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Khai phat sém 3 15

RLHV an udng

Khgi phat muon | 17 | 85

Nhadn xét: O nhdm ngudi bénh khdi phat
sdm thudng mang cac bién thé gene TYROBP,
PSEN, SORL1 ngugi bénh thudng ro6i loan chirc
nang van dong, thi gidc khong gian, teo hoi hai
ma cling nhu vo ndo thai duagng bén, thuy dinh
trdi, cac triéu chirng hoang tudng, kich dong it
gap hon trén 1am sang.” Bénh Alzheimer khdi
phat muén thudng mang gene ApoE ¢4, teo hoi
hai ma, thuy thai dudng giifa, vé nao hoi dai do
dd trén lam sang linh vuc tri nhg bi anh hudng
ro rét, cac triéu chiing hoang tudng, kich dong,
réi loan hanh vi thirc ngu thudng phd bién hon.
Trong nghién cru cda ching t6i, cac triéu chiing
hanh vi gdp kha it trén nhdm ngugi bénh khdi
phat sém, phd bién nhéat 13 16i ndi khéng gay han
chiém 76,9%. DG6i v8i nhdm ngudi bénh khdi
phat muon cac triéu chirng hanh vi kha da dang
phd bién nhat Ia hanh vi khdng gdy han chiém
71,2%, thap nhat la r6i loan hanh vi an udng co
17 nguGi bénh chi€ém 23,2%. Két qua nghién ctu
cla ching toi cling phu hgp véi cg ché bénh sinh
bénh Alzheimer, kha tugng dong vdi nghién clru
cla N. Altomari (2022) khi so sanh triéu chirng
tam than va hanh vi gita nhdm ngudi bénh khdi
phat sém va mudn, thdy rang ngudi bénh
Alzheimer khdi phat sGm triéu chiing BPSD co ty
Ié cao han nhung thudng xuat hién mudn han so
vGi nhdm nguGi bénh khdi phat mudn.®
V. KET LUAN

Triéu ch’ng hanh vi 1a triéu chirng phd bién
va xuat hién thudng xuyén & ngudi bénh
Alzheimer. Cac triéu chirng hanh vi xuat hién da

dang va co6 su khac biét theo mirc do6 suy giam
nhan thdc cla ngudi bénh, giy dau khd, suy
giam nghiém trong chat lugng cudc s6ng cho ca
ngudi bénh va ngudi cham sbc. Do dd, can phat
hién s6m va diéu tri kip thdi nhdm gidam ganh
nang cho gia dinh va xa hoi.
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doan NMOSD theo tiéu chuan clla Hoi dong thuan
Qudc t& vé chan doan viém tay thi than kinh (IPND)
2015, diéu tri tai khoa Noi than kinh, benh vién Trung
erng Quéan doi 108. Két qua: Bénh chd Yéu gdp & nur
gIO'I (93,4%), tu0| khdi phat trung binh la 44,2 + 13,9
véi thoi gian mac benh trung binh 24,19 + 43, 55
thang. 83,7% BN cd khang thé khang aquaporin-4
(AQP4) derng t|nh Bénh ¢ ti € tai phat cao, 65,8%
trong nam dau va 89, 5% trong 5 nam dau mac benh
Diéu tri du phong néi chung 1am gidm 65,9% ti 18 tai
phat. Rituximab (RTX) lam giam 82,4% tai phat vdi
58,3% thuyén giam hoan toan va ti |€ diéu tri that bai
thap 16,7%. Ca Azathioprine (AZA) va Mycophenolate
mofetil (MMF) lam gidm tai phat lan lugt 58,8% va
42,4% nhung déu co ti Ié diéu tri that bai cao (41,2%
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va 46,2%) trong khi MMF la thuoc dung nap, tot nhat.
Ket luén: Céc thudc Gc ché mién dich cd dién cd hiéu
qua kha cao trong diéu tri du phong & BN NMOSD.
RTX c6 thé cé hiéu qua hon vé gidm ti Ie tai phat,
trong khi MMF la tljuoc dé dung nap nhat con AZA dé
ti€p can nhat khi bat dau diéu tri.

