Patient-reported symptom burden of Charcot-Marie-Tooth disease type 1A (CMT1A):
results from an international digital real-world evidence study
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Introduction

Figure 1: CMT1A symptom ranked as most important by
participants (n=826)

Figure 3: Cramp frequency in the past 7 days by country (n=586)

Charcot-Marie-Tooth disease type 1A (CMT1A) is a rare disease belonging to
the group of inherited, chronic, progressive motor and sensory neuropathies
referred to as Charcot-Marie-Tooth disease (CMT). CMT1A accounts for
60–70% of CMT type 1 patients and for 40–50% of all CMT patients, with an
estimated prevalence of 1 in 5,000 people�,�. CMT1A affects the peripheral
nervous system, leading to progressive, predominantly distal muscle
weakness, atrophy, sensory loss, and progressive limb deformities�.

Average Brief Fatigue Inventory (BFI) worst level of fatigue during the past 24
hours score (n=592 who completed this instrument) is presented in Figure 6.
BFI worst level of fatigue during the past 24 hours median score is 8 (0
indicates no fatigue, 10 indicates the worst fatigue), indicating high fatigue
impact and severity.
Figure 6: BFI score by country (n=592)

Objectives
The objective of this analysis was to examine patient-reported symptom
burden for CMT1A in European and US real-world practice.

Cramp intensity (n=586 who responded to this question) is presented in Figure 4.

Methods

Almost half of participants rated the cramps they experienced as either moderate
(31%, n=180) or severe (21%, n=124). Eight percent of participants rated their
cramps as very severe.

Adults with CMT1A were recruited to an ongoing international observational
study exploring the real-world impact of CMT. Data were collected via
CMT&Me, a digital app developed for this study, through which participants
were asked questions about quality of life via patient-reported outcome
measures. This interim analysis examined participants from France,
Germany, Italy, Spain, the UK, and the USA.

Figure 4: Cramp intensity in the past 7 days (n=586)

Results

The current CMT1A symptom severity of participants (n=684 who responded
to this question) is presented in Figure 2.

Country of residence

Most participants reported the severity of their CMT1A symptoms to be
moderate (n=400, 59%) or severe (n=167, 24%).

The country of residence of the 826 respondents to this survey (from a total
of n=937 participants in the study) is presented in Table 1.

Conclusions
Patients with CMT1A experience a high level of symptom burden, affecting people
with the disease by way of physical limitations, cramps, pain, and fatigue.
Reported symptom burden was mostly similar across countries, although there
were some considerable differences in the ranking of symptoms. These are worth
noting as symptoms ranked with higher importance could drive variation between
countries in health-related quality of life, healthcare resource use, and costs.

Figure 2: Current CMT1A symptom severity (n=684)

Table 1: Country of residence (n=826)

Categorized Patient-Reported Outcomes Measurement Information System
(PROMIS®) Pain Interference 6b scores (n=584 who completed this instrument)
are presented in Figure 5.
Of participants who responded to the PROMIS® pain interference instrument,
only 159 (27%) reported pain interference within normal limits (see note).
Figure 5: PROMIS® Pain Interference 6b scores categorized (n=584)

Symptom burden
CMT1A symptoms ranked with highest importance (n=826 who
responded to this question) are presented in Figure 1.
The symptoms ranked as most important by participants were weakness
in hands and fingers (most important, 32%, n=264), difficulty walking
(16%, n=128), weakness in feet (13%, n=107), fatigue (9%, n=72), and
weakness in the legs (fifth most important, 6%, n=47). Results were
mostly similar across countries.

Cramp frequency (n=586 who responded to this question) is presented in
Figure 3.
Seventy-five percent of participants (n=438) experienced cramps on at least
one day per week, with 18% of participants (n=108) experiencing cramps
every day. This varied across countries: highest rates were among
participants in the UK and Spain (83% and 77%, respectively), while lowest
rates were among participants in Germany and Italy (74% and 61%,
respectively).
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Note: general guidelines for interpreting PROMIS® T-scores for pain interference: <55 is within normal limits, >55 to <60 is mild, >60 to <70 is
moderate, and >70 to <80 is severe. Within normal limits here does not mean no symptom.

