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THE LE GUI BAI DANG TAP CHi SINH LY HOC VIET NAM

Tap chi Sinh ly hoc Viét Nam Ia tap chi chuyén nganh Sinh ly hoc. Tap chi dang tai

cac cong trinh nghién clru, cac bai tdng quan, théng bao khoa hoc thudc chuyén nganh
Sinh ly hoc va cac chuyén nganh cé lién quan véi Sinh ly hoc Y hoc, Sinh ly hoc Nguwoi
va bong vat.

1.

Quy dinh chung vé bai dang trén Tap chi Sinh ly hoc Viét Nam

Cac thuat ngir théng nhét theo tw dién Bach khoa Viét Nam.

Bai gtri dang phai danh may béng tiéng Viét ré rang, phong chi Unicode, kiéu chi
Arial, c& chir 10, khd gidy 26.5*19, |& trén 2cm, 1& dwdi 2cm, & trai 2.5cm, & phai
2.5cm, cach dong 1.15 line. Cac chiy viét tat phai dwoc chu thich cac tir gbc clia cac
chiy viét tat d6. Thir tw cac dé muc danh sb A-rap, khéng danh sb La Ma (Thi du 1,
1.1,1.1.1,2,2.2..).

Bai dang Tap chi giti qua trang web cta Tap chi Sinh ly hoc Viét Nam tai dia chi:

https://tapchisinhlyhoc.com.vn

Mbi tac gid dwoc phép déng nhiéu bai trong 1 s6 nhwng chi dwoc dirng tén dau & 1

bai. Bai khong dang dwoc, khéng tra lai ban thao.

Tac gia chiu trach nhiém khoa hoc cua bai bao phai ky vao van ban cam két vé ban
quyen ctia minh, cac sé liéu nghlen ctru, ndi dung dwoc dua ra trong bai bdo, cac van
dé vé dao dirc nghién ctru va gt vé dia chi Ban bién tap:

Van phong Héi Sinh ly hoc Viét Nam
Tang 1, Nha B2, Trwéng Pai hoc Y Ha Noi,
Sé 1, Phb Tén That Tung, Quan Béng Pa, TP Ha Noi

. Mét s6 yéu cau cu thé vé bai dang céng trinh nghién ctru khoa hoc

Bai gri dang chwa dwoc ding & bat ky Tap chi qudc gia nao.

Téng sb trang cla bai dang cong trinh khéong qua 8 trang, khdng qua 10 trang véi bai

téng quan.

Téng sb cac déi twong minh hoa, két qua (gom hinh, bang, b|eu) khéng qua 5 (gom

bang, biéu, hinh, anh, biéu do) va/hoac 1/4 tbng sb trang cta bai bao. Tén cac dbi

twong duoc ghi theo sb thir tw cho méi loai (vi du hinh 1, hinh 2, bang 1, béng 2). Tén
bang dwoc dat & trén, chinh gitra bang, tén hinh, biéu ad duoc dat & dwdi, chinh gitra

hinh, biéu dd.

Lé phi dang cong trinh nghién ctu 1a 1.000.000 déng/bai (quy trinh 1, bai bao dwoc

chdp nhan dang theo sap xép cua tap chi, da bao gbm 4 quyén tap chi) hoac

2.000.000 déng/bai (quy trinh 2, bai bao dwgc chip nhan trong sb gan nhat, da bao

gdm 4 quyén tap chi). Kinh phi dwoc thu khi tac gid gl yéu cau dang bai va khong

hoan tra kinh phi khi bai bao bj tir choéi dang. Thong tin tai khoan ctia Hoi Sinh ly hoc

Viét Nam nhv sau:

Chu tai khoan: Hoi Sinh ly hoc Viét Nam
Sé tai khoan: 6 4567 6668
tai Ngan hang Quan déi (MB), chi nhanh Thanh Xuéan
Trinh ty cac muc trong bai:

+ Tén bai béo: Buoc viét ngén gon, thé hién dwoc ndi dung chinh cla bai bao va bat
dau bang danh tw

+ Ho va tén cac tac gia, dia chi co quan, noi thwc hién cong trinh (khdng ghi hoc
ham, hoc vi, chirc danh). Tac gia thwc hién chinh duoc viét dau tién, tac gia chiu
trach nhiém khoa hoc vé bai bao dwoc viét cudi cling néu co (vi du tén thy hwéng
dan). Cudi trang tht nhat cia bai bao can ghi rd tén tac gia chiu trach nhiém khoa
hoc vé bai bao, kém theo dia chi lién lac, dia chi email va sb dién thoai. Liét ké day
da tAt ca céac tac gia tham gia bai bao, dé& nghi khong viét “va cong su’”.

+ Tom tat tiéng Viét: Viét khong qua 300 twr, viét dwdi dang bai van xudi thé hién
dwoc muc tiéu, dbi twong nghién ciru, phwong phap nghién ciru, két qué chinh
clia nghién clru va két luan. T khéa khéng qua 5 tir, cum tir.

+ Tén bai bdo va tém tat bang tiéng Anh dat & cubi bai bao, sau tai liéu tham khao,
can duoc dich day du chinh xac tir tén bai bao, tom tét va tir khéa bang tiéng Viét.
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+ Noi dung toan van gdm:

\ Dat van dé (bao gdm ca muc tiéu nghién ctru clia dé tai): Can néu rd ly do hodc
gia thuyét nghién ctru, muc tiéu nghién ctru (khéng trung I&p véi tén bai bao).

v Déi twong va phwong phap nghién ctu: Viét ngan gon, day du thong tin bao
gbdm: dbi twong nghién ctru, thiét ké nghién ciru, cdng cu nghién ciru, phuong
phap thu thap sé liéu, phwong phap phan tich sé liéu, dao dirc nghién ctwu.

Két qua nghién cru: dwoc thé hién bang cac bang, biéu dd, hinh ho&c bang 6.
Ban luan (ban luan cé thé viét chung v&i két qua nghién clru, trong trworng hop
viét chung thi d& muc can ghi rd “Két qua va ban luan”): tac gia can so sanh két
qué nghién cru ctia minh v&i cac tac gia khac va ly gidi vé két qua thu duoc.
Két luan: viét ngén gon, tra I&i day di muc tiéu dé ra.
Khuyén nghi: néu cé.
L&i cdm on: cdm on quy tai tre, noi thwe hién, cong sw déng gop cho cong
trinh.

Y Tailigu tham khao
. Quy dinh vé tai liéu tham khao

Tai liéu tham khdo (khéng qua 15 tai liéu) dwoc xép theo thir tw van chir cai A, B, C...,

tiéng Viét trudrc, tiéng nwéc ngoai sau.

Néu tai liéu la tap chi thi ghi tén tac gid, ndm xuét ban, tén bai, tén tap chi, tap, sé,

trang (dau va cudi). Vi du:

+ Dean P, Michell 13, Redgrave P (1988), Responses resembling defensive behaviour
produced by microinjection of glutamate into superior colliculus of rats. Neuroscience,
24(2):501-510.

Trwdng hop tai liéu tham khéo co tr 10 tac gia tré xubng thi ghi day dd ho tén cla 10

tac gid. Trong trwdng hop cé tr 11 tac gia tré 1én thi ghi day dd ho, tén cda 5 tac gia

dau tién, sau do viét "va cs" néu bai bao viét bang tiéng Viét hoac "et al" néu bai bao
viét bang tiéng nwéc ngoai. Vi du:

+ Dommett E, Coizet V, Blaha CD, Patricia G, Carol C et al (2005), How visual

stimuli activate dopaminergic neurons at short latency. Science, 307(5714):1476-
1479.

Néu la sach chuyén khao thi ghi tén tac gia, ndm xuét ban, tén sach, nha xuét ban, TP

xuét ban, trang tham khao. Vi du:

+ Stein BE, Meredith MA (1993), The merging of the senses. Cambridge, MA: MIT,
pp.230-235.

Néu la mét chuong trong sach thi ghi tén tac gid cla chwong, ndm xuét ban, tén

chwong, tén sach, tén nguoi bién tap, thanh phd xuét ban, nha xuét ban, trang tham

khao. Vi du:

+ Gerfen CR, Wilson CJ (1996), The basal ganglia. In: Handbook of chemical
neuroanatomy, Vol 12: Integrated systems of the CNS, Part Ill. (Swanson LW,
Bjorklund A, Hokfelt T, eds), Amsterdam: Elservier, pp.371 - 468.

Néu tai liéu khong thudc hé chi Latinh thi phién am tén tac gia (theo tiéng Latinh) va

dich toan bd phan con lai ra tiéng Viét, sau d6 mé ngodc ghi chu tiéng cla tai liéu do.

Vi du: (tiéng Nga).

Céac tai lieu dwa ra phai dwoc trich dan day da trong ndi dung bai béo. Trong d6 it

nhéat 50% sb tai liéu tham khao can xuét hién trong phan ban luan.

. Yéu cau déi v&i cac bai tdng quan, théng bao khoa hoc va bai dich

Dbi v&i cac bai Téng quan can c6 diy du cac tai liéu tham khao va ngudn sb liéu

duoc trich dan trong bai. T4c gia bai Téng quan dwoc ghi rd chirc danh khoa hoc, hoc

vi, chuyé&n nganh, dia chi co quan (ghi & cudi trang dau cutia bai Téng quan). Néu bai

tbng quan dai, Ban bién tap sé chia lam 2 ky, méi ky dai khéng quéa 10 trang, ké ca

hinh anh, bang, biéu va tai liéu tham khao. Sb tai liéu tham khdo khéng qua 20 tai liéu.

Déi v&i cac bai Thong tin khoa hoc, cac bai dich can ghi ré xuét x(r cGia nguén di liéu

dwoc st dung dé viét bai thong tin hoac bai dich. Déi véi bai dich cAn photocopy toan

vén ban bai bao tiéng nwéc ngoai glri kém theo ban dich.

Déi v&i bai tbng quan va céac bai théng tin khoa hoc, tac gia gvi dang sé khoéng phai

ndp Ié phi khoa hoc.

2 <2

< 2 <2
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MUC LUC
CAC BAI PANG CONG TRINH TRANG

DAC DPIEM LAM SANG, CAN LAM SANG VA KET QUA PIEU TRI BENH 1
VAY NEN THE THONG THUONG TREN BENH NHAN DIEU TRI NQI TRU
TAI BENH VIEN VIET TIEP

Nguyén Thi Lé Thuy, Dao Minh Chau, Hoang Thij Lan

ANH HUONG CUA VIEN NEN KIEN LWC LEN TINH TRANG CHUNG VA 12
CAC CHi SO HUYET HQOC TREN CHUQT CONG TRANG WISTAR
Nguyén Minh Trang, Pham Ba Tuyén, Lé Thi Thuy,
Trwong Thi Huyén, Poan Thi Thu Hwong, Pham Thi Van Anh,
Mai Phwong Thanh

DAC DIEM SONG DIEN THE AM KHONG PHU HOQP (MISMATCH 20
NEGATIVITY) O NGU'O'I VIET NAM BINH THUONG TRONG BOQ TUOI 18
-21

My Duy Hoang Linh, Dinh Quang Huy, D6 Thanh Tuén, Lé Dinh Tung

ANH HUONG CUA VIEN NEN KIEN LWC LEN CHUP'C NANG GAN VA 28
THAN CUA CHUQT CONG TRANG WISTAR
Nguyén Minh Trang, Pham B4 Tuyén, Lé Thi Thuy,
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Mai Phwong Thanh
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TRUONG PAI HOC PHENIKAA VE CHUYEN NGANH PHUC HOI CHUC
NANG

Ha Thay Ngan, BPoan Ngan Hoa, Cao Minh Chéau
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DOPPLER XUYEN SQ SAU LAY HUYET KHOI & BENH NHAN NHOI
MAU NAO CAP
Lé Thi My, Ha Hiru Quy, Tran Anh Tuén,
H6 Vian Hung, Nguyén Thanh Binh

VAl TRO CUA APOE t4 VA BIOMARKER TRONG DIEU TRl BENH 46
ALZHEIMER THEO CO CHE THAY BOI BENH
Hoang Mai Phwong, Pham Thang, Nguyén Trung Anh, William Mantyh,
Huong Nguyen, Nguyén Thanh Binh, Tran Thi Thanh Hwong,
Nguyén Thi Thanh Binh, Lé Thi Ngoc, Nguyén Phwong Anh,
Nguyén Thanh Binh
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DA HE THONGTAI BENH VIEN DA KHOA TAM ANH, HA NOI
Trwong Hué Linh, Nguyén Van Liéu,Vii Thi Hoang Yén,
Vii Thi Hinh, D Thi Diéu Linh, Luyén Ngoc Anh

Gi4y phép xuét ban s6 138/GP-BVHTT do B6 Van hoa — Théng tin cAp ngay 21 thang 4 ndm 2014
In xong va ndp lwu chidu thang 6 nam 2024
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Nguyén Thanh Huyén, Lé Dinh Tung, Nguyén Thi Thu Hién,
Vwong Thi Duyén, Nguyén Thanh Luén, Tang Ky Ninh

KHAO SAT BUOC PAU VE MU'C PO BIEU HIEN CUA PD-L1 TREN 85
BENH NHAN UNG THU PHOI KHONG TE BAO NHO
Hoang Thj Mai Thanh, Nguyén Hai Quy Tram,
Nguyén Thi Kim Dung, Ngé Thi Tuyét Diéu

DAC PIEM BIEN DO SONG THETA & BENH NHAN BENH THAN MAN 92
TiNH LOC MAU CHU KY
Pham Ngoc Thao, Nguyén Thi Ngoc,
Pham Quéc Toan, Lé Viét Thang
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DAC DIEM BIEN DO SONG THETA O BENH NHAN
BENH THAN MAN TiNH LQC MAU CHU KY

Pham Ngoc Thao?!, Nguyén Thi Ngoc?,
Pham Quéc Toan?, Lé Viét Thang?

B& mén-khoa Chéan doan Chirc nang, Bénh vién Quan y 103, Hoc vién Quan y
2B6 mon Than- Loc mau, Bénh vién Quan y 103, Hoc vién Quan 'y

TAac gia chiu trach nhiém khoa hoc: Pham Ngoc Thao

TAac gia lién hé chinh: Pham Ngoc Thao

Email: phamngocthaovmmu@gmail.com

Ngay tiép nhan: 22/5/2024

Ngay phan bién: 11/6/2024

Ngay chap nhan dang: 25/6/2024

TOM TAT

Muc tiéu: M6 t& dac diém bién dd song theta va mot sé yéu tb lién quan & bénh
nhan loc méu chu ky. Phwong phap: Téng sé 120 bénh nhan dang loc mau chu ky duoc
kiém tra dién ndo dd tlr thang 6/2023 dén thang 5/2024 tai Bénh vién Quan y 103. Bién do
séng theta (4—7 Hz) dwoc phan tich & cac vung tran trwéc, tran, trung tam va thai dwong
2 bén ban cau. Két qua: Bién dod song theta & vung tran trwéc,trung tam, tran va thai
dwong bén trai ban ciu lan lwot 14 47.0, 33.7, 32.9 va 24.3uV. Bién d6 séng theta ving
tran trwdce, tran, trung tam va thai dwong bén phai ban cau la 47.6, 33.7, 32.7 va 26.5 pV.
Gidm bién d6 séng theta vung tran trwéc, tran, trung tam bén trai ban cau va vang tran
trwoc, thai dwong bén phai ban cau & nhém déi twong cé dd tudi > 60 tudi. Bién do séng
theta vung tran bén trai ban cau cé twong quan nghich véi chi sé BMI. Ngworc lai, bién do
séng theta vung thai dwong bén trai ban cau cé twong quan thuan véi thoi gian loc mau.
Két luan: Tang bién do séng theta dwoc quan sat & bénh nhan loc mau chu ky. Tubi, BMI
va thai gian loc mau la nhivng yéu td anh hwdng téi bién do song theta & bénh nhan loc

mau chu ky.
Tw khéa: song theta, EEG, Loc mau chu ky.
1. DAT VAN BE ching nguy hiém gay ting ty 1& t& vong &

Bénh than man tinh (Chronic Kidney  bénh nhan CKD nhw cac bién ching tim
Disease - CKD) dwoc xac dinh khicé sw bat  mach, rdi loan dién giai, thiéu méau, réi loan
thwdng cla than vé ciu tric va chirc ndng  c4u tric xwong hodc bénh ndo do téng uré
kéo dai trén 3 thang va &nh hwéng lIén st)c  mau... BEn canh do, ngay cang gia tadng cac
khée nguwoi bénh. Theo sb liéu théng ké  bang ching cho thiy dién ndo db (EEG) rat
nam 2022, ty lé mac bénh than man tinh  cé y nghia trong viéc danh gia va theo doi
trong cong déng dwoc wéc tinh khoang Ién  tién trién clia bénh n&o ting uré huyét. Cac
hon 10% véi tdng sbé khodng 843,6 trieu  két qua dién nao dd cé mdi twong quan chat
ngwdi trén thé gi¢i méc bénh than mantinh  ché véi cac triéu chirng 1am sang cda bénh
[1] v&i khodng 0,1% bénh nhan mac bénh  nao do ting uré huyét. Ngoai ra, EEG c6 vai
than giai doan 5 [2]. Ty lé nay c6 xu hwéng  tro loai trlr cac nguyén nhan khac nhw
gia tang, dac biét & cac nwéc dang phat  nhiém tring hodc bat thwong vé clu tric
trién. Do vay, viéc quan ly, dw phong va n&o bd. Tac gid Gadewar va cong sy da chi
diéu tri bénh nhan than man tinh déng vai  ra rang nhitng bién ddi vé song theta &
tro rat quan trong déi v&i tt ca cac qudc gia  vung tran truéc & bénh nhan CKD giai doan
trén thé gioi.

CKD tién trién gay ra nhirng bién

92
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IV vaV [3]. Tac gia Arieff va cong s chira
tédng sw xuat hién cda song theta va giam
kha nang dap trng trén EEG dbi véi cac kich
thich dwoc quan sat & bénh nhan bénh than
man tinh [4]. Két qua nay chi ra, nhitng bién
ddi vé séng dién nao, dac biét 1a séng theta
c0 vai tro quan trong trong viéc xac dinh cac
bién dbi lién quan dén bénh n&o lién quan
dén tang uré huyét déi véi bénh nhan mac
CKD.

Tai Viét Nam wéc tinh ¢é khoang 5
triéu ngwdi méc CKD va hang ndm co
khoadng 8 000 ca bé&nh méi. Trong d6, sb
lwong nguwdi mac CKD giai doan cubi
khodng 800 000 nguw&i, chiém 0,1% dan sb
[5]. Cac bénh nhan trén Iya chon phwong
phap diéu tri thay thé than suy khac nhau
véi didu kién hoan canh cta minh. Tuy
nhién, nhirng nghién ciru vé bién déi EEG
& bénh nhan bénh than man tinh loc mau
chu ky con han ché. Do vay, chiing tdi thuc
hién nghién ctru nay véi muc tiéu: M6 ta dac
diém vé bién do cla song theta va khao sat
mot sé yéu t6 lién quan & bénh nhan bénh
than man tinh loc mau chu ky diéu tri tai
khoa Than — Loc mau, Bénh vién Quan y
103. Nghién cu nay gidp cung cap thém
nhirng bang chirng vé bién ddi EEG & bénh
nhan loc mau chu ky.

2. POl TUONG VA PHUONG PHAP
NGHIEN ClU
2.1. Péi twong nghién clru

Téng sb 120 bénh nhan dang loc
mau chu ky tai khoa Than — Loc mau dwoc
kiém tra dién ndo dd tai khoa Chan doan
Chirc nang, Bénh vién Quan y 103 tw thang
6/2023 dén thang 5/2024.

Tiéu chuén lyra chon:

- Tét c& bénh nhan bénh than man
tinh giai doan 5 do moi nguyén nhan dwoc
chan doan bénh than man tinh giai doan 5
dang loc mau chu ky.

- Tubi tlr 18 tr& &n

- Bénh nhan bat dau loc mau tbi thiéu
tw 3 thang tr& 1én tinh dén thoi diém nghién
ctru

- Bénh nhan déng y tham gia nghién
clru nay.
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Tiéu chudn loai trir ngwdi bénh tir
chéi tham gia nghién ctru

Céc thong tin vé tudi, gioi, thdi gian
loc mau, chi sb khéi co thé (BMI), tién st
bénh ly ctia bénh nhan dwoc thu thap
2.2. Ghi va phan tich dién nao dé.

D@ liéu dién ndo d6 vai dai tan sb tw
0.5-9 Hz v&i tan s6 lay mau 1a 500Hz duoc
thu thap bang may dién nao Neurofax EEG-
1200K (Nihon Kohden, Nhat Ban) trong thoi
gian 1 phat & trang thai bénh nhan nhadm
mét. Dién cwc dat trén da dau theo so dd
qudc t& 10-20 cla bénh nhan duoc ghi &
céac vung tran trwdre, tran, thai dwong, dinh,
trung tam, chadm & 2 ban cau véi dién cuc
tham chiéu dinh (Cz). D6 I&n vé bién do cha
séng theta (4-7 Hz) dwoc phan tich & cac
vung wu thé bao gdm: tran trwéc, tran, thai
dwong va trung tdm 2 bén ban ciu bang
EEGLAB trong phdn mém MATLAB (The
MathWorks, Inc., MA, USA). Phuvong phap
phan tich dién ndo dd bang phan mém
MATLAB dwoc md ta chi tiét trong nghién
ctru clia chung téi trwdc day [6].
2.3. Phan tich két qua

Théng ké mé t& dac diém cla bénh
nhan va do6 I&n bién dd cla séng theta dwoc
thwe hién bang phdn mém phan tich thdng
ké SPSS 21.0. Phan tich twong quan
Pearson va kiém dinh Independent Sample
T Test dwoc st dung dé danh gia méi lién
guan gitra bién dé séng theta & cac vung
nédo khac nhau véi thoi gian loc va chi sb
BMI. Phan tich phuwong sai ( Analysis of
variance) dwoc st dung dé so sanh gia tri
bién do séng theta véi gitra cac nhom dbi
twong c6 d6 tudi khac nhau (< 40, 40-60, >
60 tudi). Gia tri p< 0.05 dwoc xac dinh c6 y
nghta théng ké.
2.4. Pao dirc trong nghién clru

Nghién ctru dwoc chap thuan béi hoi
ddng dao dlrc trong nghién ctwu y sinh hoc
Bénh vién Quany 103, Hoc vién Quany (Sé
3389/ Qb-HVQY ngay 17 thang 8 nam
2023). Bénh nhan dwoc giai thich truedc khi
tham gia nghién ctru va ty nguyén tham gia.
CAc thodng tin cta bénh nhan va két qua
khao sat cia bénh nhan dwoc bdo mat.
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3. KET QUA 3.1. Dac diém déi twong nghién cieu
Bang 1. D&c diém déi twong nghién ctu
Dic diém N %
< 20 tubi 4 3.3
20-40 tudi 73 60.8
Tudi 40-60 tudi 38 317
>60 tudi 5 4.2
Mean (SD) 38.2 (11.0)
Gioi Nam 47 39.2
N 73 60.8
<1 ndm 64 53.3
o . 1-5 ndm 39 32.5
Thoi gian loc méu >5 nam 17 14.0
Mean (SD) 30.7 (38.9)
< 18.5 kg/m2 22 18.3
BMI 18.5-24.9 kg/m2 89 74.2
> 24.9 kg/m2 9 7.5
Mean (SD) 20.9 (2.5)
Tién st bénh ly Cé 96 80
Khéng 24 20

N: S6 déi tiromg, Mean: gid trj trung binh, SD: D6 léch chuén, BMI: Chi sé khéi co thé

Gia tri trung binh do tudi cia dbi
twong nghién ctvu 1a 38.2 tudi, trong d6 co
60.8% tdng sb déi twong cé dod tudi tr 20
t&i 40 tudi, 31.7% dbi twong cé do tudi tw
40-60 tudi, chi c6 3.3% tdng sb dbi twong
nhd hon 20 tudi va 4.2% téng sb déi twong
trén 60 tudi. Ty I&é nam gi&i nhd hon ni gidi

v&i ty & 1an lwot 14 39.2% va 60.8% tdng sb
déi twong nghién ctru. Gia trj trung binh chi
sb khéi co thé ndm trong gidi han binh
thuwdng. C6 80% tdng sé déi twong nghién
clru c6 bénh nén (Bang 1).

