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Box No. 1 Nucleotide and/or amino 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 intemnational application as filed:
m in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. D 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.

c. D furnished subsequent to the international filing date for the purposes of international search only:
[[] inthe form ofan Annex C/ST.25 text file (Rule 13ter. 1(a)).

[:] on paper or in the form of an image file (Rule 13ter.1(b) and Administrative Instructions, Section 713).

2. In addition, 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 forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet (1)) (January 2015)
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Box No. 11 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 to be searched by this Authority, namely:

2. D Claims 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. Claims Nos.: 4-39

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

Box No. II1  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:

Ll

-***-Please See Supplemental Page-

1. D As all required additional search fees were timely paid by the applicant, 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. K{ No required additiona_l 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 (in-part), 2 and 3 + A-P-Y-C-V-Y-R-BetaA-S-W-S-C

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)) (January 2015)
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-***-Continued from Box No. 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.

Groups I+, Claims 1-3 and the sequence: A-P-Y-C-V-Y-R-BetaA-S-W-S-C are directed toward an EphA4 receptor antagonist comprising
a cyclic peptide having a length of 12 amino acids.

The EphA4 receptor antagonist will be searched to the extent that the peptide encompasses the sequence
A-P-Y-C-V-Y-R-BetaA-S-W-S-C (first amino acid sequence of an exemplary antagonist peptide). Applicant is invited to elect additional
fully specified antagonist peptide sequence(s)(i.e. with no optional species or residues) to be searched. Additional antagonist peptide
sequence(s) will be searched upon the payment of additional fees. It is believed that claims 1(in-part), 2 and 3 encompass this first
named invention and thus these claims will be searched without fee to the extent that they encompass this antagonist peptide sequence.
An exemplary election would be an antagonist peptide encompassing the sequence BetaA-P-Y-C-V-Y-R-Beta-A-S-W-S-C. Failure to
clearly identify how any paid additional invention fees are to be applied to the "+" group(s) will result in only the first claimed invention to
be searched/examined.

Groups I+ share the technical features including: an EphA4 receptor antagonist comprising a cyclic peptide having a length of 12 amino
acids and including the sequence X1-X2-X3-C4-X5-X6-X7-BA8-X9-W-X11-C12 (SEQ ID NO: 3), wherein X1 is independently BA, D-A,
A E G,Q,D,L, S, F, orY; X2is independently P, A, G, Ahx, Ava, .gamma.Abu, BA or Sar; X3 is independently Y, F, W, V,L,Hor |; X5
is independently V or L; X6 is independently Y, F, W or H; X7 is independently any amino acid; X9 is independently any amino acid; and
X11 is independently any amino acid; wherein C4 and C12 form a disulfide bridge; and wherein C12 is optionally amidated.

However, these shared technical features are previously disclosed by US 2004/0180823 A1 to Pasquale et al. (hereinafter 'Pasquale’) in
view of the article 'Structure and Properties of a Homologue of Glutathione' by Carnegie (hereinafter 'Carnegie’).

Pasquale discloses an EphA4 receptor antagonist (EphA4 receptor antagonist; Figures 15A, 19; SEQ ID NO: 20; paragraphs [0014],
[0040]), comprising a cyclic peptide (comprising a cyclic peptide; paragraphs [0058), {0131]) having the sequence APYCVYRGSWSC
(having the sequence APYCVYRGSWSC,; Figure 19, Table 1) wherein C4 and C12 form a disulfide bridge (wherein an intramolecular
disulfide bond exists between thiol groups of the cysteines (wherein C4 and C12 form a disulfide bridge); paragraph [0131]). Pasquale
further discloses wherein the peptide may include substitutions at any position of the peptide to produce analogues (systematic
substitution of one or amino acids to produce analogues (wherein the peptide may include substitutions at any position of the peptide to
produce analogues); paragraphs {0058), [0063]); including the use of synthetic or non-naturally occurring amino acids (including the use
of synthetic or non-naturally occurring amino acids; paragraph [0059]), such as modified forms of alanine (including modified forms of
alanine; paragraph [0061]).

Pasquale does not disclose wherein the peptide comprises BAS.

Carnegie discloses a homologue of glutathione (a homologue of glutathione; title), wherein the C-terminal glycine has been replaced by
B-alanine (wherein the C-terminal glycine has been replaced by B-alanine; page 471, column 1, paragraphs - 2). Carnegie further
discloses wherein the pK values of the homologue are higher than the values for the original peptide (wherein the pK values of the
homologue are higher than the values for the original peptide; page 478, column 1, paragraph 3).

It would have been obvious to a person of ordinary skill in the art at the time of the invention was made to have modified the disclosure
of Pasquale to have included a substitution found in nature, such as substitution of Beta-alanine for glycine, as disclosed by Carnegie, in
the peptide antagonist disclosed by Pasquale, in order to modify the pK of the peptide to produce BA8, and potentially enhance the
binding properties of the analogue, based on the disclosure of Carnegie.

Since none of the special technical features of the Groups |+ inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by a combination of the Pasquale and Camegie references, unity of invention is
lacking.

Form PCT/ISA/210 (patent family annex) (January 2015)
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