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Generalized pustular psoriasis (GPP) is a rare, severe
inflammatory disease characterized by multiple sterile
pustules on flushed skin with flares, usually accompanied
by fever and general malaise (1). The interleukin (IL) -36
signalling pathway has been shown to play an important
role in the pathogenesis of GPP. Spesolimab, an anti-IL
36 receptor antibody, has been demonstrated to contribute
to rapid pustular and skin clearance in patients with GPP
flare (2). Although the number of patients with psoriasis
treated with biologic agents is increasing, the potential
link between psoriasis and cancer is known (3). Here
we present a unique case of GPP in a patient with breast
cancer who was successfully treated with spesolimab
and showed transient neutrophilia after administration.

CASE REPORT

A 45-year-old female who had a history of breast cancer with lung,
liver, and bone metastases presented to her previous physician with
fever (38.7°C) and widespread erythematous plaques with pustules
on her face and trunk for 2 days. The patient had no history of
allergy. She had no family history or previous history of psoriasis.
She had been diagnosed with breast cancer 2 years earlier, and

underwent surgery 16 months ago after neoadjuvant chemotherapy.
She had been taking anastrozole for 2 months and abemaciclib
for 1 month before her first visit as adjuvant chemotherapy, and
administration of both drugs was discontinued due to suspected
acute generalized exanthematous pustulosis (AGEP).

Treatment with prednisolone (PSL) at a dose of 20 mg/day was
started and the dose was increased to 30 mg/day, but she was refer-
red to our department due to lack of improvement 9 days after the
onset of symptoms (Fig. 1a—d). A skin biopsy was performed and
showed Kogoj’s spongiform pustules consistent with the diagnosis
of GPP (Fig. 2). Leukocytosis (16,600/uL), neutrophilia (13,446/
uL), elevated C-reactive protein (6.16 mg/dL), and low albumin
level (3.1 g/dL) were revealed. A simple computed tomography
scan showed metastatic lesions of breast cancer and a sclerotic
image of the sacroiliac joint that suggested arthritis. Culture exa-
mination of the pustular area was negative. Based on the course of
prolonged symptoms even after discontinuation of administration
of the suspect drug, GPP was suspected rather than AGEP. The
GPP/AGEP scoring system developed by Takaichi et al. indicated
a diagnosis of GPP (total score of one point; score >0 favours GPP,
<0 favours AGEP) (4). Generalized pustular psoriasis physician
global assessment (GPPGA) was 3.67 and generalized pustular
psoriasis area and severity index (GPPASI) was 32.6 out of 72.
No genetic analysis has been performed.

The patient was admitted and the first dose of spesolimab (900
mg) was administered. Fever resolved the day after administra-

Fig. 1. Cutaneous manifestation.
(a-d) Atbaseline, multiple erythematous
plaques studded with pustules were
observed on the (a), (b) trunk,
upper extremities, and (c, d) lower
extremities. (e-h) Six days after the
second administration of spesolimab.
The erythema and pustules on the (e, f)
trunk, upper extremities, and (g, h) lower
extremities had almost cleared with
some hyperpigmentation remaining.
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Fig. 2. Histopathological findings. Haematoxylin and eosin staining showed subcorneal mild hyperkeratosis, focal subcorneal pustules with aggregations
of abundant neutrophils and Kogoj's spongiform pustules. (a) magnification x35, (b) magnification x200.

tion, and most of the pustules cleared within a few days. However,
another dose was administered 1 week after the initial dose due to
persistent erythema. Increased neutrophil counts were seen on the
day after the first administration and on day 5 of the second admi-
nistration, and the counts decreased within a few days. Although
there was concern about GPP flare-ups, erythema and pustules
were markedly improved and there were no other symptoms,
leaving the neutrophilia to be monitored without any intervention
(Fig. 1e-h). PSL was tapered off and the patient was discharged on
day 16 of hospitalization (Fig. 3). Both anastrozole and abemacic-
lib were discontinued due to the possibility of drug-induced GPP.

DISCUSSION

Spesolimab is a humanized IgG1 monoclonal antibody
that binds specifically to IL-36 R with high affinity and

inhibits signalling by IL-36 agonists (2). Safety evidence
for the use of biologics in psoriasis patients with a history
of ongoing malignancy is scarce, and Japanese and British
guidelines recommend the avoidance of biologics use in
patients with a history of malignancy within the past 5
years (5, 6). On the other hand, biologics can provide ade-
quate control of paradoxical psoriasis following immune-
enhancing checkpoint inhibitor therapy for cancer (7),
thus allowing prosecution of oncologic treatment without
impairing its efficacy. Regarding the use of biologics for
psoriasis in cancer patients, in an 8-year retrospective
real-life study, only 1 patient had progression of oesop-
hageal cancer, but no further serious adverse events and
none associated with biologics were reported (3). To the
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Fig. 3. Clinical course. Fever resolved the day after administration, and most of the pustules cleared within a few days. Increased neutrophil counts
were seen on the day after the first administration and on day 5 of the second administration, and the counts decreased within a few days. PSL was
tapered off as shown. PSL: prednisolone; GPPGA: generalized pustular psoriasis physician global assessment; CRP: C-reactive protein.

Acta Derm Venereol 2025


http://medicaljournalssweden.se/actadv

ActaDV

ActaDV

3/3 Short communication

best of our knowledge, there is only 1 case of GPP in a
patient with malignancy treated with spesolimab that was
reported prior to our case. In the previous case, spesolimab
was safely used in a GPP patient with metastatic colon
cancer who was receiving chemotherapy, with successful
resolution of symptoms (8). Taken together, the results
indicate that spesolimab could be a favourable treatment
option for patients with a previous or current history or
treatment history of malignancies.

In our case, a unique presentation of neutrophilia
was seen for a few days following the administration of
spesolimab. Although spesolimab has been reported to
decrease neutrophil counts in patients with an elevated
baseline level (9), transient neutrophilia was observed
within a few days after the start of spesolimab admi-
nistration despite the improvement of symptoms in our
case. IL-36 binds to the IL-36 receptor on keratinocy-
tes, induces the production and secretion of neutrophil
chemokines including CXCL1, CXCL2, CXCL6, and
CXCLS (IL-8), and increases the attraction of neutrophils
to the skin (2). Neutrophils originate in bone marrow,
circulate in the blood, and transmigrate out of blood
vessels into tissue upon encountering proinflammatory
signals, and the remaining neutrophils reversely migrate
into blood and go to bone marrow, the spleen, and the
liver for degradation (10). Although it is not definite that
spesolimab is associated with an increase in neutrophils,
it is possible that blockade of the IL-36 pathway inhibited
the migration of neutrophils from blood vessels to tissues
or that neutrophils that had accumulated in the skin tissue
returned to blood vessels after spesolimab administra-
tion, resulting in a transient increase in the number of
neutrophils in the blood. Additionally, the systemic cor-
ticosteroid may also have contributed to the neutrophilia
in this case. Because neutrophil counts are considered to
reflect the disease severity of GPP, physicians should be
aware that neutrophils may transiently increase during
treatment with spesolimab. Further studies are needed
to better understand the safety of spesolimab use in
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cancer patients and neutrophilia as a possible side effect
of spesolimab.
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