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Dihydroorotate dehydrogenase mutations lead to changes of protein and function in Miller syndrome*
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[ Abstract | To observe the changes of corresponding proteins and function based on known clinical dihydroorotate
dehydrogenase(DHODH) mutation types,i. e. , G202A,R346W and R135C in the patients with Miller syndrome. Methods Hel.a
cell lines stably expressing Miller syndrome pathogenic mutation types G202A,R346W and R135C were established. Then the mito-

Objective

chondrial localization function, protein stability and enzyme activity of corresponding proteins were studied by the immunohisto-
chemistry and mitochondrial layered positioning. Results The mitochondrial localization function of 3 kinds of DHODH mutation
were not affected,which existed in the mitochondrial inner membrane after expression. The mutant G202A and R346W protein sta-
bility was reduced;the mutant R135C protein was stable, but base induced enzyme activity injury caused the deficiency of corre-
sponding enzymatic activity. Conclusion The DHODH function injury may be related with the symptoms in Miller syndrome.
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