
Matters arising

other neuroprotective drugs, for every one
given thrombolysis.
We agree with the need to discover if

aspirin, heparin, or both, improve outcome
after stroke and we have placed suitable
patients in the pilot and main phases of IST
at random. In practice, however, it is only
patients in whom the benefits of aspirin/
heparin are uncertain who are eligible for
this trial. These are treatments for secon-
dary prevention and for the avoidance of
deep venous thrombosis, etc, not acute
interventions. It has been predicted that
20 000 patients may be required for a clear
result with this trial design; factorial
randomisation within MAST would be an
unnecessary complication to the design, and
many clinicians are unhappy about with-
holding aspirin from a patient who recovers
from a proven ischaemic stroke.

It is counterproductive to argue over the
detail of the various trials that are in
progress. Meta-analysis has already been
agreed among the coordinators of the major
randomised thrombolytic stroke trials. We
should concentrate our efforts on increasing
the proportion of stroke patients who are
adequately assessed, investigated by CT
scan and offered rational treatment.
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NOTICE

Guillain-Barre syndrome: the evolution
of therapy.

In 1980, a new era in Guillain-Barre
syndrome (GBS) research began. Before
that year, most studies of GBS had been
single-centre studies of various clinical,
immunological, pathologic, or epidemio-
logical aspects of the disease. Descriptions
of the response to treatment also fell into
that category, and no clearly proven treat-
ments were available. Following a series of
presentations at the annual meeting of the
American Academy of Neurology on the
use of plasma exchange in GBS, a distin-
guished group of senior investigators organ-
ised a multicentre, two-country study of
plasma exchange in GBS.' At the same

time, a four-centre Swedish study2 and a

multicentre French study3 began. All three
reached the same conclusion as regards the
efficacy of plasma exchange in GBS-out-
come improved more with plasma exchange
than with no treatment.3 In the meantime,
the Dutch GBS Study Group compared
plasma exchange and human immune glob-
ulin, determining that the two treatments
were at least equally efficacious and possibly
that human immune globulin was even bet-
ter than plasma exchange.5 A large multi-
centre European trial has suggested that a
five-day course of intravenous methylpred-
nisolone, when used alone or added to
plasma exchange in the treatment of GBS,
does not produce significant benefit.6
Where do we stand now? Both plasma

exchange and human immune globulin have
been proven to be effective in GBS, and one
should be used in those individuals with
clear diagnoses who are unable to walk.
Both treatments require expertise in deliver-
ing them, due to known side effects. Despite
these findings, many questions still remain.
Should treatment be given to those with
GBS still able to walk? How can clinically
significant relapses, which occur following
both treatments best be handled? Moreover,
neither is perfect: a significant number of
patients apparently do not respond at all,
most still have prolonged disability, and some
are left with significant permanent deficits.

These issues lead to the most important
question: are there other treatments that
might be better than plasma exchange and
human immune globulin? In order to pro-
vide at least one answer to this question, an
intemational group of investigators has met
and designed a three-armed trial comparing
plasma exchange, human immune globulin,
and plasma exchange followed by human
immune globulin in patients with GBS who
are less than 14 days from onset of neuro-
pathic symptoms. This trial is designed
to confirm the results of the Dutch study
showing equal efficacy of plasma exchange
and human immune globulin and to dis-
cover whether plasma exchange followed
by human immune globulin is even more
effective. The study is currently underway
in 41 centres in 10 countries, and plans to
enroll 390 patients. The costs are being
partly underwritten by Sandoz AG, and all
subjects randomized to human immune
globulin or plasma exchange plus human
immune globulin receive Sandoglobulin at
no cost. We are actively seeking patients for
this study and would welcome referrals.
The study centres and principal investiga-
tors are listed below. Another answer to the
same question is being sought by the Dutch
GBS Study Group, whose preliminary stud-
ies using historical controls suggest that
human immune globulin plus steroids is
better than human immune globulin alone
for the treatment of GBS (F van der
Meche, personal communication). A ran-
domised controlled trial is planned. The
results of both these trials will be eagerly
awaited.
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