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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:

N/
3. Claims Nos.: 4-22, 26-44, 48-70, 75-82, 87-91, 95, 101-104, 109-127, 130
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:

See Extra Sheet

1. I:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims. :

2. [_—_I 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. & 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.

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.
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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 !: claims 1-3 are drawn to a composition comprising an antibody or a fusion protein that comprises the Fe domain of an antibody,
(a) wherein at least about 70% of the antibody or the fusion protein molecules comprise a complex N-glycan; and (b) wherein about 40%
to about 100% of the N-glycans are afucosyl glycans.

Group lI: claims 23-25 are drawn to a composition comprising a protein, wherein at least about 70% of the protein molecules comprise a
glycan; (a) wherein said protein is produced by a cell that is not a human, ape, or Old World monkey cell; and (b) wherein at least about
40% of the glycosylated molecules do not comprise the alpha-Gal epitope.

Group lI1: claims 45-47 are drawn to a composition comprising a protein, wherein at least about 70% of the protein molecules comprise a
glycan; (a) wherein said protein is produced by a non-human cell; and (b) wherein the glycans of said protein molecules are
characterized by a total sialic acid content that contain no more than about 20% of N-glycolylneuraminic acid (Neu5Gc).

Group IV: claims 71-74, 105, 106, 131-136 and 107, 108, 128, 129 (in part) are drawn to a method for producing a composition
comprising an afucosylated glycoprotein, comprising: (a) culturing a host cell in a large scale cell culture, wherein (i) said host cell
expresses the glycoprotein; and (ji) said host cell comprises a target gene that encodes a protein that is selected from the group
consisting of: GDP-fucose transporter (GFT), solute carrier-35C1 (SLC35C1), and solute carrier-35C2 (SLC35C2); and (b) adding an
effective amount of an RNA effector molecule to said large scale cell culture, wherein said RNA effector is substantially complementary
to said target gene, and reduces or prevents the expression of said target gene.

Group V: claims 83-86, 137, 138 and 107, 108, 128, 129 (in part) are drawn to a method tor producing a composition comprising a
glycoprotein, comprising: (a) culturing a host cell in a large scale cell culture, wherein (i) said host cell expresses the glycoprotein; and
(i) said host cell comprises a target gene that encodes an alpha-1, 3-galactosyltransferase; and (b) adding an effective amount an RNA
effector molecule to said large scale cell culture, wherein said RNA effector is substantially complementary to said target gene, and
reduces or prevents the expression of the target gene.

Group VI: claims 92-94, 96, 140-142 and 107, 108, 128, 129 (in part) are drawn to a method for producing a composition comprising a
glycoprotein, comprising: (a) culturing a host cell in a large scale cell culture, with the proviso that (i) said host cell is not a human cell,
wherein: said host cell expresses the glycoprotein; and (ii) said host cell comprises a target gene that encodes CMP-N-acetylneuraminic
acid hydroxylase (CMAH); and (b) adding an effective amount of an RNA effector molecule to said large scale cell culture, wherein said
RNA effector is substantially complementary to said gene, and reduces or prevents the expression of said target gene.

Group VII: claims 97-100 and 107, 108 (in part) are drawn to a method for producing a composition comprising a glycoprotein,
comprising: (a) culturing a host cell in a large scale cell culture, with the proviso that said host cell is not a human cell, wherein: (i) said
host cell expresses the glycoprotein; and (i) said host cell comprises a target gene that encodes a sialidase; and (b) adding an effective
amount of an RNA effector molecule to said large scale cell culture, wherein said RNA effector is substantially complementary to said
gene, and reduces or prevents the expression of said target gene.

The inventions listed in Groups |-VII 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:

The special technical feature of Group |, a composition comprising an antibody or a fusion protein that comprises wherein about 40% to
about 100% afucosyl glycans, are not present in Groups |1-Vil; the special technical feature of Group Ii, a composition comprising a
protein wherein at least about 40% of the glycosylated molecules do not comprise the alpha-Gal epitope, is not present in Groups | and
11-VII; the special technical feature of Group Ili, a composition comprising a protein wherein the glycans of said protein molecules are
characterized by a total sialic acid content that contain no more than about 20% of N-glycolylineuraminic acid (Neu5Gc), are not present
in groups |, I, and {V-VII; the special technical feature of Group {V, a method for producing a composition comprising an afucosylated
glycoprotein and a host cell comprising a target gene that encodes a protein that is selected from the group consisting of: GDP-fucose
transporter (GFT), solute carrier-35C1 (SLC35C1), and solute carrier-35C2 (SLC35C2), is not present in Groups -1l and V-VII; the
special technical feature of Group V, a method tor producing a composition comprising a glycoprotein and a said host cell comprises a
target gene that encodes an alpha-1, 3-galactosyltransferase, is not present in Groups 1-1V, Vi, and VII; the special technical feature of
Group VI, a method for producing a composition comprising a glycoprotein, comprising a host cell comprising a target gene that encodes
CMP-N-acetylneuraminic acid hydroxylase (CMAH), is not found in Groups |-V and VIi; the special technical feature of Group Vi, a
method for producing a composition comprising a glycoprotein and a host cell wherein said host cell comprises a target gene that
encodes a sialidase, is not present in Groups I-VI.

Further, Groups |-Vl share the technical features of a composition comprising a protein, wherein at least about 70% of the protein
molecules comprise a glycan, wherein said protein is produced by a cell that is not a human, ape, or Old World monkey cell; and a
method for producing a glycoprotein comprising culturing a host cell in a large scale cell culture, wherein (i) said host cell expresses the
glycoprotein; and (ii) said host cell comprises a target gene that encodes a protein that are necessary for the glycosylation of said
glycoprotein; and (b) adding an effective amount an RNA effector molecule to said large scale cell culture, wherein said RNA effector is
substantially complementary to said target gene, and reduces or prevents the expression of the target gene.
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However, these shared technical features do not represent a contribution over the prior art. Specifically, US 7,884,264 B2 to Dickey et
al. disclose a composition comprising a protein, wherein at least about 70% of the protein molecules comprise a glycan (the production
of a monoclonal antibody composition, wherein at least 90% or more of the intact antibody is represented by a single glycoform, Col. 3,
Lns. 28-31), wherein said protein is produced by a cell that is not a human, ape, or Old World monkey cell (a glycoprotein produced in
the transgenic plant, Col. 47, Lns. 62-63); and a method for producing a glycoprotein comprising culturing a host cell in a large scale cell
culture (methods for altering the N-glycosylation pattern of homologous and heterologous polypeptides produced in a plant, particularly
a plant that serves as an expression system for recombinant proteins of interest, Col. 10, Lns. 59-63), wherein (i) said host cell
expresses the glycoprotein (a glycoprotein produced in the transgenic plant, Col. 47, Lns. 62-63); and (ii) said host cell comprises a
target gene that encodes a protein that are necessary for the glycosylation of said glycoprotein (compositions comprising novel isolated
polynucleotides and polypeptides encoding a Lemna minor alpha-1,3-fucosyltrausferase and beta-1,2-xylosyltransferase; recombinant
nucleotide constructs that target expression of these two proteins, or expression of variants thereof, are also provided, as are plant cells,
plant tissues, plants, and seeds comprising these recombinant constructs, Col. 3, Lns. 56-58; and (b) adding an effective amount an
RNA effector molecule to said large scale cell culture (FucT or XylT inhibitory sequence can he a chemically synthesized or in
vitro-produced small interfering RNA (siRNA) or microRNA (miRNA) that, when introduced into the host cell would directly, though
transiently, inhibit FucT, XyiT, or a combination thereof, by silencing expression of these target gene product(s), Col. 27, Lns. 59-65),
wherein said RNA effector is substantially complementary to said target gene, and reduces or prevents the expression of the target
gene (for antisense suppression, the expression cassette is designed to express an RNA molecule complementary to all or part of a
messenger RNA encoding the FucT or XylIT (target genes), Col. 31, Lns. 14-17; methods comprise the use of nucleotide constructs
comprising one or more sequences that are capable of inhibiting expression of alpha-1,3-fucosyltransferase (FucT) and
beta-1,2-xylosyltransferase (XyIT) in a plant, Col. 10, Lns. 63-66; the phrase "capable of inhibiting" is used in the context of a
polynucleotide inhibitory sequence, it is intended to mean that the inhibitory sequence itself exerts the inhibitory effect; or, where the
inhibitory sequence encodes an inhibitory nucleotide molecule, for example hairpin RNA, miRNA, or double stranded RNA
polynucleotides, Col. 18, Lns. 2-8).

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

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



	Page 1 - front-page
	Page 2 - front-page
	Page 3 - wo-search-report
	Page 4 - wo-search-report
	Page 5 - wo-search-report
	Page 6 - wo-search-report

