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Dear Editors,
A 41-year-old woman had been diagnosed with generalized pustular psoriasis (GPP) for 4 years, both clinically and histologically (Figure 1A). Genetic analysis for IL36RN was not conducted according to the patient’s decision. Her symptoms had been stabilized with cyclosporine (2 mg/kg/day). However, 2 weeks prior to her admission, pustules and erythema appeared on her left lower lumbar region, and the skin lesions progressively worsened. Despite increasing the cyclosporine dosage to 3 mg/kg/day, the skin lesions did not improve and the patient developed a fever.
[image: Figure 1]FIGURE 1 | (A) Pathohistological image of spongiform pustules of Kogoj with hematoxylin–eosin staining. (B) Rash with pustules on bilateral legs on admission. (C) Enhanced mass lesion measuring 2.5 cm × 4 cm in the right breast (CT scan image). (D) After five courses of GMA, erythema and pustules were relatively improved.
Physical examination revealed erythema and pustule formation on the trunk, upper extremities, and femoral region, covering approximately 30% of the body surface area (Figure 1B), accompanied by pyrexia of 39.2°C. Initial laboratory results showed leukocytosis (12,700/μL) with neutrophilia (81%) and an elevated C-reactive protein level (6.86 mg/dL). A bacteriologic swab culture was negative. A CT scan revealed a mass lesion measuring 2.5 cm × 4 cm in the right breast and axillary lymphadenopathy (Figure 1C). Based on the CT findings, the patient was suspected of having left breast cancer.
To manage GPP, granulocyte and monocyte adsorption (GMA) was initiated to minimize the possible adverse effects on the suspected cancer. During the five courses of GMA, the patient’s body temperature returned to a normal degree and the pustules and erythema gradually improved (Figure 1D). However, the erythema on her trunk remained. Subsequently, subcutaneous brodalumab administration was introduced (210 mg at weeks 0, 1, 2, and every 2 weeks thereafter). In the meantime, the patient underwent a left breast mastectomy and was diagnosed with right breast cancer with right axillary lymph node metastasis. The patient started hormonal therapy, and tumor markers showed a decreasing trend. However, she gradually developed skin metastases, which grew despite treatment.
The patient died of breast cancer 4 years after diagnosis. Brodalumab was continued for 4 years, during which no recurrence of GPP was observed.
GPP is a rare and severe neutrophilic skin disease characterized by widespread erythema and acute pustular eruptions. Flare-ups of GPP can result in life-threatening conditions, making effective treatment essential. Although many of the systemic therapies for plaque psoriasis can be adapted for the treatment of GPP, GPP is now regarded as a distinct entity from plaque psoriasis with a different pathophysiologic mechanism and the safety profiles of these treatments should be evaluated independently in GPP. GMA is a treatment that selectively removes myeloid-lineage leukocytes from peripheral blood, avoiding the potentially harmful effects of systemic oral drugs [1]. In our case, GMA was selected as the initial treatment because the therapeutic strategy for the breast cancer had not yet been determined. Meanwhile, etretinate, corticosteroids, biologics, and their combination are also strong candidates for acute exacerbated GPP. Subsequently, brodalumab allowed the patient to concurrently undergo chemotherapy for breast cancer. A review of the use of IL-17A inhibitors in psoriasis patients with a history of malignancy indicated that only 2 out of 12 patients experienced malignant progression, with no correlation to biologic therapy [2]. While we have found only a few case series or case reports regarding the management of GPP associated with malignancy, this case underscores the potential of brodalumab as a safe and effective long-term treatment option for GPP, even in patients with malignancy. In fact, our case showed no rapid breast cancer progression with brodalumab.
Recurrence of GPP is common, and exacerbating factors include infection, pregnancy, drug withdrawal, and smoking [3]. In our case, while cyclosporine had previously been effective, the malignancy may have worn off the drug.
The humanized anti-IL-36 receptor antibody spesolimab has been approved for the treatment of acute GPP. Recent findings have indicated that IL-36 increases the number of tumor-infiltrating regulatory T cells (Treg) in vivo. Although further investigation is required, this observation suggests that spesolimab may not be a strong driver of tumor progression [4].
In conclusion, due to the rarity of the disease, selecting an appropriate therapy for GPP is often challenging especially considering the management of complications. Further accumulation of the treatment experience would be desirable.
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