TIEP CAN CHAN POAN PIEN BENH NHAN NGHI NGO BENH

LY NEURON VAN PONG
(Amyotrophic lateral sclerosis : ALS)

Summary:The diagnosis of ALS perse may be challenging because there is no single
diagnostic test for ALS (with the exception of finding a mutation in the SODI gene).
Additionally, the disease may begin focally and resemble a variety of other neurologic
disorders that share clinical features with ALS. The electrodiagnostic study is important for
several reasons, most notably to confirm the diagnosis and to exclude diseases of the
peripheral nervous system that might mimic some clinical aspect of ALS.

Tém tit: Viéc chdn doin ALS khong c6 1 test chan dodn ALS riéng biét (ngoai trif nhitng
dot bi€n trén gen SOD1). Thém vio d6, bénh c6 thé bit diu 1 cdch khu trd va tudng ty véi
nhiéu loai rdi loan thin kinh khdc ma c6 cdc biéu hién 1am sang gidng ALS. , Chin dodn
dién sinh 1y 12 rdt quan trong cho nhiéu 1y do, hiu hé&t d&€n x4dc dinh chudn dodn va loai trir
cic bénh 1y hé thong thin kinh ngoai bién ma c6 thé gid mot s6 tinh chi't JAm sang cida
ALS

X0 cttng cdt bén teo cd (ALS: Amyotrophy lateral scleosis) 1a mot roi loan thodi hoa
than kinh ti€n trién do t6n thuong cic neuron vin dong & vé nio, than ndo va tiy song.
Céc t&€ bao Betz khong 16 clia v4 nido vin ddng va cic neuron van dong cda than nio va
tdy song, trif cdc nhan van nhin va cdc nhin cla tiy cing ( Cdc nhidn Onuf ) ki€m sodt co
vong hdu mon va cd vong niéu dao ngoai, 1a cdc t€ bao dich dic hiéu.

Céc biéu hién 1am sang ti€n trién theo thdi gian bao gdm sy phan bd lan tda cic diu
hiéu clia neuron van ddng cao (mat sy khéo léo, co co thip, ting phan xa, va cidc phin xa
bénh 1y) va cdc dau hiéu neuron van dong thap (y€u co, teo ¢d va rung cac b6 co).

Tan sudt méi mic hang nim 1a 1 -> 2/100.000 dan. Tan sudt hién mic 1a khodng
6/100.000 dan. Bénh xdy ra ¢ nam hdi cao hon nit vdi ty 1€ 1.5 nam : 1 nr. Bénh xdy ra §
tudi trudng thanh véi dinh diém tr 55 — 70 tudi. Tudi 1a yé&u t6 nguy cd quan trong nhat ddi
v6i ALS.

HAau hét cdc trudng hgp x4y ra mot cach rdi rac, nhung xap xi 5 — 10% c6 tinh chit
gia dinh va chd y&u 1a do di truyén ki€u nhiém sic thé troi. Khodng 10 — 20% trong sd nay
do hién tugng bi€n ddi gen ma héa SOD. Thdi gian sdng sét trung binh sau khi khéi phat
triéu chiing ALS x4p xi 3 nim nhung 25% bénh nhin sdng sét ( ma khong cé sy hd trg hd
hap ) it nhat 5 nim va hon 10% sdng sét qua 10 nim. Nhitng bénh nhin sdng sét 1au hon
dugc hi€u mot cdc mi mJ 14 “sy dé khdng”véi ALS va c6 thé 12 mot dang lanh tinh cia
binh.

Viéc chdn dodn ALS khong c6 1 test chan dodn ALS riéng biét (ngoai trit nhitng
dot bi€n trén gen SOD1). Thém vio d6, bénh cé thé bit diu 1 cach khu trd va tuong ty véi
nhiéu loai r&i loan than kinh khdc ma cé cdc bi€u hién lam sang gidng ALS. Piém nay
mudn nhin manh ring cdc bac silam sang bit budc phdi xem xét dd cdc loai rdi loan hé
than kinh trung uong va ngoai bién trong qu4 trinh chan dodn phan biét véi ALS, dic biét
khi bénh & giai doan sém. Chiing ta cAn ddnh gid lai cdc tiéu chuin chin dodn ALS va xem
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xét viéc xdc dinh dd chic chin va mic do tin ciy trong viéc chdn dodn. Sau d6 liét ké cic
chin dodn phan biét quan trong c6 thé tir viéc xem xét cin than cdc bi€u hién lAm sang va
ddnh gid trén cdc hinh 4dnh than kinh va cdc xét nghiém cin 1Am sang dugc dung trong qua
trinh chin dodn. K& nifa, chiing ta can quan tAm lai vai trd quan trong clia cdc nghién citu
dién sinh 1y trong ddnh gid chdn doian bénh nhan nghi ngd ALS. Ti€p theo, tip trung cin
nhic cdc r6i loan chon loc trong chdn doan phan biét ALS, va k&t ludn mdt cdch tém tit
huéng chian dodn ddi v6i bénh 1y nay.

CHAN DOAN ALS

HAu nhu ALS 1u6n Iudn 12 mot r&i loan van dong don thuan khong cé su suy gidm
cdm gidc, mat thi gidc va cdc rdi loan chiic ning bang quang va tiéu héa ddng ké vé mit
lam sang. Thuc vay, su hi€n di€n cac cic bi€u hién vira k€ trén sé gdy ra mot sy tranh cai
khi chan do4dn ALS. Hi€m khi c6 sa siit tri tué, chi khodng 1 — 2% trudng hgp.

Pé chin dodan ALS, cin c6 su phdi hgp cdc didu hiéu neuron van dong cao va thip
vdi cdc bing chitng cho thdy mdt sy tdn thuong lan tda trong cting mdt khu vuc hoic cic
khu vuc hé thdng thian kinh trung uong khic (bdng 1). Thém vao do, phdi khong c6 cic
bing chiing bénh ly than kinh hay dién sinh 1y clia cdc qud trinh bénh 1y khic c6 thé gidi
thich cdc ddu hiéu 1am sang cda hién tugng thodi héa neuron, va l1an lugt, khdng c6 bing
chitng hinh 4nh than kinh cia qud trinh bénh 1y khac giai thich cdc triéu ching 1Am sing
hay céc dau hiéu dién sinh ly.

Theo tiéu chuin El Escorial stra ddi, chi bing cidc danh gid 1Am sing sé& c6 nhiéu
phan d6 va mtc do chic chin khic nhau clia viéc chian dodn lam sang ALS (khong c6 sy
chdn dodn xdc dinh gidi phdu bénh than kinh). Cdc mic d6 chic chin nay dudc xdc dinh
dua trén pham vi cdc didu hiéu neuron vin dong cao va thdp thudc 4 ving gidi phiu chi
yé&u clia hé thin kinh trung wong — thin ndo, va 3 ving tdy, tiy cd, tiy nguc, va tdy thit
lung cung.

Bang 1 - Tiéu chuin chan dodn ALS cai bién ctia Hiép héi Than kinh Thé giGi

Dit liéu tir Brook BR, Miller RG, Swash M, va cs. Xem xét lai cdc tiéu chudn EL Escorial :
cdc tiéu chudn chdn dodn xo citng cot bén teo co stra d6i. Cac rdi loan neuron van dong
khac ALS 2000; 1 ;293 - 9.

Cic diém diic trung can cé

Céc biang ching thodi h6a neuron van
dong thdp trén thim khdm lam sang,
dién sinh 1y, hodc cdc xét nghiém giai
phAu bénh than kinh

Céc biang ching thodi h6a neuron van
dong cao trén tham kham 1am sang

Bénh st hay thim kham cho thdy cdc
d4Au hiéu lan tda ti€n trién trong mot
ving, hay dén nhitng viing khéc

Cic diém diic trung khong dugc c6
C4c bing chitng gidi phau bénh hoic
dién sinh 1y cla cdc qud trinh bénh ly
khidc c6 thé gidi thich cdc diu hiéu
thodi héa neuron van dong thap hoic
neuron van dong cao hoic cé hai
Bing chitng hinh &nh than kinh cic
qui trinh bénh ly khdc cé thé gidi
thich cdc diu hiéu dién sinh 1y hay
lam sang quan sat dugc



Bang 2. Miic do chiic chin trong chan doin ALS 1am sang

Dit liéu tir Brook BR, Miller RG, Swash M, va cs. Xem xét lai cdc tiéu chudn EL Escorial :
cic tiéu chudn chian dodn xo ciing cot bén teo cd sua ddi. Céc r6i loan neuron van dong
khac ALS 2000; 1 ;293 - 9.

