Afectiunile neurologice cu transmitere
(predispozitie) ereditara: distrofiile
musculare progresive, amiotrofiile neurale,
miotoniile.

Boala Wilson.

Ataxiile ereditare.

Boala Strumpell.

Vitalie Lisnic



Miopatiile
Distrofiile musculare
progresive

Un grup de maladii ereditare,
caracterizate prin slabiciune musculara
si atrofia muschilor



Distrofiile musculare
progresive

Forma centurilor

« X —lincata (distrofinopatii)
e Autosomal — dominante
« Autosomal - recisive
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Wilhelm Erb (1840-1921)




Distrofia musculara
Duchenne

* Cea mai frecventa forma de
distrofie musculara

* Tipul de mostenire —

recesiv X- lincat

(exclusiv sufera barbatii)

* Debut — pana la varsta de 5 ani
* Tn adolescenta — deficiente motorii majore
* Tn deceniul 3 al vietii — exitus




Distrofia musculara Duchenne

Simptome precoce:

- Mers pe varful degetelor
- Mers de rata

- Imposibilitatea alergarii

Initial se afecteaza muschii centurilor pelviene,
apoi humero-scapulare, ulterior — muschii
membrelor si muschii respiratori

Pseudohipertrofia muschilor gambelor
Semnul Govers



Scara Govers




Pseudohipertrofia muschilor
gambel




Distrofia musculara

Duchenne

- In stadiile tardive —implicarea
muschilor cardiaci si retard mintal

Administrarea Prednisolon 0,75 mg/kg/zi
putin amelioreaza progresia maladieli



Distrofia musculara Duchenne
Diagnosticul

EMG

Creatinfosfokinaza-majorare
exprimata

Biopsia musculara

Examinare genetica-moleculara-gena
codifica distrofina



Biopsia musculara




Biopsia musculara
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Wilhelm Erb: Muskeldystrophie heute
Dystrophia muscularis progressiva (1891)
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IMAGE OF THE MOMENT

Serum CK as a guide to the
diagnosis of muscle disease

Dimitri Renard

The serum creatine kinase (CK) concen-
tration is often—but not always—
elevated in muscle disease. The degree of
elevation, together with clinical, electro-
physiological, radiological and histo-
logical characteristics, can help to
characterise individual myopathies.! *
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Dimitri Renard Pract Neurol 2015;15:121

normal serum CK concentration. To the
best of my knowledge (and to my sur-
prise) there have been no previous similar
one-image overviews covering the most
common myopathies and their serum CK
concentrations. This kind of image
should help neurologists who are trying



A semiquantified representation of the range of serum creatine kinase concentrations
(quantified as x times the normal value) encountered in the vast majority of patients in each
disease category.
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Duchenne, Duchenne muscular dystrophy; Becker, Becker muscular dystrophy; DM1 and DM2, myotonic dystrophy type 1 and 2; FSHMD, facioscapulohumeral muscular dystrophy; LGMD,
limb girdle muscular dystrophy; OPMD, oculopharyngeal muscular dystrophy; Bethlem, Bethlem myopathy; EDMD, Emery-Dreifuss muscular dystrophy; Pompe, Pompe disease; PM,
polymyositis; DM, dermatomyositis; IBM, inclusion body myositis; CM, congenital myopathy; CM RYR, RYR1 mutation-related congenital myopathy; CMD SEPN/COL6/LAMA?2, SEPN/
COL6/LAMA2 mutation-related congenital muscular dystrophy; CMD alpha-dystro, congenital muscular dystrophy related to impaired alpha-dystroglycan glycosylation; Distal, distal myopathies
related to mutations of TTN/TTID/LDB3/VCP/CRY AB/DESM/FLNC/MYH7/NEB/BAG3/MYOT : Distal DYSF/ANO, distal myopathies related to mutations of DYSF/ANOS5

Dimitri Renard Pract Neurol 2015;15:121



Distrofia musculara Becker

Se aseamana cu distrofia Duchenne

Nivelul distrofinei in muschi nu este
modificat, dar este calitativ diferit

Debut mai tardiv —10-11 ani
Exitus mai tarziu — 42 ani

Afectarea cardiomiocitelor si retardul
mintal nu sunt caracteristice
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Miotonia

* Se caracterizeaza prin relaxare intarziata a
muschilor dupa contractarea lor datorata

modificarilor patologice ale membranei
fibrelor musculare



Miotonie




Distrofia miotonica

* Tip de mostenire autosomal-dominant
* Se manifesta in deceniile 3-4 ale vietii

 Majorarea numarului repetarilor
trinucleotidelor (CTG) in gena pe cromozomul
19 (19913.2 - 19g13.3),

Codifica miotonin-proteinkinaza



m. sternocleidomastoideus,
m. portiunilor distale ale membrelor

Distrofia miotonica

Slabiciunea si atrofia muschilor fetei,

Cataracta

Ples frontal

Diabet zaharat

Tulburari de conducere cardiaca
Modificari de intelect




Distrofia miotonica

e EMG - descarcari de
frecventa inalta,
amplitudinea carora
undulat creste si se
micsoreaza— sunet pentru
“avion cazand”

