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(57) Abstract: Compositions and methods for targeting therapeutic agents to neuromuscular junctions are disclosed. Also disclosed
are methods for treating diseases and conditions affecting the neuromuscular junction. Compositions include a neuromuscular junc-
tion targeting peptide coupled to a therapeutic agent. Compositions may further include a linker peptide. Methods for targeting
therapeutic agents to neuromuscular junctions and treating diseases and conditions affecting the neuromuscular junction include ad-
ministering a composition including a neuromuscular junction targeting peptide coupled to a therapeutic agent.
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Box No. IT 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:

L. 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. 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. Il 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 inveljtlve
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 1-7, directed to a composition comprising a neuromuscular junction targeting peptide coupled to a therapeutic agent.

Group i: claims 8-20, directed to a method of defivering a therapeutic agent to the neuromuscular junction, the method comprising
administering a composition comprising a neuromuscular junction targeting peptide coupled to a therapeutic agent.

- Please see extra sheet for continuation -

l. I:I 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. 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 by claims Nos.:

Remark on Protest EI The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

E] 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.

[:] No protest accompanied the payment of additional search fees.
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Continuation of Box lll: Lack of Unity of Invention

The inventions listed as Groups | and li 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 feature of the claims of Groups | and Il are indicated in the Group descriptions, above.

The common technical elements shared by the above groups is that they are related to a composition comprising a neuromuscular
junction targeting peptide coupled to a therapeutic agent. These common technical elements do not represent an improvement over the
prior art of US 2005/0107601 A1 to Loeb, which discloses a composition (para [0223], [0224]) comprising a neuromuscular junction
targeting peptide coupled to a therapeutic agent. (a hybrid or fusion polypeptide that includes at least two domains or peptidic structures:
(1) a first "targeting polypeptide whose role is to target the fusion polypeptide, and (2) a fusion partner referred to herein as a "targeted”
polypeptide or 'P.sub.trg'. The targeting domain is preferably an animal N-HBD"; para [0035), "In myasthenia gravis, the preferred
P.sub.trg is NGF delivered to any appropriate target organ, such as cholinergic neuromuscular junctions; para [0230]). (Note: Instant
application, para [0045] indicates wherein "As used herein, the term "therapeutic agent" refers to any type of drug, medicine,
pharmaceutical, hormone, antibiotic, protein, gene, growth factor, bioactive material, etc., used for treating, controlling, or preventing
diseases or medical conditions"). Loeb further teaches a method of delivering a therapeutic agent to the neuromuscular junction, the
method comprising administering a composition comprising a neuromuscular junction targeting peptide coupled to a therapeutic agent (a
method for treating a disease or condition in a subject treatable by the action of the P.sub.trg, comprising administering to the subject an
effective amount of the above pharmaceutical composition; para [0083]).

Therefore, the inventions of Groups I-Il lack unity of invention under PCT Rule 13 because they do not share a same or corresponding
special technical feature.
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