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(54) Title: COMPOSITIONS AND METHODS UTILIZING FIBRIN BETA CHAIN FRAGMENTS OF THE BBETA CHAIN
OF FIBRINOGEN

(57) Abstract: A composition including a peptide sequence of the formula
PX1-X2, the peptide sequence corresponding to an amino acid sequence of
a fibrin beta chain fragment of a Bbeta chain of fibrinogen, wherein X1
represents an N-terminal end of the peptide sequence, and X2 represents a
C-terminal end of the peptide sequence, wherein the peptide sequence in-
cludes additional amino acids between X1 and X2, wherein the peptide se-
quence may contain a non-naturally occurring amino acid residue, wherein
the peptide sequence is other than a wild-type f15-42 monomer sequence
per se, and wherein the peptide sequence is other than ($15-66), dimer
having two chains with each chain limited to wild type amino acids p15-65
and each chain further including a non-naturally occurring Gly at position
66 of each chain. Methods for treatment and pharmaceutical combinations
may include a polypeptide agent such as Thymosin beta 4. In such methods
and combinations, a dimer of the peptide sequence may include amino
acids 15-66 of the fibrin beta chain.
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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. 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. IIT  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 Supplemental sheet

1. l:l 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.:
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restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-18 and 27-40, wherein claims 7, 15, 31, 36 and 39 are restricted to SEQ ID NO: 5.

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. .
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SUPPLEMENTAL SHEET

Box llI: Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This application contains the following inventions or groups of inventions which are not so linked as to from 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 1-18, 27-40 are directed to an isolated peptide sequence, and a pharmaceutical composition comprising an amino acid
sequence of a fibrin beta chain fragment of a Bbeta chain of fibrinogen, wherein claims 7, 15, 31, 36 and 39 are restricted to SEQ ID
NO:-5. Additional sequences(s) may be searched upon payment of additional fee(s).

Group lI: Claims 10, 13, 19-26 are directed to a method of treating inflammation and cell damage in a subject in need thereof, wherein
claims 20 and , are directed to SEQ ID NO: 7.

Group llI+: Claims 41-47 are directed to an isolated nucleic acid sequence encoding a peptide sequence, wherein claim 47 is restricted
to SEQ ID NO: 11. Additional sequences(s) may be searched upon payment of additional fee(s).

The special technical feature linking Groups I-XXIIl is a fibrin beta chain fragment of a Bbeta chain of fibrinogen; however, this does not
represent an improvement over US 2007/0037749 A1 to Petzelbauer et al., which teaches fibrin Bbeta chains, and pharmaceutical
preparations of the same (para [0034]; para [0020]).

Further, there is no special technical feature shared by the Groups based on the amino acid and nuclectide sequences of the claimed
inventions. The amino acid sequences represented by SEQ ID NOs:5-9 and the nucleotide sequences represented by SEQ ID NOs: 11-
15 are unique sequences and do not relate to a single general inventive concept because, under PCT Rule 13.2, the different peptides
and amino acids represented by the amino acid and nucleotide sequences are not common to one another but are different because
they are composed of unique amino acid and nucleotide sequences. .

Accordingly, unity of invention is lacking under PCT Rule 13.1.
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