10

unsuitable because the possibly increased off-target activation induced by the bivalent C-

terminal CD3 binding moiety.

[10] Based on the above, there is a need in the art for improved ABPs targeting FLT3 that

address at least one of the problems outlined above.
SUMMARY

[10a] In one aspect, the present disclosure provides an antibody, or antigen binding fragment
thereof, wherein the antibody, or antigen binding fragment thereof is composed of two antibody
heavy chain sequences, wherein said antibody heavy chain sequences comprise the amino acid
sequence of SEQ ID NO: 21, and two antibody light chain sequences, wherein said antibody light

chain sequences comprise the amino acid sequence of SEQ ID NO: 22.
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[tob] In yet another aspect, the present disclosure provides an isolated nucleic acid
comprising a sequence encoding for an antibody, or antigen binding fragment thereof, as

described herein.

[10c] In yet another aspect, the present disclosure provides a nucleic acid construct (NAC)
comprising a nucleic acid as described herein and one or more additional sequence features

permitting the expression of the encoded antibody, or antigen binding fragment thereof in a cell.

[tod] In yet another aspect, the present disclosure provides a recombinant host cell

comprising a nucleic acid as described herein or a NAC as described herein.

[10€] In yet another aspect, the present disclosure provides a pharmaceutical composition
comprising: (i) an antibody, or antigen binding fragment thereof as described herein, or (ii) a
nucleic acid as described herein or a NAC as described herein, or (iii) a recombinant host cell as

described herein, and a pharmaceutically acceptable carrier, stabiliser and/or excipient.

[10f] In yet another aspect, the present disclosure provides a component for use in
medicine, wherein the component is selected from the list consisting of: an antibody, or antigen
binding fragment thereof as described herein, an isolated nucleic acid as described herein or a
NAC as described herein, a recombinant host cell as described herein and a pharmaceutical

composition as described herein.

[10g] In yet another aspect, the present disclosure provides an in vitro method of
enhancing a cell-mediated immune response to a human cell that expresses human FLT3,
comprising contacting said cell with an antibody, or antigen binding fragment thereof as
described herein, or a nucleic acid encoding said antibody, or antigen binding fragment
thereofas described herein, in the presence of an immune cell, such as a T-cell or natural killer

(NK) cell, thereby enhancing a cell-mediated immune response against said human cell.

[10j] In yet another aspect, the present disclosure provides use of a component recited
herein in the manufacture of a medicament for preventing and/or treating a proliferative
disorder in a subject, wherein the proliferative disorder is characterized by an expression of

FLT3 in cells associated with the proliferative disorder.

BRIEF DESCRIPTION OF THE INVENTION

[11] Generally, and by way of brief description, the main aspects of the present invention can

be described as follows:
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CLAIMS

An antibody or antigen binding fragment thereof, wherein the antibody, or antigen
binding fragment thereof is composed of two antibody heavy chain sequences,
wherein said antibody heavy chain sequences comprise the amino acid sequence of
SEQ ID NO: 21, and two antibody light chain sequences, wherein said antibody light

chain sequences comprise the amino acid sequence of SEQ ID NO: 22.

The antibody, or antigen binding fragment thereof according to claim 1, which binds
to said FLT3 with a kp that is less than 50 uM and more than 50 nM; preferably
which binds to said FLT3 with a kp that is less than 1 uM and more than 300 nM.

The antibody, or antigen binding fragment thereof according to claim 1 or 2 which
binds to a human cell expressing FLT3 with an ECs, that is lower than 10 nM and that
is higher than 0.5 nM.

The antibody, or antigen binding fragment thereof according to any one of claims 1 to
3 which binds to a human cell expressing FLT3 with an ECs, that is lower than 5.5 nM
and that is higher than 4.5 nM.

The antibody, or antigen binding fragment thereof according to any one of claims 1 to

4, which comprises an effector group and/or which is labelled.

The antibody, or antigen binding fragment thereof according to any one of claims 1 to

5, which is isolated and/or substantially pure.

The antibody, or antigen binding fragment thereof according to any one of claims 1 to
6 which is an antibody, such as a monoclonal antibody; or which is a fragment of an

antibody, such as a fragment of a monoclonal antibody.

