)” as used in the present application refers
to tay aggregates ... which are intermediates between monomers of Tau and NFTs. The term "oligomer(s)” daes nat include monomers
of tau (e.g., hTaud0), dimers of tau and NFTs'). Applicant is invited to elect an antibody that selectively recognizes a conformation
induced by a cross-linked Tau dimer, wherein the cross-linked Tau dimer comprises at least two tau proteins cross-linked in vitro to
each other, and an antibody which binds to an epitope found in a tau oligomer or a tau dimer prepared by cross-linking at least two tau
proteins to each other in-vitro; and an antibody which selectively recognizes a tau dimer conformation which is the conformation
selectively recognized by TOC1 antibody (claims 9-12, 13/(9-12), 47, 109-111), to be searched by paying an additional fee.
***continued in extra sheet™**

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

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only 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 claims Nos.:

4, }E No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-8, 13/(1-8), limited to an antibody which shows reactivity with aggregated tau, see above

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 additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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Continuation of:
Box No Il (unity of invention is lacking)

Group I, claims 51-54, 59-61, 80-81, drawn to an isolated oligomer of Tau having an apparent molecular mass of 180 kDa, wherein the
oligomer comprises at least two tau proteins cross-linked to each othar, eithes disectly of through a linker at one or more cysteine
residues, of a method of inducing an immunogenic response in a mammal, the method comprising administering an immunogenic dose
of an oligomer of hTau40 to said mammal, wherein the oligomer comprises at least two tau proteins cross-linked to each other, either
directly or through a finker at one or more cysteine residues.

Group 1N, claims 70-75, 77 drawn ta a method of praventing of treating a tauopaihy in @ mammal, comprising administering to 3 mammal
in need of therapy for a tauopathy antibodies having selectivity to abnormal forms of tau, or method of preventing or slowing down
formation of tau aggregates in tha brain of a mammal, comprising administering to a mammal antibadies having selectivity to dimers of
Tau or prefibrillar oligomers of tau, said antibodies showing no reactivity with monomeric Tau, wherein abnormal form of Tau, the dimers
of Tau or prefibrillar oligomers of Tau comprise two or at least two tau proteins cross-linked to each other, either directly or through a
linker, at one or more cysteine residues.

Group IV, claims 95-99, drawn ta a2 method of cross-linking of hTau40 comprising reacting hTaudQ with benzophenana-4-maleimide.

Group V, claim 106, drawn to a diagnostic marker for diagnosing Alzheimer’s disease comprising a quantitative ratio of TOC1 antibody
to Histidine probe.

The inventions listed as Groups I+-V do not relate to 3 single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Groups I+- IV do not include the inventive concept of a diagnostic marker for diagnosing Alzheimer’s disease comprising a quantitative
ratio of TOC1 antibody to Histidine probe, as required by Group V. ) .

Groups I+-ill, and V do niot include the inventive concept of reacting hTau40 with benzophenone-4-maleimide, as required by Groups (V.
Groups i+-1l and IV-V do not include the inventive concept of administering to a mammaf antibodies, as required by Group Ili.

Group |, and l1i-V do not include the inventive concept of an isolated oligomer of Tau or administering an immunogenic dose of an
oligomer of hTaud0, as required by Group II.

Furthermore, among Group I+, claims 1-8 and 13/(1-8) do not include inventive concept of a tau dimer conformation which is the

conformation selectively recognized by TOC1 antibody, and an antibody which binds to an epitope found in a tau oligomer or a tau

dimer prepared by cross-linking at least two tau proteins to each other in-vitro, as required by claims 9-12, 13/(9-12), 47 or 103-111.
. .

The inventions of Groups I+ and 1l share the technical feature of an antibody selectively recognizes aggregated tau, prefibrillar Tau
aggregates, an oligomer of Tau, or a cross-linked Tau, wherein the aggregated ‘au or oligomer Tau comprises at least two tau proteins
crosslinked to each other; and Groups I+ through il further share the technical feature of an oligomer of Tau comprises at least two tau
proteins cross-linked to each other, either direcily or through a linker at one or more cysteine residues. Howaver, this shared technical
feature does not represent a contribution over prior art as being anticipated by WO 2011/026031 A1 to Kayed as follows:

Kayed discloses an antibody which shows reactivity with aggregated tau, prefivriiiar Tau aggregates, or an oligomer of Tau, and
substantially no reactivity with unaggregated Tau (para (0028) - 'T2286 (Novel tau oligomer specific antibody) detects only tau oligomers
but not monomeric tau or tau fibrils’; para [0029] - 'tau oligomers detected by T7-2286 are elevated in AD brain (red) ... T -2286 dosn't
recognize monomeric tau'; para [000B) - the antibody is a monocional antibody or antibody fragment that specifically binds Tau
oligomers and does not bind soluble Tau or Tau fibrils... "Tau oligomer” refers to a protein aggregate having about 3 to 24 Tau
polypeptides 7 “soluble Tau" refers to a monomer or dimer of Tau proteins. ... “Tau fibrils® refers o insoluble Tau aggregate differing in
conformation (e.g., having distinct epitopes as compared to Tau oligomer), wherein * binds Tau oligomers and does not bind... Tau fibri’
indicates the Tau oligomers' are * prefibrillar Tau aggregates', and the antibody "selectively recognizes prefibrillar Tau aggregates’; para
{06003} - ‘Pathological aggregation of the microtubule-associated protein Tau and accumulation of neurofibrillary tangles (NFT)'; iR
Specification; [0041) The term "oligomer(s)" as used in the present application refers to tau aggregates ... which are intermediates
between monomers of Tau and NFTs. The term "cligomer(s)* does not inciude monomers of tau {e.g., hTau4D), dimers of tau and
NFTs’);