3.2. Dic diém bién do6 séng theta & cac
vung ndo khac nhau

Bang 2. D&c diém bién do song theta & 2 ban cau (N=120)

Viing néo Bén phai ban cau Bén trai ban cau
Vung nao Mean SD Mean SD
Tran trudc 47.6 354 47.0 34.7
Tran 32.7 29.8 32.9 30.6
Trung tam 33.7 30.0 33.7 29.1
Thai duwong 26.5 28.9 24.3 25.6

Do Ion bién do clia séng theta dwoc
phan tich & cac vung tran trwéc, tran, trung
tam va thai dwong 2 bén ban cau. Bén phai
ban cau, gia tri trung binh bién dd séng
theta cao nhat & vung tran trwdc 12 47.6 uV.

Tiép theo, gia tri trung binh dd Ién
séng theta vung tran, trung tam va thai
duwong bén phai ban cau lan luot la 33.7,
32.7 va 26.5 pV. Twong tw, gia tri trung binh

Mean: gia trj trung binh, SD: Pé léch chudn
bién d6 song theta cao nhat & ban cau néo
tréi & vung tran tredc la 47.0 pv.

Gié tri trung binh bién dé séng theta
& vung trung tam, tran va thai dwong bén
trai ban cau lan lwot 1a 33.7, 32.9 va 24.3
uV (Bang 2).
3.3. Méi lién quan giira dac diém bién do
song theta va mét sé yéu té lién quan

Bang 3. So sanh gia tri trung binh bién dd séng theta & cac vung ndo khac nhau gitra

94



Vietnam Journal of Physiology 28(2), 06/2024

ISSN: 1859 — 2376

cac nhom tudi khac nhau

Nhém N Ban cau nao trai Ban cau n&o phai
Vi tri tudi Mean SD | P-value | Mean SD | P-value
Tran <40 77 49.2 37.5 51.7 384
truée 40-60 38 46.9 28.1 43.6 28.1
>60 5 13.2 13.9 *# 15.4 16.0 *H#
<40 77 35.9 33.8 34.5 32.9
Tran 40-60 38 29.6 24.1 31.0 23.3
>60 5 13.3 8.8 *H 17.0 20.5
<40 77 37.9 32.2 36.2 334
Trung
tam 40-60 38 27.6 20.7 30.2 235
>60 5 15.3 19.1 *H# 21.6 8.8
Thai <40 77 25.8 28.0 22.1 19.9
40-60 38 23.0 21.2 24.4 19.6
dwong
>60 5 10.5 10.9 9.4 7.9 *#

N: sé lwong dbi turong; Mean: gid trj trung binh; SD: D6 léch chuén
*: p< 0,05 khi so sanh v6i nhém tuéi < 40, #: p< 0,05 khi so sanh véi nhém tudi 20-40 tudi

Nhém bénh nhan véi dd tudi Ién hon
60 tudi c6 gidm co6 y nghia théng ké vé do
I&n bién do sbéng theta & caAc vung tran
trwée, tran, trung tdm so véi nhém bénh
nhan cé do tudi nhé hon 40 tudi va tir 40
dén 60 tudi (p< 0.05) & bén trai ban cau.

Bén phai ban cau, gidm cé y nghia
thdng ké vé bién dd trung binh séng theta

duoc quan sat & nhém cé do tudi Ién hon
60 tudi so v&i nhém c6 dd tudi nhd hon 40
va tr 40 t&i 60 tudi (p<0.05).

Sw khéac biét khéng cé y nghia théng
ké gitka nhém bénh nhan cé dd tudi nhé hon
40 tudi va tir 40 t&i 60 tudi vé& bién dod séng
theta & c& 2 ban cau (p> 0.05) (xem trong
Bang 3).

Bang 4. Méi twong quan gitra bién do séng theta véi thdi gian loc mau va chi sé khéi co
thé (N = 120)

Ban cau n&o trai Ban cau n&o phai
Vi tri Theoi gian loc Chi s6 BMI Thoi gian loc Chi s6 BMI
' r p r p r p r p
V”t:'ug (,yt::a” 0.027 | 0.771 | -0.040 | 0.665 | -0.007 | 0.936 | -0.123 | 0.182
Ving tran | 0.091 | 0.323 | -0.204 | 0.025 | 0.047 | 0.607 | -0.042 | 0.646
Trungtam | 0.058 | 0.532 | -0.128 | 0.165 | 0.019 | 0.836 | -0.033 | 0.724
Thaidwong | 0.183 | 0.045 | -0.148 | 0.106 | 0.146 | 0.111 | -0.106 | 0.248

Phan tich méi twong quan gitka bién
dd séng theta & cac vung ndo khac nhau
v&i thoi gian loc mau va chi s6 BMI. Két qua
duwoc thé hiéen & bang 4. Po Ién bién do
séng theta & vung tran bén trai ban cau co
twong quan nghich va cé y nghia théng ké
véi chi sé6 BMI. Ngwoc lai, d6 1én bién do
séng theta vung thai duwong bén trai ban
cau ¢ twong quan thuan va cé y nghia
thdng ké véi thoi gian loc mau (p<0.05). Sw
twong quan khoéng cé y nghia théng ké gitra

r: hé sé tuong quan; BMI: chi sé khéi co thé
do Ién bién dd song theta & cac vung néo
kh&c nhau bén phai ban cau véi thdi gian
loc mau va chi sé BMI (p> 0.05).
4. BAN LUAN

Trong nghién cu nay, chdng toi
khao sat d&c diém dd 16 bién dd séng theta
& bénh bénh nhan loc mau chu ky. Theo
nghién clru Aboalayon va cdng sw da chira
bién do séng theta & ngwoi trwedng thanh
trong trang thai nham mét nghi ngoi thuwdng
dudi 20 uV [7]. Két qua chi ra rang, tang
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bién d6 séng theta, dac biét & cac vung tran
trwdc, tran, trung tam 2 bén ban ciu bénh
nhan loc mau chu ky. Trong cac nghién ctru
trwoc day trén thé gidi, tac gia Gadewar va
cdng sw khao séat 83 trwong hop mac CKD
va chi ra gia tdng hoat dong séng theta, dac
biét la bénh nhan lgc mau chu ky [3]. Tac
gia Arieff va cong sv ciing chi ra tang hoat
déng cla cac séng cham bao gdm séng
theta & vung tran trwéc & bénh nhan bénh
than loc mau chu ky [4]. Tac gia Rohl va
cong suw khao sat 31 déi twong bénh nhan
CKD va bao cao tang nang lwgng soéng
theta, alpha, delta. Tuy nhién ving xuét
hién chi yéu & ving trung tam va théi
dwong [8]. Két qua nay cda ching téi, gop
phan cung cap thém bang chirng vé tang
cwong hoat déng séng cham & bénh nhan
CKD, dac biét Ia bénh nhan loc méu chu ky.

Tang hoat doéng clia sdbng cham bao
gdm theta trong bénh nhan CKD dwoc giai
thich la do sw thay déi lan tda chirc ndng va
céu triic n&o cé lién quan téi tdng uré huyét
ho&c rdi loan chuyén héa dan dén nhirng
bién ddi trén dién nao d6. Bén canh do, dac
diém soéng theta thuwéng phan anh dap tng
kich thich gidi phéng cac chat dan truyén
than kinh sau khe synap, diéu nay goi y
tang hoat déng cla chét dan truyén than
kinh sau khe synap dwoc quan sat & bénh
nhan loc mau chu ky [3].

Trong nghién c&u nay, chang téi
ciing nhan thay gidm hoat dong cla séng
theta & vung tran trwéec, tran, trung tam bén
trai ban cau va tran truéc thai dwong bén
phai ban ciu & nhém bénh nhan I&n hon 60
tudi. Két qua nay chi ra tudi cang cao thi
cang gidm hoat dong cua séng theta. Hon
nira, chi sé6 BMI cé twong quan nghich va
c6 y nghia théng ké véi bién dd cta séng
theta & vung tran bén trai ban ciu. Do vay,
trong thwc hién cdng tac quan ly, cham soc
va diéu tri cAc bién ching ndo cua hoi
chng tang uré huyét & bénh nhan loc mau
chu ky, can d&c biét cha y dén déi twong co
bién dbi vé BMI va tudi cao. Thoi gian loc
mau cang cao lién quan dén gia ting bién
dd cla séng theta & vung thai dwong dwoc
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phat hién trong nghién ciu nay. Két qua
nay cuta chung t6i phu hop véi cac nghién
clru trwdc day trén thé gi¢i.Tang bién do
clia cac séng cham ciling dwoc bao céo co
lién quan dén mtrc d6 suy than man tinh [3].
Tuy nhién, trong nghién ctru nay chung téi
chi tap trung vao dbi twong bénh nhan loc
mau chu ky. Do vay, ching t6i c6 ké hoach
thu thap cac nhém bénh nhan CKD & céac
giai doan khac nhau dé phan tich méi lién
hé gitra giai doan suy than man tinh va bién
ddi séng theta trong cac nghién ctru trong
twong lai.
5. KET LUAN

Tang bién d6 séng theta & vung tran
trwéc, tran va trung tam hai bén ban cau &
bénh nhan loc mau chu ky. Tudi, BMI va
thoi gian loc méau la nhivng yéu té c6 lién
guan t&i bién d6 clia séng theta. Thu thap
thém ngw&i bénh véi cac giai doan suy than
man tinh khac nhau dé phan tich méi lién
quan gitra mirc d6 suy than va bién doi dién
n&o dé 1a can thiét trong twong lai.
L&i cam on

Nghién ctru nay tién hanh dwoc hd
tro b&i dé tai khoa hoc va céng nghé cap
Hoc vién Quén y Nghién clru dugc thyc
hién thudc sé 3389/ QD-HVQY ngay 17
thang 8 nam 2023. Chung téi xin gwi 1&i cdm
on t&i toan bd bénh nhan da tham gia
nghién cru. Xin bay té long biét on t&i can
bd, nhan vién y té cta khoa Than Loc mau
va Chéan doan Chirc nang da hé tro ching
téi thwe hién nghién ctru nay.
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SUMMARY
CHARACTERISTICS OF THETA WAVE AMPLITUDE IN HEMODIALYSIS PATIENTS.

Pham Ngoc Thao?, Nguyen Thi Ngoc!,
Pham Quoc Toan?, Le Viet Thang?

1Department of Functional Diagnosis, 103 Military Hospital, Vietnam Military Medical University
2Department of Nephrology, Military Hospital 103, Vietnam Military Medical University, Hanoi

Objective: To describe the characteristics of theta wave amplitude and some related
factors in hemodialysis patients. Methods: A total of 120 patients undergoing hemodialysis
were examined for EEG from June 2023 to May 2024 at Military Hospital 103. Theta wave
amplitude (4—7 Hz) was analyzed in prefrontal, frontal, central and temporal regions of both
hemispheres. Results: Theta wave amplitudes in the prefrontal, central, frontal and
temporal regions of the left hemisphere were 47.0, 33.7, 32.9 and 24.3 pV, respectively.
Theta wave amplitudes in the right prefrontal, frontal, central, and temporal regions were
47.6, 33.7, 32.7, and 26.5 uV. Reduced theta wave amplitude were found in the left
prefrontal, frontal, and central regions and in the right prefrontal and temporal regions in
the group of subjects with their age > 60 years old. Theta wave amplitude in the left
hemisphere of the frontal region was negatively correlated with BMI. In contrast, theta wave
amplitude in the left temporal temporal region was positively correlated with dialysis time.
Conclusion: Increased theta wave amplitude was observed in hemodialysis patients. Age,
BMI and dialysis time are factors that affect theta wave amplitude in dialysis patients.

Keywords: theta wave, EEG, Hemodialysis.
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DAC PIEM LAM SANG, CAN LAM SANG VA KET QUA DIEU TRI
BENH VAY NEN THE THONG THU'O'NG TREN BENH NHAN PIEU TRI NQI TRU
TAI BENH VIEN VIET TIEP

Nguyén Thi Lé Thuy’, Dao Minh Chau?, Hoang Thij Lan?
Trwdng dai hoc Y dwgec Hai Phong

Té&c gia chiu trach nhiém khoa hoc: Nguyén Thi Lé Thay
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Ngay tiép nhan: 25/4/2024

Ngay phan bién: 25/6/2024

Ngay chap nhan dang: 25/6/2024

TOM TAT

Déi twong: Bénh nhan duoc chén doan vdy nén thé mang diéu tri néi tra tai khoa
da lidu bénh vién Viét Tiép thoi gian 01/2020-01/2023. Phwong phap nghién ciru: Mo ta
cat ngang, héi ciu. Két qua: Nghién ctu trén 97 bénh nhan vdy nén thé mang ghi nhan
tudi trung binh nhédm nghién cdu & 59,7; ty 16 nam/nd ~3/1. Bénh kém phd bién nhét 1a
bénh vé tim mach (20,6%). Triéu ching co ndng chu yéu |a ngtra, dau rét va dau khép
chiém ty |é thdp. Mdrc do bénh truéc diéu trj da sé ndng-rat ndng. Dién tich da tén thuong
>30% chiém 96,9%. PASI trung binh truéc diéu trj la 27,4. Sau 2 ngay diéu trj, triéu ching
dé da céi thién rd rét, trong khi vay da, dién tich tén thuong va mic dé bénh theo PASI
thay déi khéng déng ké. Sau 5 ngay diéu trj, t4t cd cAc triéu ching céi thién dang ké, ty 1é
bénh mdc d6 nédng it hon so véi triée diéu tri (4,1% so véi 80,4%), PASI trung binh gidm
16,8 diém. Ty 16 PASI 50 va PASI75 & ngay thiv 5 1&n lwot 1a 62,9% va 29,9%. Thudc diéu
tri & nhém bénh nhan nghién ciru chd yéu 1a corticoid manh (84,5%). Thuéc khac sd dung
phéi hop chd yéu la calcipotriol véi 28,8% trurong hop. 94,8% bénh nhan ¢é diéu tri khang
sinh va 99% st dung khang Histamin. Két ludn: Phéac db diéu trj vdy nén thé méng theo
khuyén céo cia Héi Da lidu Viét Nam dem lai ty |é dép ung cao, hiéu qué diéu trj bst déu

ter ngay ther 2, cac triéu chamg céi thién ré rét & ngay ther 5 sau diéu trj.

Terkhoa: vy nén.
1. DAT VAN PE

Bénh vay nén 1a bénh da man tinh
kha thwdng gap & Viét Nam cling nhw trén
thé gi¢i. Bénh khéng gay t&r vong nhung
anh hwéng nhidu dén chét lwong cudc
sbéng, thAm my va hoat déng cta ngudi
bénh. Bénh gap & moi Ira tudi, ca hai giéi,
chiém ty l& 1-3% dan sé tuy theo cac quéc
gia, chang toc. O Viét Nam, ty 1& bénh nhan
vay nén chiém khoang 2,2% téng sb bénh
nhan dén kham bénh. Theo phan loai bénh
vay nén c6 kha nhiéu thé, thé mang thudng
hay g&p nhét trong sb céc thé bénh cta vay
nén.

Céac phwong phéap diéu tri cha yéu
hién nay dwoc phan lam 4 nhém: Céc thubc
boi (salicylic, thubéc khir oxy, calcipotriol,
vitamin A acid, coritocid dang bdi, ...); Cac

thudc dung dwdng toan than (methotrexate,
ciclosporine, retinoid...); Diéu trj bang anh
sang (quang tri liéu UVB va quang héa tri
liéu PUVA...) va céac thudc sinh hoc
(alefacept, efalizumab, infliximab...).

Viéc nghién ciru hiéu qua diéu tri
bénh vay nén thé mang gilp gidm triéu
ching bénh va tai phat bénh. Vi vay chang
ti thwe hién nghién ctru dé tai nay véi muc
tiéu:

Muc tiéu 1: M6 td dic diém lam
sang, cén lam sang cda bénh nhan vay nén
thé théng thwong & bénh vién Viét Tiép tor
thang 1/2020- 1/2023.

Muc tiéu 2: Nhan xét két qua diéu trj
& dbi tuong trén.

2. POl TUONG VA PHUONG PHAP
NGHIEN ClU
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2.1. DOI TVONG

Bénh nhan dwoc chan doan vay nén
th& mang diéu tri noi tra tai khoa da liéu
bénh vién Viét Tiép thoi gian 01/2020-
01/2023.
2.1.1.Tiéu chudn chén dodn bénh may
day céap
- LAm sang

+Tdn thwong da d&c trwng cha bénh
c6é dac diém: la mang dd ranh gisi r6; bé
mat c6 nhiéu vay trdng dé& bong; khi cao vay
theo phwong phap Brocq thi thdy cac dau
hiéu vét nén, mang bong, hat swong mau.

+ Thé mang: kich thwéc 2 cm hodc
I&n hon. Cac mang c6 thé lién két nhau
thanh mang Ién.
2.1.2. Tiéu chudn chon bénh nhan

- Pdéng y tham gia nghién ctru
2.1.3. Tiéu chudn loai tree

- Bénh nhan c6 thai, cho con bu.

- Bénh nhan nhiém HIV, lao phdi va cac
bénh nhiém trung co hdi khac

- Bénh nhan tir chéi tham gia nghién ctru

2.2. PHUONG PHAP NGHIEN CUU

2.2.1. Thiét ké nghién cdu: MO ta cét

ngang, tién ctu

2.2.2. C& m4u: T4t ca bénh nhan vay nén

thé mang dwoc diéu tri ndi tra tai khoa da

liéu bénh vién Viét Tiép va ddng y tham gia

nghién ctu

2.2.3. Cdc buwor tién hanh

- Bénh nhan dap (ng céc tiéu chuan
chan doan, chon bénh, loai trir.

- Tién hanh diéu trj theo Huwéng dan
diéu tri cGia hoi Da liéu Viét Nam (So
doé 2.1).

- S6 liéu dwoc thu thap theo phiéu diéu
tra.

- Phan tich sé liéu dwa theo 2 muc tiéu
nghién ctru:
+ M6 ta cac dac diém chung, 1am sang
nhém bénh nhan.
+ Nhan xét hiéu qua diéu tri dwa trén so
sanh ty Ié mic d0 nang cac triéu
ching, mirc cai thién diém PASI truéc
va sau diéu tri.

Viy nén thé mang

Thé nhe:
PAST < 10 va
DLQI < 10 va
BSA <10

Thé vira va ning:
PASI = 10 va, hodc
DLQI > 10, hodc
BSA=10

Thube boi tai chd:
Corticosteroid/caleipotrio
I/taz aroten/tacrolimus*®

Thude boi tai
chd + NBUVB/
UVB/PUVA

Tai chd + Thube

toan than cd dién

(MTX, acitretin,
ciclosporin)

| |

Biéu tri anh sang tai chd
hodc két hop thude bdi voi

etanercepr, infliximab, ustekinumab,

Thube sinh hoc: adalimumab,

secukinumab

diéu tri anh sang tai chd

L

hoic diéu tri két hop thude sinh hoc

Chuyén sang thude sinh hoc khac

voi MTX

So d6 2.1. So dd diéu tri vay nén thé mang
(Theo Huéng dén diéu tri cda Hoi Da lidu Viét Nam)
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2.2.4. C4c bién sé va chisé nghién cau

- Khao sat mét sé dac diém chaa bénh
nhan

+ Tudi

+ Gi¢i: nam va nir

+ Thé bénh vay nén

+ Tién s bénh nhan: tién st khdi
phat, da tirng diéu tri bao 1an trwdc day

+ Sé bénh méac kém

+ Dac diém lam sang: triéu chirng co
nang (nglra, dau rat, dau khép), merc dd
nang clda dd da, vay da, dién tich tdn
thwong, mirc dd nang cta bénh theo chi sb
PASI truwéc diéu tri.

+D&c diém can l1am sang: chi sé hdng
cau, huyét sac t6, bach cau, mau lang,
CRP, Albumin, GOT, GPT.

- Pac diém veé thubc diéu tri bénh vay
nén

+ S6 thudc trong don diéu tri: thubc
boi, thudc diéu tri toan than.

+Ti |é cac thubc diéu tri & bénh nhan
vay nén thé mang: tai chd va toan than,
thudc diéu tri bénh vay nén va diéu tri hd tro,
céac thube diéu tri bénh ly di kém néu cé.

+ Céc loai thubc corticoid: i 1& phan
tr&m cac bénh nhan cé st dung corticoid dé
diéu tri.

+ CAac loai thuéc trc ché mién dich
toan than: ti 1& phan trdm cac bénh nhan c6
st dung methotrexat, acitretin, ciclosporin
va infliximab dé diéu tri.

- Hiéu qua hiéu qua diéu tri

Panh gia ty 18 cac mic do triéu
chng: dé da, vay da, dién tich tén thwong
tai thoi diém ngay 2, ngay 5 sau diéu tri.

Danh gia theo thang diém PASI ngay
d4u tién vao vién, sau 2 ngay diéu tri, sau 5
ngay diéu tri. So sanh ty 1& mic dd bénh
néng theo thang diém PASI gitra cac thoi
diém trén.

Mtrc d6 hiéu qua dwoc danh gia theo:
+ Diém PASI giam trung binh tai cac thoi

diém ngay 2, ngay 5 sau diéu tri.

+ PASI50: Bénh nhén duwoc danh gia dat
diém hiéu qua téi thiéu khi cé diém PASI
giam trén 50%.

+ PASI75: Bénh nhan dwgc danh gia dat
muc tiéu diéu tri trong thwe hanh cé6
diém PASI giam trén 75%.

2.2.6. Ki thuéat thu thdp sé liéu

Sé liéu dwoc thu thap theo mau phiéu
khao sat:

2.3. Th&i gian va dia diém nghién cru

- Thoi gian nghién cwu: T 01/2020-
01/2023.

- Dia diém nghién ctu: khoa da li&u bénh
vién Viét Tiép.

2.4. Xt ly sé liéu

- X ly sb liéu theo chwong trinh SPSS
16.0.

- Céc bién dinh tinh dwoc md ta dwoi
dang ty & %.

- Céc bién dinh lwvong dwoc mo ta theo
dang trung binh, d6 léch, phwong sai,
trung vi.

- CAc test théng ké: T-test cho cac bién
dinh Iwgng, x? hodc Fisher exact test
cho céc bién dinh tinh.

- p<0.05lacoynghia thbng ké.
2.5. Dao dirc trong nghién cwu

- BN dworc giai thich rd v& muc dich va
yéu cau cta NC, tw nguyén tham gia.

- Nhirng BN tir chéi tham gia van dwoc
kham, tw vén, diéu tri chu déo.

- Céc théng tin ca nhan cua déi twong
nghién ctru dwoc gitr bi mat, ddm bao
khéng 16 thong tin. Moi sé liéu thu dwoc
chi phuc vu cho cbéng tac nghién ctru,
khoéng st dung muc dich nao khac.