The antibody, or antigen binding fragment thereof according to claim 7, wherein said

antibody is a chimeric antibody, such as a human-chimeric antibody.

The antibody, or antigen binding fragment thereof according to claim 7 or 8, wherein
said antibody is an IgG, IgE, IgD, IgA, or IgM immunoglobulin; preferably an IgG

immunoglobulin.
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10. The antibody, or antigen binding fragment thereof according to any one of claims 7 to
9, which is an antibody fragment selected from the list consisting of: Fab, Fab’-SH, Fv,
scFv and F(ab’)2.

11.  The antibody, or antigen binding fragment thereof according to any one of claims 1 to
10, wherein said antibody, or antigen binding fragment thereof is modified or
engineered to increase antibody-dependent cellular cytotoxicity (ADCC), preferably

wherein said antibody, or antigen binding fragment thereof is afucosylated.

12.  The antibody, or antigen binding fragment thereof according to claim 1, which is a
bispecific antibody, or antigen binding fragment thereof, and which comprises two

binding sites binding to FLT3 and two binding sites binding to human CD3.

13.  The antibody, or antigen binding fragment thereof, according to claim 12, wherein the
two binding sites binding to human CD3 comprise an UCHT1 anti-CD3 scFv

construct.

14. The antibody, or antigen binding fragment thereof, according to claim 13, wherein the

scFv construct comprises the amino acid sequence of SEQ ID NO: 14.

15. The antibody, or antigen binding fragment thereof according to claim 14, comprising
two antibody heavy chain sequences and two antibody light chain sequences, wherein
said antibody heavy chain sequences comprise the amino acid sequence of SEQ ID
NO: 34 and the antibody light chain sequences comprise the amino acid sequence of
SEQ ID NO: 35.

16. An isolated nucleic acid comprising a sequence encoding for an antibody, or antigen

binding fragment thereof, of any one of claims 1 to 15.

17. A nucleic acid construct (NAC) comprising a nucleic acid of claim 16 and one or
more additional sequence features permitting the expression of the encoded antibody, or

antigen binding fragment thereof in a cell.

18. A recombinant host cell comprising a nucleic acid of claim 16 or a NAC according to

claim 17.

19. A pharmaceutical composition comprising: (i) an antibody, or antigen binding

fragment thereof of any one of claims 1 to 15, or (ii) a nucleic acid of claim 16 or a NAC
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according to claim 17, or (iii) a recombinant host cell according to claim 18, and a

pharmaceutically acceptable carrier, stabiliser and/or excipient.

20. A component for use in medicine, wherein the component is selected from

the list consisting of: an antibody, or antigen binding fragment thereof of any one of

5 claims 1 to 15, an isolated nucleic acid of claim 16 or a NAC according to claim 17, a
recombinant host cell according to claim 18 and a pharmaceutical composition according

to claim 19.

21. The component for use of claim 20, wherein the component is for use in enhancing T

cell-mediated killing of and/or inhibiting the proliferation of FLT3 positive tumor cells.

10 22.The component for use according to claim 20 or 21, wherein the component is for use in
the diagnosis, prevention and/or treatment of a proliferative disease, wherein the
proliferative disorder is associated with the expression FLt3, and is preferably cancer,
such as a cancer selected from leukemia, such as acute myeloid leukemia (AML) or acute
lymphoblastic leukemia (ALL), or a solid cancer selected from prostate cancer, colorectal

15 cancer, cancer of the stomach, lung carcinoma, osteosarcoma, mammary cancer,
pancreatic cancer, or squamous cell carcinoma; preferably the cancer is leukemia, such
as AML or ALL.

23.An in vitro method of enhancing a cell-mediated immune response to a

human cell that expresses human FLT3, comprising contacting said cell with an

20 antibody, or antigen binding fragment thereof of any one of claims 1 to 15, or a nucleic
acid encoding said antibody, or antigen binding fragment thereof according to claim 16,

in the presence of an immune cell, such as a T-cell or natural killer (NK) cell, thereby

enhancing a cell-mediated immune response against said human cell.

24.Use of a component recited in any of claim 20 to 22 in the manufacture of a
25 medicament for preventing and/or treating a proliferative disorder in a
subject, wherein the proliferative disorder is characterized by an expression of FLT3 in

cells associated with the proliferative disorder.
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