—wherein the aggregated tau comprises at least two or three tau proteins (para [0008] - ‘the antibady is 3 monoclonal antibody or
antibody fragment that specifically binds Tau ofigomers and does not bind soluble Tau or Tau fibrils... "Tau oligomer” refers to a protein
aggregate having about 3 to 24 Tau polypeptides’).

Although Kayed does not expressively discloses wherein at least two or three tau protein scross-linked to each other, either directly or
through a linker at one or more cysteine residues, this limitation is inherent by the inherent praperty of oligomer of Tau, as cysteine
residuas are essential for the Tau oligomer formation and the consequent fibdllization af Tau (please see an article entitled 'Yargeting
tau oligomers for therapeutic development for Alzheimer?s disease and tauopathies’ by Davidowitz; Curr Topics Biotech. 2008, Vol 4,
p. 47-84: pg 51,co! 2, last para - ‘disulfide bond formation in tau oligomerization the aggregation of tau 4R/2N ...The absence of both
cysteines slowed the rate of dimer formation and prevented the formation of SDS-stable higher order oligomers'; pg 52, col 2, lower para
-'C291A or C322A, but conversion of both cysteines strongly inhibited the accumulation of dimer’; Please also see an article entitied
‘Low Micromolar Zinc Accelerates the Fibrillization of Human Tau via Bridging aof Cys-231 and Cys-322° by Mo et al,; J Bict Chem. 2009,
Vol. 284(50), p. 34648-57: Abstract - ‘one Zn2 binds to one Tau molecule...low micromolar zinc accelerates the fibrillization of human
Tau protein via bridging Cys-291 and Cys-322°). Without a shared special technical feature, the inventions lack unity with one another.

rramarmsiecssersereserContinued in the next extra sheet
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Continuation of:
The previous extra sheet - Box No ill {unity of invention is lacking)

The inventions of Groups |l and IV further share the technical feature of an oligomer/cross-linked hTau40. However, this shared
technical feature does not represent a contribution over prior art. Specifically, Kayed further discloses preparing Tau oligomers using
human Tau 2N4R, which is hTau40 (para [0027] - Tau oligomers prepared by seeding with preformed oligomers in

PBS....oligomersRau. (A), Westem blot of tau oligomers prepared by cross-seeding ... recombinant human tau (2N4R tau 1-441)’,
wherein human tau (2N4R tau 1-441) is hTaud0", Please see an article entitled "Assembly of two distinct dimers and higher-order
oligomers from full-length tau’ by Sahara et al.; Eur J Neurasci. 2007, Vol. 25(10), p. 3020-9: pg 3021, col 1, para 1 - 'human tau cDNAs
based on htaud0... which encodes a 441-amino acid polypeptide (4R2M tau);, Specification: (00102 - ‘the longest tau isofarm, htaudo,
contains two N-terminal inserts and four microtubule binding (2N4R) domains'), wherein oligomer of Tau hTau40 is inherently cross-
linked, as discussed above. Without a shared special technical feature, the inventions lack unity with one another.

The inventions of claims 8-12, 13/(9-12) of Groups i+ and IV further shase the technical feature of preparing Tau dimer in vitro by cross-
flinking. However, this shared technical feature does not represent a contribution over prior art. Specifically, a poster entitled ‘Chicago:
Tau and 3-Synuclein Oligomers Follow A.beta Footsteps' by Alzforum_News (5 November 2009, [online]. [Retrieved on 2012.08.23].
Retrieved from the Internet: <URL: http:/iww.alzforum.org/new/detail.asp?id=2276> PDF file: pg 1-5) discloses a method for

preparing Tau dimer in vitro by cross-linking (POF file: pg 3, para 1 - 'tau oligomers. ... used chemical cross-linking to stabilize tau
oligomers in vitro. ... used a benzophenone cross-linker that binds cysteine with one end, but any carbon-hydrogen bond with the other’).
Without a shared speual technical feature, the inventions lack unity with one another.

