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(57) Abstract: There are provided tetravalent TGFf receptor-ectodomain based traps having a tailored isoform-specificity profile for
neutralization of TGFf ligands, and methods of use thereof in the treatment of diseases and conditions associated with TGF, particularly
TGFPB1 and TGFp3. In particular, there are provided TGFp binding agents designed to tailor TGFf isoform specificity, in order to
maximize therapeutic efficacy in specific disease indications while minimizing adverse effects. The TGFf binding agents comprise two
polypeptides assembled via a multimerization domain, each polypeptide having two TGFBII receptor (TGFBR) ligand-binding domains
linked as a doublet, wherein the linkers are selected to tailor isoform specificity.
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