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e Baseline demographic and clinical characteristics stratified by

Figure 4. Distribution of observed EQ-5D scores stratified by
cohort are presented in Table 1.
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Background

e Huntington’s Disease (HD) is an autosomal dominant

neurodegenerative disorder that leads to progressive loss of Table 1. Baseline characteristics of HD cohort L =@SD - by TFC for Manliest
functional capacity and shortened life.12 ‘ | T
. _ _ _ HD gene Pre-manifest . S

e The clinical features of HD typically emerge in the peak productive Characteristics carriers HD Manifest HD S | = | |

age (i.e., between 30 and 50 years), after which the disease ~ ~ (N=8,387%) iR inains ==

(N=11,553) (N=3,544) ——

progresses relentlessly over the next 15-20 years.? o

e Loss of functional capacity coupled with impaired cognition are major Mean (SD) age (in years) 48.9 (13.9) 39.8 (12.1) 52.7 (12.7) 2 g
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with HD.# However, the relationship between functional capacity and 8 g . o 1

HRQoL is less explored. <18 0 (0%) 0 (0%) 0 (0%) - °©o o 8 o 8 ° o
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Objective
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e To assess the associations between HD functional endpoints T6s 270 (2.4% 19 (0.3 270 (3.9% B

measured by the Unified HD Rating Scale (UHDRS) Total Functional (2.4%) (0.3%) (3:2%) TFC

Score (TFC) and other scales ( i.e., Total Motor Score [TMS] , Verbal Female, n (%) 6,229 (54%) 2,110 (59.5%) 4,343 (51.8%) Wtor each TFC score: 1039, 1995, 1215, 1510, 1208, 1929, 1718, 907, 702, 502, 72, 40T, 234, 199

EQ-5D, EuroQol- 5 dimension; HD, Huntington’s disease; TFC, Total Functional Capacity.

Fluency Test [VFT], Problem Behavior Assessment [PBA]-Apathy),
Mean (SD) number of CAG
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Work Productivity and Activity Impairment-Overall Work Impairment CCl score Figure 5. Distribution of observed WPAI-OWIHD scores
due to HD [WPAI-OWIHD]) in HD gene carriers. stratified by TFC for manifest HD patient visits
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Study design & participants CCl distribution, n (%) A
e This was a non-interventional, retrospective, registry-based cohort 0-1 11,134 (96.4%) 3469 (97.9%) 8033 (95.8%) E nl o T
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study that used data from Enroll-HD global registry periodic dataset. 9.3 405 (3.5%) 69 (1.9%) 344 (4.1%) ] o« % -
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e The Enroll-HD database contains longitudinal data on d_lagnosus, 4t 14 (0.1%) 6 (0.2%) 10 (0.1%) I P _ /3,-
treatments, and HD-related measures for HD gene carriers across 19 g ] — i g //,—
countries spanning North America, Europe, Australasia, and Latin Region S - | e ‘1?,
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endpoints (i.e., UHDRS-TMS, VFT, PBA-Apathy) and QoL outcomes
(i.,e., SF-12 PCS & MCS, EQ-5D [derived from SF-12], WPAI-

CAG, cytosine-adenine-guanine; CCI, Charlson Comorbidity Index; SD, standard deviation; HD,
Huntington’s disease.

Notes: Box-and-whisker plots — black horizontal line = median; horizontal edges of box depict Q1 and Q3
(interquartile range); the end of whiskers represent minimum and maximum values

OWIHD) were used for this analysis. Notes: *After attrition, there were 8,009 manifest HD patients at Enroll study first visit. During the e The potential association between other three functional endpoints

follow-up 378 pre-mantlest patients progressed to maniiest. and QoL outcomes was explored. With certain exceptions (SF-12
MCS ~ VFT, WPAI-OWIHD ~ VFT), we observed that the other HD
functional endpoints contributed significantly to the QoL outcomes
(Table 2).

