Viém da ré day than kinh man tinh (CIDP): chan doan va diéu tri
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Tom tat

Bénh viém da diy than kinh mén tinh (CIDP) dugc mé ta 1an dau tién cach day gan
50 nam, 1a mot bénh rdi loan ty mién hiém gap. CIDP kho chan doan, nhung chan
doan sém rat quan trong dé ngin ngtra ton thwong than kinh vinh vién. Lwa chon
diéu tri ban dau bao gdm corticosteroid, immunoglobulin tinh mach, va thay huyét
tuong. St dung immunoglobulin dudi da c6 kha ning cai thién dung nap va két cuc
la mot lua chon méi d6i v4i bénh nhan CIDP.

Bai viét nay sé de cdp vé tiéu chudn chan dodn, hwong dan diéu tri, lya chon diéu
tri buoc 1 va buoc 2.

Muc dich cung cdp cho cdc bac si lam sang cdc quan diém hién nay trong chéin dodn
va diéu tri CIDP ciing nhw cdc cdi tién diéu tri gan ddy, chang han nhw tiém duwéi

da immunoglobulin (SCIg).
Gioi thiéu

Bénh viém da day than kinh mén tinh (CIDP) 1a m6t réi loan tw mién gdy anh hudng
tryc tiép 18n bao myelin ctia cac day than kinh ngoai bién. Nam 1975, Dyck va cong
su mo ta dau tién bénh viém nhidm man da ré day than kinh (chronic inflammatory
polyradiculoneuropathy), nhung cac trudong hop twong tu ¢6 thé duge mé ta tir nim
1958. CIDP rét hiém gip, c6 khoang 40.000 bénh nhan tai Hoa Ky. Dién tién thay
dbi, co thé giam, tai phat, tién trién timg budc, hodc tién trién dan dan. Co thé dién
hinh hay khong dién hinh, biéu hién nhiéu hinh anh khac nhau. Tét ca cac yéu td nay
g6p phan giy ra su cham tré trong chan doan CIDP.

Can hiéu biét nhiéu hon vé CIDP, chan doan va diéu tri sém rat quan trong dé ngin
ngira CAC ton thuwong than kinh vinh vién va din dén tan tat. Sy phuic tap trong chan
doan va diéu tri CIDP mang lai nhiing thach thirc ddc biét cho cac co s¢ quan Iy va
chiam soc y té.

Sinh ly bénh



Trong CIDP, cac thanh phan té bao va thé dich cia hé théng mién dich tin cong
myelin cta cac soi than kinh ngoai bién 16n, dan dén su mat myelin gay yéu co, té,
di cam va that diéu cam giac. Khi bénh tién trién, mat soi truc xay ra thr phat sau
mat myelin va c6 tién lugng xau. CIDP 12 mot rdi loan khong dong nhat voi cac kiéu
hinh dién hinh va khong dién hinh c6 thé khong ciing mot co ché sinh bénh hoc.
Mic du ty khang thé don dong (single autoantibody) chua dugc xac dinh hoat dong
nhu mot ddu 4n sinh hoc (biomarker) cho toan bo CIDP, cac tu khang thé chuyén
biét (specific autoantibodies) duoc x4c dinh chdng lai cac protein can nit (paranodal)
trong cac nut Ranvier cua ddy than kinh ngoai bién cta khoang 10% bénh nhan. Tu
khang thé duoc x4c dinh cho dén nay bao gdm vinculin, LM1, neurofascin-155,
neurofascin-186, gliomedin va contactin-1. Mot sb trong sd nay c6 thé c6 y nghia
tién luong va ciing c6 thé du doan dap tmg kém véi cac loai thude stra chita mién
dich chuyén biét. Vi du, cac khang thé contactin-1 c6 lién quan dén sy khoi dau
mudn hon ctia CIDP va dién bién tin cong hon.

Dit liéu méi cho thay di truyén c6 thé nguyén nhan CIDP. Mét nghién ctru gan day,
bénh nhan mac CIDP c6 tan sd bién d6i gen perforin cao lam suy giam chiic nang
cua cytotoxic T va natural Killer cells (NK la mét logi té bio lympho gay déc té bio quan trong
doi véi hé thong mién dich bam sinh. Vai tro cia té bao NK twong ti nhu té bao T gdy déc té bdo trong dap
umg mién dich thich nghi cia dong vit c6 xwong song). Xac dinh cac yéu td quyét dinh tiem
nang di truyén, ngodi cac tu khang thé tim thdy ¢ bénh nhén, sy can thiét phai co
dang ky rong 16n va biobanks dé thu thap dit liéu tir bénh nhan CIDP.

Chén doan

Nhiéu tiéu chi chan doan di duoc cap nhat cho CIDP, cac tiéu chi dugc sir dung
thudng xuyén nhat trong thuc hanh 1am sang hién nay duoc phat trién boi Lién doan
cac Hiép hoi Than kinh Chau Au va Hiép hoi Than kinh Ngoai bién (European
Federation of Neurological Societies and the Peripheral Nerve Society, EFNS /
PNS). Mic du céc tiéu chuan khac rit dic hiéu, nhung thiéu do nhay, diéu nay co
thé dan dén chan doan thap CIDP. Trong mot nghién ctru trén 151 bénh nhan CIDP
va 162 bénh nhan d6i chig, ti€u chi cua EFNS / PNS ¢6 d¢ nhay 81,3% va dd dac
hiéu 96,2% dbi v4i chan doan CIDP xac dinh hodc c6 thé xay ra. B0 nhay cta cac
tiéu chudn chin doan khéac trong nghién ctru ndy dao dong tir 45,7% dén 79,5%.
Chan doan CIDP theo tiéu chi cia EFNS / PNS dua trén bénh stt, kham thyc thé,
dién sinh 1y va xét nghi¢m ho trg.



