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Myofibrillar myopathy

Description

Myofibrillar myopathy is part of a group of disorders called muscular dystrophies that
affect muscle function and cause weakness. Myofibrillar myopathy primarily affects
skeletal muscles, which are muscles that the body uses for movement. In some cases,
the heart (cardiac) muscle is also affected.

The signs and symptoms of myofibrillar myopathy vary widely among affected
individuals, typically depending on the condition's genetic cause. Most people with this
disorder begin to develop muscle weakness (myopathy) in mid-adulthood. However,
features of this condition can appear anytime between infancy and late adulthood.
Muscle weakness most often begins in the hands and feet (distal muscles), but some
people first experience weakness in the muscles near the center of the body (proximal
muscles). Other affected individuals develop muscle weakness throughout their body.
Facial muscle weakness can cause swallowing and speech difficulties. Muscle
weakness worsens over time.

Other signs and symptoms of myofibrillar myopathy can include a weakened heart
muscle (cardiomyopathy), muscle pain (myalgia), loss of sensation and weakness in the
limbs (peripheral neuropathy), and respiratory failure. Individuals with this condition may
have skeletal problems including joint stiffness (contractures) and abnormal side-to-side
curvature of the spine (scoliosis). Rarely, people with this condition develop clouding of
the lens of the eyes (cataracts).

Frequency

The prevalence of myofibrillar myopathy is unknown.

Causes

Mutations in several genes can cause myofibrillar myopathy. These genes provide
instructions for making proteins that play important roles in muscle fibers. Within muscle
fibers, these proteins are involved in the assembly of structures called sarcomeres.
Sarcomeres are necessary for muscles to tense (contract). The proteins associated with
myofibrillar myopathy are normally active on rod-like structures within the sarcomere
called Z-discs. Z-discs link neighboring sarcomeres together to form myofibrils, the
basic unit of muscle fibers. The linking of sarcomeres and formation of myofibrils
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provide strength for muscle fibers during repeated muscle contraction and relaxation.

Gene mutations that cause myofibrillar myopathy disrupt the function of skeletal and
cardiac muscle. Various muscle proteins form clumps (aggregates) in the muscle fibers
of affected individuals. The aggregates prevent these proteins from functioning normally,
which reduces linking between neighboring sarcomeres. As a result, muscle fiber
strength is diminished.

At least six genes have been associated with myofibrillar myopathy. Mutations in these
six genes account for approximately half of all cases of this condition. Mutations in the
DES, MYOT, and LDB3 genes are responsible for the majority of cases of myaofibrillar

myopathy when the genetic cause is known.

Learn more about the genes associated with Myofibrillar myopathy

* DES
« LDB3
« MYOT

Additional Information from NCBI Gene:

« BAG3

« CRYAB

¢« FLNC
Inheritance

This condition is inherited in an autosomal dominant pattern, which means one copy of
the altered gene in each cell is sufficient to cause the disorder.

Other Names for This Condition

* Myofibrillar myopathies

Additional Information & Resources

Genetic Testing Information

» Genetic Testing Registry: Desmin-related myofibrillar myopathy (https://www.ncbi.nl
m.nih.gov/gtr/conditions/C1832370/)

* Genetic Testing Registry: Myofibrillar myopathy 2 (https://www.ncbi.nim.nih.gov/gtr/
conditions/C1837317/)

* Genetic Testing Registry: Myofibrillar myopathy 4 (https://www.ncbi.nlm.nih.gov/gtr/
conditions/C4721886/)
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https://www.ncbi.nlm.nih.gov/gene/1410
https://www.ncbi.nlm.nih.gov/gene/2318
https://www.ncbi.nlm.nih.gov/gtr/conditions/C1832370/
https://www.ncbi.nlm.nih.gov/gtr/conditions/C1837317/
https://www.ncbi.nlm.nih.gov/gtr/conditions/C4721886/

» Genetic Testing Registry: Myofibrillar myopathy 5 (https://www.ncbi.nlm.nih.gov/gtr/
conditions/C1836050/)

» Genetic Testing Registry: Myofibrillar myopathy 6 (https://www.ncbi.nlm.nih.gov/gtr/
conditions/C2751831/)

* Genetic Testing Registry: Myofibrillar myopathy (https://www.ncbi.nlm.nih.gov/gtr/co
nditions/C2678065/)

* Genetic Testing Registry: Myofibrillar myopathy 3 (https://www.ncbi.nlm.nih.gov/gtr/
conditions/C3714934/)

Genetic and Rare Diseases Information Center

» Myofibrillar myopathy (https://rarediseases.info.nih.gov/diseases/10529/index)

Patient Support and Advocacy Resources

* National Organization for Rare Disorders (NORD) (https://rarediseases.org/)

Catalog of Genes and Diseases from OMIM

* MYOPATHY, MYOFIBRILLAR, 1; MEML1 (https://omim.org/entry/601419)
* MYOPATHY, MYOFIBRILLAR, 2; MEM2 (https://omim.org/entry/608810)
* MYOPATHY, MYOFIBRILLAR, 3; MFEMS3 (https://omim.org/entry/609200)
* MYOPATHY, MYOFIBRILLAR, 4; MEMA4 (https://omim.org/entry/609452)
* MYOPATHY, MYOFIBRILLAR, 5; MEM5 (https://omim.org/entry/609524)
* MYOPATHY, MYOFIBRILLAR, 6; MEM6 (https://omim.org/entry/612954)

Scientific Articles on PubMed

* PubMed (https://pubmed.ncbi.nim.nih.gov/?term=%28myofibrillar+myopathy%5BT]I
AB%5D%29+AND+english%5Bla%5D+AND+human%5Bmh%5D+AND+%22last+1
080+days%22%5Bdp%5D)
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