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Introduction

» Myotonic dystrophy (DM) is a heterogeneous group of
autosomal-dominant, multisystemic, repeat-expansion
disorders, with two distinct entities (DM1 and DM2):

— DM1: Prevalence “1:8000, with high genetic penetrance rate;
symptom severity increases and age of onset is progressively
earlier with each affected generation;’

— DM2: Less frequently recognised than DM1;? typically
presents in middle age with a mild phenotype characterised
by proximal weakness and cataracts.3

* Myotonia is a common and defining symptom of DM, although it
is considered less apparent in DM2 than in DM1.#

* Clinical management of DM largely relies on supportive care:

— No licensed treatments are available to address core DM
pathologies or symptomatic myotonia management.

« Little is known about the daily physiological and psychological
burdens associated with myotonia in DM (e.g. how burdens might
change over time, or with symptomatic myotonia treatment).

- TRACK DM aims to investigate the natural history of DM
longitudinally, utilising data from DM-Scope:

— DM-Scope is a large French registry (Figure 1) that has
collected standardised data on DM1 or DM2 since 2008;>
— TRACK DM aims to improve understanding of myotonia
in DM and provide additional information on the range
of cardiac, neuromuscular and extramuscular disease
manifestations associated with DM1 and DM2.

Figure 1. The DM-Scope registry includes >4000 patients®
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- TRACK DM is a longitudinal, noninterventional,
pseudoanonymised study that links clinical data (captured
retrospectively from DM-Scope registry) with clinical/patient-
reported data (collected prospectively): (Figure 2).

Figure 2. Study plan for the main TRACK DM study
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N=100, “90=DM1, “10=DM2
*Baseline=date informed consent given (study start)

» Clinical assessments will be collected locally for each participant
(Table 1), using validated instruments, where relevant:

— Myotonia will be evaluated in DM1 using analysis of dominant
hand opening time: The patient makes a tight fist and maintains
it for V5 sec. On the verbal cue ‘open’, they open their hand as
quickly and fully as possible. The examiner starts a stopwatch at
the cue, stopping when the fingers and thumb are fully extended
and/or when no further movement is observed. This procedure
is performed twice, with a 5-min rest between trials. Both times
are documented as the representative hand opening time.

— Additional exploratory endpoints will be collected in a
sub-study (a single-centre exploratory study (n=40), to be
undertaken at the Paris site, not reported further in this poster).
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Table 1. Schedule of planned assessments in TRACK DM (all
participants undergo all assessments)

Month 12
(£ 3 weeks)

Month 24
(£ 3 weeks)

Baseline
(Day 1)°

Parameter Screening:
historic data

from

DM-Scope
(—18 months
to Baseline)

Informed consent
obtained

AN

Inclusion/Exclusion v
criteria checked

AN

DM-Scope assessments

AN
AN

Vital signsP

AN
AN

Adverse events logged

Medical history/
demography

Physical examination®

Prior and ongoing
medications

Electrocardiogram

Ophthalmological
(presence of cataracts
since last visit)

NN XN XN TS

Gastrointestinal

NIANEENEENENIENEAY

MIRS (DM1 patients
only)®

Myotonia (hand opening
time after contraction; \/
DM1 patients only)

NN N NN XN N XN X

I IR N N AN NN

DM-Scope assessments using instruments

(\
AN
<\

Dysphagia (TWST) v

Pulmonary function v
(spirometry)

(\
AN
AN

AN
AN
AN

10m walk test \/

TRACK-DM specific assessments

Haematology/
biochemistry®

Falls

VAS stiffness

VAS muscle pain

Myotonia Behaviour
Scale score

NN XN TN X
NI N NS A NE AN
AN NE NN AN

Timed up-and-go

Patient reported outcomes (questionnaires)

MDHI (DM1); MD2HI
(DM2)’

INQoL?2

NENIIEN
NENIIEN
NIENIIEN

DM!1- activ c®

EQ-5D-5L v v v

EQ-5D, EuroQol 5 dimensions; CGl, Clinical Global Impression; INQoL, Individualized Neuromuscular
Quality of Life;® MDHI, Myotonic Dystrophy Health Index;’” MIRS, muscular impairment rating scale;®
TWST, timed water swallowing test; VAS, visual-analogue scale.

aScheduled DM-Scope visit.

bPulse, respiration rate, body temperature, blood pressure.

