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-1arcot-Marie Tooth disease:
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- Introduction

QCMT s one of the hereditary

-

motor & sensory neuropathies,

group of inherited.disorders of
the peripheral” |
characterized by p gressi\tlae%'

loss of muscle tissue and t
sensation across various parts
of the body
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1 CMT is the most co

iInherited neurological
disorder(autosomal dominante
recessive or an X-linked pattern)
"] Prevalence: 40 per 100,000 ( 1
2500)  fhewmr '
1 Males>Females
1 Age of onset is variable accordin
to subtype, penetrance,familia
phenotype, and aseertainment bia
1 CMT is found world wide in people
of all rac ic groups

1 Less c Americans




= cllmcal Features

1 Affects both motor‘a

{._;:.édulthood
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1 Most CMT1 symptoms starts b

decade . -
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Clinical Features

1 Foot drop (usually the i
symptom) \
1 High stepped ga\ltL
1 Frequent falls

1 Hammer toes, hi
pes cavus)
planus) ar
_| Muscle wasting
L] Wea_lgpggs In legs later progresses
to hands and forearms -
" Difficulty with finesmotor skills
1 Claw hands

1 Cram
1 Usua
early sta
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'verted champagne b ottle leg.
-Hypertrophy of the prt ,\
-Marked peroneal musc
of the distal extremities

-TypicaWanced ¢ AE'Q\\_’ |
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Clinical Features

Sensory changes
sually no sensory sympt ly stage
"1 Touch, vibratory and propfiogeptive sensati
are often damaged \

"1 Pain is intact \,a.

-1 Neuropathic p esent, severity Vi
"~ to severe and can inte pd life activities)
- L1 Pain due to postural changes, skeletal <
" deformations, muscular fatigue a
fairly common in people'with CMT
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Clinical Features

her features:
Weakness in neck an

| Tremor
| Involuntary grinding of téeth, squintin
prevalent and often go Lmogced b
person affect *
I Breathing difficu tIP\

1 Difficulties in hearing and VIS“}
1 Scoliosis causing hunching a
height

1 Malformed hip sockets

1 Gastrointes lems - difficulty
chewing, s
1 Difficulty s

of vocal cords



Exacerbating Factors

"I Emotional stress \
1 Periods of prolonged im

| Pregnancy \ |
1 Drugs: “ *
Amiodarone,Bo carbopla
Colchicine (extended us% \bno
chhloroacetate Dlsulflram Gold salts,
Leﬂunomlde Metronidazole/Misonidaz
use),Nitrofurantoin, Nitrous oxide(inhalati
or vitamin B12 deficiency), Perhexiline (not used |

theUnited State doxine (high dose),
Stavudine, S %‘%

, Taxols (paclitax
docetaxel), The e, Zalcitabine
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] Pathophysiology is either
process or an axonal prc e
_| Etiology is intragenic mutation and/6CDNA
duplications
_| More than
been identified
1 Mutations-=usually affect one o
myelin genes, but some affect t

welinati
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-ation results in defects

maintenance,and formation .
| Demyelinating Schwann cells

axon structure.and function »
"1 Some mMationWM |

-codes for :

-...mitochondrial protein P “\ | -

- [1 Usually mitechondria travels down 3
Mutated MFN2 causes mltochondrla
clusters or clots and prevents synapse from
functioning -
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DAMAGED
NERVE

Figure-4: Charcot-Maxie-Toothcauses demyfination of the nerve fibres,
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Mode of inheritangs
._

Autosomal Do nant S

common SN
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"1 Genetically heterog

genes |de2’sﬂ"|ed to dat$ ;
1 Classified am
"1 Each type addltlonmnﬁvub pes

I The major‘division comprises t n

which together are the most common

peripheral o
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1 CMT1 Hypertroph’b nyel
1 CMT2
<9
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') CMT3 (Dejerinessotta’s ésease -
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'] CMT4 (Refsum’s diR-A’R)'\» -
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‘| CMT5 (Spastic Paraplegia)
"] CMT6 (Optic Atrophy)
1 CMT7 (R

tosa)




" not
" rule out CMT)

nical History( %in
history):

‘Weakness in muscles of Iegs/i
pes

cavus, pes planu Immr ta.ens“} \
-Family history of ed feet Iack of fa

-usually no sensory symptoms reported

Physical Examination:

-distal weakness, proximal hypertrophy
-foot deformitie mpagne bottle Iegs(Stﬂ
Legs)
-DTRs reduced o

_Aoacrrancad vihratAarys an




'Diagnosis

nrve Biopsy: Not necessah

-Fiber type grouping, a similarhyr
which is evidence of a cycle of
denervation/reinnervation % ,
~ -Type 1 reveals d ation and multipl ors of

—-~remyelination, calle on?ﬁ ‘ .
“~-Type 2 reveals axon losS with wallerfan degeneration

J n U |S
specific fi

= -Type 3 reveals demyelination with thi

myelin sheath -
**There should be no inflammatory infiltrate in
an -

autoimmune d

eSsS.
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Diagnosi
enetic testing

definitive diagnosis,but not all t
are known \

Advantages: = R\ i % )
-Can simplify the diWavoi
-~ uncomfortable -

:-.'_-i”and Invasive procedures sumrMap’ yand .

g can give &
arkers for

~

§

- nerve <

-~ biopsy respectively - &«
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-Early diagnosis can facilitate early intervent
physical
therapy
Disadvantages:
-Often will not a
with CMT

A~
t for individual patients




" Treatment

ment of CMT hereditary neuropath
ortive. A Cure is not available so

=
Stall the symptoms Comprehensive de physice
therapy, shoe orthotics, leg braces a 0 correct defor
Complementary therapies may help yChologically. relieve pain ana
discomfort, and improve overall quali fllfe Vocatior J' Junseling,

anticipating progression disor may'be use )
patients. & |
.= Surgery P |
... If foot deformities are severe, c Ive foot sur

alleviate pain and.improye your ability to walk Surger
weakness or loss of sensation -

Potential future treatments ..
Researchers are investigating a number of potential therapies
one day treat CharcotsMarie-Tooth disease Potential include

medications and Inivi
the disease to futu

and
D minimize or

sympto

-

"

-

may help -
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