Miic d9 chic chin Pic diém dic trung
Chéan doan x4c dinh ALS C4c dau hiéu UMN ciing nhu LMN,

thudc ving hanh tdy va it nhit 2 vang
tiy song; hoic,
Cé4c dau hiéu UMN ciing nhu LMN &
3 ving tay

C6 kha niang ALS Céc diu hiéu UMN va LMN 4 it nhat
2 ving v6i mot vai ddu hiéu UMN &
ngay trén viung chi phdi cho cdc diu

hiéu LMN
C6 kha ning ALS — cin lam sang hd Cédc d4u hiéu 1Am sang rdi loan chifc
trg ning UMN va LMN chi & duy nhit

mot vung; hay
Chi ¢6 cdc diau hiéu UMN & mot
vling; va,
Cé4c dau hiéu LMN dudc xdc dinh béi
cic tiéu chudn dién sinh 1y hién dién &
it nhat 2 viing

Cé 1& ALS Cé4c diu hiéu 1am sang rdi loan chifc
ning UMN va LMN dugdc phdt hién
cung trén duy nhat mot vung; hay, céc
dau hiéu LMN dudc tim thdy & trén
cdc ddu hiéu UMN

LMN:Upper motor neuron, UMN :Lower motor neuron

Chan dodn xdc dinh ALS trén lam sang dua vao cdc bing ching 1am sing cé su
hién dién cdc ddu hiéu UMN ciing nhu LMN, thudc ving hanh tdy va it nhat 2 ving tiy
song, hodc cdc ddu hiéu UMN ciing nhu LMN & 3 vang tiy. C6 khd ning ALS khi ¢c6 sy
hién dién cdc dau hiéu UMN va LMN § it nh4t 2 viing v6i mot vai ddu hiéu UMN chi y&u
chi phdi cho cdc ddu hiéu LMN. C6 kh3 ning ALS — cin 1am sang hd tr¢ khi c6 cdc dau
hiéu 1am sang rdi loan chic ning UMN va LMN chi 8 duy nhdt mot ving; hay chi c6 cdc
dau hiéu UMN & mot viing, va cdc ddu hiéu LMN dugc xdc dinh bdi cdc tiéu chuin dién
sinh 1y hién dién & it nhat 2 ving. Thém vao d6, can st dung thich ddng cdc hinh d4nh hoc
than kinh va cdc xét nghiém can lam sing d& loai trir cic nguyén nhan khac. Viéc thém
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vao pham tril “C6 kha ning ALS — cin IAm sang hd tr¢g” ddnh dau sy khac biét then chdt
vdi hé thong tiéu chuin El Escorial diu tién do su k&t hop cdc bi€u hién 14m sing va tiéu
chuin EMG trong ddnh gid chin dodn. C6 1& tiéu chuin nay sé& dudc ban bac chi tiét sau
nay. Cudi cling, chan dodn c6 1& ALS dwa vao viéc phét hién cdc diu hiéu 1am sang roi
loan chitc ning UMN va LMN cling trén mdt viing, hodc cdc didu hiéu UMN & > 2 ving,
hoidc c4dc ddu hiéu LMN dugc tim thdy & phia trén clia cic ddu hiéu UMN. Viéc chian dodn
c6 18 ALS 1am sang suy ra ring cdc tiéu chuAn EMG ddi v6i nhitng ton thuong LMN ciing
nhu ¢6 khd nidng ALS — c4n 1dm sang hd tr¢ vin chua dugc théa min, nhung cdc nguyén
nhan gia ALS da dugc loai trir.

CAC TEST CHAN POAN

B6n loai test chdn dodn bao gdm cdc xét nghiém, hinh 4nh hoc than kinh, gidi phiu
bénh than kinh, va sinh 1y dién. Ngoai trir sy gia ting CK 8 mic do nhe dén trung binh &
nhiéu bénh nhin ALS, cdc xét nghiém thi binh thudng. N6i chung, § bénh cdnh nghi ngd
ALS, chiing ta cin tim ki€m cdc diu hiéu c6 thé diéu tri hay céc rdi loan chuyén héa c6
thé€ hdi phuc, cdc r6i loan ty mién, rdi loan tan tao, nhiém truing, hodc rdi loan mach miu.
Vi dy, bi€u hién bénh don diy thin kinh nhiéu & nhic chiing ta tim ki€m cdc khdng thé
anti — ganglioside (GM1) lam biing chitng hd trd chdn dodn bénh 1y diy than kinh van
dong nhi€u 8. Triéu ching khdi phat — hanh tiy c6 thé din ching ta d&€n viéc ki€m tra cic
khiang thé ciia thu thé Acetylcholine bing chiing ctia bénh nhugc cd ning, hoic tim ki€m
céch bat thudng DNA ctia hoi chitng Kennedy (xem ban luin sau.)

Hinh 4nh hoc clia ndo va tly sdng rit quan trong d€ loai trlitr bénh 1y clia ndo, thin
nio, khép tiy b, cot sdng va cac ré than kinh ma cé thé gidi thich cic bi€u hién cia UMN
hay LMN hoic c 2 . Vi du, trudc khi chdn dodn ALS dugc chip nhan & cic trudng hgp cb
bi€u hién ALN & 2 tay va UMN & hai chin, cin loai trir bénh 1y tiy do thodi hod cot sdng
cd.

0] nhitng trudng hdp hi€m khi khé chitng minh chian dodn ALS, cin sinh thi€t cd dé
xdc dinh sy mit phan b than kinh cidp va min va loai trir cdc bing chirng bénh 1y cd do
ngd doc hodc viém ma cé thé gid ALS.

Panh gia dién sinh ly

Pién sinh 1y 13 phan trung tAim clia dinh gid chdn dodn. Theo tiéu chuin El Escorial
bi€n ddi, c6 3 1y do thuc hién EMG & cdc bénh nhian nghi ngd ALS:

(1) P& xdc dinh cdc rdi loan LMN & cdc viing bi tic dong c¢6 bi€u hién trén 1am

sang,

(2) P& tim ki€m céc biing ching dién sinh 1y clia rdi loan LMN & nhitng viing khong

t6n thuong trén 1dm sang

(3) B€ loai trir cdc qud trinh bénh sinh khac.

C6 2 y&u td chinh trong danh gid dién sinh 1y hé thdng than kinh ngoai bién & bénh
nhin nghi ngd ALS:

(1)P4nh gid din truyén than kinh

(2)Tham khdm dién cuc kim dong tAim (NEE). C4c danh gid cdm gidc va din truyén
than kinh van dong dugc xem xét dau tién.

Nghién citu dan truyén thén kinh



DPianh gid cdm gidc bao gdm ddnh gid bién do dién th& hoat dong thin kinh cdm gidc
qui udc, ti€m thdi xa, toc do din truyén va phdn xa H. Pdnh gid vin dong bao gdm danh
gid bién do ddp &ng van dong gdi qui uSc ( can luu ¥ cAn thin kha ning block din truyén
tirng phan ), ti€m thdi xa, toc dd din truyén than kinh, tiém thdi séng F, va bién dd van
dong gdi lién ti€p véi cac kich thich than kinh lidp lai. Cic k§ thuat khic dugc dung dé theo
doi sy mat phan bd than kinh neuron van dong & bénh nhan ALS 1a d4nh gid s6 lugng don
vi vadn dong (MUNE) nhim ¢ ging udc lugng cdc don vi van dong kich thich cdc cd dugc
cho.

Céc tiéu chudn El Escorial di d6i vdi cac ddnh gid ddn truyén than kinh nhim chin
dodn ALS chi ra ring cd 2 d4nh gid vin dong va cdm gidc “ néi chung can binh thudng
hay gin binh thudng ”. Ching con chi thém “ cdc danh gid chli y&€u dudc yéu cau d€ xdc
dinh va loai trif cdc r&i loan thin kinh ngoai bién khic, khép thin kinh va cd ma c6 thé gid
hay 1am nham 14n chin dodn vé6i ALS.

Nghién citu dan truyén cam gidc

Vi ALS chi yé&u 1a r6i loan van dong don thuidn, ngudi ta mong ddi ring cdc ddnh

gid cAm gidc s& binh thudng. Thit vay, dién thé hoat dong thin kinh cdm gidc binh thudng
& mit cdc cd teo ning la tiéu chudn vang clia bénh 1y ddy than kinh vin dong hay bénh 1y
neuron vin dong. Tuy vay, nhiéu trudng hgp dién sinh Iy cdm gidc bat thudng ciing dugc
bdt gip & bénh nhan ALS.Cin chid y mdt vai bénh nhian ALS 16n tudi c6 thé mat dap tng
cdm gidc & 2 chan ( cdc ddp tng bip chian va bé mit xuwong méc c6 thé y&u hoic bi€n mat
) va khong c6 cdc phdn xa H cd hai bén do 4nh hudng tudi tdc. Cdc bénh ly than kinh giy
nham 1dn c6 thé cling ton tai v6i bénh ALS va cdc ton thuong thin kinh c6 thé c6 bat
thudng & mot hoic vai thong s6. Cudi ciing, bénh 1y da diy than kinh sdi truc cdm gidc
nhe ciing c6 thé x4y ra & bénh nhan ALS. That vay, hai loai ba't thudng cdm gidc tinh vi c6
thé dugc tim thdy & mot vai bénh nhan dudc chan dodn xdc dinh ALS trén 1Am sing ma
khong c6 céc yéu t6 nguy cd roi loan cdm gidc ngoai bién. Thit nhit, bién do dién th€ hoat
dong cdm gidc c6 thé gidm. Thit hai, toc d6 din truyén cdc thanh phan din truyén chim
nhé't clia dién thé hoat dong sgi cdm gidc c6 th€ gidm. Loai sau cé thé phan dnh hién tugng
“ ché&t ngugce chiéu ”(dying back) nhe bénh 1y sdi truc cla cdc sdi cdm gidc trong bénh
ALS. Trong nghién citu dién sinh 1y va 1dm sang tién cttu, Gregory va cdng su phat hién
rang ti€n tri€n rdi loan chifc ning cdm gidc dong thdi v6i suy gidm van dong.
Né&u khong tinh y&u t6 tudi tac, phdn xa H thudng tén tai & ALS khi thanh phan cdm gidc (
thoi IA vao trong c4c sgi ) vin con nguyén ven va thim chi ting 1én khi kich thich cing
vdi neuron van dong ma cé thé hoat héa dudng phan xa H. Hién tudng sau nay, c6 moi
lién hé vdi cac dau hiéu tén thuong neuron van dong trén trén 1am sang, 1am ting bién do
phdn xa H va do d6 ¢6 khuynh huéng gia ting ty 1& bién do t6i da H/M (Hmax/Mmax).

