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BN N, Sinh nam: 2003
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Nhap vién: 11/03/2021

Thuan tay phai

Ly do vao vién:Té yéu 2 ban chan



Bénh st (bn tw khai bénh)

Bé&nh nhan té& 2 ban chan da nhiéu nam khéng nh& bat dau tir ltc nao, té
tang khi thoi tiét thay dbi, ban chan thwdng xuyén khd, lanh, luc té nhiéu
lam bénh nhan mat cdm giac, di khé khan. B&nh nhan thwéng xuyén giam
cam giac s& cham cac ngon chan, con cam giac néng lanh, khéng té, giam
cam giac 2 tay. Bénh nhan nhan thay ban chan teo dan, di hay roi dép kém
teo mat ngoai 2 ban tay, té va gidam cam giac nhiéu. Nhap BV



1. Ban than:

Khéng tién can bénh ly ndi khoa.

Khéng tién can chan thwong, phau thuat.

Khéng s dung thudc, di rng, khéng tiém nglra gan day.

2. Gia dinh: Gia dinh c6 6ng ndi, bd va em trai bién dang ban chan tinh chat twong tw, khéng diéu
tri gi, chan doan?

3. Xa hoi:

Khéng di xa, khdng udng rwou bia, an udng kém.

Khéng tiép xuc déc chat, kim loai nang




Kham than kinh:

Chirc ning than kinh cao cap:

DPinh hwéng lwe: B&nh nhan tinh, tiép xuc tét, dinh hwéng lwc dang.
Tri nh& gan, tri nhé xa binh thwdng, tap trung cha y tot.

Khéng mét ngdn ngi.

Khéng mat s&r dung dong tac.

Tw thé dang bo: B&nh nhan nam, clr ddng tay chan binh thwdng.



Kham 12 déi day than kinh so:
- Day I: khéng mat mui.
- Day II: Thj lwc binh thwérng, khdng mat thi trudng.
- Day lll, 1V, VI.
Pong t&r 2 bén tron déu # 2mm, phan xa anh sang trwc tiép va déng cdm dwong tinh, con phan
xa hoi tu.
Khéng sup mi, khéng [16i mat.
Khéng gi¢i han van nhan, khéng nystagmus.
- Day V: con phan xa gidc mac hai bén, cam giac vang mat 2 bén binh thwéng, co can 2 bén
binh thwdng.



- Day VII: nham mat kin, khéng mat nép nhan tran, nép mii ma 2 bén can doi, vi giac khéng kham.
- Day VIII: thinh lwc binh thuwong, Weber, Rinne test binh thwdng.

- Day IX va X: bénh nhan &n udng binh thwdng, khéng séc, con phan xa nén, vom hau hai bén nang déu.
- Day XI: Co &rc don chim hai bén can ddi, nang vai 2 bén déu.

- Day Xll: Lwdi khong teo, khdng léch, khdng rung giat co lwdi, van dong binh thwong.



Kham van dong:

- Ban chan bién dang hinh vom (pes cavus), ngén chan hinh bua (hammer toe).
- Teo co ban chan, teo nhe mat ngoai 2 ban tay.
- Khdng rung giat bo co.
- Khéng ¢6 cac clr ddng bat thwong.
- Trwong lwe co hai bén binh thwéng, déu.
- Src co: 2 Tay 5/5
2 Chan: goc chi 5/5, ngon chi 3-4/5
- Lam dwoc nghiém phap ngén tay chi mii, di ndi got, cac van dong thay dbdi nhanh.












Hé cam giac:

- Giam cam giac s& 2 ban chan, 2 ban tay binh thwdng.

- Cam giac dau nhiét 2 bén binh thwdng.

- Gidm cam gidc rung &m thoa, vi thé khdp 2 ban chan, 2 ban tay binh thudng.
- Khéng c6 khoanh cam giac, phan ly cam giac.




Phan xa:

- Phan xa gan co tw chi (-).

- Phan xa da bung hai bén dap &ng.

- Phan xa nguyén phat: khéng ghi nhan.

