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50 Years Ago in THE JOURNAL OF PEDIATRICS
Myotonic Dystrophy: A Neglected Form of Mental Retardation
Calderon R. J Pediatr 1966;68:423-31

C

alderon described 6 cases of congenital myotonic dystrophy and compiled 55 infants reported, 53 of whom had
associated global developmental delay. The author believed that patients with congenital myotonic dystrophy
were unrecognized. In the end, his conclusion remains equally valid today—that when evaluating a child with developmental delay, myotonic dystrophy type 1 (DM1) should be considered among the differential diagnoses, particularly when features associated with neuromuscular disease were present.
As well-characterized by Calderon, diagnosis for DM1 is considered when a newborn or young infant is presented
with facial and generalized weakness, global hypotonia, feeding difficulties, and respiratory failure commonly associated with myotonic dystrophy. As Calderon illustrated, family history and clinical exam of the patient and parents
could lead to the diagnosis. As opposed to 50 years ago, diagnosis of DM1 is now confirmed by molecular genetic
testing of the CTG repeat expansion in the 30 -untranslated region of the DMPK gene. Calderon was well aware that
myotonic dystrophy was inherited in an autosomal dominant pattern; however; we now understand that disease
severity and age of onset are not determined by the isoallele he suspected was provided by the other parent, but rather
by the number of CTG repeats in the DMPK gene.
Use of ancillary testing such as electromyography and muscle biopsy can still be useful in questionable cases, but
electrical myotonia is not present in affected infants and muscle biopsies can be indistinguishable from those of other
congenital myopathies. Brain magnetic resonance imaging has now replaced the skull radiographs, providing better
demonstration of cortical atrophy, ventriculomegaly, and white matter abnormalities.
The manuscript also posed the question of whether myotonic dystrophy, myotonia congenita, and paramyotonia
were allelic disorders. We now know they are separate entities secondary to well-defined gene defects.
Survival of even the most severely affected infants has improved notably. Management remains supportive. Treatment of myotonia has been replaced by mexiletine, which can be moderately helpful.
Even though DM1 is more easily recognized today, greater awareness is still needed. The first clinical trials of antisense knockdown of the genetic defect are emerging. One can only imagine what the next 50 years will bring for
patients with myotonic dystrophy.
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