Néu dién th€ hoat dong cdm gidc mat hay gidm ding ké dudc thid'y & bénh nhan nghi
ngd ALS, dic biét § giai doan sém, sau khi di loai trir cic nguyén nhan khac nhu tudi hay
cic yéu t6 gy nhidm 1an, khi d6 cian xem xét cdc chian doan khiac ALS. Cdc chin dodn
khic nay c6 thé 12 bénh 1y sdi truc cdm gidc, hay bénh 1y thin neuron trong bdi cdnh bénh
neuron hanh tdy (hoi chitng Kennedy) cling nhu c4c r6i loan khép than kinh c¢d khic nhu 1a
bénh da diy ré thin kinh bao gdm c4 bénh ly viém da ddy than kinh mAt myelin mén.



Nghién citu dan truyén vin dong

Cdc dap tng vin dong gdi thudng binh thudng trong giai doan sém cia ALS, mic du
ddi khi c6 sy gidm khong d6i xing cic dién thé hoat dong cd toan phan (CMAPs) gdi &
bi€u hién ban dau, phidn 4nh sém tdn thuong mot hay nhiéu &, ndi bat sy teo hay y&u cic
co ngon chi. Khi bénh ti€n trién kém theo vdi viéc mat ti€n tri€n cdc don vi van dong, sé
c6 hién tugng gidm lan tda bién d0 CMAP.

Khi bién d® CMAP con binh thudng hay chi gidm nhe, t6¢ do dan truyén van dong
va tiém thdi xa vAm binh thudng mdt cich dién hinh, nhung khi c6 teo va yé&u cd ti€n trién
va lan tda, c6 mot sy ting nhe tiém thdi xa van dong, gidm nhe tdc dd din truyén van
dong, va tiém thdi séng F kéo dai nhe. Sy k&t hdp CMAP chim nay vdéi tdc dd din truyén
than kinh van dong gidm 13 do viéc mit cdc don vi vin dong va cdc sgi vin dong myelin
héa din truyén nhanh nh4't. Theo dé, cdc sgi vin dong myelin héa duy tri din truyén tuong
ddi cham, nhung toc dd t6i thi€u clia ching 1a 35 m/s hay x4p xi 75% clia gidi han thap hon
binh thudng. Céc tdc dd thAp hon mic nay roi vao cdc trudng hgp mat myelin mic phdi va
ddi khi cdc ngoai 1é mau thuin véi chan dodn ALS..

Kinh nghiém qua quan sit séng F cho thdy ring & cdc trudng hop ALS, tin s6 dap
tng cla chiing thudng gidm véi 50% trudng hgp that bai trong viéc tao cdc kich thich nhdam
gdi nén séng F. Chii y&u 13, v6i sy mat tién trién cdc don vi vin dong, gy nén gidm bién
dd CMAP, thi khong thé giy ra cic dap tng séng F.

Theo bdo cdo Felice khong c6 su khac biét ding ké vé tiém thdi xa thin kinh gifta

van dong va toc do din truyén van dong khi so sanh giita 13 bénh nhan ALS va 10 ngudi
binh thudng. Tuy nhién, khi phan tich séng F tv dong nhim nghién cttu t6c do6 din truyén
don vi vin dong md cdi, 6ng ta phat hién ¢ hién tuong gidm ddng k€ & cac don vi ALS so
v6i nhém chitng. Ong ta thira nhin ring tdc dd din truyén than kinh vin dong gidm tai cic
dau than kinh gin va c6 1& lién quan vdi hién tugng tdn thuong din truyén sdi truc do tich
liiy sdi than kinh va hién tugng phong 1én clia céc sdi truc ma di dugc miéu ta tai cdc dau
gan nay.
Behnia va Kelly cidnh cdo ring viéc dién gidi t6c dd din truyén van dong c6 thé khé & cic
chi c6 bién d CMAP thdp dudc ghi nhan tif cdc cd teo. Trudc tién, su din truyén van dong
cham mot cach qui muc c6 1€ 1a do hi€n tugng thodi héa va tdi sinh, cdc sgi truc bi myelin
héa mot cadch y&u 6t. Thit hai 13, bat chap su 1am 4m, khdi co bi gidm va thi€u van dong c6
thé gay nén toc dd din truyén chim lai mot cdch sai 1dm do khé duy tri nhiét do 1y tudng &
cdc mo siu hon, & cdc ving 1an cAn ctia than kinh. Theo d6, cdc tic gid ndy gdi ¥ ring nén
xdc dinh chinh xdc cdc thong s& din truyén van dong trén cdc diy thian kinh cé bién dd
CMAP con bdo ton tuong d6i 8t it nhat 50% gi6i han thap hon binh thudng. Hon nita, ciing
can xdc dinh tiém thdi séng F & cdc ddy than kinh ¢6 bién do6 CMAP tuong tu.

Ciing cAn phai cdn than trong viéc dién gidi tiém thdi van ddng xa kéo dai & cic co
teo cd c6 kém CMAPs thap. Tiém thdi van dong xa ciing c6 thé kéo dai ra d&€n mitc dd dan
truyén chidm do cdc chi teo lanh, cdc y&u td gdy nham 1an tai chd va cdc mam chdi tin
cuing than kinh, cdc xung luc khong hiéu qud, do dé gia ting tiém thdi xa.

Van dé quan trong, cho dit ¢c6 hay khong block din truyén tirng phan & bénh nhan
nghi ngd ALS, 1a sy phic tap, tuy th€ van rit quan trong xuét phat tif cic quan di€ém chan



dodn. C6 hai tinh chat cAn xem xét. Tru6c tién, bénh nhin tuong ddi lanh tinh hoic rdi loan
c6 kha ning diéu tri — bénh 1y than kinh van dong da 6 — c6 thé c¢é bi€u hién lam sing
gidng v6i ALS c6 khdi phdt neuron van dong thdp ( xem ban luin sau ) va bénh nhan bi
ALS thit su c6 thé chitng minh sy kh4c nhau vé bién do giita c4c vi tri kich thich gan va xa
nhiéu hon 13 dugc thi'y & cdc cd thé khong bi ALS, gid block din truyén tirng phan. Hién
twdng sau 1a do su xéa bd cdc giai doan ( phase cancellation ) va su chAm nhe tdc do din
truyén van dong ma thudng gip & bénh nhan ALS khi bién d® CMAP gidm dudi 50%. Su
thong nhit cdc tiéu chudn chian dodn x4c dinh va chin dodn khi ning ddi v6i block din
truyén tirng phin di dudc md rong va doc gid cAn tham khdo tai liéu nay nhim diéu tri
bénh nhan mdt cich ddy dd. Can nhdn manh ring mot trong s6 mot vai tiéu chuin thong
nhi't — ¢6 kha niing block din truyén tirng phan trén 1 doan 3 cm hoidc gidm dudi mic yéu
cAu bién do va viing khodng 10% khong cé su phan tdn vé mit thdi gian dang ké
Kich thich thdn kinh Idp lai

Céc bat thudng ciing c6 thé dugc phat hién trong cic nghién citu kich thich than kinh
lip lai 8 bénh nhan ALS. Bernstein va Antel phit hién c6 mot sy gidm dang k& CMAP khi
ghi nhan ddp &ng dang ngén 1t & cdc nghién citu kich thich than kinh ldp lai 2 — Hz RNS
clia than kinh tru & c¢d tay bénh nhian c¢é bénh Iy tién trién nhanh, ma khong thdy & bénh
nhan ALS ti€n trién cham. Cic nghién ctu sau d6 ciing phdt hién mot vai thong s6 gidm
trong hon %2 bénh nhan ALS, thudng dudi gid tri 10%, clung tich chit gidm & bénh nhan
nhugc cd ning. Bénh sinh ctia hién tugng gidm nay c6 1& 1a do cdc yé&u td an toan bi gidm
trong céc synap than kinh co clia céc sdi co tdi phan bd than kinh. Viéc gidm rd hon & cic
bénh ti€n tri€n nhanh c6 thé c6 twong quan vdi tinh khong dn dinh cla hién tugng din
truyén than kinh co clia cdc mam tin cling thin kinh phu & dang ALS nay (xem ban ludn
sau)
Béang 3: khdi quit cdc diém mau chot ddi vdi cdc nghién citu din truyén thudng quy,
Bang 3: cdc nghién citu din truyén than kinh vé ALS
*ngoai trir tudi, cdc y&u t& gdy nhidm 1an, va bénh 1y da diy than kinh cdm gidc ciing tdn
tai .
CMAP :(Compound muscle active potential ) - dién thé€ hoat dong cd toan phan.
Dit liéu tr Brooks BR, Miller RG, Swash M, va cong su. El Eschorial cdi bi€n: cédc tiéu
chudn cdi bi€n trong chin dodn xd ciing cot bén teo co. Cac rdi loan than kinh khic xo
cing cOt bén teo co 2000; 1:239 — 9.

