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restricted to previous bullous pemphigoid lesions
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Introduction

Bullous pemphigoid (BP) is a common autoimmune blistering disease, usually treated with
topical/systemic corticosteroids and immunosuppressants, which are often poorly
tolerated in elderly patients with comorbidities. Recently, biological agents such as
dupilumab (anti-IL-4/IL-13), originally indicated for atopic dermatitis, have demonstrated
promising results in treating refractory BP. Although associated with an excellent safety
profile, dupilumab can on occasion cause various cutaneous adverse effects (1-4).

Case Report

A 63-year-old woman suffered from BP since 2019 with episodical flares. After the failure
of several therapeutic lines (topical corticosteroids, methylprednisolone pulses,
methotrexate and azathioprine), a treatment with dupilumab was initiated in October
2024 in the context of a severe, uncontrolled flare, primarily localized to the buttocks and
pubic area (rig. 1). Unfortunately, one month after starting the treatment, the patient Fig 1: Bullous pemphigoid lesions
developed a psoriasiform drug eruption restricted to the sites previously affected by BP
lesions (Fig. 2). A biopsy revealed a superficial dermal inflammatory infiltrate, dominated by
small perivascular lymphocytes, numerous neutrophils, and eosinophils, with focal
leukocytoclasia, suggesting a drug-induced inflammatory reaction. Dupilumab was
subsequently discontinued, and lymecycline at 600 mg/day combined with vitamin B3 at
500 mg three times daily was initiated. This approach led to the resolution of lesions (Fig 3).

Dupilumab is a monoclonal antibody blocking IL-4Ralpha and thus decreasing the
production of IL-4 and IL-13. It is actually approved in the treatment of atopic dermatitis,
severe eosinophilic asthma, severe chronic rhinosinusitis with nasal polyps and severe
prurigo nodularis. By blocking IL-4Ralpha, dupilumab downregulates the Th2 signaling
pathway also known to participate in the pathogenesis of bullous pemphigoid. The first
use of dupilumab in the treatment of BP dates back to 2018. It is currently considered as
off-label treatment in cases of BP refractory to conventional treatments with a good safety
profile. Since 2018, post-marketing surveillance has revealed several cases of psoriasis and
psoriasiform reactions in patients treated with dupilumab. Cutaneous drug reactions to
dupilumab, such as psoriasiform eruption, may originate from an immunological shift
toward the IL-17 pathway following IL-4/1L-13 inhibition. Skin biopsy findings from recent
studies reveal changes in cytokine profiles after dupilumab treatment, a concept also
applicable to other biotherapies, including eczematous lesions with anti-IL-17 and
paradoxical psoriasis with anti-TNF drugs. Mild and moderate psoriasiform reactions can
be treated with topical therapies. In severe cases, interruption of dupilumab is
recommended and should not be restarted due to the high risk of recurrence.

Conclusion

This case highlights a rare cutaneous adverse effect in the form of a BP lesion restricted
drug eruption. The BP lesions probably constitute an immunocompromised cutaneous
district (s5), favoring the specific localization of the drug reaction. The healing following
dupilumab withdrawal is a strong indication implicating dupilumab as the culprit of the
drug reaction.

While dupilumab shows promising therapeutic results for BP, further studies are needed
to confirm its efficacy and safety in larger patient populations. Moreover, this case
illustrates the emerging concept of cytokine pathway shifts induced by a biotherapy. Fig 3 : Lesion remission one month
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