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Box No. II 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. I:I 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:
Please see extra sheet

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

2. I:] 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. % 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.:
1-16; limited to an antibody that decreases levels of phosphorylated EphAS5 in the nucleus of a cell expressing EphAS

compared to a control.

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.

L—_] 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 lll: Lack of Unity of Invention

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 |+: claims 1-16, and, (in one subgroup) claims 162-169; directed to an isolated antibody, or an antigen-binding fragment thereof,
characterized in that it binds to human EphAS protein and characterized in that:

(a) it decreases levels of phosphorylated EphAS in the nucleus of a cell expressing EphA5 as compared to a control;

(b) it decreases binding of EphAS protein to pATM protein in a cell expressing EphA5 as compared to a control;

(c) it competes with the 11C12 antibody for binding to EphAS;

(d) it decreases cell growth, proliferation or cell survival in a cell expressing EphA5 as compared to a control; and/or

(e) any combination of (a)-(d); wherein the first invention is limited to an antibody that decreases levels of phosphorylated EphAS in the
nucleus of a cell expressing EphA5 as compared to a control (claims 1-16)(applicants may opt for additional antibodies to be searched
by specifying the antibody characteristic, and paying an additional invention search fee for each elected antibody. Claims 162-169 are
included in the invention directed to an antibody that competes with 11C12 antibody for binding to EphAS5, and will be searched if
payment for said search is made).

Group II: claim 17, directed to a method of producing an isolated antibody, or an antigen-binding fragment thereof, characterized in that
it competes with an EphAS5 ligand for binding to EphA5 comprising: providing a cell expressing the isolated antibody; and culturing the
cell under conditions permissive for expression of the antibody thereby producing the antibody.

Group Ill: claims 18-38, directed to a pharmaceutical composition for treating a cell hyperproliferative disorder associated with elevated
levels of EphAS, comprising a therapeutically effective amount of an agent that reduces the expression of the EphAS5, reduces EphA5
phosphorylation or reduces the level of EphAS5 in the nucleus of EphAS expressing cells.

Group IV: claims 39-111, directed to a method of treating a cell hyperproliferative disorder, potentially also express elevated levels of
EphA5 or have an elevated EphAS activity, comprising administering a therapeutically effective amount of an agent that reduces the
expression of the EphAS5, reduces EphAS phosphorylation, or reduces the level of EphA5 in nucleus of EphA5 expressing cells.

Group V: claims 112-145, directed to a method of treating a patient having a cell hyperproliferative disorder, the method comprising
administering in combination an agent that reduces expression or activity of EphA5 and a DNA damaging agent.

Group VI: claims 146-160, directed to a method of identifying a patient likely to benefit from therapy, the method comprising steps of:
obtaining an expression or activity level of EphAS5 from a patient sample; and
determining that the level of EphAS expression or activity is elevated as compared to a control level.

Group VIi: claim 161, directed to a method of identifying agents that regulate phosphorylation of EphA5 comprising:
providing a collection of one or more test agents; )

contacting the one or more test agents with a system comprising EphAS, or a portion thereof; and

comparing the phosphorylation of EphAS5 in the presence and absence of the one or more test agents.

Group VIlI: claims 170-172, directed to a method for sensitizing cells to DNA damaging agents or reversing resistance to DNA damaging
agents comprising contacting the cell with an agent that reduces EphAS expression or activity.

The inventions listed as Groups |+ and II-Vill do not relate to a single general inventive concept under PCT Rule 13.1 because, under
PCT Rule 13.2, they tack the same or corresponding special technical features for the following reasons:

The special technical features of the claims of Groups |+ and II-VII| are disclosed in the Group descriptions, above.

- Please see next extra sheet for continuation -

Form PCT/ISA/210 (extra sheet) (July 2009)
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Continuation of First Extra Sheet: Lack of Unity of Invention

The only common technical element shared by the above groups is that they are related to agents which reduce EphAS activity or
expression. The claims of Groups I+ and |l share the common technical element of being directed to antibodies that bind to a human
EhpAS protein. The claims of Groups IlI-V share the common technical element of being related to treatment of a hyperproliferative
disorder associated with elevated levels of EphAS5 comprising an agent that reduces EphA5 activity, phosphorylation or expression.
Groups l1I-VI share the common technical element of being related to EphA5 expression or activity. Groups V and VIl share the
common technical element of a DNA-damaging agent. Groups Vi and VI share the common technical element of being related to
methods of identification associated with EphA5. These common technical elements do not represent an improvement over the prior art
of US 2006/0121042 A1 to Dall'Acqua et al., which teaches a method of treating patient having a cell hyperproliferative disorder (para
[0305]) wherein the cells associated with said disorder were previously determined to express elevated levels of EphAS5 (overexpressed;
para [0007]) or have an elevated EphAS5 activity (para [0130]), or phosphorylation (para [0130]) the method comprising administering an
agent that reduces the level or activity of EphAS (para [0007]-[0009] and [0305]; it should be noted that, although Dall'Acqua does not
specifically recite elevated levels of EphA5 in comparison to a control, the term overexpression, as used by Dall'Acqua, inherently
includes comparison to a control as a means of determining "overexpression”). Dall'Acqua further discloses wherein the agent may
comprise an antibody (para [0010]) that binds to EphAS (para [0009]), and wherein the antibody may compete with or reduce binding of
the natural ligand for the receptor (para [0010], [0118]). Additionally Dall'Acqua teaches agents which regulate or modulate the
phosphorylation (para [0010]) of EphAS (para [0009]). also, Dall'Acqua teaches the use of DNA-damaging agents, such as alkylating
agents (para [0213]). Although Dall'Acqua teaches wherein these agents may be conjugated to the antibodies rather than provided in
combination therewith, it would have been obvious to a person of ordinary skill in the art to have provided said agents in combination
with an antibody as taught by Dall'Acqua in order to treat proliferative diseases, such as cancer, because said agents were well known
in the art to be used as cancer chemotherapeutics, even in the absence of an adjunct therapy, such as administering antibodies, as
taught by Dall'Acqua. Furthermore, although Dall'Acqua does not specifically recite an antibody which competes with 11C12, applicants
indicate wherein said antibody binds to residues 1-72 of a fragment corresponding to amino acids 304-467 of the human EphA5 protein
(para [0032], instant specification), this region corresponds to amino acids 357-459 of the full-fength polypeptide. This corresponds to
the C-terminal portion of the cysteine-rich region of the polypeptide, and the n-terminal portion of the first fibronectin-1ll domain (see
GenBank Accession P54756). Dall'Acqua teaches wherein the antibodies may specifically bind to the Eph5A receptor, or a fragment
thereof (para [0026]), wherein said fragments may include the first fibronectin-1ll domain (para [0261]). Thus it would have been obvious
to a person of ordinary skill in the art to have produced antibodies according to the teaching of Dall'‘Acqua which would have competed
with the 11C12 antibody. Dall'Acqua finally also teaches methods of identifying agents which relate to EphA5 activity (para {0105]).

Therefore, the inventions of Groups I+ and [I-VIiI lack unity of invention 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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