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Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. D forming part of the international application as filed:

l:] in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13fer. 1(a) for the purposes of intemational search
only in the form of an Annex C/ST.25 text file.

c. IZI fumished subsequent to the international filing datle for the purposes of international search only:
in the form of an Annex C/ST.25 text file (Rule 13rer. 1(a)).

D on paper or in the form of an image file (Rule 13zer.1(b) and Administrative Instructions, Section 713).

2. In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
stalements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:
GenCore ver 6.4.1 SEQ ID NOs: 2, 5, 6, 7 were specifically examined as part of the International Search & Opinion.

Form PCT/ISA/210 (continuation of first sheet (1)) (January 2015)
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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.: 6-22, 25
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 ap?lication, as follows:
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 must be paid.

Group I+: Claime 1 4, drawn to a zinc finger prulein cuimpilsing 4, 5 or o ingers designated F1 to F4, Fi to F5 or F1 to F6, each finger
comprising a recognition helix region that recognizes a target subsite.

The zinc finger protein will be searched to the extent that the zinc finger recognition helix encompasses the first named zinc finger
recognition helix (claim 1(i)), F1: STGNLTN (SEQ ID NO:7); F2: TSGSLTR (SEQ ID NO:5); F3: DQSNLRA (SEQ ID NO:2); and F4:
AQCCLFH (SEQ ID NO:6). It is believed that claims 1-4 read on this first named invention and thus these claims will be searched without
fee to the extent that they encompass the recognition helices defined as SEQ ID NOs: 7, 5, 2, 6. Additional zinc finger recognition

helices will be searched upon payment of additional fees.

----Go to Extra Sheet for continuation-—--

1. D 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.:
1-4, limited to SEQ IO NOs:7,5,2,6

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.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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-----continuation of Box Ill (Lack of Unity of Invention)-------

Applicant must specify the claims that encompass any zinc finger recognition helix(s). Applicants must further indicate, if applicable, the
claims which read on the first named invention if different than what was indicated above for this group. Failure to clearly identify how
any paid additional invention fees are to be applied to the "+" group(s) will result in only the first claimed invention to be
searched/examined. An exemplary election would be: recognition helix (claim 1 (ii)) F1: DQSNLRA (SEQ ID NO:2); F2: RPYTLRL (SEQ
ID NO:3); F3: SRGALKT (SEQ ID NO:8); F4: TSGSLTR (SEQ ID NO:5); F5: DQSNLRA (SEQ ID NO:2); and F&: AQCCLFH (SEQ ID
NO:6); (claims 1-4).

Group II: Claims 23, 24, drawn to a method of producing a genetically modified cell comprising a genomic modification within an
endogenous BCL11A enhancer sequence.

The inventions listed as Groups I+ and [ 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:

Special Technical Features:

Group |+ has the special technical feature of a composition of zinc finger comprising a specific recognition helix region, not required by
Group Il.

Group |l has the special technical feature of a method for genomic modification within an endogenous BCL11A enhancer sequence, not
required by Group I+.

Among the inventions listed as Groups |+ are the specific sequences recited therein and their specific consecutive appearance to define
a recognition helix. The inventions do not share a special technical feature, because no significant structural similarities can readily be
ascertained among sequences or the recognition heliccs.

Common Technical Feature:
Groups I+ share the common technical feature of claim 1, and Group it shares the common technical feature of Group |+ claims 2 or 3.

However, said common technical feature do not represent a contribution over the prior art, and is anticipated by US 2011/0082093 A1 to
GREGORY et al. (hereinafter "Gregory").

As 1o claim 1, Gregory teaches a cinc finger proteln comprising 4, 5 or 6 fingers designated F1 to F4, F1to F5 or F 1 to F6, each finger
comprising a recognition helix region that recognizes a target subsite (para [0016]; "Engineered zinc finger proteins are non-naturally
occurring zinc finger proteins whose recognition helices have been altered (e.g., by selection and/or rational design) to bind to a pre-
selected target site. Any of the zinc finger proteins described herein may include 1, 2, 3, 4, 5, 6 or more zinc fingers, each zinc finger
having a recognition helix that binds to a target subsite in the selected sequence”).

As to claim 2, Gregory further teaches a fusion protein comprising the zinc finger protein of claim 1 and a functional domain (para [0017];
In certain embodiments, the zinc finger proteins (ZFPs) as described herein can be placed in operative linkage with a regulatory domain
(or functional domain) as part of a fusion protein. By selecting either an activation domain or repression domain for fusion with the ZFP,
guch fusion proteins can Le used aither to activate or to repress gene expression®)

As to claim 3, Gregory further teaches that the fusion protein of claim 2, wherein the functional domain is a transcriptional activation
domain, a transcriptional repression domain (para [0017]).

As the common technical feature was known in the art at the time of the invention, this cannot be considered a common special
lechnical feature that would otherwise unify the groups. The inventions lack unity with one another.

Therefore, Groups I+ and Il lack unity of invention under PCT Rule 13 because they do not share a same or corresponding special
technical feature.

Note concerning item 4: Claims 5-22 and 25 are multiple dependent claims and are not drafted according to the second and third
sentences of PCT Rulc 6.4(a).

Form PCT/ISA/210 (extra sheet) (January 2015)



	Page 1 - front-page
	Page 2 - wo-search-report
	Page 3 - wo-search-report
	Page 4 - wo-search-report
	Page 5 - wo-search-report

