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Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)
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2. D Claims Nos.:
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3. 1Al Claims Nos.: 5-8, 16-19, 23-30, 34-41, 45-50
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:
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1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.
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2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
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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. VA 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.:

1-4 and 9-15

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
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D No protest accompanied the payment of additional search fees.
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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. In order for all inventions to be examined, the appropriate additional examination fees need to be paid.

Group I: claims 1-4 and 9-15 are drawn to a recombinant mammalian cell comprising an engineered target site stably integrated within
selectable gene within an amplifiable locus, wherein the engineered target site disrupts the function of the selectable gene and wherein
the engineered target site comprises a recognition sequence for a site specific endonuclease.

Group |I: claims 20-22, 31- 33, 42-44 are drawn to a method for inserting an exogenous sequence into an ampliﬁablé locus of a
mammalian cell.

Group Ili: claims 51 and 52 are drawn to a recombinant meganuclease comprising the amino acid sequence of SEQ ID NO:15.

Group IV: claims 53 and 54 are drawn to a recombinant meganuclease which recognizes and cleaves a recognition of SEQ ID NO:14.
Group V: claims 55 and 56 are drawn to a recombinant meganuclease comprising the amino acid sequence of SEQ ID NO:S.

Group VI: claims 57 and 58 are drawn to a recombinant meganuclease which recognizes and cleaves a recognition of SEQ ID NO:7.
Group VII: claims 59 and 60 are drawn to a recombinant meganuclease comprising the amino acid sequence of SEQ ID NO:10.

Group VIil: claims 61 and 62 are drawn to a recombinant meganuclease which recognizes and cleaves a recognition of SEQ ID NO:8.
Group IX: claims 63 and 64 are drawn to a recombinant meganuclease comprising the amino acid sequence of SEQ ID NO:13.

Group X: claims 65 and 66 are drawn to a recombinant meganuclease which recognizes and cleaves a recognition of SEQ ID NO:12.
Group Xl: claims 67 and 68 are drawn to a recombinant meganuclease comprising the amino acid sequence of SEQ |D NO:29.

Group XII: claims 69 and 70 are drawn to a recombinant meganuclease which recognizes and cleaves a recognition of SEQ 1D NO:30.

The inventions listed in Groups | through XIl do not relate to a singlé 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 special technical features of Group |, a recombinant mammalian cell is not present in Groups 1I-XII; the special technical features of
Group Il, a method for inserting an exogenous sequence into an amplifiable locus of a mammalian cell are not present in Groups | and
1I1-XI1; the special technical features of Group lll, a recombinant meganuclease comprising the amino acid sequence of SEQ ID NO:15,
are not present in Groups |, Il, and IV-XII; the special technical features of Group IV, a recombinant meganuclease which recognizes
and cleaves a recognition of SEQ ID NO:14, is not present in Groups I-1ll and V-XII; the special technical features of Group V, a
recombinant meganuclease comprising the amino acid sequence of SEQ ID NO:9, are not present in Groups |-V and VI-XlI; the special
technical features of Group VI, a recombinant meganuctease which recognizes and cleaves a recognition of SEQ ID NO:7, are not
present in Groups |-V and VIi-Xl|; the special technical features of Group VII, a recombinant meganuclease comprising the amino acid
sequence of SEQ ID NO:10, is not present in Groups I-VI and VIII-XIi; the special technical features of Group VIIl, a recombinant
meganuclease which recognizes and cleaves a recognition of SEQ ID NO:8, are not present in Groups I-VIl and IX-XII; the special
technical features of Group IX, a recombinant meganuclease comprising the amino acid sequence of SEQ ID NO:13, are not present in
Groups I-ViIl and X-XII; the special technical features of Group X, a recombinant meganuclease which recognizes and cleaves a
recognition of SEQ ID NO:12, are not present in Groups I-IX, XI|, and Xli; the special technical features of Group XI, a recombinant
meganuclease comprising the amino acid sequence of SEQ ID NO:29, are not present in Groups I-X and XII; the special technical
features of Group XII, a recombinant meganuclease which recognizes and cleaves a recognition of SEQ ID NO:30, are not present in
Groups |-XI.

Groups | through X!l share the technical features of a recombinant mammalian cell comprising an engineered target site stably
integrated within a selectable gene within an amplifiable locus, wherein the engineered target site disrupts the function of the selectable
gene and wherein the engineered target site comprises a recognition sequence for a site specific endonuclease. However, these shared
technical features do not represent a contribution over the prior art. Specifically, US 2006/0206949 A1 to Arnould et al. discloses a
recombinant mammalian cell (recombinant vector cell, animal, or plant, abstract; meganuclease-induced homologous recombination in
yeast and mammalian cells, Para. [0238]) comprising an engineered target site stably integrated within a selectable gene within an
amplifiable locus (URA3 SSA target was a modified ura3 gene (amplifiable locus) with 2 direct repeats of 600 base pairs separated by
4.3 kb, containing a kanamycin resistance cassette (selectable gene) and the HIV2 6335 (endonuclease) cleavage site, Para. [0283}),
wherein the engineered target site disrupts the function of the selectable gene and wherein the engineered target site comprises a
recognition sequence for a site specific endonuclease (URA3 SSA target was introduced...the strain was unable to grow on a minimal
medium lacking uracile but was resistant to G418; when this target was cleaved (by the endonuclease) and recombined properly, the
yeast was able to grow on media without uracil and was sensitive to G418 (selectable markers), Para. {0283); a site of interest
comprising at least one recognition and cleavage site of said meganuclease, Para. [0161]).

The inventions listed in Groups I-XI| therefore lack unity under Rule 13 because they do not share a same or corresponding special
technical feature.
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