Real-world experience with spesolimab in Chinese patients with GPP
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Objective: To present real-world safety and efficacy data on the use of spesolimab in patients with GPP in an EAP conducted in China

Svynopsis Methods

* Generalized pustular psoriasis (GPP) is a chronic, ¢ In EFFISAYIL® 1 (a randomized, placebo-controlled trial Enrolled patients Procedure
systemic, neutrophilic inflammatory disease?? for the treatment of GPP flares), patients treated with a « 18-75 years old . Patients received a 900 mg dose of spesolimab IV for flare treatment, with an optional second
. GPP has a heterogeneous and unpredictable single dose of [V spesolimab 900 mg had rapid pustular . Diagnosed with GPP based on European Rare and dose after 1 week for persistent flare symptoms

1 6
clinical course associated with chronic symptoms and skin clearance Severe Psoriasis Expert Network guidelines * Generalized Pustular Psoriasis Physician Global Assessment (GPPGA) pustulation subscore (PS)

and periods of flaring, which can be life * |In a subgroup analysis of Chinese patients from - No satisfactory authorized alternative therapy available ~2and total score at baseline and Week 1 after administration of spesolimab were recorded
threatening??® EFFISAYIL® 1, more patients who received spesolimab - Not eligible for clinical trials * Treatment-emergent adverse events (TEAEs), serious AEs (SAEs) and AEs of special interest
. . o . had lesion clearance than those on placebo at Week 1, (AESIs) were recorded up to Week 16 after the last spesolimab dose
* Spesolimabiis an antl-lnterleuklr.]-36 r.eceptor with an acceptable safety profile, consistent with the Study design
monoclonal antibody ap.proved in F)hlna for the overall trial population”
treatment of GPP flares in adults (intravenous “ Single-dose spesolimab IV 900 mg* EoS

[IV] formulation [December 2022])* and forthe * An expanded access program (EAP) was implemented Sseling: Week O Vieit Week 1 Visit: Week 4/5 Visit: Week
reduction of occurrence of GPP flare in adults in China (12 sites) from 23 May 2022 to 17 July 2023 &‘ - &‘ See—lsee/—l 16/171
and adolescents from 12 years of age withabody to provide early access to spesolimab for patients

weight of 240 kg (subcutaneous formulation experiencing GPP flares who were not eligible for
[March 2024])° clinical trials and had no satisfactory authorized
alternative treatment options

GPPGA PS and total score at baseline and \Week 1 TEAEs, SAEs and AESIs up to Week 16 after the last spesolimab dose

*Optional second dose after 1 week for persistent flare symptoms. TIf a patient experienced a new GPP flare following spesolimab treatment after the 16-week follow-up period, they could re-enter the trial and be treated again with spesolimab.
EoS, end of study.

Results

o o o o o o o Immunosuppressants’ 44%;n=17 o _
Demographics and baseline characteristics Concomitant medication Antipsoriatics (systemic) 36% =14 GPPGA PS after Week 1 of spesolimab (n=12%)
. . . s . o - Antipruritics 33%;n=13 . . o .
* Study duration: 23 May 2022 to 17 July 2023. Thirty-six patients (92%) reported the use of =1 £ cmolients and protectives o6t After 1 week of treatment, nine patients (75%) had clear skin
™ Mean (+ standard deviation [SD]) concomitant medication® for GPP and/or other 2 *§ Corticosteroids 28%: n=11 with no pustules (GPPGA PS=0)
o« Jo, e O .= .. . 0/ e
fOllOW'Up: 3.7 (01) months comorbidities 'S Antl-lnflammator.y(non-stero!dal) 23%; n=9 100 —
. . o £ Antifungals (topical) 23%: n=9 8.3%; n=1
=39 . Use. of biolog !cothe.ra py was reported among © Antihistamines (systemic) 23%; n=9 25.0%: n=3
patients receiving immunosuppressants, Antipsoriatics (topical) 21%; n=8 < 80— B scvere
Male (n=16) Male (n=7) interleukin-17 inhibitor (ixekizumab [13%; n=5], 0 5 10 15 20 @ Moderate
— — . . Patients (%; n) < .
Female (n 23) Female (n 5) SeCUkInumab [8%; n:3]) and/or tumor NECrosis *Medications started prior to trial treatment or started within treatment phase are included ,f_j 60 — - Mild
. o o . . . . . . . o . . o ©
Vean age (+SD)- Mean age (iSD): faCtOF InthItOI‘ (adallmumab [3%; n:l]) tSome patients used more than one immunosuppressant, including biologic therapy (23%; n=9) and non-biologic therapy (28%; n=11). '2_ Almost clear
B ) o Clear
39.3 (14.6) years; 40.8 (15.4) years; = _
’ : ° 1% Plague PsO* 33%; n=13 o _ 75.0%; n=9
range: 18—65 years range: 18—-59 years Comorbidities Erythroder;ic P<O 8%: n=3 " F 40 °
. o
. . . 0 Pyrexia 26%;n=10 o
Mean body mass :\r:lg:: (b+osd[\)/;nass At basellnel,fd6. patients (92%) had at least Anemia — o 2 o 16.7%: n=2
index (iSD): 247 (4 2) k /m2 one comorbi It\/ H\/poprote!nem!a 10:/’5 nf4 Skin and subcutaneous tissue disorders (49%; n=19)
22.9 (3.7) kg/m? . . g . . . Hyperuricemia 10%; n=4 _ DA N .
: . ° E|ghteen pat|ents (46%) reported SlgnS Of D-ngerllpldﬁ-rma 8%: n=3 General disorders and administration site conditions (28%; n=11)
. . . . labetes mellitus 9%; n=2 Bl Blood and lymphatic system disorders (21%; n=8) 0
° * .
Fla re tl‘lggers chronic plaque PSOriasis (PSO) in the paSt year. Tuberculosis 8%; n=3 Metabolism and nutrition disorders (36%; n=14) Baseline I Week 1 |
mild (6%’ n:i), moderate (72%’ n:13) and Folliculitis 3%; n=1 Infections and infestations (39%; n=15)
P severe (220/ n_4) Psoriatic arthropathy . _8%; n=3 B Musculoskeletal and connective tissue disorders (21%; n=8) .
N\ 7 o | froe R Vascular disorders (8% n=3) GPPGA total score after Week 1 of spesolimab
« Sixteen patients (89%) received treatment YRR il =1 92*
. S o 5 : : : T 10 2 (n=12%)
n=2 n=4 n=1 n=7 n=25 ortheirchronic ptaque s Patients with baseline condition (%, n) After 1 week of treatment, six patients (50%) achieved a GPPGA
*At baseline, n=13 patients reported plaque PsO as a comorbidity as part of their medical history. Patients were also asked, “Within the last year, have there been signs . . . .
f chronic plaque PsO?” (n=18 responded “yes"). Thi ific question was designed to record whether patients had recently active chronic plague PsO total score of O or 1, indicating clear or almost clear skin
Pregnanc\/ Treatment Infection Other Unknown oT chronic ptaque rsV- n= responde ves ). IS more specitic question was designe O recora wnetner patients nad recently active chronic ptaque rso. )

