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Abstract (en)
[origin: WO0134645A2] The present invention provides antagonists and agonists of IL-13 activity. The antagonists comprise a mutation in which
the glutamic acid at position 13 of the IL-13 molecule is changed to a neutral or a positively charged molecule. The antagonists can be used to
reduce or end symptoms in conditions, such as asthma, allergic rhinitis, atopic dermatitis, and hepatic fibrosis in schistosomiasis, in which IL-13 is
an initiator, mediator, or enhancer of the abnormal state. Additionally, the antagonists can be used to slow the growth of cells of cancers for which
IL-13 is an autocrine growth factor. Such cancers include renal cell carcinoma, Kaposi's sarcoma, and Hodgkin's disease. The agonists comprise
mutated IL-13s in which one or more of the residues at positions 112, 110, 109, 92, 69, or 66 are mutated to a neutrally charged residue, or one
with a charge opposite to the charge of the residue found at that position in native IL-13, provided that the residue at position 13 of the molecule is
not negatively charged. The agonists can be used as more potent agents to provoke an effect provided by IL-13. In particular, the agonists can be
used as reagents in the maturation of monocytes into dendritic cells, or to pretreat bone marrow stem cell donors to reduce graft versus host disease
in the recipient of the stem cells. Finally, the invention provides IL-13 receptor binding molecules with affinity for the IL-13 receptor at least about
3 times greater than that exhibited by wild-type IL-13. Also provided are methods and compositions for specifically delivering an effector molecule
to a tumor cell by chimeric molecules comprising the effector molecule and an IL-13 receptor binding molecule, and pharmaceutical compositions
comprising such chimeric molecules.
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