EFNS va PNS khuyén c4o chan doan CIDP nén duogc xem xét & bat ky bénh nhan
nao mac bénh da day than kinh déi xtng tién trién hodc khong d6i xing dang tai
phat va thuyén giam hodc tién trién 1au hon 2 thang. Xét nghiém dién sinh 1y, do
nhay duoc cai thi¢n, xac dinh chan doan b::ing cich kiém tra hon 4 day than kinh.
Viéc kiém tra 3 chi c6 thé cai thién do chic chian chan doan cia xét nghi¢m di¢n sinh
ly. Cac tiéu chi hd trg, chang han nhu dién thé goi cam giac than thé (somatosensory-
evoked potentials ) cho CIDP cam giac, c6 thé gitip xac dinh chan doan.

Siéu am d6 phén giai cao (High-resolution ultrasound) c6 thé thuc hién tai giudng
bénh. Céac két qua nghién ctru gan day da chimg minh tiém nang ich loi cua viéc do
d6 16n bat thudng cia than kinh, & ddm rdi than kinh canh tay va doan gbc than kinh
giita & canh tay, voi siéu am do phén giai cao trong chan doan phan biét CIDP.
Chan doan sai 1a pho bién trong CIDP, dic biét 1a trong phan nhém khong dién hinh.
Trong mdt nghién ctru hdi ctru 59 bénh nhan mic CIDP dugc tham khao khoa than
kinh truong dai hoc, 47% khong dap tmg cac tiéu chuan chan doan cia EFNS / PNS.
Gan mot nira sé bénh nhan chan doan sai dap tmg cac tiéu chi 1am sang cho CIDP
khong dién hinh. Giai thich sai cac khao sat vé dan truyén than kinh 13 mot dong gop
chinh cho chan doén sai. Gin 80% bénh nhén bi chan doan nhim véi CIDP da dugce
diéu tri bang immunoglobulin tiém tinh mach (IVIg) hodc corticosteroid trong thoi
gian trung binh 1an luot 1 18,6 va 16,2 thang. Mot s chuyén gia udc tinh rang c6
td1 mot phﬁn ba s bénh nhan & Hoa Ky duoc chan doan méc CIDP khong c0 bénh.

Biéu hién thwong giip ciia CIDP

1.Té va di cam tir tir ting dan

2. Yéu tay va chan

3. Mat phan xa gan co khong teo co

4. Mét cam giac rung 4m thoa hay vi tri khép
5. Ban chan roi va khé khan thoat ra khoi ghé
6. Kho khan kiém soat ngén tay

6.That diéu cam giac (ataxia sensory)

7.Mét moi(fatigue)




Tiéu chuén chin doan CIDP (EFNS / PNS)

Pién hinh Khéng dién hinh
Tiéu chudn lim sing
Bit budc - Yéu tién trién man tinh, timg | Mot trong nhitng diém sau ddy, nhung khéc

budc, hoic yéu ngon va goc chi | véi CIDP dién hinh (phan xa gan xuong co
dbi xtmg tai phat va rdi loan cam | thé binh thuong ¢ chan tay khong bi anh

gidc cua tat ca cac chi hudng):

- Phat trién trong it nhat 2 thang - Chu yéu ngon chi (DADS)

- Day than kinh so c6 thé bi anh | - Khong ddi xing (MADSAM, hoi
hudng ching Lewis-Sumner)

- Phan xa gan xuong giam hoac - Khu tra (vi du, lién quan téi dam roi
mat & tat ca cac chi canh tay hoic thit lung cing hodc cta

mét hodc nhiéu day than kinh ngoai
vi 0 mot chi trén hodc dudi)

- Van dong don thuan

- Cam giac don thuan (bao gom ca
bénh da ré cam giac mién dich man
tinh  (chronic immune sensory
polyradiculopathy, CISP)

Loai trir - Bénh Iy than kinh c6 thé do nhiém Borrelia burgdorferi (bénh Lyme), bach

hau, tiép xuc voi thude hoic doc td

- Bénh than kinh huy myelin di truyén

- R®i loan co vong uu thé

- Chan doan bénh Iy than kinh van dong da & o (MMN)

- Cé&c nguyén nhan neuropathy mat myelin khac: gom hoi chung POEMS, da u
tay xo hoa xuwong (osteosclerotic myeloma), bénh dam réi than kinh thit lung
cung do dai thao duong/ khong BTD

Tiéu chi dién sinh ly

Xéc dinh | Mot trong nhimg diéu kién sau :
(definite) - Thoi gian tiém van dong kéo dai > 50% cua gidi han trén (ULN) & 2 day TK
(loai trir bénh day than kinh gitta ¢6 tay ctia HC dng c6 tay) (excluding median wrist

neuropathy from carpal tunnel syndrome)




Giam t6c d6 dan truyén TK véan dong > 30% cia gii han duéi (LLN) & 2 day
TK

Thoi gian tiém song F kéo dai > 30% cua gidi han trén (ULN) ¢ 2 day TK (>
50% bién do0 CMAP kich thich & doan xa ) (>50% if amplitude of distal negative
peak CMAP)

C6 block dan truyén khong hoan toan: giam > 50% bién do0 CMAP khi kich
thich doan gan véi doan xa, néu bién 46 CMAP kich thich doan xa >20% cta
gidi han dudi (LLN) ¢ 2 day TK, hodc & 1 day TK va > 1thong s6 mat myelin
khac trong > 1 dﬁy TK khac.(>50% amplitude reduction of proximal negative peak CMAP
relative to distal, if distal negative peak CMAP >20% of LLN in 2 nerves, or in I nerve and >1 other
demyelinating parameter in >1 other nerve)

C6 su phan tan bat thudong theo thoi gian (tang > 30% thoi khoang CMAP kich
thich giira doan gan va doan xa ) & >2 day TK. (>30% duration increase between the
proximal and distal negative peak CMAP) in >2 nerves)