withdrawal

Thirty patients (77%) experienced TEAEs, which were mostly mild Three patients (one female and two males) had severe AEs

(n=16;41.0%) or moderate (n=10; 25.6%) (Rheumatology Common Toxicity Criteria v.2.0 Grade 3 or 4), SAEs or AESIs

Infections and infestations

Time since diagnosisT

Most common AEs (>5% of patients) _ % 100 —
16.7%; n=2

COVID-19 10 25.6
2.6%;n=1

15— Upper respiratory tract infection 4 10.3 :\; 80 —
7.7.%; n=3 Nasopharyngitis 2 5.1 :IT 50.0%; n=6 - Severe
- o+
0 Pneumonia 2 5.1
41.0%;n=16 5 Moderate
. Urinary tract infection 2 5.1 e 60 —
—~ 10— - Mild Blood and lymphatic system disorders g - Mild
c
= Moderate Anemia 3 77 oy Almost clear
o - Severe Metabolism and nutrition disorders .E 40 —| Clear
f_: 5 Life threatening Pneumonia*t# Worsening Pneumonia*t# Hypoproteinemia 4 10.3 +
-19*%tf *1 i i *1.8
6.5 5 _ COVID-19 pustular PsO Respiratory failure e TeaTE 3 77 8_
. . . . N ; Hypokalemia 3 7.7 E
% n=10 Severe AE (Rheumatology Common Toxicity Criteria v.2.0 Grade 3 or 4). TSAE. *AESI. - - - o 20 —
25.6%;n=1 80On Day 3, one patient developed lung infection that led to respiratory failure on Day 7. Skin and subcutaneous tissue disorders 33.3%; n=4
The patient required a 4-day hospitalization but recovered. Pruritus 4 10.3
00— Rash 2 5.1 8.3%: n=1
(o) . (o] n_
~1 and =5 ~5and=10 | * Fourteen patients (35.9%) had investigator-defined drug-related AEs Urticaria ) 51 0 | ’ |
Baseline Week 1
Years . . . General disorders
o | o | * No AEs led to discontinuation or death .
12 patients had available GPPGA scores at baseline. TMissing data for one patient. Pyrexia 6 154 *12 patients had available GPPGA scores at baseline.

Conclusions

* |[n a heterogeneous real-world population of * The rapid improvement in skin symptoms observed in this * |[n contrast to the EFFISAYIL® 1 trial, which required patientsto * As previously reported, spesolimab has demonstrated a
patients with GPP in China, spesolimab was safe and analysis is consistent with the Phase 2a randomized controlled have a GPPGA score of =3,° this analysis included patients witha favorable safety profile in a real-world population of patients

well tolerated and provided rapid improvement of EFFISAYIL® 1 trial in patients with GPP flares, as well as a GPPGA total score of =2 at baseline, highlighting the efficacy of  with GPP, with safety findings consistent with the context of
skin symptoms by Week 1 subgroup analysis of Chinese patients from EFFISAYIL® 1%~ treatment with spesolimab in a broader range of patients the EAP (COVID-19 pandemic) and comparable with those
reported in the EFFISAYIL® 1 trial®®
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