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Box No. 1 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. I:I forming part of the international application as filed:
I:I 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 13/er. 1(a) for the purposes of international search

only in the form of an Annex C/ST.25 text file.

c. |Z] furnished subsequent to the international filing date for the purposes of intemational search only:

in the form of an Annex C/ST.25 text file (Rule 13fer.1(a)).

on paper or in the form of an image file (Rule 13ser.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
statements 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:

Form PCT/ISA/210 (continuation of first sheet (1)) (January 2U15)
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Box No. I1 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:

I I:] 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.: 7-9, 12-79, 85-86, 89-112
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 shect)

This International Searching Authority found multiple inventions in this international application, as follows:
-***-Continued Within the Next Supplemental Box-***-

l. 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. % 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.:

1-6, 10-11, 80, 83-84, 87-88, restricted to SEQ ID NOs: 38-45

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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-Continued from Box No. Ill: Observations where unity of invention is lacking-***-

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.

Groups I+, Claims 1-6, 10, 11, 80-84, 87, 88 and SEQ ID NOs: 38-45 are directed toward a multimeric binding molecule comprising at
least two bivalent binding units, or variants or fragments thereof, wherein each binding unit comprises at least two heavy chain constant
regions or fragments thereof, each associated with an antigen-binding domain, wherein at least one antigen binding domain of the
binding molecule is a CD20 antigen binding domain; and a method for directing complement-mediated or T-cell-mediated killing of a
CD20-expressing cell therewith.

The multimeric binding molecule and method will be searched to the extent that the binding molecule comprises a VH encompassing
SEQ ID NO: 38 (first exemplary VH), comprising a CDR1 encompassing SEQ ID NO: 39 (first exemplary HCDR1), a CDR2
encompassing SEQ 1D NO: 40 (first exemplary HCDR2) and a CDR3 encompassing SEQ ID NO: 41 (first exemplary HCDR3); and a VL
encompassing SEQ 1D NO: 42 (first exemplary VL) comprising a CDR1 encompassing SEQ ID NO: 43 (first exemplary LCDR1), a CDR2
encompassing SEQ ID NO: 44 (first exemplary LCDR2) and a CDR3 encompassing SEQ ID NO: 45 (first exemplary LCDR3). Applicant
is invited to elect additional pair(s) of VH and VL sequence(s), optionally with specified CDRs of said VH and VL sequence(s), with
specified SEQ ID NO: for each CDR or specified substitution(s) at specified site(s) of a SEQ ID NO: for a CDR, to be searched.
Additional pair(s) of VH and VL sequence(s) and/or associated CDR sequence(s) will be searched upon the payment of additional fees.
It is believed that claims 1-6, 10, 11, 80, 83 (in-part), 84 (in-part), 87 (in-part) and 88 (in-part) encompass this first named invention and
thus these claims will be searched without fee to the extent that they encompass SEQ ID NO: 38 (VH), SEQ ID NO: 39 (HCDR1), SEQ
ID NO: 40 (HCDR2), SEQ ID NO: 41 (HCDR3), SEQ ID NO: 42 (VL), SEQ ID NO: 43 (LCDR1), SEQ ID NO: 44 (LCDR2) and SEQ ID
NO: 45 (LCDR3). Applicants must specify the claims that encompass any additionally elected VH and/or VL and/or associated CDR
sequence(s). Applicants must further indicate, if applicable, the claims which encompass 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 a VH encompassing SEQ ID NO:
1 (first exemplary elected VH), comprising a COR1 encompassing SEQ ID NO: 2 (first exemplary elected HCDR1), a CDR2
encompassing SEQ ID NO: 3 (first exemplary elected HCDR2) and a CDR3 encompassing SEQ ID NO: 4 (first exemplary elected
HCDR3); and a VL encompassing SEQ ID NO: 5 (first exemplary elected VL) comprising a CDR1 encompassing SEQ ID NO: 6 (first
exemplary elected LCDR1), a CDR2 encompassing SEQ ID NO: 7 (first exemplary elected LCDR2) and a CDR3 encompassing SEQ 1D
NO: 8 (first exemplary elected LCDR3).

