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A Family of Congenital Fiber Type Disproportion with Mutation in
Tropomyosin 3 (TPM3) Gene Presenting as Altered Mentality with
Respiratory Distress
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Congenital fiber type disproportion (CFTD) has been related with mutations in ACTAI, SEPNI, RYRI and tropomyosin 3
(TPM3) genes. Particularly, TPM3 mutation was identified as one of the most frequent cause of CFTD and was also detected
in cap myopathy and nemaline myopathy. Herein we report patients of autosomal dominant TPM3 missense mutations with
CFTD in a Korean family over twogenerations. Two of our patients, who developed mild muscle weakness in infancy,
presented with altered mentality and respiratory distress despite relatively mild limb weakness.
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Figure 1. Pedigree and sequencing chromatograms in a family with
tropomyosin 3 (TPM3) mutations. (A) Pedigree of the family. 7PM3
mutations of ¢.502C>T (p.Arg168Cys) are identified in two patients,

the brother and sister, of which the mother has an elongated face and
neck flexor weakness (square: male, circle: female, filled: affected,
and non-filled: unaffected). (B) A heterozygous missense mutation
of ¢.502C>T (p.Argl68Cys) is observed in exon 5 (nomenclature
refers to NM 152263.3).
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Figure 2. Pathological findings of left vastus lateralis muscle biopsy

from patient 1. (A) Hematoxylin and eosin staining (%20) showed
remarkable variation in muscle fiber size and a few internucleated
cells without inflammatory cells. (B) Modified Gomori trichrome
staining (x20) do not show any ragged red fibers, rimmed vacuoles,
nemaline bodies, or cap structures. (C) Nicotinamide adenine
dinucleotide-tetrazolium reductase staining (%20) and (D) ATPase
staining at pH 4.3 (x10) show type 1 fiber atrophy with predominance
and type 2 fiber hypertrophy; scale bar 50 pm.
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