MIDs frequently present as mitochondrial multiorgan disorder syndrome (MIMODS) either already at onset or later in the course. After the muscle, the brain is the organ second most frequently affected in MIMODS. Cerebral manifestations of mitochondrial disorders (MIDs) are variable and may present with or without a lesion on imaging or functional studies but there can be imaging/functional lesions without clinical manifestations. The most well-known cerebral manifestations of MIDs include stroke-like episodes, epilepsy, headache, ataxia, movement disorders, hypopituitarism, muscle weakness, psychiatric abnormalities, nystagmus, white and grey matter lesions, atrophy, basal ganglia calcification, and hypometabolism on FDG-PET. For most of the MIDs only symptomatic therapy is currently available. Symptomatic treatment should be supplemented by vitamins, co-factors, and antioxidants. Treatment of mitochondrial epilepsy should rely on the avoidance of mitochondrion-toxic antiepileptic drugs (AEDs), such as phenytoin, carbamazepine, phenobarbital, and valproic acid if possible. AEDs which should be favored for treating mitochondrial epilepsy include lamotrigine, levetiracetam, gabapentine, or zonisamide. In conclusion, cerebral manifestations of MIDs need to be recognised and appropriately managed since they strongly determine the outcome of MID patients. 
