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Tom tat

X0 cling nhiéu nai 1a nguyén nhan thudng nhat gay tan phé do than kinh & ngudi tré. Bénh van
ti€n trién du khong c6 cac con tai phat trén 1am sang. C6 nhiéu tién bo trong diéu tri, quan trong
nhat la dung inteferon-beta diéu tri sém. Bai t6ng quan nay xem xét lai mot sd dinh nghia, cac
tieu chudn chan dodn méi va nhiing ti€n bo trong diéu tri bénh xo ciing nhiéu noi.

Abstract

UPDATE ON TREATMENT OF MULTIPLE SCLEROSIS

Multiple sclerosis is the most common cause of diasbility in young patient. The disease still
exarcebate even though no relapses were found. There have been many progresses in treatment,
most important is early therapy by using inteferon-beta. This article review some new definitions,
diagnostic criteria and progresses in treatment of multiple sclerosis.

Xd ciing nhiéu ndi (ti€ng Anh: multiple sclerosis) hay con goi 12 X0 cling rdi rdc ting
dam (ti€ng Phap: sclerose en plaques) 12 mdt bénh khit myelin-viém thudng gip nhat
cda hé than kinh trung uong va 13 nguyén nhan thudng nhit giy tan phé& do than kinh &
ngudi tré va trung nién. Xd cling nhiéu noi 4nh hudng khodng 2 triéu ngudi trén thé
gigi. Khdi phat clia xo ciing nhiéu ndi thudng & ngudi tir 15-50 tudi, tuy nhién bénh
ciing c6 thé x4y ra & tré nhé hay ngudi gia. V& gi6i tinh thi nit nhiéu hon nam (gip 3
1an). Trong quéd kht, x0 ciing nhiéu ndi di dugc dinh nghia nhu 1d mot bénh tai
phét/thuyén gidm ctia myelin thit phat do viém va thudng khong dnh hudng dén nhan
thitc. Nhitng tién bo gin diy cho thdy bénh sinh ciia x0 ciing nhiéu noi da thay ddi
nhiéu va nhitng dinh nghia cii khong néi 1én dugc dic di€m da dang clia bénh ciing
nhv § nghia vé& mat diéu tri @

X¢ citng nhiéu noi cé phai 1a mot bénh diic trung béi tai phat/thuyén giam hay
khong?

Trong quéd khif thi rd rang xd ciing nhiéu ndi da dudc nhan biét nhur 13 mot bénh tdi
phat/thuyén giam. Trong bai bdo ctia minh, Lubin va c6ng sv da mo td 4 dang 14m
sang clia X0 citng nhiéu ndi dai dién cho dién ti€n ctia bénh '”. Khodng 85% xd cting
nhiéu noi bi€u hién diu tién bing dang c6 dién tdi phdt/thuyén gidm. Tuy nhién,
khodng 90% bénh nhin nay s& chuyén sang dang thit hai 12 dang ti&n trién thi phat
sau 20 nim. Trong thdi gian dau cla dang thd hai nay thi nhiéu con va nhiéu sang
thuong dudc chian dodn trén MRI. Tuy nhién, khi bénh tié€n trién thi bénh nhan c6 it
con va it sang thudng ting gadolinium hon. Trong thdi gian sau cia dang thit hai nay
thi xd cting nhiéu ndi dugc dic trung bdi tinh trang tin phé ting chim, khong con hay
khong cé cdc sang thuong mdéi ting gadolinium. Dang thd ba ctia bénh 1a dang xd ciing
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nhiéu ndi ti€n trién nguyén phat. Bénh nhan bit ddu bing cic triéu ching & chi dudi,
tién tri€n chaAm mdi nim nhung khong c6 cic con ning 16 rang. MRI nio c6 thé thay it
sang thuong véi it bing chiing viém. Dang thi tu thi hi€m giip goi 12 xo ciing nhiéu noi
tdi phat-ti€n trién. Bénh nhan v4i bénh tién trién ngay tir ddu nhung c6 thé ciing c6 cdc
con ning hon xen ké vé6i tién tri€n bénh.
Cdc dang:

e Tadi phat-thuyén gidm (RRMS: relasing-remitting MS)

e Tién trién thit phat (SPMS: secondary progressive MS)

e Tién trién nguyén phit (PPMS: primary progressive MS)

e Tii phit ti€n trién (PRMS: progressive relasing MS)

