
Extraarticular Manifestations of Rheumatoid Arthritis in
Patients under Anti-tumor Necrosis Factor-α Treatment
To the Editor:
We read with great interest the article on extraarticular manifestations of
rheumatoid arthritis (RA) developing in patients under anti-tumor necrosis
factor-α (TNF-α) treatment by Negoescu, et al1. These manifestations were
present in 42/152 patients (27.6%), of whom 22/152 (14.5%) were newly
diagnosed and 5/152 (3.3%) were worsened preexisting manifestations of
lung disease, subcutaneous rheumatoid nodules, and cutaneous vasculitis.
One patient had stable chronic renal failure of unclear cause. Conversely,
regression of cutaneous nodules was observed in 4 patients, and some
patients were in disease remission while others had active disease. This
paper raises serious concern for physicians prescribing these biotherapeutic
agents, and its results require clarification.

First, with regard to the lung lesions, a wide variety of lung diseases
have been described in patients with RA including interstitial lung disease
(ILD) and rheumatoid nodules, but also pleural disease, Caplan syndrome,
and bronchiectasia2. What were the features of lung lesions in patients in
this series? How was the diagnosis established? Was an adverse reaction
because of other drugs ruled out? Exacerbation and appearance of ILD were
reviewed in a large series of 122 patients receiving anti-TNF-α agents3.
Withdrawal of biologic agents resulted in complete resolution, partial
resolution, and no resolution in 40%, 25%, and 35% of patients, respectively.
Of note, 29% of them died during the followup, and 70% during the first 5
weeks after initiating biologic therapy. Risk factors for death were age > 65
years, later onset of ILD, previous treatment with immunosuppressive drugs,
and previous diagnosis of ILD. In another study, 12 patients treated with
etanercept who developed ILD were reviewed, 7 had preexisting ILD, 10
patients recovered at the end of etanercept treatment, but 2 of them died4.
Therefore, how severe was the “lung disease” in the patients of the present
study? Of interest, noninfectious pulmonary complications consisting of
ILD, idiopathic pulmonary fibrosis, and allergic pneumonitis, and cul-
ture-negative pneumonia have been also described under newer biological
agents such as rituximab, certolizumab, golimumab, tocilizumab, and
abatacept5. Underlying mechanisms are still disputed. However, we can
mention that the inflammatory injury is Th1-mediated in RA. Conversely, a
Th2 pathway is advocated in the genesis of ILD. TNF-α blockade could
result in cell lysis with release of macrophage-derived proteolytic enzymes
injuring the lung epithelium and potentiating the fibrotic cascade, resulting
in pulmonary fibrosis3. In the same way, development of rheumatoid nodules
of the lung has been reported in patients receiving anti-TNF-α agents6,7,8.
Indeed, rheumatoid nodules can involve skin, but also other sites such as
lung, spine, heart valve, and gastrointestinal tract. In rheumatoid nodules
(whatever their sites and in inflamed synovium), expression of TNF-α has
been demonstrated. Development of nodules under anti-TNF-α agents
indicates that other cytokines (transforming growth factor β and interleukin
1) could play a role in granuloma formation. The differential diagnosis of
pulmonary nodulosis is wide, including malignancies, infections (tubercu-
losis, histoplasmosis, coccidioidomycosis), and sarcoidosis. Therefore, we
consider that a definite diagnosis of the pulmonary lesions is mandatory.

With regard to cutaneous lesions of RA, these lesions consist in specific
manifestations such as rheumatoid nodules (and close conditions such as
accelerated rheumatoid nodulosis and rheumatoid nodulosis) and non-
specific lesions including vasculitis and neutrophilic dermatoses, based on
clinical and histopathological features9. Therefore, was the diagnosis of
rheumatoid nodule and cutaneous vasculitis established histologically?
Indeed, Negoescu, et al indicated in their study that excision of nodules was
performed only in 5 patients. Moreover, was vasculitis related to rheumatoid
vasculitis or secondary to an infection or to another drug? Finally, we
acknowledge that firm, movable subcutaneous nodules developing on the
extensor surface of the elbow, olecranon, and extensor tendons of the hands
(areas prone to repetitive trauma) in patients with RA are very likely related

to rheumatoid nodules9. However, these lesions should be distinguished
from fibromas, xanthomas, subcutaneous granuloma annulare, sarcoidosis,
gouty tophi, synovial and epidermoid cysts, and histoplasmosis. Nodule
biopsy would have ascertained the diagnosis of rheumatoid nodules.
Interestingly, development of rheumatoid nodules has been already reported
following etanercept10. Paradoxically, TNF-α proinflammatory cytokine is
found in immunohistochemical analysis of rheumatoid nodule biopsy, and
anti-TNF-α therapy should be an effective treatment of these extraarticular
manifestations. The pathogenesis of this paradoxical event is still disputed,
but other cytokines than TNF-α should play a role as indicated previously.

Development or worsening of extraarticular manifestations of RA under
anti-TNF-α agents seems to be a common phenomenon. Physicians should
be aware of this possible side effect of these drugs and wonder whether these
manifestations are drug-induced or an alarm of illness progression or an
unrelated event. Indeed, we agree with the authors that further clinical and
biological studies are required to explain this embarrassing association.
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