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INTRODUCTION / OBJECTIVE Table 2: Measurement Model and Psychometric Analyses for ATTR-QOL Impacts Domain
* Transthyretin (ATTR) amyloidosis is a rare disease with 2 primary types, hereditary or variant (ATTRv) and wild-type (ATTRwt). The ATTR'QOL IS a dlsease'specrﬁc PRO Cle Results for ATTR-QOL | ts D in Scal
Patients with ATTR amyloidosis may experience a varied and wide range of symptoms as a result of heterogenous clinical nawysis UL AL . mpacis _omain >ca'es
oresentation y y exp J ymp J measure deve|0ped tO Capture the Symptoms Mokken scale analysis o Acceptable scalability for all ATTR-QOL Impacts domain items (all
. Tr;is hdetero?enefitlyfin;clr_lolggcel_s) challenges in the measurement of ATTR amyloidosis-related symptoms and impacts on health- and impacts Qf ATTR amyloidosis dCross a" Muiti-irait analysis ;?/ie:elzljgtz:t(;:ion Srgent vaiidity (@l Tem-scale comaiations = 0.65)
related quality of life 0 2 ] * =Y ! DNVErgent Valiity tat fiem- . ons = %o
o Clinicians, researchers, drug developers, and other stakeholders have relied on a patchwork of patient-reported outcome typeS and sSym pt0m0|09|es- * Evidence of item discriminant validity in all but one item—'Participate in
(PRO) measures developed in other conditions to measure these outcomes RO?b.',? S that Iarethlmporiirlthto you co;reslatgdl /T_\I,'glhtlz mo;e V\.”th theIDa|:y
* The Transthyretin Amyloidosis Quality of Life Questionnaire (ATTR-QOL) is a disease-specific PRO measure developed to CHIVITES SCaie than WIth the assighed Sotlalixole FUnclioning scale a
capture the symptoms and impacts of ATTR amyloidosis across all types and symptomologies Findings from this stu dy support the use of follow-up timepoint (difference in correlation r < 0.05)
o Development of the ATTR-QOL followed best practices and included a literature review, concept elicitation interviews with - - Floor and ceiling effects * Slight floor effec: observed df_or f;é%/icaLFu?t.cti_onintg scale; best possible
patients and clinical experts, a series of Delphi expert panel reviews, translatability assessments, informal reviews by drug the 4 ATTR-QOL ImpaCtS domain scales in all score (no impact) observed in 17.6% of participants
developers, and cognitive debriefing interviews with patients . . . S T Internal consistency e Evidence of internal consistency reliability (Cronbach’s a = 0.85 for all
- Objective: Confirm the scale structure, identify redundant items, develop a scoring algorithm, and evaluate the psychometric patlents with ATTR amleldOSIS, similar reliability scales)
properties of the ATTR-QOL Impacts domain efforts are u nderway for the ATTR-QOL Test-retest reliability e Evidence of test-retest reliability (all intraclass correlation coefficients [ICCs]
> 0.80)
METHODS i
Sym PtOms dOmal n Scales- Convergent and divergent e Evidence of convergent and divergent validity for all scales (see Table 3)
Study Design validity
. ThljStStUd)’: |gcluctied aﬁult patients with symptomatic ATTR amyloidosis in the United States recruited using convenience sampling Known-groups or « Evidence of known-groups validity was found for all scales, with statistically
and targeied outreac : oting: - i i it discriminant validity significant differences across subgroups and higher (greater impact) scores
. Partic.:ipe_mtS completed the ATTR-QOLv1 at 2 timepoints, along with PRO surveys commonly used in ATTR amyloidosis to serve ;I'Nalzlze?);) Sample Characteristics: Socio-demographics and Clinical Characteristics among participants with worse symptom severity, cardiac functioning, or