Thot khoang CMAP doan xa tang ¢ > 1 day TK ( day gilta > 6,6ms, day tru >
6,7ms, diy mac > 7,6ms, day chay > 8,8ms ) va > 1 thong s mat myelin khac
trong > 1 day TK khac. (Distal CMAP duration (interval between onset of the first negative
peak and return to baseline of the last negative peak) increase in >1 nerve (median, >6.6 ms; ulnar,
>6.7 ms; peroneal, >7.6 ms; tibial, >8.8 ms) and >1 other demyelinating parameter in >1 other

nerve)

Rét c6 thé
(probable)

Giam > 30% bién 6 CMAP kich thich & doan gan véi doan xa, loai trir day
TK chay sau. Néu CMAP kich thich & doan xa > 20% giéi han dudi (LLN), &
2 day TK, hodc ¢ 1 diy TK va > 1 thong sé mat myelin khac trong > 1 day
TK khéc. (230% amplitude reduction of proximal negative peak CMAP relative to distal,
excluding posterior tibial nerve, if distal negative peak CMAP >20% of LLN, in 2 nerves, or in 1

nerve and >1 other demyelinating parameter in >1 other nerve)

C6 thé
(possible)

Gidng véi tiéu chuan xac dinh nhung chi véi 1 day TK.

Tiéu chuan ho tro

Protein dich nao tiy cao vdi ) luong bach cau <10 / mm3

MRI cho thay sy ting bt gadolinium va / hodc phi dai ciia chum duéi ngya,
dam rdi that lung cung hodc co.

TK bap chan binh thudng véi bat thuong TK gitra (khdng bao gom bénh than
kinh gitra & ¢o tay tir hoi ching dng ¢o tay) hoic SNAP TK quay.(Normal sural




with abnormal median (excluding median neuropathy at the wrist from carpal tunnel syndrome)
or radial SNAP amplitudes)

- Van toc dan truyén cam giac <80% gidi han dudi binh thuong (<70% néu bién
do SNAP <80% gidi han dudi ctia binh thuong).( Sensory conduction velocity <80%
LLN (<70% if SNAP amplitude <80% LLN)

- Tri hodn dién thé goi cam giac than thé ma khong c6 bénh hé than kinh trung
uong

- Cai thi¢n lam sang khach quan sau diéu tri stra d6i mién dich

- Sinh thiét than kinh cho thay bang chimg 6 rang vé sy huy myelin va / hoic
tai myelin két hop bang kinh hién vi dién tir hoic teased fiber analysis (Nerve
biopsy with unequivocal demyelination and/or remyelination by electron microscopy or teased
fiber analysis)

Piéu tri

Céac lua chon diéu tri ban dau cho CIDP bao gém immunoglobulin, corticosteroid
hoic thay huyét twong (TPE). Nhimg can nhéc lya chon diéu tri ban dau bao gdm
murc d6 nghiém trong ctia bénh, bénh tat di kém, duong tinh mach, tac dung phu, co
san va chi phi. Muc ti€u cua diéu trj 1a cai thién strc co va ngan ngua khuyét tat vinh
vién do mat myelin va tén thuong soi truc thir phat. Ngoai diéu tri bang thudc, bénh
nhan CIDP c6 thé hudng loi tir nhimg rén luyén vé sitc co, vat 1y tri liéu, phuc hoi
nghé nghiép va cac thiét bi hd trg dé cai thién di lai. Trong mot nghién ctru 1am sang
gén day, tap thé duc nhip diéu va céc bai tap dé khang da cai thién stic co & bénh
nhan CIDP.

Ba nghién ctru 1am sang di cb ging so sanh cac lwa chon diéu tri dau tay cho CIDP,
két qua bi han ché khéng du d6 manh, mat can bang vé dic diém bénh nhan trong
cac nhom diéu tri va phuong phap khac nhau thuong gip trong cac nghién ctru vé
bénh nhan mic cac bénh hiém gip. Trong mot nghién ciru S0 sénh mi d6i, thay huyét
tuong va IVIg ¢ nhitng cai thién twong duong vé diém sb khuyét tat than kinh.
Hai nghién ctru da so sanh corticosteroid vai IVIg. Mot nghién ctru chéo mu doi (A
double-blind crossover) so véi thuéc udng prednisolone giam dan tir 60 mg dén 10
mg mdi ngdy mot lan trong 6 tuan v4i IVIg 2 g / kg trong hon 1 hodc 2 ngay. Trong
24 bénh nhan d3 hoan thanh it nhit 2 tun diéu tri bang ca hai ché do, cai thién muc
d6 khuyét tat sau 2 tuan cao hon mot chut véi IVIg so v6i dung prednisolone. Cai
thién murc d6 khuyét tat 13 0,71 (+ 1,27) voi IVIg va 0,58 (£ 0,93) voi prednisolone,
véi su khac biét trung binh 1a 0,16 (95% Cl, -0,35 — 0,66).



Ganh nang tac dung phu so sanh gitra prednisolone va IVIg. M6t nghién ctru mu doi,
kiém soat gia duoc so sanh dung 1VIg hang thang (0,5 g / kg / ngay trong 4 ngay /
thang) va methylprednisolone ti€ém tinh mach (0,5 g / ngay trong 4 ngay / thang)
trong 6 thang & 45 bénh nhan CIDP. Két cuc chinh, ngimg thudc do bat ky nguyén
nhan nao, cao hon vdi methylprednisolone so voi IVIg (52% so voi 13%; nguy co
tuong d6i 0,54; 95% Cl, 0,34-0,87). O nhiing bénh nhan dap (mg véi diéu tri, nguy
co CIDP trd nén tdi té hon va can diéu tri thém sau khi ngimg diéu tri cao hon véi
IVIg so v6i methylprednisolone (38% so véi 0%; P = 0,03).

