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A milestone for myocardial infarction

New tnral shows aspirin and streptokinase to be additive

The second international study on infarct survival (ISIS 2)
published last week has shown not only that thrombolytic
treatment and aspirin are equally beneficial in treating acute
myocardial infarction but also that their effects are additive.'
Over 17 000 patients were included in this study. Among the
8595 given a placebo infusion 12 0% died of vascular disease
within five weeks compared with 9-2% of the 8592 given
streptokinase. Vascular deaths were similarly reduced from
11-8% among the 8600 given placebo tablets to 9 4% among
the 8587 given aspirin. In the 4292 patients given both agents
8-0% died from vascular disease compared with 13 2% of the
4300 given neither. Furthermore, the benefits were not
confined to those receiving treatment during the first six
hours: mortality was significantly reduced among those
treated up to 24 hours after the onset of symptoms.
The benefits of thrombolytic treatment in the first few

hours after a myocardial infarction are well established.2
The reduction in mortality of those treated in hospital within
four to six hours after the onset of symptoms is 20-30%.
Although the GISSI study (Gruppo Italiano per lo Studio
della Steptochinasi nell'Infarto Miocardico; Italian study)
showed particular benefit to those treated within the first
hour, this finding was found only by retrospective analysis.
Pooling of the data from major thrombolytic trials suggests
that the benefit extends beyond the first few hours.' 3 5 This
must not be taken to mean that there is no merit in giving the
drug as early as possible-because many patients die during
this critical time. The striking reduction in mortality achieved
by early thrombolysis confirms the paramount importance of
prompt treatment in acute myocardial infarction.
The finding ofreduced mortality in the second international

study on infarct survival in those treated late in the first day
after the onset of infarction is supported by some earlier
thrombolytic trials. Why thrombolysis should be beneficial at
this time is unclear and raises the question whether other
effects of streptokinase-on blood viscosity and coagulation
-could be beneficial. More probably the explanation is that
an acute coronary thrombotic occlusion is not necessarily a
single critical event; in many patients occlusion is progressive
or episodic and causes a stuttering pattern of chest pain. Many
of those patients who received thrombolytic treatment late in
the first day in trials may be those who continued to have
symptoms; if this is so it may be wrong to extrapolate from
those included in the second international study after 12 hours
to all patients who have had a single major event of brief
duration.

The findings on aspirin in the second international
study are new, although they add to other studies that have
shown aspirin to be valuable in unstable angina and in
secondary prevention after infarction. Its main mode of
action is to reduce the platelet aggregation that is responsible
for progression of the infarction or reinfarction after
thrombolysis. In this study aspirin prevented the increase in
reinfarction that has been found after thrombolytic treatment.

Should then all patients with suspected acute myocardial
infarction receive a thrombolytic agent and aspirin? Who
should be authorised to give it? How can we ensure that
treatment is given as quickly as possible?

Important contraindications to thrombolytic treatment
include all those conditions that are likely to be associated
with haemorrhage, especially stroke; most patients sustaining
a myocardial infarction are, however, suitable candidates
both for streptokinase and for aspirin. The findings of the
second international study on infarct survival when combined
with those of the other trials suggest that all patients with good
evidence of acute myocardial infarction and no important
contraindications should receive these treatments, irrespective
of age, gender, and site of infarction. When six hours have
elapsed the indications for thrombolytic treatment Pre
controversial, but the case for giving aspirin is now strong.
The risks ofthrombolytic treatment cannot be disregarded,

particularly if it is given to patients with disorders that
may be confused with myocardial infarction-for example,
pancreatitis, peptic ulcer, a dissecting aneurysm, and
pericarditis. Thus treatment must be given only if there is
strong clinical evidence of myocardial infarction and at least
some electrocardiographic abnormality. Thus paramedical
staff should not at present use thrombolytic treatment outside
hospital, and general practitioners probably should not give
the drug without electrocardiography. A question mark also
remains over the efficacy and safety of giving a further dose of
streptokinase within a few months after the initial treatment.
Streptokinase is antigenic, and, although important allergic
reactions are rare with the first dose, little is known about
the safety of subsequent injections. In the future the non-
allergenic tissue specific plasminogen activators are likely to
be preferred if a second dose must be given.
Are the other newer thrombolytic agents superior to