- Phan xa da long ban chan dap ng gap.
- Khéng cé Clonus va phan xa ba co.
Dau mang néo:

- C6 mém.

- Kernig am tinh, Brudzinski am tinh.

- Laseqgue (-).

Céc thanh phan khac nhw hép so, cét sdbng, mach mau, hé than kinh thwe vat; Chwa phat
hién bat thudng.



Tham kham néi khoa

- Sinh hiéu: Mach 80 lan/phdt.
Huyét ap: 110/70mmHg.
Nhiét do: 37 d6 C.
Nhip thé: 18 lan/phut.

-Tdng trang gay . ,
- Cac co guan chwa phat hién bat thwdng



BN n¥, 18 tudi, nhap vién vi té yéu chan
Tién can ban than: Dinh dwdng kém.
Tién can bién dang ban chan gia dinh.

Kham ghi nhan:

- Ban chan bién dang hinh vom (pes cavus), ngon chan hinh bua (hammer toe).

- Teo co ban chan, teo nhe mat ngoai 2 ban tay.

- Strc co tay 5/5, chan: gbc chi 5/5, ngon chi 3-4/5.

- Giam cam giac s¢, cam giac sau 2 ban chan, 2 ban tay binh thwdng, cam giac dau
nhiét 2 bén binh thuong.

- Mat PXGX tw chi.




DICH NAO TUY:

Trong subt, khéng mau, Héng cau: 5 TB/mm3

Té bao c6 nhan: 2 TB/ mm3

Bach cau lympho: 90 %, Bach cau doan trung tinh: 10 %
MONO: 0 %, TB khéac: khdng tim thay

PCR lao: (-)

Nam: (-)

Protein: 0.535 g/l

Glucose: 2.53 mmol/l

CLO : 122.6 mmol/L

LACTATE : 1.46 mol/l




PIEN CO







Bénh da day than kinh van déng, cdm giac, mat myelin nguyén phat, tén thwong soi
truc thir phat, man tl’nh‘.
Dwa vao bénh s va tién st gia dinh nghi bénh Charcot Marie Tooth Type 1.



Chan dodan

TD. Charcot Marie Tooth Type 1.



Cé&c thudc hé tro hdi phuc than kinh: Vitamin B1, B12,
Trénh cac tac nhan gay ddc cho hé than kinh ngoai bién
Vat Iy tri liéu .

XN gen tim dét bién gen trong bé&nh Charcot-Marie-Tooth
Tw van di truyén




Téong quan:
Charcot-Marie Tooth disease (CMT)

Nguén: University of Kansas Medical Center,
Kansas City, USA
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Topic : Charcot-Marie-Tooth disease
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| /] « Charcot—-Marie-Tooth neuropathy
| « Peroneal muscular atrophy
« Hereditary motor sensory neuropathy (HMSN) type 1




Charcot-Marie Tooth disease (CMT)
History

Jean-Martin Pierre Marie Howard Henry
Charcot (1853—-1940) Tooth
(1825—1893) (1856—1925)



. CM'I" la moét trong nhl"fng bénh ly than [(inh cam giéq va van dong di
truyén, mét nhém cac roi loan di truyén cua hé than kinh ngoai bién

« Pac trwng bdi mat dan mé co (muscle tissue) va cdm giac s& cham
trén cac vi tri khac nhau cua co thé




Dich té hocC

« CMT la bénh rdi loan than kinh di truyén phd bién nhat (autosomal
dominant or recessive or an X-linked pattern)

» Ty I& hién mac: 40 trén 100.000 (1 trén 2500)

« Nam > N

« Tubi khi phat co thé thay ddi tuy theo nhdm phu, mirc do tham
nhap(penetrance), kiéu hinh gia dinh, va xac dinh sw sai léch
(ascertainment bias)

« CMT dworc tim thay trén toan thé gidi & moi nguwdi thudc moi chiing tdc va
dan téc (races and ethnic )

