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PURPOSE
To determine the proportion of patients with a GPP flare who achieved clinically significant 
improvements in GPPGA pustulation subscore and total scores after treatment with spesolimab.

INTRODUCTION
•	GPP is a rare, autoinflammatory skin disease characterized by episodes of widespread eruption  

of sterile, macroscopic pustules that can occur with or without systemic inflammation and  
symptoms1,2

•	Effisayil 1 (NCT03782792) was a global, multicenter, randomized, double-blind, placebo-controlled 
study of spesolimab, an anti-interleukin-36 receptor antibody, in patients with GPP presenting with  
a flare. 

•	At Week 1:3

	 –	� The primary endpoint (GPPGA pustulation subscore of 0: no visible pustules) was achieved by 54%  
of patients receiving spesolimab vs 6% receiving placebo (one sided p<0.001)

	 –	� The key secondary endpoint (GPPGA total score of 0 or 1: clear or almost clear skin) was achieved 
by 43% of patients receiving spesolimab vs 11% receiving placebo (one sided p=0.02)

•	MCIDs in GPPGA pustulation subscore and GPPGA total score in patients with a GPP flare have 
previously been assessed as a ≥2-point change and a ≥1-point change, respectively4

•	Here we report the proportion of patients who achieved clinically significant improvements in GPPGA 
scores throughout the 12-week Effisayil 1 study, regardless of whether they achieved the defined primary 
or key secondary endpoints

METHODS
•	GPPGA total score and pustulation subscore were assessed by the investigator and recorded at  

Days 1–7, and Weeks 1–4, 8, and 12, with improvements in GPPGA pustulation subscore by ≥2 points, 
and in GPPGA total score by ≥1 point calculated for each time point

•	Patients who achieved a ≥2 point improvement in GPPGA pustulation subscore and a ≥1-point 
improvement in GPPGA total score were further assessed by achievement of the primary and key 
secondary endpoints at Day 8

•	ITT analysis included observed values for all patients over time according to the randomized treatment 
received at Day 1, regardless of the use of any other medication for GPP or any additional dose  
of spesolimab

CONCLUSIONS
•	Patients with a GPP flare treated with spesolimab achieved rapid, clinically significant  

improvements in pustular and skin clearance, which were sustained through Week 12

•	Patients initially randomized to receive placebo who were given OL spesolimab at Day 8 also achieved 
clinically significant improvements in pustular and skin clearance, which were sustained through to 
Week 12

•	These data indicate that spesolimab rapidly targets the underlying causes of GPP flares and maintains 
this effect over time, further supporting its use as a potential therapeutic option for patients with a  
GPP flare

RESULTS

18 treated with placebo at Day 1

18 completed Week 1

27 rolled over to OL extension trial 12 rolled over to OL extension trial

12 (34%) received spesolimab OL at Day 8 15 (83%) received spesolimab OL at Day 8

2 received ≥1 other medication* 1 received ≥1 other medication*

4 received spesolimab after Day 8 for a new flare
4 received ≥1 other medication

2 received spesolimab after Day 8 for a new flare
4 received ≥1 other medication

53 randomized

WEEK 1

FOLLOW-UP TO WEEK 12

35 treated with spesolimab at Day 1

1 prematurely discontinued from trial
• 1 withdrawal by subject

34 completed Week 1

2 prematurely discontinued from trial
• 1 withdrawal by subject
• 1 other

1 prematurely discontinued from trial
• 1 withdrawal by subject

32 completed the follow-up period 17 completed the follow-up period

Placebo-controlled period
Day 8: Optional OL spesolimab
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*1 patient continued other medication beyond Week 1.

ITT: observed cases regardless of the use of any other medication for GPP or any additional dose of spesolimab. Among 35 patients randomized to receive spesolimab, OL spesolimab was received by 12 patients 
at Day 8 due to persistent flare symptoms. OL spesolimab was received by 4 of these patients after Day 8 due to a new flare, 2 of whom had received OL spesolimab at Day 8. Among 18 patients randomized to 
receive placebo, OL spesolimab was received by 15 patients at Day 8 due to persistent flare symptoms. OL spesolimab was received by 2 of these patients after Day 8 due to a new flare, one of whom had received 
OL spesolimab at Day 8.

*One patient in the spesolimab arm prematurely discontinued the trial and was not assessed at Week 1. The primary endpoint was a GPPGA pustulation subscore of 0 (no visible pustules) at Day 8, and the key secondary 
endpoint was a GPPGA total score of 0 or 1 (clear / almost clear skin), at Day 8. MCIDs in GPPGA pustulation subscore and total score in patients with a GPP flare were assessed as a ≥2 point change and a ≥1 point change, 
respectively. Two patients in the spesolimab arm, and one patient in the placebo arm received other medication for GPP during Week 1 of the study. Use of any other medication for GPP was regarded as non-response for 
primary and key secondary endpoint analysis.

ITT: observed cases regardless of the use of any other medication for GPP or any additional dose of spesolimab. Among 35 patients randomized to receive spesolimab, OL spesolimab was received by 12 patients at 
Day 8 due to persistent flare symptoms. OL spesolimab was received by 4 of these patients after Day 8 due to a new flare, 2 of whom had received OL spesolimab at Day 8. Among 18 patients randomized to receive 
placebo, OL spesolimab was received by 15 patients at Day 8 due to persistent flare symptoms. OL spesolimab was received by 2 of these patients after Day 8 due to a new flare, one of whom had received OL 
spesolimab at Day 8.

Patient disposition in the Effisayil 1 study3 Proportion of patients who achieved an improvement in GPPGA pustulation subscore by ≥2 points from  
baseline – ITT analysis

Number of patients initially randomized to spesolimab or placebo who achieved MCIDs in GPPGA pustulation 
subscore and GPPGA total score at Day 8

Proportion of patients who achieved an improvement in GPPGA total score by ≥1 point from baseline – ITT analysis

Optional OL spesolimab for persistent flare symptoms at Day 8 was received by 12 patients in the spesolimab arm and 15 patients in the 
placebo arm; spesolimab for a new flare was received by 4 patients in the spesolimab arm, two of whom had received OL spesolimab at  

Day 8; 2 patients in the placebo arm received spesolimab for a new flare, one of whom had received OL spesolimab at Day 8

Most patients who received spesolimab achieved the primary endpoint and MCID (n=19) or MCID alone in GPPGA pustulation subscore 
(n=4) at Day 8. Most patients who received placebo did not achieve the primary endpoint or MCID in GPPGA pustulation subscore (n=14) 

at Day 8. Similar results were observed for the GPPGA total score

MCIDs in GPPGA pustulation subscore were observed in 68% of patients initially randomized to receive spesolimab at Week 1 and 
sustained in 97% of these individuals at Week 12. In patients initially randomized to placebo who received OL spesolimab at Day 8,  

rapid, clinically significant improvements in GPPGA pustulation subscore were seen in 89% of patients by Week 2 (one week  
after spesolimab). This improvement in GPPGA pustulation score reached 100% in these patients by Week 12

MCIDs in GPPGA total score were observed in 74% of patients initially randomized to receive spesolimab at Week 1. In patients initially 
randomized to receive placebo who were given OL spesolimab at Day 8, rapid, clinically significant improvements in GPPGA total score 

were seen in 89% of individuals by Week 2 (1 week after spesolimab administration). These improvements were sustained in 100% of  
all patients by Week 12

Spesolimab treatment resulted in sustained clinical improvements for up to 12 weeks in patients with a GPP flare
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