3. KET QUA NGHIEN clru

3.1. Mo ta dac diém lam sang cta bénh

may day cap
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Bang 3.1. D&c diém chung

Pac diém S6 lwong Ty & (%)
<20 0 0
20-60 48 49,5
Tudi >60 49 50,5
X+ SD 59,7 £+ 14,5
Min-Max 28-87
Gisi Nam 71 73,2
Nir 26 26,8
Tim mach 20 20,6
Nhiém trang 4 4,1
" N Di wng 2 2,1
Bénh kem Khép man tinh 0 0
Noi tiét 10 10,3
Khéc 3 3,1
Téng 97 100,0

Nhan xét: Tudi trung binh cia nhém  Bénh kém phd bién nhét & tim mach véi
nghién ctu la 59. Phan bd tudi déu tr 20  20,6%; tiép dén 1a bénh nai tiét vai 10,3%.
tr& 1&n, trong d6 cac do tudi tir 20-60 va >60  Cac bénh nhw nhiém trung, di &ng, va 1 sé
c6 ty 1é xap xi nhau. Nam giéi chiém wu thé  bénh khac chiém ty 1& thap. Khéng c6
trong nhom nghién ctru, ty 16 nam/nir ~3/1.  trwdng hop nao c6 bénh khép kem theo.

Bang 3.2 Triéu chirng Iam sang

Triéu chirng co’ nang S6 lwong Ty 1& (%)
Nglra 97 100,0
Pau rat 7 7,2
Pau khép 6 6,2
Triéu ching thwe thé S6 lwong Ty 1é (%)
Nhe 0 0
N Trung binh 8 8,2
Boda Nang 81 83,5
R4t nang 8 8,2
Nhe 1 1,0
. Trung binh 45 46,4
Vay da Nang 29 50,5
R4t nang 2 2,1
<10 0 0
L R 10-29 3 3,1
Dli_ahnut(lycnhgciz;)t)on 3049 55 258
50-69 57 58,8
70-89 12 12,4
Nhe 10 10,3
o Vira 9 9,3
Mtc d6 bénh Nang 78 80.4
PASI (X £ SD) 27,4 +£10,8
Téng 97 100,0
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Nhan xét: Triéu chirng co nang chu Diém PASI trung binh trwéc lic vao
yéu lic vao vién |1a ngra. Céc triéu chirng  vién cGia nhém nghién ciru 13 27,4, da sb
thwe thé Itc vao vién chd yéu & mic dd  bénh nhan cé6 mirc dd bénh nidng lic vao

trung binh- nang. vién (80,4%).
Bang 3.3. Dac diém can 1am sang

Xét nghiém X+SD Min Max
Héng cau (T/l) 22+0,5 1,9 71
Hb (g/) 98,2+8,5 75,1 131,0
Bach cau (G/I) 132+1,5 31 16,7
Mau l&dng 1h (mm/h) 34,2+6,2 12,4 47,1
Mau lang 2h (mm/h) 432 +55 14,2 54,3
CRP (mg/dl) 18,2+1,3 14,1 57,1
Albumin (g/l) 282+45 40,1 22,3
GOT (U/ml) 46,2+52 12,4 107,1
GPT (U/ml) 542+7,2 10,1 153,5

Nhan xét: Chi s6 Bach ciu, mau hoéng cau va Hb trung binh thdp hon do véi
ldng, CRP va men gan trung binh tdng cao  gia tri binh thwong.
trén gi¢i han binh thwong. Chi sd albumin,
Bang 3.4. Thuéc sir dung

Thudc str dung N %
Duéng 4m 10 10,3
Corticoid nhe 2 2,1
Corticoid trung binh 2 2,1
Corticoid manh 82 84,5
Khang sinh 92 94,8
Khéng Histamin 96 99,0
Methotrexat 0 0
Thubc khac 32 33,0

Nhan xét: Khang histamin va khang  muac dé bénh nhe. Methotrexat khong dwoc
sinh dw phong dwoc st dung véi tan sudt s dung & bat ky trwéng hop nao.
nhiéu nhat. Dwdng &m dwoc s dung & C6 32 trwodng hop si dung thubc
10,3% trwéng hop. St dung corticoid bdi  khac, trong d6 chd yéu la calcipotriol v&i
méc dd manh chiém wu thé, chi c6 11  28/32 trwdng hop; 4/32 trwdng hop sk
trwong hop khéng dung corticoid déu &  dung salicilic axit.
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Bang 3.5. Hiéu qua diéu tri th&i diém ngay the 2

Tiéu chi Trwée dieu tri Sau 2 ngay P
(n/%) (n1%)
Nhe
o 8(8,2) 86 (88,6)
P6 da ng:s binh <0,001
R&t ndng 89 (91,8) 11 (11,4)
_'::; — 46 (47,4) 47 (48,4)
Vay da Néngg >0,05
Rt NEng 51 (52,6) 50 (51,5)
da tdn 30-49 25 (25,8) 30 (30,9) 5005
thwong 50-69 57 (58,7) 57 (58,8) '
(%) 70-89 12 (12,4) 6 (6,2)
Nhe 10 (10,3) 14 (14,4)
o | vwa 9(9,3) 18 (18,5) 0,089
Mt?écng‘-’ Nang 78 (80,4) 65 (67,1)
' A PASI3,5+0,3
PASI (X + SD ' '
Sl (X + SD) 27,4 +10,8 236+98 0 <0,001
Tong 97 (100,0) 97 (100,0)

Nhan xét: Sau 2 ngay diéu trj, triéu
chirng dd da cai thién r6 rét voi ty 1é dd da
thdp hon dang ké so v&i trwdc diéu tri,
p<0,001. CAc triéu chirng vay da, dién tich
tdn thwong hau nhuw it thay ddi sau 2 ngay
diéu tri. Diém PASI sau 2 ngay diéu trj cai

thién rd rét, trung binh gidm 3,5 diém so voi
truwdc didu tri. Sw khac biét cé y nghia thdng
ké v&i p<0,001. Tuy vay, ty l1é bénh nhéan
murc d6 nang co6 xu hwéng gidm & ngay thi
2, sw khac biét khéng co6 y nghia théng ké
vGi p>0,05.

Bang 3.6. hiéu qua diéu tri tai th&i diém ngay the 5

Tiéu chi Trwéce diéu tri Sau 5 ngay P
Nhe
A 8(8,2) 96 (98,9)
P6 da LZJ:;’ binh <0,001
REtnEnG 89 (91,8) 1(1,1)
Nh
True‘n = 46 (47,4) 96 (98,9)
Vay da Nén;’ <0,001
RE g 51 (52,6) 1(1,1)
<10 0 (0) 7(7,2)
Diéntichda | 10-29 3(3.1) 50 (51,5)
tdn thwong | 30-49 25 (25,8) 39 (40,2) <0,001
(%) 50-69 57 (58,7) 1(1,1)
70-89 12 (12,4) 0(0)
Mdc d6 bénh | Nhe 10 (10,3) 59 (60,8)
Vira 9(9,3) 34 (35,1) <0,001
Nang 78 (80,4) 4 (4,1)
A PASI 16,8+ 1,1
PASI (X + SD N
SI (X + SD) 27,4 10,8 10,6 + 9,9 520,001
Téng 97 (100,0) 97 (100,0)
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Nhan xét: Sau 5 ngay diéu tri, ty 1&
do da gidm rd rét véi chi 1 bénh nhan con
dé da mwrc nang tré 1én (so véi 89 bénh
nhan trwdc diéu tri). Triéu chirng vay da va
dién tich da tén thwong gidm dang ké so voi
thoi diém trwdce diéu tri, sy khac biét co y
nghta théng ké véi p<0,001.

70

60

Diém PASI tiép tuc cai thién & thoi
diém ngay the 5, trung binh mec giam 1a
16,8 diém so véi trwde diéu tri, sy khac biét
c6 y nghia théng ké véi p<0,001. Ty [& mirc
dd bénh nang & ngay 5 gidam dang ké so voi
trwde diéu tri, sy khac biét cé y nghia théng
ké voi p<0,001.

truwdc diéu tri

e PAS|50

sau 2 ngay

sau 5 ngay

PASI75

Biéu d6 3.1. Ty & PASI50 va PASI75 tai cac thoi diém

Nhan xét: Sau 2 ngay, ty |é dat hiéu
qua diéu tri tbi thiéu rat thap. Tuy nhién sau
5 ngay diéu tri, b&nh nhan cai thién rd rét vé
triéu chirng véi ty 1& PASI75 va PASIS0 1an
lwot la 29,9% va 62,9%.

4. BAN LUAN
4.1. bic diém chung va lam sang

Tudi trung binh ctia nhém nghién ctru
la 59. Tat ca trwong hop bénh nhan déu
>20 tudi. Phan bé nhém tudi gitra 2 nhém
20-60 va >60 la xap xi 50%. Trong d6, do
tudi I&n nhét 1a 87, nhdé nhét 1a 28. Do tudi
trung binh trong nghién ctru cta ching téi
cao hon so v&i cac nghién ctu trong va
ngoai nwéc. Tran Thi Thoan va cs bao céo
tudi trung binh 1a 42 [1]; Nguyé&n Thj Lé
Quyeén va cs ghi nhan nhém tudi <60 chiém
~80% [2]. Phan tich tdng hop clia Ru Yan
va cs cho thay cac nghién clru vé vay nén
c6 dd tudi trung binh ~50 tudi [3]. Do tudi
cao hon trong nghién ctu cta ching toi,
bénh nhan trong nghién ciru déu la néi tra,

do d6 c6 thé do nhiéu bénh nhan da diéu tri
& cac co s tuyén dwdi hodc phong kham
trwdc khi nhap vién.

Gi¢i tinh nam trong nghién ciu
ching tdi chiém wu thé, ty 1& nam/nir ~3/1.
Ty lé nay ciing cao hon dang ké so v&i cac
nghién ctu khac. Tac gid Nguyén Thi Lé
Quyén va cs ghi nhan ty 1& nam/ni ~1/1,
trong khi do tac gia Nguyé&n Thi Lé Thuy va
Tran Nguyén Anh TG ghi nhan ty 18 nay |a
2/1 [2], [4]. Cac nghién clru nwédc ngoai
cling cho thdy ty 1& nam/niv kha twong
dwong. Phan tich cia Ru Yan va cs bao cao
ty 1é nam gi&¢i trong cac nghién ctru thanh
phan chi yéu dao dong tir 55-60% [3]; xu
huwdng nay cling duwgc ghi nhan trong cac
nghién ctru RCT cla Fleming (2010) [5] va
Jemec(2008) [6]. C6 thé cac yéu t6 lién
quan dén théi quen nhw hat thube, ubng
rwou, it tuén tha diéu tri & nam giéi lam gia
tang ty 1& mirc dd ndng, dan dén sw chénh
léch I1&n vé gidi tinh trong nhdm nghién civu.
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Bénh kém ciing 1a mot van dé dwoc
quan tdm & bénh nhan vay nén. Trong
nghién cu cta ching t6i, cac bénh lién
quan dén tim mach chiém ti & cao hon so
v&i cac bénh kém khac, trong khi d6 khong
ghi nhan trwong hop nao cé bénh li lién
quan dén khép. Két qua nay kha twong
ddng v&i nghién clru cha Tran Thj Thoan va
cs, trong d6 ghi nhan 27,9% bénh kem la
THA, tuy vay bénh li xwong khép trong
nghién ctu nay chiém 11,6% [1]. Trong
nghién clru cula tac gid C. Daugaard va cs
cho thdy bénh vay nén dic biét lien quan
dén cac bénh li vé tim mach bao gdm bénh
mach vanh, phinh ddéng mach chu, rung
nhi...Nguyén nhan dwoc li gidi la do co ché
bénh sinh lién quan dén mién dich & bénh
nhan vay nén lam gia tang tinh trang viém
& cac mach mau I&én dan dén tang nguy co
lién quan dén xo vira, huyét khdi...Mot
bénh kém khac rat thwong gap 1a bénh Ii vé
khép, chiém khodng ~10-15%. Tuy vay,
trong nghién ctu nay ching téi tap trung
vao ddi twong vay nén thé mang, do do da
loai tlr cac bénh nhan cé vay nén thé khép
[7].

Triéu chirng co nang dwgc ghi nhan
nhiéu nhét trong nghién ctu la nglra, voi
100% bénh nhan. Cac triéu chirng dau rat
va dau khép ghi nhan véi ty 1& thap. Ty 1&
nay phu hop véi déi twong bénh nhan vay
nén thé mang, do da loai trir cAc bénh nhan
c6 thé bénh khac nhw vay nén thé khép.
Mtrc d6 bénh nang trong nghién ctru chiém
wu thé. Ty 1& dé da nang/rat nang chiém
91,8%:; vay da mic nang tré lén chiém
52,6%; dién tich da tén thwong tr 50% tr&
lén chiém 71,2% va mic PASI trung binh
vao vién la 27,4. So sanh v&i cac nghién
clru trong va ngoai nwére, ty 1é mire d6 nang
trong nghién clru cda chung t6i cao hon
dang ké. Tac gid Tran Nguyén Anh Ta béo
cdo ty I& mrc nang la 45,3%, PASI trung
binh 19,39 [4]. Trong khi d6 tac gia Nguyén
Thi Lé Thuy va cs ghi nhan ty 1& bénh nang
la 17,5% [8]. Phan tich gbp cla tac gia Ru
yan cho thy hau hét cac nghién ctru ghi
nhan mdc PASI trung binh tir 8-10 [3]. Cé

thé thay cac nghién ctu trén thwc hién trén
déi twong dwoc didu tri liéu phap tai ché,
nén mac d6 bénh nhe hon so v&i nghién
ctru clia chung toi.

V& xét nghiém can lam sang, cac xét
nghiém vé bilan viém nhw bach ciu, mau
lang va CRP trung binh déu c6 gia tri tang
cao hon mic binh thwong. Bén canh do,
tinh trang thiéu méau va giam albumin mau
phd bién trong nhém nghién ctru, véi chi sb
trung binh gidm thdp hon mic gidi han
dw6i binh thwong. Két qua nay twong déng
v&i nghién clru cla cac tac gid khac.
Nguyén Lé Bang va cs béo céo, ty & bénh
nhan cé chi sé bach ciu ting la 76,3%; mau
ldng tang 1a 100%; CRP ting & 84,7% va
GOT/GPT tang lan lwot 1a 13%/28% truéng
hop. Bén canh d6, albumin mau gidam &
62,7% trwdng hop [9]. Tac gia Nguyén Hiru
Huy va cs ciing ghi nhan két qua twong tw,
v&i 80,6% tang bach cau, 100% tang mau
lang, 32,2% tang men gan, 90,3% tang
CRP; Céac chi s6 gidm bao gébm: albumin
(35,5%); thiéu mau (45,2%) [10].

4.2. Hiéu qua diéu tri

Nghién ctru cia chung t6i thyc hién
diéu tri theo phac dé huéng dan didu tri vay
nén thé mang cta Hoi Da liéu Viét Nam. Do
bénh nhan mc d6 nang chiém da sb, nén
lieu phap corticoid manh dwoc ap dung cho
hau hét bénh nhan trong nhém nghién ctu
(84,5%). Khang sinh dwoc s dung & da sb
trwong hop do mirc d6 ndng chiém wu thé
nén nguy co nhiém trung tlr da va mé mém
rat cao. Do ty |é triéu chirng ngta lic tham
kham la 100% nén chung t6i str dung khang
Histamin & hau hét bénh nhan (99,0%). Cac
thubc khac nhw calcipotriol, salicilic va
duéng &m dwoc st dung véi ty & thap hon.
Trong sé nay, Calcipotriol dwoc st dung véi
tan suét nhiéu nhat. Nghién ctu mu déi,
ngau nhién c6 nhom ching cla tac gia
C.Fleming nham danh gia hiéu qua cuda liéu
phép két hop Calcipotriol véi corticoid, két
qua nhanh két hop co ty 1é dap (rng cao hon
Vot trdi so véi cac nhanh dbi ching st
dung don tri hoac gia dwoc (p<0,001) [5].
Két hop nay lam gidm ty lé s& dung cac
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thudc toan than truyén théng nhw
Methotrexat, do dé trong nghién ctru nay du
ty 1& bénh nhan & m&c ndng chiém da sb,
tuy nhién chang t6i khong st dung phac dd
c6 Methotrexat cho nhém nghién ctru.

Hiéu qua diéu tri dwoc danh gia tai
céc thoi diém 2 ngay va 5 ngay sau diéu tri.
Tai thoi diém 2 ngay sau diéu tri, triéu
chirng d6 da cai thién rd rét & da sb bénh
nhan, tuy nhién céac triéu chirng vay da va
dién tich da tdn thwong khéng coé sw khac
biét dang ké voi truwdc didu tri. M dd bénh
c6 xu huéng cai thién tét va diém PASI cai
thién trung binh 3,5 so vé&i truéc diéu tri, tuy
nhién ty I& bénh nhan dat hiéu qua diéu tri
tdi thiéu rat thp (PASI50=1,0%). Dén thoi
diém ngay thir 5 sau diéu tri, tht ca cAc triéu
chirng 1am sang c6 sy cai thién dang ké.
Diém PASI giam trung binh la 16,8; ty 1&
bénh nhan mirc d6 ndng sau 5 ngay diéu tri
I& 4/97 so v&i 78/97 bénh nhan trudc diéu
tri. Ty 1&é PASI50 va PASI75 tai thoi diém 5
ngay lan lwot 1a 29,9% va 62,9%, tang vuot
troi so voi thoi diém sau 2 ngay diéu tri.
Diéu nay chirng t hiéu qua cla phac db dat
dwoc tang rat nhanh sau thdi diém 2 ngay.

Két qua nay cho thay sw twong dong
dang ké véi cac nghién ctru vé diéu tri vay
nén théng thwong véi cac liéu phap tai ché.
Nghién clru ctia C.Fleming va cs bao céo
diém PASI trung binh gidm & murc 48,1% tai
thoi diém 4 tuan va 55,3% & thoi diém 8
tuan so v&i trwdc diéu tri & phac dd phéi
hop Calcipotriol + betamethason
dipropionate [5]. Xét rieng nhdm murc do
vira va nang, ty 1& nay Ian lwot 50,2% va
58,8%. Ty lé nay cao hon so véi két qua
cla tac gia Tran Thi Thoan. Nghién ctu
théng ké hiéu qua diéu tri trong thdi diém 6
thang sau diéu tri, két qua cho thay ty 1&
bénh nhan dat hiéu qua diéu tri |a 40%, mac
du ty 1& dat tuan tha theo phac dd 1a >90%
[1]. Ly gidi cho diéu nay c6 thé do mét sb
bénh nhan ty y bé tri dan dén gidm hiéu qua
diéu tri. So sanh v&i cac nghién clu s
dung liéu phap quang tri liéu, ty I& dat hiéu
qua diéu trj trong nghién cu cta ching toi
thdp hon. Nguy&n Thi L& Thuy va cs bao

cdo ty & PASI50 va PASI75 lan luot la
97,5% va 75% sau 36 lan chiéu [8]. Ty lé
PASI75 trong nghién clru cla Dao Duy
Nham dat 66,7% [11]. Sw khac biét nay dén
tir viéc khac biét vé liéu phap diéu tri, cdng
thém cac nghién ctu vé quang tri liéu loai
trlr bénh nhan da diéu tri véi corticoid hodc
cac liéu phap toan than trwéc do, va ty 1é
bénh nang th4p hon, do d6 hiéu qua diéu tri
cao hon nghién ctru ctia ching toi.
5. KET LUAN

Vay nén thdng thwéong 1a mot bénh ly
da man tinh kha thwdng gap va gay anh
hwéng nhiéu dén chat lwong séng cho
nguwoi bénh. Cac liéu phap can thiép tai chd
va toan than theo phac dd Hoi Da lidu Viét
Nam dem lai hiéu quéd cao trong th&i gian
ngan, dem lai chat lwong sbéng tét cho
nguoi bénh.
6. KHUYEN NGHI

Vay nén théng thwong can duwoc
chan doan kip thoi, diéu tri theo phac db tiéu
chuén, tuan tha liéu trinh diéu tri nhadm dem
lai hiéu qua cao nhat va giam ty | tai phat,
nang cao chat lwong séng cho nguwdi bénh.
L&i cam on

Ching t6i xin g&i 10 cdm on chan
thanh dén Ban Giam Hiéu trwéng dai hoc Y
dwoc Hai Phong ciing nhu tap thé bac sf,
diéu dwéng khoa Da Liéu, phong ké& hoach
tdng hop bénh vién Hiru Nghi Viét Tiep da
tao diéu kién cho em hoan thanh dé tai.
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SUMMARY
EVALUATION OF CLINICAL, SUB-CLINICAL CHARACTERISTICS AND RESULTS OF
TREATMENT OF NORMAL PSORIASIS INPATIENTS AT VIET TIEP HOSPITAL

Nguyen Thi Le Thuy?, Dao Minh Chau?, Hoang Thi Lan?
'Hai Phong University Medicine And Phamarcy

Subjects: Patients diagnosed with plaque psoriasis treated as inpatients at the
dermatology department of Viet Tiep hospital from 01/2020 to 01/2023. Research
methods: Cross-sectional, retrospective. Results: The research on 97 patients with
plague psoriasis recorded that the average age of the research group was 59,7,
male/female ratio ~3/1. The most common comorbidity is cardiovascular disease (20.6%).
The main symptoms are itching; burning pain and joint pain symptom have a low rate both.
The severity of the disease before treatment was primarily severe or very severe. Damaged
skin area >30% accounts for 96.9%. The average PASI before treatment was 27.4. After 2
days of treatment, skin redness symptoms improved clearly, while skin scales, lesion area
and disease severity according to PASI did not change significantly. After 5 days of
treatment, all symptoms improved significantly, the rate of severe disease was less than
before treatment (4.1% compared to 80.4%), the average PASI decreased by 16.8 points.
PASI 50 and PASI75 rates on day 5 were 62.9% and 29.9%, respectively. Treatment in the
research group of patients was mainly strong corticosteroids (84.5%). Other drugs used in
combination are mainly calcipotriol in 28.8% of cases. 94.8% of patients received antibiotic
treatment and 99% used antihistamines. Conclusion: The treatment regimen for plaque
psoriasis as recommended by the Vietnam Dermatology Association brings a high
response rate, treatment effectiveness starts from day 2, and symptoms improve
significantly on day 5 after treatment.

Keywords: psoriasis.
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TOM TAT

Muc tiéu: xac dinh dnh huéng cda vién nén Kién Luc, sdn phdm phéi hop 12 duoc
liéu, khi udng kéo dai Ién tinh trang chung va nhing thay déi vé huyét hoc trén déng vét
thuc nghiém. Béi twong va phwong phédp: Chudt céng Wistar triséng thanh khoé manh
duoc ubng Kién Luc & cac muc liéu 1,8 vién/kg/ngay va 5,4 vién/kg/ngay trong 8 tuén lién
tiép. Tinh trang chung va trong lwong co thé duoc theo ddi hang tuén. Cac méu mau duoc
phan tich vé cac chi sé huyét hoc tai cac thoi diém truéc ubng thude, sau 4 tudn va 8 tuén
udng thudc. Két qua: Sé lidu cho thdy vién nén Kién Luc & cac mdc liéu nghién ciu déu
khéng gay nhiing dnh hwéng x&u téi tinh trang chung va mdre gia téng thé trong, déng thoi
khéng dén dén nhiing thay déi dang ké vé cac chi sé huyét hoc (hemoglobin, héng cau,
hematocrit, thé tich trung binh héng céu, bach cu, va tiéu cdu) trén chudt céng. Két ludn:
Ter cac két qué nay co thé dua ra két luan vé tinh an toan cda vién nén Kién Luc déi véi
thé trang chung va chdc phan tao mau.

