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GPPGA and GPPASI are reliable, valid and responsive measures that can detect meaningful changes in GPP severity. The findings of this study support their use
as endpoints in GPP clinical trials
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To evaluate the reliability, validity and responder definitions of GPPGA and GPPASI using data

from the Effisayil™ 1 study, and confirm that these measures are suitable for the assessment of I ) ]
GPP disease severityin clinical frials CFA and inter-item correlations

I N T R O D U CTI O N P GPPGA CFA (constrained model) CFA (unconstrained model) e o SO Ehieliie (2 e 2, S B ) | OverallFfest

 GPPis arare autoinflammatory skin disease characterized by sterile, neutrophilic pustules often Pustules 0.893 0.896 fo Week 1 ___

Jo

Responsiveness

accompanied by systemicinflammation, with mortality rates ranging from 2%-16%'-8 Scaling/crusting 0.893 0.889 GPPGA total score 18 -0.53(0.22) 12 -1.08 (0.27) 19 -1.50 (0. 21) 3.42 0.0250
- GPPGA and GPPASI are novel clinician-reported measures of GPP-specific severity, adapted =

0.002, 0.000,

from the established PGA and PASI with input from both dermatologists and patients with GPP?-10 Chi-Square, p-value (df) 0209655 (1) 0030 (6] Change score from baseline
- - - : | | to Week LS mean (SE)
« Asthe GPPGA and GPPASIwere used in the definitions of the primary and secondary endpoints =k 1.00 1.000 Mean (S| mean |

of Effisayil™ 1, a trial of the anfti-IL-36R monoclonal antibody spesolimab in GPP, it is therefore RMSEA 0000 0000 GPPGA totalscore 28 0.57(0.16) 23 -156(0.18) 2] 0.0007

. . . . . . 9 90% CI for RMSEA 0.000-0.000 0.000-0.000

necessary o evaluate their psychometric properties, consistent with US FDA guidance SRR 000 000
ltem correlations and CFA were not conducted for the GPPASI as items are not inter-related. ::hvc\;ngi icore BT Improved F-test p-value*

CONCLUSIONS oL Acceplable ranges: Cronbach's a: 20.70; Ci: 20.9; RMSEA: <08; SRMR: <0.1. o Wee ——

: . Y GPPGA total score -0.36 (0.23 36 -1.34 (0.15 0.0032
« Overdall, psychometric analyses of the GPPGA and GPPASI indicate that these measures are @ (0-23) (0-19)
VO”d, religble Gnd are I’eSpOﬂSive endeinTS TO AaSsSess medﬂi nng| Ch(]nge in GPP Sev el’iTy CFA demonstrated unidimensionality of the GPPGA total score at Week 1 (RMSEA<0.08) *ANCOVA adjusted by baseline/Day 1 score and anchor change score. Pairwise comparisons are calculated only if at least five patients are in each group.
«  Our findings support the use of GPPGA and GPPASIin Effisayil™ 1, and also as measures of clinical ltem-to-item and item-to-total correlations were statistically significant (r=0.61-0.90; data not shown)
efficacy in future studiesin patients with GPP The GPPGA total score showed good internal consistency (Cronbach’s a=0.81; data not shown) The GPPGA total score was able to differentiate between select known groups measuring different levels of symptom or disease severity

Responsiveness of GPPGA detected changein anchor severity categories from baseline (CGl-l, p<0.05; DLQIl item 1, p<0.001; EQ-5D
pain/discomfort, p<0.01)

METHODS 555
, 0ed Convergent validity

« All analyseswere calculated using data from Week 1 , 1 :

 |tem correlations, internal consistency and CFA were not conducted for the GPPASI as items are Responder definitio GPPASI 7% improvemen