Finally, the inventions of claim 47 of Group i+ and Group Il further share the technical feature of an antibody having selectivity to dimers
of Tau, and the inventions of claim 47 of Group 1+ and Group V further share the technica) feature of an antibody which selectively
recognizes a tau dimar conformation which is the conformation selectively recognized by TOC1 antibody. However, this shared
technical feature does not rapresent a contribution over prior art. Specifically, Kayed further discloses an antibody that recognizes tau
cligomer having dimer molecular weight (Fig 5A, T2286 - the bands around 80 kd to around 150 kd are dimer position; para [0009] -
Tau dimers ara approximately 80Kd to 1500 Kd', wherein ‘1500 Kd' should be '150 Kd'; please see Davidowitz: pg 54, col 1, para 1 - ‘the
human tau construct... at apparent molecular weight (MW) ot 55 kDa (tau55) ... the presence of tau in two additional bands at 140
(tau140) and 170 kDa (tau170) indicating the presence of oligomers composed of 2 or more tau proteins').

Kayed further discloses a method for generating antibody by preparing Tau oligomers of hTaud0 (para {0027] - Tau oligomers
prepared ..... recombinant human tau (2N4R tau 1-441), wherein ‘human tau (2N4R tau 1-441)' is ‘'hTaud0', as discussed above), and a
method for screening antibodies that specifically binds to Tau oligomers (prefibrillar Tau aggregates) but not monomer or fibrillar Tau
aggregates (para {0010] - 'identifying a Tau oligomer specific antibody comprising: (a) independently contacting antibodies that bind Tau
oligomers with Tau oligomers, soluble Tau, or Tau fibrils; and (b) identifying antibodies that specifically bind Tau oligomers and do not
bind soluble Tau or Tau fibrils at levels that are detactable above background'; [00Q8]), wherein the antibody specifically binds to Tau
oligomers and can detect pathological Tau aggregates from a patient suffering an Alzheimer’s disease (para [0030}- ' T2886 detects tau
oligomers in the PBS fraction of AD brains (A) T2886 only racognizes higher molecular weight species and not monomer’; para [0028) -
72286 (Novel tau oligomer specific antibody) detects only tau oligomers but not monomeric tau or tau fibrils’; Fig 5A), and do not bind to
a-synuclein (para [0028] - 'T2286 (Novel tau oligomer specific antibody) detects only tau oligomers but not monomeric tau or tau fibrils;
moreover, it does not detect oligomers from other proteins..... {(7) a-synuclein oligomers’; Fig 3A- tane 7). Furthermore, Alzforum_News
discloses a method for preparing Tau dimer in vitro by cross-linking using a banzophenone cross-linker (POF file: pg 3, para 1 - ‘tau
oligomers. ... used chemical cross-linking to stabilize tau oligomers in vitro. ... used a benzophenone cross-linker that binds cysteine with
one end, but any carbon-hydrogen bond with the other’), which is the method used in the application for dimer preparation (Specification:
para [0018] - "to isolated antibodies ... two or at least two tau monomers cross-linked to each other... through a linker (e.g.,
benzophenone-4-maleimide’). One of ordinary skill in the art at the time the invention was made would have been motivated fo combine
the method of Kayed and the disclosure of Alzforum_News for antibody generation and screening to obtain antibodies that bind to
different epitopes of Tau oligomers including an antibody that selectively recognizes a tau dimer conformation which is the conformation
selectively recognized by TOC1 antibody.

Furthermore, please note, the binding feature of TOC1 comprising preferentially binding to Tau oligomers but not to monomeric tau,
tau fibrils or a-synuclein (Specification: para {0061] - 'TOC1 preferentially labeting Tau oligomers (i.e., apparent 180-kDa Tau
oligomers)’; para [0060] - ‘TOC1 preferentially... labels uncross-linked Tau oligomeric and filamentous aggregates prepared with AA as
opposed to unaggregated Tau ... TOC1 did not react with either a-synuclein'), indicating the * tau dimer conformation which is the
canformation selectively recognnzed by TOC1 antibody’ is a conformation that is shared by oligomers, and further wherein the binding
feature of TOC1 is shared by the antibodies taught by Kayed (Fig 5A; para [0028)-{0030]; [0008}). In addition, TOC1 preferentially binds
to uncross-linked Tau {(Specification: para {0080} - "TOCA preferentially... iabels uncross-iinked Tau oligomeric and filamentous
aggregates prepared with AA'), indicating the epitope that TOC1 binds is not only present on the Tau dimer resulting from vitro cross-
linking with linkers. Without a shared special technical feature, the inventions tack unity with one another.

Groups I+-V therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical feature.

" Note re item 4: Claims 14-46, 48.-50, 55-58, 62-69, 76, 78-79, 82-94, 100-105, 107-108, 112-116 are not drafted in accordance with the
secand and third sentences of Rule 6.4 (a). These claims are improper multiple dependent claims.

Note:

1) Claim 12 comprising self-referring. For the purposes of this ISR, ' The antibody of anyone of elaims 12' in claim 12, is assumed to be
The antibody of claim 11"

2) Claims 25 and 76 are self-referring. For the purposes of this ISR, claims 25 and 76 are assumed to be dependent upon claim 24 or
claim 75, respecuvely

3)’ Histadine probe' in claim 106 is read as 'Histidine probe’ according the specification (para [0062] - 'deletion mutants of hTau40
expressed as the ratio of TOC1: total Tau. Total Tau was measured with ... a His probe antibody’).
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