Corticosteroids

Madc du corticosteroid da dugc st dung trong hon 40 ndm, nhung hi¢u qua cua chiing
trong CIDP chua duoc thiét 1ap trong nghién ctru 1dm sang quy mo 16n. Trong mot
nghién ctru kéo dai 12 tudn khdng md- ngiu nhién(nonblinded, randomized, 12-
week trial), diém ton thwong than kinh dugc cai thién ¢ 12 trong s6 19 bénh nhan
str dung prednisone so voi 5 trong sd 15 bénh nhan khong dugc diéu tri. Nghién ciru
mu d6i, ngdu nhién PREDICT so sanh liéu tiéu chuan cua prednisone véi
dexamethasone liéu cao dung trong 4 ngay mdi thang & 40 bénh nhan. Ca hai ché do
diéu tri duong nhu c6 hiéu qua tuong tu nhau, nhung ché d6 dexamethasone hang
thang c6 it tac dung phu hon (khuén mat hinh mit tring va mat nga).
Methylprednisolone IV khong lién tuc cling da dugc ghi nhan la c6 nguy co tac dung
phu thap hon so véi viée st dung thudc udng prednisone déu. Bénh nhan tir nghién
ctru PREDICT dugc theo doi trong khoang thoi gian trung binh 4,5 ndm sau khi
nghién ctru két thac. Ty 18 chira khoi hodc thuyén giam 13 26% sau khi diéu tri bang
corticosteroid. Mot chan doan thay thé sau do da duoc thuc hién & 17,5% bénh nhan
khong dap tmg véi corticosteroid, mot 1an nita chi ra su can thiét phai danh gia lai
chan doan & nhitng bénh nhan dugc cho 1a CIDP khong dap tng voi diéu tri sira d6i
mién dich. Phan tich két qua nghién ctru PREDICT cho thay nhitng bénh nhan ¢
kiéu mat myelin phan b khu tra va it lién quan dén cam giac vé dién sinh 1y c6 thé
c6 nguy co x4u di som hon sau khi diéu trj bang corticosteroid.

Khong c6 su déng thuén vé ché d6 diéu tri corticosteroid tdi wu cho CIDP. Diéu tri
kéo dai corticosteroid cd tac dung phu lién quan liéu va thoi gian, bao gom lodng
xuong va giy xuong, trc ché tuyén thuong than va hoi chimg Cushing, ting dudng
huyét, ting huyét ap, rdi loan tAm than, duc thuy tinh thé, ting can va tc ché mién
dich. Nguy co mic bénh lodng xuong do corticosteroid 1a méi lo ngai dic biét ddi
v6i bénh nhan CIDP bi rdi loan dang di va c6 nguy co bi ngd. Bénh nhan CIDP can



diéu tri bang corticosteroid kéo dai nén duoc danh gia nguy co giy xuong va dugc
diéu tri dy phong theo nguy co dugc danh gia. Chi phi thap ciia corticosteroid thuong
duoc xem 1a mot loi ich, diéu nay nén xem xét lai, tac dung phu corticosteroid gay
bénh tat dang ké va 1am tang chi phi cham soc, vdi mot s6 phan tich cho thay chi phi
cham soc tang 1én véi liéu corticosteroid cao hon va thoi gian st dung.

Piéu tri thay huyét twong (Therapeutic Plasma Exchange, TPE)

TPE hai 1an mot tuan c6 hiéu qua dé cai thién tinh trang khuyét tat ngan han trong
CIDP, dya trén danh gid ctia Cochrane trong 2 nghién ctru (n = 59) so sanh vai trao
d6i gia(sham exchange). Trong cac nghién ctru nay, ty 1& dap tng 1an luot 13 33% va
66%. Su cai thién chirc nang than kinh véi thay huyét tuong dang ké, vi mot sd
bénh nhan khong thé phuc hdi kha nang di lai. Mic du co ché hoat dong chinh trong
diéu tri CIDP va cac r6i loan ty mién dich khac 1a loai bo cac tu khang thé, TPE ciing
c6 thé co hoat dong sira d6i mién dich. Hiép hoi tach huyét twong Hoa Ky (The
American Society for Apheresis) khuyén c4o bénh nhan CIDP dau tién s& dugc thay
1 dén 1,5 tong sb thé tich huyét trong 3 1an mdi tuan cho dén khi ho cai thién. Huyét
tuong thuong duoc thay thé biang albumin. Sau khi dap tng, TPE c6 thé dugc yéu
cau hang tuan dén hang thang dé duy tri dap Gmg. Su thuyén giam cac triéu ching
CIDP dugc duy tri, voi thay huyét twong hang thang trong vong 21 nim. Cac tac
dung phu bao gém mét moi, budn non, chong mat, di cdm quanh mi¢ng va ngon chi,
di tng va ha huyét ap. Trong mot nghién ctru quan sat 16n vé thay huyét tuong
(apheresis) duogc thuc hién vi bat ky Iy do nao, cic bién ching xay ra 3,9%. Céc bién
ching hiém gap, nghiém trong bao gém roi loan nhip tim, co giat, r6i loan dién giai
va chdy mau khong rd nguyén nhan. Theo dbi xét nghiém dé phat hién va diéu tri
bénh thiéu mau lién quan dén TPE, ha calcium mau, ha magnesium mau va r6i loan
déng mau. Citrate dugc str dung nhu mot thude chéng déng mau trong sudt qué trinh,
g6p phan vao viée ha calcium mau va ha magnesium mau. Thudc e ché men chuyén
angiotensin phai duoc gilt trong vong 24 dén 48 gio trudec mdi phién(session) dé
ngin chin cac phan tng bradykinin giy ra do bumg va ha huyét ap kéo dai. Cac loai
thude dugc st dung dé diéu tri CIDP c6 thé bi loai bé béi TPE bao gém IVIg va
rituximab. TPE yéu cau dudng tinh mach ngoai vi hodc tinh mach trung tam. Bién
chtng tinh mach trung tdm, bao gdm nhiém tring va tran khi mang phoi.

