Sleep/Wake Disorders
[bookmark: _GoBack]Restless Leg Syndrome (RLS) and Periodic Limb Movement Syndrome (PLMS) are common sleep/wake disorders, with a prevalence of 5-15% in the general population (Kouri et al., 2023). The etiology and neurobiology of RLS is linked to iron deficiency, response to increased dopamine activity, and genetic vulnerability (Vlasie et al., 2022). Studies show a strong autosomal dominant genetic link, with up to 60% of those diagnosed having a first-degree relative with the disorder (Gossard et al., 2021). In addition, RLS could be secondary to peripheral neuropathy, chronic renal failure, with increased dopamine activity associated with response to antidepressants (Kouri et al., 2023). Although the etiology of PLMS remains unclear, research shows a significant genetic component of the disorder (Edelson et al., 2023). In addition, existing hypotheses suggest a motor mechanism emanating from the spinal cord, thalamic-glutamatergic hyperactivity, dysfunction of the dopamine system, and cortical-subcortical interplay (Drakatos et al., 2021). PLMS is also a common comorbid condition in other sleep/wake disorders. PLMS is not particularly linked to iron deficiency, despite being common among individuals with RLS.
	Dopaminergic agonists, including ropinirole, pramipexole, and rotigotine, are the first-line drugs used in treating RLS (Lv et al., 2021). Similarly, the drugs have been found effective in treating PLMS among individuals with RLS (Riccardi et al., 2023). While the mechanism of action is largely unclear, dopaminergic agonists are believed to exert their effect by altering the activation of D2 and D3 receptors or counteracting corticostriatal hypersensitivity (Lv et al., 2021). Alpha-2-delta ligands drugs, including pregabalin, gabapentin, and gabapentin enacrabil, and opioids such as naloxone-oxycodone are used as second-line therapy. ɑ2δ act through glutamatergic modulation (Riccardi et al., 2023). Responsiveness to ɑ2δ and opioids is almost similar to opioid drugs. Opioids have shown significant effectiveness in treating severe RLS in patients non-responsive to dopaminergic agents (Lv et al., 2021). Common side effects with all the treatments include dizziness, headache, somnolence, drowsiness, with augmentation common with dopaminergic agonists and weight gain with ɑ2δ (Gossard et al., 2021; Lv et al., 2021). Patients should be adequately educated about the side effects and the importance of adherence. In addition, the use of opioids may require adequate patient monitoring to prevent misuse.
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