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PREFACE

The thesis research work entitled "Pharmacological Evaluation of Orexin Antagonist in the
Experimental Model of Post-Traumatic Stress Disorder” assessed the involvement of the
orexinergic system in the stress re-stress (SRS) model of PTSD and its pharmacological
effects on PTSD-like symptoms. Further, during PTSD, there is a negative alteration in
cognitive function due to the fear response of traumatic events, which is interpreted as
cognitive inflexibility. Cognitive inflexibility is one of the clinically observed major
symptoms of PTSD, together with fear and anxiety. Therefore, we evaluated cognitive
inflexibility for the first time in the SRS paradigm. Moreover, we have evaluated the
alteration of mitochondrial dynamics in the SRS model as an alternative pathology of PTSD
and the role of orexinergic antagonism on mitochondrial dynamics in rats exhibiting PTSD-
like symptoms.

The whole work has been compiled into five chapters: Chapter 1 introduces the topic and
its importance. Chapter 2 reports the anti-PTSD potential of orexin antagonist in SRS
exposed rats. Chapter 3 reports the validation of cognitive inflexibility in the SRS model of
PTSD. Chapter 4 documents the effect of orexin antagonist on mitochondrial dynamics in
rats exhibiting PTSD-like symptoms. Chapter 5 summarizes the entire study with the

conclusion and important outcomes.
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