Mot thay ddi khac vé dinh nghia 12 truSc ddy dang xo ciing nhiéu ndi tdi phat/thuyén
giam dugc cho 1a bénh chi hoat ddng trong cac con tdi phdt bdi vi 1dm sang bénh nhan
&n dinh giita cdc con. Tuy nhién, nhiéu sang thuong MRI c6 thé dugc phat hién &
nhitng bénh nhan c6 14m sang 6n dinh. Quan diém trudc diy 1 sau con tdi phdt thi
bénh thudng ngli yén cho dé&n khi xuit hién con mdi di hoan toan thay ddi vdi nhitng
bing chiing méi ciia MRI. That sy, nhiéu sang thuong mdi trén MRI gip nhiéu 1an hon
cdc con tdi phdt trén 1am sang. Mic dau im ling trén 1Am sang, nhung nhitng ton
thuong niio van dang dién ti€n va gy ra pha hdy nio va khi ton thuong di xay ra thi
khong thé hoi phuc dudc.

X citng nhiéu noi c6 phaila mot bénh ciia myelin hay khong?

Mot thay d6i khac 1a bénh hoc cii tip trung vio bénh 1y clia myelin. Cic dit liéu hién
tai cho thdy cling vé6i sy pha hdy bao myelin thi xd ciing nhiéu noi giy ra ph4 hdy
khong hdi phuc cdc sdi truc va cdc t&€ bao than kinh & giai doan sém. Khi tdn thuong
sGi truc gia ting thi d6 ning va tinh trang tin phé& do thin kinh gia ting. Trong cic
ming xo cting nhiéu noi dang hoat dong thi c6 nhiéu sdi truc bi cit ngang, thim chi &
nhitng bénh nhén c6 dién ti€n bénh min tinh. Chat tring ma c6 hinh ddng binh thudng
ciing c6 thé cé cdc sdi truc bi cit ngang, diéu nay ciing cho thay 13 tn thuodng sdi truc
van dang ti€p dién tham chi § cdc chit tring binh thudng "*. Ngoai ra, xd cting nhiéu
ndi con dnh hudng d€n cdc neuron va vé nio. Binh thudng v4 nio c6 kha ning ddp tng
thich nghi véi tdn thuong, tuy nhién trong xd cting nhiéu ndi thi kha ning nay gidm va
g6p phan 1am mdc do tan phé ting thém ©.

X citng nhiéu noi c6 phdi la bénh khong Anh huéng dén nhan thic?

C4c nghién cifu gan day cho thiy xo citng nhiéu noi 4nh hudng dén nhin thitc hon 50%
bénh nhin trong giai doan sém ctia bénh va nhitng dnh hudng nhin thic nay khong
lién quan dén sy suy gidm cidia van dong. Khic véi cdc roi loan nhan thitc clia bénh
Alzheimer do dnh hudng clia chit xdm, r6i loan nhin thifc cda bénh nhin xo ciing
nhiéu noi 14 loai dudi v vdi bi€u hién gidm chic ning thuc thi va hoat dong tri nhd.
Gidm chifc ning thyc thi do gidm khd ning hgp nhit chiic ning vé ndo cao hon do vay



4nh hudng d€n cic hoat dong hang ngay nhu kha ning hi€u cic tuin ty cong viéc, kha
ning t8 chitc, kha ning bit ddu cong viéc.

X citng nhiéu noi c6 phai chi do qué trinh viém gay ra?

Quan diém x0 ciing nhiéu ndi chi do qud trinh viém sé& dua dén viéc diéu tri chi tap
trung vao diéu tri khang viém. Tuy nhién, cdc dit liéu gan diy cho thiy qud trinh thodi
héa (chét t&€ bao c¢6 chuong trinh) khong lién quan tryc ti€p dén qud trinh viém ciing
Xay ra trong nao.

