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Peroxisome Proliferator-Activated Receptors (PPARs)

Other fatty acid-regulated receptors: RXR (retinoic acid xOther fatty acid-regulated receptors: RXR (retinoic acid x
receptor) and receptor) and LXR (liver x receptor), and transcription factors,LXR (liver x receptor), and transcription factors,
i.e. SREBP-1c and HNF-4i.e. SREBP-1c and HNF-4
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PPARsPPARs

• PPARα
– Lever, hjerte, skjelettmuskel, tarm
– Fettsyreoksydasjon, ketogenese, ”glukose-sparing”

• PPARδ(β)
– Bred vevsdistribusjon
– Fettsyreoksydasjon (skjelettmuskel), energiavkobling

• PPARγ
– Fettvev (adipocytter), hvitt og brunt
– Immunceller (monocytter, makrofager), redusert

aterosklerose

PPAR liganderPPAR ligander

• Naturlige: Fettsyrer, prostaglandin-analoger
(PGJ2-analog)

• PPARa agonister: Fibrater (fenofibrat,
gemfibrozil), 3-tiafettsyrer, fettsyrer 20:5
- Lipidsenkende effekt (TAG   , HDL   )

• PPARg agonister: Glitazoner (TZD), umettede
fettsyrer (18:1, 18:2, 20:4, 20:5)

PPARs bind fatty acids

Pharmacological agonists:Pharmacological agonists:

PPAR-PPAR-αα- - fibratesfibrates, i.e. , i.e. gemfibrozilgemfibrozil,  treat ,  treat hyperlipidemiahyperlipidemia
PPAR-PPAR-δδ -  - lipophilic lipophilic carboxylic acids, i.e. GW501516carboxylic acids, i.e. GW501516
PPAR-PPAR-γγ -  - glitazonesglitazones, i.e. , i.e. rosiglitazonerosiglitazone, treat insulin resistance, treat insulin resistance

δ

Eicosapentaenoic acid
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Glitazoner Glitazoner (TZD) -(TZD) -  PPARPPARγγ agonister agonister
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