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FDA Drug Approval: Damned if you do, damned if you don’t

The lipid lowering drug, Vytorin, has been getting a lot of press lately, and none of it good.  Questions have been raised about the value of the drug in reducing heart disease risk, and even about a potential link to increased cancer risk.  

The truth is, though, that drug approval is problematic in either direction- too fast, or too slow, too bold, or too cautious.  And it’s not yet clear where on that spectrum decisions about Vytorin ultimately will prove to fall.
Vytorin combines two drugs, simvastatin and ezetimibe.  Simvastatin, sold as Zocor, is a lipid lowering drug of the tried and true statin class.  Ezetimibe, marketed separately as Zetia, is a new kind of lipid lowering drug in a class by itself.
Whereas the statin drugs inhibit the production of cholesterol in the liver, ezetimibe inhibits cholesterol absorption in the intestine.  These complementary mechanisms mean the drugs lower cholesterol better together than alone.  By itself, ezetimibe can lower harmful LDL cholesterol by nearly 20%, while increasing protective HDL slightly.

Lowering LDL, and raising HDL, are key elements in cardiac risk reduction.  The National Cholesterol Education Program Adult Treatment Panel bases its guidelines for the use of lifestyle and drugs on specific threshold values for these very measures.  Decades of research show clearly that modifying blood lipid levels can modify the risk for heart attack.

So the initial enthusiasm for ezetimibe makes sense.  Doctors and patients alike know it’s important to treat high cholesterol, and to hit specified target values.  Statins alone don’t always get the job done, and some patients don’t tolerate statins.  For the first group, there is Vytorin, for the second, Zetia, with studies to show impressive lipid lowering either way.

But lipid lowering is not really the reason for using a lipid-lowering drug.  The reason is to prevent heart attacks, and death.  And that’s where ezetimibe falls down.  To date, despite impressive marketing of the drug that has resulted in millions of prescriptions, there is no clear evidence that it actually prevents heart disease.  One trial showed that it failed to slow the growth of plaque in coronary arteries.

Given the importance of blood lipid levels to heart disease risk, is it even plausible that a drug could lower cholesterol as effectively as ezetimibe and not lower heart disease risk?  Unfortunately, it is.  

Whether or not atherosclerotic plaque forms, and whether or not it ruptures to cause a heart attack, are the effects of many causes.  Among those well known are blood pressure, smoking status, diabetes, and age.  Others include inflammation, platelet stickiness, and even something called endothelial function.

A drug might very well lower cholesterol, but make platelets stickier, or increase inflammation.  If so, one effect could offset the other.  A good drug does not have side effects that compete with its primary effect.  But we really don’t yet know that ezetimibe is a good drug.


A great drug has ancillary effects that actually enhance its therapeutic value.  In this regard, statins are great drugs.  They not only lower cholesterol, they reduce inflammation, too; and unlike ezetimibe, they have been shown definitively to reduce the risk of heart attack and death.


But even great drugs are limited by potential adverse reactions.  Statins cause muscle pain (potentially remediable with supplemental co-enzyme Q10) fairly often, and liver inflammation not uncommonly.  Rarely, they can cause a life-threatening destruction of muscle tissue, called rhabdomyolysis.  Some people simply can’t take statins.


Which reveals the FDA’s dilemma with regard to ezetimibe.  There is, in fact, a need for an effective lipid-lowering agent for use by those who can’t take statins, and for an additional drug when statins alone are insufficient.  

The FDA’s job can be rather thankless.  If they approve needed drugs efficiently, they risk approving drugs they shouldn’t- drugs that ultimately prove to confer more harm than benefit.  If they are overly cautious, however, and avoid approving dangerous drugs- they will also fail to approve drugs they should, delaying the availability of needed therapies.  Nobody will thank them for either.  Well aware of this, FDA has started issuing a quarterly report of drugs under investigation for serious potential harms (see http://www.fda.gov/bbs/topics/NEWS/2008/NEW01881.html). 
Should you use Vytorin?  It depends.  We are not sure that Vytorin will help you.  But we ARE sure that elevated cholesterol, left inadequately treated, is harmful.  So doctors prescribing Vytorin may be leading you from certain risk, to only the possibility of risk, and the possibility of benefit.  Not ideal, but a step up nonetheless.

You can, of course, use regular exercise, healthful eating, and weight management to control lipids.  Doing so will also tend to reduce all of your other cardiac risk factors.  And into the bargain, lower your risk for virtually every other disease, and enhance your appearance, energy, and overall vitality.  No drug has a side effect profile like that.

But lifestyle change is hard, and sometimes even if you commit to it, you can’t do enough to achieve specific therapeutic goals.  That’s where drugs come in.  And although they have side effects, there is another important consideration.  Not taking a drug can have side effects, too.

You and your doctor need to work together to identify the path- unique to you- that represents the least likelihood of risk, the greatest likelihood of benefit.  It is neither obvious that Vytorin lies along that path, nor obvious yet that it cannot.  The best defense against the threat of “damned if you do, damned if you don’t” is good and thoughtful decisions, tailored uniquely to you.  
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