X citng nhiéu noi c6 that sy 1a mét bénh?

Céc nghién cttu bénh hoc thin kinh gan day cho thiy c6 4 dic diém bénh hoc riéng
biét: bénh hoc loai I 1a bénh qua trung gian t€ bao T lién quan dén dai thyc bao va céc
cytokine, diy 12 bénh hoc dién hinh clia X0 ciing nhiéu ndi; bénh hoc loai II 12 bénh
hoc loai I cong v6i cdc khang thé, bénh hoc loai II 12 bénh hoc thudng gip nhit va day
ciing 12 van dé vi viéc diéu tri chi tip trung vao t& bao T ma quén di cdc khang thé;
bénh hoc loai III kh4c nhiéu so v6i bénh hoc loai I va II, loai nay c6 bénh hoc phd hdy
lan rong giéng nhu thuong do virus hay ddc tinh hay thAm chi 1a thi€u mdu cuc bo lan
rong, loai III khong c6 cdc sang thuong riéng biét ma 12 sy ph4 hily toan bo hé thong
than kinh; bénh hoc loai IV khdng cho thdy hién tugng viém va thim chi khong dnh
hudng nguyén phat d&€n bao myelin ", ddy 12 bénh thodi héa cédc t& bao than kinh it
nhdnh sin sinh ra bao myelin. Bon bénh hoc khdc nhau ndy ctia xo cting nhiéu ndi lam
cho x0 cting nhiéu noi nhu 12 mot hodi chitng hon 12 mot bénh, do vay néu chi 4p dung
mot cach diéu tri c6 thé khong di d€ kiém sodt bénh.

Chéan do4n
Tiéu chuén Schumacher :
e Khim than kinh phat hién cdc bat thudng khich quan chic ning hé than kinh
trung uong.
e Bénh st cho thdy lién quan it nhat hai vi tri cda hé TKTU.
e Bénh than kinh trung uong dnh huéng chi y&u 1a chat tring.
e Lién quan hé than kinh theo mot trong hai cdch sau:
e Hai hay nhiéu giai doan, mdi giai doan kéo dai it nhit 24 gid va cdch xa it nhat
mot thing.
e Cic triéu chiing ti€n trién chim hay tiing bac trong it nhit 6 thang.
e Tudi khdi bénh tir 10-50.
e Loai trtr cdc bénh ly khéc.

Tiéu chudn Poser:
Chdn dodn xdc dinh dwa vao lam sang
e 2 con va bang chiing 14m sang hai sang thuong khdc nhau



e 2 con, biing chitng 1Am sang mdt sang thuong va bing ching cin 1Am sang mot
sang thuong khac
Chdn dodn xdc dinh dvoc tro gitip béi cdn lam sang
e Hai con, biing chitng 1am sang hodc cin 14m sang mot sang thuong va bat
thudng mién dich trong dich nio tdy
e 1 con, bing chitng 1dm sang hai sang thuong riéng biét va bat thudng dich ndo
thy
e 1 con, bing chitng 1am sang mdt sang thuong va bing ching cAm IAm sang mot
sang thuong riéng biét khdc, va bat thudng dich ndo tiy
Chdn dodn cé 1é xd cting nhiéu ndi dua vao ldm sang
e 2 con va bing chiing 1Am sang mot sang thuong
e 1 con va bang chiing 14m sang hai sang thuong riéng biét
e 1 con, bing chiing 1am sang modt sang thuong, va bing chitng cAim 14m sang mot
sang thuong khac
Chdn dodn cé 1é X0 ciing nhiéu noi dugc hé tro béi can lam sang
e 2 con va bat thudng dich ndo tiy

Tiéu chudn siia doi:

e N&u c6 hai hay nhiéu con va bing chiing 1dm sang hai sang thuong thi dd chin
dodn va khong cin dif liéu thém.

