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Some recent developments in the 
world of diabetes have reinforced 
an important lesson that we med-

ical professionals seem to keep forget-
ting: Assumptions that seem eminently 
logical and reasonable don’t always 
hold up in the final analysis. 

For instance, we believed for years 
that giving estrogens to postmeno-
pausal women was certain to reduce 
their risk of cardiovascular (CV) 
events. Then came the Women’s Health 
Initiative trials, which demonstrated 
convincingly that this therapy actually 
increased the risk of stroke and had 
no effect on coronary heart disease. 
Although investigations are still explor-
ing whether estrogen therapy might  
be cardioprotective in the immediate 
postmenopausal years, this example 
nevertheless illustrates the danger of  
assuming we know the definitive an- 
swer to a medical question simply be- 
cause our theory seems to make sense. 

Similarly, it has long been assumed 
that tight blood glucose control would 
reduce CV morbidity and mortality. 
After all, a large body of epidemiologic 
evidence shows a strong correlation 
between hemoglobin A

1c
(HbA

1c
) levels 

and rates of CV morbidity and mortal-
ity. Many skeptics have declared efforts 
to test this hypothesis wasteful—even 
after the United Kingdom Prospective 
Diabetes Study (UKPDS) found no 
statistically significant reduction in 
myocardial infarction risk with tighter 
glycemic control.2 Didn’t we already 
know the answer, and might it not be 
unethical to deliberately “undertreat” 
half the patients?

Earlier this year, three trials reported 
findings on this matter. I’m most 
familiar with the Action to Control 
Cardiovascular Risk in Diabetes 

(ACCORD) trial as one of its investi- 
gators. The ACCORD trial was de- 
signed to determine the extent of the 
potential CV risk reduction that might 
be gained from very tight glycemic 
control in older people with type 2 dia-
betes at high risk for CV events. Each 
participant was double-randomized to 
the glycemia trial and to either the con-
comitant hypertension or lipid trial. 

The glycemia trial compared the 
CV effects of a very aggressive regimen 
aimed at driving HbA

1c
 levels below 

7% with a more conventional approach 
aimed at keeping them between 7% 
and 8%. But the glycemia trial was 
stopped prematurely because of a sta-
tistically significant 25% increase in 
deaths in the aggressive treatment arm.3 
(The hypertension and lipid trials are 
still ongoing.) While the study design 
doesn’t allow us to pinpoint the exact 
cause of the increased mortality, it’s safe 
to conclude that aggressively using all 
available agents to lower HbA

1c
 may be 

counterproductive in terms of reducing 
CV events.

No increase in CV events was seen 
with tighter glycemic control in the 
other two major studies, the Veterans 
Affairs Diabetes Trial (VADT)4 and 
the Action in Diabetes and Vascular 
Disease: Preterax and Diamicron MR 
Controlled Evaluation (ADVANCE) 
trial.5 But neither trial was able to dem-
onstrate a statistically significant reduc-
tion in CV death with more aggressive 
glycemic control.4,5 

We’ll be analyzing these results for 
years to come, but it’s not too early 
to proclaim the overall message: In 
medicine, we need to avoid assuming 
positions of absolute certainty about 
unproven theories—even when they 
seem intuitively right. Prospective clini-

cal trials sometimes produce surpris-
ing results at odds with our strongest 
assumptions and biases. We must be 
humble and thoughtful in recognizing 
that we know a lot less than we would 
like to admit. ●
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