Terkhoa: Kién Luc, trong luong, huyét hoc, chuét céng.
1. DAT VAN BE dwa vao thi trwdng, cac van dé sirc khoe

Thuc vat, véi sy da dang sinh hoc, [&  cdng ddng va nhirng lo ngai xung quanh sw
ngudn cung thiét yéu cho nhu cadu co ban an toan cta chung ciing ngay cang duoc
clia con ngudi (thwe phdm, quan 4o vanha  quan tam [2]. B4 ¢ nhirng bang chirng ghi
&), cling nhu cac loai thuéc tw nhién cho  nhan vé ty I& nhiém déc co quan do dung
strc khde con ngudi. Nhiéu loai thubc théng  dworc liéu kéo dai. [3]
thworng c6 ngudn gbéc tir thwe vat, chang “B6 dwong thodi lao thang” 1a bai
han nhuw aspirin (Salix alba), digoxin thubc bd khi dwéng huyét dwoc in trong bd
(Digitalis purpurea), quinine (Cinchona Hai Thwong Lan Ong véi thanh phan gém
officinalisy va  morphine  (Papaver bach truat, cam thao, dai tdo, hoang ky,
somniferum) [1]. Trong nhiéu n&m gan ddy, mach mén, ngd vi t, nhan sam, qui than,
viéc st dung cay thudc cho muc dich chira  tran bi. Bai thuéc cé tac dung bd dwong khi,
bénh d3 gia tdng trén toan cdu. Uéc tinh cd  tri chirng dwong khi ctia phé, than déu hw
t&i bén ty ngwdi (chiém 80% dan sb thé  dan dén huw lao sinh chirng sbt nhe, mét
gi¢i) sébng & cac nwdc dang phat trién lwa  méi, n ngl kém, so lanh, ... Vién nén Kién
chon cac san phadm thao dwoc dé dw phong  Lwc 1a sa&n phdm cé cong thirc dwoc xay
va diéu tri cac van dé strc khoé khac nhau.  dwng dwa trén bai thuéc “Bé dwong thoai
Khi viéc s& dung cac san pham thuéc c6 lao thang” gia thém céc vi c6 tac dung tang
ngudn gbc tr dwoc liéu trén toan ciu tiép  cwdng sic bén thé chat, bao gbm nam
tuc phat trién va nhiéu san phdm méi dwoc  déng trung ha thao, hoai son va db trong.
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San phadm hwéng téi muc tiéu st dung
nham kiém soét tinh trang mét mdi & nguoi
I&n, do d6 dwoc khuyén céo udng kéo dai.
Tuy nhién, hién chwa c6 cac di¥ liéu khoa
hoc v& anh hwéng cla Kién Luc khi st
dung lidu I&p lai trong tinh trang strc khoé
binh thwong. Vi vay, nghién clru nay dworc
tién hanh nhdm muc tiéu xac dinh anh
hwéng cta vién nén Kién Luc khi udng kéo
dai 1&n tinh trang chung va nhirng thay ddi
vé huyét hoc (hemoglobin, sé lwong hdng

cau, hematocrit, thé tich trung binh héng
cau, sb lwong bach cau, va sb lwong tiéu
cau) & chudt céng Wistar trwdng thanh
khoé manh.
2. POl TUONG VA PHUONG PHAP
NGHIEN clrU

2.1. Vién nén Kién Lyc

Thanh phan céng thirc vién nén Kién
Lwe dwoc xay dung dwa trén bai thubc “B
dwong thoai lao thang” gia thém céac vi dong
trang ha thao, hoai son, dé trong (Bang 1).

Bang 1. Thanh phan vién nén Kién Luc

Thanh phan

Ham lwong (mg)

Nam dbng trung ha thdo (Cordyceps militaris) 100
Nhan sdm (Rhizoma et Radix Ginseng) 25
Mach mdn (Radix Ophiopogonis japonici) 60
Bach truét (Rhizoma Atractylodis macrocephalae) 60
buwong quy (Radix Angelicae sinensis) 60
Pai tao (Fructus Ziziphus jujuba) 50
Hoang ky (Astragalus membranaceus) 60
Ngd vi t& (Fructus Schisandrae chinensis) 25
Tran bi (Pericarpium Citri reticulatae) 60
Cam thao (Radix Glycyrrhizae) 30
Hoai son (Tuber Dioscoreae persimilis) 60
Db trong (Cortex Eucommiae) 60

Liéu dung dw kién trén nguwoi la 15
vién méi ngay chia lam 3 1an. Vién thubc
dwoc phan tan trong nuwéc trwdc khi cho
dong vat thwe nghiém uéng.

2.2. Bong vat nghién ctu

36 con chudt cdng trdng ching Wistar,
cé hai giéng, can ndng 180 + 20 g (do Trung
tam cung cép doéng vat thi nghiém Pan
Phwong - Ha Tay cung cép) dwoc dwa vao
nghién ctru.

Chuét dwgc nubi tai B6 mén Dwoc ly,
Trwong Pai hoc Y Ha Noéi it nhat 7 ngay
trwde khi tién hanh nghién ctru dé thich nghi
véi diéu kién phong thi nghiém. Bong vat
duwgc cho an bang thirc an tiéu chuan va
ubng nuwéc tw do. Quy trinh cham séc déng
vat duwoc thye hién theo Hwéng dan cham
s6c va st dung dong vat thi nghiém (Guide
for the Care and Use of Laboratory Animals
— Eighth Edition). [4]
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2.3. Hoa chat va may moéc phuc vu
nghién cu

Can dién tr ca Nhat, do chinh xac
0,001 g. Kim dau tu cho chuét cdng uéng.
Cdc chia vach, bom kim tiém 1 mL. Cac
dung dich xét nghiém mau cla hang SFRI
(Phap), dinh lwvong trén may phan tich
huyét hoc tw ddng Horiba ABX Micros ES
60 (Horiba Medical, Phap).
2.4. Phwong phap nghién ctru

Nghién ctru &nh hwédng clia Kién Lwc
khi dung liéu 13p lai 1&n tinh trang chung va
cac chi s6 huyét hoc dwoc tién hanh theo
Hwéng dan cia WHO vé thuée c6 ngudn
gbc tr dwoc liéu [5] va Hwéng dan tho
nghiém tién 1am sang va lam sang thuébc
déng vy, thube tr dwoc liéu ctia Cuc Khoa
hoc Coéng nghé va Dao tao, Bo Y té. [6]

Chuét céng trdng duoc chia ngau
nhién vao 3 16, mdi 16 12 con nhw sau:
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- L6 1 (Ching sinh hoc): Ubng nwéc voi
thé tich 10 mL/kg/ngay

- Lb 2 (Kién Luc liu cao): Udng Kién Luc
liéu 5,4 vién/kg.

- Lb 3 (Kién Luc lidu thap): Ubng Kién Luc
lidu 1,8 vien/kg.

Pong vat dwoc udng nwéc hodc
thudc thr trong 08 tuan lién tuc, méi ngay
mét lan vao budi sang. Tinh trang chung
cla chuét dwogc theo ddi hang ngay. Sw
thay déi thé trong clia chudt dwoc ghi nhan
hang tudn. Tai cac thoi diém trwéc ubng
thuéc, sau ubng thudc 4 tuan va 8 tuan, tién
hanh 1Ay mau tinh mach dui cta chuét dé
phan tich cac chi sé danh gia chirc phan tao
mau, bao gébm sb lwong héng cau, thé tich
trung binh héng cdu, ham lwong
hemoglobin, hematocrit, sé lwong bach
cau, cong thirc bach ciu va sb lwvong tiéu
cau.

25. Xirly s6 lidu

Sé liéu dwoc biéu dién dwéi dang X +
SD. Sé liéu nghién ctru dwoc xt ly théng ké
béng Student’s t-test va Paired samples t-
test. Sw khac biét ¢ y nghia théng ké khi p
< 0,05.
3. KET QUA NGHIEN clU
3.1. Tinh trang chung

Trong thoi gian thi nghiém, chudt &
ca ba 16 hoat dong binh thwong, nhanh
nhen, mét sang, 16ng mwot, an udng tét,
phan kho.

Sau 8 tudn nghién ctru, cé 2/12 chudt
& mbi 16, bao gdm ca 16 chirng sinh hoc, bi
chét. Chuét bj chét da dwoc mb quan sét
dai thé cac co quan, két qua kiém tra cho
thay khéng c6 thay dbi bénh Iy nao vé mat
dai thé cta céc co quan tim, phéi, gan, lach,
tuy, than va hé théng tiéu hoa cta chudt
cbng.
3.2. Swthay déi thé trong chuét

Bang 2. Anh hwéng cta Kién Lwc dén thé trong chuét céng

Thei gian

Trong lwong (gam)

Chipng sinh hoc

Kién Lwc 5,4
vién/kg

Kién Lwc 1,8
vién/kg

Trwéc ubng thube

171,67 £ 17,49

180,83 + 21,93

173,33+ 10,73

Sau 4 tuan uéng
thubc

195,00 + 16,79*

201,00 + 31,07**

197,00 + 21,63**

Sau 8 tuan uéng

207,00 +17,51*

228,00 + 30,11***

219,00 + 36,65**

thubc

*p<0,05; **p<0,01; ***p<0,001 so véi thoi diém trurdc udng thude (Paired samples t-test)

Két qué & bang 2.1 cho thay, sau 4
tuan va 8 tuan uéng thudc thir, trong lwong
chudt & ca 3 16 (16 chirng va 2 16 tri) déu
tang so vai trwde khi nghién cru. Khbng c6

sy khac biét vé mirc gia ting trong lwong
gitra 16 chirng sinh hoc va cac 16 tri.

3.3. Panh gia chirc phan tao ma

Bang 3. Anh hwéng clta Kién Lwc dén cac chi sd vé hdng cau cta chudt cdng

. . Kién Lwc 5,4 Kién Lwc 1,8
Churng sinh hoc A .
vién/kg vién/kg

S6 lwong hoéng céu (T/L)
Trwéc ubng thube 9,20 + 1,15 8,83 + 1,03 9,61 + 0,83
Sau 4 tuan uong 9,47 + 1,19 9,61 + 0,93 9,82 + 1,38
thudc
Sau 8 tuan uéng

i 8,64 +1,19 8,83+ 0,75 9,09 + 1,59
thudc
Hemoglobin (g/dL)
Trwéc ubng thube 13,45+ 1,73 12,85 + 1,65 12,94 + 1,25
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. : Kién Lwc 5,4 Kién Lwc 1,8
Chtrng sinh hoc . A
vién/kg vién/kg

Sau 4 tuan uong 13,50 + 1,43 13,73 + 1,50 1322 +181
thuoc
Sau 8 tan uong 1219+1,72 12,43 +1,01 12.08 + 1,85
thuoc
Hematocrit (%)
Trwéc ubng thube 47,72 +5,98 43,93+ 5,02 44,94 + 2,56
Sau 4 tuan uong 47,37 +551 46,59 + 4,08 46,44 + 6,84
thuoc
Sau 8 tuan uong 43,10 + 6,41 44,83 + 417 44,04 + 7,84
thuoc
Thé tich trung binh héng cau (fL)
Trwéc ubng thube 51,92 + 4,01 50,00 + 3,46 49,58 +2,11
Sau 4 tan uong 50,08 + 1,56 49,60 + 2,88 49.20 + 3,12
thudc
tshil;f tan uong 4910+ 1,85 49,80 + 2.97 48,40 + 217

Anh huwéng cla Kién Lwc lén sb
lwong hdéng cau, ham lwong hemoglobin,
hematocrit, va thé tich trung binh héng cau
dwoc thé hién trong Bang 3. S6 liéu cho

thay Kién Lwc khdng gay ra nhirng thay dbi
dang ké vé cac chi sb lién quan dén héng
cau sau khi ubng hang ngay trong 8 tuan
lién tuc.

Bang 4. Anh huwédng cua Kién Lwc dén sb lwong bach cu va tiéu cau cta chudt cdng

. . Kién Lwc 5,4 Kién Lwc 1,8
Churng sinh hoc . A
vién/kg vién/kg

S6 lwong bach céu (G/L)
Trwéc ubng thube 12,30 + 2,98 11,22 + 3,51 10,54 + 2,45
Sau 4 twan uong 13,13 + 2,99 11,46 + 3,03 12,27 +3,72
thudc
Sau 8 tuan uéng

R 11,96 + 3,64 9,65+ 1,43 11,36 + 3,43
thudc

S6 Iwong tiéu cau (G/L)

Trwéc ubng thube 658,92 + 152,46

521,25 + 180,27 643,67 + 202,46

Sau 4 tuan ubng

£ 568,92 + 133,92
thuoc

612,20 + 174,01 647,10 + 182,38

Sau 8 tuan uéng

A 599,00 + 155,98
thuoc

484,30 £ 82,42 531,80 £ 127,74

Quan sat sb liéu trong Bang 4 nhan
thay, udng Kién Lwc hang ngay trong 8 tuan
lién tuc khéng dan dén nhirng thay ddi cé y
nghia vé sé lwong bach cau va tiéu cau khi
so sanh véi thoi diém trwde ubng thube va
so sanh v&i 16 chirng sinh hoc.

Su thay ddi vé coéng thirc bach ciu
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bao gdém ty 1& % bach ciu lympho va bach
cau trung tinh dwoc thé hién twong tng
trong Biéu dd 1 va Biéu db 2. Hinh anh cho
thdy cong thirc bach cau & céac 16 tri déu
khong c6 sy khac biét so v&i 16 chirng sinh
hoc va so vo&i thei diém trwdc khi ubng
thudc thir.
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4. BAN LUAN

Thuc vat 1a ngudn cung cép nhiéu
loai thuéc manh va hiéu qua,* va thubc thao
dwoc chiém ty 1& I&n hon trong nhu cau
cham séc strc khde & cac nwédc dang phat
trién [7]. Tuy nhién, bén canh nhirng tac
dung c6 loi va quan diém vé tinh chat an
toan/khéng doc hai ctia dwoc liéu, mot s
béng chirng hién c6 da cho thay su lién
guan cua dwoc liéu trong nguyén nhan gay
ra cac dang déc tinh khac nhau [8], ttr do
viéc thye hién khao sat doc tinh tiém tang
cla cac san phadm c6 nguén géc tir duwoc
liéu la can thiét [9]. Nghién ctu nay dwoc
thwe hién nham xac dinh anh hwéng cla
Kién Lwc, vién nén cé thanh phan phéi hop
12 dwoc liéu, dbi vai trong lwong co thé va
cac chi sb huyét hoc sau liéu lap lai hang
ngay trong 8 tuan, tv dé cung cip nhirng

16

béng ching lién quan dén tinh an toan cua
Kién Lwc va dwa ra cac khuyén nghj vé viéc
st dung san pham nay trén ngwdi nhadm
muc dich hé tro cham séc strc khoé.

Tinh trang chung cta déng vat thuc
nghiém la mét chi sé bat budc phai theo dai
dinh ky khi tién hanh cac nghién ctru in vivo
n6i chung [6]. Quan sat trong subt thoi gian
nghién cru nhan thay, chuét cdng & ca ba
16 (16 ubng nwéc va 2 16 udng Kién Luc) déu
&n udng va hoat déng binh thwdng, mat
sang, 16ng mwot, phan khd. Bén canh cac
chi tiéu quan sat vé kha nang tiéu thu thirc
&n, nwéc udng, tinh trang phan va nuéc
tiéu ciia dong vat, danh gia nguy co gay doc
clia mét tac nhan con cé thé dwa vao nhirng
b4t thwong vé trong lwong co thé, va viéc
gidm thé trong c6 thé diu hiéu chi diém vé
doc tinh tiém tang cua thubc [10]. Sé liéu

Sau 8 tuan udng thude
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trong Bang 2 cho thay, sau 8 tuan ubng
thudc thtr, can nang cda chudt & ca 3 16
nghién ctru déu ting dang ké& so voi thoi
diém trwéc ubng thube, ddng thdi khéng co
s khac biét khi so sanh trong lvgng chudt
ctia 16 chirng sinh hoc va 2 16 trj & tat ca cac
thdi diém nghién ctru. Tl cac két qua nay
c6 thé thay rang, Kién Lwc & cac muc liéu
1,8 va 5,4 vién/kg/ngay déu khéng gay
nhirng anh hwéng x4u t&i tinh trang chung
va murc do thay ddi thé trong ctia chudt khi
udng lién tuc trong 8 tuan.

M&u bao gdm céc thanh phan quan
trong giup duy tri va diéu chinh cac hoat
dong sinh ly clia co thé. Sy thay déi ctia cac
chi sb t& bao mau la nhirng d4u hiéu quan
trong va nhay cadm, duwoc coi la théng sb6
chinh trong cac nghién ctvu vé tinh an toan
trong qua trinh ngoai suy di¥ liéu thwc
nghiém sang nghién c&u lam sang [11]
Bang chirng hién cé cho thay viéc phoi
nhiém véi tac nhan cé doc tinh c6 thé gay
rdi loan chirc ndng co quan va thay dbi
dang ké cac dau an sinh hoc vé huyét hoc
[12]. CAc chi s6 t& bao mau xem xét gdbm
chi sé vé& hdng ciu, bach cau va tiéu cau.

Hoéng cau l1a cac té bao mau cé hinh
dia hai mét 16m va khéng c6 nhan. Héng
cau chiém khoang 45% tdng lwong mau,
chtva huyét sic tb rat quan trong dé phan
phdi oxy dén céac té bao trong co thé, déng
thoi lay carbon dioxide ciing tir cac té bao
nay. Hemoglobin 1a thanh phan chinh cua
hdng ciu, bao gdm cac phan heme (khéng
phai protein) va globin (protein). Hematocrit
la ty 1& % thé tich hdng cau so véi thé tich
mau toan bd, chi sé nay cung cép théng tin
vé kha n&ng van chuyén oxy cta héng cau.
Thé tich trung binh héng cau (MCV) la mot
chi sb dung dé wéc tinh kich thwéc trung
binh cta hdng ciu dwoc tinh bang cach
chia hematocrit cho sé lwong hdng ciu;
MCV thép (héng cau nhd) c6 thé lién quan
v&i hoi chirng thiéu méau va thalassemia, va
MCV tang (hdng cau to) c6 thé la d4u hiéu
cGa sy thiéu hut vitamin B12 va folate
[11,13]. Sé lieu & Bang 3 cho thay, vién nén
Kién Lwc khong gay tac dong xau dbi voi
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cac théng sb lién quan dén héng cau bao
gdm sb lwong hdng cau, ndng dd huyét séc
t6, hematocrit, va thé tich trung binh hdng
cau; diéu nay goi y vé kha nang van chuyén
oxy cla té bao héng cau c6 & ciing khong
bi anh hwéng, bén canh d6 sw can bang
gitra tdc dd san xuét (tao héng cau) va sw
pha hly cac té bao mau dwong nhw ciing
khéng bi thay déi. Nhirng két qué nay cho
thay, Kién Lwc & hai mirc liéu nghién ciru
udng lién tuc trong 8 tuan khong lam thay
ddi hinh thai va chirc ndng cta hdng cau,
khéng gay ra thiéu mau & dong vat thuc
nghiém.

Trong xét nghiém huyét hoc, cac chi
sb vé bach cau bao gém sb lwong bach cau
va cbng thirc bach cau ciing 1a cac gia tri
quan trong can dwoc xac dinh. Sé lvong
bach cau la s bach cau cé trong mét don
vi mau. Coéng thirc bach cau la ty 1& phan
tr&m céc loai bach cau trong mau. Bach cau
la moét phan quan trong trong hé théng mién
dich cda co thé, chiju trach nhiém tiéu diét
céac tac nhan lay nhiém va loai bé cac manh
vun té bao bat thwdng va béat ky chét la nao
khac. Do d6 suw thay ddi trong cac chi sé vé
bach cau, ngoai viéc phan anh chirc nang
clia co' quan tao méau, con |a cac théng sb
gilip danh gia hoat déng cda hé mién dich
trong viéc chdng lai cac bénh truyén nhiém
va cAc vat thé la trong mau [11,13]. S6 liéu
& Bang 4 va céc Biéu db 1 va 2 cho théy,
sw thay dbi sb lwong bach ciu va ty 1& phan
trdm bach cau lympho va bach cau trung
tinh trong mau khéng c6 sw khac biét khi so
sanh gilra hai 16 tri va 16 chirng sinh hoc.
Két qua nay da chi ra rang, Kién luc khéng
chira cac thanh phan gay anh huwéng dén
sb lwong bach cau va thanh phan céc loai
bach cau trong mau ngoai vi.

Tiéu cau l1a té bao mau doéng vai tro
quan trong trong qué trinh cdm mau dé
chiva lanh vét thwong. Tiéu cau ciing duwoc
san xuét trong tly xwong va cé ngudn gbc
t mau tiéu cau (megakaryocyte) c6 té bao
chat bi phan manh[11,13]. Sé lwong tiéu
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cau khong chi phan anh chic nang cta co
quan tao mau, ma con thé hién dnh hwéng
cta thuéc thtr déi voi qua trinh ddong-cam
mau trong co thé. Sé lwong tiéu ciu lwu
thong cé thé tang lén (thrombocytosis) do
viém qua trung gian cac chat gay doc
va/hodc chdy mau béat thwong, hodc sb
lwong tiéu cadu c6 thé  gidm
(thrombocytopenia) do bi bat gitr trong lach,
gidm san xuét tiéu ciu hodc tang sw phéa
hdy [11,13]. Trong Bang 4, sb lwong tiéu
cau & céac 16 udng Kién luc khong co sw
khéc biét so v&i 16 chirng sinh hoc, diéu nay
cho thdy san phdm th&r khéng anh hwéng
dén qua trinh san xuét tiéu cau, khong gay
ra hién twong tidng pha huy tiéu cu trong
mau ngoai vi.
5. KET LUAN

Tw cac két qua trén co thé dwa ra
nhan dinh rang, vién nén Kién luc liéu 1,8
vién/kg/ngay va 5,4 vién/kg/ngay udng lién
tuc trong 8 tuan khéng gay nhirng tac dong
bét loi dén tinh trang chung, khéng lam thay
ddi cac chi sé mau ngoai vi trong xét nghiém
huyét hoc, diéu nay cé nghia ché phim
nghién ctru khéng thé hién cac tac déng co
hai dén thé trang va chirc ndng cla co quan
tao mau trén dong vat thirc nghiém.
L&i cam on

Nhom tac gia xin gii I&i cdm on téi
tAt ca cac nghién ctu vién da tham gia hd
trg nghién cu nay tr B0 mén Duwoc ly,
Trwong Dai hoc Y Ha N
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SUMMARY
EFFECTS OF KIEN LUC TABLETS ON GENERAL CONDITIONS AND
HEMATOLOGICAL PROFILE OF WISTAR RATS

Nguyen Minh Trang?!, Pham Ba Tuyen?, Le Thi Thuy?, Truong Thi Huyen?,
Doan Thi Thu Huong?, Pham Thi Van Anh?, Mai Phuong Thanh?
1Traditional Medicine Hospital, Ministry of Public Security
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Objective: This study aimed to investigate the effects of Kien Luc tablets on general
conditions and hematological profile in experimental animals following repeated usage.
Methods: Healthy Wistar rats were given Kien Luc at doses of 1.8 tablets/kg/day and 5.4
tablets/kg/day for 8 consecutive weeks. General conditions and body weight were
monitored weekly. Blood samples were analyzed for hematological parameters before
treatment, after four-week, and eight-week treatment. Results: Data showed that Kien Luc
tablets at both tested doses did not have negative effects on general conditions and body
weight gain, and did not lead to significant changes in hematological parameters (white
blood cell, red blood cell, hemoglobin concentration, hematocrit, mean corpuscular volume,
platelets) in rats. Conclusion: From these results, conclusions can be drawn about the
safety of Kien Luc tablets for general health and hematopoietic function.