e Né&u c6 hai hay nhiéu con va biing chiing 1dm sang mdt sang thuong thi can tiéu
chuin thém vé lan theo khong gian gdm MRI c6 it nhit hai sang thuong phl
hdp vé6i xd cting nhiéu ndi va bi€u hién dich ndo tdy duong tinh hay chd con
1am sang khdc 4nh hudng dén vi tri 1am sang kh4c.

e N&u c6 mdt con va bing chitng 14m sang hai hay nhiéu sang thuong thi can dit
liéu thém vé lan theo thdi gian ma dudc chdn dodn bing MRI hay chd con 1am
sang thi hai.

e N&u c6é mdt con va bing chiing 14m sang mot sang thuong , thi can dit liéu thém
(1) lan theo khong gian gdbm MRI c6 it nhat hai sang thuong phit hgp véi xo
ciing nhiéu noi va bi€u hién dich ndo tiy; va (2) lan theo thdi gian ma dudc
chan dodn bing MRI hay chd con 1am sang thit hai.

e N¢&u tién trién than kinh tir tif ggi y x0 citng nhiéu noi, cin dif liéu thém 13 tién
trién bénh trong modt nim va 2 trong cdc tiéu chuin sau: (1) bi€u hién MRI nio
dudng tinh, (2), bi€u hién MRI tiy song dudng tinh va (3) bi€u hién dich nio
tiy duong tinh.

Cdc tiéu chudn MRI
e Cic tiéu chudn sita d6i cho phép cic sang thuong ting cin tif hay sang thudng
T2 xu4t hién trong vai tudn dau tién sau khi khdi bénh 13 tiéu chuin lan theo
thoi gian.



e Cic sang thuong T2 xuit hién trong vai tudn ddu clia con dau tién khong nén
dugc xem nhu 13 bi€n c6 riéng biét ddi vdi tiéu chuin lan theo thdi gian.

e Bat cif sang thuong T2 ndo ma xuit hién sau it nhat 30 ngdy k& tir bi€n c6 1am
sang diu tién c6 thé 1a tiéu chudn chin dodn hitu ich.

e Sang thuong T2 mdi phdi c6 kich thudc va vi tri d4 d€ loai trir sang thudng
khong dugc nhan biét truée day.

e Cic sang thuong tiy song dugc phat hién trén T2 cé thé gitp chdn doin néu
hinh 4nh hoc ndo bo khong cho thiy lan theo khong gian & bénh nhian nghi ngd
Xd cting nhiéu ndi.

e Cic sang thuong tdy song nén c6 tinh khu trd.

e D0Gi v6i tiéu chudn lan theo khong gian, sang thuong tily song tuong duong va
c6 thé thay thé& sang thuong nio dudi Iéu nhung khong thay thé& sang thuong
quanh nio that hay canh v ndo.

e Sang thuong tly song ting can tif tuong duong vdi sang thuong nio ting cdn ti.

e C4c sang thuong tiy song riéng biét cling vdi cdc sang thuong nio riéng biét c6
thé gitip chin dodn xo ciing nhiéu noi thé ti€n trién nguyén phit.

e N&u khong c6 triéu chitng viém tly thi khdng nén chup tdy song lai vi né it gid
tri ngoai trlir bing chitng 1am sang cho thdy sang thuong méi cda tiy song.

Chdn dodn xo ciing nhiéu noi thé tién trién nguyén phdt
Tiéu chudn chin dodn xo cting nhiéu noi thé tién tri€n nguyén phat 2005 dugc don
gian hoa:

e Biéu hién dich nio tiy dudng tinh khong con 1a tiéu chudn can thiét dé chin
dodn xo ciing nhiéu noi thé ti€n trién nguyén phat.

e Tiéu chuin biy gid bao gdm bénh tién trién 1 nim v hai trong cic tiéu chuin
sau: (1) két qud MRI ndo duong tinh (9 sang thuong T2 hay it nhat 4 sang
thuong T2 véi dién th€ ggi thinh gidc), (2) MRI tdy duong tinh véi hinh sang
thuong T2 khu trd), va (3) bi€u hién dich nio tiy dudng tinh.

