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K4 k2 Ke Vg AUC Cig
(B%RS (BRET) (BRI (uL) (ELP mg | (u L/BFFE)
R /mL)

ELP1-150 3.54 1.99 0.24 1,338 7.1 317
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BOX II1. 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 [, claim(s) 1-13, 21 and 22, drawn o a therapeutic composition comprising a fusion protein which includes at least one elastin-like
peptide (ELP) coupled with at least one peptide active therapeutic agent.

Group [1, claim(s) 14-16, drawn to a fusion gene therapeutic compositien including a nucleotide sequence encoding a fusion protein which
includes at least one clastin-like peptide (ELP) coupled with at least one peptide active therapeutic agent.

Group [11, claim(s) 17-19, drawn to a method of enhancing in viva the efficacy of a peptide active therapeutic agent by coupling the said
agent with at least one elastin-like peptide.

Group [V, claim(s) 20, drawn to a method of treating a subject in need of a peptide active therapeutic agent by administering a therapeutic
composition comprising a peptide active therapeutic agent coupled to at least one ELP pr a composition comprising a nucleotide sequence
encoding a peptide active therapeutic agent coupled to at least one ELP.

The inventions listed as Groups I-1V 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: Chilkoti (US 6,852,834 B2) teaches the gene
construction, expression and purification of therapeutically competent compositions of fusion proteins which possess elastin-like peptides
coupled to either thioredoxin or tendamistat {see column 15, Example 6, lines 52-62). It is noted that the instant specification states that
“In one embodiment of the invention, the peptide active therapeutic agent is thioredoxin.” (see instant specification, p. 12, paragraph
0070% And, “In another embodiment, the peptide active agent is tendamistat.” (see instant specification, p.12, paragraph 0071). The fusion
proteins were purified using metal-affinity chromatography or inverse transition cycling whesein the purified proteins were highly purified
(e.g. absent any detectable conlaminants when assessed on SDS-Page gels - see Figure 4a and column 18, lines 46-50). Thus, since the
protein was purified in PBS buffers (which are therapeutically competent buffers)— (sce Example 6.8.5, column 24), the highly purified
ELP-thioredoxin and ELP-tendamistat proteins are considered to be in a therapeutic composition and meet the limitations minimally of
claim 1.

‘Therefore, the technical feature linking the inventions of Groups FIV does not constitute a special technical feature as defined by PCT Rule
13.2, as it does not differentiate the claimed subject matter as a whole over the prior art. Since according to PCT Rule 13.2 the presence of
such a cormen or corresponding special technical feature is an absolute prerequisite for unity to be established, and given that there does
not appear to be any other technical feature common to the claimed subject matier as 8 whole which might be able to fulfill this rols, the
currently ¢laimed subject matter lacks unity of invention according to PCT Rule 13.1.
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