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BACKGROUND RESULTS

= Hereditary angioedema (HAE) is a rare disorder characterized by disabling episodes of local skin swellings, painful - ~ e ]
abdominal attacks, and laryngeal attacks that can be life-threatening' Reliability ;aGIc:IeS 1. CdOITlsAtlgu::tvall(mlgt);. f etalrsson I?orrelzt::,nskbzeiween AE-QoL Scores and AAS-23, AECT,
= HAE attacks, independent of frequency, can have a significant negative impact on patients’ activities of daily living and = AE-Qol total score had excellent internal consistency (Cronbach’s a: 0.90 and 0.94; McDonald’s w: 0.93 and 0.97, at Baseline and Week 24, respectively). Internal consistency -5, an ack nate" at baseline and Yvee
quality of life (QoL), particularly regarding school and work productivity, due to the unpredictability, pain, and severity of _ reliability was adequate to excellent for AE-Qol. domains (both @ and w 20.70), except for the Nutrition domain at Baseline (a = 0.65; w = 0.64) , Convergent Validity Criterion Validity
swelling2- AAS-28 AECT PGI-S* HAE Attack Rate!
= The Angioedema Quality of Life Questionnaire (AE-Qol) is a 17-item, disease-specific, 4-week recall, patient-reported 4 Construct Validity A AE-QoL S B(T\lses'iz';e VII;eI; 22)4 B(ilsealigr;e V:,;e; 52)4 B(?qseg:ier;e V:’;‘*:f)“ B(?\lse;ior;e V:I;elg12)4
suesienale espudie e glosel lnpael of enelesdems () sliselks i uuelenlig s welHosing = Convergent validity supported by correlations =0.40 between AE-QoL total and most domain scores and scores on AAS-28, AECT, and PGI-S at Week 24 (Table 1) Total SoE e v
The AE-Q?L ha§ 4 domalns: Functioning, Fatlgue{Mood, Fears/S_ham.e, and NutrltIOH | ! = Strong correlations (r 20.55) between AE-QoL total and most domain scores and HAE attack rate at Week 24 provided evidence supporting criterion validity (Table 1) Functioning 0.41 0.43 0.31
* U slECpl 19 wellellee [ FEeUAE A, BUL SLgReniie [peyenelnaie SHelnes s sperse I A= As the only exception, Fatigue/Mood domain showed weak correlations with HAE attack rate and scores on AAS-28, AECT, and PGI-S Fatigue/Mood 0.33 0.04 -0.32 -0.33 0.22 0.29 0.32 0.30
= Known-groups validity supported by substantial differences in mean AE-QoL scores between well-controlled (AECT =10) and poorly-controlled (AECT <10) disease subgroups Fears/Shame 0.24 0.51 -0.53 0.24 0.57 0.18 0.55
OBJECTIVE at Baseline and at Week 24 (Figure 2) Nutrition 0.26 0.33 0.3 0.18 0.55 0.35 0.57
. . . . . L All AE-QoL total and domain mean scores were significantly higher in patients with poorly-controlled disease than those with well-controlled disease (total scores: all p Abbreviations: AAS-28, Angioedema Activity Score — 28 days; AECT, Angioedema Control Test; AE-QoL, Angioedema Quality of
= To evaluate the psychometric properties of the AE-QoL in patients with HAE participating in OASIS-HAE, a phase 3, <0.001: domain scores: all p <0.05) g y hig Life Questionnaire: HAE. hereditary angioedema: PGI-S, Pationt Global Impression of Severity

double-blind, placebo-controlled study (NCT05139810)

* Spearman correlation coefficients

. _ _ _ _ Color Interpretation
T HAE attack rate defined by the number of investigator-confirmed attacks per 4 week-period.