Analysis step Objective/question Methods applied

GPPASI percent improvement category Overall p-value

Anchor

CGl global improvement 0.45% 0.48** 0.24
Confirmatory factor Doesthe data support the structure of the Two CFAs for GPPGA (constrained & unconstrained model) oy GPPASI GPPASI GPPASI _ .
analysis measure? DLQI total score 0.36* 0.33* 0.14 LS meanscorechange | DLQlitem 11 EQ-VASS | CGI-If <50% 50 fo <75% | 275% _ airwise comparison
ltem-to-itemanditem-to- Assessrelationships amongitems and between DLQI It 1: H itch inful tingi frombaselineto W gk 1 discomfort* Mean change from
. ; P ong Pearson correlation for GPPGA items and totalscore em 1. How iichy, sore, paintul, or stinging 0.49%* 0.45%* 0.37* AL LU E AL ) 53, (2T 1, (T 1, (TR
total correlations items and totalscore within a measure has your skin been? (SE) (SE) (SE)
Internal consistency Assessdegree of agreement betweenitems — : . DLQI Item 2: How embarrassed or self-conscious GPPGA total score -1.56 -1.34 -1.45 -1.36 or <507 vs. I 50-<7 5%,
. e : : Cronbach’s alpha coefficient 0.39* 0.30* 0.25 2o o075 VIt &
relldblllfy IS The measure COhSISTeﬂT? hdve ou been becquse of our skin? 29, 44] ]8, 4278 5, 3400 <.00071****
| | Y Y ' GPPGA pustulation EQ-VASscore 355 (617)  (557) 2212 SO0 imor<som vaimpr 275 ooz
COnT T Y Do the measures correlate with similar Correlations between GPPGA, GPPGA pustulation subscore, GPPASI with EQ-5D pain/discomfort 0.54*** 0.47** 0.44** subscore -2.24 -2.11 -2.30 -2.17 ' ' ' Impr. 50-<75% vs. Impr. 75%: 0.9633
g measurese DLQI totalscore,items 1 and 2, EQ-VAS, EQ-5D pain/discomfortitem, CGI-|
EQ-VAS score -0.47** -0.47** -0.40* .
i i i ICC values for GPPGA at Days 1-8. GPPASI total score -12.64 -11.88 -12.65 -10.82 DLQI total 29 -128 17,-6.65 5,-7.20 Impr. <50% V's.Impr. 50-<75%: 0.0659
. e Are the measuresreproducible overtimein . . . . _ o _ 3.40 0.0252 Impr.<50% vs.Impr.>75%: 0.1417
Test-retestreliability stable patients2 Stability defined as no changein 1) JDA GPP Severity Index Part A or2) JDA fSpearman's rank order correlation, Correlation interpretation: less than 0.3 = weak, between 0.3 and 0.7 = moderate, between 0.7 and 0.9 = strong, and score (1.18) (1.65) (1.77) Impr. 50-<75% vs.Impr. 275%: 0.9167
P ) Part B above 0.9 = very sTrong. Significonce levels for correlations P-v alues are: *p<005, **p<OOO] ; ***p<OOOO] . TgroUp:smg”/moderg’[eﬂgrge impro\/ ement. 1group:minim0||y/moder01’e/
. . . ) : 5 _o )
Known-groups validity Do the measures distinguish between distinct  Compare GPPGA and GPPASIscores across groups defined by anchors %ﬁg%vjn%?nﬁc/'gfgﬁgy ?;Sgﬁ irrnnggcelgorge improvement. T ' ' . .
group groups (e. g. based on disease severity)? (JDA Part A; JDA Part B; DLQI totalscore; EQ-5D pain item; EQ-V AS) VF;ﬁ;ﬂbfl‘\el:i%/é\hlg;]rége?gni\i;eeﬁeeﬂi;Cé\gg\g/gRC(;J;eSQ(;DeHS;ggsn?gzerligsl;i';ﬁfgﬁgﬁ/ﬁgﬁﬁsgdependenf
Responsiveness/abilityto  Are the measuressensitive to change in health  Correlations betweenchange in GPPGA and change in anchors (DLQI item The GPPGA total score and GPPGA pus’rulahon subscore showed g°°d evidence of convergent comparisons, *p<0.05, **pP<0.01, **p<0.001, ***p<0.0001. Pairwise comparisons are calculated only if at
detectchange status? 1; EQ-5D pain/discomfort; CGI-l) validity, with moderate-to-strong correlations with selected anchors Using anchor-based analyses, responder definitions for the least five patients are in each group.
Determine the changein GPPGA, GPPGA pustulation subscore, GPPASIin h I tolati d GPPASI total d trated diest ; GPPGA total score, pustulation subscore, and GPPASI total
Responder definition What magnitude of change is considered sub-populationswith subjective patient—+eported meaningfulchange in The GPPGA total score, pustulationscore an oral score aemonsirared goodtiesi-res score were reductions of approximately 1.4, 2.2, and 12.0 .
P important to the patient? anchors (DLQlitem 1; EQ-5D pain item; EQ-V AS) or clinician-reported reliability (ICC=0.70,0.91, and 0.95, respectively; data not shown)t points, respectively* Anchor-based analyses support the GPPASI 50% as a meaningful
change (CGH) ‘ threshold forimprovement
fusing JDA GPP part A assessment of skin symptoms to define the stable population, from Day 3 to Day 4; ICC=0.7 is acceptable for establishing test-retest *Responder definitions were calculated as an average of the estimates for DLQI Item 1, EQ-5D P
reliability pain/discomfort, EQ-VAS, and CGl-l,roundedto 1 decimal place.
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