TPE 1a mot thach thirc vé mat k§y thuat, doi hoi phai c6 chuyén mon va su phdi hop
giita nhom apheresis, ngan hang mau, dugc pham va phong xét nghiém 1am sang.
Uéc tinh thd cho théy co td1 125.000 truong hop TPE dugc thuc hién tai Hoa Ky



hang nam. Trong khodng thoi gian 10 ndm tai mot trung tdm apheresis, khoang 5%
TPE thuc hién dé diéu tri CIDP. Nam 2011, chi phi bénh vién truc tiép cho 5 TPE
udc tinh vao khoang $ 4600

Globulin mién dich

Globulin mién dich dugc danh gia ding cho CIDP nhiéu hon so véi cac lwa chon
diéu tri dau tay khac. Ba nghién ctru 1am sang phase 3 gilp Co quan Quan 1y Thuc
pham va Duoc pham Hoa Ky (FDA) phé duyét 1san pham SCIg va 2 san pham IVIg
diéu tri CIDP ¢ nguoi 16n. Thang 9 nam 2017, globulin mién dich IV (Human), 10%
liquid (Privigen) da dugc FDA chép thuén trén co sé két qua nghién ctru Privigen.
Théang 3 nim 2018, Globulin mién dich SC (Human) 20% liquid (Hizentra) duoc
FDA chép thuin dic biét cho diéu tri duy tri trén co s& két qua nghién ctru PATH.
Loi ich ciia immunoglobulin trong CIDP dugc quy cho hoat dong chéng viém, lam
giam cac phan ung tién viém bang cach diéu chinh FeyRIIB trén céc dai thuc bao
(upregulating FcyRIIB on effector macrophages)

IV1g tinh mach ching minh ty 18 dap tng tir 54% dén 61% trong 2 nghién ciru 1am

sang phase 3. Cochrane nam 2013 phén tich 5 nghién ctru ddi chung gia dugc (n =
235) dung 1VIg trong CIDP. Nguy co twong d6i cai thién voi IVIg 1a 2,4 (95% CI,
1,72-3,36), ) nguoi can thiét dé diéu tri (NNT) cho mot bénh nhan dugc hudng loi
3 (95% CI, 2,33-4,55). Nguy co tuong ddi cia tac dung phu véi IVIg 13 2,62 (95%
Cl, 1,81-3,78). Khong c6 su khac biét vé nguy co ctia cac tc dung phu nghiém trong
voi [VIg va gia duge (7% so vt 8%; nguy co tuong ddi, 0,82; 95% CI, 0,36-1,87).
Tac dung thoang qua nhe li€én quan dén truyén IVIg (vi dy, nhuc d4u, budn ndn, én
lanh va sbt) xay ra & 49% bénh nhan; phan Gmg nghiém trong it gip hon & murc 6%.
Céc tac dung phu nghiém trong hiém gip véi IVIg bao gém cac phan tng qua man
c6 thé gy tir vong, viém mang ndo vo khuan, phu phdi khong do tim mach va tan
huyét; suy than c6 thé dao nguoc (reversible renal) c¢6 nhiéu kha nang xay ra & nhiing
bénh nhan bi suy than tir trude. IVIg canh bao vé nguy co suy than va kha ning ting
huyét khéi do tang d6 nhdt huyét thanh(serum viscosity).
C6 it sw ddng thuan vé liéu duy tri t6i wu cua IVIg trong CIDP. Liéu khuyén céo san
pham IVIg 1a liéu dugc thiét 1ap c6 hiéu qua trong nghién ciru ICE. Trong thuc hanh
lam sang, liéu duy tri dao dong tir 0,4 dén 1,2 g / kg sau mdi 2 dén 6 tuan, voi cac
yéu cau vé liéu thay d6i duoc quy cho thoi gian ban hiy thay d6i ddi véi IVIg trong
khoang tir 18 dén 33 ngay.



Mot s trung tam diéu tri c4 nhan hoa lidu luong va khoang thoi gian dung thude
dua trén dap (mg ciia bénh nhan dé toi uu hoa diéu tri va giam thiéu chi phi. Céc
nghién ctru dang thuc hién s& cung cip cho bac si 1am sang hudng din bo sung. Mot
nghién ctru lam sang giai doan 3 ProCID, hi¢n dang dugc tién hanh dé xac dinh liéu
0,5, 1 hay 2 mg / kg ctr sau 3 tuan 1a liéu duy tri t6i wu ctia IVIg. Nghién ctru DRIP
dang danh gia mirc do thudng xuyén hon cia liéu anh huéng dén hiéu qua va kha
nang dung nap IVIg. Xem xét CIDP thuyén giam ¢ mot s6 it bénh nhan, mot s bénh
nhan c6 thé ngimg diéu tri sau 6 thang khoi dau diéu tri IVIg. Piéu nay duogc hd tro
boi dir liéu tir nghién ctiru ICI cua IVIg va nghién cttu PATH cua SClg, cho thay
58% va 37% bénh nhan, khong tai phat trong khi diéu tri bang gia duogc. Viéc tiép
tuc diéu tri IVIg cho nhitng bénh nhén c6 thé thuyén giam s& tao ra ganh niang diéu
tri khong can thiét, tic dung phu va chi phi. Tuy nhién, tiéu chuan dé xac dinh nhiing
bénh nhan nay va lam thé nao dé ngimg diéu tri con thiéu. Mot sb trung tim khuyén
rﬁng nén thuc hién céc nd luc dé giam liéu IVIg & nhitng bénh nhan da 6n dinh hon
6 thang

