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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. 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. Claims Nos.: 12-17, 19-24, 29-32, 36
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. HII  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:
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I
1. M As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

O

As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. 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. L__] 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 D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I 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.

N/
M No protest accompanied the payment of additional search fees.
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Continuation of Box No. lil, Observations where unity of invention is lacking:

The inventions listed as Groups I-1l do not relate to a single special technical feature 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 |l has the special technical features of a targeting vector, comprising an insert nucleic acid flanked by &' and 3' homology arms
that can undergo homologous recombination with an INCRNA locus of interest, and a method for making a non-human animal comprising
contacting a pluripotent cell with a targeting construct comprising an insert nucleic acid flanked by &' and 3' homology arms; wherein the
targeting construct undergoes homologous recombination with the lincRNA locus in a genome of the cell to form a modified pluripotent
cell; (b) introducing the modified pluripotent cell into a host embryo; and (c) gestating the host embryo in a surrogate mother, wherein the
surrogate mother produces progeny comprising a modified INCRNA locus, wherein said genetic modification results in loss-of-function of
the at least one IncRNA, that is not required by Group 1.

Common technical features: .
Groups | (non-human animal) and |l (a targeting vector, and use thereof to modify a IncRNA locus in a pluripotent cell for making a non-
human animat) are related, and share the common technical feature of non-human animal comprising in its genome at least one
modified long non-coding RNA (IncRNA) locus, wherein the at least one modified IncRNA locus comprises a loss-of-function mutation in
a nucleic acid sequence that encodes a INcRNA. However, these shared technical features do not represent a contribution over prior
art, because these shared technical features are obviated by the article by Zhang et al., entitled The IncRNA Malat1 Is Dispensable for
Mouse Development but Its Transcription Plays a cis-Regulatory Role in the Adult' Cell Reports (26 July 2012) vol 1, no 1, pp 111-123,
(hereinafter Zhang).

Zhang discloses a mouse non-human animal comprising in its genome at least one modified long non-coding RNA (IncRNA) locus,
wherein the at least one modified INcRNA locus comprises a loss-of-function mutation in a nucleic acid sequence that encodes a IncRNA
(pg 112, col 1, para 3 'Here, we show that Malat1 is one of the most abundant IncRNAs in mouse liver and brain cortex. ... To examine
the role of the Malat1 gene locus, we also established a mouse loss-of-function genetic mode!."; p 114, col 1, para 2 'we generated
Malat1 mutant mice using homologous recombination in ESCs'; Fig. 3A-C show the moadified IncRNA locus, Fig 3D shows the loss-of-
function mutation that results in the absence of the Malat1 transcript). ’

As the technical features were known in the art at the time of the invention, they cannot be considered special technical features that
would otherwise unify the groups.

Therefore, Groups | and |l lack unity of invention under PCT Rule 13.
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