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Anti-TNF- ␣ therapy has been reported to be effective in treating various inflammatory diseases, notably rheumatoid arthritis,
psoriasis, and psoriatic arthritis. Three different agents have been
developed to neutralize TNF- ␣ activity: two are neutralizing antibodies (infliximab and adalimumab) and one is a fusion protein
of TNF- ␣ receptor (etanercept) [1].
With increasing use and longer follow-up periods of treatment, a new spectrum of adverse events are emerging, including
infections, an increased risk of cancer and lymphoma, demyelinating disorders and cardiovascular diseases [1, 2]. There have also
been several reports of autoimmune processes related to TNF- ␣targeted therapies, ranging from asymptomatic immunologic alterations to life-threatening systemic autoimmune diseases [3].
Bullous pemphigoid (BP) is a blistering skin disease characterized by an autoimmune response to 2 hemidesmosomal proteins
within the dermal-epidermal junction, designated BP180 and
BP230. Recently, anti-TNF- ␣ agents have been proposed for the
treatment of autoimmune blistering disorders including pemphigus and pemphigoid [4–13]. Here, we report a case of BP during
long-term treatment of rheumatoid arthritis with the TNF-␣
blocker etanercept.
In 2007, a 65-year-old Caucasian woman with a 30-year history of rheumatoid arthritis was referred to our Dermatology Unit
for evaluation of a blistering disease involving the trunk, upper
and lower limbs and oral mucosa. The patient had been under
treatment with etanercept, 25 mg twice weekly for more than 2
years with good control of disease activity without taking any
other drugs. She had no clinical or laboratory evidence of other
autoimmune disorders. Using an ELISA approach we detected the
presence of circulating autoantibodies against BP180 antigen (index value 37.28; normal range !9). The diagnosis of BP was confirmed by direct immunofluorescence. We stopped therapy with
etanercept and excluded the presence of an associated systemic
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disease by hematochemical and instrumental (computed tomography scan) evaluations. The patient was treated with oral steroid
and methotrexate and after 2 months of therapy she was in complete remission. After 1.5 years of follow-up the patient is still in
clinical and serological remission (ELISA index value 4.85).
In this article we have shown that long-term treatment with
etanercept for rheumatoid arthritis can be associated with the development of BP. BP has been reported in association with rheumatoid arthritis [14], and, although rare, this association may be
more than coincidental. Neverthless, the development in our patient of PB during long-term treatment with etanercept and,
moreover, the clinical and serological remission observed after
suspension of the biological therapy support a possible etiologic
relationship between BP and etanercept treatment. In this regard,
Daulat et al. [15] have recently described a case of pemphigus vulgaris during treatment of psoriasis with etanercept. The condition
disappeared when treatment with etanercept was discontinued
and reappeared when the treatment was repeated using the same
biological agent, which clearly indicates an etiologic relationship
between pemphigus vulgaris and the biological drug.
Although the triggering role of etanercept remains unclear, we
cannot exclude the possibility that etanercept could be an immunological trigger for autoimmune disorders, perhaps in constitutionally predisposed individuals. Thus, down-regulation of TNF␣ by etanercept may indeed have led to development of BP in our
patient. The possibility of an autoimmune cutaneous bullous disease should also be considered when managing patients under
treatment with other biological agents, as triggering of BP has
been described in association with efalizumab, a humanized
monoclonal antibody against CD11a [16].
In conclusion, we report a case of BP observed during longterm treatment with the TNF- ␣ blocker etanercept. The onset of
BP in our patient may have been coincidental, nonetheless this
case should alert clinicians prescribing etanercept to the possibility of the emergence of new autoimmune diseases during this
therapy. Moreover, our observation indicates that caution should
be exercised when considering the use of TNF- ␣ blockers for
treatment of autoimmune blistering disorders.
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