Tur khoa: Viém tuy thi than kinh, tai phat, ti I€ tai
phat trung binh nam, thu6c (rc ché mien dich.

SUMMARY
OUTCOMES OF PROPHYLACTIC TREATMENT
IN PATIENTS WITH NEUROMYELITIS OPTICA

SPECTRUM DISORDER

Objective: To evaluate the outcomes of
preventive treatment in patients with Neuromyelitis
Optica Spectrum Disorder (NMOSD). Methods: A
retrospective descriptive study was conducted on 43
patients diagnosed with NMOSD according to the 2015
International Panel for NMO Diagnosis (IPND) criteria.
All patients were treated at the Department of
Neurology, Military Central Hospital 108. Results: The
disease predominantly affected females (93.4%), with
a mean age of onset of 44.2+13.9 years and an
average disease duration of 24.194+43.55 months.
Aquaporin-4 (AQP4) antibody positivity was observed
in 83.7% of patients. NMOSD exhibited a high relapse
rate, with 65.8% relapsing within the first year and
89.5% within five years of disease onset. Overall,
preventive treatment reduced the relapse rate by
65.9%. Rituximab (RTX) led to an 82.4% reduction in
relapses, with 58.3% achieving complete remission
and a low treatment failure rate of 16.7%. Both
Azathioprine (AZA) and Mycophenolate mofetil (MMF)
reduced relapses by 58.8% and 42.4% respectively,
but demonstrated high treatment failure rates (41.2%
and 46.2%). Notably, MMF was the best-tolerated
medication. Conclusion: Classical
immunosuppressive  therapies show considerable
efficacy in preventing relapses in NMOSD patients.
RTX appears to be more effective in reducing relapse
rates, while MMF is the most tolerable and AZA is the
most accessible for initial treatment.

Keywords: Neuromyelitis optica spectrum
disorder, relapse, annual relapse rate,
immunosuppressive drugs.

I. DAT VAN PE

RGi loan phd viém tuay thj than kinh la mét
r6i loan viém tu mien dich cia hé than kinh
trung uong, cht yéu anh hudng dén tuy song,
day than kinh thi gidc va it gap hon la than ndao
va ndo 1. Tu khang thé huyét thanh do t& bao
lympho B san xudt ra nhdm muc tiéu déc hiéu
vao kénh nudc AQP4 & chan té bao sao, dong
vai tro chinh trong ca ché bénh sinh, dugc cho la
c6 tuang quan dén mdc dd bénh va cd thé du
bao tai phat trong tucng lai 2. NMOSD I3 mot
bénh c6 dién bién cap tinh vd| dic diém l1am
sang rat phong phu co ti 1€ tai phat cao, nhat la
nhém khang thé khang AQP4 derng tinh, dan
dén tich Ity t&n thuang than kinh gay tan phé va
tlr vong 3. Ti I€ tr vong va tich Ity khuyét tat co
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tuong quan chat ché vdéi tan suat cac dot tai
phat 4. Do d6 diéu tri NMOSD nhdm hai muc
tiéu: diéu tri dot tién trién cdp tinh va phong
ngura cac dgt tai phat.

Tai Viét Nam, chan doan va diéu tri NMOSD
cling mdi dugc hi€u biét va quan tdm hon trong
nhifng ndm gan day. Methylprednisolon va/hodc
thay huyét tuong van la bién phap chu yé'g trong
d|eu tri dot cap. Cac liéu phap tc ché mién dich
cd dién (AZA, MMF, RTX...) thu’dng dugc su
dung dé diéu tri du phong do tinh san cd, chi ph|
thap va kinh nghiém s dung, can clr theo cac
khuyén cdo va dong thuan qudc té€ °; mac du
chua dugc chap thuan chinh thirc trong diéu tri
du phong ¢ BN NMOSD. Tuy vay con kha it cac
nghién cttu danh gia két qua diéu tri du phong &
BN NMOSD. Do d6 ching toi ti€n hanh nghién
clru nhdm muc tiéu: Danh giad két qua diéu tri du
phong & BN NMOSD tai Bénh vién Trung uong
Quan doi 108.