Piéu tri
Chién lugc diéu tri:
e Diéu tri con cAp.
e Ngira cdc con cAp mdi.
e Lam chim tién trién tan phé.

Cdc con tdi phdt: corticosteroid 1am gia ting thdi gian hdi phuc con. Thudng 1a ding
methylprednisolone IV trong 5 ngay sau d6 chuyén sang dang udng rdi gidm liéu dan.
C6 nghién citu cho thdy prednisone 1am nguy cd tdi phit bénh trong Thit Nghiém Diéu
Tri Viém TK Thi. Hién nay it diung prednisone uéng d€ diéu tri viem TK thi cip.
Corticosteroid khong c6 ich 1gi & dang tié€n trién. Bai tdng két cta Dir liéu Cochrane:
c6 6 thit nghiém vdi tdng s6 377 ngudi (199 diéu tri, 178 gia dugc). Thudc duge phan



tich 1a methylprednisolone (6 tht nghiém, 140 ngudi) va ACTH (2 thd nghiém, 273
ngudi). K&t qua: methylprednisolone va ACTH hiéu qua 1am bénh 8n dinh hay khong
niing hon (OD 0,37, 95% CI 0,24 dén 0,57). Methylprednisolone 5 ngay va 15 ngay
khong khdc biét nhau. Khong cé dit liéu nao theo ddi trong 1 nim ma cho thiy hiéu
qua 1au dai 7. Cdch diéu tri khdc 1a thay huyét tuong cdch ngay 7 14n & bn khong ddp
ting corticosteroid cho th4y hiéu qua trong 40%.

Lam chdm tién trién tan phé:

Diéu tri diéu hoa mién djch 1a linh vic nghién ctfu quan trong trong 15 nim qua. C6 5
thudc dugc nghién ctfu va dude chdp nhan dung rong rdi 1a Avonex, Rebif, Betaseron
(betaferon), Glatiramer acetate va Natalizumab.

Avonex, rebif 1a interferon beta-1a va betaseron (betaferon) la interferon beta-1b. Cac
co ch€ tic dung cla interferon Ia: gidm ting sinh t&€ bao T, gidm tao TNF alpha, gidm
biéu 16 khdng nguyén, thay ddi tao cytokine, ting tiét interleukin-10, gidm cic t& bao
mién dich bing qua hang rao mdu ndo. Interferon cé hiéu qud trén: tan phé, tai phat,
thay di sang thuong trén MRI, teo ndo va rdi loan chic ning tim thin kinh *%.
Trong céc thir nghiém v&i interferon beta-1b va 1a diéu tri dang t4i phat-thuyén gidm
thi ghi nhan ti 1& tdi phat gidm khodng 30% trong tit ca cdc nghién ctu . Trong thir
nghiém PRISMS khi so sinh Rebif 22 hay 44 microgram duing 3 1dn mdi tuin thi thdy
so vdi gid dugc c6 su khac biét vé hiéu qua va liéu cao hon thi thay ddi quan trong hon
trén MRI va gdnh ning do bénh giy ra. Su khac biét JAm siang quan trong c6 thé muon
sau hai nim theo ddi. Nghién cttu nay ciing cho thdy néu diung sém thi hiéu qud tot
hon l1a dung mudn. Mot nghién cttu khac khi so sinh Betaseron 8-mIU cdch ngay va
Avonex 30 microgram mdi tuin (tht nghiém INCOMIN) thi ghi nhan: ti 1& tdi phat
hang nim cia nhém Betaseron 1a 0,5 (gidm 76%) va nhom Avonex 1a 0,7 (gidm 37%);
49% nhém Betaseron va 64% nhém Avonex c6 it nhiat mot 1an tdi phat; 49% nhom
Betaseron va 75% nhém Avonex cé bi€u hién bénh dang hoat dong trén MRI (sang
thudng T2 mdi hay 16n thém hay sang thuong ting Gadolinium). Trong cdc th& nghiém
diéu tri dang ti€n trién th phat thi ghi nhan hiéu qud quan trong trén ti 1& tdi phat va
hoat dong viém trén MRI (né6i lai theo Koppas)(g). Tuy nhién, sau mot thdi gian diéu tri
trung binh 26 thing thi 40% bénh nhin xo citng nhiéu noi dang tdi phat-thuyén gidm
van ti€p tuc dién ti€n ©. Tdc dung phu cla interferon: tic dung phu chinh Ia triéu
chitng nhu cim: s6t, @6 mo6 hoi dém, dau co. Cdc tic dung phu nay thudng gidm sau
vai thang va d4p tng tot vdi ibuprofen. T4c dung phu khédc c6 thé gip la: ngd doc gan
thudng & bn dung liéu cao, nhung thudng nhe, trim cdm, phdn ng & vi tri tiém.
Avonex it tac dung phu hon Betaseron hay Rebif do diing liéu thap hon.