« it phé bién hon & nguwdi My goc Phi



 Anh hwéng dén ca day than kinh van ddéng va cam giac

+ Kh&i phéat phu thudc vao loai CMT nhwng thwdng bat dau tir thei tho au
hodc bat dau tudi trwdng thanh(early childhood or early adulthood)

 Hau hét cac triéu chirng CMT1 bat dau tudi déi muwoi.(second decade)




Ban chdan rét (Foot drop ) (thwérng la triéu chirng ban dau)
Dang di bwéc cao (High stepped gait )

Thwong xuyén bi nga

Ngbn chan hinh cai bua,

Ban chan cong cao (pes cavus) hodc ban chan cong phang (pes
planus) la kinh dién

Co teo (Muscle wasting)

Y&u chan sau do6 yéu dan dén ban tay va cang tay

Kho khan véi cac ky nang van déng tinh vi

Claw hands (tay moc vao)

Chudt rut

Thuwdng khéng co triéu chirng cdm giac trong giai doan dau



Bién dang

Pes cavus Pes planus

Charcot-Marie-Tooth disease
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Chan chai sam panh ngwoc (Chan co)(Stork Legs):

- Sw phi dai clia cac co gan

- Teo co mac (peroneal) dang ké véi bop nhon & ngon chi
- Pién hinh cia CMT




Thay doi cam giéac

« Thworng khéng ¢o triéu chirng cdm giac trong giai doan dau

« Cam giac so cham, rung dm thoa va cam giac sdu thuwdng tén thuong

« PDau khong anh huéng

« Pau than kinh néu cé, mirc d6 nghiém trong khac nhau (nhe dén nang va
c6 thé cén tré cac hoat ddng doi sdng hang ngay)

- Pau do thay doi tw thé, bién dang xwong, méi co va chudt rut kha phd bién
& nhirng nguwdi mac CMT



Cac trieu chirng khac:

* Yéu co cb va vai

* Run

- Nghién rang(grinding of teeth) khéng chud y, nheo mat
(squinting)la phd bién va thworng xuyén khéng dwoc chu y bdi
ngwdi bi anh hudng.

« Kho tho

« Kho khan vé thinh giac va thi lwc

» Veo cot song gay gl va mat chiéu cao

« Di dang hong(Malformed hip sockets)

« CAc van dé vé dwong tiéu hoa - kho nhai, nubt

« NOi kho -teo day thanh am




Charcot-MNarie- Tooth disease
Classification & external

résSowrces

The foot of a person wath Charcot.-
Mane-Tooth The lack of muscle, a
hagh arch, and hammers toes are
signs of the genetic disease.
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Cac yéu to lam tram trong thém

. Cang thang cam xuc

 Th&i gian bat ddng kéo dai

« Mang thai

. Thubc: Amiodarone, Bortezomib, Cisplatin, carboplatin, Colchicine (st dung
kéo dai),Dapsone, Didanosine, Dichloroacetate, Disulfiram, Mudi vang,
Leflunomide,Metronidazole / Misonidazole (st dung kéo dai),
Nitrofurantoin, Nitrous oxide(lam dung dwdng hd hap hodc thiéu hut vitamin
B12), Perhexiline (khdng dwoc si dung & Hoa Ky), Pyridoxine (liéu cao),
Stavudine, Suramin, Tacrolimus, Taxols (paclitaxel, docetaxel),
Thalidomide, Vincristine, Zalcitabine



Sinh ly bénh / Can nguyén

Sinh ly bénh 1a mét qua trinh cad mat myelin hay soi truc
Can nguyén 1a dét bién intragenic va / hodc sao chép DNA
hoac suw xb6a bo(intragenic mutation and/or DNA
duplications or deletions)

Hon 50 gen gay ra CMT da dwoc xac dinh

Céac dét bién thwdng anh hwdng dén mot trong mét sd gen
myelin, nhwng mot s6 anh hwdng dén soi truc



Sy dét bién dan dén cac khiém khuyét ctia cau trdc myelin,

Céc té bao Schwann mat myelin gy ra bat thwdng cau tric soi truc va chirc ndng
Mot s6 dét bién anh hwdng dén gen MFN2 ma hdéa cho protein ty thé

Théng thwdng ti thé di chuyén xudng cac soi truc dai. Bi dot bién MFN2 lam cho ty
thé hinh thanh cac cum hodc cuc I&n va ngan 1iép hop than kinh hoat ddng



Defective Myelin

HEALTMY
NERVE

scarrod

myelin myelin
sheath e
DAMAGED
NERVE

Figure-4: Charcot-Marie-foothsauses demylination of the neyve fibres.