II. DOl TUQNG VA PHUONG PHAP NGHIEN CU'U

1.D6i tugng nghién ciru. 43 BN dugc
chan doan NMOSD theo tiéu chudn cta IPND
20151, diéu tri tai khoa NGi than kinh - Bénh vién
108 theo phac d6 thong nhat:

- Diéu tri cdp tinh: BN khi dugc chan doan
xac dinh dot hoat dong bénh, diéu tri theo phac
d6: methylprednisolon 1000mg x 5 ngay va/hoac
thay huyét tuong x 5 lan cach ngay tuy thudc
ldam sang va dap Ung diéu tri.

- biéu tri du phong: Iua chon thubc diéu tri
du phong phu hgp Vvdi tiing trudng hop cu thé.
Mot s6 thudc va liéu thudng dung:

+ Azathioprin: udéng 2 — 3 mg/kg/ngay.

+ Mycophenolate mofetil: u6ng 1000 -
2000mg/ngay, t6i da 3000mg/ngay.

+ Rituximab: Liéu khai dau 1000mg/lan x 2
lan, cach nhau 14 ngay. Liéu duy tri: 1000mg/lan
moi 6 thang hodc s6m hon dua trén ti Ié t€ bao
B CD19+

* Methylprednisolon liéu thap (1-1,5mg/kg
can nang) dudng udng dugc chi dinh két hgp
trong thdi gian chG cac thubc du phong phat huy
tac dung.

2. Phu’dng phap nghién ciru

- Chon mau theo phuang phap I8y mau thun
tién, thai gian tir thang 01/2018 dén 10/2024.

- DU liéu dugc thu thap tir hd s kham bénh
ndi va ngoai trd, ghi nhan cac déc diém vé gidi
tinh, tubi khdi phat, két qua xét nghiém anti-
AQP4; cac dic diém vé khdi phat, tdi phat va
d&c diém vé s dung thudc va tac dung, tac
dung khong mong mudn cua cac thubc du phong
da va dang str dung.
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- That bai diéu tri la bat ky su kién viém hé
than kinh trung ugng mgi nao xay ra méc du da
diéu tri thudc c ché mién dich. That bai diéu tri
bao gbm ca that bai do diéu tri khong du (vé liéu
lugng va thdi gian) va ca that bai diéu tri mac du
da st dung thudc t6i uu.

- Tai phat dugc dinh nghia la su xuat hién
cla bat ky dau hiéu va triéu chiing than kinh
trung udng mdi lién quan dén NMOSD gay ra
tinh trang khuyét tat kéo dai trén 24 gig.

- Ti |é tai phat hang nam (ARR), dugc dinh
nghia la s6 dgt hoat dong bénh trung binh moi
nam, dugc tinh theo cac khoang thdi gian:

+ Khong diéu tri du phong: tir khi khéi phat
dén khi bdt dau dung thudc du phong va cac
khoang thai gian BN bo tri.

+ C6 diéu tri du phong: cac khoang thdi gian
¢6 st dung thudc diéu tri du phong.

+ Piéu tri du phong bang thudc cu thé: tur
khi bdt dau dung thuGc dén thdi diém duing
thubc 1an cudi (néu d6i thudc hodc bd tri) hodc
dén hién tai (n€u dang duy tri theo phac do).

- S6 liéu dugdc xr ly théng ké bang phan
mém SPSS 22.

3.Pao dic nghién cilru. Nghién clu dugc
thuc hién theo quyét dinh sG 3524/QD-HVQY
ngay 23/8/2024 cua Hoc vién Quéan y. SO liéu
nghién clfu dudc Bénh vién TUQD 108 cho phép
s dung, céng bd. Nhéom tac gia cam két khong
cb xung dot Igi ich trong nghién clu.

1. KET QUA NGHIEN CUU

Nghién cu 43 BN NMOSD tai Bénh vién
TUQD 108 trong thgi gian tir 01/2018 dén thang
10/2024, két qua nhu sau:

1.Dic diém lam sang cia nhém bénh
nhan nghién clru

Bdng 1. Mot sé dic diém cua nhom
bénh nhan nghién cuu

déu la nir.

