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    ABSTRACT
In a screen of voluntary wheel running to identify genetic models of chronic fatigue in ENU mutagenized C57BL/6J mice, we discovered two lines showing aberrant activity. Both lines stem from a single founder identified in a body-weight screen. Affected mice showed lower daily activity levels and low amplitude circadian rhythms with a modestly longer free-running period. Their activity was not consolidated and was interrupted with periods of inactivity throughout the night. Both the low body weight and behavioral phenotypes showed a recessive heritance pattern. These phenotypes showed linkage to a locus on chromosome 11, containing a single point mutation in the Slc2a4 gene encoding the GLUT4 insulin-responsive glucose transporter. The single nucleotide change (A to T) in exon 10 results in a premature stop (Y440*). To our knowledge, this is the first time a mutation in this gene has been shown to result in extensive changes in general behavioral patterns.
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