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Objective
To determine the benefit of earlier
thrombolysis in patients with acute
myocardial infarction (MI) who par-
ticipated in the Grampian Region
Early Anistreplase Trial (GREAT).

Design
Randomized, double-blind, controlled
trial with 30-month follow-up.

Setting
Teaching hospitals in Aberdeen,
Scotland, and 29 rural practices.

Patients
311 patients (mean age 63 y, 70% men)
with suspected acute MI who were
seen at home by a general practitioner
within 4 hours of the onset of symp-
toms. Exclusion criteria included
thrombolytic therapy or bleeding
within the past 6 months; surgery or

Commentary „ „

More than 20 studies have shown that
thromboiytic therapy can be safely adminis-
tered outside the hospital setting and can
reduce treatment delays. The Myocardial
Infarction 'Triage and Intervention Trial (1)
showed no difference in outcomes whether
treatment was done before arrival at the hos-
pital or in the hospital but did show that ini-
tiating thrombolytic therapy within 70
minutes of symptom onset reduced mortal-
ity from 9 % to 1 %. Only 4% of the screened
patients were eligible for thrombolysis be-
fore hospital arrival, which highlights the
logistical problem to this approach. The Eu-
ropean Myocardial Infarction Project (2) re-
duced the time to treatment by 55 minutes,
but more adverse events occurred when
transporting patients who received treatment
before hospital arrival. The pooled results
from 5 major randomized trials showed a
17 % reduction in mortality with therapy ad-
ministered before hospital arrival (2),

major trauma in the past 10 days;
cerebrovascular accident or neuro-
surgery within 2 months; thrombo-
cytopenia or hemorrhagic diathesis;
pregnancy; diabetic proiiferative
retinopathy; blood pressure > 200/100
mm Hg; or recent resuscitation with
chest compression. Follow-up was
complete.

Intervention
163 patients received 30 units of ani-
streplase intravenously at home (me-
dian, 101 min from start of symptoms),
followed by placebo in the hospital.
148 patients received placebo at home,
followed by 30 units of anistreplase
intravenously in the hospital (median,
240 min from start of symptoms).

Main outcome measures
Mortality and lives saved/h of earlier
treatment.

Main results
At 30 months, fewer deaths occurred
in patients who had received home
treatment than in those who had re-
ceived hospital treatment (17% vs
32%, P = 0.001). {This absolute risk
reduction of 15% means that 7 pa-

This report from GREAT also supports
that a greater benefit is derived from ear-
lier thrombolytic treatment. The study
does not give very precise estimates of
mortality benefit according to delay of
treatment, so the estimate of lives saved/
1000 patients may be optimistic. Data
from 2 other major trials (3, 4) suggest
that 10 lives/1000 treated patients are
saved for every I -hour reduction in time
to therapy. In contrast to GREAT, the
mega-trials with in-hospital thrombolysis
do not show further survival benefit after
hospital discharge.

Thrombolytic therapy before hospital
arrival seems beneficial, but logistical,
medical, and legal barriers to widespread
implementation exist in North America.
Therefore, the current emphasis is on re-
ducing the time to treatment in the emer-
gency department by the same 30 to 60
minutes achieved in the prehospital stud-

tients would have to be treated in die
home (rather than in the hospital) to
prevent I additional death, 95% C I 4
to 17; the relative risk reduction was
48%, CI 21 % to 66%.}* In patients
presenting 2 hours after the start of
symptoms, each delay in thrombolysis
of 1 hour led to the loss of 21 lives/
1000 within 30 days (CI 1 to 94 lives/
1000, P = 0.03) and 69 lives/1000 with-
in 30 months (CI 16 to 141 lives/1000,
P= 0.001).

Conclusion
Compared with thrombolysis provided
at the hospital, prehospital thrombo-
lysis resulted in a substantial mortality
benefit that continued to grow after
hospital discharge.
Sources of funding: SmithKline Beecham
and Acute Healthcare Research Committee of
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'Numbers calculated from data in article.

Abstract and Commentary also published in
ACP Journal Club. 1996;125:6.

ies. In the future, double-bolus therapy
with reteplase or recombimnt tissue-type
plasminogen activator may offer the po-
tential of safely initiating therapy with the
first bolus before hospital arrival and then
committing to full-dose therapy after an
evaluation in the emergency department.
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