
ARTICLE SUMMARY
This randomized, double-blind, placebo controlled, pro-
spective multicentre trial studied the efficacy of methotrexate
(MTX) in maintaining remission of Crohn’s disease (CD).
Seventy-six patients with CD, in whom remission had been
induced by MTX 25 mg given intramuscularly weekly for 16 to
24 weeks, were randomly assigned to receive either MTX
15 mg intramuscularly weekly or placebo for 40 weeks.
Remission was maintained in 65% of the treatment group and
39% of the placebo group (P=0.04). Adverse events were infre-
quent and minor in both groups.

COMMENTARY
Therapeutic trials for CD are often based on an agent’s record
in treating rheumatoid arthritis. This is the case with MTX as
it was with sulphasalazine, corticosteroids, purine antimetabo-
lites and infliximab. Gastroenterologists seem to follow the
lead of their rheumatology colleagues, not only in initiating
clinical studies, but also in using new agents in clinical prac-
tice. We have taken longer to incorporate the purine
antimetabolites into our daily routine and we have been espe-
cially hesitant to use MTX. At a recent weekly clinical gas-
troenterology rounds that I attended at a major teaching
hospital, only one of six gastroenterologists present had experi-
ence with MTX in treating CD and that was in only one
patient.  Is this about to change?

MTX may finally be coming of age, thanks largely to the
collaborative effort of the Canadians who comprise the major-
ity of the North American Crohn’s Study Group Investigators.
Their first seminal publication studied MTX in the induction
of remission of active Crohn’s disease (1).  This trial confirmed
the findings of smaller, uncontrolled studies (2,3) and set the

stage for subsequent publications, which further substantiated
the role of MTX in inducing remission (4-8). The more recent
maintenance trial again sets the benchmark.

The results are compelling, despite the somewhat limited
study power resulting from a modest sample size. The superior-
ity of MTX to placebo was both statistically and clinically sig-
nificant. MTX was also well tolerated. However, subjects had
been preselected based on their initial response to and toler-
ance of the drug. Patients with liver or lung disease, diabetes
mellitus and obesity were excluded. Potential participants who
drink more than seven alcoholic beverages/week or who could
not take effective contraceptive measures were not allowed to
participate. Nonetheless, for patients whose CD is initially
controlled by MTX, it is worth continuing the medication for
at least 40 weeks based on this study.

Determining the appropriate role for MTX in maintenance
therapy will require further study. For example, the role of
MTX in maintaining remission induced by other agents, such
as corticosteroids or infliximab, remains to be established. This
is a potentially important area, especially for patients who are
unresponsive to or intolerant of purine antimetabolites, or who
become unable to continue infliximab therapy. In the mean-
time, it will be interesting to see how many gastroenterologists
will develop experience and comfort with MTX.
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