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D Efficacy of spesolimab for generalized pustular psoriasis (GPP) flare treatment according to
GPP Area and Severity Index (GPPASI) score at baseline
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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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To evaluate the efficacy of spesolimab treatment in patients with a GPP
flare according to the extent and severity of GPP af baseline, assessed by

GPPASI score. Baseline demographics an Primary and secondary endpoin Proportion of patients treated wit
subgroup at Week 1 pustulation subscore of 0 or GPP¢
GPPASI subgrou
I N T R O D U CTI O N Qf LV Eel 2N 8 Higher GPPASI . 9 P
. . . . N . . % at baseline at baseline GPPGA pUSfUlqhon subscore of 0 GPPGA total score of 0 or 1
« GPPis arare, potentially life-threatening neutrophilic skin disease Characteristic (£ median (> median 100 - 100 - '
: : : - - 27.2) 27.2) - = GPPGA pustulation subscore of 0
characterised by episodes of widespread eruption of sterile pustules that (n=27) (n=26) G 3]
can occur with or without systemic inflammation and symptoms!-3 5 g0 - — g0 - T
. . . _ . Mean age, years (SD) 43.9 (10.8) 42.1 (11.2) B ¥ e s N
« Effisayil 1 was a global, multicentre, randomised, double-blind, placebo- Fernale, n (%) 19 (70.4) 17 (65.4) 2 404 | ron— 2 40 - i x
controlled study of spesolimalb, an anfi-interleukin-36 receptor antibody, in A - : g (95% C110.5-722) g S
. . . o o Risk difference: 29.4 v
53 patients with a GPP flare (NCT03782792). Spesolimab treatment led to Race, n (%) 5 40- 5 40 (95% CI-3.7-56) £
rapid pustular and skin clearance at 1 week:45 ASlEn 17{70.4) 10 (38.5) S 9 250 =
White 8 (29.6) 16 (61.5) o 20 - 4 12.5 S 20 - o
« Primary endpoint (GPPGA pustulation subscore of O0; no visible pustules): E 0.0 £ 0o X °
Qi Pooled study site, n (%) 0 0 - : : 5 E |
54% vs 6% (two-sided p<0.001) s 3(11.1) 0 Lower GPPASI Higher GPPASI Lower GPPASI Higher GPPASI 5 20 - —@— Higher GPPASI at baseline (n=18)
. at baseline at baseline at baseline at baseline Q — A& - Lower GPPASI at baseline (n=17)
« Key secondary endpoint (GPPGA total score of O or 1; clear or almost Japan 2 (7.4) 0 Reached 2
. . . . endpomf 8/17 0/10 11/18 1/8 5/17 0/10 10/18 2/8 0.
Clegr Sklﬂ) 43% VS 'l 'I% (Two_3|ded p:OOQ) AsiQ (eXC|Ud|ng JCIpCIn) 15 (556) 10 (385) (n/N): . BO T Ik‘l " ||< ™ |I< ; WI » " T 3 " l|< .
