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Muscular Dystrophy, Limb-Girdle, Type 2A 
 
Alternative Names 
LGMD2A 
Muscular Dystrophy, Limb-Girdle, Type 2 
LGMD2 
Muscular Dystrophy, Pelvofemoral 
Leyden-Moebius Muscular Dystrophy 
Calpainopathy 
 
Record Category 
Disease phenotype 
 
WHO-ICD 
Diseases of the nervous system < Diseases of the 
nervous system 
 
Incidence per 100,000 Live Births 
0-1 
 
OMIM Number 
253600 
 
Mode of Inheritance 
Autosomal recessive 
 
Gene Map Locus 
15q15.1 
 
Description 
LGMD2A belongs to a group of limb-girdle 
muscular dystrophy disorders (LGMD) that cause 
weakness and atrophy of the proximal muscles, 
namely the pelvic, scapular and trunk muscles. 
Patients with LGMD2A also suffer from 
contractures, scapular winging and calf 
pseudohypertrophy. Due to the difficulty in 
walking, affected individuals develop a distinct 
waddling gait and may fall frequently. 
 
LGMD2A is the most common type of limb-girdle 
muscular dystrophy and accounts for 30% of all 
cases. It has a gradual progression and most 
patients require a wheelchair by the third or fourth 
decade of life. However, the prognosis is highly 
variable even within family members. The age of 
onset also varies and can range from early 
childhood to adulthood. LGMD disorders affect 
both men and women equally and have a combined 

prevalence of about 1 in 14,500 to 1 in 123,000 
individuals.  
 
Diagnosis of the disorder is based on clinical 
features and laboratory investigations such as serum 
creatine kinase (CK) analysis, muscle biopsy and 
genetic testing. While there is currently no cure, 
patients require symptomatic and supportive care 
from a multidisciplinary team of specialists. 
Physical and occupational therapy are beneficial in 
improving quality of life. Patients may also require 
surgery to correct contractures or scoliosis.   
 
Molecular Genetics 
The disorder follows an autosomal recessive pattern 
of inheritance and is caused by mutations in the 
CAPN3 gene. This gene encodes the muscle-
specific large catalytic subunit of the calpain 
protein, a non-lysosomal intracellular calcium-
dependent cysteine protease. More than 300 
mutations in the CAPN3 gene have been identified 
in people with limb-girdle muscular dystrophy type 
2A. Most of these are missense mutations that 
disrupt the enzyme’s catalytic activity. 
 
Epidemiology in the Arab World 
Saudi Arabia 
Anazi et al. (2016) performed a study to determine 
the diagnostic yield of genomic tools in a cohort of 
337 Intellectual Disability (ID) patients. By using 
molecular karyotyping, exome sequencing and a 
multi-gene panel comprised of neurologically 
associated genes, the authors were able to diagnose 
58% of the cases compared to 16% using standard 
clinical evaluations. In one patient, the analysis 
helped uncover a homozygous mutation 
(c.1325G>A, p.Arg442Gln) in the CAPN3 gene, 
which is associated with pelvofemoral muscular 
dystrophy. However, the authors noted that the 
patient’s features of ID and severe hyperlaxity of 
joints were not typical presentations of this 
disorder.     
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Related CTGA Records 
Calpain 3 (OMIM 114240) 

 
External Links 
https://ghr.nlm.nih.gov/condition/limb-girdle-
muscular-dystrophy# 
 
https://www.mda.org/disease/limb-girdle-muscular-
dystrophy 
 
https://rarediseases.org/rare-diseases/limb-girdle-
muscular-dystrophies/ 
 
http://lgmd-info.org/ 
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