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

This intenational 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 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. 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. III  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:
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 I+: claims 1-10, drawn to a method of treating cancer in a subject comprising administering to said subject an ubiquitin
interactive motif (UIM)-containing peptide. The first named invention (claims 1-7) is limited to administering to said subject an ubiquitin
interactive motif (UIM)-containing peptide. Applicant is invited to elect the method further comprising a secondary anti-cancer therapy
(claims 8-10), including wherein the secondary anti-cancer therapy IS 2,4-disulfony! phenyl tert-butyl nitrone (2,4-ds-PBN), to be
searched by paying additional fee for the search.

Group 1, claims 11-20, drawn to a method of inducing non-productive vessel formation in a subject comprising

administering to said subject an ubiquitin interactive motif (UIM)-containing peptide, and the method further comprising'a secondary
treatment, wherein the secondary treatment is ruboxistaurine, VEGI IL-20, ranibizumab, bevacizumab or pegaptanib, to be searched by
paying additional fee for the search. **************Continued in the extra sheet********* s irxrixssrs

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

2. I:l 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 btfJ claims Nos.: .
1-7, limited to administering to said subject an ubiquitin interactive motif (UIM)-containing peptide.

Remark on Protest l:] 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.

[:I No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)



INTERNATIONAL SEARCH REPORT International application No.

PCT/US 12/23286

Continuation of:
Box No ! (unity of invention is lacking)

Group llI, claims 21-25, drawn to a pharmaceutical composition comprising a ubiquitin interactive motif (UIM)-containing peptide
dispersed in a pharmalogically acceptable medium, carrier or diluent.

The inventions listed as Groups I+-l 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:

Groups |+- |l do not include the inventive concept of a pharmaceutical composition comprising a ubiquitin interactive motif (UIM)-
containing peptide dispersed in a pharmalogically acceptable medium, carrier or diluent, as required by Group HI.

Group i+ and lll do not include the inventive concept of inducing non-productive vessel formation in a subject, as required by Group II.
Groups I and Il do not include the inventive concept of treating cancer in a subject, as required by Groups I+.

Furthermore, among Groups I+ or/ and Il, each secondary therapy requires therapeutic agents that are structurally and functionally
different from an ubiquitin interactive motif (UIM)-containing peptide in each Group I+ or Group II; and the methods or agents for a
secondary therapy in Group |+ each is completely different from each of the agents for a secondary therapy in Group Il.

The inventions of Groups I+ through lll share the technical feature of an ubiquitin interactive motif (UIM)-containing peptide, and Group
I+ and Group Il further share the technical feature of administering to said subject an ubiquitin interactive motif (UIM)-containing
peptide. However, this shared technical feature does not represent a contribution over prior art. Specifically, Claim 1 lacks an inventive
step under PCT Article 33(3) as being obvious over an article entitled ‘Structure and Ubiquitin Binding of the Ubiquitin-interacting Motif’
by FISHER et al. (hereinafter 'Fisher'; J Biol Chem. 2003, Vol. 278(31), p. 28976-84), in view of US 2007/0196897 A1 to FEDER et al.
(hereinafter 'Feder’) as follows:

Fisher discloses an ubiquitin interactive motif (UIM)-containing peptide (Abstract - 'the ubiquitin-interacting motif (UIM) ...UIM peptides’;
pg 28978, Table Il). Fisher further discloses wherein ubiquitin interactive motif (UiM)-containing peptide plays an important role in DNA
repair (pg 28976, col 1 - 'protein ubiquitylation also plays important roles in a large number of other biologica! processes, including DNA
repair’; Abstract - ‘Ubiquitylation is used to target proteins into a large number of different biological processes ... Ubiquitylated proteins
are typically recognized using one of several different conserved ubiquitin binding modules.... the ubiquitin-interacting motif (UIM)';
Please also see Yan et al.: pg 6647, col 2, para 2 - 'ubiquitin-interacting motifs (UIM)...UIMs have been found in a variety of proteins with
roles...DNA repair’). '

Fisher does not specifically teach a method of treating cancer in a subject comprising administering to said subject an ubiquitin
interactive motif (UIM)-containing peptide. Feder discloses a method for treating cancer in a subject comprising administering to said
subject a peptide (para [0081] - 'treating, or ameliorating a medical condition, comprising administering to a mammalian subject a
therapeutically effective amount of the polypeptide'; para {0113] - 'treating, or ameliorating a medical condition with the polypeptide ...
wherein the medical condition is a cancer’; para [0544] - a polypeptide of the invention can be administered to various host')

-—- wherein the peptide plays a role in DNA repair (para [0205] - ‘polypeptides, ... are useful for treating, ...or ameliorating DNA-repair
deficiencies, particularly ... skin cancer...or cancers';para [0754] - ‘polypeptides of the present invention can be used to treat, ... patients
can be administered a polypeptide ...to supplement absent or decreased levels of a different polypeptide ... DNA repair proteins’).

It would have been obvious to one of ordinary skill in the art at the time the invention was made to combine the teachings of Fisher
and Feder, to obtain an ubiquitin interactive motif (UiM)-containing peptide, as taught by Fisher, and further wherein the peptide is used
in a method of treating cancer in a subject comprising administering to said subject an ubiquitin interactive motif (UIM)-containing
peptide, based on the combination of Feder and Fisher, in order to use different peptides that play an important role in DNA repair for
facilitating treating different cancers with desired effect. Without a shared special technical feature, the inventions lack unity with one
another.

The inventions of Groups i1+ and Group Il further share the technical feature of a secondary therapy. However, this shared technical
feature does not represent a contribution over prior art. Specifically, Feder further discloses a method for treating cancer in a subject
comprising a secondary therapy (para [0623] - 'the invention may be administered alone or in combination with other types of treatments
... radiation therapy, chemotherapy, hormonal therapy, immunotherapy and anti-tumor agents'; para [0081), [0113]). Furthermore, WO
2010/028058 A1 to TOWNER et al. discloses a method of using 2,4-disulfonyl phenyl tert-butyl nitrone (2,4-ds-PBN) as an agentin a
combination therapy for treating cancer (Abstract - ‘the use of 2,4-disulfonyl phenyl tert-butyl nitrone (2,4-ds-PBN), alone or in
combination with chemo- or radiotherapy, to treat gliomas'; pg 1, In 17-18 - 'Gliomas are a diverse group of brain tumors that arise from
normal "glial" cells of the brain'). Without a shared special technical feature, the inventions lack unity with one another.

Groups |+-1ll therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical feature.

Form PCT/ISA/210 (extra sheet) (July 2009)
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