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Transmembrane
domains

)I

Activating mutations

il growth, differentiation l
! Cellg <«—— cyclic AMP

T Hormone synthesis

Activating mutations of the thyreld-stimulating hormone receptor
" (TSH-R). Mutations (*) that activate TSH-R reside mainly in transmembrane 5
and intracelluar loop 3, although mutations have occurred in a variety of different
locations. The effect of these mutations is to induce conformational changes that ——
mimic TSH binding, thereby leading to coupling to stimulatory G protein (G, ) and
activation of adenylate cyclase {AC), an enzyme that generates cyclic AMP
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