Céc diic diém phu hgp ALS

Thoi gian din truyén vin dong binh
thudng, trir khi CMAP nhd

Din truyén than kinh cdm gidc c6 thé
bat thudng khi c6 cdc hoi ching lam
nham 14n va c6 kém bénh ly than kinh
ngoai bién

Cé4c ddp tng than kinh cdm gidc chi
dudi cé thé khé goi duge & ngudi 16n
tudi

Céc diic diém khong phit hgp ALS
Biing chiing cia block din truyén van
dong

T6c d6 din truyén van dong < 70%,
va tiém thdi xa van dong trén 30%,
1an lugt thap hon hay cao hon gid tri
binh thudng

Ciac nghién cttu din truyén DAt
thudng, tiém thdi séng H hay séng F >
30% gia tri binh thudng



Suy gidm ddp dng > 20% trong kich
thich thin kinh ldp lai § tan s& 2 Hz

Ddnh gid s6 don vi vdn dpng ( MUNE : Motor unit number estimate)

DPénh gid s6 don vi van dong (MUNE) 12 mot k§ thuat dién sinh 1y do ludng gin
ding s6 lugng LMNs phan bd thin kinh co don ddc hay mot nhém nhé céc cd. Tong s6
MUNE d€m dudc xdc dinh qua viéc phan chia viing hay bién d0 CMAP trén t6i miic t0i da
bing trung ving hay bién do dién th& hoat dong don vi van dong dugc ghi nhian & bé mit.
Gooch va Harati chi ra ring ky thudt nay c6 kha ning dédnh gid s6 lugng don vi vin dong
chitc ning va cho phép theo ddi hién tugng mat tién trién don vi vin dong qua nhiéu thing
dén nhiéu nim. Trong nghién cttu chiéu doc ALS, MUNE gidm ddng ké mdi 6 thing hon
so vGi gidm CMAP . K&t qud nay cho thdy viéc theo doi MUNE theo thdi gian cung cip
bing chitng do ludng tdc do ti€n tri€n ALS nhay cdm hon theo ddi CMAP hay cudng do
theo thdi gian. Tuy nhién khong dugc st dung mot cdch thudng quy trong qud trinh chidn
dodn dién, MUNE c6 tiém ning trong cdc nghién cifu bénh si ty nhién ALS hay trong ddp
rng v6i diéu tri thuc nghiém.

Thdam kham dién cuc kim

Thim khdm dién cuc kim (NEE :needle electrode examniation) & bénh nhin nghi ngd
ALS.Pay la phudng phdp chdn dodn quan trong nhit cung cAp bing chitng thodi hod
neuron van dong mot cach té’ng qudt, thdm chi trong giai doan sém ctia bénh cac chi chua
bi 4nh hudng 16 rét. Tiéu chuin El Eschorial cdi bi€n ghi nhin ring “bi€u hién rdi loan
chitc ning LMN & cdc cd dic biét duge xdc dinh biing thim do dién cuc kim dong tAm dién
co nhiim cung cip cdc bing chitng mat phan bd thin kinh chii dong va min tinh bao gdm
ca hién tugng rung giat sgi cd va rung giat bé co”. Tiéu chuin cii bi€n con mo ta sdu hon
cdc ddu hiéu cla hién tugng mat phan bd than kinh chli dong — cdc dién thé rung sdi co va
séng nhon duong, va mat phan bd thin kinh man tinh — dién thé don vi vin dong 16n, két
tAp gidm, va dién th€ don vi van dong khong 6n dinh (bdng 4)Nhu chiing ta da thiy, cic
nghién cifu din truyén than kinh dugc yéu cAu nhim nhin ra bénh ly than kinh ngoai bién,
bénh don day than kinh, vi bénh da ré than kinh, tit cd déu c6 thé giy nén cic bi€u hién
NEE ciing dudc thiy & bénh nhan ALS. That vay, cdc bi€u hién NEE thi khong dac hi€u,
ciing bi€u hién & “cdc sang thuong than neuron hay sdi truc van dong ban cAp”. Ki€u phan
bd cdc dau hiéu cAp va min nay & bénh nhan nghi ngd ALS ngoai trlt viilng phan bd than
kinh clia ki€u bénh 1y cdc day than kinh ngoai bién hay ré than kinh don ddc, hay ngoai
bénh da ddy than kinh xa don thuan ra, d6 12 chi di€ém nghi ngd bénh 1y nay.

Bang 5: cac dic di€m dién sinh 1y rdi loan chifc ning LMN cia ALS

LMN = neuron van dong thdp; MUP = dién thé don vi van dong. Dit liéu tir Brooks BR,
Miller RG, Swash M, va cdng su. El Eschorial c3i bi€n: cdc tiéu chuin cdi bi€n trong chin
dodn x0 citng cot bén teo co. C4c r6i loan than kinh khdc xd citng cdt bén teo co 2000;
1:239 - 9.

DAu hiéu dién sinh ly Mo ta
MA't phan bd than kinh hoat dong bién th€ rung sgi co

Cac song nhon dudng



Mait phian bd than kinh min tinh MUPs 16n, ting thsi khodn, bién do,
va phase
Dang nhiéu gidm (k&t tAp gidm) véi
tan s6 phéng dién > 10 Hz ( trir khi ¢
c6 thanh phdn UMN c6 y nghia khi d6
tan s6 c6 thé < 10 Hz)

MUPs khong 6n dinh

Dién th€ co gidt bé co C6 khuynh huéng c6 thdi khoan dai va
da phase va hdu hét ludn ludn cé thé
nhan thiy

Céc tiéu chuin El Eschorial md t4 phuong phap dinh vi (topography) hién tugng mat
phin bd than kinh min va chli dong cAn thi€t d€ hd trg chdn dodn ALS — d6 1a, cdc diu
hiéu dién cd ctia rdi loan chic ning LMN cin dugc tim thdy & it nhat 2 trong 4 ving tiy
song ( than ndo, ¢, nguc, hay ciing cuc ) (bang 6). Vi tdn thuong viing thin nido, ddu hiéu
dién co c6 thé thdy & mot cd ( vi du, cd ludi, mit hay co ham ). Khi chin dodn tén thuong
ving tiy nguc, nhat thi€t phdi ¢6 cdc dau hiéu dién cd hoidc & cic cd canh song nguc tai
hay dudi T6 hoic cdc cd bung. ( bdi vi viing tiy nguc hi€m khi bi ton thuong do bénh thodi
héa cot song, NEE cic co canh séng nguc ¢ gid tri thi€t yéu trong chin dodn dién; that
vay, d6 dudc xem nhu 13 “chi€n lude chdn doin ALS”. Cdc bi€u hién mat phan bd thin
kinh man va chi dong cic co canh sdng nguc 1a bing ching hd tr¢g manh mé cic tén
thuong sing trudc tiy). Cudi cling, d€ chin dodn viing c6 hay cling cuc bi 4nh huéng bdi
qud trinh bénh 1y, cdc dau hiéu dién co phai xdc dinh trén 2 co thudc chi phdi cdc ddy than
kinh ngoai bién hay cdc ré kh4c nhau.

Bang 6: phuong phap dinh vi mat phan bd thin kinh min va chi dong trong ALS: cic
dau hiéu réi loan chitc ning LMN phai duge xac dinh & it nhat 2/4 d& hd trg¢ chin
doan ALS

Dit liéu tir Brooks BR, Miller RG, Swash M, va cdng su. El Eschorial cdi bi€n: céc tiéu
chuin cdi bi€n trong chin dodn xd ciing cot bén teo co. Cac rdi loan than kinh khic xo
cing cOt bén teo co 2000; 1:239 — 9.

Vung tdy song DPugc xem nhu duong tinh Kkhi

Than nao Tén thuong mot cd ( vi du, co ludi)

Tay nguc Tén thuong cdc co canh song tai hay
dudi T6 hodc céc co bung

Ty c6 Tén thuong it nhit 2 co thudc chi phoi

cdc day than kinh ngoai bién hay cic
ré kh4c nhau.

Tly cing- cut Tén thuong it nhi't 2 c¢d thudc chi phdi
cdc day than kinh ngoai bién hay cédc
ré khdc nhau.

