Research Project: DentatoRubral-PallidoLuysian Atrophy Natural
History and Biomarkers Study (DRPLA NHBS)

This project was made possible by a donation from Andrea and Paul Compton, who
have a son affected by DRPLA, and have created a foundation called CureDRPLA.

Principal Researchers: Prof. Paola Giunti (UK), Prof. Henry Houlden (UK), Dr. Yael
Shiloh-Malawsky (USA) and Dr. Claire Miller (USA).

Scientific Summary:

Dentatorubral-pallidoluysian atrophy (DRPLA) is a neurodegenerative disease
caused by an expanded CAG repeat in the ATN1 gene, resulting in a mutant protein
(atrophin-1) with a polyglutamine expanded tract. Due to its low frequency, there is
very few information available regarding its natural history and valid biomarkers for
the condition is generally lacking. This study aims to obtain natural history data of the
condition and valid biomarkers, which can be used as outcome measures in order to
facilitate the implementation and development of clinical trials.

The study design is prospective, observational, longitudinal, multi-national, and multi-
centre study, A DRPLA-mutation carrier group and an unaffected control group will
be included in the study. The study aims to recruit 150 DRPLA participants and 75
unaffected controls. The study sites are in the United Kingdom (UK), the United
States (US), and Japan. Although participants from remote centres could also be
recruited. The study will include 3 visits: a baseline visit and two follow-up visits, after
1 and 2 years from enrolment.

This study will collect longitudinally clinical measures in patients affected by DRPLA
and gather information from different biomarker modalities. Data collected will
include demographics and limited retrospective information, neurological and
neuropsychological assessments, biological samples (blood, urine, saliva, CSF,
stool, skin biopsy) and MRI data at baseline and annually for the duration of the
study. Biosamples will be carefully stored/curated to form a uniquely valuable bank
of DRPLA samples available for future research collaboration.



Lay summary:

The DRPLA NHBS has three main objectives. Firstly, researchers would like to
characterize the natural history of DRPLA, that is to say, how subjects with DRPLA
change over time. Secondly, this study will identify genetic factors and biomarkers
that could predict disease progression. A biomarker is any variable/characteristic that
informs of physiological processes, pathological processes or response/effects of a
drug. Lastly, this study will provide useful information to support the design and
conduct of clinical trials in the future.

This study will collect health information from DRPLA individuals over three years to
understand how this condition develops over time. The study also recruits
participants without DRPLA, so that they are able to compare how individuals with
DRPLA differ from those without.

Participating in this study will involve annual appointments at the clinics where the

neurologist will do some clinical assessments (e.g. ataxia scales, brain MRI, blood

collection, etc.). This study will have sites in the United Kingdom, the United States
and Japan. Although participants from remote centres could also be recruited.



