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Group 1, claim(s) 1-11, drawn to a method of making an RNAI agent comprising substituting at least one terminal nucleotide of the RNAi
agent with a nucleotide which does not form a Watson-Crick base pair with the corresponding nucleotide in the target mRNA.

Group 2, claim(s) 12-24 and 27-38, drawn to an RNAi agent comprising at least one terminal nucleotide of the RNAi agent with a
nucleotide which does not form a Watson-Crick base pair with the corresponding nucleotide in the target mRNA and a vector, a cell and a
composition comprising said RNAi agent. /

Group 3, claim(s) 25-26, drawn to a method of silencing a target mRNA in a cell or subject comprising contacting said cell or subject with
an RN A agent of any one of claims 1-24.

Group 4, claim(s) 39, drawn to an isolated Arabidopsis thaliana dicer-like enzyme.

The inventions listed as Groups 1-4 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:

There is no special technical feature linking the inventions set forth in groups 1-4.

The special technical feature of Group 1 (as set forth in claim 1) is a method of making an RNAi agent comprising substituting at least one
terminal nucleotide of the RNAi agent with a nucleotide which does not form a Watson-Crick base pair with the corresponding nucleotide
in the target mRNA.

However, Elbashir et al. (The EMBO Journal, December 2001, Vol. 20(23): pp. 6877-6888) disclose a method of making an RNAi agent
comprising substituting the 2 nucleobases that comprised the 2 nucleobase 3' overhangs of their disclosed siRNAs with various
combinations of nucleotides, including terminal nucleotides, that do not form base pairs with the corresponding nucleotides of the target
mRNA (see in particular page 6884, sections “Sequence effects and 2'-deoxy substitutions in the 3' overhang” and “Sequence specificity of
target recognition”).

Therefore, the special technical feature of group 1 does not constitute a special technical feature as defined by PCT Rule 13.2, as it does not
define a contribution over the prior art. -

The special technical feature of Group 1 is a method of making an RNAi agent comprising substituting at least one terminal nucleotide of
the RNAi agent with a nucleotide which does not form a Watson-Crick base pair with the corresponding nucleotide in the target mRNA.

The special technical feature of group 2 is an RNAi agent comprising at least one terminal nucleotide of the RNAi agent with a nucleotide
which does not form a Watson-Crick base pair with the corresponding nucleotide in the target mRNA and a vector, acell and a
composition comprising said RNAI agent.
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The special technical feature of group 3 is a method of silencing a target mRNA in a cell or subject comprising contacting said cell or

subject with an RNAi agent of any one of claims 1-24.

The special technical feature of group 4 is an isolated Arabidopsis thaliana dicer-like enzyme.
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