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To the Editor:

Interstitial granulomatous dermatitis (IGD) is a distinct inflammatory reaction pattern of the skin. Differential diagnosis for this histological pattern includes interstitial granuloma annulare, IGD of connective tissue diseases, leukemia cutis, necrobiosis lipoidica, granulomatous mycosis fungoides, deep fungal infections, paraneoplastic diseases, and interstitial granulomatous drug reaction (IGDR). The latter is an uncommon entity first described by Magro et al1 as asymptomatic annular erythematous to violaceous plaques with a predilection for intertriginous areas, medial thighs, and inner aspects of the arms. The incidence of such reactions has been increasing with the use of biological agents. We report, to the best of our knowledge, the second such reaction to the tumor necrosis factor-α (TNF-α) inhibitor adalimumab (Humira).

A 45-year-old woman with psoriatic arthritis who had been treated with adalimumab (Humira) for 6 months presented with a 1-month history of painless violaceous dermal nodules located symmetrically on both thighs. Histological examination of a biopsy specimen showed an interstitial deep dermal infiltrate composed mostly of histiocytes and lymphocytes surrounding and entrapping degenerated collagen bundles, accompanied by a few interspersed neutrophils and eosinophils (Figs. 1A-C). Immunohistochemistry for CD68 highlighted numerous macrophages and a few neutrophilic cells present in the infiltrate (Fig. 1D). This lesion resolved after discontinuation of adalimumab.

[image: Figure 1]FIGURE 1. A, An interstitial granulomatous infiltrate affecting mid and deep reticular dermis (hematoxylin-eosin stain, original magnification ×10). B, C, The infiltrate was composed mainly of histiocytes and lymphocytes surrounding and entrapping degenerated collagen bundles, accompanied by few interspersed neutrophils and eosinophils (hematoxylin-eosin stain, original magnifications: B ×40; C ×200). D, CD68 stain showed substantial interspersed histiocytes (D ×200).



IGDR has been reported as a cutaneous reaction induced by various medications, particularly calcium channel blockers, sennoside, angiotensin-converting enzyme inhibitors, lipid-lowering agents, antihistamines, diuretics, anticonvulsants, ganciclovir, antidepressants, and herbal medications.2,3

TNF-α is an inflammatory cytokine involved in normal and pathological human physiology. Biological treatments that inhibit this cytokine have been used with success in the treatment of autoimmune disorders such as psoriasis, inflammatory bowel disease, and rheumatoid arthritis. Although anti-TNF-α therapy is safe and well tolerated, various adverse cutaneous reactions have been documented. Adalimumab is a genetically engineered fully human IgG monoclonal antibody to TNF-α, with a high specificity and affinity, which is approved for use in rheumatoid arthritis, inflammatory bowel disease, psoriasis, and psoriatic arthritis. The most frequent adverse effects reported with this treatment include injection site pain local reaction, nausea, and upper respiratory tract infections. IGDR has been reported previously in an isolated case,4 showing the same clinical and histopathological characteristics as our patient.

Clinical features include annular, erythematous, violaceous plaques on the arms, medial thighs, and intertriginous areas. The defining histopathological features include an interstitial lymphohistiocytic infiltrate, fragmentation of collagen and elastic fibers, a variable amount of mucin deposition, interface changes, lymphoid atypia, and the presence of eosinophils. Necrobiosis and vasculitis are characteristically absent.

It is likely that IGD represents a reactive phenomenon with a histopathological spectrum, which arises in conjunction with various disorders including autoimmune diseases, lymphoproliferative disorders, and drug reactions.

In summary, to our knowledge, we describe the second reported case of IGD in a patient with psoriasis receiving adalimumab. The increase in use of this agent in the management of autoimmune disorders emphasizes the importance of recognizing the secondary skin manifestations of this drug.
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