
Effect of high-dose subcutaneous spesolimab on skin manifestations: Results from  
the pivotal Effisayil 2 trial of flare prevention in generalized pustular psoriasis 
Bruce Strober1, Matthias Augustin2, Yayoi Tada3, Amit Garg4, Denis Jullien5, Alice B. Gottlieb6, Johann E. Gudjonsson7, Na Hu8, Patrick Hofmann9, Christian Thoma9, Angelo V. Marzano10,11

1Department of Dermatology, Yale University School of Medicine, New Haven, and Central Connecticut Dermatology, Cromwell, CT, USA; 2Institute for Health Services Research in Dermatology and Nursing, University Medical Centre Hamburg, Hamburg, Germany; 3Department of Dermatology, Teikyo University School of Medicine, Tokyo, Japan;  
4Department of Dermatology, Zucker School of Medicine at Hofstra/Northwell, Uniondale, NY, USA; 5Department of Dermatology, Venereology, Allergology & Aesthetic Dermatology, CHU Lyon, Lyon, France; 6Icahn School of Medicine at Mount Sinai, New York, NY, USA; 7Department of Dermatology, University of Michigan Medical School, Ann Arbor, MI, USA;  
8Boehringer Ingelheim (China) Investment Co. Ltd., Shanghai, China; 9Boehringer Ingelheim International GmbH, Ingelheim am Rhein, Germany; 10Dermatology Unit, Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Milan, Italy; 11Department of Pathophysiology and Transplantation, University of Milan, Milan, Italy

Abbreviations 
GPP, generalized pustular psoriasis; GPPGA, GPP Physician Global Assessment; HD, high-dose; IV, intravenous; OL, open-label;  
OLE, open-label extension; q4w, every 4 weeks; q12w, every 12 weeks; R, randomization; SC, subcutaneous; SD, single dose

References
1. Choon S, et al. Am J Clin Dermatol 2022;23(Suppl 1):S21–S29; 2. Burden AD, et al. Am J Clin Dermatol 2022;23(Suppl 1):S39–S50; 3. Krueger J, et al.  
Am J Clin Dermatol 2022;23(Suppl 1):S51–S64; 4. Strober B, et al. Dermatol Ther 2021;11:529–541; 5. Bachelez H, et al. N Engl J Med 2021;385:2431–2440;  
6. SPEVIGO® prescribing information. Available at: https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/761244s000lbl.pdf (accessed 29 Sept 2023); 
7. Spevigo® Summary of Product Characteristics. Available at: https://www.ema.europa.eu/en/documents/product-information/spevigo-epar-product-
information_en.pdf (accessed 4 July 2023); 8. Morita A, et al. Derm Ther 2023;13:347–359;13; 9. Burden AD, et al. Br J Dermatol 2023;189:138–140; 10. Morita et al. 
Lancet 2023 Sep 19. Epub ahead of print.

Presented at: Winter Clinical - MiamiTM 24, Miami, FL, USA; 16–19 February, 2024. 
Originally presented at: European Academy of Dermatology and Venereology (EADV) Congress, Berlin, Germany; October 11–14, 2023.

AIM
In this analysis of Effisayil 2, the effect of high-dose 
spesolimab or placebo on GPP lesions was assessed using 
subscores and total score on the GPPGA scale

INTRODUCTION
•	GPP is a chronic, rare, and potentially life-threatening 

skin disease,1–3 characterized by the extensive 
development of sterile pustules, and has recently 
been reclassified to the group of superficial/epidermal 
neutrophilic diseases

•	Current treatments are suboptimal in preventing flares, 
which are a common and potentially life-threatening, 
but unpredictable, feature of GPP;4 it is also important to 
address chronic skin manifestations that persist in many 
patients, even in the absence of flares

•	Spesolimab, a monoclonal antibody targeted specifically 
at the interleukin-36 receptor, is effective and approved 
for the treatment of GPP flares5-7 and has been evaluated 
for the prevention of flares in the pivotal, randomized, 
placebo-controlled Effisayil 2 trial (NCT04399837)8

METHODS

RESULTS

An analysis of patients with GPP receiving high-dose spesolimab showed more improvement in GPPGA scores vs placebo in the Effisayil 2 trial

