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Muscle weakness
Smaller fibers with central nuclei

Autosomal
X-linked dominant Sporadic
CNM (XLCNM) (ADCNM)

Protein Myotubularin Dynamin 2 hJUMPY, RYR1

Severity +++ / birth + /[ adulthood ++
/onset




Most of the 100 million miflion cells from
which a human is made contain 23 pairs of
chromosomes. The DNA from which they are
composed includes 50 to 100 thousand
genes, which are the instructions required
for assembling proteins from amino acids.

Protein

http://www.eibe.info/
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http://www.eibe.info/

Sexual chromosomes = determine sex
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http://www.simpsonspark.com/pictures_others1.php
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AUTLESEME NECeESSIVEICENuRUG Earnmyopauiy,

« Weak » mutation

http://www.simpsonspark.com/pictures_others1.php




AUTESEmME Momimancenrenue Earsmyepaiay

« Strong » mutation

Dynamin 2
(D N M 2) http://www.simpsonspark.com/pictures_others1.php




Most of the 100 million miflion cells from
which a human is made contain 23 pairs of
chromosomes. The DNA from which they are
composed includes 50 to 100 thousand
genes, which are the instructions required
for assembling proteins from amino acids.

http://www.eibe.info/
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Letter change:
unnoticed
beneficial
mutation => disease
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Data from iviciecular analysis DNA/samples from patients
(I‘es earch |ab) 55 patients without mutations in known genec

: -

Hypothesis

|

Identification of amphiphysin 2 as a causative gene

Data released in the journal Nature Genetics (september 2007) :

- First link between 2 forms of the disease (recessive + dominant)
- Hypothesis on the mechanisms of centronuclear myopathy
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Blood sample : DNA
Blood or skin : cells (DNA and protein)

*Muscle biopsy : histology and proteins

350 patients received :
220 mutated in MTM1 - myotubularin
15 mutated in DNM2 - dynamin
3 mutated in BIN1 - amphiphysin

~100 without known cause (1/3), mainly sporadic or recessive

=> Other unknown genes




Reading DNA

© Applied Biosystems

Use of cells and biopsies:
a-MTM1
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Preimplantation

*Prenatal

Confirmation of clinical diagnosis

Primary care : minimizing the effects of the disease

-Prognosis (requires exhaustive molecular / clinical comparison)

‘Prerequisite to apply specific therapeutics
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Patients
Myotubular / centronuclear myopathies

/ \

Therapeutic approaches Molecular causes

| \

\ /

Mechanisms of the disease Molecular diagnosis

.




ExtensiverPatientis andibpatamrecruimient

Patients

/ Clinical data\

Therapeutic trials Muscle biopsy

( Histology

Patients list DNA/blood
with extensive data Molecular diagnosis

N

Known mutation
(better counselling and handling)
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