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Objective
•	 To present data from the EFFISAYIL® 2 and EFFISAYIL® ON 

OLE trials, comparing the relative efficacy of a q4w vs 
q12w dosing schedule of spesolimab SC for preventing 
GPP flares

Conclusions
•	 EFFISAYIL® 2 and EFFISAYIL® ON results suggest that 

spesolimab 300 mg SC q4w* is the optimal dosing regimen 
for prevention of GPP flares

•	 Further research is needed to understand the mechanisms 
underlying superior flare prevention with q4w dosing
*Following a 600 mg SC loading dose

Introduction
•	 GPP is a chronic, heterogeneous, unpredictable, 

and potentially life-threatening neutrophilic 
inflammatory skin disease that exerts a 
considerable burden on patients and healthcare 
systems1

•	 Spesolimab is a first-in-class anti-interleukin-36 
receptor monoclonal antibody approved in 48 
countries as an IV dosage in adults to treat GPP 
flares, and in the US and China in adults and 
pediatric patients aged ≥12 years and weighing 
at least 40 kg, as an IV dosage to treat GPP 
flares, and as a SC dosage to treat GPP when  
not experiencing a flare2

•	 EFFISAYIL® 2, a randomized, placebo-controlled, 
phase IIb trial (NCT04399837),3 provided  
dose-ranging data for 3 SC dose regimens,  
and evaluated the efficacy, safety, and tolerability 
of spesolimab for the prevention of GPP flares 
compared with placebo

•	 EFFISAYIL® ON (NCT03886246)4 is a non-
randomized, long-term extension study to 
assess the efficacy and safety of spesolimab in 
preventing reoccurrence of flares

Methods
EFFISAYIL® 2 (Table 1, Figure 2)

•	 Participants:
	– History of GPP and GPPGA score of 0 or 1* at 

screening/randomization
	– ≥2 past GPP flares with fresh pustulation†

•	 Spesolimab dosing regimens were LD 300 mg 
SC/150 mg SC q12w, LD 600 mg SC/300 mg  
SC q12w, or LD 600 mg SC/300 mg SC q4w

•	 Primary endpoint was time to GPP flare‡ and  
key secondary endpoint was the occurrence of  
≥1 GPP flare, both up to Week 48

EFFISAYIL® ON (Figure 3)
•	 Participants completed the treatment period in 

prior spesolimab trials, including EFFISAYIL® 2, 
without premature discontinuation

•	 Dose selection based on treatment response in 
previous trials: 

	– Patients who did not require OL spesolimab 
900 mg IV in previous trial, or patients who 
received placebo, received OL spesolimab  
300 mg SC q12w

	– Patients who required OL spesolimab  
900 mg IV during the previous trial received 
an intensified treatment regimen with OL 
spesolimab 300 mg SC q4w

	– Dose regimen could be escalated or  
de-escalated based on specific criteria related to 
changes in GPPGA total score and pustulation 
subscore, and history of flares in previous trial

•	 Primary endpoint was TEAEs up to Week 252; 
secondary endpoints were reoccurrence of a GPP 
flare§ and time to achievement of a GPPGA score 
of 0 or 1¶

Figure 1. Study designs

*900 mg IV dose given for GPP flare during DB treatment period. †900 mg IV dose given for GPP flare during treatment period.

Figure 2. Time to GPP flare, up to Week 48 (EM, PM) in EFFISAYIL® 2*,†

*EM, primary estimand for randomized treatment period, where any use of rescue medication with spesolimab IV or investigator-prescribed standard of care is considered as GPP flare; PM, primary method for censoring, which 
is made at the earliest date of end of study – Day 351 if no intercurrent event. †Probability of event is estimated by the Kaplan–Meier approach. ‡Following a 600 mg SC loading dose.

Figure 3. EFFISAYIL® ON

Results
EFFISAYIL® 2 (Table 1, Figure 2)

•	 Spesolimab 300 mg SC q4w* vs 300 mg  
SC q12w* data indicate the need for  
q4w dosing

•	 Spesolimab 300 mg SC q4w* led to nearly  
two-thirds fewer participants experiencing  
GPP flares (10.0% [3/30] of participants  
[12.7% when exposure-adjusted] in the  
q4w arm vs 29.0% [9/31] in the q12w arm)

•	 EFFISAYIL® 2 demonstrated an 84%  
reduction in GPP flares for participants  
in the q4w arm compared with placebo

EFFISAYIL® ON (Figure 3)
•	 OL spesolimab SC dosing (300 mg q12w)  

data from EFFISAYIL® ON further support  
the need for q4w dosing when initiating 
treatment for prevention of GPP flares

