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Editorials 1145
ACE inhibitor use in heart failure: would that it were so
See page 1182 for the article to which this Editorial
refers

The paper by Bart et al.[1] published in this issue
addresses a clinically important issue. It is well recog-
nised that despite overwhelming evidence confirming
the efficacy of ACE inhibitors on both morbidity and
survival in heart failure, these agents are seriously
under-used. Most studies indicate that this is due to
a false perception, especially among primary care
physicians, that the drugs may be difficult to use in
practice; the fears usually expressed concern sympto-
matic hypotension and renal dysfunction[2]. Only a
small percentage of this under-usage can be explained
by real intolerance to ACE inhibitors, i.e. cough. Bart
et al. attempt to quantify the use of ACE inhibitors
in contemporary, hospital-based management of
patients with heart failure. The authors conclude
that use of ACE inhibitors is considerably higher
than previously reported (80%) and that the most
common reason for not using these agents is
perceived intolerance (9%).

This conclusion is a most welcome development
and suggests that clinical practice in this field is finally
interpreting the evidence appropriately. However,
although this analysis of the Study of Patients In-
tolerant to Converting Enzyme Inhibitors (SPICE)
registry is clearly of value, there are some major
limitations. The reader must view these results criti-
cally in that the impact of the methodological flaws in
data collection may be substantial and not easily
quantified. The good news is that the database is very
large (9580 patients) and the cohort is precisely
defined. Patients’ records were reviewed from 105
centres in eight countries evenly distributed between
North America and Europe relatively recently
(between August 1996 and April 1997). All patients
had an estimated ejection fraction <35%, 26% were
women and the aetiology was coronary artery disease
in 63% of patients. There are some useful obser-
vations regarding the use of drugs in relation to
clinical features, especially the frequent use of aspirin
(62%) and the infrequent use of calcium antagonists
(17%) and antiarrhythmics (17%) in patients with
ischaemic heart disease. It is also interesting that
advanced age, female sex, ischaemic aetiology, higher
creatinine and North American origin were indepen-
dent predictors of not being treated with an ACE
inhibitor. Surprisingly, systolic blood pressure and
serum sodium had no independent predictive value.

A serious source of bias results from the limitation
that the information was collected by hospital phys-
icians who participate in clinical trials. This is clearly
not representative of usual practice in the participat-
ing countries. A randomly selected group of all
eligible hospitals in a prospective trial would have
been a far preferable design. Another major limi-
tation concerns the method by which these 100 retro-
spective and ‘consecutive’ cases were ascertained at
individual centres. No specific instructions or strategy
were required; patients were identified arbitrarily
from hospital records of inpatients, outpatients or
from other registries such as cardiac catheterization
or nuclear imaging laboratories.

Investigator bias may well have been important in
that this registry was established in order to identify
patients considered intolerant to ACE inhibitors who
would represent potential candidates for partici-
pation in an efficacy trial with the angiotensin II
antagonist candesartan. Investigators were motivated
by an opportunity to participate in a clinical trial.
Although the authors argue that this bias would tend
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to underestimate that use of ACE inhibitors, the
SPICE registry was organised to identify ACE-
intolerant patients and test the feasibility of the
planned trial. Therefore, investigators would not
under-report ACE intolerance but might wish to
demonstrate that their centre otherwise prescribed
ACE inhibitors in all indicated patients. Another
source of substantial selection bias that may explain
the high percentage of treated patients is the fact that
all patients in the registry had the presence of left
ventricular dysfunction confirmed (EF<35%), i.e.
ACE inhibitors were clearly indicated. This is an
artificial situation and impacts on the applicability of
these results to the general population with heart
failure.

These limitations must lead us to conclude that the
design of this registry is not appropriate for accu-
rately describing contemporary management pat-
terns. It is equally difficult for the authors to make
any reliable estimate of error in the reported data.
This may well explain the marked discrepancy
between the findings reported in this paper and those
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QT dispersion after myocardia
failure: additional prognostic m

See page 1158 for the article to which this Editorial
refers

The QT interval varies significantly between the 12
leads of the surface ECG. A potential clinical appli-
cation of this interlead difference was proposed in
1990 by Day and co-workers[1], who suggested that
this difference in QT duration may provide an index
of the inhomogeneity of the repolarization, which
they called ‘QT dispersion’. QT dispersion then is the
difference between the maximum and minimum QT
across the 12-lead ECG, while QTc dispersion is this
value corrected for heart rate. The method has gained
popularity owing to the advantages of its being
simple to perform, its inexpensiveness, and the
accessibility of the body surface electrocardiogram.

Increasing evidence suggests that the presence and
degree of interlead QT variability, far from being a
recording artifact, may provide clinically valuable
information by reflecting underlying disturbances of
of the relatively recent publications cited in the refer-
ence list that also evaluated hospital practice in the
post-SOLVD era and indicate restricted use of ACE
inhibitors[3]. Appropriate conservatism dictates that
the reader finds the results reported here as encour-
aging, but of limited applicability. The routine man-
agement of heart failure may be improving, but it
would be premature to relax our efforts.

K. DICKSTEIN
Central Hospital in Rogaland,

Stravanger, Norway
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ventricular recovery. Although the cellular basis
for QT dispersion is incompletely understood[2],
measurement of dispersion of repolarization has
gained interest since the finding in animal studies
that increased basic dispersion lowers the ventricular
fibrillation threshold and facilitates induction of re-
entrant arrhythmias[3]. Also, in humans, alterations in
primary repolarization properties have been associ-
ated with an increased risk of sustained ventricu-
lar tachycardia. Subsequently, QT dispersion has
been shown to be a meaningful clinical index for
identifying patients at risk.

In recent years, probably because of the need for
new and accessible markers of ventricular arrhyth-
mogenicity, growing interest in the measurement of
QT dispersion has been reflected in the literature. An
association has been reported between prolongation
of QT dispersion and the following: sudden death in
chronic congestive heart failure, hypertrophic cardio-
myopathy with serious ventricular arrhythmias or
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