Defective Axon

WILD-TYPE AXON DAMAGED ChT2A AXON

http://chronicpainreliefoptions.com/charcot-marie-tooth-a-very-painful-disorder




Myelinated Peripheral Nerve




Skeletal Structure

Pes Cavus Foot
CMT 1

High
Arches

Yéu co tfrong phan dudi
chdn: ban chdn roi, kém
thang bang va bong gdn
mat c& chén(sprained
ankles)



Question

Teo co ban tay gay thao
How would this affect everyday

tdc ban tay tinh vi khé
khan. Run tay

life ?

Co mo cai(thenar muscles)

Yéu co ngon tay



* Loss of nerve tufictiort can lead to tingling,
burning sensation in hands and feet (painful
neuropathy) \

L

* Additional Symptoms: fatigue, breathing
problems, scoliosis, kyphosis




Phan loal CMT

Mode of inheritance(kiéu di truyén)

« Autosomal Dominant (most common)
« Aufosomal Recessive
¢ X-linked



Many Types of CMT

§ |

Autosomal Dominant X-Linked Autosomal Recessive

N

J

V)

Demyelinating Axonal ‘ “Intermediate Demyelinating OR Axonal
(Type 1) (Type 2) (Type X) (Type 4)

e -




Phan loai

 Khoéng dong nhat vé mat di truyén v&i hon 50 gen xac dinh cho dén nay

« Pwoc phan loai tv loai 1 dén loai 7

« M@i loai c6 nhiéu loai phu(subtypes)

« CAc phan loai chinh bao gém cac loai 1 va 2, 1a phd bién nhat bénh than
kinh ngoai bién di truyén .



TYPES

« CMT1 (Hypertrophic demyelinating)
« CMT2 (Axonal)

« CMT3 (Dejerine-sotta’s disease)

« CMT4 (Refsum’s disease-AR)

« CMTS5 (Spastic Paraplegia)

« CMT6 (Optic Atrophy)

« CMTY7 (Retinitis Pigmentosa)




dinical features and genetics of Charcot-Marie-Tooth (CMT) disease types 1, 2, and 3

Disorder Gene Chromosome Clinical features
cCMT] Onset in first or second decade
CMT1A PMP22 17p11.2-p1l Motor symptoms predominate (clumsy
walking)
CMT1B Mp2Z 1Q22 - . ) .
Gradual loss of proprioception and vibration
CMTIC LITAF 16p,13.1-p12,3 Ambulation usually maintained
CMT1D EGR2 10921.1-q22.1 Normal Iife expectancy
Pal le enlargement of the peripheral
CMTIE PMP22 17p11.2-p1 o ITERELE 2 T DTS
nerves
CMTIF NEFL 8p21 NCV slowed to <60 percent normal
Roussy-Levy MPZ 1022 CMT1 features plus;
PMP22 17p11.2 Postural tremor and gait ataxia
CMTX1 G)B1 Xaql3.l CMT1 features plus;

Symptoms more prominent in males
Symptomatic in second decade
Loss of ankle refleaxes