Keywords: Kien Luc, body weight, hematological, rat.
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2Bénh vién Dai hoc Y Ha Noi

Tac gia chiu trach nhiém khoa hoc: Lé Binh Tung
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Ngay tiép nhan: 09/5/2024

Ngay phan bién: 25/6/2024

Ngay chap nhan dang: 25/6/2024

TOM TAT

Muc tiéu: M6 t4 hinh dang, thoi gian tiém tang va bién dé dién thé dinh cda séng
dién thé am khdng pht hop (mismatch negativity — MMN) & ngudi Viét Nam binh thuong
trong do tudi 18-21 va moét sé yéu té dnh huéng. Phwong phép nghién ciu: M6 ta cét
ngang trén 31 tinh nguyén vién thuén tay phai (19 nam va 12 ni) la ngwoi khée manh trong
ter 18 — 21 tudi. Céc déi tuong duoc ghi do séng MMN trén dua trén md hinh Oddball
paradigm tai cAc chuyén dao Cz-A12, C3-A12 va C4-A12. Két qua va két ludn: Hinh dang
séng MMN duwoc md t4 trong nghién ciu 1a séng am ther 2 cda dién thé kich thich thinh
giac co6 thoi gian tiém dai xuét hién trén cac ban ghi kich thich dich. Nghién ctru cho thay
bién doé dién thé va thoi gian tiém tang song MMN khéng cho thdy suw khac biét gidra cac
chuyén dao. Bién dé dién thé séng MMN cé twrong quan chét ché va nghjch bién déi véi
bién dé dién thé séng P300. Bénh gia dnh hudng cia gidi tinh Ién dic diém song, nghién
ctru cho théy bién do dién thé song MMN & ni# Ién hon & nam tai cac chuyén dao C3-A12
va C4-A12 nhung khong cé sw khac biét tai chuyén dao Cz-A12.

Twrkhoa: Séng dién thé am khong phu hop, mismatch negativity.
1. DAT VAN BE dai trén 50ms nhw P1, N1, MMN, P2, N2,

Dién thé kich thich (evoked potential  P300 [2]. Trong s& cac song trén, séng
— EP) 13 séng dién ghi dwoc trén hé thAn  MMN cé thé dwoc ghi nhan ngay ca khi
kinh (thwong ghi dwoc trén hé than kinh  khéng cé sw chd y cGa ngwdi tham gia dbi
trung wong, hodac cé dwgc nho kich thich  véicac kich thich khac thinh gidc khac nhau
vao hé than kinh trung wong doc theo [3]. Viéc hinh thanh nén séng MMN dwoc
dwéng dan truyén than kinh nao dé). EP ¢ cho téi tir viéc phan biét cac loai kich thich
vai trd quan trong trong viéc danh gia chiec  am thanh & mirc do tién y thirc clia hé thdng
nang cac dwong dan truyén trong ndo, ddc  neuron [2].

biét khi chwa cé sy bién dbi bat thwong vé Vi vay, MMN c6 nhitng déng goép y
céu trac gidi phau cha cac dwong dan  nghia quan trong trong qué trinh chan doan
truyén dé [1]. va tién lwong moét sé bénh ly va tinh trang

Trong cac ky thuat ghi EP, ghi dién  cda hé than kinh cp cao nhw: nghién cru
thé kich thich thinh giac (Auditory Evoked cuta Sungkean Kim va cong sy vé chéan
Potential — AEP) dwoc s dung nham thdm  doan ADHD [4] hay nghién cGu cla
dod va danh gia chirc ndng cla tai va hé Pekkonen va coéng sw vé chan doan
thédng dan truyén than kinh. Mot trong sé  Alzheimer [5] déu cho thay sw khac biét c6
céac dir liéu thu dworc tr viéc ghi AEP la cac  y nghia théng ké gitra nhém bénh va nhém
séng dién thé kich thich thinh giac cé thdi  chirng. Ngoai ra, nghién ctu cla Fisher va
gian tiém dai (Long latency auditory evoked  cdng sw cho thdy MMN cho phép tién lwong
potentials — LLAEP) v&i thoi gian tiém kéo  tinh trang tinh lai cGia bénh nhan hén mé [6].
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Bén canh nhirng nghién ctu (rng dung trén
bénh hoc duwgc thyc hién trén ngudi, MMN
ciing dang dwoc trién khai tir 1au nay trén
thé gidi trong cac nghién ctru trén dong vat
nhw nghién ctru clia Ehrlichman va céng sw
danh gia sy anh hwdng cta ketamine |én
ban ghi MMN cua chubt [7].

& Viét Nam hién nay, viéc s dung
s6ng MMN trong thwc hanh 1am sang con
rét it dwoc nghién cvu. Nhdm goép phan tim
hiéu nhitng dac diém nham xay dwng sb
liéu trén nguwdi binh thwong trong viéc tham
do chirc ndng dan truyén than kinh thinh
giac tai trwdng Dai hoc Y Ha Noi, chang téi
tién hanh nghién ctru véi muc tiéu: “Mb ta
hinh dang, thoi gian tiém va bién do dinh
cua séng MMN & nguoi binh thwong dua
trén moé hinh oddball paradigm va danh gia
mét sé yéu té6 dnh hudng dén dic diém
séng MMN”.

2. b0l TUONG VA PHUONG PHAP
NGHIEN CclrU

2.1. Péi twong nghién clru

- Tiéu chudn lwa chon: Sinh vién céc
trwong dai hoc trén Ha No6i tinh nguyén
tham gia nghién ctru do tudi tir 18 t&i 21.

- Tiéu chudn loai trir. Cac déi twong mac
cac bénh ly gay suy gidm thinh giac; dbi
twong c6 tién s st dung cac thudc anh
hwéng chirc nang thinh giac (streptomycin,
neomycin, ...) va cac déi twong khéng vuot
qua test tham kham lam sang.

2.2. Phwong phap nghién ciru

- Thiét két nghién cdru: Mo ta cat ngang.

- Chon m4u va cé mau: Chon mau thuan
tién. C& mau nghién ciu dwoc tinh theo
cbng thrc ap dung cho nghién ctru xac dinh
gia tri trung binh. T nghién c®u cla
Naatanen va céng sw (2004), gia tri bién do
dién thé trung binh & mé hinh oddball
paradigm la 3,29 + 0,43 (uV) [8]. Chon
Zy_q/; = 1,96, € (mlc sai léch twong dbi
gitra tham sé mau va tham sé quan thé) la
0,1. C& mau dwoc woce tinh it nhat 1a 7.
Nghién ctru 1an nay dwoc tién hanh trén 31
ddi twong gdm 19 déi twong nam va 12 dbi
twong nib.
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- Coéng cu nghién cau: May dién co Viking
EDX.

- Phwrong phdp ghi do dién thé am khong
phu hop: Déi twong nghién clru dwoc deo
tai nghe st dung kich thich thinh giac dé ghi
LLAEP bang mé hinh “oddball paradigm”,
kich thich dwogc thwc hién & ca hai bén tai.
M6 hinh oddball paradigm lIa mé hinh bao
gdm 2 loai kich thich am thanh:

Kich thich tiéu chuén: Kich thich cé
tdn s6 am thanh 500Hz, bién d6 am
thanh 80dBSPL, thdi khodang 100ms va
tan suat xuat hién chiém 80% tdng sbé
kich thich &m thanh

Kich thich dich: Kich thich c6 tan sbé
am thanh 1000Hz, bién d6 am thanh
80dBSPL, v¢i thdi khoang 100ms va
xuét hién ngau nhién véi tAn suat xuét
hién chiém 20% tdng sb kich thich am
thanh.

Dién thé ghi dwoc cia MMN duwoc

tinh trung binh riéng biét cho tirng loai kich
thich dich va kich thich binh thwéng va cho
tieng vi tri dién cyc (Cz, C3, C4). Bién cuc
tham chiéu dwoc dat tai A12 Ia dién cuc ndi
2 diém A1 va A2. Dién cyc dat dwoc dat &
xwong don.
- Chi sé nghién cdu: gdbm dac diém tudi,
gidi, chiéu cao, can ning, vong dau, tay
thuan. déi twong nghién ctu va cac dac
diém chia sobng MMN:

+

+ Bién do dién thé cac s6ng MMN: Bién
do dién thé duoc tinh bang chénh léch
bién dd dién thé cwc dai gitra hai ban
ghi kich thich dich va kich thich tiéu
chuén tai ctra sb thoi gian 40ms xung
quanh dinh séng MMN trén ban ghi kich
thich dich.

Th&i gian tiém tang séng MMN: Thoi
gian tiém tang dwoc tinh tir khi kich
thich dich xu4t hién dén khi dinh séng
MMN xuét hién trén ban ghi kich thich
dich.
2.3. Phwong phap xtr ly sé liéu

Théng ké mé t& bién dinh lwong
dwoc bidu dién béi trung binh, trung vi va
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dd léch chuén, théng ké mé ta bién dinh tinh
dwoc mo ta béi tn suat va phan tram.

S dung phép kiém dinh Kolmogorov
— Smirnov dé kiém dinh phan phdi chuén
v&i bién dinh lwong.

Véi bién chudn, ANOVA test dwoc
st dung khi so sanh. Vé&i céac bién khéng
chuén, test Mann — Whitney U dwoc s
dung khi so sanh.

Két qua co y nghia thdng ké vai p <
0,05. S dung hé sb twong quan Spearman
khi xét méi twong quan gitra hai bién dinh
lwong phan bd khéng chudn.

2.4. Pao drc nghién ciru

Péi twong da dwoc gidi thich ky
trwde khi thwe hién k§ thuat ghi LLAEP. S6
liéu nghién ctru cta ddi twong dwoc dam
bao hoan toan bi mat va chi st dung phuc
vu nghién cteu. Déi twong c6 quyén dirng
tham gia va rat khéi nghién ctu bat ky thei
diém nao khi tién hanh nghién cu. Nghién
clru khong xam lan, an toan va khéng gay
bién chirng.
3.KET QUA NGHIEN clru
3.1.Dac diém déi twong nghién ciwu

Bang 1. Dac diém chung cta dbi twong nghién ciru

Dic didm Gia tri’nhé Gia tri'lc'vn Giatritrung 0
: nhat nhat binh
Nam 18 20 18,8 +0,8
Tudi (nam) N 18 21 19,2+ 0,6 0,2484
Téng 19+0,8
Can ning Na~m 95 45 49+ 1,7
(kgi I\xlu’ 65 42 67,53 0,0000
Tong 60,3+ 14,1
Chidu cao Na~m 184 158 172,1+7,2
(cm) l\,lu’ 175 150 156,8 + 6,8 0,0000
Tong 166,2 + 10,3
Véng dAu Nam 58 51,5 56+0,4
(cm) I\’lﬁ’ 57 51 54,4 +0,6 0,0334
Téng 55,4 + 2

Nhan xét: Chiéu cao, can nang va
vong dau cla nam Ién hon ni (p < 0,05).
Khéng c6 sw khac biét cé y nghia théng ké
gitra tudi ctia nam va ni (p > 0,05).

3.2. Piac diém séng dién thé am khong
phu hop (MMN)

3.2.1. Bdc diém hinh ddng séng dién thé
am khéng phu hop (MMN)

Hinh 2. Béc diém hinh dang s6ng MMN
(a) Buong ghi dap img véi kich thich tiéu chuén; (b) Buong ghi dap umg véi kich thich dich;
(c) Buong ghi thé hién chénh Iéch bién do dién thé gidka a va b
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Nhan xét: Trong cac ban ghi cho 31  céc ban ghi kich thich dich. Théi gian xuét
déi twong tham gia nghién ctru, séng MMN  hién séng MMN tlr 90ms t&i 170ms.
xuét hién & tat ca cac ban ghi. Séng MMN  3.2.2. Bdc diém thoi gian tiém tang va
la séng Am xuét hién sau cac séng N1 trén  bién dé dién thé séng MMN

Bang 3. Thoi gian tiém tang séng MMN tai cac chuyén dao

Chuyén dao n Th&i gian tiém tang MMN (ms) p
- +
o —
- +
o oo
- +
CAAT: o 25614253 04895

Nhan xét: Két qud nghién ctvu cho  chuyén dao khoéng cé sw khac biét c6 y
thay thoi gian tiém tang séng MMN tai cac  nghia théng ké (p > 0,05).

Bang 4. Bién dd dién thé s6ng MMN tai cac chuyén dao

Chuyén dao n Bién do dién thé MMN (uV) p
-Al12 1 48 £ 4
gg—AlZ 21 32,,581 3,%3599 0,3616
- +
Gear i 3915 383
- +
Geas i

Nhan xét: Két qua nghién cvu cho  3.2.3. Danh gia mét sé yéu té twong
thay bién do dién thé séng MMN tai cAc  quan anh hwéng t&i dic diém s6ng MMN
chuyén dao khong c6 sy khac biét c6 y

nghta théng ké (p > 0,05).
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-4,56
5 4,03
4 ¥ e
3 A
/13 \ =¢—Nam
1,52 1,85
1 2
0

C3-A12

Cz-A12 C4-A12

Biéu d6 5. Bién dd dién thé (don vi uV) séng MMN theo gi&i tai méi chuyén dao

Nhan xét: Danh gia anh hwéng cda A12 (p > 0,05). Tuy nhién, nghién ctu cho
gi&i tinh 1&n bién do dién thé séng MMN tai  thdy bién dd dién thé séng MMN & ni 16n
mdi chuyén dao, nghién ciru cho thdy hon & nam tai cac chuyén dao C3-A12 va
khong c6 sy anh hwéng cla gigi tinh 1én  C4-A12 (p < 0,05).
bién dd dién thé séng tai chuyén dao Cz-
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Biéu dd 6. Twong quan va dd thi hdi quy tuyén tinh bién do dién thé séng MMN (V) va
bién do dién thé séng P300 (uV) tai () chuyén dao C3-A12 va (b) chuyén dao C4-A12

Nhan xét: Banh gia twong quan bién
do dién thé song MMN va s6ng P300 tai mébi
chuyén dao, nghién ctu cho thdy c6 mbi
twong quan gitra bién do dién thé hai song
tai cAc chuyén dao C3-A12 va C4-A12 (p <
0,05) tuy nhién khéng c6 twong quan gitra
hai bién do dién thé tai chuyén dao Cz-A12
(p > 0,05). Nghién ctu tién hanh hdi quy
tuyén tinh bién do dién thé cda hai séng cho
thdy méi twong quan chat ché va thé hién
mét twong quan nghich bién (r < -0,5) gitra
hai bién do dién thé tai mbi chuyén dao C3-
Al2 va C4-Al12.

4. BAN LUAN

4.1. Bic diém déi twong nghién clru
Nhém déi twong gébm 31 déi twong
(12 ni¥, 19 nam) la cac sinh vién cac tredng
dai hoc tai Ha Néi trong do tudi tir 18 dén
21 tudi, tinh nguyén tham gia nghién cu,
théa man cac tiéu chuan Iwa chon va khong
vi pham céac tiéu chuén loai trir. DO tudi
trung binh nhém déi twong 1a 18,8 + 0,8
(tudi), can nang trung binh 60,3 + 14,1 (kg),
chiéu cao trung binh 12 166,2 + 10,3 (cm) va
vong dau c6 trung binh 55,4 + 2 (cm). Trong
do, chidu cao, can nang va vong dau cla
nam I&n hon nlr v&i Ao tin cay 95%. Nghién
ctu khoéng ghi nhan sy khac biét vé tudi
gitra hai gioi.
4.2 .Dac diém séng dién thé am khong
phu hop (MMN)
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Trong nghién clru cla chung t6i, cac
dac diém séng MMN dwoc nghién ctru bao
gdm bién do dién thé va thdi gian tiém tang.
Vé bién do dién thé séng MMN, nghién cru
ctia ching t6i khéng cho thay sw khac biét
c6 y nghia théng ké so v&i cac nghién ciru
cla Naatanen va céng sy (2004) [8] hoac
Schwade va cong sw (2017) [9]. V& thoi
gian tiém tang séng MMN, nghién ctu cta
chang tdi cho thay sw khac biét cé y nghia
thobng ké so véi cac nghién clru cla
Schwade va cong sw (2017) [9] hay
Bortoleto va céng s (2007) [10].

Sy khac biét nay da dwoc chiratrong
cac nghién ctru trwdc do clia Sam va cong
sy (1985) va Tiitinen va cong sy (1994) chi
ra thoi gian tiém tang ctia séng MMN ngay
cang ngan di khi sy chénh I&ch tAn s6 am
thanh gitra cac kich thich ngay cang tang
[11], [12].

4.3. Panh gia mét sé6 yéu té anh hwéng
t&i dac diém séng dién thé am khong
phu hop (MMN)

4.3.1. Giéi tinh

Trong nghién ctru clia chung t6i, thoi
gian tiém tang séng MMN khéng c6 sy khac
biét c6 y nghta théng ké gitra cac gi¢i. Diéu
nay thé hién su twong déng véi cac nghién
ctru trén thé gi¢i nhw nghién ciru ctia Nagy
va céng sw (2003) [13] hay Matsubayashi
va céng su (2008) [14]. Dbi v&i bién do dién
thé séng MMN, ching tdi ghi nhan su khéac
biét c6 y nghia théng ké gitra hai giéi khi so
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sanh & cac chuyén dao C3-A12 va C4-Al12.
Diéu nay thé hién sy khac biét v&i nghién
clru clia Nagy va céng s (2003) khi khdng
tim ra sy anh hwdng cla gi¢i tinh [én bién
do dién thé séng MMN & céc chuyén dao
[13].

Sy khac biét gilra cac nghién ctru
lién quan t&i gidi tinh co thé tdi tir sw khac
biét gitra viéc thiét ké kich thich am thanh
giha cac nghién clru. Nghién cku cla
Schirmer va céng s (2005) dwgc thyc hién
trén hai khéi am thanh ma & d6 cac kich
thich dich gitra hai khéi am thanh la khac
nhau. Két qua nghién ctru khi so sanh gitra
céc loai kich thich dich ma déi twong duoc
nghe, bién dd dién thé song MMN tai cac
dién cwc cia méi gidi la khac nhau cé y
nghta théng ké [15].

4.3.2. Chuyén dao ghi

Trong nghién clru cla chung t6i, bién
do dién thé séng MMN, ching t6i cling
khdong ghi nhan sw khac biét c6 y nghia
thdng ké gitra cac chuyén dao. Diéu nay thé
hién sy khac biét véi nghién clru cla
Deouell va cong su (1998) khi nhdm nghién
ctru chi ra bién d6 dién thé séng MMN & vi
tri C4 16n hon C3 trong diéu kién kich thich
[16].

Sy khac biét gilra nghién ctru cua
chung t6i v&i cac nghién clru dugce thyce
hién trén thé gidi c6 thé dén tw thiét ké mo
hinh nghién ctru khac nhau. Nghién cu
dwoc so sanh & trén dwoc thwe hién voi do
chénh léch tan s6 am thanh thap.

Trong nghién clru cla Alexander va
cong sw (1996) chira viéc séng N1 Ién hon
& cAc ban cau n&o trai so véi ndo phai [17].
Diéu nay dwoc giai thich trong nghién ctru
cla Knecht va céng s (2000) la do sw wu
thé ctia ban cau n&o trai so véi ndo phai &
cac vung Wernick va Broca [18]. Bén canh
do, nghién ctu cla Tiitinen va coéng sw
(1994) ciing chi ra viéc thoi gian tiém tang
séng MMN ngan lai khi do chénh léch tan
s6 am thanh gia céc loai kich thich tang
Ién [11].

Vivay, hé qua clia viéc do chénh Iéch
tan s6 am thanh I&n gira cac kich thich la
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song MMN t&i sém hon va roi vao vi tri
thudc thdi khoang cta séng N1. Séng N1
c6 bién dod cao bén ban ciu n&o trai ltc nay
sé lam tang bién d6 dién thé ctia séng MMN
clia ban cau ndo trai do cé hién twong giao
thoa cac song tai thdi diém séng MMN xuét
hién. Chinh hién twong trén khién chénh
léch bién dd dién thé séng MMN & hai ban
cau dwoc ghi nhan & nghién ctu trwdc dé
c6 thé da bj che khuat trong nghién ctu
nay.

4.3.3. Twong quan gida séng MMN va
séng P300

Trong nghién clru nay, bién dé dién
thé song MMN va séng P300 dwoc danh gia
cé twong quan chét ché & cac chuyén dao
C3-A12 va C4-A12 nhwng khéng coé twong
quan & chuyén dao Cz-A12. Hé sb tuwong
quan r < 0 cho thay bién d6 dién thé séng
MMN ty 1& nghich vé&i bién d6 dién thé séng
P300.

Diéu nay thé hién su twong déng voi
nghién ctru cda Arnott va cong sw (2002)
khi nghién clru nay ghi nhan viéc suy giam
bién do song MMN khi sy cha y déi véi sy
khac biét clia cac kich thich am thanh tang
|én [19].

Trong nghién ctru cta Polich (2009),
song P300 dwoc cho hinh thanh dwa trén
qué trinh so sanh dwa trén sw chu y déi voi
cac kich thich am thanh. Bay dwoc coi la
qué trinh cap nhat cac sw kién xung quanh
ma cu thé & day la sw khac biét gitra cac
kich thich am thanh. Trong qua trinh x( ly
cac kich thich mét cach thy déng thudng
tao ra bién d6 P300 nhd hon so v&i xt ly
cha déng [20].

Trong khi d6 theo Garrido va céng
s (2009) séng MMN la mét hoat dong
nhan thirc tién cha y, dwoc hinh thanh dua
trén sw khéac biét ctia céac loai kich thich
am thanh. Theo ly thuyét diéu chinh mo
hinh cta sdbng MMN, séng nay dwoc hinh
thanh dwa trén 2 vung v6i 2 chirc nang
khac nhau: (1) co ché ghi nhé nam & ving
vé ndo thudc hdi thai dwong trén va (2) sw
chuyén déi cha y tw déng nam & ving vd
nao trwdece tran [21].
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Vi vay, khi c6 sy gia tang bién do
dién thé séng MMN cho thay mét chi d4u vé
viéc thiéu sy chu y dbi véi cac kich thich am
thanh déng thoi thé hién sy gidm cac ngudn
Iwc trén ndo dung cho viéc danh gia sw khac
biét cac loai kich thich am thanh mét cach
c6 cha y — diéu gay giam bién do dién thé
séng P300.

5. KET LUAN

Nghién cru tién hanh md ta hinh
dang séng MMN dwoc mé ta trong nghién
ctu la séng am tht 2 ctia dién thé kich thich
thinh giac c6 thoi gian tiém dai xuét hién
trén cac ban ghi kich thich dich. Nghién ctru
mo ta bién do dién thé va thdi gian tiém tang
séng MMN tai cac chuyén dao Cz-A12, C3-
Al12 va C4-Al2.

DPanh gia moét sé yéu td twong quan,
nghién ctru cho thay bién do dién thé séng
MMN khéng cho thay sw khéac biét gitra cac
chuyén dao. Bién do dién thé séng MMN c6
twong quan chat ché va nghich bién déi voi
bién do dién thé séng P300. Panh gia anh
hwéng cla gioi tinh 1én dic diém song,
nghién ctru cho thay bién d6 dién thé song
MMN & ni¥ Ién hon & nam tai cAc chuyén
dao C3-A12 va C4-A12 nhwng khdéng co s
khac biét tai chuyén dao Cz-A12.

L&i cam on

Chung t6i xin gti 101 cAm on t&i cac
sinh vién da tham gia nghién ctru trong
nghién clru nay. Chung téi cling gtri I&i cdm
on t&ilanh dao bd mdn Sinh Iy hoc, Pai hoc
Y Ha Néi, cac ban ddng nghiép trong Labo
dién sinh Iy hoc (B6 mdn Sinh Iy hoc, Dai
hoc Y Ha Nbi) da tro gilp vé mét ky thuat
dé nghién cu nay dwoc hoan thanh.
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SUMMARY
NORMAL MISMATCH NEGATIVITY CHARACTERISTICS
IN VIETNAMESE PEOPLE AGED 18-21

My Duy Hoang Linh?, Dinh Quang Huy?, Do Thanh Tuan?, Le Dinh Tung??

