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Abstract: 

Epilepsy is a devastating condition affecting around 70 million people worldwide. Moreover, the 

quality of life of people with epilepsy (PWE) is worsened by a series of comorbidities. The 

neurobehavioral comorbidities discussed herein share a reciprocal and complex relationship with 

epilepsy, which ultimately complicates the treatment process in PWE. Understanding the 

mechanistic pathway by which these comorbidities are associated with epilepsy might be 

instrumental in developing therapeutic interventions. Inflammatory cytokine signaling in the 

brain regulates important brain functions including neurotransmitter metabolism, neuroendocrine 

function, synaptic plasticity, dopaminergic transmission, the kynurenine pathway, and affects 

neurogenesis as well as the neural circuitry of moods. In this review, we hypothesize that the 
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