* Pentru diminuarea
miotoniei — sulfat de
chinina (300 -400 mg 3
ori/zi), procainamid (0,5-1
g 4 ori/zi) sau fenitoina
(100 mg 3 ori/zi)



Miotonia congenitala
(boala Thomsen)

Se transmite pe cale autosomal-
dominanta

Mutatie pe cromozomul al 7-a

Miotonie generalizata fara de slabiciune
musculara

Se manifesta indata dupa nastere



Manifestarile clinice ale bolii
Wilson

* Debut in perioada de copilarie sau adultul
tanar
* Manifestari somatice

- Inelul Kaizer - Fleisher —inele cafenii pe
cornee

(depuneri de Cu)
- Ciroza ficatului



Kayser-Fleischer ring in lll:1 before treatment (fig 1A) and after treatment with antichelation
therapy for 15 months (Fig 1B and 1 C).

o g

Nicholl D J et al. J Neurol Neurosurg Psychiatry
2001;70:514-516



Manifestari neurologice

Asociate de afectarea nucleului caudat, putamen, scoartei cerebrale si
cerebelare:

(debut pana 20 de ani) Distonie sau parkinsonism cu semne piramidale
(debut la o varsta mai mare) Tremor in repaus sau postural

Miscari coreice in membre, balism

Grimase, poze patologice

Ataxie

Accese epileptice

Tulburari psihice (dementa, lentoarea activitatii psihice, dereglari de
memorie si atentie, dereglari de comportament si personalitate, psihoze
cu halucinatii)



Boala Wilson




Diagnosticul

* Diminuarea concentratiei Cu si
ceruloplasminei in serul sanguin

 Majorarea excretiei Cu prin urina timp de 24
de ore

* Biopsia ficatului— majorare exprimata a
concentratiei Cu si ciroza



IRM

* Atrofie corticala, modificarea ganglionilor
bazali




Tratament

* Penicillamina 1,5 — 2 g/sut per os

» Sulfat de Zn (200 mg/sut per os) — pentru
micsorarea absorbtiei Cu in intestin

* Transplant de ficat



Ataxiile ereditare

INHERITED
ATAXIAS

Autosomal
recessive (AR)

Autosomal
dominant(AD)

X-Linked

Mitochondrial
disease
(if mtDNA
should have
maternal
inheritance)




Autosomal recessive cerebellar
ataxias

* Debutul pana la 20 ani

e Ataxia Friedreich — cea mai frecventa forma
(40%)



Ataxia Friedreich

Se transmite pe cale autosomal - recesiva

Majorarea numarului repetarii trinucleotidelor
GAA

Gena Frataxin 9g13-g21.1



Ataxia Friedreich

Prevalenta 2/100,000.

Ataxie la mers si a
membrelor progresive

Particularitati aditionale:

Neuropatie axonala
sensorie - motorie

Implicarea tractului
piramidal

Cardiomiopatie hipertrofica
Modificari scheletale
Atrofie optica

Surditate

Diabet

Nicolas Fridreich 1863




Ataxia Friedreich

Debuteaza intre 8-15 ani, sunt exceptii

Campuzano (1996) — identificarea genei frataxin
— repetarea trinucliotidelor (GAA) in intronul 1.
Expansiunea ambelor alele — 96%.

100-2000 repetari (Normal 7-22)

Frataxin implicat in metabolismul ferului in
mitocondrii
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Ataxii Spinocerebelare

AUTOS0MAL
DOMINANT
ATAXIAS
ADCAI Ataxia plus (ataxia combined with other features,
including extrapiramidal features,
myoclonus, or supranuclear gazer palsy)
ADCA 11 Ataxia with retinitis pigmentosa

ADCA I

Pure cerebellar ataxia




Ataxie cerebeloasa ereditara

* Ataxie cerebeloasa progresiva.
* Se transmite pe cale autosomal-dominanta

* Gena patologica grad mare de expresie. Nu se
observa omiterea generatiilor.



Ataxie cerebeloasa ereditara

* Hipoplazia cerebelului, uneori — atrofia
olivelor, puntei Varoli

* Degenerescenta combinata a sistemelor
spinale, asemanatoare cu ataxia spino-
cerebelara Friedreich

e Varsta medie de debut - 34 de ani



Transmitere autosomal dominanta
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Paraplegia spastica familiala
(boala Strumpell)

* Transmitere autosomal-dominanta (debuteaza
in primul deceniu de viata)

* Transmitere autosomal-recesiva(debuteaza
mai tarziu, dar evolueaza mai grav)

e X-lincata



Paraplegia spastica familiala
(boala Strumpell)

e Parapareza spastica inferioara profunda (pana
a paraplegie)

* Limitate miscarile in membrele inferioare,
oreponderent din cauza spasticitatii si nu
slabiciunii

 Tulburari de sensibilitate li sfincteriene nu se
depisteaza, reflexele abdominale sunt

pastrate




Paraplegia spastica familiala
(boala Strumpell)

Pacientul merge cu dificultati, dar poate sta in
picioare timp indelungat

Progreseaza lent, pacientii mult timp pot fi apti de
lucru

Baclofen, midocalm, tropatin, scopalamin — pentru
micsorarea tonusului muscular.

Tratament ortopedic



