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1. |:| Claims Nos.:
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2. |:| Claims Nos.:
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3. I:l Claims Nos.:

bacausa they ara depandant claims and ara nat drafted in accardance with tha sacand and third sentences of Rula 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet
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claims.
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3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
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1-22, 27-43, 171

4. |:| Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1, 2{completely); 4-20, 171(partially)

A method of selecting a cell expressing a bispecific
antibody by generating a population of eukaryotic cells by
transduction with a population of lentiviral particles, said
particles comprising an IRES containing bicistronic
expression cassette whereby one or both of the heavy chains
comprise a transmembrane domaine at their C-terminus;
selecting from said population a cell depending on the
properties of the displayed membrane bound full Tength
bispecific antibody and related subject matter.

2. claims: 3{completely); 4-20, 171{partially)

A method of selecting a cell expressing a bispecific
antibody by generating a population of eukaryotic cells by
transduction with a population of lentiviral particles, said
particles comprising an IRES containing bicistronic
expression cassette; selecting from said population a cell
depending on the properties of the secreted membrane bound
full Tength bispecific antibody and related subject matter.

3. claims: 21, 22(completely); 27-43, 171(partially)

A method of selecting a cell expressing an antibody by
generating a population of eukaryotic cells by transduction
with a population of lentiviral particles, said particles
comprising an IRES containing bicistronic expression
cassette comprising at least two chains; selecting from said
population a cell depending on the properties of the
displayed full length membrane bound antibody and related
subject matter.

4. claims: 125(completely); 127-165, 171(partially)

A method of selecting a cell expressing an antibody by
generating a lentiviral expression library by generating a
multitude of DNA molecules, cloning said molecules into a
lentiviral expression vector comprising an IRES linked
expression cassette for the expression of a full length
antibody 1ight chain and a full length heavy chain,
transducing a population of eukaryotic cells with said virus
particles, displaying antibodies encoded by said lentiviral
expression library, isolating a cell selected by capacity of
the bound antibody to bind an antigen or antigens of
interest and related subject-matter.

5. claims: 126(completely); 127-165, 171(partially)
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A method of selecting a cell expressing a bispecific
antibody by generating a Tentiviral expression library by
generating a multitude of DNA molecules from the DNA
encoding a single bispecific antibody, c¢loning said
molecules into a lentiviral expression vector comprising an
IRES Tinked expression cassette for the expression of a full
length bispecific antibody, transducing a population of
eukaryotic cells with said virus particles, displaying
antibodies encoded by said lentiviral expression library,
isolating a cell selected by capacity of the bound antibody
to bind an antigen or antigens of interest and related
subject-matter.

6. claims: 166(completely); 171(partially)

A method for the display of full length antibodies
comprising a common 1ight chain and the selection of cells
and thereby the selection of an antibody through the
immunisation of an experimental animal, the selection of
antigen specific B-cells; PCR amplification of heavy chain
encoding nucleic acids using primers of SEQ ID Nos 1-11;
virus generation, infection of a mammalian cell stably
expressing a commen 1ight chain and selection of bispecific
antibodies displayed on the surface of a mammalian cell, PCR
of the complete first heavy chain and second heavy chain
including the IRES and cloning into a shuttle vector without
transmembrane domain using SEQ ID Nos 29 and 30; virus
generation, infection of a mammalian cell stably expressing
a common light chain and selection of bispecific antibodies
in the supernatant and related subject-matter.

7. claims: 167 (completely); 171(partially)

A method for the display of full length antibodies
comprising a common 1ight chain and the selection of cells
and thereby the selection of an antibody through the
immunisation of an experimental animal, the selection of
antigen specific B-cells; PCR amplification of heavy chain
encoding nucleic acids; virus generation, infection of a
mammalian cell stably expressing a common light chain and
selection of mammalian cell membrane-displayed bispecific
antibodies, PCR of the complete first heavy chain and second
heavy chain including the IRES and clening into a shuttle
vector without transmembrane domain, removal of the
transmembrane domain of the first heavy chain by restriction
cutting the vector; virus generation, infection of a
mammalian cell stably expressing a common light chain,
single cell sort of cells, screening of bispecific
antibodies in the supernatant and related subject-matter.

