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Fibrinolytic therapy in the elderly:
Making sense of troubling new findings

Data still
support
judicious

use of
fibrinolytics
in the elderly
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IBRINOLYTIC THERAPY for acute myocar-

dial infarction (MI) has been a major
advance of the past 20 years. However, any
physician who has used it in a large number of
patients has seen a patient rapidly develop an
intracerebral hemorrhage. Most patients with
this catastrophic complication die or are left
with  serious neurologic consequences.
Although the overall incidence is low (< 1%),
when intracerebral hemorrhage occurs there
are few treatment options and no clear evi-
dence that the process can be reversed.

Patients older than 75 years have a three-
fold to fivefold higher incidence of intracere-
bral hemorrhage than younger patients.! Even
after adjustment for other factors, such as type
of fibrinolytic agent, body weight, blood pres-
sure on admission, and age, patients older
than 65 years are twice as likely to experience
intracerebral hemorrhage.

More troubling, two recent observational
studies reported a higher mortality rate in
elderly patients who received fibrinolytic
therapy than in those who did not. Thiemann
et al2 found that, among patients 76 to 86
years old who received fibrinolytics, the mor-
tality rate at 30 days was 18.0%, compared
with 15.4% among similar patients who did
not receive fibrinolytics. The hazard ratio was
1.38 (95% CI 1.12 to 1.71, P = .003).
Soumerai et al3 reported similar observations
at the recent 23rd annual meeting of the
American Society of General Internal
Medicine, held in Boston, May 4-6, 2000.

Therefore, the current data suggest that
fibrinolytic therapy is not ideal in elderly
patients. Notably, however, these data are
from observational studies, which lack the
rigor of randomized controlled trials and gen-
erally can only suggest a new hypothesis. They
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cannot be considered conclusive and do not
carry the weight of a primary end point from a
randomized trial.

In fact, aggregate data from six previous
large clinical trials indicate that the elderly
may benefit from fibrinolytic therapy at least
as much as younger patients, and possibly
even more (fGure 1). This is because the elder-
ly suffer more serious clinical events, includ-
ing death, as a consequence of acute MI. It is
believed the elderly derive “more bang for the
buck” from fibrinolytic therapy, and currently
available observational data continue to sup-
port judicious use of fibrinolytic treatment in
the elderly.4-8

B LOOKING FOR ALTERNATIVES

As the American population ages, elderly
patients with acute MI will become more and
more common, and it will become imperative
to find the safest and most reliable treatment
for them.

Percutaneous coronary intervention

Primary percutaneous coronary intervention
may be a safer alternative? but is not realistic
for most hospitals, as it must be done very
quickly by a highly trained, experienced team.
The time “from door-to-balloon” is critically
important for outcome success!® and should
be less than 2 hours.

Low-dose fibrinolytics

plus full-dose glycoprotein Ilb/llla inhibitors
Two large clinical trials are now testing a new
treatment strategy that may prove safer: the
combination of fibrinolytics in reduced doses
plus glycoprotein (GP) IIb/Illa inhibitors in
full doses.
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Fibrinolytic therapy for acute MI is beneficial in all age groups
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FIGURE 1. Summary data from trials of fibrinolytic therapy in acute Ml (ISIS, GISSI, EMERAS, USIM,
ISAM, and AIMS) by age group. Patients 75 years and older had an absolute reduction in mortality of
18 lives saved per 1,000 patients treated. The dashed line shows the odds ratio for the entire cohort.

ADAPTED FROM FIBRINOLYTIC THERAPY TRIALISTS (FTT) COLLABORATIVE GROUP. INDICATIONS FOR FIBRINOLYTIC THERAPY IN SUSPECTED ACUTE MYOCARDIAL INFARCTION
COLLABORATIVE OVERVIEW OF MORTALITY AND MAJOR MORBIDITY RESULTS FROM ALL RANDOMIZED TRIALS OF MORE THAN 1,000 PATIENTS. LANCET 1994; 343:311-322

GUSTO 1V (the fourth Global Use of
Strategies to Open Occluded Arteries trial) is
randomizing patients with ST-T elevation
acute MI to receive either reteplase (Retavase;
recombinant plasminogen activator; r-PA) in
half doses plus abciximab (ReoPro, a GP
[Ib/Illa inhibitor) in full doses, or reteplase in
full doses.

INTRO-MI (Integrilin and Reduced
Dose of Thrombolytics in Acute MI), soon to
be reported, is similar but is using half doses of
alteplase (Activase; tissue plasminogen acti-
vator; t-PA) and full doses of eptifibatide
(Integrilin), vs full doses of t-PA. It has a
much smaller number of elderly patients than
does GUSTO IV.

In principle, the rate of intracerebral hem-
orrhage should be less with the combination of
half-dose fibrinolytic therapy and GP IIb/llla
inhibitors than with full-dose fibrinolytics.
Nevertheless, these clinical trials will be obser-
vational, ie, the primary end point is not
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intracerebral hemorrhage, and some risk of
intracerebral hemorrhage will remain whenev-
er fibrinolytic drugs are used. Moreover, fibri-
nolytic drugs are conventionally used with
heparin, which likely adds to their propensity
to cause spontaneous bleeding.

There is concern that the recent report of
Thiemann et al? may slow randomization of
elderly patients into GUSTO 1V, a tragic con-
sequence if it occurs.

# LIVING WITH UNCERTAINTY

For now, we must live with uncertainty about
the best course of action for patients older
than age 75 with ST-T elevation acute MI.
Age remains the most powerful and consistent
predictor of mortality in patients with acute
MI. To deny older patients fibrinolytic thera-
py for fear of inducing a fatal intracerebral
hemorrhage may not be prudent in the
absence of firm data from a randomized trial.
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Recent
findings are
troubling, but
may not
warrant
wholesale
changes
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We need a randomized, controlled trial to
settle this controversy.!! Previous attempts to
perform such a clinical trial failed because of
low randomization rates.!? The combination
of half-dose fibrinolytic therapy and a GP
[Ib/Illa antagonist may prove to be a safer
alternative, but data on this new strategy are
not yet available.

Patients older than 75 years, and particu-
larly African American women, are at higher
risk of bleeding if they have any of the follow-
ing13.14;

* Low body weight
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