Is a Lower Cholesterol Really Better?

The results of a long awaited clinical trial with implications for millions of people were released at the American College of Cardiology Annual Scientific Sessions in Orlando last week.  This was the trial known colloquially as the “Treatment to New Targets” (or TNT) study.  The basic premise of lowering bad (LDL-C) cholesterol to reduce cardiovascular events is well accepted.  But the idea of how low to go has been somewhat more controversial, especially when one has to balance benefit versus cost and potential adverse effects.  As a cholesterol researcher starting back in the mid 1970s, I’ve been part of the camp that says lower is better, and have been driving the LDL-C in high-risk patients to at least 100 mg/dL and even to 70-80 mg/dL for years based on sparse, but to me, compelling evidence.  Those of us who treat at-risk patients have been anxiously awaiting the results of the TNT Study to finally prove or disprove the lower is better model.

These investigators took approximately 15,000 patients with stable coronary heart disease and treated them with a modest starting dose of a statin to get their LDL-cholesterols to approximately 100 mg/dL, the accepted target of treatment.  About 10,000 patients made it to this goal with this modest therapy.  The investigators then randomly assigned half of these patients to get the maximum dose of a statin to drive their cholesterols to approximately 70 mg/dL.  They then followed these patients for about 5 years to see if there was a difference in how they fared, looking at total mortality, cardiovascular mortality, major events like heart attacks, angina, strokes, need for angioplasty and bypass surgery.

Not surprisingly, the results suggest that there is indeed a statistically significant benefit to lowering the LDL-cholesterol into the 70 mg/dL range compared to the current standard of 100 mg/dL.  There was a 22-25% relative reduction (depending on which outcome was being tracked) in events in the more aggressively treated statin group.  These outcome markers included death from coronary heart disease, cardiac arrest and stroke, but there was no reduction in all-cause, or overall, mortality.  More on that in a minute.  But there was a statistically higher incidence of more abnormal liver tests in the aggressively treated group as well, though no increased risk of the much ballyhooed muscle problems.  The investigators conclude that adopting this more aggressive treatment regimen would reduce the overall healthcare costs and burden tied to reduced events.

So should you suggest to your doctors that they more aggressively lower your cholesterol as a result of this clinical trial?  Should you demand to be placed on 80 milligrams per day of Lipitor™, the agent used in the aggressively treated arm of this trial?  The definitive answer is maybe yes and maybe no.  Remember that although coronary heart disease events were indeed reduced, overall risk of death was not reduced.  This is because noncardiovascular deaths were somewhat increased in the more aggressively treated group.  Although this could indeed be a chance or random event, we are not quite smart enough to pick out those patients who really are at increased risk of events to selectively treat them.  And the increased risk of abnormal liver tests, although not tied to mortality, does suggest increased stress on the liver with uncertain long-term implications.

This study does validate my long held bias that lower cholesterol levels are better, especially for at-risk patients.  But it does not convince me to use the highest dose statins that can be possibly tolerated, unless no other options are available to get the LDL-cholesterol levels as low as the patient’s risk category justifies.  I just have uneasiness when no clear explanation for increased noncardiovascular deaths in the high dose statin arm is evident.

As we discussed at the Ventura Heart Institute public symposium last month, these other treatment options always start with aggressive dietary and lifestyle changes.  Significant changes in blood fats and blood pressure can be achieved without drugs, though drugs are often required to reach evidence-based treatment targets.  Although statin drugs remain the cornerstone of LDL-cholesterol lowering drug therapy, lower dose statins, combined with other agents, may be able to achieve similar LDL-cholesterol levels with less strain on the liver.  And a new target for therapy for the 21st century is raising or modifying HDL-cholesterol, the “good” cholesterol.  New agents, combinations and strategies are in active clinical trials, and the Ventura Heart Institute will continue to participate in these studies as we have over the last twenty years.
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