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Avandia: Prudence, not Panic
The news last week that the world’s best selling diabetes drug, Avandia, increases the risk of heart attack and death likely grabbed your attention even if you don’t have diabetes or live with someone who does.  

We’ll sort out the details as we go, but here’s the punch line for impatient readers: the risks are small and uncertain, and must be weighed against the benefits of an effective medication.  Avandia reliably controls blood sugar.


If you are on Avandia, do not stop taking it, just arrange to see your doctor to review your options.  Perhaps it helps to know I saw two patients taking Avandia at my most recent clinic following the report, and both are still on it.

Why shouldn’t you just stop taking the drug?  For one thing, the risks of Avandia have been compared to placebo in people with relatively comparable blood sugar control.  There is no study even hinting that Avandia is dangerous as compared to letting your blood sugar get wildly out of control.  

This problem is recurrent when the risks of medications are reported: the risks of not taking those same medications tend to go undiscussed.  The danger in not taking a medication you need is generally far greater than that of side effects.

The current study, rushed to publication in the New England Journal of Medicine, suggests that Avandia may increase the risk of heart attack by roughly 40%, and the risk of death by roughly 60%.  These numbers sound alarming, generating some apparent panic and pandemonium, and a pummeling of the FDA by public officials and the media.  But these figures simply can’t be interpreted out of context.  

For one thing, the reported risks of Avandia were based on a technique called meta-analysis, in which data from many studies are pooled.  One of the potential limitations of this method is that when diverse studies are combined, they may mix like paint colors, producing a result with little clear resemblance to any of its components.  

For another, estimates of ‘relative risk’ tend to exaggerate danger.  For example, if just 1 person per 100, or 1000 on placebo has a heart attack in a year, as compared to 1.4 people per 100 or 1000 on a given drug, that’s a 40% increase in the risk of heart attack associated with the drug.  The actual increase in risk is rather small, however, leaving most of us with better things to worry about.


Eating poorly, lack of physical activity, obesity, and smoking, for example.  Each of these may nearly double the risk of heart disease by itself, and in combination they may increase that risk five-fold or more.  That, for purposes of comparison, is a 500% increase in risk.  


And the plot thickens if we factor in the possibility of avoiding diabetes altogether and never needing to consider Avandia.  A trial called DREAM, published in the Lancet, showed that Avandia could reduce the occurrence of diabetes by nearly 60% in high-risk adults.  But to get that benefit, you must also accept the risks associated with taking the drug, and we’ve known all along there were some.

But another trial called the Diabetes Prevention Program, published in the New England Journal of Medicine, showed that a prudent, balanced diet, and moderate, regular physical activity could reduce the occurrence of diabetes in similarly high-risk adults by an almost identical 58%.  Whereas drugs for disease prevention impose risks, healthful lifestyle practices confer only benefit.  The same diet and activity patterns that prevent diabetes reliably lower the risk of heart attack, and cancer and stroke and osteoporosis, for that matter.


The actual risks of Avandia remain uncertain.  Further examination of the tradeoff between risks and benefits of this drug, and others in the same class, is warranted.  But we are certain of the potential to prevent many, even most cases of type 2 diabetes with healthful eating and exercise.  The only liability in that approach is that you have to put in the effort.


The new disclosures about Avandia feel a bit like déjà vu in light of the fairly recent and similar tumult over the popular arthritis drug, Vioxx.  If we also factor in the revelations about the first popular diabetes drug in the same family as Avandia, called Rezulin, being withdrawn from the market because of liver toxicity- it’s like déjà vu, all over again.  There is a reason this situation is recurring.

However we rail against the FDA- and it admittedly has some important deficiencies- the agency is left to draw a line between efficiency, and fastidiousness.  The only way to avoid approving drugs with undetected dangers is to lengthen and encumber the drug approval process.  This will delay the approval of useful and much needed drugs, a failing already much protested by advocates for AIDS and cancer patients.  Redrawing the line improves performance one way, while compromising it in the other.


In addition, small drug risks can only be seen after a very large population is exposed.  The FDA relies on so-called “post marketing surveillance” to detect hazards previously unnoticed in the smaller cohorts enrolled into clinical trials, so we should be thankful, not shocked, when it does so.

There is almost certainly some risk in taking Avandia.  But if you are like most Americans, you are probably facing even greater risks from your lack of daily exercise and vegetables.  So don’t panic.  Go for a walk, and eat a mixed green salad.  And make an appointment at your early convenience to see your doctor and discuss your options, including the inescapable tradeoff between risks and benefit taking any drug imposes.
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