“BMI, height and weight.

dLiver function tests; renal function tests; glycosylated haemoglobin; CBC, cardiac markers only.

Participants’ characteristics

Inclusion criteria

1. Informed consent provided
2.Male or non-pregnant female aged >16 years at screening
3. Confirmed genetic diagnosis of DM1 or DM2

4.Enrolment on DM-Scope registry and affiliation to/beneficiary of a social
security system

5.Medical history data for > 18 months before study enrolment
6. Clinical signs of handgrip myotonia (participants with DM1)
7. Clinical signs of other myotonia subtypes (participants with DM2)

Key exclusion criteria

1. Participant is a vulnerable adult

2.0ther medical conditions/serious illness that preclude study
participation, or participant is unlikely to comply with protocol-
defined procedures and is therefore unlikely to complete the study
(investigator’s opinion)

3.Incomplete myotonia data or myotonia absence at last visit before study
enrolment

4.Unable to perform study-specific evaluations e.g. hand grip
dynamometry, 10m walk test, etc. (investigator’s opinion)

5. Mexiletine treatment within 18 months before baseline (Day 1)

To investigate evolution of myotonia presence,
perception and impact on disease burden over
time in patients with DM1 or DM2

Primary

objective

To evaluate progression of other multisystemic
manifestations of DM (e.g. cardiac, pulmonary,
Gl, hepatic and renal impairments/disorders,
muscle weakness, stumbling, falls)

Secondary
objectives
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Conclusions

- TRACK DM will be an ambispective, longitudinal,
pseudoanonymous, 24-month study that aims to increase
knowledge of the natural history of DM1 and DM2:

— Myotonia severity/burden;

— Cardiac, neuromuscular and extramuscular disease
manifestations

* The study aims to provide insight into symptoms of
myotonia and their associations with other features of the
diseases.

« TRACK DM links participants’ retrospective clinical data
(from DM-Scope registry) with prospective clinical and
patient-reported outcome data.

» Data will be collected frequently during the prospective
study period, using robust tools for clinical and patient-
focused reporting.

Key assessments/endpoints:

DM1; DM2; length of nucleotide repeats; age; age of
DM onset; age of myotonia symptom onset; cardiac
manifestations, safety data

Patient
demographics

Myotonia presence (baseline and month 24)
longitudinal observations assessed using hand
opening time, VAS stiffness, MBS, DM1-activ c,
INQoL, MDHI, 10-m walking test, TUG test

Primary

endpoints

Progression of DM-related multisystemic symptom
manifestations at other timepoints: cardiac/ respiratory
function; physical parameters; AEs; concomitant
medications; Gl changes; muscle assessments; falls;
dysphagia; VAS muscle pain/ stiffness; changes in
ambulation, QolL, well-being

Secondary
endpoints

AE, adverse event; DM, myotonic dystrophy; Gl, gastrointestinal; INQoL, Individualized Neuromuscular
Quality of Life; MBS, Myotonia Behavioural Scale; MDHI, Myotonic Dystrophy Health Index; QoL, quality
of life; TUG, timed up-and-go; VAS, visual-analogue scale.

Statistical analyses

- Descriptive statistics will summarise baseline characteristics,
retrospective, and prospective assessments.

- Data for DM1 and DM2 will be analysed separately;

— Actual values and changes or shifts from baseline will be
summarised by visit, where applicable.

» Continuous outcomes will be analysed by N subjects, mean, SD,
median, minimum, and maximum.

- Categorical outcomes will be summarised using frequency %.

- Associations between myotonia assessment and other
endpoints will be assessed as appropriate.

- Statistical analyses will be performed using Statistical Analysis
Software (SAS Institute, Cary, North Carolina) version 9.4 or
later, or R software’© version 4.3 or later.

* Methods to address immortal time bias will be described in the
statistical analysis plan.

- Sample-size determination: It is planned to assess 100
participants (N=90, DM1; N=10, DM2)
* The study will not be powered for efficacy or safety testing.

Ethical considerations

 TRACK DM will be conducted in accordance with Good
Clinical Practice requirements as described by the International
Council on Harmonization of Technical Requirements of
Pharmaceuticals for Human Use:

— Compliance with these regulations also constitutes
compliance with ethical principles described in the current
Declaration of Helsinki.
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