as criterion measures unemployment due to ATTR amyloidosis
o These surveys included the SF-36v2 Health Survey (SF-36v2), Kansas City Cardiomyopathy Questionnaire — 12 ltems | Median (IQR) [Range] e Scale scores did not discriminate between participants based on duration of
(KCCQ-12), Norfolk Quality of Life Questionnaire — Diabetic Neuropathy (Norfolk QOL-DN), EuroQOL 5-Dimensions 5- Age, years 59 (19) [25-94] disease
Levels (EQ-5D-5L), and Patient Global Impressions of Severity (PGI-S) and Change (PGI-C) Age at Symptom Onset, years 54 (20) [22-90]
 The ATTR-QOLvV1 is a comprehensive PRO that includes: Time since Diagnosis, years 4 (3) [0-32]
o A Symptoms domain comprised of 32 two-part items designed to assess the frequency and severity of cardiac, peripheral - N (%) Table 3: Correlations between ATTR-QOL Impacts Domain Scale Scores and Related PRO
neuropathy, autonomic neuropathy (including gastrointestinal), and other symptoms attributed to ATTR amyloidosis Sex — Male 181 (77.7%) Scores at Initial Survey (N=233)
® gn Irrllpacts dorggin comfrisCIeddof 37 ri]ttelms c/jes.igr:jed tto mi_?sRure inlwp'gcts_ of ATTR amyloidosis on HRQoL Race!’ ATTR-QOL Impacts Domain Scale
0 On,? |ner|n_treraar :g\#g e:q le.dwellgt 0SS gdaln uede d.te.]my OIA0SIS White | 208 (89.3%) ) Bl Daily Social/Role = Emotional Physical
5 © pélol atl et Sdo | al yloldosis type a? Co(r)noNr ia-con tl I’:)n?OO Greatest | t derived b - the i Black or African 23 (9.9%) Functioning Functioning  Wellbeing  Functioning
e e Scores a0 o (o et (o100 (Greatst impac) were derve by averagg the e
J Ethnicity — Hispanic or Latino 46 (19.7%) Norfolk QOL-DN Activities of Daily Living 0.85 0.74 0.56 0.66
Evaluation of Measurement Model Education — At least some college 220 (94.4%) KCCQ-12 Social Limitations -0.74 -0.82 -0.59 -0.68
« Confirmatory factor analysis (CFA) was used to understand the scale structure of the ATTR-QOL Impacts domain and evaluate its ATTR Amyloidosis Type SF-36v2 — Social Function -0.66 -0.73 -0.65 -0.58
correspondence with a conceptual model drafted during the development process Hereditary, also known as variant (ATTRVv) 132 (56.7%) SF-36v2 — Role Emotional -0.64 -0.70 -0.67 -0.59
° Xﬁ_ﬁ;oidiﬁeren"[ai\?rl_ri’sn; functiorlwing (DIE()j, wh(ijch evaluate whether items perform similarly in different clinical subgroups (e.g., Wild-type (ATTRwt) 101 (43.3%) SFE-36v2 — Mental Health _0.52 _0.49 -0.68 -0.33
WLVErsus V), WEre also considere Affected Organs/Systems? SF-36v2 — MCS -0.58 -0.59 -0.73 -0.41
* |tems showing ewdepce of rgdupdance, poor fit, or DI.F were considered for Qelgtlop | Heart 182 (78.1%) KCCQ-12 Physical Limitations! .0.76 .0.76 .0.57 .0.74
 Mokken scale analysis, multi-trait analysis, and examination of scale score distributions were used to confirm and further evaluate Nervous system 124 (53.2%) SF-36v2 — Physical Function 073 _0.84 053 -0.88
the measurement model Gastrointestinal system 79 (33.9%) SF-36v2 — PCS -0.46 -0.66 -0.31 0.68
] ' 0 reviations - ransthyretin Amyloidosis Quality of Life Questionnaire; - ansas City Cardiomyopa uestionnaire — 12 item; mental component summary;
PS'VChOmetnC Ana/yses . . . . - . . Kldney (1 8 9 /0) /li\lg?folk éOL-g\J,TSo(r?gthalitytg}; Li:‘e f\ Di)gbcgtic Ne%ropl)g[h;;LPfCS(? phytsical cor;wgc?n%(r?t 1si,rnfnary; P%g gat%nt-r}ép%r’fgg (())utco:ne; SF-36v122, St;F—B"GI\\//Igg ’Healt:l ISurvel:;/ t .