5/43 BN mdc bénh dudi 1 nam chua ghi
nhan tai phat. 25/38 BN (65,8%) tai phat trong
ndm dau tién va 34/38 BN (89,5%) tai phat
trong 5 ndm dau méac bénh.

Thoi gian tU khi mac bénh dén khi dugc
chan doan NMOSD trung binh 13 24,19 + 43,55
thang, ngan nhat 13 0 thang, dai nhat la 211
thang. Thdi gian mac bénh trung binh 1a 58,47 +
52,29 thang.

Bdng 2: Pic diém Idm sang cdc dot
hoat déng bénh (n=113)

HcLs | Khoiphat |Cac dot hoat dong
dgt hoat | (n=43) bénh (n=113)
Songr | 6 | TiIE g5 -
dong lugng| % SO lugng| Tilé%
™ML 32 744 9 80,5
N 13 1302 32 28,3
01 HCLS
don déc 35 | 814 91 80,5

HCLS: hdi chdng ldam sang, TM: viém tuy
cap, ON: viém day than kinh thi giac

Viém tay cap (74,4% khdi phat, 80,5% cac
dot hoat dong) va viém day than kinh thi giac
(30,2% khdi phat va 28,3% cac dgt hoat dong)
la hai héi chirng Idam sang thudng gap nhat.
Khéng ghi nhan tén thucng trung ndo va ban
cau dai n3o. 80,5% cac dgt hoat dong bénh chi
bi€u hién mét hdi ching 1d&m sang don ddc.
Trong cac dgt hoat dong biéu hién tir hai HCLS
trg@ 1én, thudng gap bénh canh két hdp cia TM
va ON, cd thé cd HCLS khac kém theo.

2. Pic diém diéu tri du phong & bénh
nhan NMOSD

* Tinh hinh su’ dung thudc diéu tri du’ phong

Bang 3: Tinh hinh su’ dung thuéc diéu
tri du phong o bénh nhan NMOSD

Thusc| M %';:' lan | g5 dung 33299_
AZA 13 17 6
MMF 7 13 5
RTX 15 24 14
Khac 2 3 2

« 4 SO Tilé
Pac diém lugng (%)
Tubi khai phat < 50 tuoi 30 67,4
(n=43) Tuoi trung binh: 44,2+13,9
Gic:ii tinh A(n=4}3) N 41 95,3
Krfé‘gf(‘ﬁzkzg)”g Dudng tinh| 36 | 83,7
Ti 1€ tai phat 1 namdau| 25 65,8
(n=38) 5namdau| 34 89,5
Thai gian chan | Trung binh: 24,19 + 43,55
doan bénh (thang)
Thai gian mac | Trung binh: 58,47 + 52,29
bénh (thang)

C6 41 BN nir (95,3%). Ti Ié nii/nam = 20/1.
Khai phat sém dudi 50 tudi chiém 67,4%, tudi
khdi phat trung binh 1a 44,2 + 13,9 tudi. 83,7%
BN c6 khang thé khang AQP4 duong tinh, tat ca

AZA: Azathioprin,
Mycophenolate mofetil.

Co 37/43 BN dong y diéu tri du phong, trong
dd 13 BN dung AZA, 7 BN dung MMF va 15 BN
dung RTX. Theo ddi cho dén thdi diém thang
10/2024, c6 27/43 BN dang duy tri thu6c du
phong, gdbm 6 BN dung AZA, 5 BN dung MMF va
14 BN dy phong bang RTX; 2 BN con lai st dung
corticoid va cyclophosphamide.

