Obesity why ?
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Pathogenesis of obesity
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Pathogenesis of obesity

Modernization Leads To Increased Prevalence For
obesity
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Genetic Selection
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Acute Modernization ( calories, dietary fat,

physical activity)
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“My hormones are the Problem”
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Peptides and hormones implicated in
the control of food intake

Stimulate food intake Inhibits food intake
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The great feedback system
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Implications of CB; receptor activation
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Endocannabinoid system (ECS
Overview

& Produced on demand

& Act locally

& Inactivated rapidly

& Bind to transmembrane G-protein receptors,
principally inhibiting neurotransmitter release

Cannabinoid receptor type 1 Cannabinoid receptor type 2
(CBy) (CBy)

Most widespread CB receptor Immune cells
(brain, spinal cord; peripheral nervous
system, organs, tissues)
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Neuropeptide Y’s effect on Weight
Homeostasis




Hypothalamic pituitary adrenal axis
effect on weight homeostasis
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Role of adipose tissue in atherogenesis




Weight gain induces inflammatory
changes in adipose tissue
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Adipose tissue: An endocrine organ

Atherogenic Antiatherogenic

Beneficial associations of adiponectin

Anti-atherogenic features
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Adverse consequences of chronic
adiposity and ectopic fat

Lipid overflow ectopic fat

Muscle fat
( Intracellular lipid)
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Epicardial adipose tissue may be increased
in visceral obesity

Patient with Patient with
visceral obesity peripheral obesity

Visceral vs subcutaneous adiposity

CT scans matched for BMI and total body fat

Visceral obesity

Fat mass: 19.8 kg
VFA: 155 cm?

Subcutaneous (sc)
obesity

Fat mass: 19.8 kg
VFA: 96 cm?

White = VF
Black = sc fat 1D :-6 Eur HeartJ Suppl. " ((*=F 11




Neutral effect of liposuction on cardiometabolic
risk factors

Magnetic resonance images

Pre-
liposuction
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Adiposity in the development of NASH
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Leptin’s effect on weight homeostasis




Insulin’s effect on weight homeostasis
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Insulin’s effect on weight homeostasis
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The great feedback system
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GLP-1 Effects in Humans

Understandina the Natural Role of Incretins
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Weight Reductions Observed With BYETTA
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Pathogenesis of Obesity

Pathogenesis of obesity
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Food’s effect on our eating behavior




Food’s effect on our behavior
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What is the answer?

Activity and obesity
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Even moderate weight loss may
improve cardiometabolic risk

Moderate weight loss
~10% Body weight, which includes ~30% Visceral adipose tissue

Blood pressure Lipids Glucose
Systolic/ lic BP Total-C
Inflammation LDL -C
Endothelial function
Thrombosis
i non-HDL.

Cardiometabolic risk

metformin
on diabetes prevention in at-risk patients
N = 3234 with IFG and IGT without diabetes

40
Placebo

Metformin
31%
Cumulative
Lifestylet
<0.001
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