ES for pairwise differences between the well- and poorly-controlled groups were very large for AE-QoL total scores at both timepoints

METHODS Fatigue/Mood domain scores at both timepoints and Nutrition domain scores at Baseline showed medium-sized mean differences between well- and poorly-controlled Note: Bolded values indicate correlations |r| 20.40 or |p| 20.40. ?4‘31’" 20.60 T
groups. All other AE-QoL domain score differences were very large at both timepoints 40 2| or |p| <0.
p N \_ J I or |p| <0.40
Data Source: In the phase 3 OASIS-HAE study, 90 patients were randomized to and received donidalorsen 80 mg or _ o _ _ _ _ _ _ _ _
p|aceb0 Subcutaneous|y over 24 weeks. All patients were included in these ana|yseS, poo|ed across treatment arms Flgure 2. Known-Groups -\lalldlty: Cohen's d ES for Mean .leferences in AE-QoL Flgure 3. ResponSIVeneSS: Differences in AE-QoL Total Scores for Patients with Table 2. ResponSiveneSS: Pearson Correlations of Change in AE-QoL Scores with Change in
; < Scores for Subgroups with AECT 210 (Well-Controlled Disease) and AECT <10 Different Levels of Reductions in HAE Attack Rates from Baseline to Week 24 AAS-28, Change in AECT, and Change in PGI-S from Baseline to Week 24, and with PGI-C at
Patient-Reported Outcome Assessments (Administered at Baseline [Week 0] and Week 24) (Poorly-Controlled Disease) at Baseline and Week 24 | ES =1.06 ” ES = 0.63 —— Week 24
= AE-QoL: 0-100 scaled total and domain scores — lower scores indicate better QoL 4.0 —T1 o Baseline to Week 24
= Angioedema Control Test (AECT): 4-item, patient-reported measure of AE symptom frequency/severity in the past 3.65 20 - AECT
month. Scores range 0-16, with higher scores indicating greater control, and scores =10 indicating well-controlled 3.5 AE-QoL Score (N=79)
diseased? Total 0.40 0.55 0.52
= 28-day Angioedema Activity Score daily-diary (AAS-28): 5-item, self-reported measure of AE episode 3.0 < T Functioning 0.39 0.53 0.53
frequency/severity, averaged for a 28-day period, higher scores indicate greater disease severity'° S 04 Fatigue/Mood 0.21 -0.28 0.28 0.15
= Patient Global Impression of Severity (PGI-S): Single-item, patient-reported measure of current HAE severity - E :eir.s;{Shame ggg * g;s gii
. . . . . . ke . utrituaon . =V. . .
= Patient Global Impression of Change (PGI-C): Single-item, patient-reported measure of change in HAE-related " =
" e Abbreviations: AAS-28, Angioedema Activity Score — 28 days; AECT, Angioedema Control Test; AE-QoL, Angioedema Quality of
health c )
) i , _ _q:’ 20 g -20 Life Questionnaire; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity
- .Invest|gator-conf|rmed numper of HAE attacks (|._e., HAI_E attack): E\(ents, separat_eq by 24-hour _symptom-free 3 - + Spearman correlation coefficients Color e ——
intervals, characterized by signs or symptoms consistent with an attack in 21 pre-specified bodily locations 5 I= Note: Bolded values indicate correlations || 20.30 or || 20.30. 1 or |o| 20.60
N HAE attack rate calculated as number of attacks occurring during each 28-day interval, starting on study Day 1 W 1.5 126 E 0.30 2| or || <0.60
- 1.21 1.16 r 40 - . = .
. . . o |r] or |p] <0.30
Flgure 1. Psychometrlc Propertles (. Evaluates internal relationships ) 1.0 =
= Examined Cronbach’s alpha («) and 0.8 o
McDonald’s omega (w, robust to .
= Examined Pearson or Spearman correlations between - A((ijﬁql.tlage;ntern?fl. Qon?iste()n;:g1:eliability is . -60 -
h in AE-QoL dch i f PRO Indicated by coetfticients =0. - - . . -
meastres from Baseline to Week 24: AAS-28, AECT. and N A e e e ) = Analyses provide strong evidence to support psychometric validity of the AE-QoL total
