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Introduction: Lithium (monovalent cation) biological importance is based on the therapeutic properties of its salts
in the management of psychiatric diseases, including mood and psychotic disorders. In recent years, multiple
molecular mechanisms related to the therapeutic properties of lithium have been recognized; however, no definitive
mechanism for its therapeutic effects has been established. Despite its beneficial effects in mood disorders, lithium
may also exert a wide variety of adverse effects which are include nervous, cardiac, renal, immune, metabolic, and
endocrine abnormalities. About one-third of bipolar or schizoaffective patients receiving lithium report sexual
dysfunction. However, the exact mechanisms underlying such adverse effects of lithium have not been completely
understood. In this review, we will discuss the epidemiology of sexual and erectile dysfunction related to lithium
intake, possible both central and peripheral mechanisms underlying such effects of lithium, and therapeutic approaches
to potentially overcome these adverse effects of lithium.

Search Method: Systematic search was performed in Embase, MEDLINE, Scopus, Web of Science Core
Collection, and Google Scholar for relevant references. Different combinations of keywords, including “Lithium”,
“Bipolar disorders”, “Erectile dysfunction”, “Glutamate receptors”, “Nitric oxide”, “Human study”, “Psychiatric
disorders”, “Rat model”, “Animal model”, “in vivo model”, “in vitro model” were searched in the “title/abstract” field
in these databases. Related articles were selected.

Results: Based on our literature review, a considerable number of patients receiving lithium as monotherapy or
combined with other medications, especially benzodiazepines, may experience various symptoms of sexual and
erectile dysfunction. However, both central and peripheral mechanisms may play a role. Lithium may affect the
function of brain regions involved in sexual function, such as the hypothalamus and penile tissue directly.

Conclusion: Understanding the pathologic pathways that are involved in such side effects of lithium can open new
avenues for therapeutics in this regard.
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