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(57) Abstract: This invention relates to compounds, compositions, and methods useful for reducing KRAS target RNA and pro-
tein levels via use of blunt-ended Dicer substrate siRNA (DsiRNA) agents.
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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:

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. 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:

Group I: Claims 1-7, 9-32 and 35-73, drawn to an isolated double stranded RNA comprising first and second nucleic acid strands,
wherein the second strand is complementary to a target KRAS of SEQ ID NO:141, wherein the first strand comprises a sequence of
SEQ ID NO:6, and wherein the second strand comprises a sequence of SEQ ID NO:11.

Group lI+: Claims 1-32 and 35-73, drawn to an isolated double stranded RNA comprising first and second nucleic acid strands, wherein
the second strand is complementary to a target KRAS sequence selected from the group consisting of SEQ ID NO:142-186, wherein
the first strand comprises a sequence the group consisting of SEQ ID NO:9, 187, and 189-231, and wherein the second strand
comprises a sequence selected from the group consisting of SEQ ID NO:12-50 and 135-140. If Applicant elects to have this group
searched, Applicant must specify the specific sequences to be searched. Each set of sequences (the first and second strands of the
double stranded RNA, and the targeted KRAS sequence} is an inventive concept. Please note that claim 8 will be search if the
sequences that comprise each claimed pair of first strand/second strand sequences are selected as sequences to be searched.

----please see extra sheet-—-

1. EI 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. I_:I 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.:
1-7, 9-32 and 35-73, limited to SEQ ID NOs: 141, 6 and 11

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.

[:I 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. lll Observations where unity of invention is lacking

Group llI+: Claims 1-6 and 9-73, drawn to an isolated double stranded RNA comprising first and second nucleic acid strands, wherein
the second strand is complementary to a target KRAS sequence selected from the group consisting of SEQ ID NO:141-186, wherein the
first strand comprises a sequence the group consisting of SEQ 1D NO:7, 10, 91-131, 133-134, and 188, and wherein the second strand
comprises a sequence selected from the group consisting of SEQ ID NO:11-50 and 135-140. If Applicant elects to have this group
searched, Applicant must specify the specific sequences to be searched. Each set of sequences is an inventive concept. Please note
that claim 34 will be search if the sequences that comprise each claimed pair of first strand/second strand sequences are selected as
sequences to be searched.

Group IV+: Claims 74-146, drawn to an isolated double stranded RNA comprising first and second nucleic acid strands, wherein the
second strand is complementary to a target KRAS sequence selected from the group consisting of SEQ ID NO:1638-2341 and 4450-
5152, wherein the first strand comprises a sequence the group consisting of SEQ ID NO:935-1637, 2341-3043, 3747-4449, and 5153-
5855, and wherein the second strand comprises a sequence selected from the group consisting of SEQ ID NQ:232-934 and 3044-3746.
If Applicant elects to have this group searched, Applicant must specify the specific sequences to be searched. Each set of sequences is
an inventive concept. Please note that claims 81 and 107 will be search if the sequences that comprise each claimed pair of first
strand/second strand sequences are selected as sequences to be searched.

The inventions listed as Groups |, lI+, 1+, and IV+ 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 technical features shared by the groups listed as Groups |, I+, lll+, and IV+ is a dsSRNA comprising a first and second nucleic acid
strand and a duplex region of 25 base pairs, wherein said dsRNA comprises blunt ends, wherein each of said first and second
oligonucleotide strands consists of the same number of nucleotide residues, wherein said second oligonucleotide strand is sufficiently
complementary to a target KRAS cDNA along at least 19 nucleotides and at most 35 nucleotides of said second oligonucleotide strand
length to reduce KRAS target gene expression when said double stranded nucleic acid is introduced into a mammalian cell.

This shared technical feature fails to provide a contribution over the prior art, as evidenced by US 2007/0088152 A1 to Khvorova et al.
(published 19 April 2007). Khvorova et al. teaches a double stranded ribonucleic acid (dsRNA) comprising first and second nucleic acid
strands and a duplex region of at least 25 base pairs (para [0271] - between 18-30 base pairs), wherein said dsRNA comprises blunt
ends (para [0271] - overhangs are not necessarily present), wherein each of said first and second oligonucleotide strands consists of the
same number of nucleotide residues (para [0291] - "The first nucleotide of the 5'-end of the sense strand is position 1, which
corresponds to position 19 of the antisense strand for a 19-mer."), wherein said second oligonucleotide strand is sufficiently
complementary to a target sequence along at least 19 nucleotides and at most 35 nucleotides (para [0271] - anti-sense strand is 100%
complementary to 19 contiguous bases) of said second oligonucleotide strand length to reduce target gene expression (para [0112])
when said double stranded nucleic acid is introduced (para [0128}) into a mammalian cell (para [0069] - mammalian systems).
Khvorova et al. also specifically teaches double stranded RNA directed against KRAS (Example XVIII, para [0339]) and teaches that
mismatches may be present in the duplex region (para [0111]). In the absence of a contribution over the prior art, the shared technical
feature is not a shared special technical feature. Without a shared special technical feature, the inventions lack unity with one another.

The special technical feature of each of the inventions listed as Groups |, I+, 1ll+, and IV+ is the specific target KRAS cDNA sequence
and first and second nucleic acid strands recited therein. Significant structural similarities cannot readily be ascertained among the
sequences. Without significant structural similarities, the sequences do not have a shared special technical feature. In the absence of a
shared special technical feature, the inventions lack unity with one another. In this case, the first named sequences that will be searched
without additional fees are SEQ ID NOs: 141, 6 and 11. In order for more sequences to be examined, the appropriate additional
examination fees must be paid and the desired sequences to be searched clearly identified.
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