Dr. Margolis – Cholesterol Lowering Drugs

VLDL (Triglycerides) ( risk

LDL (Cholesterol) ( risk
HDL (protein) (
Proven benefit to ( LDL, ( HDL, but ( TG independent risk factor yet unproven

Use drugs when patients don’t comply or when diets fail to ( cholesterol

Statins

Inhibit cholesterol synthesis (HMG CoA Reductase Inhibitors)

Bile acid

Inhibit reabsorption

Ezetimibe

Inhibit cholesterol absorption

Niacin

Inhibit VLDL synthesis

Fibrates

Speed VLDL to LDL (( lipoprotein lipase, by inhibiting inhibitor)

All work by lowering concentration of unesterified cholesterol in liver cytosol

( synthesis but MAINLY acts by ( LDL receptor expression (SREBP transcription)

Lowering LDLs ( ( MI, ( CABG, ( stroke

CHD (<100 mg/dL); 2+ risk factors (<130); 0-1 risk factors (<160) 

Tougher to reach lower goals

STATINS: Atorvastatin, fsimvastatin, fluvastatin, lovastatin, pravastatin



LDL ( 20-60%; HDL ( 5-15%; TG ( 10-40%  



Also improve endothelial cell fxn, decrease thrombosis, anti-inflamm

SIDE EFFECTS:
( liver enzymes, myopathy, GI symptoms




Don’t use w/active or chronic liver disease



CAUTION: cyclosporin, fibrates, niacin, erythromycin, anti-fungal

Effectiveness: 
Atorvastatin > simvastatin > pravastatin = lovastatin > fluvastatin



Take 2 wks to work, doubling dose ( 7% reduction

BILE ACID SEQUESTERANTS: Cholestryramine, colestipol, colesevelam

USE:
LDL ( 10-25%; HDL ( 1-2 %; TG (   (( CHD risk)

Don’t use w/dysbetalipoproteinemia, hypertriglyceridemia

SIDE EFFECTS:
Bloating, constipation, decreased absorption of other drugs

NICOTINIC ACID:
LDL ( 10-25%; HDL ( 15-35%; TG ( 20-40 % (( CHD risk)

Contraindications:
Liver disease, gout, peptic ulcer (caution w/diabetes)

SIDE EFFECTS:
Flushing, liver toxicity, gout, upper GI

FIBRATES: Gemfibrozil, fenofibrateR

TG ( 20-60%; HDL ( 10%; may raise LDL
SIDE EFFECTS: Upper, lower GI, (AST, myositis 

( TG (fibrates, nicotinic acid, statins, progestational agents, anabolic steroids)

( TG (EtOH, estrogen, corticos, retinoids, protease inhibs, B-blockers, thiazide, loop)

( HDL (Niacin > gemfibrozil  = statins)

( HDL (anabolics, progestins, thiazides, B-blockers)

Anti-oxidants (no effect on LDL or CHD), nutriceuticals (stanols/sterols ( LDL & total)