NCV modarataly slowaed




CMT2
CMT2A
CMT28
CMT2C
EMT2D
CMT20
CMT2F
CMT2G
eMT21
CMT2K
cMT2L

Early onset

MFN2
RAB?Y
TRPVA
GARS
NEFL
HSPR1

MPZ
GDAPR]
H5PBB

1p36.2
3921.3
12024.1
p1s

ip

7q11,23
12q12-912
1922
8q13-q21.1
12q24,23

Not known

Onset in second or third decade

Sensory symptoms predominate

Vocal cord paralysis-CMT 2C

Onset before age 5 years

Rapid progression of weakness below the
knes

Loss of ambulation by mid-teens
NCV normal or mildly reduced




CMT3

Dejerine-Sottas PMP22 17p11,2p1
syndrome

MP2 1922

FGRZ 10921.1-922.1
congenital PMP22 17p11.2:p1
hypomyelinating
neuropathy MP2 1022

EGR2 10021.1:q22.1

Savara, early onset

Hypotonia In early Infancy

Delayed motor development

Initial sensory logs and distal weakness
Ataxia

NCV profoundly slowed (10m/sec)

Profound hypotonia and contractures at birth
Faeding difficultios

Respiratory distress

Death in infancy

NCV extremely slowed or absent




Disorder

Genae

Chromosomnme

Clinilcal features

cMmra

CMTAaA

CcMTaBl

cMmTas2

CMTaBa3

cMmTac

CMTAaD

cMTaeE
cMTar

cMTaH

cMmMTa)

GDAP1

MTMR2

sSBF2

S8F1

SHIATC2

NDRG1

EGR2
PR

FGDa

FlGa

8qQi13-21.1

11qQ22-23

11p15

22Q13.33

S22

s8qz24.3

1021.1-22.1
1913, 1-10.2

1Z2p11.2

6qQ21

Onset i early childhood
Distal weakness

Mild sensory loss

Rapidly progressive
Incapacity in first decadea

Onset at age 2 to 4 years

Dintal and proximal weakness
Modearatse sensory loss

Frequent involvemaent of cramnial nerves

Onseaet in first two decades

Iritial distal weskness

Proximal weakness after sevearal yeaars
Onset maean age 8 years

Slowly progressive leg weakness and gat
adifficulty

Areflexia and sensory loss (vibration/position
> pamnmJraempeaerature)

Pes planus
Severe spinal deformimties and weakness
Onseaet in childhood and adolescencs

Early onset nauropathy

Muscle weakness and wasting

Skeletal deformities

Sensory loss

Naeural deafmness IN second or third decade
NCV severely reduced

Distal weakness at birth

Onuset i sarly chuldhood

Distal muscle weakness

Severae sensory loss

Absent sensory and motor evoked response
on NCV

Severe demyehnating neuropathy
Unsteady gat

Childhood or adult onset
Widespread denarvation




CNTS Spastic paraparesis
Sensory neuropathy
CM16 Optic atrophy
Motor sensory neuropathy
CMT7 Retinitis pigmentosa

Motor sensory neuropathy




CMT1

RAi loan mat myelin ctia day than kinh ngoai bién

Loai phu: 1A, 1B, 1C, 1D, 1E, 1F

Loai 1A: 70 dén 80% céac trwdng hop CMT1 va 40 - 50% cua tat cd BN CMT.

Pd&c diém lam sang:

Céc triéu chirng thwérng bat dau sém hon vao dau thap ky th hai, nhwng cé thé

biéu hién & giai doan so sinh (infancy)

- Foot drop

- Di bd kho khan / kho chay

- Mat cam gidc dién ra ti tir va chi yéu lién quan dén cam gidc sdu va rung
am thoa

- Bién dang



Tham kham thuc thé:

Nhing thay déi sém:

« Mat phan xa, ban chan bién dang pes cavus, ngén chan bua

« Teo co bap chan xa thwoérng xay ra, gay cb dién “di dang chan co”, ("stork leg
deformity." )

Nhiing thay déi sau nay:

* Teo co bén trong ban tay va ban chan

« Su nd I&n cb thé s thay cla cac day than kinh ngoai bién thir phat sau phi dai
than kinh

. Kyphosis hodc veo cot song thuwdng phat trién.



e Tudi tho: binh thwérng

. Pot cap cla bénh co thé xay ra trong thai ky,mét tdc dong co
thé trung gian b&i sw gia tdng progesterone huyét twong

» Ngwng thé khi ngt co thé lién quan

(trong mét nghién ctru, 11 trong s614 bénh nhan dwoc phéat hién

bi ngung tho khi ngu)




CMT2

« Bénh than kinh cam giac van déng di truyén (Hereditary motor sensory neuropathy,
HMSN) loai 2.