Tiéu chudn chdn dodn dién sinh ly:



Tiéu chudn dinh vi hoc trudc tién d€ chin dodn ALS do Lambert va Mulder dé nghi.
Trong giai doan chua c6 cdc thit nghiém 1am sang va diéu tri ALS thi c6 it nhiéu 4p luc
trong chidn doan bénh giai doan sém; di€u quan trong hon hét 12 tip trung dé dat dugc mot
chdn dodn chic chin va loai trir cdc trudng hop gid ALS. Lambert va Mulder qui dinh riing
cdc bi€u hién NEE bao géom “dién thé co gidt sdi cd va b6 co § cac co chi dudi cling nhu
chi trén hay & cdc chi ciing nhu & ddu”. Qua nhiéu nim diéu nay trd thanh thudng qui dé
xem xét c6 thda tiéu chuin thanh phidn NEE cia Lambert khong néu c6 hién dién dién th&
rung s¢i co & it nhat 3 chi hay 2 chi va cdc cd so ndo
( dau va c6 dugc xem nhu mot chi ). Bang 8 liét ké diy di “tiéu chdn Lambert” ( bao gdm
cdc tiéu chudn nghién chdu din truyén dugc néi phia trén ) dugc st dung nhim danh gia
dién sinh 1y & bénh nhin nghi ngd ALS trong gin 50 nim qua.
Bang 8 cic tiéu chudn chian dodn dién co ALS ciia Lambert

Tiéu chuin thim kham dién cuwc kim Tiéu chuin nghién ciu din truyén

than kinh

Pién thé€ co giat sdi co va bd co § cdc
cd chi trén va chi dudi, hay § cdc chi
va dau

Gidm s6 lugng va gia ting bién do va
thdi khodng dién thé hoat dong don vi
van dong

Tinh kich thich dién cua cdc sgi con
lai clia cdc day thian kinh vin dong
binh thudng

T6c dd din truyén van dong cda cic
day than kinh chi phdi cdc cd tuong
doi khong bi 4nh hudng trong gidi han

binh thudng

T6c d6 din truyén sdi van dong cia
cdc day than kinh chi phdi cho cic co
bi dnh hudng ning khong dudi 70%
gi4 tri trung binh binh thudng theo tudi
Tinh kich thich va t6c do din truyén
cdc sdi than kinh cdm gidc thAm chi &
cac chi bi dnh hudng ning,binh thudng

Nim 1991 Behnia va Kelly xem xét lai vai tro clia cdc test chan dodn dién & 133
bénh nhian dudc chan doin ALS IAm sang va phdt hién 30% bénh nhin khong thda tiéu
chudn NEE Lambert. Mot cach dic trung 1a, cdc bénh nhan nay dudc phat hi€én cé hién
tugng mat phan bd thin kinh chd dong & mdt hodc hai chi hoic cdc co hanh tiy nhung
khong c6 & bat ky noi klhdc nita; cdc biéu hién nay it nha't bi€u hién chi ra riing c6 bénh ly
neuron van dong khu trd, nhung khong cé r6i loan mat phan bd than kinh toan thé. Tuy
vay, 37% bénh nhan nay c6 bing chitng mat phan bd than kinh man lan tda, ggi ¥ su hién
dién mot bénh lan tda. Cdc tdc gid dé nghi chdp nhin sy hién dién “ cdc dién thé don vi
van dong da phase, phi dai kém v&i sy két tAp gidm ( mAat phan bd than kinh mdn ) nhu Ia
céc bing chitng mat phan bd than kinh cé sy tdi phan bd than kinh bl trir néu cdc nghién
cttu din truyén & cdc chi nay binh thudng”. Vi su thay ddi tiéu chudn Lambert nay, ty 1&
khong dugc chan dodn gidm tir 38% xudng con 27%.
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Nam 1990, tai El Eschorial, Tay ban nha, ngudi ta da dé nghi cic dic di€m dién sinh
can thi€t dé€ chin dodn ALS ( xét trén bang danh sdch 16n c4c tiéu chudn 1Am sang va cin
lam sang ) nhim ning cao cdc nghién cu 1am sang va cédc thit nghiém di€u tri. Cac dic
di€m can c6 d€ chan dodn xdc dinh ALS nay “tly thudc vao cdc bing ching bi€u hién
dién sinh 1y mat phan bd than kinh LMN & it nhit 2 cd thudc chi phdi clia cdc ré hay cdc
diy than kinh tdy séng khdc nhau hoic cdc diy than kinh ngoai bién hay cdc day so khic
nhau chi phoi cho trén hay bing 2 trong 4 cung”. Thém vao d6, v6i mdi cd dugc thim
khdm, phai thda cdc tiéu chudn NEE d€ dat diéu kién chin dodn xdc dinhkhd ning va cé
18 ALS. V¢ sau Wilbourn di nhan manh cdc tinh chat chon loc clia cdc tiéu chudn nay dé
d4nh gi4 lai, bao gdm ca cdc thay ddi trong ki€u phéng dién dién thé hoat dong don vi van
dong trong cdc trudng hop ton thuong UMN, ich 1gi clia viéc khdm phd dién th€ co gidt bd
0, va cdc yéu ciu doi vdi sy phan bd bat thudng NEE.

Diéu nay dua ching ta dén cdc tiéu chuan ALS bi€n ddi dugc md rong tai Airlie
House nim 1998.Mitc dd chic chin chin doin mdi nay xuit phdt tif cic kinh nghiém ctia
Ross va cong su. Ho di chd dong gidm b6t cic tiéu chudn ALS cda El Eschorial 1994 vi
th€ bénh nhan c6 thé cé cd hoi tham gia vao cdc thit nghiém 1am sang ( trong truong hgp
nay, ) trong giai doan s6m ctia bénh. Ho lvu y riing khong thé chin dodn sém néu doi hdi
bénh Iy UMN va LMN lan téa trong khi bi€u hién 1dm sang cia ALS thudng khu trd trong
giai doan sém clia bénh. Ho ciing din chitng nghién cifu cia Chaudhuri va cong su cho
tha'y trong khi cdc dic di€m lam sing tuong quan vdi ciac bi€u hién gidi phidu bénh thin
kinh sau t vong thi 25% bénh nhan t& vong do bénh ma khong ddp @ng dudc tiéu chuin
chdn dodn xdc dinh hay khan ning ALS cta EI Eschorial.

Nhim tao diéu kién chdn dodn sém, ngudi ta di dé nghi cdc tiéu chuén it chit ché hon:
cdc ddu hiéu UMN can bi€u hién & it nhat 2 ving, va cdc diu hiéu tdn thuong LMN trén
dién cd dd ( dién thé€ co giat sdi cd ) & it nhat 2 chi. Cdc hoat dong thé co giat sgi co dugc
dé nghi phai dugc phdt hién & it nhat 2 co thudc chi phdi clia cdc ré hay cic ddy than kinh
khdc nhau. Thém vao dé, cic “tiéu chudn Ross va cong su” k&t hdp chit ché vdi hinh dnh
hoc than kinh, chdn dodn dién, va cdc nghién cttu can 1am sang dé défy manh chian dodn
xdc dinh ALS va loai trif cdc chan dodn khdc. T4t cd bénh nhan ddp tng tiéu chudn chin
dodn ALS ma khong dugc phan loai vao cdc phu nhém. St dung cic tiéu chuin nay, thdi
gian tir khi khdi phat triéu chitng dé€n khi dugc chin dodn ALS trung binh 12 9,7 thdng, so
véi giai doan 12 thang khi sit dung cdc tiéu chuin dugc wa chudng trudc diy trong y vin.
Cudi giai doan thir nghiém 1Am sang, cdc tic gia tin ring dua vao bdi cdng 1Am sing c6 thé
chdn dodn chinh xdc ALS § tirng bénh nhin, ma khong cin xdc dinh trén gidi phiu bénh.
Do dé, su tin cdy clia cdc tiéu chuidn nay c6 vé di dudc 1y gidi, va din dén tiéu chuidn “cé
khd ning ALS — cin lam sang hd trg” dudc thém vao cdc tiéu chuin WFN (World
federation of Neurology )bién doi.

Nhiing thay doi mat phédn bé thdn kinh hoat dong

Nhitng thay d6i mat phan bd than kinh, ciing dugc bi€t nhu hoat dong ngiu nhién
bat thudng hay bénh ly— dién thé co giat sdi cd va cdc séng nhon duong — cho dén nay
dugc xem nhu tiéu chuin vang clia bénh ly than kinh c4p tinh va sy hién dién cda ching
nha't thi€t phai c6 trong chan dodn ALS . Tuy nhién, ching khong dic hiéu, ma con thay
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trong cédc roi loan gdy hoai tif cd va hi€m khi c6 trong cdc bénh 1y khép than kinh co ton
tai lau. Trong ddnh gid bénh nhin nghi ngd ALS, dién th& co giit sdi co va séng nhon
duong 12 cédc chi s6 tin ciy cda hién tugng mat ti€n trién cdc t&€ bao sirng trude, biéu hién
st phéng dién bat chot cdc sgi co don doc mat phadn bd than kinh. .C4c séng nhon dudng
xen ké& c6 1& 1a chi s6 sém nhat cda hién tugng mat phan bd than kinh. Pién th€ co git sdi
co c6 thdi khodng ngin (0,5 — 2,0 msec) va bién dod thap ( 50 — 100 pV) so v6i dién thé don
vi van dong. Theo Lambert Ivu ¥ ring trong ALS, khodng 25% cd khdng bi 4nh hudng trén
1am sang. Troger va Dengler quan sdt thi'y ring trong giai doan s6m cda ALS, dién th€ co
gidt sgi cd va séng nhon duong thudng thay mot cdch khu trd va khong d6i xing, toan thé
nhu khi bénh ti€n tri€n. Ho mo t3 kha ning bi€u hién dién th& co giit sdi cd cao va séng
nhon dudng mot ciach dic biét & cdc co chay trude, cdc cd gian dot ddu tién cia lung, co
dang ngén cdi ngin, cd delta , va cdc cd canh song nguc. Tuy th&, kha ning bi€u hién hoat
dong ngiu nhién bénh 1y & cd nhi dau cdnh tay va cdc cd rong ngoai chi c6 50%.