Dic tinh Immunoglobulin FDA phé chuan cho CIDP

10% caprylate/chromatography purified liquid
Formulations (Gamunex-C) 20% liquid (Hizentra
10% liquid (Privigen)

Loading dose: 2 g/kg (20 mL/kg] in divided doses 0.2 g/kg (1 mL/kgl in 1 or 2 sessions over 1 or 2

Dots over 2 to 4 consecutive days consecutive days. If symptoms worsen, resume
Maintenance dose: 1 g/kg (10 mL/kg) administered  1Vlg and restart SClg at 0.4 g/kg administered in 2
in 1 or 2 infusions on consecutive days sessions over 1 or 2 consecutive days
N . . Maximum of 8 infusion sites.
I Bt o0 Initial: 0.5 mg/kg(mln (0.005 mL/kg_/mmI Inital volume: 20 mL/sitg
Volume or 2 mg/kg/min (0.02 mL/kg/min) Mammpm volume: 50 mL/site
Maximum: 8 mg/kg/min (0.08 mL/kg/min) Initial rate: 20 mL/h
Maximum rate: 50 mL/h
Frequency Every 3 Weeks Weekly
Gamunex: headache (27%), pyrexia (13%),
St e e paTtaneion (6%), chills [7%), nausea, rash Headache (24 5%); diarrhea (10.23); fatgue,
(nckdence >5% I ghase (both 5%; arthralgia, asthenia (both 5%) back pain, nausea, extremity pain, cough (all 8.2%);
3 clinical triall Privigen: headache (28.6%); asthenia, hypertension vomiting, upper abdominal pain, migraine,
[both 14.3%); nausea, extremity pain (both 10.7%); pain fall 6.1%]

hemolysis, flu-like illness, leukopenia, rash fall 7.1%]
R e e e A .
CIDP indicates chronic inflammatory demyelinating polyneuropathy; IVlg, intravenous immunoglobulin; SClg, subcutaneous immunoglobulin



Tiém dwéi da, mic du SClg dugc danh gia diéu tri ban dau trong mot nghién ciru
nho ngan han, hién tai d3 duoc FDA chip thuin cho diéu tri duy tri & ngudi 16n
CIDP. Nghién ciru PATH danh gia SClg trong diéu tri duy tri & nhiing bénh nhan
trude day dugc diéu tri bang IVIg. Sau thoi gian xac nhan dap tmg IVIg, 172 bénh
nhan dugc chon ngu nhién dé nhan 24 tuan SCIg hang tuan ¢ mirc 0,2 g / kg hoic
0,4 g / kg hodc gia duoc. Két cuc chinh 13 tai phat hodc rat khoi nghién ctru vi bat
ky 1y do gi. Trong phan tich diéu tri c6 chu dich, két cuc chinh 1a 63% véi gia dugc,
39% vé&i SClg licu thap (P = 0,007 so véi gia dugc) va 33% voi SCIg lidu cao (P =
0,0005 so véi gia duoc). Khong c6 su khac biét dang ké vé toc do dap tng cho 2 lidu
SClg. Ty 16 tai phat 1an luot 1a 58,8%, 35,0% va 22,4% (P = 0,02 ddi véi liéu thap
so voi gid duoc; P <0,001 ddi véi lidu cao so vai gid dugc). NNT dé ngan ngua tai
phat véi SClg liéu thap va lidu cao 1an lugt 1 2,7 va 4.4. Trong nghién ctru PATH,
tac dung phu xay ra & 37% bénh nhan dung gia duoc so véi 58% nhan SClg liéu
thap va 52% nhan SCIg liéu cao. Ty 1& twong tmg cho cac phan tng khu tri 1a 7%,
19% va 29%. Phan tng tai chd chu yéu 13 ban do, chai cing (induration) hodc sung
va 95% 1a phan tmg nhe. Mot phan tich tong hop da danh gia 8 nghién ctru so sanh
IVIg va SCIg & nhitng bénh nhan mac bénh than kinh tu mién, bao gdm bénh 1y than
kinh van dong da 6 (n = 50) va CIDP (n = 88). Két qua tim thay khong c6 su khéac
biét két cuc voi 2 dudng dung. Nguy co tuong dbi ciia cac tac dung phu toan than
(vi du sét, dau dau, budn ndn) thip hon 28% véi SClg (95% CI, 0,11-0,76). SClg
cung cap mot lwa chon diéu tri bd sung cho nhimg bénh nhan mic CIDP dap tmg
IVIg co thé cai thién chat luong cudc séng. Sau khi huin luyén, bénh nhan c6 thé tu
diéu tri SCIg tai nha bang may bom truyén (infusion pump). Khoang 88% bénh nhan
trong thir nghiém PATH bao cdo rang viéc ty diéu tri SCIg 1a dé dang. Mic du 18%
bénh nhan dugc diéu tri bang SClg thich diéu trj truée d6 bang IVIg, nhung 53% wa
thich SCIg va trich din tinh doc 1ap cao hon va it tac dung phu hon. Liéu SC ban
dau thong thuong 12 0,2 g / kg (1 mL / kg) duoc tiém mdi tudn mot 1an trong 1 hodc
2 phién (session) trong 1 hodc 2 ngay. Néu cac triéu chimg CIDP tré nén tdi té hon
& lidu nay, bénh nhén c6 thé tam thoi quay lai diéu tri bang IVIg va sau d6 khoi dong
lai SCIg vi lidu cao hon. Trong nghién ctru PATH, thoi gian truyén khoang 1 gid
qua 2 dén 8 vi tri tiém truyén (the infusion time was approximately 1 hour via 2 to 8
infusion sites)



