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Antihyperlipidemics 
· Atherosclerosis & CHD are associated with plasma lipid changes including 
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HDL. 
· Goal of management is restoration of lipid profiles towards a more “normal” state by dietary modification and/or drugs. 
· Drug treatment can prevent atherosclerosis & decrease mortality in CHD, but once initiated may need to be continued indefinitely. 
· Antihyperlipidemic drugs include: bile acid sequestrants, HMG-CoA inhibitors (“statins”), niacin & gemfibrozil. 
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Table III-7. The Lipid Disorders & Available Treatment 
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Bile Acid Sequestrants 
· Cholestyramine & colestipol are resins that complex bile salts preventing reabsorption from GI tract [image: image4.png]
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feedback inhibition of 7-alpha hydroxylase [image: image6.png]
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synthesis of bile salts from cholesterol. 
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plasma LDL. 
· Not used in hypertriglyceridemias since they [image: image13.png]


VLDL & TGs. 
· Adverse effects:bloating, constipation, [image: image14.png]


absorption of digoxin, thiazides, tetracyclines, warfarin and vitamin K. 
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HMG-CoA Reductase Inhibitors 
· Lovastatin & other “statins” inhibit the rate-limiting step in cholesterol synthesis [image: image15.png]
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hepatic synthesis of VLDL & apoprotein B 
· Cause small increases in HDL and [image: image22.png]


TGs (atorvastatin). 
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mRNA for endothelin-1. 
· Adverse effects: diarrhea, myalgia/myopathy (watch CK), rhabdomyolysis ([image: image25.png]


 with gemfibrozil & nicotinic acid), [image: image26.png]
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toxicity with P450 inhibitors; SLE-like syndrome 
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Fig III-7-1. The Endogenous Cholesterol Pathway

Nicotinic Acid 
· Inhibits synthesis of VLDL & apoprotein in hepatocytes [image: image28.png]
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plasma VLDL, LDL & TGs; [image: image30.png]


plasma HDL. 
· Adverse effects: flushing & pruritis (use ASA), hyperuricemia, rashes,hyperglycemia, hepatotoxicity, GI ulcer exacerbation. 
Gemfibrozil 
· Activates lipoprotein lipases [image: image31.png]
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catabolism of VLDL & IDL [image: image33.png]
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plasma VLDL, TGs & LDL and small [image: image35.png]


HDL. 
· Adverse effects: GI distress, rash, gallstones, hypokalemia, myositis; potentiates warfarin & sulfonylureas. 
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Fig III-7-2. Effects of the Statins, Niacin & Gemfibrozil on Lipid Synthesis 