8. claims: 168(completely); 171(partially)




(118) JP 2015-503907 A 2015.2.5

International Applicatioh No. PCT/ EP2012/ 076163

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

A method for the display of full length antibedies
comprising a commen 1ight chain and the selection of cells
and thereby the selection of an antibody through the
imunisation of an experimental animal, the selection of
antigen specific B-cells; PCR amplification of heavy chain
encoding nucleic acids for cloning into a first and second
shuttle vector; virus generation {one for the first shuttle
vector and one for the second shuttle vector), sequential
infection of a mammalian cell stably expressing a common
light chain and selection of bispecific antibodies displayed
on the surface of mammalian cell; PCR of the heavy chain
variable domains and c¢loning into a third shuttle vector
into a bicistronic expression unit without transmembrane
domain with IRES; virus generation, infection of a mammalian
cell stably expressing a common 1ight chain, single cell
sort of cells, screening of bispecific antibodies in the
supernatant and related subject-matter.

9. claims: 169(completely); 171(partially)

A method for the display of full length bispecific
antibodies comprising a common light chain and the selection
of cells and thereby the selection of a bispecific antibody
through the immunisation of a first and second experimental
animal, the selection of B-cells of the first and second
immunisation; obtaining the heavy chain encoding nucleic
acid of each B-cell so as to enable directed cloning into
shuttle vector/lentiviral expression vector; ligation of a
first heavy chain upstream of IRES and of a second heavy
chain downstream of IRES; virus generation; infection of a
mammalian cell stably expressing a common light chain with
the virus; selection of cells displaying bispecific
antibodies, PCR of the complete first heavy chain and second
heavy chain including the I1RES and cloning into a shuttle
vector without transmembrane domain, removal of the
transmembrane domain of the first heavy chain by restriction
cutting the vector; virus generation, infection of a
mammalian cell stably expressing a common light chain,
single cell sort of cells, screening of bispecific
antibodies in the supernatant and selection of bispecific
antibodies and related subject-matter.

10, claims: 170(completely); 171(partially)

A method for the display of full length bispecific
antibodies comprising a common light chain and the selection
of cells and thereby the selection of a bispecific antibody
through the immunisation of an experimental animal, the
selection of B-cells of the immunised animal; obtaining the
heavy chain encoding nucleic acid of each B-cell so as to
enable directed cloning into shuttle vector/lentiviral
expression vector; ligation of the heavy chain into a
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shuttle vector/lentiviral expression vector upstream of IRES
and of a second heavy chain into the same shuttle
vector/lentiviral expression vector downstream of IRES;
virus generation; infection of a mammalian cell stably
expressing a common 1light chain with the virus; selection of
a cell secreting a bispecific antibody and related
subject-matter.

11. claims: 23, 44, 60{completely); 27-30, 33-43, 46-59, 62-124,
171(partially)

A method of selecting a cell expressing an antibody by
generating a population of eukaryotic cells by transduction
with a population of lentiviral particles, said particles
comprising an IRES containing bicistronic expression
cassette containing a full length antibody light chain, the
IRES, a full Tength antibody heavy chain and a nucleic acid
encoding a transmembrane domain or a GPI anchor; selecting
from said population a cell depending on the properties of
the displayed full length membrane bound antibody and
related subject matter.

12. claims: 24, 45, 61(completely); 27-29, 31, 33-43, 46-59,
62-124, 171(partially)

A method of selecting a cell expressing an antibody by
generating a population of eukaryotic cells by transduction
with a population of lentiviral particles, said particles
comprising an IRES containing bicistronic expression
cassette containing a first full Tength antibody heavy
chain, the IRES, a second full length antibody heavy chain
and a nucleic acid encoding a transmembrane domain or a GPI
anchor; selecting from said population a cell depending on
the properties of the displayed full length membrane bound
antibody and related subject matter.

13. claims: 25(completely); 27-29, 32-43, 171(partially)

A method of selecting a cell expressing an antibody by
generating a population of eukaryotic cells by transduction
with a population of lentiviral particles, said particles
comprising an IRES containing bicistronic expression
cassette containing a full length antibody light chain, the
IRES, a full length antibody heavy chain linked at its
C-terminus to a scFv and a nucleic acid encoding a
transmembrane domain or a GPI anchor: selecting from said
population a cell depending on the properties of the
displayed full length membrane bound antibody and related
subject matter.

14. claims: 26(completely); 27-29, 32, 33, 171(partially)
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A method of selecting a cell expressing an antibody by
generating a population of eukaryotic cells by transducticn
with a population of lentiviral particles, said particles
comprising an IRES containing bicistronic expression
cassette containing a full length antibody light chain, the
IRES, a full Tength antibody heavy chain linked at its
C-terminus to a scFab and a nucleic acid encoding a
transmembrane domain or a GPI anchor; selecting from said
population a cell depending on the properties of the
displayed full length membrane bound antibody and related
subject matter.
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