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Spesolimab in patients with flare of generalized pustular psoriasis:

A multicentre case-series

Dear Editor,

Generalized pustular psoriasis (GPP) is a rare, potentially
life-threatening, chronic inflammatory disease character-
ized by acute flares of pustular eruptions that can be accom-
panied by systemic inflammation. GPP can be associated
with chronic plaque psoriasis."” There is a significant unmet
need in the current treatment of GPP and its flares.””

Spesolimab is a novel, selective antibody that blocks the
interleukin (IL)-36 receptor, a key component of the sig-
nalling pathway that plays a critical role in the pathophys-
iology of GPP.° EFFISAYIL 1 trial showed that over half of
the spesolimab-treated patients were free of pustules 1week
after receiving a single dose.” Real-world data of the effective-
ness and safety of spesolimab in patients with GPP flare are
needed. We report the clinical data of a consecutive series of
patients with a GPP flare (n=11) who were treated with in-
travenous spesolimab 900 mg. All except one patient received
2 doses of spesolimab 1week apart. GPP was diagnosed
according to European Rare and Severe Psoriasis Expert
Network (ERASPEN) criteria.® The flare was defined as a
Generalized Pustular Psoriasis Physician Global Assessment
(GPPGA) total score of >3, a GPPGA pustulation sub-score
>2 and a 25% of body surface area with erythema and pus-
tules.” Spesolimab has been administered as monotherapy. A
specific wash out period from previous medications was not
scheduled because the patients had an urgent need for treat-
ment as the flare was resistant to therapies. The study was
approved by the local Ethical Committee (Prog. 4030CESC,
15 November 2022). Descriptive demographic and clini-
cal characteristics of the study population are reported in
Table 1. Mean age was 58.9+13.5years and seven patients
(63%) were females. GPP was persistent (i.e. characterized by
flares lasting >3 months)>® in all patients, and the flare sever-
ity as assessed by GPP PASI (GPPASI) was 20.0 £ 6.5, GPPGA
3.6+0.5 and BSA 54.5+12.9%. Nine out of 11 (81.8%) of pa-
tients were affected by arterial hypertension, 5 by dyslipidae-
mia and 2 by Type 2 diabetes mellitus; 3 patients had psoriatic
arthritis (2 affected by peripheral arthritis and 1 by dactylitis).
Patients had already failed therapies with conventional sys-
temic treatments [corticosteroids (100%), acitretin (81.8%),
methotrexate (27.3%) and cyclosporine (27.3%)] and biolog-
ics (ixekizumab (27.3%), infliximab (18.2%) and single cases
with adalimumab, secukinumab, tildrakizumab and risanki-
zumab). Spesolimab showed rapid effectiveness in all the
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TABLE 1 Descriptive characteristics of the study population.
Number of patients N=11
Age, mean+SD years 58.9+13.5
Gender, female, 1 (%) 7 (63.6)
Age of onset, mean +SD years 46.0+39.7
Body mass index, mean +SD (kg/m?) 28.0+5.3
History of chronic plaque psoriasis 7 (63.6)
Current smoking habit 3(27.3)
Psoriatic arthritis 3(27.3)
Arterial hypertension 9 (81.8)
Dyslipidaemia 5 (45.5)
Type 2 diabetes mellitus 2(18.2)
Disease course

Relapsing (>1 episode) 10 (90.9)
Persistent (flares lasting >3 months) 11 (100)
Disease severity

GPPASI, mean+SD 19.2+6.7
GPPGA, mean +SD 3.6+0.5
BSA, mean +SD 54.5+£12.9
VAS itch, mean +SD 8.2+14
VAS pain, mean+SD 6.9+1.8
DLQI, mean+SD 21.7+6.4
Fever (>38°C) 6 (54.5)
Leucocytosis (WBC>12 x 109/L) 5 (45.5)

Abbreviations: BSA, body surface area; DLQI, Dermatology Life Quality Index;
GPPASI, Generalized Pustular Psoriasis Area and Severity Index; GPPGA,
Generalized Pustular Psoriasis Physician Global Assessment; VAS, Visual Analogue
Scale.

patients, with a mean reduction of GPPASI from 28.0+6.5
to 11.5+8.1 after 1week (p<0.001) and to 5.4+4.4 after
4 weeks. GPPASI75 and GPPASI pustulation sub-score 0 were
reached by 6 out of 11 (54%) patients at Week 1. In parallel,
there was a marked improvement in the impact of disease
on quality of life assessed through Dermatology Life Quality
Index (DLQI), which reduced from 21.7+6.4 to 14.3+8.9
after 1 week (p<0.001) to 7.0+£4.9 at Week 4 (Figure 1).° As
regards safety, a mild asthenia was reported by one patient
and moderate worsening of itch in another. No changes in
complete blood count, liver and kidney function tests were
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FIGURE 1 Reduction of disease severity assessed through Generalized Pustular Psoriasis PASI (GPPASI) (a) and Dermatology Life Quality Index
(DLQI) (b) after 1 and 4 weeks of treatment with spesolimab 900 mg iv. Erythematous plaques covered by pustules/desquamation of the trunk and left
arm in a 52-year-old woman of Moroccan origin, with a flare of GPP at baseline (c) and 8 days after the intravenous infusion of spesolimab 900 mg (d),

showing a complete clinical remission (GPPASI score of 0).

identified. Study limitations include its open label nature, lack
of a control group, and limited observation period. In conclu-
sion, this study supports spesolimab can be effective in the
flare of GPP which is not responsive to other conventional
and biological systemic treatments, including IL-17 and IL-23
inhibitors and endorses its favourable tolerability and safety
profile.
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