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Box No. 11 Observations where certain claims were found unsearchable (Cbntinuation of item 2 of first sheet)

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

D "Claims Nos.:

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

2. I:] 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:

N/
3. M Claims Nos.: 10-39, 44-114, 131-136 ,
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  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 inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

- Please see extra sheet for continuation -

1. l:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims. .
2. I:I 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.: L

4. }E No required additional ‘search fecs were timely paid by the applicant. Consequently, this international search report is

restricted to the invention first mentloned in the claims; it is covered by claims Nos.:
1, 127-130, limited to SEQ ID NO: 1

Remark on Protest I__—I The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee. .
I___l The additional search fees were accompanied by the applicant’s protest but the appllcable 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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Continuation of:
Box NO lil. Observations where unity of invention is lacking

Group |+: Claims 1-9, 127-130, directed to a peptide comprising a Bcr-Ab! coiled-coil oligomerization domain comprises at least one
alpha helix stabitizing moiety. The Bcr-Abl coiled-coil oligomerization domain will be searched to the extent that the oligomerization
domain encompasses SEQ ID NO: 1. It is believed that claims 1, 127-130 encompass this first named invention, and thus these claims
will be searched without fee to the extent that they encompass SEQ ID NO: 1. Additional oligomerization domain(s) will be searched
upon the payment of additional fees. Applicants must specify the claims that encompass any additionally elected oligomerization
domain 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
?+7 group(s) will result in only the first claimed invention to be searched. An exemptary election would be SEQ 1D NO: 2 (ciaim 1, 4, 127
-130)

[NOTE, SEQ ID NO: 7 comprises SEQ 1D NO: 2; see instant Specification para [00169], For example, the mutated Bcr coiled-coil
domain can have an Ala at position 38, an Arg at position 41, a Asp at position 45, an Arg at position 48, and a Glu at position 60 as
shown for SEQ ID NO: 2.]

[NOTE, SEQ ID NOs: 4-8 are truncated version of SEQ ID NO: 1, see instant Specification, para [00170), a "truncated Bcr coiled-coil”
refers to the peptide consisting essentially of the alpha helix domain of the wild-type Bcr coiled-coil, i.e. a peptide comprising 35-40
amino acids in the region from about position 23 to about position 65, inclusive, of SEQ ID NO: 1, SEQ ID NO:2, SEQ ID NO:3, or SEQ
ID NO:7. Examples of suitable truncated Ber coiled-coil peptides are given in SEQ ID NO:4, SEQ ID NO:5, SEQ ID NO:6, and SEQ 1D
NO: 8.).

Group lI: Claims 40-43 115-126, directed to a nucleic acid capable of encoding a peptide and a recombinant cell comprising said
peptide.

The inventions listed as Groups I+ and Il 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:

Special Technical Features

Group [+ includes the special technical feature of a péptide comprising at least one alpha helix stabilizing moiety, not required by Group
.

Group |l includes the special technical feature of a composition comprising nucleic acid and recombinant cells, not required by Group [+.

Another special technical feature of the inventions listed as Group I+ is the specific amino acid sequences recited therein. Each amino
acid sequence is considered a distinct technical feature, because there is no significant structural similarities can readily be ascertained
among these sequences. Furthermore, SEQ ID NO: 1 is disclosed by US 2003/0064061 A1 to Zhao et al. (hereinafter 'Zhao) (para
[0017], The sequence of wild-type Ber1-72 (SEQ ID NO: 3) is indicated in Fig. 1, wherein amino acid residues 1-70 of SEQ ID NO: 3 is
100% match to SEQ ID NO: 1 of instant claim 1).

Common Technical Features
The inventions of Groups I+ and Il share the technical feature of a peptide comprising a Ber-Abl coiled-coil oligomerization domain.

The inventions of Groups I+ share the technical feature of a peptide comprising a Ber-Abl coiled-coil oligomerization domain comprises
at least one alpha helix stabilizing moiety/hydorcarbon staple.

However, these shared technical feature do not represent a contribution over prior art in view of the article entitled "Peptide containing
the BCR oligomerization domain (AA1-160) reverses the transformed phenotype of p210bcr-abl positive 32D myeloid leukemia cells” by
Guo et al. (hereinafter ‘Guo') and US 2012/0172311 A1 to Nash et al. (hereinafter 'Nash'). :

Guo teaches a peptide comprising a Ber-Ab! coiled-coil oligomerization domain (pg 826, col 2, para 3, we report that the over expression
of a transcription unit, which encodes the ber N-terminal oligomerization domain, leads to inhibition of the p210bcr-abl dependent growth
factor and anchorage independent growth in a colony formation assay of p210bcr-abl transformed cells on methyl cellulose; pg 830, col
1, para 2, the plasmid transcription unit coding for the first 160 amino acids of the ber (p210+BCR1-160), which contains the
oligomerization domain, significantly suppresses the plating efficiency of the 32D cells (fourfold reduction of plating efficiency). Guo
further suggest that these studies may be of eventual interest for those investigators whose goal is to design molecular therapeutic
approaches to CML based on the use of peptidomimetic chemical functionalities, which mimic the structure and the inhibitory binding
properties of the oligomerization domain containing fragment so as to inhibit the transforming function of the P210bcr-ab! oncoprotein
(abstract). Accordingly, it would have been obvious to one of ordinary skill in the art to have at least one alpha helix stabilizing
moiety/hydorcarbon staple attached to the the Ber-Abl ollgomenzatlon domain of Guo, because such an alpha helix stabilizing
moiety/hydrocarbon staple is well known to one of ordinary skill in the art, as exemplified by Nash (abstract, para [0029], stapled peptide,
para [0114]).

Form PCT/ISA/210 (extra sheet) (January 2015)
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Continuation from prior sheet

The inventions of Groups 1+ further share the technical feature of a variant of Ber-Ab! coiled-coil oligomerization domain, wherein the Ber
-Abl inhibitory activity of the variant Ber-Abl coiled-coil oligomerization domain is greater than that of it's parental domain.

However, this shared technical feature does not represent a contribution over prior art in view of the article entitled "IMPROVED
COILED-COIL DESIGN ENHANCES INTERACTION WITH BCR-ABL AND INDUCES APOPTOSIS" by Dixon et al. (hereinafter 'Dixon').
Dixon teaches a variant of Ber-Abl coiled-coil oligomerization domain, wherein the Ber-Abl inhibitory activity of the variant Ber-Abl coiled-
coil oligomerization domain is greater than that of it's parental domain (abstract, We have

previously reported a modified version of this coiled-coil domain, CCmut2, which exhibits disruption of Ber-Abl oligomeric complexes and
results in decreased proliferation of CML cells and induction of apoptosis. major contributing factor to these enhanced capabilities is the
destabilization of the CCmut2 homo-dimers, increasing the availability to interact with and inhibit Ber-Abl. ... CCmut2 (C38A, S41R,
L45D, E48R, Q60E)). As said technical feature was known in the art at the time of the invention, this cannot be considered special
technical feature that would otherwise unify the groups.

" Groups I+ and Il therefore lack Onity under PCT Rule 13 because they do not share a same or corresponding special technical feature.

Form PCT/ISA/210 (extra sheet) (January 2015)
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