No technical features are shared between the heavy chain sequences of Groups |+ and/or the light chain sequences of Groups I+, and,
accordingly, these groups lack unity a priori.

Groups I+ share the technical features including: a multimeric binding molecule comprising at least two bivalent binding units, or variants
or fragments thereof, wherein each binding unit comprises at least two heavy chain constant regions or fragments thereof, each
associated with an antigen-binding domain, wherein at least one antigen binding domain of the binding molecule is a CD20 antigen
binding domain comprising six immunoglobulin complementarity determining regions HCDR1, HCDR2, HCDR3, LCDR1, LCDR2, and
LCDR3, wherein the HCDR1 comprises the amino acid sequence of SEQ ID NO: 39 or SEQ ID NO: 39 with one or two single amino
acid substitutions; the HCDR2 comprises the amino acid sequence of SEQ ID NO: 40 or SEQ ID NO: 40 with one or two single amino
acid substitutions; the HCDR3 comprises the amino acid sequence of SEQ ID NO: 41, SEQ ID NO: 41 with one or two single amino acid
substitutions; the LCDR1 comprises the amino acid sequence of SEQ ID NO: 43, or SEQ ID NO: 43 with one or two single amino acid
substitutions; the LCDR2 comprises the amino acid sequence of SEQ ID NO: 44 or SEQ ID NO: 44 with one or two single amino acid
substitutions; and the LCDR3 comprises the amino acid sequence of SEQ ID NO: 45 or SEQ ID NO: 45 with one or two single amino
acid substitutions; wherein at least one antigen binding domain of the binding molecule comprises an antibody heavy chain variable
region (VH) and an antibody light chain variable region (VL), wherein the VH comprises an amino acid sequence at least 80%, at least
85%, at least 90%, at least 95% or 100% identical to SEQ ID NO: 38, and the VL comprises an amino acid sequence at least 80%, at
least 85%, at least 90%, at least 95% or 100% identical to SEQ ID NO: 42; and a method for directing complement-mediated,
T-cell-mediated, or both complement-mediated and T-cell-mediated killing of a CD20-expressing cell comprising contacting a
CD20-expressing cell with a dimeric, pentameric, or hexameric hinding molecule comprising two, five, or six bivalent binding units,
respectively, wherein each binding unit comprises two IgA or IgM heavy chain constant regions or fragments thereof and two antigen
binding domains, wherein at least one antigen binding domain of the binding molecule is a CD20 antigen binding domain, and wherein
the binding molecule can direct complement-mediated killing of a CD20-expressing cell at higher potency than an equivalent amount of a
monospecific, bivalent IgG1 antibody or fragment thereof that specifically binds to the same CD20 epitope as the CD20 antigen binding
domain.

However, these shared technical features are previously disclosed by US 6,476,198 B1 (KANG) in view of US 2010/0184959 A1 to
Guler-Gane et al. (hereinafter ‘Guler-Gane').

