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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet)

This international report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L. D Claim Nos.:

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

2. Xl claimNos.: t
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:
Please See Continuation Sheet

3. D Claim Nos.:

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

Box I Observations where unity of invention is lacking (Continuation of Item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet

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

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite
payment of any additional fee.
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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. |X] 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.: 2, 5, 15-20, 23-26

Remark on Protest D The additional search fees were accompanied by the applicant’s protest.
D No protest accompanied the payment of additional search fees.
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Continuation of Box I Reason 2:

Claim 1 is objected to under PCT Rule 66.2(a)(iii) as containing the following defect(s) in the form or contents thereof: The claim is
drawn to a method of modulating a biological function of a cell by introducing tot the cell an agent that modifies binding between an
PDZ and a PL protein. The claim further states that the PDZ and PL proteins are identified in Table 2. Table 2 does not identify
protein binding pairs as indicated in the claim However, it would appear that the Applicant intended to refer to Table 7, rather than
Table 2, in the claim. Thus, although claim 1 is technically indefinite, for the purposes of this search report, it is being treated as
though it referred to Table 7.

BOX II. 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 I, claim(s) 1-20, and 23-26 drawn to methods of modulating a biological function of a cell using an agent that alters the
binding between PDZ and PL proteins and to such agents.

Group II, claim(s) 21 and 22, drawn to methods of determining if a test compound is an agent that modulates PDZ/PL binding.
Group I1I, claim(s) 27-29, drawn to methods of treating diseases by administering a modulating agent of PDZ/PL binding.
Each of the above Groups I and III comprise mmitiple inventions that are not so linked as to form a single general inventive concept
under PCT Rule 13.1. Therefore, if one of these Groups is elected, further election is required as stated below.

For Group I, the applicant must also elect as the invention to be examined:

one of the proteins of following Groups I-a to I-i as the PDZ protein:

I-a a protein kinase, Ib a guanalyte kinase,

I-c a tyrosine phosphatase, I-d a serine phosphatase,

I-e a LIM protein, I-f a guanine exchange factor,
I-g a viral oncogene interacting protein,

I-h an ion channel protein, or  I-i a transporter protein;

and one of I-1 to I-14 as the PL protein:

I-1 a T-cell surface receptor, I-2 a B- cell surface receptor,

-3 a NK cell surface receptor, -4 a monocyte cell surface receptor,
I-5 a granmulocyte cell surface receptor,

I-6 a endothelial cell surface receptor,

I-7 a G-protein linked cell surface receptor,

I-8 a regulator of G-protein signaling,

1-9 an adhesion protein,

I-10 a tight junction integral membrane protein,

I-11 a viral oncogene, I-12 a neuron membrane transport protein,
I-13 a receptor kinase, or I-14 a tumor suppressor protein.

For Group III, the applicant must also elect as the invention to be examined:
one of the following methods, wherein the disease being treated is

IV-a a neurological disease, IV-b an immune response disease
IV-c a muscular disease, or 1v-d a cancer.

The inventions listed as Groups I-III 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: each of these Groups relates to a
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set of methods that perform a different function relating to modulators of PDZ/PL binding. As each of these methods perform a
different function, and as the applicant is entitled to joinder of only a fist method with a claimed product, the methods of each of these
Groups share no common special technical feature.

The inventions listed as Groups Ia-Ii, I-1 to I-14, and IV-a to IV-d 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:
although the inventions share a common feature of modulating PDZ/P! activities using modulators of PDZ/P! binding, this feature
does not distinguish over the prior art. See e.g. , U.S. Patent 5,958,731, issued to Yue et al., disclosing agonists and antagonists of a
PDZ protein, and the use of such to treat disorders associated with the PDZ protein. See also, U.S. Patent 6,174,702, issued to Lal et
al. and U.S. Patent 5, 863,898, issued to Goli et al. each of which discloses the use of agonists and antagonists of LIM proteins
(disclosed as a PDZ protein in the present application) to treat diseases. As the proteins are disclosed as having affects on cells, these
references also teach the use of these compounds to modulate biological functions in cells. Thus, because it is known to use PDZ
agonists and antagonists to treat diseases (and therefore to modulate cellular activity), this feature cannot form the basis of
establishing unity of invention.
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