POID: PeLY al ook 24 110,30 considered supportve o Internal _ E‘j(’;m;aszg‘r’;‘fgfSpearman o reation 0.0 _ | | — score and Functioning, Fears/Shame, and Nutrition domains in patients with HAE, and
adequate abilfy to detect change'® CReliabitity” between AE-Qol.soores and soares flom Baseline Week 24 <50% Reduction 250% and <90% Reduction* 290% Reduction generally support the construct validity, reliability, and responsiveness of the AE-QoL
" i - n dSSesse measures: , — — —
patients with difierent degrecs of change | / \ AAS-28, and PGS mTotal mFunctioning = Fatigue/Mood = Fears/Shame = Nutrition (n=19) (n=12) (n=54) However, for the Fatigue/Mood domain, the observed correlations were weak and did not
- No Change/worsening versus improvement in PGI-C = Correlation coefficients |r| or |p| =20.40 REd UCtiﬂn in HAE AttECk RatES . g .
SCores . considered sufficient evidence supporting Abbreviations: AECT, Angioedema Control Test; AE-QoL, Angioedema Quality of Life Questionnaire; ES, effect o | | | | | | support construct validity and responsiveness
~ Declines in HAE attack rates of <50%, 250% to <90%. Responsiveness onvergent convergent validity'? size; HAE, hereditary angioedema Abbrew.atlons: AECT, Angloedgma Control Test; AE-Qol, Angioedema Quality of Life Questionnaire; ES, : : o :
and 290% Validity |8 / Note: All differences were significant at p-values <0.05, based on independent samples t-test; no adjustments effect size; HAE, hereditary angioedema = \Weaker correlatlons_wnh convergent/crlt_erlon measures at Base_llne compareq to Week 24
- Subgroups were compared using independent samples were made for multiplicity. Note: Medium ES 20.5; Large ES 20.8. could be due to restricted range at Baseline, which can underestimate correlations
t—tests—magmtuc!e of differences expressed using Note: Medium ES =0.5: Larae ES 0.8 . ) . . o
\ Cohen’s d ES estimates A measure’s ability to detect differences across ' =V-o, Larg = = Taken together with other evidence supporting its content validity,”'® the AE-QoL appears
T e wun to differ on conceptualy-related - ~ to be fit-for purpose in clinical trials of patients with HAE
constructs -
- - “ Responsiveness
_ o Known-groups defined using AECT scores for “well- I I I
A measure’s relationship with ; > il : _ , , , _ , = This study provides support for use of the AE-QoL in the assessment of QoL amon
Al ST e e o AT oo ce (= » Responsiveness was supported by correlations =0.30 for changes (Baseline to Week 24) in AE-QoL total and most domain scores and changes in other PRO measures (Table 2) " W>i/’[th AE PP J
truct of int t tually- I . . . . . . .
rolated consiruct in fermes of severity . Evaluated pairwise comparisons using independent Changes in the Fatigue/Mood domain score were not well correlated with changes in the selected PRO measures _ _ _ ,
andior presence samples tlasts anc interpretad using ohen's d effect _ _ , , o o . . These analyses support the use of both the total and most domain scores in this patient
Correlations examined between AE-Qol. sizes (ES) for standardized mean differences = Further, analyses showed moderate-to-large differences in mean AE-QoL total scores across groups, defined by reduction of HAE attack rates (<50%), 250% to <90%, and 290%) Iati
scores and HAE attack rates o gl eTect from Baseline to Week 24 (Figure 3) ROIRLLE IO
Pearson correlation coefficients |r] ' . , o ] . . . ] .
S A0 g s e S e e 20510 :gfgséﬁ”e‘;d'“m effect L Significant mean differences in AE-QoL total scores were observed for patients with different levels of reductions (p <0.001) ) REFERENCES AND DISCLOSURES
criterion validity 4 =U.0.
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