-***-Continued Wilhin the Next Supplemental Box-***-
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Kang discloses a multimeric binding molecule (a multimeric antigen-binding molecule; column 3, line 54-column 4, line 1) comprising at
least two bivalent binding units (comprising four monovalent polypeptides (comprising at least two bivalent binding units); column 14,
lines 28-38), wherein each binding unit comprises at least two constant regions or fragments thereof (wherein each binding unit
comprises at least two constant regions or fragments thereof; column 14, lines 28-38), each associated with an antigen-binding domain
(each associated with an antigen-binding domain; column 13, lines 22-27; column 14, lines 28-38), wherein at least one antigen binding
domain of the binding molecule comprises an antibody heavy chain variable region (VH) and an antibody light chain variable region (VL)
(wherein at least one antigen binding domain of the binding molecule comprises an antibody heavy chain variable region (VH) and an
antibody light chain variable region (VL})); column 13, lines 28-40); and a method for directing complement-mediated, T-cell-mediated,
killing of an antigen-expressing cell (a method for activating T cells and providing antibody-mediated cytotoxicity (a method for directing
complement-mediated, T-cell-mediated, killing of an antigen-expressing cell); column 13, lines 41-52; column 34, iines 30-36) comprising
contacting an antigen-expressing cell (comprising contacting an antigen-expressing cell; column 13, lines 41-52; column 34, lines 30-36)
with a dimeric binding molecule comprising two bivalent binding units (with a dimeric binding molecule comprising two bivalent binding
units; column 14, lines 28-38; column 34, lines 30-36), wherein each binding unit comprises IgA or IgM heavy chain constant regions or
fragments thereof (wherein each binding unit comprises IgA or IgM heavy chain constant regions or fragments thereof; column 17, lines
10-16) and two antigen binding domains (and two antigen binding domains; column 14, lines 28-38), wherein the binding molecule can
direct complement-mediated killing of an antigen-expressing cell (wherein the binding molecule can direct complement-mediated killing
of an antigen-expressing cell; column 13, lines 41-52; column 34, lines 30-36) at higher potency than an equivalent amount of a
monospecific, bivalent IgG1 antibody or fragment thereof that specifically binds to the same epitope as the antigen binding domain
(wherein the multimeric antibodies exhibit greater avidity over the same monomeric antigen binding proteins (at higher potency than an
equivalent amount of a monospecific, bivalent IgG1 antibody or fragment thereof that specifically binds to the same epitope as the
antigen binding domain}; column 3, line 58 - column 4, line 4).

Kang does not disclose wherein each binding unit comprises at least two IgA or IgM heavy chain constant regions or fragments thereof;
wherein at least one antigen binding domain of the binding motecule is a CD20 antigen binding domain comprising six immunoglobutin
complementarity determining regions HCDR1, HCDR2, HCDR3, LCDR1, LCDR2, and LCDR3, wherein the HCDR1 comprises the
amino acid sequence of SEQ ID NO: 39 or SEQ ID NO: 39 with one or two single amino acid substitutions; the HCDR2 comprises the
amino acid sequence of SEQ ID NO: 40 or SEQ ID NO: 40 with one or two single amino acid substitutions; the HCDR3 comprises the
amino acid sequence of SEQ ID NO: 41, SEQ ID NO: 41 with one or two single amino acid substitutions; the LCDR1 comprises the
amino acid sequence of SEQ ID NO: 43, or SEQ ID NO: 43 with one or two single amino acid substitutions; the LCDR2 comprises the
amino acid sequence of SEQ ID NO: 44 or SEQ 1D NO: 44 with one or two single amino acid substitutions; and the LCDR3 comprises
the amino acid sequence of SEQ ID NO: 45 or SEQ D NO: 45 with one or two single amino acid substitutions; wherein the VH
comprises an amino acid sequence at least 80%, at least 85%, at least 90%, at least 95% or 100% identical to SEQ ID NO: 38, and the
VL comprises an amino acid sequence at least 80%, at least 85%, at least 90%, at least 95% or 100% identical to SEQ ID NO: 42; a
CD20-expressing cell, and wherein at least one antigen binding domain of the binding molecule is a CD20 antigen binding domain, and
wherein the binding molecule can direct complement-mediated killing of a CD20-expressing cell at higher potency than an equivalent
amount of a monospecific, bivalent IgG1 antibody or fragment thereof that specifically binds to the same CD20 epitope as the CD20
antigen binding domain.

