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Dear Editor, median age of the patients was 49 (1st quartile, 43; 3rd

Spesolimab, an anti-interleukin (IL)-36 receptor anti-  quartile, 55) years. Four patients received etretinate, one
body, showed efficacy for generalized pustular psoriasis ~ cyclosporine, one bimekizumab, and one brodalumab
(GPP) in a clinical trial (1). However, as it had many  immediately before initiating spesolimab. Gene analysis
exclusion criteria, it did not necessarily reflect the effec- ~ was performed in 3 patients; the /L36RN mutation was
tiveness and safety of spesolimab in a real-world setting. ~ observed in 1 patient (4). The median GPPASI and JDA
Furthermore, because GPP is a rare disease, real-world severity scores at the beginning of treatment with speso-
evidence is limited. We retrospectively investigated the ~ limab were 18.8 (14.1,41.3) and 10 (7, 12), respectively.
effectiveness and safety of spesolimab treatment in GPP  Five patients had a GPPGA score of 3, and 2 patients had
patients in our department. ascore of 2. GPPASI significantly decreased at days 1-3

GPP patients treated with spesolimab in our depart-  (median, 63.6%; Ist quartile, 60.9%; 3rd quartile, 73.8%;
ment until August 2024 were included. Effectivenesswas ~ p=0.0018), week 1 (36.9%, 24.0%, 41.9%; p<0.0001),
evaluated, including generalized pustular psoriasis area  and week 2 (24.8%, 13.9%, 36.7%; p<0.0001) in per-
and severity index (GPPASI); Japanese Dermatological ~ centage compared with baseline values, and did so in
Association (JDA) severity score (2); percentages of  absolute values at week 1 (9, 4.1, 12.4; p=0.0167) and
patients who achieved generalized pustular psoriasis  week 2 (6.1, 4.5, 7.2; p=0.0076; Fig. 1A). The JDA
physician global assessment (GPPGA) 0/1, a GPPGA  severity score significantly decreased at week 1 (71.4%,
pustulation subscore of 0, an erythema subscore of 0/1, 41.7%, 82.5%; p=0.0385) and week 2 (40%, 25%,
or scales/desquamation subscore 0/1; and safety. The  50%; p=0.0014) in percentage compared with baseline

diagnosis of GPP was made based on clinical and patho- values, and did so in absolute values at week 2 (3, 2, 4;
logical manifestations by experienced board-certified  p=0.0163; Fig. 1B). All patients achieved a GPPGA
dermatologists following the Japanese guidelines (2). subscore of 0/1 at day 7 (Fig. 1C). Although all patients

Seven patients (4 males and 3 females) were analy-  achieved a GPPGA pustulation subscore of 0 on day 7,

sed, including 2 patients previously reported (3, 4). The  the percentage of patients who achieved a GPPGA ery-
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achieved GPPGA pustulation subscore 0, erythema subscore O or 1, or scales/desquamation
0 I I I I 0 T T T T subscore 0 or 1. The values are shown as medians 1 and 3™ quartiles. Normality was
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thema or scales/desquamation subscore of 0/1 was 57%
and 43%, respectively (Fig. 1D). Two patients received
ixekizumab (for further improvement) on days 2 or 4.
During treatment with spesolimab, erythema multiforme
was observed in 1 patient, as previously described (4).

In this study, patients receiving spesolimab treatment
showed rapid improvement in clinical manifestations,
especially pustules, with tolerable safety. Erythema and
scales took longer to improve than pustules. Spesolimab
showed effectiveness regardless of /L36RN mutation, as
did ixekizumab (5). As the JDA severity score includes
serum levels of albumin and C-reactive protein, it might
have taken more time for the score to decrease signifi-
cantly compared with GPPASI. The small number of
patients with GPP (due to its rarity) and the concomitant
treatment are study limitations. Our data indicate a rapid
onset of the effectiveness of spesolimab with tolerable
safety in a real-world setting.
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