Glatiramer acetate (copaxone): 1am gidm tdi phit con va thay d6i MRI, hiéu qué nhat
& bénh nhan tan ph& nhe vdi chin dodn mdi va mong mudn dugce diéu tri sdm. Thude
c6 cd ché& hoat dong 1a: (1) canh tranh véi protein co ban ctia myelin khi gdn vao phitc
hgp tuong hgp mo chinh; (2) canh tranh cda glatiramer/phtic hgp tuong hgp mé chinh
vdi protein co ban clia myelin/phiic hgp tuong hgp mo chinh khi gin vao thu thé cda t&



bao T; (3) hoat héa va gdy dung nap mot phan & céc t€ bao T dic hiéu clia protein cd
ban clia myelin; (4) tao ra cdc t& bao di¢u hoa Th2. Mdt s6 nghién citu ghi nhian thudc
nay cé vai trd bdo vé cdc t&€ bao than kinh trong bénh xJ citng nhiéu ndi. Glatiramer
khi phdi hgp véi interferon ciing duge ghi nhan c6 két qua tot so v6i gid dugc va
interferon. Thudc nay thudng dudc dung nap tdt. Tac dung phu c6 thé gip la: phan tng
tai chd tiém, dd mit, dau nguc, dau khdp, yéu, budn nén, lo au, cing cd a2),
Natalizumab: 12 mot khing thé don dong. Py 1a chit d6i khang vdi alpha 4 integrin
lién quan trong bénh sinh xo ciing nhiéu noi. Thudc nay dugc ghi nhian cé hiéu qui
lam gidm ti 1€ tdi phat va tao cdc sang thuong viém ting gadolinium trén MRI 13,

B4t 1gi cda tit cd cdc thudc trén 13 dit tién (khodng 10.000 USD/nim), tic dung phu
nhiéu, hiéu qua lau dai chua xdc dinh dudc. Tuy nhién, mot diém can luu y 1 chi phi
s& cang ting néu xd ctng nhiéu ndi cang ning . Do vy, néu diéu tri bing cdc thudc
diéu hoa mién dich mic tién nhung so véi chi phi do hdu qud clia mot bénh c¢é mic tan
phé& cao thi ciing c6 thé chap nhan dudc.

Piéu tri iic ché mién dich

Céc thudc e ch&€ mién dich nhu azathioprine, cyclophosphamide va methotrexate da
dudc nghién citu nhiéu trén 20 nim qua vdi cidc két qua khac nhau. Tuy nhién, cic
thudc nay chua dudc cong nhin ding chinh thifc & bénh nhin xd ciing nhiéu noi. Chi
mot thudc tc ch€ mién dich dugc chap nhin dung 12 mitoxantrone. Thudc nay tic ché
t€ bao T, B va dai thuc bao. Mitoxantrone dugc ghi nhin 1am gidm dang k€& ti 1& tdi
phdt va cdc con ning 1én so vdi nhitng bénh nhan ding gid dugc trong 2 nim diéu tri
@ Thai gian diéu tri khu trd trong 2-3 nim ngd doc tim & lidu cao. Pa sd cdc trung tim
chi diing thudc nay khi cdc thudc diéu hoa mién dich that bai @
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