* 77 1€ tai phat hang ném (ARR) trudc va sau
diéu tri du’ phong

RTX: Rituximab, MMF:
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Khéng BTDP Co BbTDP DTDP bdng RTX

m S6 dot tai phit trung binh nam (ARR)

DTDP: diéu tri du phong, RTX: rituximab,
ARR: annualized relapse rate

Biéu dé 1: Ti Ié tai phat hang ndm trudc
va sau diéu tri du phong

Viéc st dung cac thudbc diéu tri du’ phong noi
chung lam giam ti 1€ tai phat lén t&i 65,9% (ARR
giam tu 0,85 xudng 0,29). Riéng RTX cd hiéu
qua giam ti |é tai phat tGi 82,4% (ARR giam con
0,15), trong d6 58,3% hoan toan khong tai phat
trong qua trinh diéu tri. MMF lam giam tai phat
42,4% (ARR = 0,49) trong khi AZA giam tai phat
58,8% (ARR = 0,35).

* Tac dung khdéng mong muén cua cac thuéc
diéu tri du’ phong

RTX
MMEF

AZA

0% 10% 20% 30% 40% 50%

BO tri

Tac dung phu B T&i phat
Biéu dé 2: Tac dung khéng mong muén cua
cdc thuéc du phong

AZA la thudc cd ti Ié that bai cao véi 7/17 BN
c6 tai phat (41,2%), 2 BN (11.8%) cd tac dung
phu va 3/17 (23,5%) BN bd tri.

MMF ciing ghi nhan ti 1é tdi phat cao vGi
6/13 BN (46,2%), 1 BN (7,7%) xay ra tac dung
phu va 3 BN (27,8%) b0 tri.

RTX la thuGc cd ti 1€ diéu tri that bai thap
nhat (4/24 BN c6 tai phat, chiém 16,7%). C6 3
BN (12,5%) c6 phan (ng phu déu la phan (ng
khi truyén dich, trong d6 2 BN phai dirng thudc.
Ti 18 b6 tri 13 16,7%.

IV. BAN LUAN

1.Dac diém lam sang cia nhém bénh
nhan nghién ciru. Két qua nghién clu trén 43
BN NMOSD vdGi thgi gian mac bénh trung binh
58,47 + 52,29 thang, cho thdy do tudi khai phat
trung binh la 44,2 + 13,9, c6 67,4% BN khdi
phat dudi 50 tudi va 83,7% BN c6 két qua xét
nghiém khang thé khang AQP4 duong tinh, két
qua nay tudng duong vdi nghién cllu Nguyen

386

Van Sy va cong su (2022) . Tuy nhién, ti Ié nit
gidi trong nhdm nghién cltu cla chung t6i cao
han, chiém 95,3%, cd thé do khac biét vé pham
vi nghién clru. Nhin chung, ti 1é mdc NMOSD &
n{r gidi cao han nhiéu so nam gidi, nhat la nhom
cd khdng thé duong tinh. Ti 1& tai phét trong
nam dau la 65,8% va trong 5 nam dau la
89,5%, tuong dudng vdéi nghién cltu clia Zang.W
(59,3% va 86,7%) 7. Bénh thudng dudc chan
doan muon, trung binh 24,19 + 43,55 thang, tuy
vdy, thdi gian chan doan bénh dang dudgc cai
thién trong thdi gian gan déy do gia tang hiéu
bi€t vé bénh ciling nhu cé su ho trg cla cac xét
nghiém cén 1dm sang da dudgc trién khai.

Trong subt qua trinh bénh, viém tdy cap
(80,5%) va ON (28,3%) la hai hoi chirng lam
sang thudng gap nhat, trong dd ti & ON thap
hon so v@i nghién clu cla Nguyen Van Sy
(69%) ©. Theo théng ké cla Liu.C va CS (2021)
8, nhin chung trén toan thé gidi, TM va ON van la
hai HCLS thudng gap nhat, trong khi TM thuGng
gap han & nhém BN chau A thi ON cé vé chiém
uu thé han & khu vuc chadu My va chau Phi.

2. Pac diém diéu tri du phong 6 bénh
nhan NMOSD. Trong s0 37/43 BN dong y diéu
tri du phong, chi ¢6 27 BN duy tri st dung thudc
dy phong cho dén thdi diém hién tai, tat ca déu
dung cac loai thuSc c ché mién dich ¢4 dién.
Viéc diéu tri du phong bang cac thudc nay da
dugc chiing minh lam giam cac dot tdn cong, bat
k€ tinh trang khang thé 5. Theo nghién cliu cla
chdng t0i, ti 1€ tai phat giam tGi 65,9% (ARR giam
tur 0,85 xudng 0,29) khi dugc diéu tri du’ phong.