IHanoi Medical University, 2Hanoi Medical University Hospital
Corresponding author: Le Dinh Tung

Objective: Describe the morphology, latency and peak amplitude of mismatch
negativity (MMN) in normal Vietnamese aged 18 — 21 and assess some factors influencing
MMN characteristics. Method: Cross-sectional description on 31 right-handed healthy
volunteers (19 males and 12 females) aged 18-21. Subjets were recorded for MMN
component based on Oddball paradigm at Cz-A12, C3-A12 and C4-Al2. Results and
conclusion: The MMN component was described in the study as the second negative
component of long latency auditory evoked potential on the target stimulus recordings. The
MMN peak amplitude and latency did not show significant differences between electrodes.
The MMN peak amplitude had a strong inverse correlation with the P300 component peak
amplitude. Regarding the influence of gender on the component characteristics, the MMN
peak amplitude are larger in females compared to males at the C3-A12 and C4-A12, but
there was not difference at the Cz-A12.

Keywords: Mismatch negativity, long latency auditory evoked potential.
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TOM TAT

Muc tiéu: Xéc dinh dnh huwéng cda vién nén Kién Luc, sén phdm phdi hop 12 duoc
lidu, khi uéng kéo dai Ién chic ndng gan va than cda déng vat thuc nghiém. Phwong
phép: Chuét cdng Wistar truéng thanh khoé manh duroc uéng Kién Luc & cac muc lidu 1,8
vién/kg/ngay va 5,4 vién/kg/ngay trong 8 tuén lién tiép. Cac mau méu tinh mach dui dwoc
thu thap tai cac thoi diém trwéc uéng thudc, sau 4 tudn va 8 tudn udng thude dé phan tich
vé cac chi sé sinh hoa nhadm dénh gié chirc ndng gan (AST, ALT, albumin, bilirubin toan
phén, cholesterol toan phén) va than (creatinin). Cac mau mé gan va than dwoc phan lap
tai thoi diém két thic nghién ctru dé tién hanh phan tich md bénh hoc. Két qua: Sé liéu
cho thdy vién nén Kién Luc & cac muc liéu nghién ciu khong gay nhing thay déi déng ké
vé céc chi sé sinh hoa danh gia chirc ndng gan va than cida chuét cdng. Két ludn: Két qua
clia nghién ctru nay da chira rdng udng Kién Luc khong gay ra nhiing tac dung c6 hai déi
v6i cac thong sé sinh héa cda gan, than & cac mic liéu thd nghiém.

Terkhod: Kién Luc, gan, than, sinh hod, chuét céng.
1. DAT VAN BE medicine). O' nhiéu nwéc chau A, céc liéu

Mét méi la biéu hién thwong gdp phéap bd sung va thay thé duéi dang thube
trong cudc sdng hang ngay, khién co thd c6  c6 ngudn gbc tr dwoc liéu duoc st dung
cam giac ué oai, kiét stirc, khong cé tinh  réng rai dé diéu trj chirng mét mai [3].
than hoc tap va lam viéc. Ty 1& mét mdi man “Bé dwong thoai lao thang” 1a bai
tinh trung binh trén toan thé gi¢i 1a 11,1%  thudc bd khi dwéng huyét dwoc in trong bod
va hau hét tinh trang mét méi sé thuyén Hai Thwong Lan Ong véi thanh phan gébm
gidm khi nghi ngoi; tuy nhién, can phai diéu  bach truat, cam thdo, dai tao, hoang ky,
tri khi tinh trang mét méi kéo dai va lam  mach mon, ngd vi tl, nhan sam, qui than,
gidm chét lwong cudc sbng cla banthanva  tran bi. Bai thudc c6 tac dung bd dwong khi,
gia dinh hodc &nh huwéng chung dén xa hdi  tri chirng dwong khi ctia phé, than déu hw
[1]. Mét méi l1a moét tinh trang da yéu td va  dan dén hu lao sinh ching sét nhe, mét
co ché bénh sinh cia mét méi man tinh v&  mai, &n ngl kém, so lanh, ... Vién nén Kién
can hodc hodi chirng mét méi man tinh 1&  Lwc 1a san phdm dwoc phat trién dwa trén
khéng rd rang. Vi ly do nay, khong c6 baithubc “Bb dwong thodi lao thang” cé gia
phwong phap diéu tri tiéu chudn nao cho thém céc vi c6 tac dung ting cudng sirc
chirng mét méi man tinh [2], va do d6, mot  bén thé chét, bao gébm déng tring ha thao,
s6 bénh nhan bi mét mai dai dang lwa chon  hoai son va dé trong. San phadm hwéng téi
diéu tri bang céc liéu phap bd sung vathay  muc tiéu st dung nham kiém soét tinh trang
thé (complementary and alternative mét méi & ngwoi Ién, do d6 duwoc khuyén
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cao sir dung kéo dai. Bén canh nhirng tac
dung c6 loi va quan diém vé tinh chat an
toan/khéng doc hai cta dwoc liéu, mot sb
béng chirng hién cé da cho thay sy lién
guan cua dwoc liéu trong nguyén nhan gay
ra cac dang déc tinh khac nhau [4], va cac
tac dung khéng mong muédn nay cé thé xay
ra do ban chét gay doc cua hoat chat hodc
do st dung lau dai hodc qué liéu. Vi vay
viéc thye hién khao sat doc tinh tiém tang
ctia cac thude c6 ngudn gbc tir dwoc liéu |a
can thiét, dac biét la véi cac ché pham can
dung duy tri [5]. Hién chwa c6 cac di liéu
khoa hoc v& &nh hwéng cia Kién Lwc khi

st dung liéu 13p lai trong tinh trang sirc
khoé binh thwéng. Nghién clru nay dwoc
tién hanh nhdm muc tiéu xac dinh anh
hwéng cta vién nén Kién Lwc khi udng kéo
dai l1én chrc nang gan va than cla chuét
cbng Wistar trwdng thanh khoé manh.
2. bOl TUQONG VA PHUONG PHAP
NGHIEN ClU

2.1. Vién nén Kién Luc

Coéng thrc vién nén Kién Lwc duoc
xay dwng dua trén thanh phan bai thuéc “Bb
dwong thoai lao thang” gia thém céac vi dong
tring ha thao, hoai son va db trong (thanh
phan c6 trong Bang 1).

Bang 1. Thanh phan vién nén Kién Luc

Thanh phan Ham lwong (mg)
Dong trung ha thao (Cordyceps sinensis) 100
Nhan sdm (Rhizoma et Radix Ginseng) 25
Mach mdn (Radix Ophiopogonis japonici) 60
Bach truat (Rhizoma Atractylodis macrocephalae) 60
bBuwong quy (Radix Angelicae sinensis) 60
Dai tdo (Fructus Ziziphus jujuba) 50
Hoang ky (Astragalus membranaceus) 60
Ngd vi t& (Fructus Schisandrae chinensis) 25
Tran bi (Pericarpium Citri reticulatae) 60
Cam thao (Radix Glycyrrhizae) 30
Hoai son (Tuber Dioscoreae persimilis) 60
D6 trong (Cortex Eucommiae) 60

Liéu dung dy kién trén ngudi 1a méi
l&n ubng 5 vién, 3 lan/ngay. Vién thubc
dwoc pha trong nwéc trwde khi cho dong
vat thwe nghiém udng.
2.2. Bong vat nghién ctu
36 con chudt cdng trdng ching Wistar,
cd hai giébng, can nang 180 + 20 g (do Trung
tam cung cap dong vat thi nghiém Dan
Phwong - Ha Tay cung cép) dwoc dwa vao
nghién ctu. Chuét dwoc nudi tai BO mon
Duoc ly, Trwdng Pai hoc Y Ha Ndi it nhat 7
ngay truéc khi tién hanh nghién ciu dé
thich nghi véi diéu kién phong thi nghiém.
Pong vat dwoc cho &n bang thic an tiéu
chuén va ubng nwéc tw do. Quy trinh chadm
séc déng vat duoc thye hién theo Hudng
dan cham séc va s dung dong vat thi
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nghiém (Guide for the Care and Use of
Laboratory Animals — Eighth Edition). [6]
2.3. Hoad chat va may méc phuc vu
nghién cu

Can dién t&r cta Nhat, do chinh xac
0,001 g. Kim dau tu cho chuét céng udng.
Céc chia vach, bom kim tiém 1 mL. Kit dinh
lwgng cac enzym va chéat chuyén hoa trong
méu: ALT (alanin aminotransferase), AST
(aspartat aminotransferase), bilirubin toan
phan, albumin, cholesterol toan phan,
creatinin cia hang Hospitex Diagnostics
(Italy) va hang DIALAB GmbH (Ao), dinh
lwgng trén may sinh héa ban tw déng Erba
clia Birc. Cac hoa chét xét nghiém va lam
tiéu ban mo6 bénh hoc.
2.4. Phwong phap nghién ciru
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Nghién ctru anh hwédng cta Kién Lyc
khi dung liéu 13p lai 1&n chirc nang gan va
than dwoc tién hanh theo Hwéng dan cla
WHO vé thuéc cé ngudn gbc tir dwoc liéu,
[7] va Hwéng dan thir nghiém tién 1am sang
va lam sang thuéc dong vy, thubc tir dwoc
liéu chia Cuc Khoa hoc Coéng nghé va bao
tao, BO Y té. [8]

Chuét céng trdng dwoc chia ngau
nhién vao 3 16, méi 16 12 con nhw sau:

L6 1 (Ching sinh hoc): Ubng nuéc véi
thé tich 10 mL/kg/ngay

L6 2 (Kién Luc liéu cao): Ubng Kién Lwc
liéu 5,4 vién/kg.

L6 3 (Kién Lwc liéu thap): Ubng Kién Lwc
liéu 1,8 vién/kg.

Pong vat dwoc udng nwéc hodc
thudc thir trong 08 tuan lién tuc, méi ngay
mot 1an vao budi sang. Tinh trang chung
cta chudt dwoc theo déi hang ngay. Anh

hwéng cta Kién Lyc dbi véi chire ndng gan
va than dwgc danh gia thong qua phan tich
sinh hod mau va nhirng thay déi trén hinh
anh vi thé gan va than. Pinh lwong céac
thong sé sinh hod méau, bao gém AST
(aspartate transaminase), ALT (alanine
transaminase),  bilirubin  toan  phan,
cholesterol toan phan, albumin, creatinin,
dwoc thuwe hién véi cdc mau mau tinh mach
dui tai cac thoi diém trwde udng thude, sau
udng thuéc 4 tudn va 8 tuan. Két thic thoi
gian nghién ctu, dong vat bj kéo trat cét
sbéng c¢b, m& & bung lay gan va than cla 03
chudt & médi 16 nghién ciu. Cac mau mo
dwoc bao quan trong dung dich cb dinh
formalin 10% trong 24 gi¢, sau dé dwoc
nhang vao parafin, cat lat va nhuém bang
hematoxylin va eosin (H&E) dé kiém tra md
hoc dwéi kinh hién vi quang hoc. Céc tiéu
chi danh gia tén thwong mé bénh hoc gan
va than dwoc trinh bay trong Bang 2.

Bang 2. Tiéu chi danh gia tén thwong mé bénh hoc gan va than

M6

Tén thwong trén quan sat mé bénh hoc

Gan

Hoat hoa té bao kupffer (Activated kupffer cells)

Gian xoang gan (Sinusoidal dilatation)

Khbéng bao trong bao twong (Cytoplasmic vacuolation)
Thoai hoa nwéc (Hydropic degeneration)

Nhén tan (Karyolysis)
Nhan v& (Karyorrhexis)

Than | Tru hat (Granular cast)
Tru té bao (Cellular cast)
Tru protein (Protein cast)

Té bao nhan déng (Pycnotic cell)

Thoai hoa nwéc (Hydropic degeneration)

MUrc d6 tbn thwong quan sat trén mo
bénh hoc ddi véi cac md gan va than dwoc
xac dinh theo thang diém nhuv sau:

Binh thuwong (khéng cé thay ddi)
(normal)

0,5- tén thwong rat nhe (t6n thwong
<15%) (very mild)

ton thwong nhe (tén thwong 15~30%)
(mild)

1,5- tén thwong nhe dén trung binh (tén
thwong 30~45%) (mild to moderate)
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tbn thwong trung binh (tbn thuong
45~60%) (moderate)

2,5- t6n thwong trung binh dén nang
(tbn thwong 60~75%) (moderate to
severe)

tdn thwong nang (tbn thuwong >75%)
(severe)
2.5. Xtrly sé liéu

Sé lieéu dwoc biéu dién dudi dang X +
SD. Sé liéu nghién ctu dwoc xi ly théng ké
béng Student’s t-test va Paired samples t-
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test. Sy khac biét cé y nghia théng ké &
khoang tin cay 95% khi p < 0,05.

3. KET QUA NGHIEN clru
3.1.Panh gia mrc d6 huy hoai té bao gan

Bang 3. Anh hwéng cua Kién Lwc dén hoat dé transaminase

Hoat dé transaminase (UI/L)

L6 chimg

Lo tril L6 tri2

AST

Trwéc ubng thube

110,92 + 18,31

113,50 + 16,07 111,92 + 11,69

Sau 4 tuan uéng thubc

106,00 + 18,79

107,90 £ 15,35 113,10+ 17,79

Sau 8 tuan uéng thubc 97,10 + 18,22 98,10 + 17,80 96,00 + 16,42
ALT

Trwéc ubng thube 49,58 + 7,88 45,08+ 9,13 47,58 +9,18
Sau 4 tuan uéng thubc 52,83 +19,78 44,40 + 6,80 53,00 * 6,20
Sau 8 tuan uéng thubc 43,60 + 9,32 42,00 + 12,55 43,70 + 11,49

Bang 3 tém tat sy thay dbi hoat do
transaminase trong huyét twong cta chudt
cbng & céac 16 nghién ctru. Két qua cho thay,
sau 8 tuan udng Kién lwc, hoat do AST va

ALT & c& 2 16 trj déu khéng c6 sy khac biét
cé y nghia so vé&i 16 chirng va so sanh gilra
céac thoi diém truwée va sau ubng thude thir.
3.1. Banh gia chirc nang gan

Bang 4. Anh hwéng cta Kién Lwc 1én néng do bilirubin toan phan, cholesterol toan phan,

albumin
Chirng sinh hoc KlerLLl'PC 5.4 KlenALl'PC 18
vién/kg vién/kg

Bilirubin toan phan (mmol/L)
Trwéc udng thube 9,35+ 0,71 9,45+ 0,74 9,34 + 0,63
Sau 4 wan uong 8.95 + 0,55 9.08+0.75 9,30 + 0,37
thudc
Sau 8 tuan uéng

< 8,88 + 0,56 8,88 + 0,43 8,95 + 0,49
thuoc
Cholesterol toan phan (mg/dL)
Trwéc udng thube 54,99 + 10,30 52,65+ 11,43 48,88 + 3,88
Sau 4 wan uong 4855 + 9,32 5421 +512 53.49 + 5,63
thudc
Sau 8 twan uong 4721+7,14 44,83 + 9 63 44,43+ 9,83
thuoc
Abumin (g/dL)
Trwéc ubng thube 3,53+0,23 3,67 £0,33 3,43 £ 0,40
Sau 4 wan uong 3.49 + 0,46 3.65 + 0,29 3.40 + 0,18
thudc
Sau 8 tuan uéng

< 3,21+0,73 3,33 +0,70 2,97 + 0,61
thuoc

Sé liéu & Bang 4 cho thay, Kién Luc
khéng gay ra nhirng thay déi dang ké vé
ndng dd bilirubin toan phan, cholesterol

toan phan va albumin trong mau sau khi

udng hang ngay trong 8 tuan lién tuc.
3.2. Danh gia chirc nang loc ctia cau than
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Bang 5. Anh hwéng cta Kién Lwc dén néng do creatinin

Creatinin (umol/L)

Thei gian A L. Kién Lwc 5,4 Kién Lwc 1,8
L6 chirng A .
vién/kg vién/kg
Trwéc ubng thube 74,00 + 7,39 74,67 +7,35 74,25 + 6,45
Sau 4 tan uong 72,58 + 6,42 74,30 + 4,50 73,80 + 8,68
thudc
tsh":‘;‘)f tan uong 67,20 + 6,36 71,00 + 5,62 67,90 + 9,30

Két quéd & Bang 5 cho thay, sau 8
tuan udng Kién lwc, & ca hai 16 tri, nébng do
creatinin trong mau chuét khdng c6 sy thay
ddi khac biét c6 y nghia théng ké so véi 16
ching va so séanh gitra hai thoi diém truéc
va sau khi ubng thubc tht (p > 0,05).

3.2. Hinh anh vi thé gan va than

Mlrc d6 tdn thwong gan va than trén

quan sét vi thé dwoc mo ta trong Hinh 1 va

Téng diém 10
ton thwong 8

55

6
4
2
0

Gan

OChwrng sinh hoc

8,5

Kién Lwc 5,4 vién/kg

Biéu dd 1. Tinh trang thodi hoa té bao gan
duwoc quan séat thay & ca ba 16 nghién clru,
trong d6 cac 16 udng thudc thtr c6 mire tén
thwong ndng hon véi téng diém ton thwong
cao hon so v&i 16 chudt khdng uéng thubc.
Hinh &nh vi thé than cho thay khong c6 bat
thwerng bénh Iy nao dang ké & cac 16 nghién
clu.

1 1
° vz
Than

mKién Lwc 1,8 vién/kg

Biéu dd 1. Tdng diém tén thwong vi thé cla 03 mau gan va than cla chudt cdng
sau 8 tuan udng Kién Luc

Chipng sinh hoc

Kién lwc 5,4 vién/kg

Kién lwc 1,8 vién/kg
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Hinh 1. Hinh &nh vi thé gan va than chuét céng sau 8 tuan nghién ctu (Gan: H&Ex100;
Théan: H&Ex400)

4. BAN LUAN

Ngay nay, nhu ciu s& dung nhirng
san pham thao dwoc cho muc dich didu tri
va phong nglra cac van dé sirc khoé ngay
cang gia tang. Trén thuc té, c6 nhiéu hoat
chéat dwoc st dung trén 1am sang cé ngudn
gdc tir thwe vat, vi du nhw: paclitaxel phan
lap tr Taxus brevifolia, artemisinin tw
Artemisia annua, silymarin tr Silybum
marianum va digoxin tir Digitalis purpurea
[9]. Mét trong nhirng ly do chinh khién con
ngwdi quan tam nhiéu hon dén cac san
pham thao dwoc la quan niém vé tinh chat
an toan/khéng déc hai ctia dwoc liéu. Tuy
nhién, c6 mot sé bang chirng dwoc ly va
déc tinh cho thay, céc thao dwoc co thé gay
doéc va tham chi gay t& vong [10]. Vi vay,
bt ky san phadm ma&i nao c6 ngudn géc tir
duoc lieu déu phai dwoc danh gia can than
vé nhirng tac déng cé hai c6 thé xuét hién
trwde khi dwa ra thj triedng. Nghién ctru nay
duwoc thwe hién nhdm xac dinh &nh hwéng
cta Kién Luc, vién nén c6 thanh phan phdi
hop 12 dwoc liéu, déi véi chirc ndng gan va
than sau khi uéng hang ngay trong 8 tuan,
t» d6 cung cap nhitng bang chéng lién
quan dén tinh an toan cla Kién Lwc va dwa
ra cac khuyén nghi vé viéc st dung san
pham nay trén ngwdi nhdm muc dich hé tro
cai thién tinh trang mét mai.

Cac théng sb sinh héa la mét trong
nhirng tiéu chuan chan doan co ban trong
thwe hanh lam sang. Cac thoéng sb nay c6
thé chi ra tAc dung phu do cac hop chét gay
ra. Cac phan tich sinh hoa dwgc str dung
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dé xac dinh, phat hién va mo ta cac tac
dong bt loi lién quan dén cac hoat chat co
doc tinh. Cac két qua phan tich nay ciing rat
quan trong dé danh gia co quan dich cu thé
cla cac tac nhan gay doc va cung cap
thong tin c6 gia trj d& hiéu vé tinh trang nay
[11].

Viéc danh gia chirc nang gan va than
la rat quan trong vi day la cac co quan chinh
c6 nhiéu co ché khac nhau dé loai bé cac
tac nhan gay doc nhdm gidm tac dong xau
cta chang dbi véi co thé. Mac du gan va
than c6 vai tro dac biét trong viéc loai bé déc
t& nhwng chirc nang clia ching c6 thé b tén
hai trong qua trinh dao thai cac chéat déc
nay. Khao sat sw thay dbi ctia cac thong sé
sinh héa gilp phan anh tac dong tiéu cuc
c6 thé c6 cta thube thdo dwoc ddi véi chire
nang gan va than. Bén canh dé, mo hoc clia
cadc mb gan va than dwoc coi la céng cu
quan trong d& minh hoa tén thwong clia cac
co quan nay do cac tac nhan gay doc.

Co6 rét nhiéu enzyme dwoc tim thay
trong huyét thanh c6 ngudn géc tir qué trinh
tdn thwong mo6 dan dén ro ri enzyme vao
trong mau. Do d6, dinh lwong enzyme huyét
thanh 1a mét céng cu cé gia tri trong chan
doan lam sang, cung cép théng tin vé tac
déng va ban chét cua tén thwong bénh ly
dbi v&i bat ky md nao. Alanine va aspartate
amino transaminase dwoc coi la cac chi s
nhay cam vé tdn thwong té bao gan va
trong gi¢i han cé thé cung cap danh gia
dinh lwong vé mirc do tdn thwong cla gan.
ALT la enzyme dwoc tim thay chi yéu trong
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té bao gan (ndng d6 thap hon trong mé tim,
than va co) va do dé dac hiéu voi ton
thwong té bao gan. ALT tao diéu kién cho
s hinh thanh glutamate va pyruvate trong
t& bao gan, rat quan trong cho viéc san xuét
nang lwong [12]. Cling nhw ALT, AST cling
dwoc tim thay trong gan, tuy nhién enzyme
nay ciing hién dién nhiéu & cac mé khéac
nhw co, tim, than va ndo. AST tao diéu kién
cho qua trinh chuyén héa acid amin. Khi
theo ddi nébng dd AST, phai than trong khi
danh gia mic dd bat thwéng do sy hién
dién clha enzyme nay trong cac mo khac
[12]. AST c6 thé tdng cao do bénh gan, réi
loan co' (chan thwong co, dau tim gan day)
hodc cac bénh/yéu té khac (ubng quéa nhiéu
rwou). AST khéng dac hiéu cho gan nhw
ALT. Trong tdn thwong gan, cd AST va ALT
déu tang cao, do dé ALT va AST thwong
dwgc phan tich cung nhau. Trong trwdng
hop khéng cé tén thwong gan va tang ALT,
viéc tang AST c6 thé lién quan dén tdn
thwong co. Két qua tai Bang 3 cho thay,
khong c6 sw khac biét v& hoat do
transaminase huyét thanh tai cac 16 udng
Kién Lwc so v&i 16 ching sinh hoc tai tat ca
cac thdi diém dinh lwong. Nhw vay, Kién
Lwc ubng lién tuc trong 8 tuan khong gay
huy hoai t& bao gan cla chudt céng tréng.
Tuy nhién, két qua nay chua cé sy twong
&ng véi nhivng quan sat vi thé gan, cu thé
& céac 16 ubng thudc thir c6 mire ton thwong
nang hon voi tbng diém tén thwong cao
hon so v&i 16 chudt khéng udng thube, va
méc tén thwong dwong nhw khéng lién
quan dén lidu dung (Biéu d6 1, Hinh 1).
Diéu nay c6 thé do dap tng véi cac tac
nhan gay doc co thé khac nhau gitra cac
loai va gitra cac ca thé cung loai, bén canh
do viéc phan ngau nhién khoéng déng déu
gitra dong vat gibng duc va giéng céi trong
céac |6 nghién ctru cling cé thé tao ra nhitng
anh hwéng [13]. Mot sb yéu tb c6 thé lién
quan dén sy thay dbi dap wng gitra cac ca
thé bao gdm gidi tinh, tbc dd hap thu va loai
bd tac nhan gay doc, sy twong tac cla tac
nhan tht nghiém véi lipid, ban chét cta tac
nhan ther nghiém va chat chuyén héa cta
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ngd, sy twong tac cua tdc nhan thiér nghiém
V&i cac enzyme dich tai cac co quan va sy
bién déi trong biéu hién gen cu thé cla co
quan. Ngoai ra, v&i sb lwong mau mé nhd
(03 m&u/Id nghién ctru) nén chwa dd co s&
khang dinh kha ndng gay tén thwong gan
ctia Kién Lwc. Can tién hanh thém céac phan
tich md hoc véi s6 mau Ién hon dé c6 thém
d@ liéu vé nguy co tiém tang nay.

