Pharmalogical Control of Lipids
	Lipoprotein
	Major component
	Effect on CHD

	vLDL
	Triglycerides
	Increase risk some

	LDL
	Cholesterol
	Increases risk the most

	HDL
	Protein
	Decreases risk


vLDL is converted to LDL (via lipoprotein lipase).  LDL may become oxidized, and this is what 
deposits in arterial walls and causes damage.  


OxLDL is very bad, and is increased in diabetes.
Cholesterol-lowering medications
Statins



Inhibit LDL synthesis
Bile acid sequestrants

Inhibit bile reabsorption

Ezetimibe


Inhibit cholesterol absorption from intestines
Fibrates


Lower triglycerides
Niacin



Inhibit vLDL synthesis

All of these medications lower LDL by reducing the concentration of free cholesterol in the liver.

Reducing liver cholesterol stores is the goal, because that will cause liver to upregulate LDL 
receptors and sequester more LDL from the blood.

Receptor upregulation occurs when SCAP senses low cholesterol.  SCAP promotes SREBP, 
which is a transcription factor for the LDL receptor.
Statins
HMG CoA Reductase Inhibitors.  Inhibit LDL synthesis, but take a few weeks to start working.
Statins also lower triglycerides

Relative potency:   Rosuvastatin > Atorvastatin > Fluvastatin

Major toxicity is severe myositis and rhabdomyolysis.  This may affect the detrussor muscle, 
leading indirectly to severe renal damage.  This toxicity especially occurs if taking 
Statins + Fibrates, because Fibrates inhibit CYP3A4.
Bile Acid Sequestrants – Cholestyramine 
Cholestyramine inhibits bile reabsorption to lower LDL.
Toxicities include GI symptoms and decreased absorption of some drugs.

Fibrates
--Gemfibrozil
--Fenofibrate

These drugs lower triglycerides and raise HDL.  They do this by speeding conversion of vLDL 
to LDL.  So one adverse effect may be elevated LDL.

**Do not use with Statins, as this will cause rhabdomyolysis and renal failure.

Drugs that raise triglycerides
Alcohol, estrogen, corticosteroids, beta-blockers, diuretics
Drugs that raise HDL
Niacin is the most effective.  Niacin raises HDL, lowers triglycerides, and lowers LDL!
Fibrates also raise HDL.
Estrogen raises HDL and triglycerides.
Antioxidants do not reduce risk of CHD, and do not affect lipid or cholesterol levels.

Plant stanols/sterols do reduce cholesterol, and reduce the risk of CHD.

