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            Abstract
Growth hormone is believed to activate the growth hormone receptor (GHR) by dimerizing two identical receptor subunits, leading to activation of JAK2 kinase associated with the cytoplasmic domain. However, we have reported previously that dimerization alone is insufficient to activate full-length GHR. By comparing the crystal structure of the liganded and unliganded human GHR extracellular domain, we show here that there is no substantial change in its conformation on ligand binding. However, the receptor can be activated by rotation without ligand by inserting a defined number of alanine residues within the transmembrane domain. Fluorescence resonance energy transfer (FRET), bioluminescence resonance energy transfer (BRET) and coimmunoprecipitation studies suggest that receptor subunits undergo specific transmembrane interactions independent of hormone binding. We propose an activation mechanism involving a relative rotation of subunits within a dimeric receptor as a result of asymmetric placement of the receptor-binding sites on the ligand.
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                    Figure 1: Crystal structure of unliganded hGHR ECD.[image: ]


Figure 2: Rotation of subunits results in constitutive hGHR activation in the absence of hGH in stable BaF/3 populations.[image: ]


Figure 3: Rotation of subunits results in constitutive GHR activation in the absence of hGH in CHO-K1 cells transiently transfected with hGHR.[image: ]


Figure 4: Evidence for constitutive receptor dimers by coimmunoprecipitation.[image: ]


Figure 5: Evidence for constitutive GHR dimerization by FRET.[image: ]


Figure 6: Evidence for constitutive GHR dimerization by BRET.[image: ]


Figure 7: A schematic model of GHR activation.[image: ]
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