Table 1. Time to the GPP flare, up to Week 48

Placebo
Spesolimab

300 mg SC q12w*
Spesolimab  

300 mg SC q4w*
Participants, N (%) 31

(100.0)
31

(100.0)
30

(100.0)

Participants with GPP flares, n (%) 16
(51.6)

9
(29.0)

3
(12.7¶)

Probability of GPP flare at Week 48, 
Kaplan–Meier estimate (95% CI)

0.290
(0.163, 0.484)

0.100
(0.33, 0.279)

HR for time to GPP flare vs placebo  
(98% CI)†

0.468
(0.206, 1.064)

0.157
(0.046, 0.541)

   P-value‡ 0.0269 0.0005

Risk difference for GPP flare  
occurrence vs placebo (95% CI)§

–0.225
(–0.462, 0.013)

–0.390
(–0.621, –0.159)

   P-value 0.0013
*Following a 600 mg SC loading dose. †Cox regression model stratified by the use of systemic GPP medications at randomization. ‡Log-rank test 
stratified by the use of systemic GPP medications at randomization. §Cochran–Mantel–Haenszel test after multiple imputations, stratified by the use of 
systemic GPP medications at randomization. ¶Exposure-adjusted.

3.3
17.0
n.c.

P25 (weeks)
3.3
17.0
n.c.

Median (weeks)P10 (weeks)
1.9
4.1
n.c.

Placebo
Speso 300 mg SC q12w‡

Speso 300 mg SC q4w‡

300 mg SC q4w‡: 
no flare reported 
after 4 weeks   

300 mg SC q12w‡:
• 77.8% (7/9) experienced a flare before their second SC dose (Week 12)    
• 71.4% (5/7) of flares occurred during Weeks 4–12  

Separation between cohorts started in the first 4 weeks after 
randomization and was maintained up to Week 48   
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Patients at risk
Placebo 31 23 20 20 19 17 17 17 17 16 15 15 11

Speso 300 mg q12w 31 29 25 24 24 21 21 21 21 21 21 21 14
Speso 300 mg q4w 30 26 26 26 26 26 25 24 23 22 22 22 18
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OL 300 mg
spesolimab
SC q4w

OL 300 mg
spesolimab 
SC q12w

EFFISAYIL® 1 and EFFISAYIL® 2: Patients
who required OL spesolimab 900 mg IV   

N=108
Flared n=12

One-third (33.3% [36/108]) of participants who 
started q12w dosing in EFFISAYIL® ON were 
either escalated to a q4w regimen (n=24) or 
experienced a flare (n=12)           

Escalated to q4w
regimen n=24 

N=23

EFFISAYIL® 1 and EFFISAYIL® 2: Patients
who did not require OL spesolimab 900 mg IV

and patients who received placebo

*GPPGA score of 0 or 1 is clear or almost clear skin. †Participants not on concurrent GPP treatment at randomization must have had ≥2 flares in the previous year; those on concurrent 
GPP treatment within 12 weeks prior to randomization must have a history of flaring during, or after dose reduction, or discontinuation of, concurrent treatment. ‡GPP flare defined as 
an increase in GPPGA total score of ≥2 and pustulation subscore of ≥2. §GPP flare defined as a ≥2-point increase in GPPGA total score with pustulation subscore of ≥2 (GPPGA score 
0 or 1 at screening), or ≥1-point increase in GPPGA score and presence of fresh pustulation (GPPGA score 2 at screening); further reoccurrence of GPP flare was defined based on 
the participant’s GPPGA score improvement after each rescue treatment. ¶Secondary endpoint was in participants who received 900 mg IV spesolimab for flare treatment.

EFFISAYIL® 15

EFFISAYIL® ON
EoS

Weeks 12–28

EFFISAYIL® 2

EoS

EoS

Week 252
+ F/U 16 Weeks

Screen Week 1/Day 1
Day

–7~–1

DB speso 900 mg IV SD

DB speso LD 600 mg SC/ 300 mg SC q4w

DB speso LD 600 mg SC/300 mg SC q12w

DB speso LD 300 mg SC/150 mg SC q12w

OL speso 300 mg SC q4w

Speso
900 mg IV†

Speso 
300 mg SC q4w

DB placebo SC

OL speso
900 mg IV*

DB placebo IV SD

OL speso 900 mg IV SD*

Day 1

Day 1

Week 48~

OL speso 300 mg SC q12w

Speso SC
300 mg q12w

R

R

https://clinicaltrials.gov/study/NCT04399837
https://clinicaltrials.gov/study/NCT03886246
https://clinicaltrials.gov/study/NCT03782792
https://go.boehringer.com/QMa
https://bit.ly/3vCv2ql

