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Heat-sensitivity map of RyR1 mutants causing malignant hyperthermia
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Malignant h{perthermia (MH) is a life threatening disorder, where the
thermogenesis in skeletal muscle cells becomes unstoppable. Mutations in the calcium release channel
of skeletal muscles, RyR1, have been known to cause MH. However, the mechanism that single
mutations disrupt the function of this large channel (RyRl is a tetramer of about 550 kDa-monomers)
is yet to be clarified. In this project, we analyzed thermal response of cells expressing RyR1l
mutants to draw the "heat-sensitivity map" of RyRl. We found a variety of heat sensitivity iIn
mutants at the N-terminal regions, and a disease model mouse was successfully developed. In overall,
the achievements were more fruitful than what we have planned initially. At the time of this final
report, we have published four original research articles, two review papers, and one manuscript
uploaded to the online archives.
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