« T déng nghia: Axonal CMT

« RO&i loan khéng ddong nhat hon CMT1. LAm sang kinh dién:

* Yéu phan xa, teo, mat cdm giac, gidm phan xa gan xwong va bién dang ban chan

» CAac triéu chirng khéi phat thwdng la vao thap ky thr hai cua cudc doi

« Dién bién lam sang twong tw nhw CMT1, nhwng triéu chirng cam giac véi viéc mat
rung am thoa va sau, dién hinh chiém wu thé hon cac triéu chirng van dong va than
kinh ngoai bién khéng s& thay to ra. Cac vét loét do dinh dwéng & phan xa trong
ban chan co thé xay ra.



Dang khéi phat som: tredc 5 tudi

« Tién trién nhanh chong v&i tinh trang mat strc co duwdi dau gdi trong thap ky thir hai
« CA4c triéu chirng cam giac hién di@n nhwng bi lu md bai liét van déng
« Thiéu nién (mid-teens) thwong mat di lai



Dang kh&i phat mudn: tir 35 dén 85 tudi (tudi trung binh 57)

« 6 gia dinh dwoc xac dinh cho dén nay

« Khéng ddng nhat vé mat di truyén

«  Sw di truyén trdi ciia NST(Autosomal dominant inheritance) thwérng dwoc chirng
minh & hai trong sb cac gia dinh, trong khi cac mé hinh di truyén khdng ré rang
trong bdn gia dinh con lai



Genetics of CMT2

 Heterogeneous

e majority are autosomal dominant

« Mitochondrial fusion protein mitofusin 2 (MFN2) gene mutations, most common cause of
the CMT2 phenotype, accounting for approximately one-third of autosomal dominantly

iInherited CMT2 cases
« some MFN2 mutations cause early onset CMT2, autosomal recessive inheritance




Other Genes:

 MPZ gene mutations

 GARS-autosomal dominant mutations-CMT2D

(**same gene for HMN too)

 NEFL gene mutations, both autosomal dominant and recessive
« Dynamin 2 (DNM2) gene mutations

« MME gene mutations, autosomal recessive CMT2

« X-linked and autosomal recessive inheritance




CMT3
HMSN/CMT3

« Khéng dong nhat vé mat di truyén.

« Bénh than kinh ngoai bién ndng, khéi phat som

« Khong co6 kha nang san xuat binh thwdng myelin té bao Schwann, dan dén tao
thanh kém, myelin méng.

« Hai bénh:
1. HGi chirng Dejerine-Sottas
2. Bénh than kinh gidm myelin bAm sinh(Congenital hypomyelinating neuropathy)



Hoi chirng Dejerine-Sottas

Bénh than kinh mat myelin ndng ¢ biéu hién 1am sang s&m tré so sinh vi giam truvong
lwe co (hypotonia)

Cham phat trién van ddng, mat cdm giac rd rét, yéu co phan xa tiép theo 1a phan gan,
méat phan xa, that diéu, va lam cham van tdc dan truyén than kinh dén <10 m / giay.
Chirng veo cot sbng xuat hién s&m va tién trién theo thdi gian, va phat trién co clirng
Tién trién cham, thwdng duy tri tinh trang di lai dwoc dén trwdng thanh



Dejerine-Sottas syndrome

Genetics:
« Mutations in the PMP22 gene (as in CMT1A), the MPZ gene (as in CMT1B) and the

EGR2 gene (as perhaps occurs in CMT1C)
« Autosomal recessive and several dominant heterozygous forms have been described

Histology:
« Thin myelin sheaths and large onion bulb formation

EMG/NCS:
« Profound slowing of nerve conduction velocities to <10 m/sec



Congenital hypomyelinating neuropathy

« Presents at birth with profound hypotonia and contractures

« Feeding difficulties and respiratory distress often lead to death in infancy

* spontaneous improvement in motor function with increasing age have
been reported in several cases

« one patient completely recovered by four months




Congenital hypomyelinating neuropathy

Genetics:

genetically heterogeneous

mutations in PMP22 gene, MPZ gene mutations , early growth response 2 gene (EGR?2)
and the myotubularin related 2 gene (MTMR2)

most cases-autosomal dominant, but rare autosomal recessive cases have been
reported

Histology:

absent myelin without evidence of inflammation, myelin breakdown, or onion bulbs.