Nhiing thay doi mdt phdan bo than kinh man

Céc tiéu chuin bi€n ddi liét k& 3 dau hiéu mat phan bd than kinh méin (bang 5):
dién th& don vi van dong 16n, dang nhi€u gidm(hay két tip), va dién th€ don vi van dong
khong dn dinh( con dudc goi la dién th€ don vi van dong thay doi)

Pién thé don vi van dong thay doi.

Trong giai doan s6m ctia bénh, hay bénh nhan bi ALS ti€n trién cham, dién thé co giat soi
cd, va séng nhon dudng c6 thé bi gidi han vé mit s& lugng va phidn bd mot cach rdi rac”.
That vay, d&€n Y t& bao sirng trude tiy cé thé mat trude khi dién the co gidt sgi co tién trién
ndi bat. Piéu nay c6 1& lién quan d&n hién tugng tdi phan bd than kinh: tic dong cia cic
mam phu tf cdc don vi vin dong con sét khi ti€p xic v6i cdc sgi cd mAt phan bd than kinh
tru6c khi ching bit diu rung giat. Qué trinh bu trlr sinh 1y nay, dudc khdi phat do hién
tuong mat t€ bao siing trudc, gdy nén khuyé&ch dai dién thé€ don vi van dong; nhd vay sic
co dudc bio tdn. Qud trinh nay ti€p tuc cho d&€n khi kha ning ndy chdi phu bi kiét qué.
.Theo Dengler cho thdy ring hon 50% don vi van dong cé thé dudc bu trir bing hién tugng
ndy chdi phu.

Su k&t hgp cdc sgi cd bi mat phan bd than kinh truée d6 vao don vi van dong méi ¢
1& 12 nguyén nhan bi€n d6i don vi van dong. Su phi dai cdc don vi vin dong con sét lai
dugc thé hién qua su gia ting thdi khodng, gia ting bién d6 hay s6 lugng pha (> 4 phase )
clia dién th& don vi van dong. Hién tudng sau nay ( du phat trién dién th€ don vi vin dong
da phase ) 1a do hién tugng mat dong bo clia sy d6t chdy cdc thanh phin sgi cd mdi phu
thudc don vi van dong c6 tdi phan bd than kinh va 13 bi€u hién sém & hau hét bénh nhan
ALS.

C6 2 nguyén do giy nén hién tugng mat dong bd nay: truéc hét , do toc dd din
truyén than kinh s& cham lai cling véi cdc chdi chua trudng thanh myelin héa khong hoan
toan; va thit hai, do tdc dd dan truyén dién thé€ hoat dong clia cd s& chadm lai cling véi cic
sgi cd clia cdc don vi van ddng dudc tdi phan bo than kinh bi teo di.

Pién th& don vi van dong da phase ciing c6 thé cé bién d6 thap. Hai tinh hudng c6
thé c6 dién th€ nay & bénh nhan ALS la: dang ti€n tri€n nhanh cla bénh, va giai doan tré
clia bénh. Trong trudng hgp dau, c6 1& khong dl thdi gian cho hién tugng tii phan bd than
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kinh phu, va trong trudng hop sau, khi c6 vai t€ bao sirng truc con sét lai, cdc don vi van
dong con lai c6 thé khong dudc bu trit. Cdc dién thé bién do thdp, da phase, doi khi thoi
khodng ngdn gidng cidc don vi van dong dugc thay trong cdc roi loan cd, va cung véi dién
thé co gidt sdi co c6 thé gdi ¥ mot bénh 1y cd do hoai t&, mot dang ( inclusion body
myositis ) c6 thé gid ALS.

Mot hién tuong khic cé thé do hién tugng tai phan bd thin kinh clia cdc chdi chua
trudng thanh 12 sy thay ddi tirng Iic hinh dang dién th& don vi van dong, cling c6 thé tao ra
dién th€ don vi vin dong khong 6n dinh. C6 hai nguyén do gy nén diu hiéu dién cd nay
12 do dién th€ hoat dong clia cic sdi cd vio va ra tdng dién the hoat dong: trudc tién, block
din truyén ngit quing cling v6i cidc chdi phu myelin héa khdng hoan toan; thi hai, su gidi
phéng céc acetylcholin khong dd tai cdc kh6p thin kinh co méi thanh 14p..

Khi bénh it ti€n trién hon ( tdn thuong xdy ra chadm hon ), cdc chdi phu c6 co hdi
trudng thanh, va cdc sdi cd tdi phan bd than kinh ¢6 khd ning dat dén kich thudc cia
ching. Piéu nay din d&€n mot sy gia ting toc do din truyén sdi than kinh tin va t6c dd din
truyén thd clia dién th& hoat dong. Hau qud 1a, c6 hién tuong dong bd d6t chdy cdc thanh
phan sdi co riéng cda don vi van dong. Khi cdc don vi vin dong dudc tdi phan bo than kinh
dat dudc dugc nhiéu sgi co hon bdn chat clia né,thi s& gdy nén hién tudng ting cd bién dd
14n thdi khodng ctia né.

Thay doi ki€¢u giao thoa :Altered interference pattern (changes in recruitmen)t.

Su k€&t tap binh thudng dugc gy nén bdi hoat ddng mot cdch trat tw clia cdc don vi van
dong khi kha niing va tin s6 phong dién clia cdc don vi riéng biét ting 1én. Tan s6 két tap,
hay tan s6 phéng dién, 12 “ tin sd phéng dién cda 1 don vi khi don vi k&€ dugc két tip hay
bit ddu phéng dién”. Tan sd dién hinh 13 5 — 15 Hz d6i v6i don vi vin dong & cdc cd binh
thudng trong sudt qué trinh co cd nhe. Sy mat ti€n tri€n cdc t&€ bio sling trudc trong qud
trinh bénh 1y ALS giy nén su gidm sd lugng don vi van dong ma c6 thé dugc hoat hda
trong su6t qud trinh co ¢d tv y ( gidm két tdp ) kém véi sy gia ting tan s6 phong dién dién
th& don vi van dong con sét lai . Khi bénh tién trién, NEE cdc co yéu c6 thé boc 16 sy gidm
ddng k€ s6 lugng dién th€ don vi vin dong cling v6i sy gia ting tin sd phéng dién; trong
cdc trudng hop tién tri€n ning, hai hay ba don vi van dong phéng dién & tin sd 20 Hz.

Dién thé co gidt bé co (Fasciculation potentials)

Pién thé€ co giat b6 co 1a dién thé don vi vin ddng phéng dién bAt thudng, ngiu
nhién ma thudng k&t hop voi cac clir dong co gidt c6 thé nhin thay. (trén 14m sang, hau nhu
tdt cd bénh nhan ALS déu c6, nhung khong phai 1a biu hién bat thudng.). Ngoai trir bénh
ly neuron van dong va bénh 1y da day than kinh amyloid, hoat dong dién th& co giit b6 co
lan tda ggi y manh hién tugng roi loan chic ning than t€ bao neuron van dong. That vay,
Lambert quan sit thdy “ hién tuong co gidt b6 co rat thudng xay ra trong ALS d€n ndi ma
néu nhu khong cé su hién dién cia né hi€m khi chdn dodn dugc chadp nhan”. Mit khéc,
dién thé& co giat bé co cling x4y ra & nhitng c4 thé khde manh, vi thé dugc goi 1a “co giat
b6 cd lanh tinh”. Co giat bo cd lanh tinh la bi€u hién NEE don ddc ma khong c6 kem theo
hoat dong dién th& co git sdi co, dién thé don vi van dong khong 6n dinh hodc khuyé&ch
dai; va trén 1Am sang, hoan toan khong c6 yéu va teo co.
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Dién hinh, trong ALS dién th€ co giat b6 cd phiic tap hon va it 8n dinh hon cic hién
tugng phong dién tuong ty & nhitng cd thé khde manh . C6 1& 12 cdc dién nay s& tr§ nén
khuyé&ch dai trong qud trinh m4t va tdi phdn bd than kinh, nhu d3@ md td trong phan ban
luan vé hién tugng mAat phan bd than kinh min tinh ( xem phin ban luin trudc cla bai bdo
nay ). Ngudn goc clia dién thé€ co gidt bé cd van con tranh cii, nhung cé 1& chiing sinh ra tir
t€ bao sirng trudc tdy, thin neuron, va cic tdn clng than kinh xa. C6 1& chiing sinh ra &
phain gan hon cla don vi vin dong trong giai doan sém ctia bénh va & cdc truc van dong xa
hon trong giai doan tré.