e A series of psychometnc analyses were conducted to further confirm the model and to examine the re||ab|||ty (|nterna| COnS|Stency Other 15 (6 4%) ,,A\\I'(l?'treRH(i)goh:ﬁhted c;egs rlepresent va.tr;]a[t\]lersftlhkagv(\s?_re[)rlllypotrlmesized to be tmgrte klljighly gtqrrelat((ejd as elvigencif?r conveITg(iEt validilty. Due to the d(ijrectig;nality c.:fthe scales, correlations between
and teSt-reteSt), Convergent/divergent Valldlty, and known-grOUpS Valldlty of the ATTR-QOL ImpaCtS domain scales f‘,ﬁﬁﬂ?&ftgzsoﬁss Z}gﬁi”&ggﬁgﬁg@ endorsed by <5% of sample are categorized as ‘Other’ and include Asian and American Indian "The I;CCQ-Tgstas gsljasgronrﬁﬁs\’:\gredégatients who ;\Cde}ceast:c:?theexypﬁ;dea doiagencr))gissI cl)\:‘ehggrt?;Jizlr;i:(ﬁzng)weena oiner seeles are expecied fo be negallve
« Convergent validity was evaluated by examining Spearman correlations between ATTR-QOL Impacts domain scales and scales orAaskaNative.
from other PRO criterion measures; correlations =2 0.30 indicate convergent validity; higher correlations with the hypothesized e |
IS:Calis than with othellrlglciales ti)ndicate diverg}ent Vz"gity | e g ) oy PGLS | t Figure 1: ATTR-QOL Impacts Domain Scales SUMMARY / CONCLUSION
* For known-groups validity, subgroups were formed based on self-reported disease severity as measured by -S, employmen . oo e ° L _ .
status, disease duration, and KCCQ Overall Summary categories I:I_‘ lﬁlﬁ\ﬁ\ , ﬁ : Flndlng.s from thIS StUd.y support the u§e Of the 4 ATTR-QOL Impacts domain
o Group differences were tested using analysis of variance (ANOVA) for normally distributed scale scores, and Wilcoxon- - . o b': i t < scales in all patients with ATTR amyloidosis
- - g * Problems wi articipate in * Fear or anxiety *Climb up a few steps ) )
Mann-Whitney and the K.I’USkal-\./VEIIHIS tes_ts fqr non-pormally distributed scale scores @  balance impacted .E hobbies that are € related to ATTR € (35 steps) . Twelve items were removed from the Impacts domain based on the study
o p <0.05 was used to define statistically significant differences between groups <= dbllitytoldeireduiany "= Simpoftantiolyou @ °Worry about the — +Walk 100 yards _ :
S daily activities O ‘Participateinfunor O future O -Walk for 5 minutes results; the updated survey is called the ATTR-QOLv2
RESULTS D . Bathovoment | 5 activiies with other @ | onesSOr w3 "Walkfor 20 minutes o Daily Activities, Social/Role Functioning, Emotional Wellbeing, and
* The analytic gample included 233 partic_ipants. Key demographic and clinical characteristics are included in Table 1 i . E\l;é'rayzmﬂhgg;"gr g .gz:ﬂzetherwith E having ATTR g Physical Functioning scale scores can be calculated from both ATTR-
 CFA was applied to assess the prespecified 3-factor model for the ATTR-QOL Impacts domain scales == pull up pants LL. friends somewhere © LL QOL i
: : _ : e : .. : . (v} : other than your c — Versions
o Results supported the formation of 4 Impacts domain scales: Daily Activities, Social/Role Functioning, Emotional Wellbeing, P X St @ ] L ome o Q R _ . _ _ _
and Physical Functioning (Figure 1) -lcj:l:z:(p::rpsrepare é; Participate inyour %3 (s Limitations of the study included lack of clinical information and potential for
o The revised model had satisfactory fit for both the initial and follow-up surveys, and was confirmed with a secondary dataset everyday meals % :m,'.'é.’ méway you g g selection bias—only patients active in the recruitment channels encountered
o _ i - - Run household . :
ATTR-QOL Impacts items were evaluated based on the model .factor loadings and DIF orrands (for | 5 ;I'aarlr(]?I;are of your M i study advertisements
o Twelve items were selected for deletion due to cross-loading (loading on multiple factors) or DIF example, shopping @ o . _ , _ .. _ :
o Three items that were flagged for cross-loading and/or DIF were retained as they measured concepts highly important to . g’rz\f’;‘;‘;el:;s) i S ortravel Within the * The ATTR-QOL '.S Currentlly being e.V_aluated in clinical and trial setfungs to
patients during qualitative interviews. These 3 items do not contribute to scale scores transportation next month understand relationship with key clinical markers, explore responsiveness,
: : i i : . . . : * Plan outings, events, . . S . .
« See Table 2 for results of the Mokken scale analysis, multi-trait analysis, examination of scale score distributions, and the or travel for the and establish mean|ngfu| W|th|n-pat|ent Change thresholds
psychometric analyses WL
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