Theo d6i dap vng diéu tri

Céc chuyén gia khuy@n str dung céc bién phap khach quan dé ghi lai va theo ddi dap
g vé6i liéu phap sira d6i mién dich. Nhiéu cong cu danh gia da duoc st dung trong
cac thir nghiém 1am sang, nhung chung c6 thé khong thuc té cho thuc hanh 1am sang.
Céc cong cu danh gia dugc dé xuat str dung trong thuc hanh 1am sang bao gdbm Thang
khuyét tat tong thé ctia Rasch (Rasch-Built Overall Disability Scale (R-ODS) va
May do cuong do Martin (Martin Vigorimeter) dé do cudong d6 bam. R-ODS 1a bo
cau hoi danh cho bénh nhan gdm 24 cau hoi, nim bat hoat dong va sy tham gia xa
hoi véi cac muc cd do kho tir doc sach va an udng dén chay va dimg hang gio. Tu
giam sat hang ngdy co thé duogc sir dung dé diéu tri truc tiép, nhung han ché 1a nd
chi danh gia sirc manh cua ban tay

Lua chon diéu tri khac

Céc chién lugc diéu tri bo sung 1 can thiét cho CIDP, dic biét ddi v6i nhitng bénh
nhan khong dap tng voi diéu tri dau tay. Dir liéu tr Y (Italian Network for CIDP
Register) cho thiy khoang 20% bénh nhan khang tri véi liéu phap CIDP dau tién.
Trong c4c nghién ctiru 1Am sang ngau nhién twong tng, azathioprine va methotrexate
khong 1am giam dang ké tinh trang khuyét tat & bénh nhan CIDP. Tuy nhién, cac
chuyén gia khéng xem cac nghién ciru nay 1a du dé két luan khong hiéu qua ddi voi
CIDP. C4c nghién ciru 1am sang bo sung 13 can thiét dé xac dinh xem chung c6 lam
giam tinh trang khuyét tat hodc c6 tic dung giam liéu corticosteroid hay khong.
Trong nghién ctru nhé khong so sénh, cyclosporine lam giam khuyét tit & nhimg
bénh nhan khong dap tmg voi diéu tri dau tay. Bao céo loat trudng hop ich loi khong
nhat quan véi mycophenolate, vdi mot sé bénh nhan dap tmg va nhimg ngudi khac
khong c6 ich lgi. Cac nghién ctru 1am sang hién dang danh gia cyclosporine va
mycophenolate cho CIDP. Mot vai sira doi dap ung sinh hoc va thude diéu tri bénh
X0 cung rai rac, bénh mét myelin khac, da dugc danh gia ¢ nhitng bénh nhan CIDP.
Viéc st dung alemtuzumab, mot khang thé don dong chdng lai khang nguyén CD52
trén té bao lympho va bach cau don nhan, c6 lién quan dén su thuyén giam 2 trong
s6 7 bénh nhan méc CIDP phuy thudc IVIg ning. Interferon beta-1a khdng hiéu qua
dbi voi CIDP khéng tri trong mot nghién ctru 1am sang dbi ching gia dugce. Mot
nghién ctru phase 3 danh gia fingolimod 0,2 mg / ngay & 106 bénh nhan trudc day
duoc diéu tri béng IVIg hoac corticosteroid. Nghién ctru da bi dung sém khi mot
phan tich tam thoi két ludn rang nghién ctru nay khé c6 thé cho thay loi ich khi hoan



thanh nghién ctru. Ghép té bao gdc tao mau (Hematopoietic stem cell transplant)
dang dugc danh gia dé diéu trj CIDP khang tri, vdi nghién ctu phase 2 du kién s&
hoan thanh vi¢c thu thap dir liu vao thang 12 nam 2018. Mgt nghién clru quan sat
héi ctru dénh gia dap tmg voi diéu tri budce 2 (second-line therapy) ¢ 110 bénh nhan
mac CIDP khéng tri diéu tri bude 1 (first-line therapy). Mot phan hoi duoc xac dinh
1a cai thién thang diém Rankin it nhat 1 diém. Ty 1¢& dap tng 1a 27% dbi voi
azathioprine (n = 77), 33% d6i v6i rituximab (n = 18), 38% dbi voi
cyclophosphamide (n = 13), 25% ddi v6i mycophenolate (n = 12), 25% ddi véi
cyclosporine (n = 12), 17% cho methotrexate (n = 12), 36% cho interferon-alpha (n
= 11) va 0% cho interferon beta-1a (n = 3). Tac dung phu dugc bao cao trong 30
bénh nhan va din dén ngimg diéu tri & 16 bénh nhan (10 véi azathioprine; 5 véi
cyclosporine).

Hwéng din diéu tri EFNS / PNS nim 2010

Huéng dan cua EFNS / PNS niam 2010 phac thao tiép can toan dién diéu tri CIDP.
Khuyén céo st dung corticosteroid hodc IVIg cho bénh nhan CIDP tir trung binh dén
nang. [VIg nén dugc xem xét thay vi dung corticosteroid cho bénh nhan CIDP van
dong thuan tay dua trén bang chimg xau di ¢ nhitng bénh nhan nay ngay sau khi bat
dau st dung corticosteroid. Khi sir dung corticosteroid, thoi gian diéu tri 1én tGi 12
tuan (thong thudng prednisone 60 mg voi giam dan), nén xem xét trude khi xac dinh
bénh nhén c6 dap tng khong. O nhitng ngudi dap ing, nén giam liéu tir tir dén licu
duy tri thap trong vong 1 dén 2 nam, voi viée can nhic ngung thude sau cung. TPE
nén duoc xem xét khi bénh nhan khong dap ung vai IVIg hoac corticosteroid; né co
thé mot Iyra chon ban dau cho CIDP ning khi can dap tng nhanh. Mot thube tre ché
mién dich ¢ thé dugce xem xét khi diéu tri budc dau khong cung cap dap Gng day
du, nhung dir liéu khong da dé hudéng dan lwa chon thude. Gido duc bénh nhan va ra
quyét dinh chung 13 cac thanh phan chinh cta lua chon diéu tri. Mot cach tiép can
chuyén nghiép bao gdm gidi thidu dén cac chuyén gia phuc hoi chire ning, diéu tri
dau than kinh, va liéu phap vat Iy va nghé nghiép duoc khuyén khich.

