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Exploring the feasibility of a novel and efficient trial design for the evaluation of long-term Physical ACtivity and
Exercise outcomes in people with Huntington’s Disease.

Monica Bussel, Rebecca Playle!, Cheney J.G Drew?, Katie Taiyari!, Rhys Williams-Thomas?, Lisa Muratori?3, Katy Hamana*, Beth Ann Griffin>, Mark Kelson®, Robin Schubert3, Anne Rosser’ & Lori Quinn8& the PACE-HD & Enroll-HD principal investigators.

1Centre for Trials Research, Cardiff University, UK; 2George-Huntington-Institute and Institute for Clinical Radiology, University of Munster, Miinster; 3Stony Brook University, Stony Brook, NY, USA; “School of Health Care Sciences, Cardiff University, UK; >RAND Corporation, Arlington, VA, USA;

®Department of Mathematics, Exeter University, UK; ’Schools of Medicine and Biosciences, Cardiff University; 8Teachers College, Columbia University, New York, USA

BACKGROUND FEASIBILITY RESULTS
- Evidence of best practice for long term physical activity in Huntington’s disease (HD) is poor - Recruitment targets were narrowly missed; Cohort: 59/60 (98.3%) RCT: 57/60 (93.5%)
- Shorter term interventions (up to 12 weeks) provide support for physical activity in terms of - Retention rates at 12 months were ~ 85% in both groups (Figure 3)
motor function as well as a range of physical and social benefits - % data completeness for outcomes at baseline ranged from 42.3-100% and at 12 month

- Longer-term multi-disciplinary interventions involving physical and occupational therapy follow up from 19.2-85.2% (Table 2)

delivered through inpatient settings have reported positive outcomes Figure 3: PACE-HD CONSORT flow chart
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activity were secondary outcomes Table 2: Data completeness in the RCT and cohort
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simulated data derived from the PACE-HD study.
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Move more sit less
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developed in Exert-HD and Engage-HD

- The intervention was mapped using a logic model and
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- for the cohort and the RCT could not be addressed via propensity score weighting, likely due

to small sample sizes (Table 3).

months (Figure 1)
- A disease-specific workbook (available in English,

German and Spanish; Figure 2) supported discussions

and goal setting

- Participants decided timing, location and nature of | s Table 3: Mean [95% Cl] of difference for adjusted and unadjusted models and weighting algorithms
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Figure 2: PACE-HD workbook (German)

RESULTS N | _ - There was a promising positive intervention effect on VO2max (mean [95% Cl] of
- 116 participants (567) from the USA, Spain and Germany were recruited (see Table 1) difference 145.38 [-11.02, 301.77] and cUHDRS 0.60 [-0.16 , 1.36] respectively. It was

- Figure 3 describes the flow of participants in both the RCT and the cohort

- There were imbalances at baseline for gender, age, BMI and CAG (as assessed by Standardized
Mean Difference (SMD) (a — SMD >0.1) and Kolmogorov-Smirnov (KS) statistic (b — KS>0.1)) both
in the control and the observational cohort when compared with the intervention group (Table 1)

however not possible to achieve adequate balance across any of the groups (indicated
when KS values are below 0.1)

- The best performing algorithm between the cohort and intervention and intervention
and control groups reported maximum KS values of 0.18/0.19

- Assignificantly larger sample size would be required to yield a more precise and

Table 1: Characteristics of all participants at baseline measurable effect of physical activity on the progression of HD
RCT intervention RCT control  Cohort
(n=26) (n=27) (n=59) CONCLUSION
Gender %F 15 (57.7%) 16 (59.3%) 25 (42.4%) @b - Recruitment targets were narrowly missed
Mean (SD) age at last Enroll visit (years) 54.5 (10.5) 57.1(9.8) P 52.4(11.1) @b - Retention at 12 months was excellent
Mean (SD) BMI (kg/m2) 25.7 (3.3) 25.5(4.6)? 25.5(4.5)aPb - Pre-specified criteria for the defined minimum dataset collection targets were met
Mean (SD) CAG repeat length 43.0 ( 3.0) 42.5(2.7) %P 43.1(2.4) %P - The TWIiC design, with linkage to Enroll-HD, is feasible for long-term physical activity

evaluation in HD provided sample size requirements can be achieved
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