d B @ @ Raprid Antidepressant Response to Ketamine in Treatment-resistant Depression is
e s AEe e e Not Dependent on Normalising Kynurenine Pathway Metabolism

EMAIL: g.clarke@ucc.ie Clarke G'?, Naughton M*, O’Shea R3, Dowling J4, Walsh A%, Ismail F*, Shorten G4, Scott L, Cryan JF*>>, Dinan TG"*

1. Department of Psychiatry, University College Cork, Cork, Ireland; 2. Alimentary Pharmabiotic Centre, University College Cork; 3. School of Medicine, University College Cork; Allmentary
4. Department of Anaesthesia and Intensive Care Medicine, University College Cork,; 5. Department of Anatomy & Neuroscience, University College Cork Phamabiotic Cent

B29:211.23

(I - —— ,:::.:_’ S Altered TRP metabolism:
1. Introduction
- murenins el
f ‘ ] ] ] ] ] ] ] ] ] ] . Kynurenic an d quinolinic aci d
R The delay in onset of action and the fact that a substantial proportion of patients fail to achieve remission after antidepressant therapy are serious CNS alterations
e limitations of current standard of care treatments for major depression. Recently, the NMDA receptor antagonist ketamine has emerged as a fast acting ©deticit
L e e antidepressant with therapeutic potential for treatment-resistant depression (TRD) cohorts but its clinical use is hampered by its psychotomimetic
< 4 OS2 8 i . : : . . : : : : . : e | e
y /%;? properties [2]. Biological markers of the rapid antidepressant response associated with ketamine are urgently required to understand its mechanism of Ao o
< e . N . . . . . . . . . . . S
//f\;/ T e action and to facilitate the rational design of rapidly acting antidepressants without the deleterious side effect profile and abuse potential. The kynurenine _ S
— o ey pathway has been suggested as a putative target for ketamine [3]. O

Figure 1: Rapid Action of Ketamine
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antagonist produces rapid Tryptophan metabolism along the kynurenine pathway produces
antidepres’sant effect via an as yet Hypothesis: Ketamine treatment rapidly reverses abnormal kynurenine pathway metabolism and that this effect mediates the clinical improvement in neuroactive metabolites which may modulate glutamatergic
unknown mechanism [1]. TRD Aim: To monitor the production of kynurenine from tryptophan at multiple time points following ketamine infusion. neurotransmission [4].
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