
recognized by antinuclear antibodies, participating in the immune com-

plex formation and the perpetuation of inflammation and autoimmu-

nity. Interestingly, crystalline silica also specifically impairs

efferocytosis in a dose-dependent manner,9 and dietary omega-3 fatty

acid restoring efferocytosis can limit silica-associated autoimmunity in

mice.10 These specific dose-dependent immune effects of crystalline sil-

ica are also in line with the epidemiological data from Boudigaard and

colleagues.

Systemic diseases are still largely considered as diseases of un-

known aetiology, whereas epidemiological data linking SSc or rheu-

matoid arthritis with silica exposure were published almost one

century ago. The concordant results from nationwide epidemiologi-

cal studies with in vitro and in vivo experiments may help in recog-

nizing and endorsing this neglected pathogenic association. This is

all the more important as new materials with high silica content,

such as artificial stones used for example in the production of

kitchen countertops, are associated with a recent unprecedented out-

break of autoimmune diseases, and more particularly of SSc in men.

SSc is the rheumatic disease with the highest case-specific mortality.

As there is still no disease-modifying drug for SSc, the recognition of

a pathogenic link between SSc and silica in association with the pre-

vention of such occupational exposure is mandatory. The better un-

derstanding of the pathogenic mechanisms linking SSc and silica,

and the underlying causes of these gender/sex-related differences,

may also help to identify new therapeutic targets in the future.
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for the new experimental and mechanistic evidence they present which

shed important light on the possible mechanisms behind our epidemio-

logical findings.

Our results suggest a less evident exposure response relation for

women than for men. Lescoat et al. propose that this reflects a sex-

dependent effect. They refer to experimental data supporting this

interpretation.

In response to Lescoat et al., we searched the literature for articles

presenting separate estimates for men and for women of the associa-

tion between silica exposure and autoimmune rheumatic diseases. We

identified seven additional studies, which assessed exposure differently

from our study, i.e. largely based on occupational history combined

with expert assessment and self-reports and not based on quantitative

model estimates as was ours. Furthermore, all but one included few

participants. We computed relative odds ratios for women versus men

for each study and corresponding relative incidence rate ratios for our

own published results. As can be seen from Table 1, the relative ratio

estimates indicated no disease-specific pattern by sex.

We also analysed our combined dataset of men and women and

included sex as an interaction term in the adjusted models of cumula-

tive exposure (the principal exposure metric). The interaction term

represents the log of the relative incidence rate ratio for women com-

pared with men. After exponentiation, we found relative incidence

rate ratio estimates very close to those computed from the published

sex-specific estimates: 1.03 [95% confidence interval (CI) 0.85-1.25),

0.98 (95% CI 0.91-1.04), 0.98 (95% CI 0.82-1.16) and 0.97 (95%

CI 0.77-1.23) for systemic sclerosis, rheumatoid arthritis, systemic lu-

pus erythematosus and small vessel vasculitis, respectively.

In conclusion, these additional analyses indicate a less evident as-

sociation between silica exposure and rheumatoid arthritis, systemic

lupus erythematosus and small vessel vasculitis for women than for

men, whereas the opposite was suggested for systemic sclerosis.

However, estimates were given with considerable uncertainty and

earlier studies provided no support for sex-specific effects. Thus,

there is still much to learn about possible sex-dependent effects of

these diseases that dominate among women.
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