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Alternatives to the digitalis glycosides
for heart failure

SIR,-I read with interest the recent review
by Dr G D Johnston (16 March, p 803) in
which he suggested that "probably the most
promising orally active inotropic agents . .. are
the bipyridine derivatives amrinone and
milrinone." The view he expressed is certainly
the one which Winthrop, the manufacturer
of these drugs, would like people to accept.

Other investigators have produced evidence to
refute many of the claims made by Winthrop
about these drugs and restated by Dr Johnston.
For example, the unreferenced statement that
amrinone does not alter cyclic AMP has been
contradicted.'-4 It is now generally accepted that
both amrinone and milrinone are phospho-
diesterase inhibitors.--8

There is little doubt that amrinone is a positive
inotropic agent at high concentrations in the normal
myocardium. Whether it possesses such properties
at non-toxic concentrations is doubtful. It cer-
tainly lacks positive inotropic properties at even
very high concentrations in myocardium from
animals9 and patients"' with chronic heart failure.

Although Dr Johnston has quoted one study
which did show an improvement in a contractility
index after amrinone in patients with heart failure,"
the study did not seek a dose response relation
between the amount of amrinone given and altera-
tions in contractility indices so could not sub-
stantiate its authors' claims that they had shown
positive inotropic changes due to amrinone.
Studies which sought such a dose response relation-
ship have universally failed to find them'2 - but
were unquoted by Dr Johnston, although each
study contained many more observations than his
example. Two of these studies compared amrinone
with known positive inotropic agents and showed
clear differences in contractility indices."2 13
Another study was unable to show differences
between amrinone and the pure vasodilator,'5
nitroprusside, except that amrinone appeared to
produce catecholamine release-a common pro-
perty of phosphodiesterase inhibitors.'6

In addition, intracoronary infusion of amrinone
does not produce any change in contractility.'7 19
Indeed the only effect of the drug when given by
this route to patients with heart failure is coronary
vasodilatation. Similarly, not everyone has been
able to show increases in contractilitv indices in
patients after milrinone."9

In general, it would seem that the haemodyna-
mic effects of the bipyridines in patients with heart
failure are the result of direct vasodilatationI2_19
and catecholamine release.'5 2" These drugs appear
to have little or no direct positive inotropic effects
at therapeutic concentrations in patients with heart
failure.
Amrinone will never achieve acceptance as an

orally active agent in the treatment of heart failure.
Following reports of adverse effects Winthrop
ceased applying for further product licences for
the oral preparation in Western industrial countries,
although it continues to sell it elsewhere, including
the Philippines and South Africa.

In many respects it is unfortunate that amrinone
has such adverse effects. Winthrop has been able
to withdraw the oral version of the drug because
of side effects and answers will probably not now
be forthcoming to questions raised as to a lack of

long term efficacy in large trials2' and increased
patient mortality.22 23

Perhaps, however, I have misjudged Dr
Johnston's review. His belief that digitalis
glycosides are most likely to be replaced by a
group of drugs which are neither effective
positive inotropic agents nor safe may merely
reflect his view of the properties of digitalis
itself.

PETER WILMSHURST
St Thomas's Hospital,
London SEI 7EH
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Counselling problem drinkers in general
wards

SIR,-The paper by Dr Jonathan Chick and
others (30 March, p 965) deserves some
comment. Their conclusions that screening
for alcohol problems should be a routine part
of the nursing assessment and medical history
agrees with our previous work, and there are
many simple methods to achieve these aims.' 2
However, the aim of their study-to

compare the effects of counselling with the
effect of no action on problem drinking-has
not really been achieved because of the
heterogeneity of their patients. When carrying
out an evaluation of this sort it is important to
separate the patient groups carefully. Thus
the outcome of treatment in a patient admitted
with a myocardial infarct who drinks five
pints of beer a day and does not perceive that
he has a drinking problem may be vastly
different from that in a patient with alcoholic
liver disease who is admitted as a direct result
of his alcohol consumption. Clearly the
motivation to reduce alcohol consumption
would also be different in these two subjects.

It would be helpful therefore to have the
results made available of counselling versus
intervention, firstly, in problem drinkers who
are detected only by the interview, secondly,
in those whose admission was directly due to
alcohol, thirdly, in those with social problems
who were admitted with non-alcohol related
diseases, and, fourthly, in the so called
dependent group. In addition, the use of mean

corpuscular volume and y-glutamyl trans-
peptidase as markers of improvement in such
a heterogeneous group is difficult to interpret
with the information given. For instance, how
much of the reduction in y-glutamyl trans-
peptidase and mean corpuscular volume in
both groups is due to improvement in liver
function in patients with alcoholic liver
disease ?

This paper raises important points about
the approach to problem drinkers in general
wards but does not answer the question of
which groups the main effort should be
directed at. As the authors state, more
studies of this nature need to be carried out
in inpatients and in outpatients.

I G BARRISON
St Mary's Hospital,
London W2 lNY
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***Drs Chick and Lloyd reply below. -ED,
BMJ.

SIR,-Like most clinical samples the patients
we studied differed from one another in several
ways but the fact that they were heterogeneous
with respect to medical diagnosis does not
vitiate our finding that counselling improved
outcome. The distribution ofmedical diagnoses
was similar in the control and treatment
patients, and the groups did not differ in the
numbers of patients whose illness was con-
sidered directly attributable to alcohol.
We agree with Dr Barrison that it is

important to know whether some patients can
be identified who are particularly likely to
respond to counselling. The difficulty in
answering this question is to separate out the
effects of variables which themselves inter-
correlate highly. Using Dr Barrison's example,
having an illness directly related to alcohol,
such as alcoholic liver disease, correlated
with two variables which predicted a poor
outcome-namely, dependence on alcohol
and a high total problem score. We are
currently preparing a further report on the
relation between various patient characteristics
and response to counselling; we believe this
will provide the information Dr Barrison
requires.
We have not calculated the contribution to

mean improvements in blood tests made by
the small number of patients with liver
disease. In this population -y-glutamyl trans-
peptidase and mean corpuscular volume can
provide only a rough guide to problem
drinking, and the tests are best used to
corroborate self reports using a method such
as we applied in our paper.

JONATHAN CHICK
GEOFFREY LLOYD

Alcohol Problems Clinic,
Roval Edinburgh Hospital,
Edinburgh EHIO 5HD

Mixing short and intermediate acting
insulins: effect on postprandial blood
glucose concentrations

SIR,-Dr Martin Edwards and colleagues
(9 March, p 791) state that the differences in
postprandial blood glucose concentrations that
we observed in insulin dependent diabetics
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