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SHORT REPORT

Diabetes information in cardiovascular trials

published in general medical journals

DAVID P MACFARLANE, KEN R PATERSON, MILES FISHER

Introduction
ndividuals with diabetes have an increased risk of
I developing coronary artery disease' and a poorer
prognosis once coronary artery disease has developed,
compared to patients without diabetes.* To avoid
confounding, most cardiovascular trials display profiles of
traditional risk factors but additional factors are also
important in patients with diabetes. We examined the
information provided on patients with diabetes included
in cardiovascular trials published in general medical
journals.
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Methods
Randomised controlled trials examining ‘hard’ cardio
end points or surrogates of cardiovascular disease wi
fied from four general medical journals (BMJ,
Lancet and the New England Journal of Med{;ﬁ
during 2004. We assessed whether the fol forma
pertaining to diabetes was document erc f
patients with diabetes, ii) type of iii) n |v)
assessment of control e.g. Hb presen
tions, and vi) anti- hyperglycae ment

identi-
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Results

We identified 35 suitable trials (s e\tab
patient number of 3,432 (range 27— 36
centage of patients with diabetes of 25%
One trial exclusively involved patients wi
35 trials documented the percentage{of patients with diabetes
but only one trial noted the type of diabetes. Similarly, disease
duration, assessment of control and/or complications were
each documented in one of the 35 trials, although in two fur-
ther trials some assessment of diabetic control was made, as

1), @anean
) ean per-
4.7-100%).

e 2 diabetes.* All
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patients with ‘poorly controlled diabetes’ were excluded. Seven
trials (20%) included information on current antidiabetic treat-
ment, although this was often limited to whether insulin was
required.

Discussion

Type 1 versus,type 2 diabetes
These results 'Zd'?te that little attempt is made to distinguish

between p ts"with diabetes recruited into trials published
in genefa dical als. Q
|abet xq tr pI|cat|ons Trial (DCCT)® and the

ol

ited os%p\/e Diabetes Study (UKPDS)® demon-

strat d\e |gn|\2\ of improved glycaemic control on the
sC

ular complications in type 1 and 2 dia-

n years following the completion of the DCCT, a
@gmﬁcant reduction in cardiovascular events has now

ound in the intensive treatment group. Risk of non-fatal

cardial infarction (M), stroke or death from cardiovascular
isease was reduced by 57% (p=0.02).” The UKPDS just failed
to reach significance for reduction in Ml (p=0.052) with
improved glycaemic control,® although the difference in HbA1¢
between the two treatment groups was less impressive than for
the DCCT. A recent meta-analysis, incorporating the above tri-
als, concluded that glycaemic control is an independent risk fac-
tor for the development of macrovascular disease in both type
1 and 2 diabetes.?

Microvascular complications

Microvascular complications precede the development of
macrovacular disease in type 1 diabetes, whereas patients with
type 2 diabetes may have complications present at the time of
diagnosis. Microalbuminuria acts as a strong predictor of car-
diovascular disease and mortality in patients with type 1 dia-
betes,® even in those with long-standing disease.” Similarly,
increased urinary albumin excretion is an independent predic-
tor of cardiovascular morbidity and mortality in type 2 diabetes,
as well as in the general population,™ since it acts as a marker
of generalised endothelial dysfunction. Blockade of the renin-
angiotensin system reduces both the rate of progression of
renal and cardiovascular disease in patients with diabetes,
which may relate to mechanisms other than blood pressure
lowering."
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Table 1. Information documented on patients with diabetes included in cardiovascular trials published in four general medical journals during 2004
Journal JAMA N Engl J Med Lancet BMJ Total
Number of trials per journal 14 10 8 3 35
Number of trials fulfilling assessment criteria (%)
- number of patients with diabetes 14/14 (100) 10/10 (100) 8/8 (100) 3/3 (100) 36/36 (100)
- type of diabetes 0/14 (0) 0/10 (0) 1/8 (12.5) 0/3 (0) 1/36 (2.8)
- duration 0/14 (0) 0/10 (0) 1/8 (12.5) 0/3 (0) 1/36 (2.8)
- assessment of control 0/14 (0)* 0/10 (0) 1/8 (12.5) 0/3 (0) 1/36 (2.8)
- assessment of complications 0/14 (0) 0/10 (0) 1/8 (12.5) 0/3 (0) 1/36 (2.8)
- antidiabetic treatment 114 (7.1) 4/10 (40) 2/8 (25) 0/3 (0) 7/36 (19)

Key: * An exclusion criterion in two trials was poorly controlled diabetes

Duration of diabetes

Type 1 diabetes tends to present acutely, whereas the onset of
type 2 diabetes tends to be insidious. Longer duration of dia-
betes implies prolonged exposure to chronic hyperglycaemia,
and an increased risk of developing hypertension, dys-
lipidaemia and microalbuminuria, and has been shown to

influence cardiovascular risk in both type 1 and type 2 di %

betes.” "

Antidiabetic treatment
There is increasing evidence of cardiovascular
insulin sensitisation. In the UKPDS, a cohortfo

patients receiving metformin monotherap 39%
reduction for Ml (p=0.01) and a 36% r in

mortality (p=0.011), which could not la ned oved
glycaemic control alone.™ Further u the re ublis
Prospective Pioglitazone Clinic ar @
Study (PROactive) was a large, Iaceo -Co r|a|

tazone ‘add on’ therapy in -rrs

diabetes. The primary end point wa iev srgnn‘-
icant reduction in the pre-specified onda e@osrte end
point of all-cause mortality, non-fatal %‘stroke was

observed."”

Conclusions %

Our results confirm that large numbers of patients entered into
cardiovascular trials have diabetes (approximately 25%), but
suggest that insufficient information regarding them is provid-
ed. Possible explanations include space limitations, insufficient
patient numbers to be relevant or, more simply, these factors
may not be considered when designing the trial. Alternatively,
there may be plans to publish the subset of data for patients
with diabetes separately.

Given the increasing prevalence' and associated burden of
cardiovascular disease, the number of patients with diabetes
recruited into cardiovascular trials can be expected to increase.
Additional risk factors contribute to cardiovascular risk in dia-
betes, and these should be assessed in trials including signifi-
cant numbers of patients with diabetes.
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