Disclosures & Acknowledgments
BS is a consultant for and receives honoraria from AbbVie, Alamar, Almirall, Alumis, Amgen, Arcutis, Arena, Aristea Therapeutics, Asana, Boehringer Ingelheim, Bristol Myers Squibb, Connect Biopharma, Dermavant, Eli Lilly, Evelo Biosciences, Immunic Therapeutics, Janssen, Kangpu Biopharmaceuticals, LEO Pharma, Maruho, Meiji Seika Pharma, Mindera Health, Nimbus, Novartis, Pfizer, Protagonist, Regeneron, Sanofi-Genzyme, Sun Pharma, UCB, Union Therapeutics, Ventyx Biosciences and vTv Therapeutics. He 
has stock options in Connect Biopharma and Mindera Health and has acted as a speaker for AbbVie, Arcutis, Dermavant, Eli Lilly, Incyte, Janssen, Regeneron and Sanofi-Genzyme. He is an investigator for and receives consulting fees as Scientific Co-Director of the CorEvitas Psoriasis Registry and receives payment as Editor-in-Chief of the Journal of Psoriasis and Psoriatic Arthritis. MA has served as a consultant and/or paid speaker for and/or has received research grants and/or honoraria for consulting and/
or scientific lectures from and/or received travel expense reimbursement from and/or participated in clinical trials sponsored by companies that manufacture drugs used for treatment of psoriasis including AbbVie, Almirall, Amgen, Biogen (Biogen Idec), Boehringer Ingelheim, Celgene, Centocor, Eli Lilly, Janssen-Cilag, LEO Pharma, MEDAC Pharma, Merck Sharp & Dohme, Mundipharma, Novartis, Pfizer, Pohl-Boskamp, Sandoz and XenoPort. YT has received research grants from AbbVie, Amgen, Boehringer 
Ingelheim, Bristol Myers Squibb, Eisai, Eli Lilly, Jimro, Kaken, Kyowa Kirin, LEO Pharma, Maruho, Meiji Seika Pharma, Mitsubishi Tanabe, Sun Pharma, Taiho, Torii and UCB. He has received honoraria as a consultant for AbbVie, Amgen, Boehringer Ingelheim, Bristol Myers Squibb, Eisai, Eli Lilly, Janssen, Jimro, Kyowa Kirin, LEO Pharma, Mahuro, Mitsubishi Tanabe, Novartis, Sun Pharma, Taiho, Torii and UCB. AG receives honoraria as an adviser for AbbVie, Aclaris Therapeutics, AnaptysBio, Aristea Therapeutics, Boehringer 
Ingelheim, Bristol Myers Squibb, Incyte, Insmed, Janssen, Novartis, Pfizer, Sonoma Biotherapeutics, UCB, Union Therapeutics, Ventyx Biosciences and Viela Biosciences. He receives research grants from AbbVie, UCB, the National Psoriasis Foundation and the CHORD COUSIN Collaboration (C3). He is co-copyright holder of the HS-IGA and HiSQOL instruments. DJ has served as a board member and/or consultant for AbbVie, Almirall, Amgen, Biogen, Boehringer Ingelheim, Bristol Myers Squibb, Celgene, Eli Lilly, 
Fresenius Kabi, Janssen-Cilag, LEO Pharma, Merck Sharp & Dohme, MEDAC Pharma, Novartis, Pfizer, Sanofi and UCB. He has received payment for the development of educational presentations including service on speakers’ bureaux from AbbVie, Celgene, Janssen-Cilag, LEO Pharma, Eli Lilly, MEDAC Pharma, Novartis and Pfizer; and has had travel/accommodation expenses covered or reimbursed by AbbVie, Amgen, Biogen, Celgene, Eli Lilly, Fresenius Kabi, Janssen-Cilag, LEO Pharma, Merck Sharp & Dohme, 
MEDAC Pharma, Novartis, Pfizer, Sanofi and UCB. ABG has received honoraria as an advisory board member, non-promotional speaker or consultant from Amgen, AnaptysBio, Avotres Therapeutics, Boehringer Ingelheim, Bristol Myers Squibb, Dermavant, Dice Therapeutics, Eli Lilly, Janssen, Novartis, Pfizer, Sanofi, Sun Pharma, UCB and XBiotech (stock options for an RA project). She has received research/educational grants from AnaptysBio, Bristol Myers Squibb, MoonLake Immunotherapeutics, Novartis and UCB.  
All funds go to the Icahn School of Medicine at Mount Sinai. JEG has been an advisory board member for Almirall, Boehringer Ingelheim, Eli Lilly, Galderma, Janssen, Novartis and Sanofi; and has received research support from Bristol Myers Squibb, Eli Lilly, Janssen, Kyowa Kirin and Regeneron. NH, PH and CT are employees of Boehringer Ingelheim. AVM reports receiving consultancy/advisory board honoraria from AbbVie, Boehringer Ingelheim, Novartis, Pfizer, Sanofi and UCB. 

This study was supported and funded by Boehringer Ingelheim. 

The authors met criteria for authorship as recommended by the International Committee of Medical Journal Editors (ICMJE). The authors did not receive payment related to the development of this poster. Boehringer Ingelheim was given the opportunity to review the poster for medical and scientific accuracy, as well as intellectual property considerations. Stephen Purver, MChem, of Hyperion, OPEN Health Scientific Communications (London, UK), provided writing, editorial, and formatting support, which was contracted 
and funded by Boehringer Ingelheim.

