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A 60-year-old woman with rheumatoid arthritis had 4 pul-
monary rheumatoid nodules with unchanged size since 1999
that appeared during methotrexate (MTX) treatment (Figure
1A). MTX was stopped. Because of persistent inflammato-
ry joint pain with functional impairment, etanercept
monotherapy (25 mg twice a week) was started in February
2003. After 21 months of treatment, in November 2004, the
joint symptoms were markedly improved and a substantial
reduction in the size of the pulmonary nodules was noted on
the computed tomography scan (Figure 1B). Further reduc-
tions were visible in November 2006 (Figure 1C) and March
2008 (Figure 1D).
To our knowledge, this is the first reported case of shrink-

age of pulmonary rheumatoid nodules during therapy with
tumor necrosis factor-α (TNF-α) antagonist. Very little is
known about the potential effects of TNF-α antagonists on
rheumatoid nodules. Few cases of development or enlarge-
ment of pulmonary nodules have been published1. Several

of these patients had high disease activity scores, leaving
open the possibility that the nodules reflected a delayed or
inadequate response to treatment. Moreover, the time from
initiation of TNF-α antagonist to development of nodules
varied widely. Therefore, a role for the disease, rather than
the treatment, in the development or enlargement of rheuma-
toid nodules cannot be ruled out.
A favorable effect on the nodules is consistent with the

similarities in tissue composition between rheumatoid
nodules and the rheumatoid synovium, both of which con-
tain TNF-α2. In keeping with this possibility, no effect of
TNF-α antagonist therapy on rheumatoid nodules was noted
in a small case series3.
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Figure 1A. January 2003; 1 month before etanercept therapy.
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Figure 1B. November 2004; after 21 months of etanercept therapy.

Figure 1C. November 2006; after 48 months of etanercept therapy.
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Figure 1D. March 2008; after 61 months of etanercept therapy.
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