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Blood Sugar Control in Diabetes: the Enemies of Good
Last week, one large clinical trial made headlines because intensive control of blood sugar in diabetes increased the risk of death.  Another trial made headlines because strict control of blood sugar lowered the risk of death.  Since the risk of death cannot go up and down at the same time, the trials suggest that blood sugar control can be both too strict as well as too lenient.  And maybe we can get it just right.
The study that demonstrated a higher risk of death with intensive blood sugar control is called Action to Control Cardiovascular Risk in Diabetes (ACCORD).  This trial, sponsored by the National Heart, Lung, and Blood Institute at the NIH, was stopped early because among the more than 10,000 participants, mortality was higher in those assigned to "intensive" blood sugar control than those assigned to "conventional" blood sugar control.
This result is very surprising, because we have long had evidence that maintaining near normal control of blood sugar in diabetes reduces the risk of complications.  In fact, we have that evidence both for type 1 diabetes, courtesy of a study called the Diabetes Control and Complications Trial (DCCT; http://diabetes.niddk.nih.gov/dm/pubs/control/) and for type 2 diabetes, the subject of the ACCORD study, courtesy of the UK Prospective Diabetes Study (UKPDS; http://www.dtu.ox.ac.uk/index.php?maindoc=/ukpds/).   
But on closer inspection, the ACCORD results are not quite the anomaly they seem.  For one thing, even though the death rate was slightly higher in the group assigned to intensive blood sugar control than in the control group, the death rate in both groups was lower than for adults with type 2 diabetes in general!  So the ‘higher,’ and only slightly higher at that, death risk that made for provocative headlines is relative to a lower-than-usual risk of death, and not exactly an invitation to panic.

For another, the definition of intensive blood sugar control for this study was, in essence, perfect or normal blood sugar control, as indicated by a HgbA1c value of less than 6%.  The HgbA1c is a measure of average blood sugar levels over a period of weeks, and the best way to gauge control of diabetes.  To get blood sugar that low, many participants in the ACCORD trial received both insulin and oral medication.
In contrast, the so-called Steno-2 study, published last week in the New England Journal of Medicine, randomly assigned 160 adults with type 2 diabetes and early evidence of kidney injury to a program of intensive risk modification, or standard care.  The intensive care group was treated to achieve a HgbA1c of less than 6.5%, given medications to lower blood lipids and blood pressure, and received aspirin.  This aggressive treatment of several risk factors reduced the death rate by roughly 20%, and the cardiovascular death rate by 12% over an 8 year period.
In combination, these trials suggest that both perfect, and so-so, are potential enemies of good.  While a healthy pancreas working with healthy insulin receptors can maintain a normal blood sugar with impunity, we, it seems, cannot.  So efforts to do so- keeping the HgbA1c under 6%- may be dangerous. But we can, apparently, manage to keep the HgbA1c under 6.5%, and control other risk factors into the bargain, and confer benefit by doing so.  

There are several take-away messages here.  First, for all its prowess modern medicine cannot re-confer health!  We can fight disease, we can often stave off death.  But there is no substitute for staying healthy in the first place.  Type 2 diabetes is outright preventable up to 90% of the time by being active, eating well, and controlling weight.  

Second- neither perfect, nor just adequate, should be made the enemies of good.  Under real-world conditions, we should know what the best we can do is- and we should do it.  Third, and finally, science is the key to knowing our best option.  Intuition is often validated by robust scientific inquiry.  But sometimes, as in the ACCORD trial, it is refuted.  We must never fall in love with our convictions- we must always be prepared to put them to the test.  Science, done well, leads to truth- not necessarily to the answers for which we were hoping.

If you have diabetes, these conflicting trial results provide you and your doctor with a range of blood sugar values for which to aim.  You can, and should, target good blood sugar control.  If you don't have diabetes but are, like so many, at risk- your target is prevention.  The surest way to achieve both safe and perfect control of type 2 diabetes is not to get it in the first place.
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