




the number of swollen joints was observed, a result in line with
previous studies on methotrexate 7 10 and with our previous
report on treatment of ankylosing spondylitis with lefluno-
mide.13 Although such a differential effect on peripheral and
axial manifestations of ankylosing spondylitis and other SpA
can be considered proven for the treatment with sulfasalazine,2

further studies with methotrexate are needed in SpA, concen-
trating on patients with predominantly peripheral involvement.

At present, the failure of conventional DMARDs in the
treatment of the axial manifestations of ankylosing spondylitis
can only be speculated; although synovitis is often, similar to
rheumatoid arthritis, the major immunopathological factor in
peripheral arthritis, osteitis at the bone cartilage interphase
seems to the predominant immunopathological factor in the
spine and pelvis, which could be one of the reasons for this
difference.

The high efficacy of a combination of methotrexate with any
of the TNF blockers compared with treatment with TNF
blockers only has also raised the question of whether
methotrexate should be added to TNF blockers for the
treatment of ankylosing spondylitis. Furthermore, a study on
the treatment of patients with Crohn’s disease with infliximab
suggested that concomitant treatment with azothioprine,
methotrexate or glucocorticoids can prevent the production of
anti-infliximab antibodies and, probably via this mechanism,
can increase efficacy and reduce allergic reactions.14 However,
to date, there are two treatment studies on ankylosing
spondylitis investigating a combination of infliximab with
methotrexate,4 15 both of which suggest that a combination is
not superior to infliximab alone.

In conclusion, our study showed that high doses of
methotrexate given over a period of 4 months is not effective
in patients with active ankylosing spondylitis with predomi-
nant axial manifestations. Thus, despite current practice,
methotrexate should not be used for this indication. The exact
role of methotrexate for the treatment of peripheral arthritis in
SpA has to be investigated in future studies.
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