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Box No. I1 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:

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 intemational 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. 11 Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multlple inventions in this international application, as follows:
- Please see extra sheet for continuation -

1. I__—_I 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. m 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.:
1-5, 7-10, and 35-36

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.

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)) (July 2009)
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Continuation of:
Box NO lIl. Observations where unity of invention is lacking

Group I+: claims 1-25 and 35-41, drawn to a nucleic acid based compound which inhibits expression of a target sequence in a cell within
a mammal, said nucleic acid based compound comprising at least one single stranded oligonucleotide modified to

i) increase nuclease resistance;

ii) bioavailability; and

iii} inhibitory activity within said cell;

said compound being deliverable in vivo in single stranded form in a vehicle, wherein said compound is selected from the group
consisting of:

a) compounds shown in the Figures or

b) duplexes of the compounds of a),

said duplexes being formed intracellularly following sequential administration of single strand oligonucleotides in vivo, said duplexes
being effective cause RNAi dependent silencing of expression of said gene product upon intracellular duplex formation;

said compounds exhibiting enhanced silencing activity in said target cell in vivo relative to nucleic acid compounds which lack said
modifications. The first invention is restricted to the first compound of Fig. 2 comprising seqMiR PLS3-1657 seed sequence AUUAAAU
(Claims 1-5, 7-10 and 35-36). Should an additional fee(s) be paid, Applicant is invited to elect an additional compound(s) or duplex(es)
of the compounds to be searched. The exact claims searched will depend on Applicant's election. For example, the duplex of
AUUAAAU can be selected as the second invention. Alternatively, Sequence with Seed Sequence Target Site that was Inserted into the
Expression Vector of seqMiR PLS3-1657 UCGUGCUGAAAGUAUUUAAUUGA can be selected as the second invention.

Group |I: claims 26-41 and 50-51, drawn to the use of a compound as claimed in claim 1, comprising a first and a second oligonucleotide
for use in inhibiting expression of a target gene in a method of medical treatment, said method comprising the sequential administration
of the first and second oligonucleotides such that the first oligonucleotide is taken up by a cell expressing the target gene before the
second oligonucleotide, such that the first and the second oligonucleotides form a duplex intracellularty thereby triggering inhibition of
gene target expression; wherein said first and/or said second oligonucleotides have been adapted to increase nuclease resistance.

Group lll+: claims 42-49, drawn to an in vitro method of improving an RNAI effect in vivo against a target gene, said method comprising;
(i) obtaining a first and a second oligonucleotide sequence capable of forming a duplex intracellularly;

(i) modifying said first and/or said second oligonucleotide sequence to increase its nuclease resistance;

(iii) contacting said first oligonucleotide sequence with a cell expressing the target gene;

(iv) following step (iii) contacting said second oligonucleotide sequence with a said cell and;

(v) determine the expression of the target gene as compare to the expression of the target gene without step (ii). The first invention is
restricted to the first compound of Fig. 2 comprising seqMiR PLS3-1657 seed sequence AUUAAAU. Should an additional fee(s) be paid,
Applicant is invited to elect an additional compound(s) or duplex(es) of the compounds to be searched. The exact claims searched will
depend on Applicant's election. For example, the duplex of AUUAAAU can be selected as the second invention. Alternatively,
Sequence with Seed Sequence Target Site that was Inserted into the Expression Vector of seqMiR PLS3-1657
UCGUGCUGAAAGUAUUUAAUUGA can be selected as the second invention.

The inventions listed as Groups I+ through 111+ 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+-1l do not include the inventive concept of an in vitro method of improving an RNAI effect in vivo against a
target gene, as required by Group IIl.

The inventions of Group I+ and lil+ do not include the inventive concept of the use of a compound as claimed in Claim 1, in a method of
medical treatment, as required by Group Il.

The inventions of Groups I-1ll share the technical feature of a compound claimed in Claim 1. However, this shared technical feature
does not represent a contribution over prior art as being obvious over US 2006/0069050 A1 (Rana). Rana discloses a nucleic acid
based compound which inhibits expression of a target sequence in a cell within a mammal (para [0008], the invention provides for the
separate and temporal administration of single-stranded nucleic acids that are as effective as canonical (duplexed and annealed) siRNA
agents for carrying out RNAi/gene silencing; para [0063]) said nucleic acid based compound comprising at least one single stranded
oligonucleotide modified to

i) increase nuclease resistance (para [0075], modification to increase resistance of the siRNA molecules to nuclease),

ii} bioavailability (para [0075); modification to improve the uptake of the siRNA by a cell) and

iii) inhibitory activity within said cell (para [0054), the first strand administered can also function as a priming agent and enhance the level
of RISC or RNAI responsiveness of the cell, cell extract, or organism such that the second strand, when introduced, has improved effect;
para [0042]),

said compound being deliverable in vivo in single stranded form in a vehicle (para [0056], liposome), wherein following sequential
administration said duplexes being effective cause RNAi dependent silencing of expression of said gene product (para [0008}, [0130]-
[0132] and Fig. 2, these results indicate that double stranded siRNA agents can be administered separately as single-strands and over a
period of time and still be substantially effective in RNAi/gene silencing of given target gene);

said compounds exhibiting enhanced silencing activity in said target cell in vivo relative to nucleic acid compounds which lack said
modifications (para [0075], modification such that target efficiency is enhanced compared to a corresponding unmodified siRNA), but
does not expressly teach that duplexes of the compounds being formed intracellularly following sequential administration of single strand
oligonucleotides in vivo. However, one of ordinary skill in the art would have recognized that sequential administration of each strand of
a double stranded siRNA agent into cells as taught by Rana (para [0131)) will result in duplex formation intracellularly due to the inherent
properties of said sense and antisense strands which comprises complimentary nucleotide sequences. As said composition was known
in the art at the time of the invention, this cannot be considered a special technical feature that would otherwise unify the groups.

ontinued in next Supplemental Box:

Form PCT/ISA/210 (extra sheet) (July 2009)
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Continuation of:
Box NO IIl. Observations where unity of invention is lacking

Another special technical feature of the inventions listed as Groups I+ and |+ is the specific compounds or duplexes of the compounds
recited therein. The inventions do not share a special technical feature, because no significant structural similarities can readily be
ascertained among compound or duplexes of the compounds. Without a shared special technical feature, the inventions lack unity with
one another.

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

Form PCT/ISA/210 (extra sheet) (July 2009)
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