EMG/NCS:

Conduction velocities are either absent or extremely slow



Charcot-Marie Tooth disease (CMT)
Hereditary neuropathy with liability to pressure palsies (HNPP)
(bénh than kinh ngoai bién do di truyén vdi nguy co liét do chen ép)

» Focal episodes of weakness or sensory loss and focal slowing of motor never
conduction velocities.
« Test for PMP22 deletion and point mutations




Chan dodan CMT ¢




Chan dodn Bénh Charcot-Marie Tooth (CMT)

Tién s Iam sang (* bao gom tién s gia dinh):

- Yéu co chan / tay, ban chan roi, bién dang (pes cavus, pes planus va ngén chan
hinh bua)

- Tién s gia dinh ban chan cong cao (thiéu tién st gia dinh thi khdng loai trty CMT)

- Thuwdng khéng co triéu chirng cam giac nao dwoc bao cao

Tham kham thwc thé:

- yéu phan xa, phi dai phan gan(distal weakness, proximal hypertrophy)

- Ban chan bién dang, Chan chai sdm panh ngwoc (Chan co) ((Stork Legs)

- Phan xa gdn co giam hoac mat & bénh nhan CMT

- giam cam gidc rung am thoa va sGu khi kndm



Céc triéu chirng va dau hiéu don thuan khong két luan chan doan
EMG / NCS va xét nghiém di truyen Ia can thiét dé xac nhan chan doan
Sinh thiét day than kinh khéng dwoc chi dinh



Chan doan EMG / NCS:
CMT1:

Toc dd dan truyén gidm lan téa va dong déu trong thé mat myelin
Trong moi day than kinh dwoc kiém tra, ca cdm giac va van ddng, cling
muc do lam cham ro rét

CMT1 van déng trung binh NCV la khoang 15-25m /s

Xem xét kiém tra cac thanh vién gia dinh khi can thiét



EMG/NCS:

CMT2: Normal or mildly reduced nerve conduction velocity
(>38 m/sec) with decreased amplitude

« CMTX: 25-40 m/sec

* Distal intermediate CMT: 15-50 m/sec

* Dejerine-Sottas syndrome: <10 m/sec



* Nerve Biopsy: Not necessary for diagnosis

-Fiber type grouping, a similarly non-specific finding which is evidence of a
cycle of denervation/reinnervation

-Type 1 reveals demyelination and multiple layers of remyelination, called
“onion bulb”

-Type 2 reveals axon loss with wallerian degeneration

-Type 3 reveals demyelination with thinning of the myelin sheath

**There should be no inflammatory infiltrate indicating an autoimmune
demyelinating process.



Charcot-Marie Tooth disease (CMT)

Diagnosis

“Onion bulbs”



CMT: Back to Basics

Charcot-Marie-Tooth disease i1s caused by inherited
mutations in the genes involved with the structure
and function of the peripheral nerves
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« Xét nghiém di truyén: Xét nghiém ADN cé thé dwa ra chan doan xac dinh, nhwng
khdng phai tat ca cac dau hiéu di truyén (genetic markers) cho CMT déu duwoc
biét dén

Uu diém:

-C6 thé don gian hoa viéc chan doan CMT bang cach tranh gay kho chiu va cac thu

thuat xam Ian nhw dién co va sinh thiét than kinh.

