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Mature Human J Chain

e QEDERIVLVDNKCKCARITSRIIRSSEDPNEDIVERNI
RIIVPLNNRENISDPTSPLRTRFVYHLSDLCKKCDPT
EVELDNQIVTATQSNICDEDSATETCYTYDRNKCYT
AVVPLVYGGETKMVETALTPDACYPD (SEQ ID NO:
1)

* Number of amino acids: 137

* Molecular weight: 15594.4

* Theoretical pl: 4.59
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Human vs Bat J Chain
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Coomassie Stain Anti-Myc Western Blot
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Orientation of J-chain Constructs
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antiCD3scFv-J
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Asymmetric IgM Pentamer with modified J-chain

Binding domain (e.g. to an effector
cell) fused to the J-chain

Linker allows incorporation of
J-chain carrying binding moiety
into IgM

J-chain covalently linked to IgM

IgM pentamer provides high
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to a target antigen
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Modified J Chain with aCD3 scFv
Incorporated into aCD20 IgM pentamer
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aCD20 ,, x aCD3; bi-specific IgM expressed
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V15J/J15V variants retain CDC activity
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Bispecific IgM: active T cell killing of B-cells
aCD20,, x aCD3, ,;, highly potent at B-cell depletion
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Bi-specific IgM: aCD20 very active
Raji cells (B cells) killing by T cells with aCD20 x aCD3 IgM
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CD16 specific Vh camelid-J chain
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Menu driven approach to Bi-specific Abs
Target cells X Effector cells: for Oncology Applications

Target Associated Antigen Immune Effector Cell
Hematologic cancer T Cells:
CDIM, CD19, CD20, CD22, CD3 epsilon
CD33, CD70, CD56, CD138
Epithelial tumor NK Cells,
EpCAM, Her2, Eph—A2 CD16. CD64
PSMA, MCSP, AGS-5 NKG2D
GPNMB
Carbohydrate antigens Macrophages
CEA, CA-125, TADG78 CDh14
Sialyl Lewis-X (CD15) Neutrophils
Viral Antigens CD16b, CD177
PreS1 (HBV), GP120 (HIV)
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