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Generalized pustular psoriasis successfully
treated with spesolimab: A case report
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Abstract

Generalized pustular psoriasis is defined as a primary, sterile, macroscopically visible pustular eruption on non-acral skin,
which can occur with or without systemic inflammation and/or psoriasis vulgaris, and can either be relapsing or be persistent,
according to the European Rare and Severe Psoriasis Expert Network. The treatment of generalized pustular psoriasis may
be challenging. We describe a 48-year-old woman with a |5-year history of severe generalized pustular psoriasis and plaque
psoriasis resistant to multiple courses of treatments with conventional and biological agents who had a rapid, complete and
durable (up to 12months) clinical remission with spesolimab, an anti-interleukin-36 receptor antagonist monoclonal antibody

recently approved for the treatment of generalized pustular psoriasis flares.
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Introduction

Generalized pustular psoriasis (GPP) is a rare inflammatory
skin disease frequently presenting with systemic symptoms and
extracutaneous manifestations.!? Several studies have indicated
the key role of the interleukin-36 (IL-36) pathway in the patho-
genesis of GPP, with a significant portion of patients carrying a
null mutation in the IL-36 receptor antagonist gene.>* The flare
is a distinguishing clinical feature of GPP and is characterized
by the acute onset of wide, painful erythematous plaques cov-
ered by sterile pustules.>® Mortality rate during flare ranges
from 2% to 16%.° Treatment of the GPP flare with available
drugs is unsatisfactory and/or frequent recurrence.” Recently,
the monoclonal antibody against IL-36-receptor, spesolimab,
received approval for the treatment of GPP flares from the Food
and Drug Administration and the European Medicines
Agency.®® We describe a 48-year-old woman with a 15-year
history of severe GPP associated with chronic plaque psoriasis
resistant to multiple courses of treatments with conventional
and biological agents, who had a rapid, complete and durable
(up to 12 months) clearance with spesolimab.

Case report

A 48-year-old Moroccan woman with GPP and plaque pso-
riasis has been followed at our institution since she was

33 years old. From 2008 to 2016, the patient has been treated
with the following medications either alone and in combina-
tion with partial and intermittent control of the disease: pred-
nisone (5-25 mg/day), acitretin (10-35 mg/day), cyclosporine
(4mg/kg/day), methotrexate (10-20mg/week), infliximab
(5 mg/kg), etanercept (50 mg/week) and adalimumab (40 mg/
week). From 2016 to 2022, satisfactory disease control was
maintained with secukinumab 300mg every 4weeks. In
October 2022, she experienced a severe GPP flare, with
acute onset of large erythematous plaques covered with pus-
tules affecting the back, abdomen, chest, and upper and
lower limbs. She also had a fever (37.8°C), fatigue, malaise
and agitation. Leukocytosis (12.8 X 10°/L) and elevated
C-reactive protein (22.4 mg/L) were present. The Generalized
Pustular Psoriasis Physician Global Assessment! (GPPGA)
was 3.5; the Generalized Pustular Psoriasis Area and Severity
Index!! (GPPASI) was 32.6; and the Dermatology Life and
Quality Index (DLQI) was 30 (Figure 1(a) and (b)). The
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Figure |. At baseline, large and multiple erythematous plaques covered by coalescent pustules are observed on the back (a) and on the

limbs (b).

Figure 2. At 2weeks after the first spesolimab dose, complete clearance of the erythematous plaques and pustules on the back (a) and

on the limbs (b); some post-inflammatory sequelae persist.

patient also reported severe skin pain with a Numerical
Rating Scale for Pain (pain NRS)=9/10. Some typical pso-
riasis plaques were also present on the trunk and lower limbs
(PASI 6). In November 2022, spesolimab 900mg was

administered intravenously in two doses, 1 week apart. Two
weeks after the first dose, rapid and almost complete clear-
ance of the lesions was observed (GPPGA=0.5;
GPPASI=2.3, with pustulation sub-score=0; DLQI=1; pain
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NRS=1/10) (Figure 2(a) and (b)). No adverse events were
reported during or after the infusions. During the first
5-month follow-up, complete clinical remission was main-
tained for both GPP and plaque psoriasis. After 5Smonths,
some lesions of plaque psoriasis re-occurred on the limbs
(PASI=3). Consequently, secukinumab 300 mg was started,
which achieved a complete clinical remission (PASI=0,
GPPGA=0, GPPASI=0, DLQI=1) at 8-month follow-up.

Discussion

GPP can be a dermatological emergency and a life-threaten-
ing condition that poses multiple diagnostic and manage-
ment challenges.'? Its current treatment is often based on
existing therapies for plaque psoriasis but with frequent
unsatisfactory results, highlighting an unmet need for more
specific and effective treatments.” Spesolimab is the first
molecule to specifically inhibit the IL-36 receptor and repre-
sents the first approved and specific therapy for GPP flare.’
The efficacy of spesolimab in managing the flare of GPP was
shown first in the Effisayil-1 clinical trial showing that spe-
solimab induced a rapid and marked reduction of GPP sever-
ity."® The rapid onset of action is consistent with what was
observed in our case.

In addition, spesolimab was effective in improving the
skin pain of the patient and its effectiveness was durable. In
the Effisayl-2 study, about one-third of patients had a relapse
of GPP-flare in the first 8 weeks after treatment.'* In our
patient, a complete clinical remission of both plaque psoria-
sis and GPP was maintained for 5 months. Afterwards, there
was a recurrence of psoriasis, for which we resumed therapy
with secukinumab, which had been proven effective in the
past for both plaque psoriasis and GPP.

To date, there are only a few cases in which the use of
spesolimab has been described in a real-life context.’>"!” The
results are consistent with those observed in our case.

One limitation of our case is that we did not investigate
the genetics of IL36-receptor antagonists in the patient,
although spesolimab has shown to be effective indepen-
dently from genetic mutations.'3

Further studies are needed to better understand the dura-
bility of spesolimab-induced remission and its potential
long-term effects. A recent trial confirmed that the adminis-
tration of spesolimab subcutaneously is effective in prevent-
ing GPP flare.'
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