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Risk difference: 30.6
(95% CI −12.8–63.9)
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RESULTS

The treatment effect achieved with spesolimab in patients presenting with a GPP flare is consistently superior to
placebo, independent of the extent and severity of disease at baseline
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PURPOSE

To evaluate the efficacy of spesolimab treatment in patients with a GPP 

flare according to the extent and severity of GPP at baseline, assessed by 

GPPASI score.

INTRODUCTION

• GPP is a rare, potentially life-threatening neutrophilic skin disease 

characterised by episodes of widespread eruption of sterile pustules that 

can occur with or without systemic inflammation and symptoms1–3

• Effisayil 1 was a global, multicentre, randomised, double-blind, placebo-

controlled study of spesolimab, an anti-interleukin-36 receptor antibody, in 

53 patients with a GPP flare (NCT03782792). Spesolimab treatment led to 

rapid pustular and skin clearance at 1 week:4,5

• Primary endpoint (GPPGA pustulation subscore of 0; no visible pustules): 

54% vs 6% (two-sided p<0.001)

• Key secondary endpoint (GPPGA total score of 0 or 1; clear or almost 

clear skin): 43% vs 11% (two-sided p=0.02)

Baseline demographics and clinical characteristics
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METHODS

• Patients with a GPP flare (N=53) were randomised (2:1) to receive IV 

spesolimab 900 mg or placebo at baseline and were followed for 12 

weeks. Patients were eligible to receive OL spesolimab for persistent flare 

symptoms on Day 84,5

• For this analysis, patients were assigned to two subgroups based on 

GPPASI scores below (lower GPPASI) or above (higher GPPASI) the median 

(27.2) for the population at baseline

• Analyses included the proportion of patients achieving a GPPGA 

pustulation subscore of 0 or a GPPGA total score of 0 or 1 at Week 1

and over the 12-week study

• The proportion of patients treated with spesolimab who achieved a 50% 

(GPPASI 50) reduction in GPPASI score from baseline over the 12-week 

study was also assessed

• Results are for patients who received up to two doses of spesolimab; 

missing GPPGA values, any use of other medication to treat GPP or use of 

spesolimab to treat a new GPP flare were considered non-response

CONCLUSIONS

• Patients with a GPP flare and higher GPPASI at baseline experienced a 

greater symptom burden and impact on QoL and were more likely to be 

hospitalised than patients with a lower GPPASI at baseline

• Pustular and skin clearance following spesolimab treatment were 

consistently superior to placebo, and independent of the extent and 

severity of GPP at baseline

Characteristic

Lower GPPASI 
at baseline
(≤ median 

27.2)
(n=27)

Higher GPPASI 
at baseline
(> median 

27.2)
(n=26)

Mean age, years (SD) 43.9 (10.8) 42.1 (11.2)

Female, n (%) 19 (70.4) 17 (65.4)

Race, n (%)*

Asian

White

19 (70.4)

8 (29.6)

10 (38.5)

16 (61.5)

Pooled study site, n (%)

US

Japan

Asia (excluding Japan)

Europe

Africa

3 (11.1)

2 (7.4)

15 (55.6)

7 (25.9)

0

0

0

10 (38.5)

9 (34.6)

7 (26.9)

Mean BMI, kg/m2 (SD) 28.1 (10.0) 25.9 (6.1)

Mean weight, kg (SD) 75.1 (30.3) 68.9 (17.3)

IL36RN mutation, n (%)† 7 (25.9) 7 (26.9)

GPPGA total score, n (%)

3

4

24 (88.9)

3 (11.1)

19 (73.1)

7 (26.9)

GPPGA pustulation subscore, n (%)

2

3

4

6 (22.2)

16 (59.3)

5 (18.5)

5 (19.2)

7 (26.9)

14 (53.8)

GPPASI total score, n (SD) 15.1 (5.3) 38.4 (9.7)

DLQI total score, median (IQR) 16.0 (10.0) 23.0 (8.0)

PSS total score, median (IQR) 10.0 (4.0) 11.5 (4.0)

FACIT-Fatigue total score, median (IQR) 23.0 (20.0) 6.5 (10.0)

Pain VAS score, median (IQR) 71.9 (29.6) 81.8 (16.8)

Hospitalised for current GPP flare, n (%) 6 (22.2) 19 (73.1)

Data for each subgroup include both treatment arms.

*Self-reported by the patients; †Genotyping information available for 46 patients; IL36RN mutation status was 

unknown in 1 patient (3.7%) with lower GPPASI  at baseline and in 6 patients (23.1%) with higher GPPASI  at 

baseline.

Compared with patients with a lower GPPASI at baseline, patients with 
a higher GPPASI at baseline were more likely to present with a GPPGA 
total score or pustulation subscore of 4, reported a greater impact on 
patient-reported outcomes and QoL, and were more likely to require 

hospitalisation for a current flare

GPPASI 50 was achieved by 23.5% of patients in the lower GPPASI group and 61.1%
in the higher GPPASI group at Week 1, and by 70.6% and 72.2% of patients

at Week 12, respectively

Proportion of patients treated with spesolimab* who achieved 

GPPASI 50 by GPPASI subgroup

Primary and key secondary endpoints were achieved by a similar proportion of 
patients in the spesolimab arm, regardless of GPPASI subgroup, and the treatment 

effect compared with placebo was consistent in each subgroup

Primary and secondary endpoints in patients by GPPASI 

subgroup at Week 1

Two patients in the spesolimab arm and one patient in the placebo arm received another medication for GPP within the first 

week; one patient in spesolimab arm discontinued before completing Week 1. Missing values or any use of other medication for 

GPP within the first week of the trial were regarded as non-response for the analysis of these endpoints. 

Proportion of patients treated with spesolimab* with a GPPGA 

pustulation subscore of 0 or GPPGA total score of 0 or 1 by 

GPPASI subgroup

At Week 12, a GPPGA total score of 0 or 1 was achieved by 52.9% of patients with a 
lower GPPASI at baseline and 66.7% of patients with a higher GPPASI at baseline

*Treatment effect in patients who received up to two doses of spesolimab: Day 1 (n=35) and optional dose at Day 8 (n=12). 

Missing values, any use of other medication for GPP or spesolimab for the treatment of a new GPP flare were regarded as 

non-response for this analysis.

GPPGA pustulation subscore of 0

*Treatment effect in patients who received up to two doses of spesolimab: Day 1 (n=35) and optional dose at Day 8 (n=12). 

Missing values, any use of other medication for GPP or spesolimab for the treatment of a new GPP flare were regarded as 

non-response for this analysis.

GPPGA total score of 0 or 1
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Day 8: Optional OL spesolimab (n=12); lower GPPASI 
at baseline (n=7), higher GPPASI at baseline (n=5)

Lower GPPASI at baseline (n=17)

Higher GPPASI at baseline (n=18)

Improvements observed with spesolimab treatment in both subgroups were sustained 
at Week 12: a GPPGA pustulation subscore of 0 was achieved by 47.1% of patients 

with a lower GPPASI at baseline and 72.2% of patients with a higher GPPASI at baseline

IV spesolimab 900 mg Placebo

GPPGA pustulation subscore of 0 GPPGA total score of 0 or 1
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Risk difference: 47.1
(95% CI 10.5–72.2)

Risk difference: 48.6
(95% CI 5.3–75.5)
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Day 8: Optional OL spesolimab (n=12); lower GPPASI 
at baseline (n=7), higher GPPASI at baseline (n=5)
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at baseline (n=7), higher GPPASI at baseline (n=5)
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