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Studies of alcohol drinking behavior using novel Src knock-in mice having its
sensitivity similar to wild-type mice
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Ethanol consumption and preference were studied in mice harboring
nonphosphorylatable Src Ser75Ala (SA) mutant via a two-bottle choice test. SA mutant mice consumed
and preferred significantly more ethanol than their wild-type (WT) counterparts. In SA mice, the
activity of Rho-associated kinase, a downstream effector of Src phosphorylated at Ser 75, in the
striatum was significantly lower and Ser 473 phosphorylation of Akt, a downstream effector of
Rho-associated kinase was significantly higher than in WT mice. These results suggest that these
mutant mice may be a useful mouse model system for finding clues to clarify the pathogenetic
mechanism of alcoholism and for investigating putative targets that reduce ethanol intake or promote

abstinence.
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