
 
 
 
 
 

2nd European CMT Specialists Conference 

Antwerp, 23-25 October 2025 

 
  

Presentation PL2-01 

Biallelic PIGB variants are a cause of childhood-onset, motor-predominant neuropathy 

with conduction blocks and neuromyotonia 

 

G. Fernández-Eulate (1), R. Duval (2), M. Konyukh (3,4), A. Bertini (5), A. Candayan (6,7), A. Jordanova (6,7,8), T. Brunet 

(9), W. Müller-Felber (10), B. Isidor (11), B. Cogné (11), Y. Péréon (12), A. Cortese (13), Y. Parman (14), A. Cakar (15), D. 

Pareyson (5), S. Azouzi (2), T. Stojkovic (1) 

 
(1) Nord/Est/Ile-de-France Neuromuscular Diseases Reference Center, Institut de Myologie, Pitié-Salpêtrière Hospital, APHP, 

75013 Paris, France 

(2) Université Paris Cité, UMRS 1134, Biologie Intégrée du Globule Rouge (BIGR), INSERM, Paris, France 

(3) Department of Medical Genetics, Henri Mondor Hospital, APHP, Créteil, France 

(4) Laboratoire de biologie médicale multisites SeqOIA - PFMG2025, Paris, France 

(5) Unit of Rare Neurological Diseases, Department of Clinical Neurosciences, Fondazione IRCCS Istituto Neurologico Carlo Besta, 

20133 Milan, Italy 

(6) Molecular Neurogenomics Group, VIB Center for Molecular Neurology, Antwerp, Belgium 

(7) Department of Biomedical Sciences, University of Antwerp, Antwerp, Belgium 

(8) Molecular Medicine Center, Department of Medical Chemistry and Biochemistry, Medical University-Sofia, Sofia, Bulgaria 

(9) Institute of Human Genetics, Klinikum rechts der Isar, School of Medicine, Technical University of Munich, 81675 Munich, 

Germany 

(10) LMU Munich, University Hospital, Hauner Children's Hospital, Pediatric Neurology and Developmental Medicine, Munich, 

Germany 

(11) Service of Medical Genetics, CHU Nantes, Université de Nantes, CNRS, INSERM, L’Institut du Thorax, Nantes, France 

(12) Neuromuscular Diseases Reference Center AOC, Laboratoire d’Explorations Fonctionnelles, CHU de Nantes, FILNEMUS, Euro-

NMD, Nantes, France 

(13) Department of Neuromuscular Diseases, UCL Queen Square Institute of Neurology, London, WC1N 3BG, UK  

(14) Neuromuscular Unit, Istanbul University, Istanbul Faculty of Medicine, Istanbul, Turkey 

 

 

Glycosylphosphatidylinositol (GPI)-anchored proteins (GPI-AP) play crucial roles in the nervous system and biallelic 

variants in phosphatidylinositol glycan (PIG) genes cause severe neurodevelopmental disorders in infants. We report 

the first adult patients carrying mostly novel PIGB variants, presenting with childhood-onset, motor-predominant 

neuropathy with conduction blocks and neuromyotonia.   

Genotyping was performed via exome/genome sequencing. Clinical data were collected retrospectively. GPI-AP 

expression was analyzed in blood cells by flow cytometry. Variant validation using a PIGB KO/KI K562 model is ongoing.   

One known [p.(Arg232His)] and seven novel [p.(Leu112Pro), p.(Trp182Leu), p.(Val295Met), p.(Val414Ile), 

p.(Met436Ile), p.(Met454Thr), de novo inversion inducing a PIGB(E1–E9):Rab7(E7) fusion] PIGB variants were identified 

in 6 adults from 5 families (3 females, median age 35.5 years). All had pes cavus and distal lower-limb weakness from 

childhood, and walked independently on last visit. ENMG showed motor-predominant neuropathy with conduction 

blocks in five patients and one had demyelinating sensorimotor neuropathy. Four showed electrical neuromyotonia 

and muscle hypertrophy, 2 only muscle hypertrophy. One had episodic proximal weakness with diffuse decrements in 

repetitive nerve stimulation responsive to pyridostigmine. All but one patient had mild psychomotor delay or 
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behavioral problems and two had transit epilepsy during childhood. One had mild dysmorphic features and five had 

elevated alkaline phosphatase. GPI-AP expression in blood cells was mildly to moderately reduced in all patients. The 

p.(Leu112Pro) and p.(Met436Ile) have been validated in vitro.   

PIGB is a novel cause of slowly progressive, motor-predominant neuropathy with conduction blocks. Neuromyotonia, 

more common in acquired neuropathies, was frequent, reminiscent of HINT1-associated CMT. PIGB should be screened 

in unexplained neuropathies with conduction block and neuromyotonia. 

 


