Margaret J Morris

Pharmacology, School of Biomedical Sciences, UNSW Sydney

From brain peptides to the brain-gut axis - unravelling the science behind obesity to improve outcomes
Over the past 20 years growing insight into the regulation of energy balance and appetite has contributed to significant advances in the development of drug treatments for obesity, after early approaches targeting a single orexigenic peptide such as neuropeptide Y, or anorexigenic mediators like leptin failed to translate into effective therapies. Therapies targeting multiple pathways, such as the dual GIPR antagonist/GLP-1 agonist are currently under investigation. This period also heralded greater understanding of transmission of obesity across generations, including via the paternal line1. 
Our work examines the drivers of the obesity epidemic, including availability of energy dense ‘discretionary’ foods high in fat and sugar whose consumption is associated with metabolic dysfunction and mild cognitive impairment2. Increasing evidence implicates changes in the composition of the gut microbiome in these behavioural effects3.  While the gut microbiome plays a crucial role in energy metabolism and nutrient absorption, and its composition differs between obese and lean individuals, it is unclear whether this is tractable in terms of treatment using interventions such as probiotics, prebiotics, and fecal microbiota transplants to restore a healthier gut microbiome4.
Another environmental factor of relevance to obesity risk is stress exposure, including in early life5.   Thus, this talk will advance the case that this pressing global health issue requires a more nuanced understanding of obesity as a complex neuroendocrine disorder, with multifaceted environmental drivers. Integrated therapeutic approaches that target these factors are likely to be most effective. 
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