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Elucidation of the pathophysiology and the treatment strategy of refractory
depressive disorder from the viewpoint of tumor necrosis factor
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Lamotrigine, which exerts antidepressive effect maily by lowering tumor
necrosis factor, was used to treat refractory depressive disorder, and it has been shown that a
partial response at week 4 can predict subsequent outcome at week 8. In addition, it has been
suggested that a high plasma lamotrigine concentration during week 2 is risk factor for
lamotrigine-related rash, and a plasma lamotrigine concentration of 4.38 y gmol/L may be a
considered a threshold for rash in refractory depressive disorder. Although, the identification of
genetic polymorphism metabolizing lamotrigine does not allow the optimal dose of lamotrigine, it can
predict at least partially the therapeutic response to lamotrigine in the treatment of refractory
depressive disorder
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