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Box No. II 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:] 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. III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemnational 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.

Group |+: claims 1-4, drawn to a method for identifying a compound for treatment or prevention of a hematological malignancy, wherein
said compound antagonizes or inhibits the expression or activity of an miRNA associated with said malignancy. The first invention is
restricted to miR-19. Should an additional fee(s) be paid, Applicant is invited to elect an additional miRNA(s) to be searched and/or
binding moieties to be searched. The exact claims searched will depend on Applicant's election.

Group I, claims 5-13, drawn to a method for detecting or evaluating a hematological malignancy in a mammal.

FrrtatrarresenerContinued in the extra sheet

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. E 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.:
1-4, 14-25, limited to miR-19 and miR-26

4. D 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 E 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 Box
Continuation of: Box No Il {unity of invention is lacking)

Group lll+, claims 14-25, drawn to a composition for use in treatment of a hematological malignancy comprising one or more antagomir
which is complementary to one or more miRNA. The first invention is restricted to antagomir which is complementary to miR-19. Should
an additional fee(s) be paid, Applicant is invited to elect an additional antagomir(s) to be searched and/or binding moieties to be
searched. The exact claims searched will depend on Applicant's election.

The inventions listed as Groups |+ through lll+ 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 inventions of Groups I+ and Il do not include the inventive concept of a composition for use in treatment of a hematological
malignancy comprising one or more antagomir which is complementary to one or more miRNA, as required by Group lll+.

The inventions of Groups I+ and lll+ do not include the inventive concept of a method for identifying a compound for treatment or
prevention of a hematological malignancy, as required by Group Il

The inventions of Groups II-lll+ do not include the inventive concept of a method for identifying a compound for treatment or prevention
of a hematological malignancy, as required by Group I+.

The inventions of Group I+ share the technical feature of a method for identifying a compound for treatment or prevention of a
hematological malignancy, wherein said compound antagonizes or inhibits the expression or activity of an miRNA associated with said
malignancy comprising: (a) contacting a compound with a cell expressing one or more miRNA, and (b) determining the expression or
activity of one or more of said miRNA; wherein the expression or activity of said miRNA is inhibited or reduced. However, this shared
technical feature does not represent a contribution over prior art as being anticipated by US 2007/0072204 A1 to HANNON et al.
(hereinafter 'Hannon') that discloses a method for identifying a compound for treatment or prevention of a hematological malignancy
(Abstract - 'screening methods to identify compounds and reagents useful in cancer ... prevention, and therapy'; para {0044] - 'Preferred
cancers for treatment using’ methods provided herein include B-cell malignancies, lymphomas, ... or leukemia', wherein *B-cell
malignancies, lymphomas, ... or leukemia® each is a hematological malignancy),

---wherein said compound antagonizes or inhibits the expression or activity of an miRNA associated with said malignancy (para [0009] -
‘a method of identifying an inhibitor of the mir17-92 cistron'; para [0041] - 'The term "a mir17-92 cistron inhibitor*, ... refers to an agent
that decreases the expression and/or activity of one or more miRNAs encoded by the mir17-92 cistron'; para [0065] - 'A decrease in the
level of one or more miRNA members of the mir17-92 cistron in the test level indicates that the candidate agent is an inhibitor of the
mir17-92 cistron and a potential cancer therapeutic agent’) comprising:

(a) contacting a compound with a cell expressing one or more miRNA selected from miR-19 and miR-20 (para [0009] - 'a) contacting a
candidate agent with a cancer cell expressing one or more miRNAs encoded by the mir17-92 cistron'; para [0041] - 'The term "a mir17-
92 cistron inhibitor”, ... refers to an agent that decreases the expression and/or activity of one or more miRNAs encoded by the mir17-92
cistron, which include ...miR-19a, miR-20, miR-19b-1'); and

(b) determining the expression or activity of one or more of said miRNA (para [0009] - 'b) determining the activity of one or more miRNAs
encoded by the mir17-92 cistron in the cell, thereby generating data for a test activity level’);

---wherein the expression or activity of said miRNA is inhibited or reduced (para [0009] - c) comparing the test activity level of each
miRNA encoded by the mir17-92 cistron ... wherein a decrease in the test activity level of one or more miRNAs encoded by the mir17-92
cistron indicates that the candidate agent is an inhibitor of the mir17-92 cistron'; para [0037] - 'Inhibition of the mir-19b miRNA level
encoded by the mir17-92 cistron using an antisense oligonucleotide'; para [0040] - 'the cancer therapeutic and preventative methods of
the present invention decrease the expression and/or activity of miR-19b-1'). As said method was known at the time of the invention, this
cannot be considered a special technical feature that would otherwise unify the groups.

The inventions of Group i1+ share the technical feature of a compaosition for use in treatment of a hematological malignancy comprising
one or more antagomir which is complementary to one or more miRNA. However, this shared technical feature does not represent a
contribution over prior art as being anticipated by US 2009/0143326 A1 to OBAD et al. (hereinafter 'Obad’) that discloses a composition
for use in treatment of a hematological malignancy (para [0231] - ‘oligonucleotide ... for the manufacture of a medicament for the
treatment of a disease associated with the expression of microRNAs selected from... lymphocytic leukemia’', wherein leukemia is a
hematological malignancy; para [0273] - 'the use of an oligonucleotide a... for the manufacture of a medicament for the treatment of a
disease selected from ... lymphoma', wherein lymphoma is a hematological malignancy)

--- comprising one or more antagomir which is compiementary to one or more miRNA selected from miR-19 and miR-20 (para [0096] -
‘the oligomers ... may consist of or comprise a contiguous nucleotide sequence which is complementary to a corresponding microRNA
sequence selected from the group consisting of ... miR-19a, miR-19b, miR-20', wherein " contiguous nucleotide sequence which is
complementary to a corresponding microRNA sequence* are antagomir of microRNA; para [0034] - ‘Antagonism of miR-19b by a fully
LNA-modified 8-mer (SEQ ID #3222) LNA-antimiR and a 15-mer (SEQ ID #3229) mixmer antimiR’; para [0410] - 'transfection of the 15-
mer LNA-antimiR SEQ ID #3229 into Hel a efficiently antagonizes miR-19a ...transfection of the 8-mer LNA-antimiR SEQ ID #3222
resulted in effective miR-19a antagonism'; Specification: para [0004] - 'miRNA function can transiently be antagonized by antagomirs-
chemically modified oligonucleotides complementary to individual miRNAs'). As said composition was known at the time of the invention,
this cannot be considered a special technical feature that would otherwise unify the groups.

Finally, another special technical feature of the inventions listed as Groups I+ and Itl+ is the miRNA recited therein. As no significant
structural similarities can readily be ascertained among the miRNAs, the inventions do not share a special technical feature. Without a
shared special technical feature, the inventions lack unity with one another.

Groups I+ through I+ therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical
feature.
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