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Elucidation of effects of chronic hyponatremia associated with SIADH on the
central nervous system and development of novel therapeutic agents
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Hyponatremia is a common electrolyte disorder. Syndrome of inappropriate
secretion of antidiuretic hormone (SIADH) is a primary cause of hyponatremia. Recently, chronic
hyponatremia, even mild, has shown to be associated with poor quality of life and high mortality.
The mechanism by which hyponatremia contributes to those symptoms, however, remains to be
elucidated. Appropriate animal models are crucial for investigating the pathophysiology of SIADH.
In this study, we developed a mouse model of chronic SIADH in which stable and sustained
hyponatremia. Behavioral analyses demonstrated cognitive impairment, especially working memory
impairment, in chronic SIADH mice, which was partially restored after correcting hyponatremia. Our
results suggest that chronic hyponatremia contributed to their memory impairment.
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