Scan QR code or 
visit the URL for a  
device-friendly  
version of the  
original presentation 
https://bit.ly/45aqjsB

Click the icon to 
access an interactive 

microsite containing 
the original 

presentation 

The GPPGA scale

Erythema Pustulation Scaling/crustingScore

0 (clear)

1 (almost clear)

2 (mild)

3 (moderate)

4 (severe)

Normal or post-
inflammatory
hyperpigmentation

Faint, diffuse pink,
or slight red

Light red

Bright red

Deep fiery red

No visible pustules

Low-density
occasional small
discrete pustules
(noncoalescent)

Moderate-dentisty
grouped discrete
small pustules
(noncoalescent)

High-density
pustules with some
coalescence

Very-high-density
pustules with 
pustular lakes

No scaling or
crusting

Superficial focal
scaling or crusting
restricted to
periphery of lesions

Predominantly fine 
scaling or crusting

Moderate scaling 
or crusting
covering most
or all lesions

Severe scaling or 
crusting covering 
most or all lesions

Effisayil 2 trial design

Patients with GPP
and GPPGA score

of 0 or 1 at
screening and
randomization 

Screening

Response after
12 weeks

Week
44

Week
48

In event of a
flare* during
randomized

treatment period

OL spesolimab
900 mg IV SD

End of  
study

Day 
1

Day
–84 to –1 

OLE

OL spesolimab
300 mg SC q12w† 

Persistent flare 
symptoms after 1 week

Optional OL
spesolimab

900 mg IV SD

GPPGA scores recorded

Medium-dose spesolimab
600 mg SC loading dose, 300 mg SC q12w

Low-dose spesolimab
300 mg SC loading dose, 150 mg SC q12w

Placebo
SC loading dose, SC q4w

High-dose spesolimab
600 mg SC loading dose, 300 mg SC q4w

N=123
R

1:1:1:1

*Increase in GPPGA total score of ≥2 from baseline and GPPGA pustulation subscore ≥2; †Patients receiving OL spesolimab 300 mg SC q12w had the 
option to escalate to 300 mg SC q4w if they had an increase in the GPPGA pustulation subscore of ≥1 from any previous OL visit(s).

•	GPPGA subscores for erythema, pustulation and  
scaling/crusting and GPPGA total score were compared 
between patients receiving high-dose spesolimab (600 mg 
SC loading dose, 300 mg SC q4w) and placebo 

•	Scores were recorded at baseline and over the course of 
treatment on the GPPGA scale from 0 (clear) to 4 (severe)8

•	Patients were classified as having a flare if they had a 
pustulation subscore of ≥2 and a total score increase of  
≥2 from baseline8

•	Results were reported as proportions of patients with  
each score and flare at each time point and were  
analyzed descriptively 

CONCLUSION
•	Compared with placebo, high-dose SC spesolimab 

(600 mg SC loading dose, 300 mg SC q4w) resulted in 
a greater proportion of patients with GPP achieving  
and maintaining GPPGA scores of 0

•	Compared with placebo, a lower proportion of patients 
receiving high‑dose SC spesolimab had flares at Week 4  
of treatment

•	No patient receiving high-dose spesolimab had a flare  
after Week 4

•	The difference between treatments was sustained  
over 48 weeks

GPPGA scores with high-dose spesolimab compared with placebo
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Baseline characteristics and GPPGA scores

Patients from Effisayil 2 in this analysis10:
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High-dose spesolimab (n=30)

Placebo (n=31)

Race

Asian

WhiteMean 
age 40

years

Sex 62%
female

IL36RN
status 

23%
IL36RN
mutation

The proportions of patients with a baseline score of 0 for each GPPGA subscore  
and total score were generally similar between treatment groups

The proportion of patients with a GPPGA score of 0 increased with high-dose 
spesolimab but decreased or remained similar with placebo at Week 4.

The proportion of patients with GPP flares was lower with high-dose spesolimab  
than with placebo 

Missing data were due to patient non-attendance at the visit or to treatment discontinuation. Flares in patients who subsequently scored 0 at the next time point were not considered as flares.

GPPGA pustulation subscores over 48 weeks
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GPPGA scaling/crusting subscores over 48 weeks
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GPPGA erythema subscores over 48 weeks
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High-dose spesolimab

Greater proportions of patients with a GPPGA pustulation subscore of 0 were 
maintained with high-dose spesolimab vs placebo at Week 24 and Week 48.

There were no new flares with high-dose spesolimab after Week 4

Greater proportions of patients with a GPPGA scaling/crusting subscore of 0 were 
maintained with high-dose spesolimab vs placebo at Week 24 and Week 48.

There were no new flares with high-dose spesolimab after Week 4

Missing data were due to patient non-attendance at the visit or to treatment discontinuation. Flares in patients who subsequently scored 0 at the next time point were not considered as flares. Missing data were due to patient non-attendance at the visit or to treatment discontinuation. Flares in patients who subsequently scored 0 at the next time point were not considered as flares. 

Missing data were due to patient non-attendance at the visit or to treatment discontinuation. Flares in patients who subsequently scored 0 at the next time point were not considered as flares. Missing data were due to patient non-attendance at the visit or to treatment discontinuation. Flares in patients who subsequently scored 0 at the next time point were not considered as flares. 

Greater proportions of patients with a GPPGA erythema subscore of 0 were 
maintained with high-dose spesolimab vs placebo at Week 24 and Week 48.

There were no new flares with high-dose spesolimab after Week 4

Greater proportions of patients with a GPPGA total score of 0 were achieved  
and maintained with high-dose spesolimab vs placebo over 48 weeks.

There were no new flares with high-dose spesolimab after Week 4

(GPPGA scale9)
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