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Introduction: 
Depression is the leading cause of disability worldwide. While many affected patients achieve remission with treatment, a significant minority of patients (up to 30%) display limitied response to monoamine based agents (1). Research is currently aimed at developing new treatment options focused on the glutamatergic system (2). Glutamatergic agents show efficacy as antidepressants. Indeed, recently, the NMDA receptor antagonist esketamine was approved for use in depressed populations, unresponsive to other antidepressant classes. Esketamine however faces challenges in clinical practice including potential for misuse. Consequently, research continues to focus on the glutamatergic system to identify other agents with potential antidepressant activity. 

Aim: 
The Wistar-Kyoto rat is an accepted model of treatment resistant depression. It shows face, construct and predictive validity as a depression model. Moreover, it is sub responsive to standard monoamine based agents (3,4).  Therefore, this study aimed to evaluate the antidepressant efficacy of Ro 25-6981, an NMDA receptor GluN2B antagonist, in the Wistar-Kyoto rat model of treatment-resistant depression using behavioural tests.

Methods: 
Adult Wistar-Kyoto rats were administered with Ro 25-6981 (10mg/kg, s.c.) or vehicle (saline, s.c.)  24 hours prior to behavioural testing with the tests conducted over three further days (Day 1: Open Field Test, Day 2: Sucrose Preference test; Day 3: Forced Swim Test).

Results:
Prelimary results indicate that Ro 25-6891 demonstrates antidepressant activity in an animal model of antidepressant resistance, further work is ongoing.

Conclusion:
The  Glu2NB receptor antagonist (Ro 25-6981) exhibits antidepressant potential in a rat model of treatment resistant depression which warrants further investigation.




References
1. Al-Harbi KS. Treatment-resistant depression: therapeutic trends, challenges, and future directions. Patient Prefer Adherence. 2012; 6:369–88.
2. Abdallah CG, Sanacora G, Duman RS, Krystal JH.  The neurobiology of depression, ketamine and rapid-acting antidepressants: Is it  glutamate inhibition or activation? Pharmacol Ther. 2018;190:148-158
3. Overstreet DH. Modeling depression in animal models. Methods Mol Biol. 2012; 829:125-44.
4. Willner P, Belzung C. Treatment-resistant depression: are animal models of depression fit for purpose? Psychopharmacology 2015; 232, 3473–3495
 


Biography: 
Currently, an MSc student at the Royal College of Surgeons in Ireland (RCSI) in the psychoneuroendocrinology group. A graduate from the RCSI at 2017 with a BSc in pharmacy. Had a one year work experience in Kuwait ( Food and Drug Control). A member of the Neurosicence Ireland society and had already participated in the British Neuroscience Association conference 2019. 


Presenting author details 
Full name: Alaa M A A S Busalhah
Contact number: 00353831471178
Twitter account: AMbusalha
Linked In account: alaabusalhah
Session name/ number: Anxiety, Stress and Depression 
Category: (Oral presentation/ Poster presentation) Poster Presentation 
image1.jpeg