- Chan doan sé&m c6 thé tao diéu kién cho cac can thiép sém nhw vat Iy tri liéu

Nhuoc diém:

-Thuwdng sé khéng anh hwdng dén viéc quan ly cho tirng bénh nhan véi CMT

- Gia ca



Charcot-Marie Tooth disease( CMT)
Genes

CMTT:

« PMP22 (CMTTA and CMTIE)

« MPZ (CMTIB)

« LITAF (CMTIC)

« EGR2 (CMTI1D)

 NEFL (CMTI1F)




CMT2:

« MFN2 and KIF1B (CMT2A)
« RAB7A (CMT2B)

« LMNA (CMT2B1)

« TRPV4 (CMT2C)

« BSCL2 and GARS (CMT2D)
« NEFL (CMT2E)

« HSPB1 (CMT2F)

« MPZ (CMT2I and CMT2J)

« GDAPI1 (CMT2K); and HSPB8 (CMT2L)
« DNM2 gene mutations




Sang loc di truyén cho ngudi than: ty chon

Tw van di truyén:

« CO0 thé thuyc hién xét nghiém trwdc khi sinh cho cac trwong hop mang
thai cé nguy co cao hon doi véi mot s6 loai CMT chi khi dét bién gay
bénh & gia dinh da dwoc biét dén



Treatments

* Physical Therapy

* Moderate Activity [L A 2
!

SN

* AFOs or leg braces
* Occupational Therapy
¥ Surgery

Now, there is hope for a cure...

STAR




Pieu tri Charcot-Marie Tooth disease (CMT)

« Khoéng c6 thudc chira

« Khéng co liéu phap diéu chinh bénh

e Cham séc hé tro

 Tw van di truyén

 Muc tiéu quan trong nhat ddi véi b&nh nhan CMT 1a duy tri chuyén
ddng, strc manh co bap va tinh linh hoat

. Vat Iy tri liéu va hoat ddng vira phai thwdng dwoc khuyén khich,
nhwng gang stc nén tranh

- CAc bai tap kéo gian hang ngay trong giai doan dau ctia bénh co thé
giup tri hodn cac co thac mat ca chan (ankle contractures)



Nan (nep)(Orthoses (bracing): giup 6n dinh mat ca chan

Chinh hinh mat c& chan-ban chan (AFO)(Ankle-foot orthoses (AFOs)
Giay dép phu hop

Phau thuat chinh hinh (dudi thang va ghim cac ngon chan, ha thap vom,
va déi khi, hop nhat khédp mat ca chan dé cung cap sw 6n dinh)
(Orthopedic surgery (straightening and pinning the toes,)

Ppé phong té ngd

Tranh cac yéu to lam tram trong thém (Cang thang cdm xuc, giai doan
bat dong kéo dai, mang thai, dung thudc nhw vincristine)



Progesterone antagonist- used in animal models reduced overexpression
of PMP22 and slowed disease progression

Ascorbic acid (vitamin C):

-promote myelination and appeared promising in an animal model of
CMT1A

-Ascorbic acid therapy reduced the expression of PMP22
-remyelination, amelioration of the CMT1A phenotype, and prolonged
lifespan

-However, there was no clear benefit of ascorbic acid in a 12 month
randomized controlled trial of 81 children with CMT1A or in a similar trial
of 179 adults with CMT1A

-Since disease progression in CMT1A is typically slow, trials with longer
treatment periods may be necessary to detect benefit



Neurotrophin-3 (NT3):

-Improved axonal regeneration and associated myelination in both a
xenograft model of Schwann cells with a PMP22 duplication and in a
mouse model with a PMP22 point mutation

-A single-blinded pilot clinical trial involving eight patients with
CMT1A found that NT3 treatment for six months was associated
with improved sural nerve myelinated fiber regeneration

compared with placebo treatment.

-Clinical applicability of these observations remains to be proven.




Anesthesia:

-Regional anesthesia has been controversial

-may have an increased susceptibility to further nerve damage
with the use of local anesthetfic agents

-a number of small case series and case reports have described
uneventful outcomes with regional anesthesia, including both
peripheral nerve and neuraxial blocks




Thank you