Hai huéng dan cua Vién Han 1am Than kinh hoc Hoa Ky (American Academy of
Neurology) dé cap dén viéc st dung IVIg va plasmapheresis dé diéu tri CIDP. Mot
huong dan tap trung vao viéc st dung IVIg dé diéu tri bénh than kinh, khuyén cao
IVIg nén dugc cung cip dé diéu tri CIDP lau dai. Tuy nhién, dir liéu khong du dé
xéac dinh hiéu qua so sanh véi cac phuong thire didu tri khac. Mot huéng dan khac
tap trung vao viéc st dung TPE dé diéu tri cac bénh vé than kinh va khuyén Cao nén



dugc cung cap dé diéu tri CIDP ngin han. Hiép hoi Apheresis Hoa Ky ciing khuyén
cao TPE cho CIDP

Két luan

CIDP 13 mot bénh khong ddng nhat hiém gip véi sinh 1y bénh va chan doan phuc
tap, va it lya chon diéu tri. Mic du c6 nhiing tré ngai nay, nhirng ich loi dang ké da
duoc thyc hién boi cac chuyén gia trong linh vuc nay dé 1am rd co ché bénh sinh va
don gian hoa chan doan CIDP. SCIg cung cap cho bénh nhan mét giai phap thay thé
cho IVIg lam tang tinh doc 1ap cua ho va co thé duoc dung nap nhiéu hon. Két qua
cac nghién ctru 1am sang dang dién ra s& cung cp cho béc si 1am sang chién luoc
diéu tri tot hon. T4t ca nhiing tién bo nghién ciru nay mang lai hy vong cho bénh
nhan CIDP.
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EFNS/PNS Diagnostic Criteria for CIDP

Typical Atypical

Clinical Criteria

One of the following, but otherwise as in typical CIDP
[tendon reflexes may be normal in unaffected limbs):

* Predominantly distal [DADSI

» Chronically progressive, stepwise, or recurrent symmetric
proximal and distal weakness and sensory dysfunction of

all extremities « Asymmetric (MADSAM or Lewis-Sumner syndrome)
Inclusion | Developing over 22 months » Focal leg, involvernent of brachial or lumbosacral plexus
or 1 or more peripheral nerves in 1 upper or lower limb)

s Absent or reduced tendon reflexes in all extremities

. * Pure motor
* Cranial nerves may be affected

* Pure sensory [including chronic immune sensory
polyradiculopathy)
* Lyme disease, diphtheria, or drug or toxin exposure likely caused the neuropathy
* Hereditary demyelinating neuropathy
* Prominent sphincter disturbance
* Diagnosis of multifocal motor neuropathy

Exclusion

* Other causes of demyelinating neuropathy [eg, POEMS syndrome, osteosclerotic myeloma, diabetic and nondiabetic
lumbosacral radiculoplexus neuropathy)




Electrophysiologic Criteria

One or more of the following:

+ Motor distal latency prolongation 250% above ULN in 2 nerves [excluding median wrist neuropathy from carpal tunnel
syndrome)

+ Reduction of motor conduction velocity 230% below LLN in 2 nerves

+ Prolongation of F-wave latency 230% above ULN in 2 nerves [250% if amplitude of distal negative peak CMAP)

Definite 4 Partial motor conduction block: 250% amplitude reduction of proximal negative peak CMAP relative to distal, if distal
negative peak CMAP 220% of LLN in 2 nerves, or in 1 nerve and 21 other demyelinating parameter in 21 other nerve

+ Abnormal temporal dispersion [=30% duration increase between the proximal and distal negative peak CMAP] in 2 nerves

+ Distal CMAP duration [interval between onset of the first negative peak and return to baseline of the Last negative peak|
increase in 21 nerve (median, 26.6 ms; ulnar, 26.7 ms; peroneal, 7.6 ms; tibial, >8 8 ms) and 21 other demyelinating
parameler in 21 other nerve

» 230% amplitude reduction of proximal negative peak CMAP relative to distal, excluding posterior tibial nerve, if distal

Probable negative peak CMAP 220% of LLN, in 2 nerves, or in 1 nerve and 21 other demyelinating parameter in 21 other nerve

Possible  # Asin “definite” but in just 1 nerve

Supportive Criteria

« Elevated CSF protein with leukocyte count <10/mm?

+ MRI abnormalities: gadolinium enhancement and/or hypertrophy of the cauda equina, lumbosacral or cervical nerve roots,
or brachial or lumbosacral plexuses

* Normal sural with abnormal median lexcluding median neuropathy at the wrist from carpal tunnel syndrome)
or radial SNAP amplitudes

+ Sensory conduction velocity <B0% LLN [<70% if SNAP amplitude <B0% LLN)

« Delayed somatosensory evoked potentials without CNS disease

* Objective clinical improvement from immunomodulatory treatment

« Nerve biopsy with unequivecal demyelination and/or remyelination by electron microscopy or teased fiber analysis

CIDP indicates chronic inflammatory demyelinating polyneuropathy; CMAP, compound muscle action
potential; CNS, central nervous system; CSF, cerebrospinal fluid; DADS, distal acquired demyelinating
symmetric; EFNS, European Federation of Neurological Societies; LLN, lower limit of normal value;
MADSAM, multifocal acquired demyelinating sensory and motor; MRI, magnetic resonance imaging;
PNS, Peripheral Nerve Society; POEMS, polyneuropathy, organomegaly, endocrinopathy, monoclonal
protein, skin changes; SNAP, sensory nerve action potential; ULN, upper limit of normal value