RTX cho thdy hiéu qua vugt trdi trong viéc
giam ti lé tai phat, 1én t6i 82,4% vdi 58,3%
thuyén gidm hoan toan. Ti 1€ diéu tri that bai
16,7%, thdp nhat trong 3 loai thudc thudng
dung, tuong dudng nghién cltu cla Mealy.M.A
va CS °. Ngudc lai, MMF chi lam giam tai phat
42,4% vdi ti 1é that bai kha cao 46,2%. AZA gilp
giam tai phat 58,8% nhung van co ti I€ that bai
41,2%. Hiéu qua cua MMF va AZA trong viéc
giam tai phat thap han so véi nghién cltu cla
Mealy.M.A va CS (42,4% va 58,8% so VGi 87,4%
va 72,1%), sy khac biét nay c6 thé do su khac
nhau vé ¢ mau nghién clu.

Bén canh dod, két qua nghién cru cling chi ra
rang MMF la thuGc cé kha nang dung nap t6t nhat
vGi chi 7,7% BN gap tac dung phu, phu hgp
nghién cffu cla Huang.W va CS 0. Ngoai RTX,
AZA cling thudng dugc chi dinh do tinh san co,
kinh nghiém str dung va chi phi thap, phu hgp véi
diéu kién kinh té cta da s6 ngudi dan Viét Nam.

V. KET LUAN
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R&i loan phd viém tly thi than kinh 1& nhém
bénh cé uu thé rd rét & nit giGi (95,4%) vai tudi
kh&i phat trung binh 1a 44,2 £ 13,9 tudi. Ti & xét
nghiém khang thé khang AQP4 dudng tinh la
83,7%, tat ca déu la nir. Ti Ié tai phat cao, 65,8
trong dau va 89,5% trong 5 nam dau. Thdi gian
mac bénh trung binh clia nhém BN nghién ciiu la
58,47 + 52,29 thang. Bi€u hién 1dm sang thudng
gap la viém tuy va/hodc viém day than kinh thi
giac, cac ton thudng khu vuc ndo khac it gdp
hon. Bénh thudng dudc chadn dodn mudn, trung
binh 24,19 + 43,55 thang.

Viéc diéu tri du’ phong lam gidm dang ké ti Ié
tai phat, bat ké tinh trang khang thé. RTX cd
hiéu qua vugt trdi han so v6i MMF va AZA, trong
khi MMF la thudc de dung nap nhat. AZA c6 Igi
thé hon vé tinh san cd va chi phi diéu tri thap
hon so vGi cac thudc con lai. Do do, viéc lua
chon thuéc diéu tri du phong can co su’ cdn nhac
hap ly, phu hgp véi tirng bénh nhan.
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bénh an dugc thu thap va phan tich cac dac dlem
chung va dic diém 1dm sang. Két qua: L(a tu0|
chiém ti & cao nhat 13 nhém bénh nhan trén 60 tudi
véi 54 bénh nhan (62%). Nir gii chiém uu thé hon
nam gidi (7:3). tién sir tai madt bao gdm chap
(20,7%). Vi tri u xuat hién & mi trén (74%) va gdc
trong (72%). Cac khoi u co kich thudc < 10 mm chi€ém
da sO vdi 63%. Ty I€ khdi u co ranh gidi khong ro, toa
lan chiém uu thé& vGi 57,5%. Ty |é khéi u tai mi mat
chiém 94,3% (82/87), xam lan vao nhan cau va hdc
mat chiém 4,6% (4/87), tai xuadng va cac xoang chiém

1,1% (1/87), khong co xam lan noi so. Két luén:
UTBMTB thuGng gap o} ngu’dl I6n tudi véi ni¥ chiém uu
thé va thufdng co tlen st bi chap. U thudng gép d mi
trén géc trong va 6 kich thudc < 10mm. Khéi u c6 thé
xam |an vao nhan cau, h6c mat va cac xoang.
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