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(57) Abstract: The present disclosure provides compositions and methods for renal therapy. In various aspects, the present disclos -
ure provides a composition comprising a knotted peptide, wherein upon administration to a subject the knotted peptide homes, tar-
gets, is directed to, accumulates in, migrates to, is retained by, and/or binds to renal tissue of the subject. In various aspects, the com -
o position further comprises an active agent coupled to the knotted peptide. The composition, when administered to the subject, may
induce protective preconditioning or acquired cytoresistance.
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See Search History document ’
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Cilation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

paragraph 3; DO!: 10.1371/journal.pone.0060498

(MOORE, SJ et al.) Engineering Agatoxin, a Cystine-Knot Peptide from Spider Venom, as a
Molecular Probe for In Vivo Tumor Imaging. PLoS One.
abstract; page 5, column 1, paragraph 2; page 7, column 2, paragraph 2; page 9, column 1,

US 2009/0142266 A1 (RONJAT, M et al.) 04 June 2009; paragraph [0050]

WO 2013/078250 A2 (THE BOARD OF TRUSTEES OF THE LELAND STANFORD JUNIOR
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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. I:I 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. K‘ Claims Nos.: 2, 3/2, 4/2, 5/2, 9-124
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIl  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 Sce 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 r.equired 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.:

Groups I+, Claims 1, 3-8 and SEQ ID NO: 1

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. lli: 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 1-8 and SEQ ID NO: 1 are directed toward a composition comprising a knotted peptide.

The composition will be searched to the extent that the knotted peptide encompasses SEQ ID NO: 1 (first exemplary knotted peptide).
Applicant is invited to elect additional knotted peptide(s), with specified SEQ ID NO: for each, to be searched. Additional knotted peptide
sequence(s) will be searched upon the payment of additional fees. Itis believed that claims 1, 2, 3 (in-part), 4 (in-part) and 5 (in-part)
encompass this first named invention and thus these claims will be searched without fee to the extent that they encompass SEQ ID NO:
1 (knotted peptide). Applicants must specify the claims that encompass any additionally elected knotted peptide sequence(s). Applicants
must further indicate, if applicable, the claims which encompass the first named invention, if different than what was indicated above for
this group. 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. An exemplary election would be a knotted peptide encompassing SEQID NO: 2 (first ™ =~
exemplary elected knotted peptide). )

No technical features are shared between the knotted peptide sequences of Groups I+ and, accordingly, these groups lack unity a priori.

Groups I+ share the technical features including: a composition comprising: a knotted peptide, wherein upon administration to a subject
the knotted peptide distributes, homes, targets, migrates to, accumulates in, binds to, is retained by, or is directed to renal tissue of the
subject. . .

However, these shared technical features are previously disclosed by the article 'Engineering Agatoxin, a Cystine-Knot lsepti'de from
Spider Venom, as a Molecular Probe for in Vivo Tumor Imaging' by Moore et al. (hereinafter ‘Moore').

Moore discloses a composition (labeled knotted peptides in PBS (a composition); page 9, first column, third paragraph) comprising:.a
knotted peptide (comprising a knottin; abstract, page 9, first column, third paragraph), wherein upon administration to a subject the . ..
knotted peptide accumulates in renal tissue of the subject (wherein upon administration to a subject the knotted peptide accumulates in
renal tissue of the subject; page 5, first column, second paragraph; page 8, first column, first paragraph). '

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 the Moore reference, unity of invention is lacking.

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