-New-Claims

A CD33 binding agent selected from

an antibody comprising a CDRI of SeqID No: 1, a CDR2 of SeqID No: 15, a CDR3 of SeqlD
No: 29, a CDR4 of SeqlD No: 43, a CDRS of SeqlD No: 57 and a CDR6 of Segll) No: 71

an antibody comprising a CDR1 of SeqlD No: 2, a CDR2 of SeqID No: 16, a CDR23 of SeglD
No: 30, a CDR4 of SeqlD No: 44, a CDRS of SeqlD No: 58 and a CDR6 of SeqlD No: 72,
an antibody comprising a CDR1 of SeqID No: 3, a CDR2 of SeqiD No: 17, a CE}RB ;:,}f SeglD
No: 31, a CDR4 of SegID No: 45, a CDRS of SeqlD No: 59 and a CDR6 of SeglD No: 73

an antibody comprising a CDRI of SeqlD No: 4, a CDR2 of SeglD No: 18, a CDRJ of SeqlD
No: 32, a CDR4 of Segld No: 46, a CDRS of SeqID No: 60 and a CDR6 of SeqlD> No: 74

an antibody comprising a CDR1 of SeqlD No: 5, a CDR2 of SeqlD No: 19, a CDR2 of SeqlD
No: 33, a CDR4 of Seqll> No: 47, a CDRS of SeqlD No: 61 and a CDR6 of SegID No; 75,

an antibody comprising a CDR1 of SeqlD No: 6, a CDR2 of SeqlD No: 20, a CDR3 of SeqlD
No: 34, a CDR4 of SeqlD No: 48, a CDRS of SeglD No: 62 and a CDR6 of SeqID No: 76

an antibody comprising a CDR1 of SeqlD No: 7, a CDR2 of SeqID No: 21, a CDR3 of SeqlD
No: 35, a CDR4 of Seql No: 49, a CDRS of SeqID No: 63 and a CDR6 of SeqID No: 77,

an antibody comprising a CDR1 of SeqlD No: 8, a CDR2 of SeqID No: 22, a CDR3 of SeqlD
No: 36, a CDR4 of Seqlld No: 50, a CDRS of SeqlD No: 64 and a CDR6 of SeqID No: 78

an antibody comprising a CDR1 of SeqID No: 9, a CDR2 of SeqID No: 23, a CDR3 of SeqID
No: 37, a CDR4 of Seql> No: 51, a CDRS of SeqlD No: 65 and a CDR6 of SeqlD No: 79,
an antibody comprising a CDR1 of SeqID No: 10, a CDR2 of SegiD No: 24, a CDR3 of
SeglD No: 38, a CDR4 of SeqID No: 52, a CDRS of SeglD No: 66 and a CDR6 of SeqID No:
an antibody comprising a CDRI of SeqlD No: 11, a CDR2 of SeqlD No: 25, a CDR3 of
SeqiD No: 39, a CDR4 of SeglD No: 53, a CDRS of Seqll> No: 67 and a CDR6 of SealD No:
g1,

an antibody comprising a CDR1 of SeqID No: 12, a CDR2 of SeqID No: 26, a CDR3 of
SeglD No: 40, a CDR4 of SeqID No: 54, a CDRS of SeqID No: 68 and a CDR6 of SeqID No:
82,

an antibody comprising a CDR1 of SeqlD No: 13, a CDRZ of SeqlD No: 27, a CDR3 of
SeqlD No: 41, a CDR4 of SeqID No: 55, a CDRS of SeqlD No: 69 and a CDR6 of SeqlD No:
an antibody comprising a CDR1 of SeqID No: 14, a CDR2 of SeqlD No: 28, a CDR3 of
SeglD No: 42, a CDR4 of SeqlD No: 56, a CDRS of SeglD No: 70 and a CDR6 of SeqID No:
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A CD33 binding agent selected from

an antibody comprising a heavy chain variable region of SegID No:

85 and a light chain

variable region of SeglD No: 99

an antibody comprising a heavy chain variable region of SeglD No:

86 and a light chain

variable region of SeglD No: 100

an antibody comprising a heavy chain variable region of SeqlD No:

87 and a light chain

variable region of SeglD No: 101,

an antibody comprising a heavy chain variable region of SeqID No:

88 and a light chain

variable region of SeqlD No: 102,

an antibody comprising a heavy chain variable region of SeqlD No:

89 and a Eégh& chain

variable region of SealD No: 103,

an antibody comprising a heavy chain variable region of SeqID No:

90 and a licht chain

variable region of Seqll No: 104

an antibody comprising a heavy chain variable region of Seqll No:

91 and a light chain

variable resion of SeqlD No: 105

an antibody comprising a heavy chain variable region of Seqll) No:

92 and a light chain

variable region of SeqlD No: 106,

an antibodyv comprising a heavy chain variable region of SeqlD No:

93 and a leht chain

variable region of SeqlD No: 107

an antibody comprising a heavy chain variable region of SeglD No:

94 and a leght chain

variable region of SeqlD No: 108,

an antibody comprising g heavy chain variable region of SeqlD No:

95 and a light chain

variable region of SeglD No: 109,

an antibody comprising a heavy chain variable region of SeqlD No:

96 and a light chain

variable region of SeglD No: 110

an antibody comprising a heavy chain variable region of Seqlld No:

97 and a Light chain

variable region of SeqlD No: 111

an antibody comprising a heavy chain variable region of SeqlD No:

98 and a light chain

variable region of SeqlD No: 112,

A CD33 binding agent selected from

an antibody comprising a heavy chain of SegID No: 113 and a light chain of SeqlDd No:

an antibody comprising a heavy chain of SeqlD No: 114 and a light chain of SeqlD No:

an antibody comprising a heavy chain of SeqlD No: 115 and a lieht chain of SeqlD No:

an antibody comprising a heavy chain of SeglD No: 116 and a light chain of SeqlD) No:

an antibody comprising a heavy chain of Seql) No: 117 and a light chain of SeqlD No:

an antibody comprising a heavy chain of SeqlD No: 118 and a light chain of SeqlD No: 1

an antibody comprising a heavy chain of SeqlD No:

119 and a light chain of SeglD Nao:

an antibody comprising a heavy chain of SealD No: 120 and a light chain of SeqlD No:

_S8a




an antibody comprising a heavy chain of Seqil) No: 121 and a light chain of SeqID No: 135

an antibody comprising a heavy chain of SeqID No: 122 and a light chain of SeqID No: 136

an antibody comprising a heavy chain of SeqlD No: 123 and a light chain of Seqll) No: 137.

an antibody comprising a heavy chain of SeqlD No: 124 and a light chain of SeqID No: 138,

an antibody comprising a heavy chain of SeqID No: 125 and a light chain of SeallD No: 139

an antibody comprising a heavy chain of SegID No: 126 and a light chain of SeglD No: 140,
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A CD33 binding agent according to any of the preceding claims, wherein the CD33 binding
agent has an affinity to both human CD33 and cynomolgus CD33 with a Kp, of equal to or less
than 10 nM.

A CD33 binding agent according to any of the preceding claims, wherein the CD33 binding

agent is humanized.

A CD33 binding agent according to any of the preceding claims, wherein the CD33 binding
agent is fully human.

A CD33 binding agent according to any of the preceding claims, wherein the CD33 binding

agent further comprises an effector function.

A CD33 binding agent according to claim 467, wherein the effector function is mediated by an

F. domain.

A CD33 binding agent according to claim 407 or claim 8, wherein the CD33 binding agent

comprises one or more mutations in the F, domain that modulate the function of the

F. domain.

A CD33 binding agent according to claim +29, wherein the modulation of the function of the

Fc domain is an increase of ADCC by at least 10%;-preferably-50% and - mere-prefers
; E}{ ;QQ 3

A CD33 binding agent according to any of claim $29-13 and 10, wherein the mutations in the
F, domain are located at one or more positions selected from amino acids at positions 332

and/or 239 and/or 236 according to the Kabat EU numbering index.

A CD33 binding agent according to any of claim #29-1411, wherein the mutations in the F,

domain are a combination of substitutions at positions 239 and 332;preferablr-8230DA332E,
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13, A CD33 binding agent according to claim 12, wherein said mutation in the Fc domain is a
combination of mutations of 82391 and 1332F.

1914. A DNA molecule comprising a region encoding the heavy chain variable region of a CD33
binding agent according to any of the preceding claims.

2015. A DNA molecule comprising a region encoding the light chain variable region of a CD33
binding agent according to any of claims 1-48 to 13.

2+16.  An expression vector containing a DNA molecule of claim +9-14 or 2815.

2217, Ahost cell carrying ene-or-mere-vesters-ofa DNA molecule according to claim 2114 and a
DNA molecule according to claim 15.

2318. A method for producing a CD33 binding agent of any one of claims 1-+8 to 13, comprising
transfecting a host cell with one or more vectors of claim 2416, culturing the host cell and
recovering and purifying the antibody molecule.

2419. A pharmaceutical composition comprising, as the active ingredient, one or more CD33
binding agents according to any one of claims 1 to 4813, and at least a physiologically
acceptable carrier.

2520. The pharmaceutical composition of claim 2419, further comprising one or more additional
therapeutic agents.

2621. The pharmaceutical composition of any one of claims 24-2519 and 20 for depleting cells that
express CD33 on their surface.

2722. The pharmaceutical composition of any one of claims 24-2519 and 20 for the treatment of
myeloid cell malignancies and myelodysplastic syndrome (MDS).

2823, The pharmaceutical composition of claim 2722, wherein said myeloid malignancy is selected
from acute myeloid leukemia and chronic myeloid leukemia.

2924, The pharmaceutical composition of any one of claims 24-2519 and 20 for the treatment of

autoimmune and inflammatory diseases that involve myeloid cells in their pathology.

—63-60



3025. Use of one or more CD33 binding agents according to any one of claims 1 to 48-13 or a
pharmaceutical composition according to any one of claims 24-19 to 25-20 in the manufacture

of a medicament for the depletion of CD33 expressing myeloid cells in a patient.
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