Albumin la mét trong nhirng thanh
phan protein chinh trong mau va chiém 50-
60% téng lwong protein trong huyét thanh.
Sv tdng hop albumin xay ra & gan nén né
dwoc coi l1a diu hiéu chi diém cho chic
néng téng hop cla gan [11,12]. M6t trong
cac vai trd clia gan trong chuyé&n hoa lipid
la tbng hop cholesterol va s dung
cholesterol dé san xuat mudi mat. Vi vay co
thé danh gia mot phan chirc nang chuyén
hoa lipid cda gan thong qua dinh lwgng
cholesterol toan phan [11]. Bilirubin la san
phdm cubi cung cta qué trinh phan huy
heme va ban dau dwoc lién két véi albumin
trong huyét thanh. Ban than bilirubin khéng
phai la dau hiéu danh gia chirc ndng téng
hop cda gan, tuy nhién sy bai tiét va lién
hop cta né coé lién quan chat ché véi chire
nang lién hop va bai tiét cia gan. O gan,
bilirubin dwoc lién hop va bai tiét qua mat
[11,12]. Quan sét sb liéu trong Bang 4 c6
thé thay, Kién Lwc & ca hai mic lidu nghién
cvu déu khong lam thay ddi ndéng do
albumin, cholesterol toan phan va bilirubin
toan phan trong mau chudt céng khi so
sanh vé&i 16 chirng sinh hoc va so véi thoi
diém trwéc khi bat dau dung thudc. Nhw
vay, udng Kién Lwc liéu 1,8 vién/kg/ngay va
5,4 vién/kg/ngay lién tuc trong 8 tuan khong
gay anh huéng dén chirc ndng chuyén hoa
protein va lipid, va chirc nang bai tiét mat
ctia gan chuét cdng.

Creatinin la mét trong nhi*rng san
phdm di héa chinh cta qué trinh chuyén
héa protein va s gia tdng ndng do creatinin
trong huyét thanh c6 thé goi y vé réi loan
chrc néng than.

Creatinin dwoc bai tiét qua than nho
qué trinh loc tai cau than va khéng duorc tai
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hép thu & 6ng than. Vi vay, xét nghiém
creatinin mau la chi sé dang tin cay dé danh
gi4 chtrc nang loc cta ciu than va theo déi
tién trién cda chirc ndng than [11]. Réi loan
chrc nang cua than dan dén viéc bai tiét
creatinin kém hiéu qua sé khién thanh phan
nay tich tu trong méau. Sé liéu & Bang 5 cho
thay, néng do creatinin huyét thanh khéng
c6 sy thay dbi dang ké & ca ba 16 nghién
clru tai tht ca cac thoi diém dinh lwong. Két
qua nay ciing phu hop véi hinh dnh mé hoc
than vi khéng thay tén thwong than rd rang
& tat ca cac nhom dwoc diéu tri khi so sanh
v&i nhém déi chirng, do d6 co thé nhan dinh
rang Kién Lwc khéng gay doc dbi vai than
trong thoi gian diéu tri.
5. KET LUAN

Sy thay dbi cac chi sb sinh héa c6
thé 1a d4u hiéu cho thay sy suy gidm chirc
nang binh thwdng cla cac co quan. Do
khong quan sat thay nhirng thay déi lén vé
céac théng s6 sinh héa ctia gan va than trong
nghién ctru nay nén viéc st dung vién nén
Kién Luwc theo dwong ubng véi lidu 1,8
vién/kg/ngay va 5,4 vién/kg/ngay c6 thé coi
la an toan va it c6 kha nang xay ra cac tac
dung phu ddi v&i chirc nang clia gan va
than & chudt cong trang Wistar. Tuy nhién,
can c6 nhirng nghién ctu sau hon lién quan
dén quan sat mé bénh hoc & gan ctia dong
vat thye nghiém dwoc udng Kién Lwc dé co
thém di liéu vé& nguy co gay tén thwong
gan tiém tang cta ché phadm nay.
L&i cam on

Nhém tac gia xin gii Ioi cdm on téi
tat ca cac nghién ctu vién da tham gia hd
trg nghién cu nay tr B6 moén Duwoc ly,
Trwdng Pai hoc Y Ha Noi.
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2Hanoi Medical University

Objective: This study aimed to investigate the effects of Kien Luc tablets on liver
and kidney functions in experimental animals following repeated usage. Methods: Healthy
Wistar rats were given Kien Luc at doses of 1.8 tablets/kg/day and 5.4 tablets/kg/day for 8
consecutive weeks. Blood samples were analyzed for biochemical parameters before
treatment, after four-week, and eight-week treatment. Liver and kidney tissue samples
were isolated at the end of the study for histopathological analysis. Results: Data showed
that Kien Luc tablets at both tested doses did not lead to significant changes in biochemical
parameters to evaluate liver (AST, ALT, albumin, total cholesterol, total bilirubin) and
kidney (creatinine) functions in rats. Conclusion: The results of this study have shown that
the administration of Kien Luc did not cause harmful effects on the biochemical parameters
of the liver and kidneys at the tested doses.
Keywords: Kien Luc, liver, kidney, biochemical, rat.
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TOM TAT

Muc tiéu: Banh gig hiéu biét vé Phuc héi chirc ndng (PHCN) cia sinh vién khoi
nganh suc khde truong Pai hoc Phenikaa. Péi twong va phwong phdp nghién ciu:
Nghién ciu md té cdt ngang trén 130 sinh vién khéi nganh sdc khoé truong Bai hoc
Phenikaa véi cach chon m4u thuén tién. Péi trong duoc phéng van bang bé cau héi vé
chuy&n nganh PHCN: s phé bién, linh vuc cda chuy&n nganh, s hiéu 1&m. Két qua:
Chuyén nganh PHCN phé bién véi sinh vién khéi nganh sic khoé, 99% sinh vién biét téi
chuyén nganh; 26,9% sinh vién tra |07 dung tét ca céc linh vuc. Mirc d6 hiéu biét vé chuyén
nganh PHCN cida nhém da timg hoc vé PHCN cao hon so véi nhém chura timg, t7 16 tra 1oi
dung tat cé cac cau cda hai nhom 1an luot 1a 58,8% va 6,4% (p<0,05). 50,8% déi turong
nham |4n giifa chuyén nganh PHCN va Y hoc cé truyén; 73,8% cho rang cac Ky thut vién
PHCN thuc hién cac cdng viéc cda Diéu dudng. Két luan: Di# liéu tir nghién cdu cia ching
t6i cho thdy, st hiéu biét cda sinh vién khéi nganh suc khde Truong Pai hoc Phenikaa déi
véi chuy&n nganh PHCN con & mdc trung binh va kém. T71é déi twong nghién ciwu tr 16
dung céc dinh nghia, céc linh vurc chuyén nganh dao déng tir 20-50%. Con cé su hiéu 1dm
kha 16m cua sinh vién vé linh vuc hoat déng ciing nhw cong viéc cla cac Ky thuat vién
PHCN tai bénh vién. Can cac nghién ciu khao sét trén sé Juong sinh vién 16n hon, day du
t4t ca cac chuyén nganh trong khéi strc khoé, dé danh gia khéch quan hon.

Terkhéa: Phuc héi chire ndng, hiéu biét, khéi nganh s khoé.
1. DAT VAN BE con c6 nhirng nhan thirc sai lam vé chuyén

Theo T chirc Y té thé gi¢i WHO, nganh PHCN ngay ca dbi v&i cac nhan vién
Phuc hdi chirc nang (PHCN) dwoc dinh  trong hé théng y té. Vay nén dé nguoi
nghia 1& mot tAp hop cac bién phap can  khuyét tat dwoc st dung céc dich vu PHCN
thiép dwoc thiét ké dé t6i wu hoa chirc nang  can thiét, toan bd nhan vién trong hé thdng
va gidm thiéu tinh trang khuyét tat & nhitng  y t& can c6 nhan thirc ding va day da vé
ca nhan khi xem xét tinh trang strc khoé PHCN.
twong tac véi moi trdng clia ho?. Trong moi trwdng dai hoc, sinh vién

Hién nay, trén thé gi¢i wéc tinh c6  khdi nganh strc khde dwoc coi la nhirng
khoang 2,4 ty ngwdi sé dwoc hudng lgi vé  ngwdi sé ddm nhan vai trd quan trong trong
strc khde néu dwoc PHCNS. Tai Viét Nam,  twong lai trong viéc cung cép dich vu nay.
theo két qua diéu tra qudc gia 1an dau tién  Tuy nhién, hién van chwa cé nhiéu théng tin
vé nguoi khuyét tat ndm 2016-2017, hon  vé& mdc d6 hiéu biét va nhan thirc cta sinh
7% dan sb t 2 tudi trd 1én- khodng 6,2  vién khdi nganh strc khde vé chuyén nganh
nghin nguoi la ngwei khuyét tat va con s6  PHCN. Do vay, chang téi thuc hién dé tai
nay cé xu hwéng tang 1én do xu huéng gia  “Thuc trang hiéu biét cda sinh vién khbi
héa dan sé [1]. Do vay, PHCN cé vai trd rAt  nganh stc khde trudng Dai hoc Phenikaa
quan trong va nhu cau s dung cac dich vu  vé chuyén nganh Phuc hdi chirc ndng” véi
PHCN Ia rat I&n. Tuy nhién, hién nay vAn  muc tiéu danh gia sw hiéu biét vé PHCN cua
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sinh vién khéi nganh stc khée trwong Dai
hoc Phenikaa.

2. Ol TUONG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong nghién cru

Péi twong nghién ctu bao gdm sinh
vién khéi nganh strc khde Trwdng Dai hoc
Phenikaa chua tét nghiép tw nguyén tham
gia nghién ctu.

2.2 Phwong phap nghién ciru

- Thiét ké nghién cru: Nghién ctru mo ta cat
ngang.

- Chon mau thuan tién.

- Céc bién sb va chi sb nghién ctru dwoc
thu thap theo mau bénh an nghién ctu, bao
gbm:

+ D&c diém chung cua dbéi twong
nghién ctu: tudi, chuyén nganh, khoa sinh
vién

+ MUrc d0 hiéu biét cGa sinh vién khoi
nganh sic khoé vé cac linh vuc trong
chuyén nganh PHCN:

+ Mc d6 hiéu biét ctia sinh vién khi
nganh strc khoé vé céac can thiép trong cac
[inh virc chuyén nganh PHCN:;

+ Hiéu 1am cla sinh vién khéi nganh
strc khoé vé chuy&n nganh PHCN véi Y hoc
cb truyén, cong viéc cia Ky thuat vién
PHCN véi DBiéu dwéng tai Bénh vién.

- Quy trinh thyc hién:

+ Tap huén cho ngudi phdng van vé
phiéu khao séat

+ Thwe hién phdng van sinh vién khi
nganh strc khde Treong Dai hoc Phenikaa
chwa tét nghiép tw nguyén tham gia nghién
ctru va ghi lai két qua vao phiéu.

+ Ghi chép, hoan thanh qua trinh
phéng véan.
2.3 Thoi gian va dia diém nghién ctru

Dé tai dwoc tién hanh nghién ctvu tai
Trwong Pai hoc Phenikaa. Twr thang 10
ndm 2023 dén thang 6 ndm 2024
2.4 Thu thap vaxte ly sé liéu

Sé liéu dwoc thu tap theo phiéu khéo
sat va lwu va nhap trén mau Google Form,
X ly trén Excel 2023 va phan mém Stata
17.0. Sé lieu dwoc trinh bay theo ty 1& %,
trung binh, dd Iéch chuan va gia tri p.
2.5. Pao drc nghién ciru

Nghién clru tuan tha cac quy dinh vé
nguyén tac dao dirc trong nghién ctu Y
sinh hoc. Dbi twong nghién ctu dwoc giai
thich ré rang day da vé nghién ctu trwéc
khi quyét dinh tham gia nghién ctru. Dbi
twong tham gia c6 quyén rit lui tai bat cw
thdi diém nao va tlr chéi tra 16i bat cl cau
héi nao clia nghién clru ma khéng bi phan
biét abi xcr.
3. KET QUA NGHIEN clru

Bang 1. Pac diém chung cta cac déi twong nghién clru

Dic diém Do6i twong nghién cwu
Tudi 20+5,6
Chuyén nganh Duwoc 4 (3,1%)
Diéu dwéng 30 (23,1%)

Ky thuat PHCN

53 (40,7%)

Ky thuat xét nghiém y hoc

26 (20,0%)

R&ng ham mat 7 (5,4%)
Y khoa 20 (7,7%)
Téng 130 (100%)
Nam dai hoc Nam 1 43 (33,1%)
Nam 2 46 (35,4%)
Nam 3 34 (26,1%)
Nam 4 7 (5,4%)
Téng 130 (100%)
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Nhan xét: Tudi trung binh cla cac dbi
tweng nghién cru la 20 £ 5,6, v&i ngudi lon
tudi nhat 1a 27 twdi, nguoi thap tudi nhat 1a
18 tudi. Po tudi phu hop véi ddi twong la
sinh vién dai hoc.

Cac dbi twong nghién ctru phan Ién
|4 sinh vién ndm hai va nam nhét vaoi ti 1é
lAn Iwot 1a 35,4% (46 déi twong) va 33,1%
(43 dbi twong); tiép theo 1 34 sinh vién nam
3 chiém 26,1% va 7 sinh vién nam cudi

140
120

115

100
80
60
40
20

0

pa biét

ba nghe qua nhung

chiém 5,4%. Cac dbi twong thudc chuyén
nganh Ky thuat PHCN tham gia khao sat
nhiéu nhét, véi 53 dbi twong, chiém 40,7%,
tiép theo 1an Iwot 1a sinh vién cac chuyén
nganh Ky thuat xét nghiém y hoc (20%),
didu duéng (23,1%).

Cac chuyén nganh Y khoa, Rang
ham mét, Dwoc sb lwong dbi twong nghién
cru kha it véi ti 18 1an lwot 12 7,7%:; 5,4% va
3,1%.

14

1
.

Chwa tirng

khéng thyc sy quan tam

Biéu d6 1. Sw phd bién cua chuyén nganh PHCN déi vé&i sinh vién khéi nganh strc
khoé

Nhan xét: Khi dwoc hdi vé chuyén
nganh PHCN, 115 dbéi twong nghién ctu
(chiém 88,5%) da biét vé chuyén nganh,
trong khi dé 14 déi twong (chiém 10,8%) da

tirng nghe qua nhwng khéng thiyc sy quan
tam va chi cé 1 dbi twong chwa tirng biét
dén chuyén nganh.

Cac linh vyc trong chuyén nganh PHCN

Tra 1&i dang, du I 35

Vat ly tri liéu I 125
Hoat dong trj licu I 123
Ngén ngir tri liéu I 100

Cong nghé.. I 102

Y hoc cé truyén

0 20 40

I 65

60 80 100 120 140

Biéu d6 2. Sw hiéu biét ctia sinh vién khéi nganh sirc khoé vé cac linh vuc trong
chuyén nganh PHCN

Nhan xét;: Khi khao sat sw hiéu biét
cuda sinh vién khéi nghanh strc khée vé cac
[inh vwc trong chuyén nghanh PHCN ta
thdy dwoc linh vwe Vat li tri liéu dwoc chon
nhiéu nhét cu thé I1a 128 déi twong nghién

ctu (chiém 98,5%). Sau dé dén linh vuc
Hoat déng tri liéu v&i 123 déi twong (chiém
94,6%) va ngbn ngl tri lieu c6 109 dbi
twong (chiém 83,8%). Cudi cung la Céng
nghé dung cu tro giup cé 102 dbi twong

34



Vietnam Journal of Physiology 28(2), 06/2024

ISSN: 1859 — 2376

nghién ctu (chiém 78,5%) va Y hoc cb
truyén gdm 65 ddi twong (chiém 50%). S6

déi twong tré | dung tat ca cac dap an dat
26,9% (35 dbi twong).

Bang 2. So sanh ti |& sinh vién tra i dang tat ca cac linh vic chuyén nganh PHCN

Tra DPung tat ca Khéng dung Toéng p
| i % % %
Nhém sinh vién (N) (N) (N)
Pa twng hoc vé 58,8% 41,2% 100% 0,0143
PHCN (30) (21) (51)
Chwa trng hoc vé 6,3% 93,7% 100%
PHCN (5) (74) (79)

Nhan xét: Cac déi twong nghién ctru
dwoc chia thanh hai nhém, nhém sinh vién
da tirng hoc cac hoc phan vé chuyén nganh
PHCN (gbm céac ban sinh vién Ky thuat
PHCN, sinh vién Diéu dwéng ndm 3 va nam
4) va nhém sinh vién chua hoc vé cac hoc
phan PHCN (con lai). Khi so sanh mac do

hiéu biét v& PHCN va cac linh vuyc trong
chuyén nganh, nhém tirng hoc cé 58,8%(30
sinh vién) tra 1&i dang tat ca cac cau hoi;
trong khi d6 nhém chwa tirng hoc chi co
6.3% (5 sinh vién) tra 1o dung tat ca cac
cau. Sy khac biét giltva hai nhém la cé y
nghia v&i p<0,05.

Bang 2. Nhirng hiéu 1am vé linh vwc hoat déng ctia chuyén nganh PHCN véi Y hoc
c6 truyén va biéu dwdng

No6i dung Chuyén nganh PHCN c6 thuéc Ky thuét vién PHCN c06 thuc
Y hoc cé truyén khong? hién cac cong viéc caa Diéu
dwong khéng?
n % n %
Cé 66 50,8% 96 73,8%
Khdng 64 49,2% 34 26,2%
Téng 130 100% 130 100%

Nhan xét: Bbi twong tham gia nghién
cru sw hiéu biét nganh PHCN, hau hét cac
sinh vién dang c6 sy hiéu 1am vé cac linh
virc hoat dong PHCN véi cac chuyén nganh
khac dwgc chia nhé lam 2 ndi dung:

- Khi dwgc héi chuyén nganh PHCN
c6 thudc Y hoc cb truyén khong? Ti lé cac
sinh vién binh chon “Cé” hodc “Khéng” sb
lwgng binh chon twong dwong nhau. Trong
do, cé6 66 dbi twong chon “Cé” chiém
50.8%; 64 dbi twong chon “Khong” chiém
49,2%.

- Noi dung 2: Sé lwgng binh chon
“Co” ddi voi cac ki thuat vien PHCN thyc
hién céng viéc cla diéu dwéng chiém 96 dbi
twong (73,8%); ti 1&€ binh chon “Khéng”
chiém 26,2% véi 34 dbi twong con lai.

4. BAN LUAN

Chung t6i nhan thay, dbi véi sinh vién
khéi nganh stc khde cla trwdng Dai hoc
Phenikaa, dai da sbé cac dbi twong dwoc
khao sat da tirng nghe dén hodc tim hiéu vé
chuyén nganh PHCN. RO rang, chuyén
nganh PHCN dang ngay moét phd bién va
biét dén nhiéu hon. Chuyén nganh la mot
lwa chon tiém n&ng ma céac ban hoc sinh c6
nhu cau tim hiéu trwéc khi buwéc vao Pai
hoc. Hon thé niva, trong thoi dai 4.0, viéc
phét trién manh mé cta cac phuong tién
truyén thdng sé cung véi cac tuyén truyén
chinh sach phat trién chuyén nganh PHCN
dang chirng minh tinh hiéu qué cta minh.
Khi di sau vao danh gia sw hiéu biét cac Iinh
vuc trong chuyén nganh, cé dén 50% déi
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twong khdo sat nhan dinh rang Y hoc cb
truyén thudéc chuyén nganh PHCN. Tilé tra
I&i dung tat ca cac linh vwe cha chuyén
nganh chi dat 26,9% (35 di twong). Day la
con sé kha khiém tén, so véi ti 1& 99% da
nghe hodc biét dén chuyén nganh. Két qua
nghién ctu cta chang téi kha twong déng
v&i cac nghién ciru trén thé gidi. Nghién
clru cla Zoltan Dénes va CS (2012), khao
séat bang bang cau hai vé kién therc PHCN
trén ba nhém dbi twong: 40 bac si lam viéc
trong bénh vién da khoa cé khu PHCN, 42
sinh vién y khoa nam cubi cta Dai hoc
Semmelweis va 39 thwc tap sinh nganh y
hoc PHCN. Két qua thu dwgc chi c6 mét
nra sd nguoi khao sét tra 16i dung cac cau
hai vé chuyén nganh PHCN; rét it nguoi co
thé xac dinh dwoc cac pham tru co ban.
Nam 2015, Piotr Tederko va CS thwc hién
nghién ctu vé danh gia hiéu biét cla sinh
vién Y khoa vé PHCN Y hoc thé chét tai cac
trwong dai hoc Hungary, Balan va Croatia
dé danh gia hiéu biét ctia cac bac sy y khoa
va sinh vién y vé Vat Iy trj liéu va PHCN
ciing thu duoc két qua twong tut. Két qua
nghién cu cho thay kién thirc vé dinh
nghia nguwoi khuyét tat va PHCN con kém
(T71é tra 11 dung vé dinh nghia ngwdi huyét
tat va PHCN trén tivng déi twong 1a: 58% va
35% dbi v&i sinh vién y khoa, 39% va 30%
v&i cac chuyén gia khdng thudc linh virc;
72% va 62% v@i cac sinh vién thudc chinh
[inh viec PHCN.) Nam 2019, Bryan Le va
CS da thyc hién danh gia vé nhan thirc, thai
do va sw hiéu biét cia sinh vién Y khoa tai
trwdng Pai hoc Brown vé PHCN va Y hoc
thé chét, chi c6 53% dbi twong hiéu vé cum
t» PHCN; 61% khong biét va hoan toan
khong biét vé cac dbi twong can thiép ma
PHCN hwéng téi[2]. Nghién cu nay kha
twong ddng véi két qua nghién ctu cla
chang t6i. Nhin chung, ti 1€ sinh vién thudc
khéi strc khde vé chuyén nganh biét va hiéu
vé chuyé&n nganh PHCN con kha thap. Céac
tac gid co6 dwa ra mot sb luan diém chung
giai thich cho két qua nay nhw: sinh vién
khdi nganh stc khde dwoc tiép can vé
PHCN va Y hoc thé chat kha muén, thuong
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la nhitng n&m dao tao cudi bac Dai hoc.
Bryan Le va CS con nhan thay, viéc dao tao
dwdi hinh thire “g6i” (moldule) nhwng khdng
bao gdbm PHCN va Y hoc thé chét khién
sinh vién danh gia sai |dam vé loi ich can
thiep PHCN cling nhw y nghia chuyén
nganh[2]. D6 ciing la nhitng dac diém dao
tao tai dia diém nghién cu clGa ching toi.
Déi voi sinh vién Y khoa, viéc dao tao vé
PHCN kha ngan va vao ndm hoc thir 5 tai
trwong. Mot sd chuyén nganh trong khoéi
strc khée con khéng cé hoc phan lién quan
dén chuyén nganh. Pay cé vé la rao can
kha I&n dbi véi cac ban sinh vién khi tiép
can chuy&n nganh, can c6 nhirng hinh thirc
t& chtre phu hop dé& nang cao hiéu biét ciing
nhw nhan thc cda sinh vién khdi stec khde
v&i chuyén nganh. Cac déi twong khéo sat
dwoc chia thanh hai nhém: nhém da tirng
hoc cac hoc phan chuyén nganh PHCN va
nhém chua tivng hoc dé danh gia mic do
hiéu biét. Chlng t6i nhan thay c6 sy khac
biét r6 rang gitra hai nhém sinh vién. Nhém
sinh vién da twng hoc (gom sinh vién
chuyén nganh Ky thuat PHCN va Sinh vién
Diéu dwéng ndm 3 va 4) c6 58,8% tra i
ding tat ca cac cau héi vé cac Iinh vyc
PHCN trong khi nhém con lai ti 1é nay chi la
6,4%. Su khac biét nay cé y nghia théng ké
(p=0,0143<0,05), cho thdy chuwong trinh
dao tao rd rang co tac dong rat Ion dén sw
hiéu biét cta sinh vién. Chang t6i tin rang,
nhirng hiéu biét nay tao tién dé tét cho sw
lam viéc nhém va phdi hop lién nganh trong
Y té trong twong lai. Day ciing 1a mét goi y
cho chuing t6i vé viéc td chirc cac khda dao
tao ngan vé chuyén nganh déi véi sinh vién
khéi nganh strc khde dé tang sw hidu biét
cuta sinh vién.

