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» Revision - CNS control of appetite
* Gut hormones overview

> Peptide YY (PYY)

> Pancreatic Polypeptide (PP)

> Ghrelin

Learning objectives

1. Describe the structure, release pattern and
biological actions of the gut hormones PYY, PP
and ghrelin

2. Discuss the physiological relevance of the
biological actions of these hormones

3. Critically discuss the evidence regarding the
targeting of central circuits by these hormones

4. Discuss the potential for therapeutic use of
these hormone signalling systems

CNS control of appetite
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PYY is a member of the PP-fold family

PYY, ;5 acts like NPY centrally...

}SEM for 4Hours

... but PYY is secreted after meals...
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... and elevated after ileal resection...
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. and elevated after RYGB...

Adrian & Bloom, Surgery 1987; 101:715-719

... and is low in obesity...
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PYY exists in two forms: 1-36 & 3-36

Le Roux et al, Endocrinology 2006; 147:3-8

PYY length confers receptor selectivity

carboxy terminus
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PYY structure / function
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PYY, ;s and satiety
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PYY; 3, sites of action
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PYY, 3, sites of action

intra-arcuate Y2R antagonist

Batterham et al. Nature 2002; 418:650-4

PYY;.3 human infusion
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PYY + OXM have additive satiety effect

Batterham et al, N Engl ) Med 2003; 349:941-8

PYY; ;¢ as a drug target?

Saline PYY3-36

PYY, 4, and Oxyntomodulin Can Be Additive in Their

Diabetes 59:1635-1639, 2010
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Is nausea the opposite of hunger? PYY; ;¢ as a drug target?
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PYY, ;; delayed orexigenic effect PYY; ;6 as a drug target?
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Long-acting analogue of PYY; 5, PYY; 3, summary
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Pancreatic polypeptide Released from PP islet cells after meals
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PP and human energy intake

PP IV infusion 10 pmol/kg/min for 90 mins
to lean human volunteers

PP as a drug target?
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28aa gastric hormone
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Ghrelin: site of orexigenic action Ghrelin: site of orexigenic action

intraperitoneal injection in fasted rats
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Ghrelin: the elixir of eternal youth? Ghrelin summary
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1.

Describe the structure, release pattern and
biological actions of the gut hormones PYY, PP
and ghrelin

Discuss the physiological relevance of the
biological actions of these hormones

Critically discuss the evidence regarding the
targeting of central circuits by these hormones

Discuss the potential for therapeutic use of
these hormone signalling systems



