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Dear Editor, 

 

Targeted therapies for melanoma play a pivotal role in the management of patients with advanced 

BRAF-mutated disease. Despite their efficacy, these treatments are associated with a spectrum of 

adverse events, particularly cutaneous toxicities, including photo-aggravated eruptions, increased risk 

of non-melanoma skin cancers, and other less frequent manifestations. Herein, we describe a clinical 

case and briefly review a rare and likely under-recognized adverse event: erythema nodosum (EN)-

like panniculitis during BRAF inhibitor therapy. 

A 64-year-old man with stage IV interscapular melanoma harboring a BRAF V600E mutation had 

been receiving dabrafenib plus trametinib for 2 months when he developed lower limb lesions 

associated with fever. Dermatological examination revealed multiple painful erythematous 

subcutaneous nodules on both legs, suggestive of panniculitis, prompting a skin biopsy. 

Histopathology showed a chronic inflammatory infiltrate of the hypodermis with histiocytes, 

multinucleated giant cells, membranous steatonecrosis, eosinophils, and plasma cells, without 

vasculitis. Findings were consistent with mixed, predominantly septal panniculitis, supporting EN 

(Figure 1 A-B). Oral prednisone induced initial improvement, followed by relapse during tapering. 

Due to persistent fever and cutaneous toxicity, dabrafenib and trametinib were discontinued. 

Investigations revealed a positive Quantiferon test without clinical or radiological signs of active 

disease, leading to a diagnosis of indeterminate latent tuberculosis. After a pulmonology consultation, 

no therapy was initiated. The patient was switched to encorafenib plus binimetinib, achieving disease 

control without recurrence of panniculitis. After one year, the patient developed fever of pulmonary 

origin and was diagnosed with active tuberculosis, treated with rifampicin, isoniazid, pyrazinamide, 

ethambutol, and pyridoxine. No recurrence of panniculitis occurred. 

EN is an inflammatory condition characterized by painful erythematous subcutaneous nodules, 

usually on the lower legs. It is a form of panniculitis and a type IV delayed hypersensitivity reaction 

triggered by infections, drugs, autoimmune diseases, or malignancies, although sometimes 

idiopathic.1-3 Immune complex deposition in subcutaneous fat is thought to play a role. EN is a rare 

adverse event during targeted therapy. Mossner et al. described 16 melanoma patients with EN-like 

panniculitis during BRAF inhibitor therapy, with a higher incidence for vemurafenib than dabrafenib 

plus trametinib.4 Onset typically occurs around 8 weeks after treatment initiation and may be 

associated with fever and arthralgia. A recent review confirmed a higher frequency with vemurafenib 

monotherapy; among combinations, dabrafenib plus trametinib accounts for 77% of cases, while 

encorafenib plus binimetinib accounts for 5%.5 Our case is consistent with these data regarding timing 



but differs due to relapse despite corticosteroids and persistent fever, prompting a treatment switch. 

This resulted in melanoma control and resolution of panniculitis. 

Panniculitis is classified into septal and lobular forms. EN is typically septal, whereas erythema 

induratum of Bazin, associated with tuberculosis, is lobular with vasculitis.6 However, overlap exists, 

and EN may also be associated with tuberculosis, including latent forms.7,8 Notably, panniculitis 

during targeted therapy has been reported as predominantly lobular, and latent tuberculosis was rarely 

investigated in prior cases. Although EN is usually diagnosed clinically, a biopsy is recommended in 

patients with melanoma who develop subcutaneous nodules in order to confirm the diagnosis and 

exclude metastatic disease, since EN-like panniculitis may closely mimic metastases on 18F-FDG 

PET/CT.9 Ben-Betzalel et al. suggested a possible association between immune-related adverse 

events and favorable response to targeted therapy,10 whereas Mossner et al. reported less favorable 

outcomes in some cases.4 Management includes nonsteroidal anti-inflammatory drugs, 

corticosteroids, and potassium iodide, and treatment discontinuation is rarely necessary. In our case, 

resolution after therapy switch and absence of recurrence during active tuberculosis support a drug-

related etiology, likely linked to dabrafenib plus trametinib. In conclusion, EN-like panniculitis during 

BRAF inhibitor therapy is usually mild to moderate and responds to standard treatment without 

requiring discontinuation. However, in severe or refractory cases, switching therapy may be 

necessary. This case also highlights the importance of evaluating alternative triggers, particularly 

infections such as tuberculosis, and supports histological confirmation in the diagnostic workup. 
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Figure 1. Septal panniculitis with fibrous bands and chronic lymphohistiocytic infiltrate that spills 

over to affect the fat lobules. No evidence of vasculitis was observed. A) Magnification: x4; B) 

magnification: x10. 

 
 


