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Functional characterization of a novel TSH receptor mutation (V711fs) with protein
instability

Narumi, Satoshi
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We analyzed a TSH receptor mutation V711FfsX18, which was observed in a patient
with congenital hypothyroidism. This mutation was subject to proteasome-dependent protein degradation.
Two models were considered as a explanation for the protein instability of the mutation: Model 1, Loss of
intact 54 aa C-terminal sequence; Model 2, Acquisition of frame-shifted 17 aa sequence. The result of
CAMP-generating activity of the V711X mutation, which was comparable to wildtype, excluded the Model 1.
When the 17-aa sequence was fused to the green fluorescent protein or the luciferase protein, remarkable
reduction in their activities were shown. Based on these observations, we concluded that acquisition of
17-aa frame-shifted sequence causes the protein instability of the V711FfsX TSH receotor mutation.
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