CAC CHAN POAN PHAN BIET NOI BAT

By gid chiing ta quay lai mot s6 roi loan, va cdc ddu hiéu dién sinh 1y, c6 khuynh
huéng dudc dit ra nhim xem xét mot s chan dodn phin biét thudng 1é véi ALS.
Bénh tity do thodi héa cft song ((SPONDYLOTIC MYELOPATHY)

Bénh tiy do thodi héa cot song c6 thé din dén chén ép tiy c6 hodc khong kém chén
ép ré. Pau c6 thudng gip nhung khong phai 1 bi€u hién khong thay ddi. Mot s6 bénh nhan
bi bénh 1y tdy c¢6 bi€u hién UMN & chan va néu c¢6 kém tdn thuong ré than kinh hay chat
X4m trung tuong hoic ca hai thi c6 thé c6 thém biéu hién LMN § tay gy gid ALS. That
vay, trong nghién citu cua trung tim Elenor va Grou Grehig tai vién New York, Rowland
bdo cdo ring 5% bénh nhan ALS dugc phiu thuat cit 14 dot song ¢d (hay thit lung ) & giai
doan sém ctia bénh. Mic du NEE c6 thé phat hién hién tugng mat phdn bo than kinh chii
dong va min & cd hai tay trong bénh 1y thodi héa cot song c¢d ( va ca hai chan néu c¢é bénh
ly thodi héa cot song thit lung ), nhung NEE cdc co hanh tlly va canh s6ng nguc phdi binh
thudng, ngudc v6i cic bi€u hién bat thudng NEE thudng c6 trong ALS.

Tuy nhién, sy hién dién ctia hién twuong mit cdm thu bdn than va bat thudng co thit
thudng k&t hgp véi hinh 4nh 14m sang cla y&u van dong trong bénh 1y tiy do thodi hda, va
gdi y bat thudng ciu tric cot séng c6. Can c6 thém hinh dnh hoc cot séng ¢d nhim gidp
chin dodn x4c dinh.

Bénh ly neuron hanh tity (BULBOSPINAL NEURONOPATHY)

Bénh Iy neuron hanh tiy hay hdi chitng Kennedy 1a mot r6i loan giy nén teo, co rit
cd va y&u cd gdc chi va cd hanh tiy ddi xdng, ti€n tri€n chAm ma khong cé dic di€ém
UMN. Co giat b6 co ndi bat & cdc cd quanh miéng va cd ludi. Phin xa gin cd gidm hoic
mat. Hon 50% bénh nhan c6 cdc diu hiéu thi€u hut androgen mdt phin nhu vi to va vd
sinh. Creatin kinase ting cao mdt cdch di€n hinh hon so véi cdc trudng hop rdi loan mat
phan bd than kinh don thuin. NEE cho thiy cdc bing ching rdi loan LMN ( mit phan bo
than kinh cht dong va min tinh ) nhung dién thé gdi cdm gidc gidm va tham chi bi€n mat
gdi y ton thuong sdi truc va cdc neuron hach ré lung, mot bi€u hién cin dit ra nhitng ciu
héi nghiém tic vé gia tri chan dodn ALS. C6 thé chin dodn xdc dinh bing cdc test chan
dodn di truyén hoc, cho thd'y mot hién tugng ting s6 bo ba nucleotid mi héa cho cic gen
ctia thu thé androgen
Bénh teo cd mdt chi lanh tinh ( benign monomelic amyotrophy )

Bénh teo co cho lanh tinh 12 mdt rdi loan ki€u rai rac bi€u hién su yé&u co khu trd mot chi
va thudng x4y ra & nam hon nit. Tudi khdi phat tir 15 — 30 tudi va hau hét cdc trudng hgp
bénh dudc md ta 13 tai Nhat va An dd. Thudng gip nhat, yéu bt ddu § cdc cd ban tay va
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sau d6 lan tda mot cich huéng tim trong thdi gian 1 — 2 nim rdi tén thuong dén cic co
dudi va gip cing tay. Phdn xa gin siu thudng 13 binh thudng hay gidm. Sau thdi gian ti€n
trién chAm nay, tinh trang bénh nhin thudng dn dinh. Thudng khong thdy ddu hiéu UMN
hay ton thuong hanh tdy. Cling v6i cdc dau hiéu 1dm sang, cdc bi€u hién dién sinh 1y cho
thdy mot tinh trang ri loan LMN thudng mot cdch han hep. Cdc nghién citu din truyén
than kinh thudng qui néi chung binh thudng ngoai trir bi€u hién bién do van dong thap khi
ghi nhan & cdc co teo va y€&u. 305 trudng hop gidm vira phai dién th€ cdm gidc. NEE phat
hién < %2 s6 bénh nhan c6 cdc séng nhon duong va dién th€ co git sdi cd, trong khi hién
tuong gidm k&t tip tuong ng v4i nhitng viing y&u hay teo co ludn ludén vin vay. NEE céc
cd chi bi€u hién cic dic di€ém mat phan b thin kinh man tinh, ggi y bénh 1y LMN lan tda
hon ¢4 hinh 4nh 1am sang. MRI cdt song ¢d ¢6 théphat hién teo cor song cb khu tri.

Bénh ddy thdn kinh vdn dong da & véi block dan truyén (MMCCB: Multifocal motor
neuropathy with conduction block) Bénh day than kinh van dong da 6 vé6i block din truyén
12 bénh 1y gdy ban cdi nhat trong chin dodn phan biét ALS. Bdi vi né “c6 thé gid ALS 1am
sang nhung khdc 12 né thé ddp &ng diéu tri”. La rdi loan nguyén phit § nam gidi & tudi
tuong ddi tré (< 45 tudi) va thudng bi€u hién teo va y&u khu trd rd rét, khdng dau, tién
trién chAm chap trén cdc c6 nhd ban tay. Yéu bit ddu mot bén mot cach dién hinh, ti€n
tri€n mot s6 nim, va rdi xuit hién & chi d6i bén. Bi€u hién 1Am sing tuong ¢ng tirng day
than kinh va duy tri nhu vay trong nhiéu nim. Thim khdm phat hién hién tugng teo cic co
biin tay va cing tay dang k€&; cdc cd cdnh tay va dai vai it bi 4nh hudng hon. Thudng khong
thdy yé&u cdc co chi dudi va tdn thuong diy so thi hi€m. Thudng cé co gidt bé c¢d va hién
tugng co rit co. Phdn xa gin sdu c6é thé gidm, dic biét & cdc chi y&u, nhung thudng thi
binh thudng hay ting so v6i mifc d6 teo va yéu co mdt cach khd ngac nhién. Pang chi y
nhd't 12 sy bdo tdn cdm gidc, thim chi & nhitng viing cdc co teo ddng k€. Chan dodn dua
vio cdc bi€u hién trén dién sinh 1y cho thdy cdc bing chiing rdi loan LMN, nhung ngudc
véi ALS 1acé bolck din truyén doc theo tirng doan khu tri cla cdc sgi van dong & nhitng
viing thudng khong nhay cdm vdi dp luc. Cac dic di€m mat myelin vin dong da & khdc
nhu 12 sy phan tdn thdi gian, gidm tdc dd din truyén than kinh vin dong & tirng doan, tiém
thdi van dong xa kéo dai, va tiém thdi séng F kéo dai cling dudc tim thdy. Trong mot s&
trudng hdp, block din truyén tu né chi phdt hién & 30% bénh nhan, nhung thuc t& tat cd
bénh nhan déu c6 bing chitng mat myelin qua nghién cttu din truyén than kinh. 50 — 60%
bénh nhan c6 ndng dd khang thé khang GM1 ganglioside, trong khi phan 16n bénh nhan
ALS ndng d6 tu khiang thé nay khong cé hoic thdp. Nhu dd ghi nhan phia trén, cdc bénh
nhin nay ddp dng t6t v6i di€u tri mién dich nhu cyclophosphamide va y globulin truyén
tinh mach.

Bénh ly khép thdn kinh- co (DISEASES OF NEUROMUSCULAR JUNCTION)

Khi nhudc co ndng c6 cac bi€u hién nhu r&i loan van ngon (dysarthria), r6i loan nudt
(dysphagia),chdy nuéc dii (drooling), diu rdi (head drop) ma khong cé triéu chifng van
nhin hay cdc dau hiéu c6 thé gid hanh khdi phat ALS. Trong hoi chitng nhuge cd Lambert
— Eaton (LEMS) khi c¢6 cdc ddu hiéu y&u dai chi hay tinh trang d& mét méi, c6 thé gdi y
ALS kiéu khéi phat LMN. Nhitng bénh 1y khSp than kinh co nay thudng cé két qua test
huyé&t thanh ba't thudng (khdng thé khang thu thé acetylcholine duong tinh v6i bénh nhugc
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cd ning va khdng thé kénh cdng dién th€ Ca®™ duong tinh trong hoi chitng nhugc cd
Lambert — Eaton ) va cdc diu hiéu dién sinh ly dién hinh gitip chin dodn phan biét véi
ALS. Trong bénh nhugc c¢d ning, c6 hién tugng giam dap ¢ng van dong > 10% mot cach
dié€n hinh ciling nhu sy gia ting cdc jitter giita 2 sdi co c¢6 cling phan bd than kinh bdi 1 don
vi vin dong. Mic du cdc bi€u hién nay ciing c6 thé x3y ra véi cdc cd bi yéu § bénh nhan
ALS, nhung trong bénh nhugc c¢d ning khong c6 bing chitng thodi héa LMN trén dién sinh
ly. Trong LEMS cédc bi€u hién chuin dodn 1 cdc ddp Gng gdi van dong ban dau rat thap va
sé ting d&én khodng 200% sau mot giai doan van dong thé luc ngin. Mic du, cdc ddp dng
gdi van dong ban dau ciing thap trong ALS nhung cdc ddp tng lai khong d& dang tao ra sau
van dong.

