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Myopathic EDS and collagen XlI

Pathogenic variants in COL12A1
Encoding al-chain of collagen XlI

Fibril-associated collagen with interrupted triple helices (FACIT)
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Myopathic EDS and collagen XiII

Pathogenic variants in COL12
Encoding al-chain of collagen?

Fibril-associated collagen wit| %

Inheritance: AD or AR
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Myopathic EDS and collagen XlI

Pathogenic variants in COL12
Encoding al-chain of collagei?
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Resolving unexplained in house EDS cases

Major criteria

2. Proximal joint contractures (knee, hip, and elbow)
3. Hypermobility of distal joints
Minor criteria
1. Soft, doughy skin
2. Atrophic scarring
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3. Motor developmental delay
4. Myopathy on muscle biopsy
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78 unresolved patients fulfilling the clinical criteria for myopathic EDS

1. Congenital muscle hypotonia and/or muscle atrophy, that improves with age
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Resolving unexplained in house EDS cases

iiiiiiiiiiiﬁ,ﬁ‘ 78 unresolved patients fulfilling the clinical criteria for myopathic EDS
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Resolving unexplained in house EDS cases

78 unresolved patients fulfilling the clinical criteria for myopathic EDS
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Clinical overview of in house mEDS patients

COL12A1
I ase A54 A53 A52 p.(R18‘63C) L
I S

Age 4y Sy 13y 7y 18y
Early development | delay delay delay delay toe walking
Hypotonia | + + + + -
Muscle weakness + + + + -
Contractures | + - + + progressive
Club feet - - + - +

Joint hypermobility | generalized generalized (7/9) generalized (9/9) distal -

Hip dislocation - - + + -
Pedes plani + + - + -

Skin | soft soft soft, hyperextensible soft -
Facies | macrocrania EDS-like EDS-like micrognathia -

Clinical overview of in house mEDS patients

Major criteria
1. Congenital muscle hypotonia and/or muscle atrophy,
that improves with age
2. (Proximal) joint contractures (knee, hip, and elbow)
3. Hypermobility of distal joints
Generalized joint hypermobility
Minor criteria
1. Soft, doughy skin
2. Atrophic scarring
3. Motor developmental delay
4. Myopathy on muscle biopsy
Mild skin hyperextensibility

Light blue sclerae
Micrognathia
High arched palate
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5/7
2/7
5/7

3/7
1/7
47
1/3
1/7
3/7
2/7
2/7
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Intracellular accumulation of collagen Xll in 2 patients
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Aberrant secretion of collagen Xll in 3 patients
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Variant-specific reduction of matrix proteins
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Variant-specific molecular effects

Myopathic EDS: clinical overlap

Difficult to distinguish between mEDS and myopathies

72/78 patients genetically unresolved

¢ Genetic heterogeneity
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Myopathic EDS

Major criteria Ehlers-Danlos
1. Congenital muscle hypotonia and/or muscle atrophy, that improves with age Syndrome

2. Proximal joint contractures (knee, hip, and elbow)

3. Hypermobility of distal joints

Minor criteria
1. Soft, doughy skin
2. Atrophic scarring Distal
3. Motor developmental delay mYODathieS

4. Myopathy on muscle biopsy
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No differences in other interaction partners

Collagen |, V and VI and fibronectin normal

collagen VI
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