= UHDRS TFC is used to measure capacity to work, handle

finances, perform domestic chores and self-care tasks, and live e Results from the regression analysis showed that TFC contributed

independently. TFC is measured between 0-13, with higher significantly to the model while deriving SF-12 PCS score

value indicating least severity.° (coefficient: 0.822; 95% CI: 0.695 to 0.950; p<0.0001) and SF-12
MCS score (coefficient: 0.490; 95% CI: 0.317 to 0.663; p<0.0001)
among manifest HD patients (Figures 2 & 3). Further, age and

= UHDRS TMS is a 31-item tool used to assess oculomotor,

Table 2. Association of other endpoints with QoL outcomes
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findings; 4 indicating severe abnormalities).® | S oefficient (95%CI)
Figure 2. Distribution of observed SF-12 PCS by TFC for ™S 0.102 10.050 0.001 0.455

= UHDRS VFT is used to measure cognitive performance. It has a
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indicating greater impairment. - .
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e In addition, baseline characteristics (i.e., age, gender, Charlson 0- Construct iri . ther d ¢ ¢ ol
comorbidity index, and visit number) were analysed. e S S e Constructing one metric using another does not compare favourably

TFC to measuring the respective quantity empirically, which is not

M for each TFC score: 1639, 1333, 1213, 1310, 1298, 1329, 1118, 987, 792, 562, 572, 457, 234, 153

Data analysis possible in this retrospective data set.

HD, Huntington’s disease; PCS, physical component score; SF-12, Short Form Survey 12; TFC, Total
Functional Capacity.

e All study variables were summarised using descriptive statistics.
Categorical measures were presented as frequencies and
percentages while continuous measures were presented as mean
and standard deviation (SD).

Conclusions

e Overall, the demographic characteristics of the study population
was in line with previously published studies.:8°

Notes: Box-and-whisker plots — black horizontal line = median; horizontal edges of box depict Q1 and
Q3 (interquartile range); the end of whiskers represent minimum and maximum values

Figure 3. Distribution of observed SF-12 MCS stratified by

e The association between functional endpoints and QoL outcomes TFC for manifest HD patient visits

were assessed using descriptive analysis, inferential statistics

. . ) SN . . : TFC was found to have significant and seemingly linear
iIncluding but not limited to distribution of endpoints, and linear mixed SF12-MCS - by TFC for Manifest : .
modelsg P — — relationship with SF-12 (PCS and MCS) and other QoL
. 72 —_ T . :
o _ o 68 T or outcomes (EQ-5D and WPAI-OWIHD) among manifest HD

e The association modelling results were presented as coefficients and 64 - patients suggesting that TEC can be used as a proxy of QoL
their respective 95% confidence intervals (Cls). A p<0.05 was oo | '
defined a priori as statistically significant. 2l A stronger significant relationship was found between TFC and

s el T I et~ - —=| SF-12 PCS at next visit, and between TFC and SF-12 MCS at

ReS U ItS & e next visit, indicating a time lag effect.

e Overall, 15,300 patient_s a_nd their family contrqls were retrieved ” Higher age and CCI was found to negatively impact SF-12 PCS.
from the Enroll-HD periodic dataset (re!eased In October 20%8). Of 2 -g— Additionally, females with manifest HD appear to be worse off in
these, 11,553 were adult HD gene carriers, where 8,387 (73%) had ol s 8 ® F L € terms of physical health than males with manifest HD.
manifest HD, and 3,544 (27%) had pre-manifest status (Figure 1). "1 s - L] s+ ] 1
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and Q3 (interquartile range); the end of whiskers represent minimum and maximum values
Patients with 21 on-site visit with UHDRS functional

capacity measurement

(N=11,553) e Time-lag analysis between TFC and SF-12 PCS from next visit

was found to be statistically significant (coefficient: 0.260; 95% CI:
0.097 to 0.423; p=0.0018).
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Manifest HD e The association of TFC with SF-12 derived EQ-5D (coefficient:
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0.011; 95% CI: 0.009 to 0.013; p<0.0001) and WPAI-OWIHD
(coefficient: -8.388; 95% CI: -10.758 to -6.018; p<0.0001) was
found to be significant (Figures 4 & 5). No other independent
variables were found to be significant.
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HD, Huntington’s disease; UHDRS, Unified Huntington's Disease Rating Scale.

Notes: *After attrition, there were 8,009 manifest HD patients at Enroll study first visit. During the
follow-up 378 pre-manifest patients progressed to manifest.
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