Viém co thé viii (Inclusion body myositis )

Viém cd thé vii 12 bénh viém co thudng thdy nhat & ngudi 16n tudi c6 khuynh huéng
bi€u hién bat ddi xing, ki€u rai rdc va thudng x4y ra yéu & cic co gdp cing tay. Cd tam
dau, nhi diu va t¢ dau. N6 giong vdi ki€u khdi phat dang LMN § chi cia ALS. CK ting
di€n hinh d&€n mifc d6 vira phdi va sinh thiét co gidp chuin dodn. Bi€u hién dién sinh ly
thudng ggi ¥ bénh co hoai tir (bing chitng mat phan bd than kinh chii dong véi bién dd
thap, thdi khodn ngin, dién th€ don vi van dong da khoa), nhung khi IBM § giai doan tré,
NEE biéu hién dién th€ don vi van dong va hién tuong k&t tip mot cdch dién hinh clia mat
phan bd than kinh méin, cdc bi€u hién nay ciing dudc thdy trong ALS. Mo s& bénh nhan
IBM c6 bi€u hién co giat b6 co 1am phifc tap qud trinh chuin dodn.

Céc bi€u hién 1am sang dic hiéu trong giai doan tré hon ctia bénh gitip chuin dodn
phan biét giita ALS va IBM. DPic biét sy y&u sém cic cd cdc ngén tay, cdc cd ti dau, tién
tri€n chim, khong c6 ddu hiéu UMN, va hi€m khi c6 hién co gidt b6 cd thi'y dugc trén 1am
sang. Mot dién cd @6 c6 chdt lugng c6 thé cung cAp bing chitng rdi loan bénh 1y co thim
chi khi NEE thudng quy khong cho thiy cic rdi loan khong c6 bi€u hién rdi loan tao co.
Can sinh thi€t cd trong cdc trudng hgp chuin dodn md hd nhim tim ki€m cdc bing ching
viém cd nhu hién dién cda cdac khong bio, tiéu chudn vang bénh sinh ctia IBM.
két luan:

Nhu trén di trinh bay, do mot s6 1y do chudn dodn dién sinh 1y 13 ri't quan trong, hau
hé&t d&€n xdc dinh chudn dodn va loai trir cdc bénh 1y hé thdng thin kinh ngoai bién ma c6
thé gid mot so tinh chit 1am sang cia ALS. Trong phan k&t luin clia bai bio nay ching toi
s& tom tit lai nhitng phan nghién cttu dién sinh 1y thudng dugc sit dung trong ddnh gid
bénh nhan.

Ching ta bit ddu véi cdc nghién citu din truyén cdm gidc — cdc diy than kinh giira,
tru quay, hi€n vd mdc ndng — ddnh gid bién do, tiém thdi xa va téc do din truyén cdm
gidc, bdo ddm duy tri nhiét d6 da (33°C & tay va 30°C & ban chan). Nhu di dugc mo ta &
trén thudng 1a cdc ddp tng gdi cdm gidc, tiém thdi xa va tdc do din truyén binh thudng trir
khi bénh & giai doan ti€n trién. Mic du, rdi loan than kinh ngoai bién ciing c6 thé két hop
v6i ALS thudng tao ra nhitng bdy thdn kinh khu trii, tuy nhién mot sy bat thudng ddng k&,
toan thé can phai lvu y nghi ngd bénh ly than kinh ngoai bién va bénh ndron vin dong va
cAn xem xét lai chudn dodn ALS. Trén binh dién cdc bat thudng cdm gidc nhu thé, chiing
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ta can phdi luu y khdm ph4 bénh 1y thin kinh ngoai bién ( dic biét bénh viém da diy than
kinh ma't myelin min ) trong sudt phan con lai ca nghién ciu.

Budc ti€p theo 1a ddnh gid cdc thong s6 din truyén van dong ( bién do, cdc tiém
thdi xa, toc do din truyén, va tiém thdi séng F ) ddi v6i cdc ddy than kinh chi duéi va chi
trén bao gdm than kinh gitra, tru, mac va chay sau .Viéc quan trong nhat 13 tim ki€m cdc
block din truyén van dong tirng phan va cdc diu hiéu dién sinh 1y khdc cho thiy hién
tugng mat myelin mic phdi, nhu trong bénh diy thin kinh van dong da & c6 block din
truyén. Mic du chiing ta mong mudn tim thiy cdc dau hiéu gidm bién do van dong khi
bénh ti€n tri€n, hién twong phan b lan tda CMAPs thdp & giai doan sém clia bénh, va co
bdn nhit l1a k&t hgp véi cdc nghién citu cdm gidc binh thudng cin nghi ngd mot vai kha
ning. Trudc tién, ching ta xem xét hdi chitng nhuge cd Lambert — Eaton, mot chin dodn
c6 thé chitng thuc bing bi€u hién d& tao cdc dap Gng vin dong gdi sau ging stc. Thit hai
12 kh3 ning bénh da day ré ning (mot bénh canh k&t hdp teo hep cot song cd va thit lung
vdi tén thuong ré), ma ré nguc chua tén thuong va do d6 NEE cd ban binh thudng & cic co
canh s6ng va cdc cd nguc. Khd ning tht ba 1a bénh Iy co ning ma NEE cho thiy bat
thudng & cdc cd canh séng va cd chi bi 4nh hudng ( thdi khodng két tho ngdn, dién th€ don
vi vin ddng da pha bién do thap ) nhung binh thudng mot cach dién hinh § cdc co hanh tdy.
Cudi ciing chiing ta quay lai xem xét NEE : Tru6c tién danh gid cdc co & cc chi tdn thuong
nhi€u nhA't trén 14m sang, ki€m tra sy chi phdi clia ciac day va ré than kinh & cdc co gdc va
ngon chi. Mot viing dugc xem nhu ton thuong khi ¢é gidm hién tugng két tip, dién th€ don
vi vin dong 16n, va dién th€ co giat sgi cd dugc tim thay & mot cd (ddi v6i ving tiy nguc
hay hanh tiy) hay hai c¢d chi c6 phian bd thin kinh khdc nhau (ddi vdi viing tiy nguc hay
thit lung cuing) . Chiing ta s& thim kham tir chi bi tdn thuong nhi€u nhit rdi d&n chi khic
hay cdc co canh sdng nguc, cudi cing mdi dén cdc cd vung hanh tiy ( bdi vi rat khé danh
gid va gidi thich ) va chi that sy cAn thi€t khi cdc biéu hién & nhitng viing khong thudc hanh
tiy khong dd d€ chian dodn.

*P3di vdi thim kham chi trén, cdc ¢d gdi ¥ bao gom:

-C4c cd gian dot lung diu tién, co dang ngén cdi ngin, co dudi riéng ngén trd (

thudc ré C8/T1; 1an lugt cdc day than kinh tru, giita, quay );

- Co gdp ngén cdi dai, co sap tron ( ré C7; than kinh giita );

-Co nhi dau ( ciac ré& C5/C6; than kinh cd bi );

-Cd tam dau ( C6,C7/C8; than kinh quay );

-Va céc cd canh song cb thap (cdc ré C6/ C7/ C8/T1).

*( chi thap hon:

-C4c co gdi y bao gdm cd dudi cdc ngén chan ngén ( ré L5; than kinh méc );

-Cd dang ngén chan cdi, cd sinh d6i cdng chan ( ré S1; thin kinh chay );

-Cd chay trudc, cd gdp cdc ngén chan dai ( cdc ré L4/L5, 1an lugt thudc chi phdi than

kinh méc va chay );

-Cd rong ngoai —( vastus later discussionalis) ( cdc ré L2/L.3/L4; than kinh dui ); -Co

mong nhd ( ré L5; than kinh mong trén );

-Va cdc cd canh song cling cao ( cdc ré L4/L5/S1).

*P3di vdi viing hanh tdy cdc cd thich hgp chon lya bao gdm:
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-Co 1udi ( than kinh so XII)

-C4c co tran va vong mit ( than kinh so VII ); va cdc co cdn ( than kinh so V).

DPéE dinh gid viing tly nguc t8t nhat 1a thim khdm cdc co canh sdng nguc. P& hd trg chian
dodn ALS, cdc dau hiéu rdi loan chic ning LMN can phdi dugc tim thd'y & it nhat 2 trong 4
vung .
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