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Objective
To compare the effectiveness and
safely of 2 doses of interferon p~lb
(IFNB) with placebo in reducing ex-
acerbations In patients •with relapsing-
remitting multiple sclerosis (MS).

Design
Randomized, double-blind, placebo-
controlled trial with a median 46-
month follow-up.

Setting
11 medical centers in the United
States and Canada.

Patients
372 patients (mean age 36 y, mean du-
ration of disease 4.4 y, 70% women)
with clinically definite or laboratory-
supported definite MS. Patients were
ambulatory with Expanded Disability
Status Scale (EDSS) scores between 0
and 5.5, had had > 2 acute exacerba-
tions in the previous 2 years, had been
clinically stable for £ 30 days, had not
received adrenocorticotropic hormone
or prednisone in the previous 30 days,

and had never received azathioprine or
cyclophosphamide.

Intervention
125 patients were allocated to 1.6
million international units (MIU) of
IFNB, 124 were allocated to 8 MIU
of IFNB, and 123 were allocated to
placebo. All treatments were self-ad-
ministered subcutaneously every
other day,

Main Outcome Measures
Annual rate of exacerbations (defined
as the appearance and worsening of
MS symptoms that were accompa-
nied by a new neurologic abnormal-
ity, that existed for > 24 h without
fever, and that were preceded by sta-
bility or improvement in the previous
30 days) and disease burden and ac-
tivity as measured by magnetic reso-
nance imaging (MR1).

Main Results
Pooled annual exacerbation rates for
the entire study were 1.12 (95% CI
1.02 to 1.23) for the placebo group,
0.96 (CI 0.87 to 1.06) for the 1.6-
MIU group, and 0.78 (CI 0.70 to
0.88) for the 8-MIU group (P < 0.01
for both comparisons of active drug
with placebo). In the first year of fol-
low-up, a 33% reduction occurred in
the exacerbation rate in the 8-MIU
group compared with die placebo

group (P < 0.001). An increase oc-
curred in M M lesion burden each
year, compared with baseline, in the
placebo group and, with the exception
of year 5, in the 1.6-MTU group (at 4
y P < 0.001). In contrast, no increase
occurred in lesion burden in die 8-
MIU group (at 4 y P = 0.92). 35% of
patients in the 8-MIU group satisfied
the criteria for disease progression
compared with 46% of patients in the
placebo group (P = 0.096). Laboratory
abnormalities were slightly more
common in the 8-MIU group than in
the placebo group, but were infrequent
in both groups after 3 months.

Conclusion
Interferon (5-1 b was well tolerated and
reduced the rate of exacerbations and
progression of lesion burden on mag-
netic resonance imaging in patients with
relapsing-remitting multiple sclerosis.
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Commentary (continued from page 52)

authors address this concern by confirming
that the dropout rate front baseline to year 1
was negligible for both the placebo group
and the high-dose IFNB group, but a pro-
nounced improvement still occurred in
lesion area progression for treated patients.
The intention-to-treat analysis further
assures us that this potential confound-
ing variable, severity of disease, is unlikely to
have biased the results. The dropout of the
most severely affected patients from the pla-
cebo group, however, may have precluded
the confirmation of benefit of IFNB on
disability.

These 2 studies have direct relevance to
physicians who treat patients who have
relapsing-remitting MS. The beneficial
effect of both drugs on the relapse rate is
clinically important, and copolyiner 1 was
effective at reducing disability. Although
the benefit of IFNB on disability was not
statistically significant, the lack of pro-
gression of lesion burden and the signifi-
cant correlation (r = 0.20, P < 0.001)
between lesion-burden progression and
relapse rate are sufficiently promising to
pursue farther trials to determine whether
IFNB reduces the disability caused by MS.

Physicians are advised to consider the
use of IFNB in their patients with relaps-
ing-remitting MS, to consider copolymer
I when it becomes available for use, and
to monitor the literature for further evi-
dence about the effectiveness and clinical
use of these promising agents for the
treatment of relapsing-remitting MS.

John R. Absher, MD
Bowman Gray School of Medicine

Winston-Salem, North Carolina, USA
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