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            Abstract
Cytokine hormones have a short plasma half-life and require frequent administration. For example, growth hormone replacement involves daily injections. In common with other cytokines, the extracellular domain of the growth hormone receptor circulates as a binding protein, which naturally prolongs the biological half-life of growth hormone. Here we have studied the biological actions of a ligand-receptor fusion of growth hormone and the extracellular domain of its receptor. The genetically engineered ligand-receptor fusion protein was purified from mammalian cell culture. In rats, the ligand-receptor fusion had a 300-times reduced clearance as compared to native growth hormone, and a single injection promoted growth for 10 d, far exceeding the growth seen after administration of native growth hormone. The ligand-receptor fusion forms a reciprocal, head-to-tail dimer that provides a reservoir of inactive hormone similar to the natural reservoir of growth hormone and its binding protein. In conclusion, a ligand-receptor fusion of cytokine to its extracellular receptor generates a potent, long-acting agonist with exceptionally slow absorption and elimination. This approach could be easily applied to other cytokines.
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                    Figure 1: Relationship between growth hormone, GHBP, the ligand-receptor (LR) fusion and the GHR on the basis of published structures27 (pdb3HHR).[image: ]


Figure 2: Characterization and bioactivity of the ligand-receptor (LR) fusion.[image: ]


Figure 3: Profiles of growth hormone (GH) and ligand-receptor (LR) fusion measured after subcutaneous and intravenous administration.[image: ]


Figure 4: Body weight change in rats after subcutaneous administration of growth hormone (GH) and the ligand-receptor (LR) fusion.[image: ]
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