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(57) Abstract: The invention provides monoclonal antibody 5C1 and related antibodies. The 5C1 antibody binds to an epitope with -
in residues 118-126 of a-synuclein. The antibodies of the invention are useful, for example, for treating and/or diagnosing disorders
associated with a-synuclein, particularly accumulation of a-synuclein deposits. Such disorders include Lewy body diseases, such as
O Parkinson's disease, Diffuse Lewy Body Disease (DLBD), Lewy body variant of Alzheimer's disease (LBV), Combined Alzheimer's
and Parkinson disease, pure autonomic failure and multiple system atrophy (MSA).
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Box No. Il Observations where certain claims were found unsearchable (Continuation of item 2 of 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. D Claims Nos.:

because they relate to subject matter not required o be searched by this Authority. namely:

2. I—_—I Claims Nos.:

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

3. Claims Nos.: 9-17, 27-32, 35-40, 45-56

because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. HI  Observations 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:

-***.Please See Supplemental Page-***-

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

2. I_—_] As all scarchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. E] As only some of the required additional search fces were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. Iz No required additional scarch 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.:

Group I: Claims 1, 5-7, 8 (in-part), 18-26, 33, 34, 41-44

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.
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-***-Continued from Box Ill: Observations Where Unity Of invention Is Lacking:

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 |: Claims 1, 5, 6, 7, 8 (in-part), 18-26, 33, 34 and 41-44 are directed toward an isolated monoclonal antibody comprising three light
chain CDRs as defined by Kabat and three heavy chain CDRs as defined by Kabat of monoclonal antibody 5C1, wherein the antibody
specifically binds to human alpha synuclein; and a method of producing a humanized, chimeric or veneered form of 5C1.

Group II: Claims 2-4 and 8 (in-part) are directed toward an isolated monoclonal antibody that binds to human alpha synuclein, wherein
atanine scanning mutagenesis of residues 118-126 of full-length human alpha synuclein indicates residues 120, 121, and 122 each
contributes to the monoclonal antibody binding more than each of residues 123 and 124, and residues 123 and 124 each contributes to
binding more than each of residues 118, 119, 125 and 126.

The inventions listed as Groups I-1l do not relate to a 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: the special technical features of Group |
include an antibody comprising three light chain CDRs as defined by Kabat and three heavy chain CDRs as defined by Kabat of
monoclonal antibody 5C1, and methods of producing such an antibody, which are not present in Group I, the special technical features
of Group Il including wherein alanine scanning mutagenesis of alpha synuclein residues 118-126 of full-length human alpha synuclein
indicates residues 120, 121, and 122 each contributes to the monoclonal antibody binding more than each of residues 123 and 124.

Groups -1l share the technical features including an isolated monoclonal antibody, wherein residues 120, 121 and 122 of human alpha
synuclein contribute to the binding of the antibody (i.e. the epitope on human alpha synuclein comprises residues 120, 121 and 122, the
same epitope as antibody 5C1, of the instant PCT application; paragraph [0103]).

However, these shared technical features are previously disclosed by the article entitled 'Fine Epitope Mapping Of Monoclonal
Antibodies Specific To Human Alpha-Synuclein’ by Choi, et al. (hereinafter ‘Choi'). Choi discloses an isolated monoclonal antibody,
Syn-1, which binds to an epitope comprising residues 121 and 122 of human alpha synuclein (an isolated monoclonal antibody, Syn-1,
which binds to an epitope comprising residues 121 and 122 of human alpha synuclein; abstract).

Since none of the special technical features of the Groups I-Il inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by the Choi reference, unity of invention is lacking.
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