Guler-Gane discloses multispecific, and multivalent antibodies (multispecific and multivalent antibodies; paragraphs [0090], (0093]),
including a bivalent fragment comprising two linked Fab fragments (including a bivalent fragment comprising two linked Fab fragments;
paragraph [0093]), wherein each Fab fragment comprises a CH domain (wherein each Fab fragment comprises a CH domain;
paragraph [0093]) wherein the CH1 domain comprises modifications that alter effector function (wherein the CH1 domain comprises
modifications that alter effector function; paragraph {0097]); and wherein the antigen binding domain binds to CD20 (wherein the antigen
binding domain binds to CD20; paragraphs [0133], [0134]) and comprises six immunoglobulin complementarity determining regions
HCDR1, HCDR2, HCDR3, LCDR1, LCDR2, and LCDR3 (and comprises VH and VL CDR sequences (and comprises six
immunoglobulin complementarity determining regions HCDR1, HCDR2, HCDR3, LCDR1, LCDRZ, and LCDR3); paragraph [0082],
[0133), [0134]), wherein the HCDR1 comprises the amino acid sequence of SEQ 1D NO: 39 (wherein the heavy chain comprises the
HCRDR1 sequence GYSFTSYWIG (wherein the HCDR1 comprises the amino acid sequence of SEQ 1D NO: 39); paragraph [0134),
SEQ ID NO: 26, residues 26-35 are 100% identical to Applicants' SEQ ID NO: 39); the HCDR2 comprises the amino acid sequence of
SEQ ID NO: 40 (wherein the HCDR2 comprises the amino acid sequence IIlYPGDSDTRYSPSFQG (the HCDR2 comprises the amino
acid sequence of SEQ ID NO: 40); paragraph [0134), SEQ ID NO: 26, residues 50-66 are 100% identical to Applicants’ SEQ ID NO: 40);
the HCDR3 comprises the amino acid sequence of SEQ ID NO: 41 (the HCDR3 comprises the amino acid sequence
HPSYGSGSPNFDY (the HCDR3 comprises the amino acid sequence of SEQ ID NO: 41); paragraph [0134], SEQ ID NO: 26, residues
99-111 are 100% identical to Applicants’' SEQ 1D NO: 41); the LCDR1 comprises the amino acid sequence of SEQ ID NO: 43 (the
LCDR1 comprises the amino acid sequence RSSQSLVYSDGNTYLS (the LCDR1 comprises the amino acid sequence of SEQ 1D NO:
43); paragraph {0134}, SEQ ID NO: 28, residues 24-39 are 100% identical to Applicants' SEQ ID NO: 43); the LCDR2 comprises the
amino acid sequence of SEQ ID NO: 44 (the LCDR2 comprises the amino acid sequence KISNRFS (he LCDR2 comprises the amino
acid sequence of SEQ ID NO: 44); paragraph [0134], SEQ ID NO: 28, residues 55-61 are 100% identical to Applicants' SEQ ID NO: 44);
and the LCDR3 comprises the amino acid sequence of SEQ ID NOQ; 45 (the LCDR3 comprises the amino acid sequence VQATQFPLT
(the LCDR3 comprises the amino acid sequence of SEQ ID NO: 45); paragraph [0134], SEQ ID NO: 28, residues 94-102 are 100%
identical to Applicants' SEQ ID NO: 45); wherein the VH comprises an amino acid sequence 100% identical to SEQ ID NO: 38 (wherein
the VH comprises SEQ ID NO: 26 (wherein the VH comprises an amino acid sequence 100% identical to SEQ ID NO: 38); paragraph
[0134], SEQ ID NO: 26, wherein SEQ ID NO: 26 is 100% identical to Applicants' SEQ ID NO: 38), and the VL comprises an amino acid
sequence 100% identical to SEQ ID NO: 42 (and the VL comprises SEQ ID NO: 28 (the VL comprises an amino acid sequence 100%
identical to SEQ ID NO: 42); paragraph [0134], SEQ ID NO: 28, wherein SEQ ID NO: 28 is 100% identical to Applicants' SEQ ID NO:
42).

-***-Continued Within the Next Supplemental Box-***-
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-***-Continued from Previous Supplemental Box-***-

It would have been obvious to a person of ordinary skill in the art at the time of the invention was made to have modified the disclosure
of Kang to have included the use of constructs, such as the bivalent Fab construct of Guler-Gane, comprising two CH domains per unit,
in a multivalent construct comprising at least two such constructs, as disclosed by Kang, in order to better enable tailoring of the effector
functions by using modified CH domains, as disclosed by Guler-Gane; and wherein the construct included the CD20-binding variable
domains disclosed by Guler-Gane, in order to enable the binding and killing of a CD20-expressing cell, such as a cancer cell.

Since none of the special technical features of the Groups I+ inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by a combination of the Kang and Guler-Gane references, unity of invention is
lacking.

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