Dermatomyositis in Patients with Rheumatoid Arthritis
During Adalimumab Therapy

To the Editor:

We read the recent letter by Brunasso, et al' with great interest. They
reported that dermatomyositis (DM) developed after 4.5 years of adali-
mumab therapy in patients with rheumatoid arthritis (RA). We comment on
development of myositis in patients with RA and whether it is actually
related to anti-tumor necrosis factor (TNF) therapy.

An association of polymyositis (PM)/DM with RA has long been well
known2. RA can precede myositis, or it can develop after the diagnosis of
PM/DM3. We previously reported 2 patients with RA who were not receiv-
ing anti-TNF therapy, but developed anti-Jo-1 antibody-positive PM and
DM*”. In these 2 patients, onset of RA preceded that of DM or PM by 1
and 19 years, respectively, which suggests that PM/DM can develop at any
time during the course of RA. Thus, it is possible that the patient described
by Brunasso, et al may have developed DM incidentally, irrespective of
adalimumab therapy.

TNF antagonists can induce autoantibodies and autoimmune diseases,
especially vasculitis and lupus-like syndromes®. Antinuclear antibody
becomes positive in a high percentage of patients, but most of them are
asymptomatic, and the occurrence of autoimmune disease is rare. In a
French national survey, the incidence of lupus syndrome was < 0.2%, and
lupus symptoms occurred within a mean of 9 months after subjects started
infliximab and a mean of 4 months after they started etanercept. Another
review of autoimmune diseases induced by anti-TNF therapy revealed that
lupus-related symptoms appeared after a mean of 41 weeks®. Thus, the
duration of adalimumab treatment (4.5 years) in the patient described by
Brunasso, et al is quite atypical for anti-TNF-induced autoimmune disease.
They also stated that there was no improvement after 6 weeks of treatment
with prednisone and methotrexate, while DM improved after withdrawal of
adalimumab. However, it requires longer than 6 weeks to assess whether or
not treatment with corticosteroids and/or methotrexate will be effective for
DMS.

Today, TNF antagonists are widely employed for the treatment of RA,
as well as for inflammatory bowel disease (IBD), psoriasis, psoriatic arthri-
tis, and ankylosing spondylitis. Lupus-like symptoms have been reported
in patients with all of these diseases, but development of PM/DM is limit-
ed to patients with underlying RA. In general, IBD, psoriasis, and seroneg-
ative spondyloarthropathies are rarely associated with myositis compared
to its occurrence in RA. If patients with these other diseases also developed
myositis while receiving anti-TNF therapy, an influence of such therapy
would be plausible. However, no cases have been reported to date.

We previously suggested that the occurrence of PM/DM in RA patients
receiving anti-TNF therapy would increase along with the increasing use
of anti-TNF therapy?, and such cases are actually increasing!?. However,
we must keep in mind that overlap of PM/DM with RA is not uncommon

and that PM/DM can develop at any stage of RA. Therefore, the associa-
tion of PM/DM with anti-TNF therapy needs to be demonstrated by the
detection of cases in patients without RA.
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