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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 filed or furnished:

a. (means)

D on paper

in electronic form

b. (time)
in the international application as filed
D together with the international application in electronic form
D subsequently to this Authority for the purposes of search
2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that in the application as filed or does
not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:
The electronic sequence listing submitted on 09 July 2014 in response to the PCT/ISA/225 issued on 1 June 2014 is acknolwledged;
however, it does not comply with the standard provided for in Annex C of the Administrative Instructions. - Therefore, the international
search was not carried out on the basis of that non-compliant electronic sequence listing.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 2009)
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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:

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:-

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inver)tive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I Claims 1-4 drawn.to a method for detecting celiac disease (CD) inducing epitopes in wheat glutenin and gliadin and
recombinant wheat proteins produced by said method

Group II: Claims 5-10, drawn to a method for the production of transgenic maize and flour and plants obtained from said method

---plsease see continuation on extra sheet---

1. IA  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. D No required additional search fees were timely ;Said by the a;;plicam. 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 weré 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.

N/
M 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

The inventions listed as Groups | and |l 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 | requires the steps of a) contacting gluten sensitive T cells with glutenin and gliadin synthetic peptides based on deep
sequencing wheat cultivars; b) determining the Sl index and/or enterocyte cell height (ECH), of said cells in the presence or absence of
said fragments, those fragments which reduce ECH or stimulate sensitive T cell proliferation being associated with the occurrence of
CD:; steps not required by Group II. .

Group Il requires the steps of a) introducing DNA constructs comprising sequences encoding one or more wheat glutenin or gliadin
proteins, said sequences being altered such that the encoded proteins lack native CD-inducing epitopes, said construct optionaily
comprising a selectable marker suitable for isolation of transgenic cells; b) propagating said isolated cells to generate a transgenic maize"
plant; and c) obtaining flour from said plants for use in baking consumable products, said products Iacklng CD inducing epitopes and
thereby being safe to consume by patients exhibiting gluten intolerance; steps not required by Group |.

Common Technical Features

The feature shared by Groups | and |l are celiac disease (CD) -inducing epitopes in wheat glutenin and gliadin proteins (shared by
claims 1 and 5) as well as wheat glutenin and gliadin proteins lacking CD-inducing epitopes (shared by claims 4 and 5). However, these °
shared technical feature does not represent a contribution over prior art, because the shared technical feature is taught by US
2008/0175971 A1 to Anderson et al. (hereinafter 'Anderson’). Anderson discloses CD-inducing epitopes in wheat glutenin and gliadin

. proteins (Table 5 - "T cell epitopes described in coeliac disease” showing epitopes from gliadin and glutenin; para [0114] wild type
proteins from genus Triticum including wheat). Anderson further teaches wheat gliadin protein lacking CD-inducing epitopes (para [0107]
-[0109] - “The mutated gliadin will not cause coeliac disease or will cause decreased symptoms of coeliac disease. Typically the
mutation decreases the ability of the epitope to induce a T cell response"; para [0212] gliadin from wheat). Although Anderson does not
specifically teach glutenin protein that similarly lacks CD- -inducing epitopes, Anderson does teach a method of protein epitope mapping
coeliac disease (para [0171]) and using mutation in identified epitopes to produce a protein that does not cause coeliac disease (para
[0111]). Since glutenin and gliadin are the two known proteins that bear T cell epitopes in coeliac disease (Table 5), one of ordinary skill
in the art would have found it obvious to modify the gliadin epitope mutation method of Anderson for modification of glutenin to obtain
glutenin that lacks CD-inducing epitopes. As the technical feature was known in the art at the time of the invention, it cannot be
considered a special technical feature that would otherwise unify the groups.

Groups | and Il therefore lack unity of invention under PCT Rule 13 because they do not share a same or corresponding special
technical feature

Form PCT/ISA/210 (extra sheet) (July 2009)
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