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For URGENT REVIEW 
 
Abstract to be submitted to ICNMD, Florence, July 2026 by 16 Jan 2026 
 
Topic Group 1 - Muscle Diseases. Genetic and Acquired Myopathies: Clinical 
Features, Pathophysiology, Therapy 

• Dystrophinopathies 
• Muscle Dystrophies (Non-Dystrophinopathies) 
• Limb Girdle Muscular Dystrophies 
• Facioscapulohumeral Muscular Dystrophies 
• Oculopharyngeal Muscular Dystrophy 
• Congenital Myopathies and congenital muscular dystrophies 
• Myotonic Dystrophies 
• Muscle Channelopathies and Related Disorders 
• Metabolic Myopathies: Glycogen, Lipids and Mitochondrial Myopathies 
• Distal Myopathies 
• Myofibrillar Myopathies 
• Inflammatory / Immune-mediated Myopathies including Inclusion Body 

Myositis (IBM) 
• Hereditary Inclusion Body Myopathies (hIBM) 
• Toxic / Endocrine / Other Acquired Myopathies 
• Other Myopathies 
• Advances in the treatment of muscle diseases. 
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Title:  
Design of ACHILLES Phase 3 randomised study: mexiletine PR vs. mexiletine IR in 
non-dystrophic myotonia 
 
‘Background/aims’ 
Mexiletine is indicated for myotonia in adults with non-dystrophic myotonia (NDM). 
Over 3000 people have received mexiletine for NDM since its approval in 2018 (Lupin 
Neurosciences), and its safety and enicacy in NDM are supported in scientific literature 
and clinical practice. Also, mexiletine has established an acceptable tolerability profile 
in NDM clinical-trial settings, with gastrointestinal (GI) enects being the most common 
adverse events (AEs) reported.  
 
ACHILLES is an exploratory, multicentre, European, open-label, crossover NDM study 
assessing the safety, tolerability and enectiveness of a new formulation – mexiletine 
prolonged release (PR) QD – versus mexiletine immediate release (IR) TID.  
 
‘Methods’  
ACHILLES is enrolling participants aged ≥16 years with genetically confirmed 
symptomatic NDM and evidence of handgrip myotonia. The target study population is 
N=24 (n=12 mexiletine-naïve and n=12 mexiletine-experienced participants). After 
screening/randomisation, participants receive 12 weeks’ treatment with mexiletine PR 
or mexiletine IR: mexiletine PR is bioequivalent to mexiletine IR. After 7 days’ washout, 
participants receive the opposite treatment for 12 weeks (Figure 1). 
 
To reduce bias, ACHILLES is randomised and collects objective information on 
adherence and tolerability in addition to patient-reported outcomes, patient-
preference, and functional-capacity data. ACHILLES also uses the clinical myotonia 
rating scale (CMRS) to evaluate myotonia severity and daily impact of disability, to help 
establish whether the CMRS is a more sensitive measure of myotonia vs. current tools. 
 
Mexiletine PR is provided as granules for oral suspension in three strengths (167 mg, 
333 mg, 500 mg) for reconstitution in water. Mexiletine IR is a 167-mg hard capsule for 
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oral administration. Dosing commences at 167 mg QD, up-titrated in Week 1 to 333 mg 
and in Week 2 to a maximum of 500 mg. 
 
Dinerences in administration and usability between PR and IR formulations are key 
factors in treatment preference. The open-label design permits direct assessment of 
these aspects in a manner relevant to real-world mexiletine use.  
 
‘Results’ 
Safety assessments include patient- and physician-reported AEs, electrocardiogram 
and standard clinical laboratory evaluations, physical examinations, and vital signs.  
 
The primary (safety) endpoint is the incidence of treatment emergent adverse events 
(TEAEs) including treatment-related TEAEs, serious AEs, AEs of special interest, and 
treatment discontinuations. Secondary (enicacy) endpoints: Video recording of Hand 
Opening Time; Individualized Neuromuscular Quality of Life questionnaire; Myotonia 
Behaviour Scale; Timed up-and-go; Visual-Analog Scale (myotonia/stinness); Clinical 
Global Impression (enicacy and tolerability) scores. Other endpoints: 10-metre walk 
test; treatment preference; gastrointestinal function (Gastroesophageal Reflux Disease-
Health Related Quality of Life); swallowing function (timed testing); CMRS evaluation. 
Cardiac safety endpoints focus on PR, QRS and QTc interval data, and average 
minimum heart rate. Endpoints will be assessed as mean changes from baseline to all 
other timepoints. Data summaries will be presented as means and confidence intervals 
rather than by P-value. 
 
‘Conclusions’ 
 
Mexiletine PR has been developed with the intention of reducing the number and 
impact of GI events experienced by patients. It provides a QD regimen that aims to 
simplify mexiletine administration, thereby improving patients’ treatment experiences 
and quality of life, especially for those with dysphagia. Enrolment in ACHILLES is 
expected to complete in summer 2026. 
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Figure: 
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