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The molecular landscape of Na,K-ATPase mutations:

genotype/phenotype relationships in human disease

To date, there are over 200 mutations in subunits of Na,K-ATPases that cause human 
diseases.  Gene carriers present with a range of symptoms, however.  In most cases, a clear 
genotype/phenotype relationship has not been found.  Genomic data on random vari-
ants and human mutations in all four of the catalytic subunit isoforms show that each one 
has a different pattern of mutation.  The structural distributions of known mutations also 
differ in significant ways.  The evidence indicates that entire classes of mutations are miss-
ing from the known mutations.  This suggests that entirely different human phenotypes 
and risk factors will eventually be discovered in this important gene family.  
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