streptokinase? Tissue plasminogen activator prepared by
recombinant DNA technology has theoretical advantages but
has yet to be shown to be as or more effective or safe than
streptokinase. The outcome of the Anglo-Scandinavian study
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of early thrombolysis, with tissue plasminogen activator (the
ASSET study) is eagerly awaited, but until this becomes
available tissue plasminogen activator should probably be
used only in those who have received streptokinase in the
preceding six months. On the other hand, the AIMS study
(APSAC infarction mortality study) with anisolyated
plasminogen streptokinase activator complex (APSAC), now
called anistreplase, did show a reduction in mortality of
almost half at one month and one year after infarction,
which is greater than that for streptokinase in the second
international study on infarct survival and the Italian study.
The confidence intervals of these studies overlap, however,
and until direct comparative studies of the two agents
are undertaken it will be impossible to be sure whether
anistreplase is superior. Furthermore, we will have to know
whether adding aspirin to anistreplase is as effective as adding
it to streptokinase. Anistreplase does have the important
advantage that it needs simply a five minute intravenous
injection rather than a one hour infusion.

Thrombolytic treatment should now be routine in acute
myocardial infarction and be given as early as possible. Major
changes must therefore take place. At present many patients
do not reach hospital until four to five hours after the onset of
the event and may then spend one to two hours in the casualty
department without specific treatment. This is unacceptable,
and the organisation of care must be greatly improved.
One delay is that imposed by the general practitioner.

When there are rapid response teams general practitioners
may attend the patient very quickly and then be able to
make the diagnosis, provide initial treatment, and expedite
admission to hospital. Other general practitioners may find it
impracticable to attend patients promptly, in which case the
ambulance service should take on the responsibility for
immediate care and the rapid transit of the patient to hospital.
General practitioners must decide whether they are able to
provide prompt care or whether they wish to devolve this to
the ambulance service.

The accident and emergency department may be a
dangerous place for the patient with myocardial infarction
unless there is a rapid response from the admitting medical
team. Speed was already important when the contribution of
hospital care lay in correcting life threatening arrhythmias,
but it has been given added importance by thrombolytic
treatment. Indeed, direct admission to cardiac care units may
have great advantages.

Doctors have a poor record of translating the findings of
clinical trials into practice. This is not surprising when the
benefits are marginal, but the benefits of thrombolytic
treatment and aspirin are of such a magnitude that they may
save thousands of lives in Britain within the next year. The
task of implementing these important advances is not for
cardiologists or hospital doctors alone. General practitioners
and administrators of the National Health Service must also
respond to this challenge.
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I do not love thee Mr Fell....

Techniques for dealing with "heartsink" patients

The best interests of both patients and doctors are served by
maintaining the image of excellent relationships between the
two groups. For that reason, perhaps, the subject of patients
who are disliked is something of a mystery. It is not on
medical school curriculums, and there are few published
reports.
There are, however, clues. For instance, Cartwright and

Anderson found that 24% of general practitioners described
more than half of their work as trivia.' Those who consult
doctors much more frequently than the average have been
defined in various ways and studied by various methods.2-8 A
seventh of patients account for almost half of all doctor-
patient contacts,2 with a twentieth accounting for a fifth of
contacts.6 A study of families in a deprived part of Aberdeen
failed to identify a single explanation for overconsulting but
noted that the reasons for consulting might depend less on the
symptoms than on the immediate circumstances in the
family.5 Controlled studies found frequent attenders to have
more symptoms overall and fewer symptom free days than
controls.8 They were also judged to have poorer coping
strategies and less rich social lives8 and to have a higher chance
of being single or suffering from family dysfunction,8 echoing

findings on the origins of depression.9 One author expressed
surprise at finding that as many as two fifths of frequent
attenders had diagnoses of organic disease.2 Others have seen
the problem as being one of emotional6 or neurotic origin.'
At one extreme are the patients, not always frequent

attenders, towards whom doctors feel active antipathy, and
two studies are published this week on the subject (p 528 and
p 530). Whether described as difficult (p 530),'o "heartsink"
(p 528), problem patients," dysphoric,'2 or hateful,'3 they
share the capacity to make doctors feel inadequate or useless.
They may do this, for instance, by making excessive demands,
rejecting attempts to help, or denying important aspects of
their history or illness. Some patients may feel themselves to
be guilty and are manipulating their doctors into rejecting
them in order to punish themselves. '4 'S Encounters with these
patients may induce despair, frustration, and a sense of
humiliating failure in doctors, preventing the patients from
getting the best medical advice.'6 As a group they contain a
higher proportion of women and are likely to suffer from
chronic disease (p 528).'° Hospital patients unpopular with
nurses, on the other hand, are more likely to have a
psychiatric diagnosis. 7
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