EUI’Ope 7 (259) 9 (346) . vV SpeSO“mOb 900 mg P|Ocebo aseline Wee ee ee ee ee ee
C O N C L U S I 0 N S Africa 0 % (269) Two patients in the spesolimab arm and one patient in the placelbo arm received another medication for GPP within the first Day 8: Optional OL spesolimab (n=12); lower GPPASI
oY PP it e Tist weak of the idl wers regardad os nomespense for e anaiysh of these sndpomts. oo 1! atbaseline (n=7). higher GPPASI at baseline (n=5)
- @ - Mean BMI, kg/m?2 (SD) 28.1 (10.0) 25.9 (6.1) 7 ¢ ! o
« Pafients with a GPP flare and higher GPPASI at baseline experienced a : : : _ :
; ' burd di ; Qol and ikelv o b Mean weight, kg (SD) /5.1 (30.3) 68.9 (17.3) Primary and key secondary endpoints were achieved by a similar proportion of
gredier sympiom burden dand impact on ol and were more lik€ly 10 be . patients in the spesolimab arm, regardless of GPPASI subgroup, and the treatment Improvements observed with spesolimab treatmentin both subgroups were sustained
hospitalised than patients with a lower GPPASI atf baseline IL36RN mutation, n (%)1 7 (25.9) 7 (26.9) effect compared with placebo was consistent in each subgroup at Week 12: a GPPGA pustulation subscore of 0 was achieved by 47.1% of patients
ithal GPPASI at baseli d 72.2% of patients with a higher GPPASI at baseli
. Pustular and skin clearance following spesolimab treatment were GEPGAtoialiscore, n (%) . . : TR atbaselineand 7227 of patinis wiih @ Hghet SO
consistently superior to placebo, and independent of the extent and j 234((]8]8']9)) ]79((272;)) Proportion of patients freated wit
severity of GPP at baseline ' ' GPPASI 50 by GPPASI subgroup
GPPGA pustulation subscore, n (%)
M ET H O DS 2 6 (22.2) 5(19.2) A]OO 1 GPPGA total score of 0 or 1
00 3 16 (59.3) 7 (26.9) O | T | 5 100 -
_ . . . 0«0 4 5 (18.5) 14 (53.8) = a0 T N
« Patfients with a GPP flare (N=53) were randomised (2:1) to receive |V CPPAS! fofal D 1 (o o4 (o ;6 e 2 S g0 - T
spesolimab 900 mg or placebo at baseline and were followed for 12 ofal score, n (SD) 153 45.7) = L R 3 4
. .« . . . . - 4 (%) -
weeks. Patients were eligible to receive OL spesolimab for persistent flare DLQI total score, median (IQR) 16.0 (10.0) 23.0 (8.0) & 07 A e 601 L 49 T ~TTTTT===== ———______
symptoms on Day 84° , g g = —
PSS total score, median (IQR) 10.0 (4.0) 11.5(4.0) 5 40 /! o ey
« For this analysis, patients were assigned to two subgroups based on FACIT-Fafiaue fofal dian(1GR)  23.0 (200 L5100 < 7 °
GPPASI scores below (lower GPPASI) or above (higher GPPASI) the median -Fatigue tolal score, median (IQR) 0(20.0 > (100 = ¥ £ 5 | —@— Higher GPPASI at baseline (n=18)
(27.2) for the population at baseline Pain VAS score, median (IQR) 71.9 (29.6) 81.8 (16.8) § 20 1 4l , —:— ["ghefg:::;'Offsosi'i”e((ﬂi];) 2 — A - Lower GPPASIat baseline (n=17)
— = Lower ar paselne (n= o.
1 1 1 1 1 0 T T T T T T
* Anquses lnClUded The proporhon Of pOTlenTS CIChIeVIﬂg a GPPGA Hospi’rqlised for current GPP flare, n (%) 6 (22.2) 19 (73.]) 0 Baseline Week 1 Week 2 Week 3 Week 4 Week 8 Week 12
pustulation subscore of 0 or a GPPGA total score of O or 1 at Week 1 | Baseline Week 1 Week 2 Week 3 Week 4 Week 8 Week 12
Ond over The ] 2_Week STUd ’[‘)(:O-rfeorsroeCh SUbgreOUg ;gfwltsj'de Z(r)wz] Treir?Tr?negTrr?\gYi]Zn available for atfients; mutation status was Day 8: Op.fIOI'IC“_OL SPeSO|Ime (n=12); Iovs{er GPEASI
y uSnI!LOV\?m:\ 1dpb(;/’rifebn’r I?3.;%) TWIi’:kﬁowej?/ngAS]Ic af boTseIine or:dbiln 6f po4ﬂée$1’r: (23T1%§3£ﬁﬁ hig:]efr GPPTAEI at Day 8: Optional OL spesolimab (n=12); lower GPPASI at baseline (n=7), higher GPPAS| at baseline (n=5)
baseline. at baseline (n=7), higher GPPASI at baseline (n=5)

« The proportion of patients treated with spesolimab who achieved a 50%
(GPPAS' 50) red UC-I-Ion In GPPAS' score from bgse“ne over -I-he ‘| 2_Wee|< *Tr'eq’rmen’r effectin patients who re;eiyed up to two doses Qfspesolimob: Day 1 (n=35) and opftional dose at Day 8 (n=12). *Treatment effectin 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 freatment of a new GPP flare were regarded as Missing v alues, any use of other medication for GPP or spesolimab for the treatment of a new GPP flare were regarded as
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