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Methotrexate Might Increase Mortality from Interstitial
Lung Disease in Rheumatoid Arthritis

To the Editor:

We read with interest the article by Olson and coworkers (1). They
described that tumor necrosis factor (TNF)-a antagonists might
be detrimental in patients with rheumatoid arthritis (RA)-
associated interstitial lung disease (ILD). Indeed, TNF-a antag-
onists can induce or exacerbate ILD in patients with RA, but
they are often concomitantly administered with methotrexate
(MTX), which has traditionally been associated with the devel-
opment of drug-induced ILD (2). The reported incidence of ILD
induced by MTX is apparently higher than that induced by TNF-a
antagonists (2-4). In addition, MTX is the most commonly pre-
scribed drug for patients with RA worldwide (4). We think that
MTX has a larger impact than TNF-a antagonists on the develop-
ment or exacerbation of ILD in patients with RA, and that this is
the cause of increasing mortality from ILD in such patients. Fur-
ther investigation is required to clarify this notion.
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Rheumatoid Arthritis and Pneumoconiosis
To the Editor:

The article by Olson and colleagues presented interesting
statistics on mortality for rheumatoid arthritis—associated
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interstitial lung disease (RA-ILD) (1). However, no mention
was made in the article of the well-known association between
interstitial fibrosis caused by asbestos, coal, or silica and ei-
ther rheumatoid arthritis or positive serum rheumatoid factor
(2-6).

The methodology of Olson and coworkers, as noted in their
discussion of limitations, was based on the accuracy of the di-
agnoses reported on death certificates. Given the known asso-
ciation between the pneumoconioses and rheumatoid arthritis
it is likely that some percentage of the decedents identified with
RA-ILD actually had interstitial disease from mineral exposure
and also had rheumatoid arthritis, or that some had interstitial
lung disease from mineral dust exposure and had a positive
rheumatoid factor without rheumatoid arthritis rather than
RA-ILD.

Data in the article by Olson and coworkers that would be
consistent with the possibility of misdiagnosis include:

1. Mortality rates for RA-ILD decreased in men while they
increased in women. Men are more likely to have pneu-
moconiosis, and mortality rates for silicosis, and for
coal workers’ pneumoconiosis are declining.

2. The occurrence of RA-ILD was higher in men than
women (9.8% versus 6.8%), even though rheumatoid
arthritis is more common in women. This difference be-
tween men and women is consistent with the increased
incidence of pneumoconiosis in men versus women.

Further work that examines the occurrence and trends in
RA-ILD should consider what role interstitial disease from ex-
posure to mineral dust confounds the diagnosis and recognition
of RA-ILD. Studies that involve more strict criteria for deter-
mining the presence of interstitial disease and rheumatoid arthri-
tis would benefit from the inclusion of occupational histories/
exposures in their case definitions.
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