Khi danh gia vé nhirng hiéu lam vé
chuyén nganh PHCN, t&r bang 3 chdng t6i
nhan thay chuyén nganh nay con bi nham
lan kha nhidu véi chuyén nganh Y hoc ¢
truyén véi 50,8% sb dbi twong cho rang hai
chuyén nganh la mét. Sw nhadm Ian nay bat
ngudn tr sw chwa phd bién cta chuyén
nganh trong céng déng, ciing nhw do thiéu
ngudn nhan lyc ma da sb & cac bénh vién
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tuyén huyén, cac phong kham va mét sb
bénh vién tuyén tinh, PHCN va Y hoc cb
truyén thwong dwoc té chirc & clng mot
khoa hanh chinh, din dén hiéu 1am vé céac
mang chuyén mén ddi véi ngwdi bénh va xa
héi. Cling nhw vay, c6 dén 73,8% dbi twong
khao sét cho rang cac Ky thuat vien PHCN
thwe hién cac cong viéc cta Diéu dwdng tai
Bénh vién. Nhin vao két qué nay, ching toi
cho rdng mét phan cac ban sinh vién chuwa
di lam tai bénh vién nén chwa ré sy phdi
hop cac chuyén nganh, mét phan ciing thé
hién cong tac PHCN chwa dwoc danh gia
dung tai cong déng va trong xa hoi.

Nhw vay, chinh cac ban sinh vién
khdi nganh strc khde chuwa hiéu dwoc hét
vai tro va lgi ich ctdia chuyén nganh PHCN;
day cé vé la mét rao can Ién dé phdi hop
diéu tri gitba cac chuyén nganh va giam di
lgi ich ngwoi bénh c6 thé nhan dwoc trong
y té.

Gan day, chuyén nganh PHCN ngay
cang dwoc biét dén va phé bién hon tai Viét
Nam. Chuing t6i tin rdng, viéc té chirc nhirng
budi toa dam, trao ddi, chia sé hay nhirng
hinh thirc truyén théng khac sé gitp chuyén
nganh tiép can ngay cang tét hon dén
khéng chi riéng sinh vién khéi nganh strc
khée triwdng Pai hoc Phenikaa ma con ca
dén cong ddng va toan xa hoi. Dac biét vdi
sinh vién khéi nganh strc khde, nhirng I6p
hoc chuyén d& ngan vé& chuyén nganh
PHCN sé gitp cac ban cé thém kién thirc
chuyén nganh, déng thoi tao tién dé thuan
loi cho viéc phdi hop diéu tri lién nganh tai
co s& lam viéc y té trong twong lai, mang
lai loi ich t6i da cho ngu®i bénh. Thiét ké
nghién ctu cla ching tdi con mot sb han
ché vé mét dbi twong cling nhw bd cau hai
khao sat cAn mang tinh khai quat héa hon.
Cudc khao sat v&i c& mau con nhd, cling
nhw chwa ddng nhét gitra cac dbéi twong
nghién ctru. Cac nghién ctru trong twong lai
c6 thé thwe hién véi ¢& mau I6n hon, thuc
hién so sanh mirc d6 hiéu biét gitra céac
chuyén nganh, gilra cac khoéa dao tao.
Chung t6i cling dé xuat nghién ciru vé thay
dbi hiéu biét, thai d6 va hanh vi cla sinh
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vién khéi nganh strc khde sau cac khoa dao
tao ngan han vé chuyén nganh PHCN.
5. KET LUAN
Nhin chung, sw hiéu biét cta sinh

vién khéi nganh strc khde dbi véi chuyén
nganh PHCN con & m(rc trung binh va kém.
Con c6 sy hiéu IAm kha I&n cla sinh vién
vé linh vuc hoat ddng (nhadm 1&n chuyén
nganh PHCN v&i Y hoc ¢b truyén) ciing nhuw
cong viéc cua cac ky thuat vien PHCN vé&i
cong viéc cla diéu dwéng.
L&i cam on

Nhém nghién ctru tran trong cdm on cac
ban sinh vién khdi nganh Strc khoé trueng
Dai hoc Phenikaa, Ban giam hiéu Trwong
clng nhw Ban lanh dao khoa Ky thuat Y hoc
da tao diéu kién giup d& trong qué trinh
thyc hién dé tai.
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SUMMARY

UNDERSTANDING LEVELS OF REHABILITATION PROFESSIONS MAJOR AMONG
HEALTH SCIENCES STUDENTS AT PHENIKAA UNIVERSITY

Ha Thuy Ngan?, Doan Ngan Hoa!, Cao Minh Chau?

Phenikaa University

Objective: To evaluate the comprehension of Rehabilitation major among health
sciences students at Phenikaa University. Research Design and Participants: A cross-
sectional descriptive study involved 130 health students from Phenikaa University, selected
using convenient sampling. Participants were interviewed using a questionnaire focusing
on various aspects of the rehabilitation specialty, including its popularity, scope, and
common misconceptions. Results: The rehabilitation major was found to be widely
recognized among health students, with 99% of participants indicating awareness of the
program. However, only 26.9% of students were able to accurately identify all fields within
the specialty. Moreover, students who had previous exposure to rehabilitation studies
demonstrated significantly higher levels of knowledge compared to those without such
exposure, with correct response rates of 58.8% and 6.4% respectively (p< 0.05).
Additionally, 50.8% of subjects exhibited confusion between rehabilitation majors and
traditional medicine, while 73.8% mistakenly believed that Rehabilitation Technicians
primarily engage in nursing tasks.Conclusion: The findings of this study reveal that the
understanding of the rehabilitation major among health students at Phenikaa University
remains relatively limited, with only 20-50% of respondents providing accurate definitions
and specialized field identification. Furthermore, there exists a notable misconception
regarding the scope of activities and responsibilities of Rehabilitation Technicians within
hospital settings. Future research endeavors should encompass a larger sample size,
encompassing students from diverse health-related majors, to facilitate a more
comprehensive and objective assessment.

Keywords: rehabilitation, comprehension, health sector.
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Ngay chip nhan dang: 25/6/2024

TOM TAT

Muc tiéu: Xac dinh ty sé téc do dong chady déng mach (BM) néo gidra trén siéu am
doppler xuyén so (transcranial doppler - TCD) trong vong 72 gi¢ sau khi I4y huyét khéi
(LHK) co hoc va phan tich mét sé yéu té lién quan. Déi twong va phwong phap: Mo ta
cat ngang trén bénh nhan tai thong TICI 2b-2c-3 (Thrombolysis in Cerebral Infarction) bang
phurong phap LHK co hoc sau tdc DM néo giira, bénh nhan dwoc chup MRI so ndo sau 24
gior va thuc hién TCD trong vong 72 gi¢ sau LHK. Két qua: 26 BN tham gia nghién cuu
(tudi trung binh 63 + 18, 47% la ni#). 8 bénh nhan véi ty sé téc d6 PM néo gidta = 1,3 va 18
bénh nhan cé ty sé téc d6 DM néo gitta <1,3. Trong dé, 4 bénh nhan chuyén dang chady
mau n&o (CMN) co ty sé téc dé6 PM néo giira 21,3, va 10 bénh nhan chuyén dang CMN c6
ty sé téc do < 1,3, cho thdy khdng c6 méi lién quan gida chuyén dang CMN va ty sé téc do
(p = 0,8). Diém NIHSS (National Institutes of Health Stroke Scale) tai thoi diém xuét vién
cdia hai nhém ty sé téc d6 DM néo gidia khdng c6 sw khac biét cé y nghia (5,5 [3,75-13,2]
S0 V6i 3,5 [1,00-7,00], p = 0,13). Tuy nhién, LHK trong vong 5 gi¢ c6 ty sé téc d6 DM néo
gitka cao hon so véi nhém LHK trong vong 7,5 gic, méi lién quan nay cé y nghia théng ké
(p < 0,01). Két ludn: Nghién ctru cia chang tdi khéng chi ra duoc méi lién quan giira chi
sé téc do ctia PM ndo giira trén TCD sau LHK co hoc véi chuyén dang CMN, ciing nhuw két
cuc bénh nhan sau khi ra vién.

Terkhoéa: 1dy huyét khéi; TCD; ty sé téc d6 déng mach ndo gida, chuyén dang chady
mau néo.
1. DAT VAN BE trwéc day va con nhiéu tranh cai vé anh

Diéu tri nhéi mau ndo da dat dwoc  hwédng lén két cuc bénh nhan. Cac su thay
nhirng tién bd dang ké trong nhitng ndm  ddi vé& lwu lwong mau déu c6 thé gay ra cac
gan day, dac biét 1a voi sy ra doi cia tén thwong ndo, thwdng gap la chuyén
phwong phap 14y huyét khéi (LHK) co hoc  dang CMN [2], [3]. C4c chuyén dang CMN
vao nam 2015. Mac du hiéu quad clGa I6&n bidu hién bang chdy mau nhu mé la mot
phwong phap diéu tri nay cho phép tai  bién chirng ndng va thuwong gay tién trién
théng khodng 80% céac trwdng hop tdc  than kinh ndng 1én, tdng nguy co tlr vong
mach 1&n, nhwng chi 50% bénh nhan dat  [4]. Tuy nhién, cac chuyén dang CMN nhd
duoc két cuc tot [1]. biéu hién cac chAm chay méau va hién van

Thay dbi huyét déng ndo sau khi tadi  con tranh céi liéu c6 anh hudng téi két cuc
thong ciing da dwoc nghién céu nhidu  cha bénh nhan [5].
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Dé danh gia lwu lwong mau néo sau
khi tai théng mach mau, c6 nhiéu phuong
phap dwogc st dung nhw xung twdi mau
(Arterial Spin Labeling - ASL) trén céng
hwéng tlr (MRI), chup cét I&p vi tinh phéat xa
don photon (SPECT) va danh gia téc do
dong chay déng mach bang TCD [4], [5].
TCD la phwong phap khéng xam lan, chi
phi thdp, khéng nhiém tia X, cé thé thuc
hién tai giwdng bénh va cé thé 13p lai cling
nhw theo ddi lién tuc néu can thiét. Trong
chan doan siéu am than kinh, Kneihsl va
coéng sw dé xuét ty sé tbc dd clia DM no
gitra vwot qua 1,3 1a yéu td nguy co cla
chuyén dang CMN sau LHK co hoc [6].

Do d6, ching t6i tién hanh nghién
clu véi muc tiéu sau day: Xac dinh ty sé téc
dé dong chdy DM nao gilra trén siéu am
doppler xuyén so TCD sau khi LHK co hoc
va phan tich mét sb yéu té lién quan.

2. POl TUONG VA PHUONG PHAP
NGHIEN CUU
2.1 B6i twong nghién ctu

Tiéu chuédn lwa chon bénh nhan:

bénh nhan = 18 tudi, tic DM nao gitra cap

tinh dwoc chan doan bang cat Iop vi tinh
mach mau hoac cong hwdng tr mach mau,
diém NIHSS = 6 Itc nhap vién, diéu tri LHK
co hoc tai thong TICI = 2b, cé hoac khéng
c6 tiéu soi huyét, MRI dwoc thuc hién trong
khodng tr 24 gi sau khi LHK, TCD trong
vong 72 gio sau LHK.

Tiéu chuan loai trir: khoéng c6 clra s
thai dwong, hep dong mach déi bén hoac
cung bén > 70%, tai tdc mach sém sau khi
tai théng va tdc doan M2 déng mach n&o
gitra.

Nghién ctru cta chung t6i thwc hién
trén 26 bénh nhan.

2.2. Phwong phap nghién ctru

- Thiét ké nghién ctru: md ta cat ngang hdi
cru, phwong phap chon mau thuan tién.
Dia diém tai khoa than kinh bénh vién Dai
hoc Poitiers. Thoi gian nghién ceu la
01/11/2023 — 30/04/2024. Chung téi thu
thap dir liéu cia cac bénh nhan theo mau
bénh &n nghién cru thdng nhat. Dusi day
la so' d6 nghién cru clia ching toi:

n=26

Khaoi
phat

>>CT/:gzlso>> DSA >> MRI sau 24h >> TCD trong 72h

Hinh 1. So db thiét ké nghién ctru

- CAc hién sé nghién ctru

+ Céac dé&c diém chung cla dbi twong
nghién ctu gbém tudi, gidi, tién sk bénh,
diém NIHSS IGc nhap vién, diém NIHSS lic
ra vién, tiéu sgi huyét dwdng tinh mach,
diém ASPECT (Alberta Stroke Programme

Early CT), thoi gian lay huyét khéi va thoi
gian tt khi lay huyét khéi dén khi bénh nhan
dwoc lam TCD.

+ Chup cong hwéng tlr so ndo

Tét ca cac bénh nhan déu dwoc chup
MRI s ndo sau can thiép trong vong 24 gio
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sau LHK, sir dung may MRI 3Tesla hang
Siemens. Cac xung bao gém T1, T2, T2
FLAIR, T2*, DW, ADC, TOF 3D.

Chan doan va dinh nghia chuyén
dang CMN theo phan loai cia ECASS gdm
c6: khoéng c6 chuyén dang CMN; HI-1 biéu
hién cac chdm chay mau; HI-2 chAm chay
mau hop lai, khéng gay hiéu wng khbi; PH-
1 chay méu nhu md < 30% dién tich vung
nhdi mau, gay hiéu ng khdi nhe; PH-2
chay mau nhu mé >30% dién tich ving nhoi
mau v&i hiéu ng khdi dang ké [7].

+ Siéu &m doppler xuyén so

Cé&c bénh nhan dwoc lam TCD trong
vong 72 gi¢ sau LHK, thuwc hién bang may
siéu am Philips EPIQ7C, dau do tan sé 2
dén 5 MHz, do cac bac si chuyén khoa
mach mau thyc hién. Cac quy trinh thuwc
hién bao gom:

Buwoérc 1: danh gia tbc d6 dong chay, chi sé
khang tré cta cac déong mach ndéi so qua
ctra sbé thai dwong (d6ng mach néo gitra,
doéng mach néo trwéc, ddng mach ndo sau
va doan tan déng mach canh trong) va clra
s6 chdm (doan V4 ctia dong mach dét séng

va déng mach than nén).
Buwér 2: danh gia ty sé tbc do dong mach

nao gitra bang céng thirc sau:
T8¢ dd dong chay trung binh cia MCA cung bén
Téc d6 dong chay trung binh cia MCA d6i bén

Ty s6 t6c dd =

D&t ngwéng ty sb toc d6 1a 1.3.
2.3. Xt ly va phan tich sé liéu

S& dung chuwong trinh x& Ii s liéu
thdng ké SPSS 22.0 va phan mém Excel dé
tinh cac théng sb thwc nghiém: sb trung
binh, phwong sai, d6 l1éch chuan.

Céc tri sb dwoc trinh bay dwéi dang
sb trung binh, do léch chuan (SD), kiém
dinh sy khac biét théng ké bang test
Student (T-test) v&i d6 tin cay 95%.

2.4. Pao drc nghién ciru

Bénh nhan tw nguyén gia nghién
ctu, phwong phap thu thap sé liéu khéng
anh huéng dén strc khde, bénh nhan khéng
phai tra bt ki chi phi nao cho nghién ctru.
3. KET QUA NGHIEN clru
3.1. Pac diém chung cua déi twong
nghién clu

Trong tbng sb 26 bénh nhan, tudi
trung binh & 67,3 + 18. Ty I& nam chiém
53% cao hon so v&i niv gidi 1a 47%. Diém
NIHSS trung binh Itc nhap vién la 13,8 +
5,2 diém.

Bang 1. Mot s6 déc diém chung ctia déi twong nghién clru

Gi¢i tinh

Nam (n,%) 14 (53)
N (n,%) 52 (47)
Tudi

Trung vi [Q25-75] 66.5 [56-82.5]
Tién st bénh

Tang huyét 4p (n, %) 17 (65)
bai thao duwong (n,%) 0(0)
R6i loan lipid mau (n,%) 8 (30)
Bién c6 mach mau (n,%) 10 (38)
Rung nhi (n,%) 4 (15)
Hut thudc 14 (n,%) 9 (34)
Thuébc khang déng dang str dung

Chdng ngwng tap tiéu cau (n,%) 9 (34)
Chéng déng lidu diéu tri (n,%) 4 (15)
biem NIHSS lac nhap vién

Trung vi [Q25-75] | 13.5[10-18]
biem NIHSS lic ra vién

Trung vi [Q25-75] [ 4[1-7]

Piém ASPECT

Trung vi [Q25-75]

| 7.5 [6,25- 8,75]

Théi gian tir khi khi phat téi khi 13y huyét khéi co hoc (gid)

Trung vi [Q25-75]

| 6 [5- 8,5]

Thi gian tir khi 1ay huy&t khéi t&i khi lam TCD (gio)

Trung vi [Q25-75]

[ 18,5 [11-35,7]
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3.2. Ty sé téc dd dong mach néo g

itra

Bang 2. Ty s6 téc dd dong mach néo gitra trén siéu am doppler xuyén so

Ty s6 téc dé DM nio giira S6 bénh nhan (n) Ty l& (%)
21,3 8 30,8
<1,3 18 69,2

Nhém bénh nhéan nghién c®u ghi

nhan 8 bénh nhan cé ty sb tbc d6 b

gira trén siéu am doppler xuyén so = 1,3

chiém 30,8% va 18 bénh nhan c6 chi

M nao

sb toc

dd DM néo gitra trén siéu am doppler xuyén
s <1,3 chiém 69,2%.
3.3. Mot sé yéu té lién quan t&i ty sé téc
doé dong mach néo gitra

Bang 3. Méi lién quan gitra ty sb téc d6 ddng mach n&o gitra va mot sb yéu td

Ty s6 toc dd cua

Ty s6 toc dd cua

Dic diém ctia bénh nhan BM nio gitra 2 DM nio gira | O U1
1,3; n=8 <1,3,n=18 P

Pic diém chung
Tudi (n3m), trung vi [Q25-75] 61,0 [56,0-72,8] 75,4 [55,5-85,0] 0,33
N@ gidi n (%) 3(37) 9(50) 0,56
Tién s bénh n (%)
Tang huyét ap 6 (75) 11(61) 0,49
Ré6i loan lipid mau 2(25) 6(33) 0,82
bai thao duwdng 0 0
Bién cb mach mau 3(37) 7(38) 0,94
Hut thudc 1a 3(37) 6(33) 0,84
Rung nhi 1(12) 3(16) 0,78
Tién s dung thudc chéng két tap 1(12) 8(44) 0,06
tiéu cau
Tién st dung thudc chéng déng 2(25) 2(11) 0,44
Cac dac diém trwéc khi lay huyét khéi
Diém NIHSS Itc nhap vién, trung | 17,0 [12,0-9,0] 12,5 [8,50-16,0] 014
Vi [Q25-75] ’
Diém ASPECT, trung vi [Q25-75] 7,00 [5,75-8,00] 7,50 [7,00-9,00] 0,26
Tiéu sgi huyét tinh mach, n (%) 6(75) 10 (56) 0,33
Thoi gian tir khi khéi phat toi khi | 5,00 [4,62-6,00] 7,75[5,70-10,0] <001
tai thong (gio), trung vi [Q25-75] '
Cac dac diém sau khi lay huyét khéi
Thoi gian t khi tai thong dén khi | 18,5 [17,9-20,0] 18,5 [10,2-37,5] 0,96
thy hién TCD (gio), trung vi [Q25-
75]
chi s& khang & (RI)| 0,685([0,6-0,742] | 0,670 [0,6-0,72] 0,67
trung vi [Q25-75]
Diém NIHSS khi ra vién, | 5,50 [3,75-13,2] 3,50 [1,00-7,00] 0,13
trung vi [Q25-75]
Bién chirng
Chuyén dang chay mau nao (%) 4 (50) 10 (55) 0,8
Chuyén dang chdy méau nao 16n 2 (25) 3(16) 0,33

(PH1,2), n (%)
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Khoéng tim thay méi lién quan vé cac
dic diém lam sang, hinh anh hoc gitra
nhém c6 ty 1& tbc d6 DM ndo gitra = 1,3 va
nhém c6 ty 1é tée dd < 1,3, ngoai trir c6 mdi
lién quan vé&i thoi gian tr khi kh&i phat toi
khi LHK co hoc.

4. BAN LUAN

Sau khi tai théng do tdc mach 16n,
thanh mach n&o dé bj tén thwong do sv gia
tang dot ngodt lwu lweng mau, co thé gay ra
céac tén thwong ndo thwdng gép 1a phu néo
va chuyén dang CMN, con dwoc goi 1a tdn
thwong tai twdi mau [10]. Do vay, cac danh
gia vé huyét dong sau khi tai thdng mach
bang LHK co hoc, d&c biét 1a cac tham do
khoéng xam lan nhw TCD, da dwoc Bouri va
cong sw dwa vao cac tieu chuan chan doan
héi chirng tang twdi mau, twr dé giup cai
thién quan ly bénh nhan va gidm bién
ching sau qua trinh tai thdng mach [9].

Nhirng bénh nhan tai thong téi wu
(TICI diém 3) hodc dwéi mie t6i wu (TICI
diém 2b) c6 két cuc tdt hon so véi nhirtng
bénh nhan dwoc tai thdong moét phan (TICI
diém 2a) hoac khong tai thong (diém TICI O
-1) [10]. Tuy nhién, khoang 50% mac du tai
thong téi wu nhuwng két cuc kém, dac biét 1a
khi c6 tinh trang chuyén dang chay mau.
Chay méau no la mét bién chirng thwéong
gap sau LHK, da dwoc bao cao & hon 40%
bénh nhén trong cac nghién ctru [11]. Trong
nghién clru cla chang tdi, quan sat thay sw
thay d6i chuyén dang chady mau & hon mét
nra sb bénh nhan (53%).

Trong nghién clru cla chung toi
quan sat thay 30,8% bénh nhan c6 ty sé téc
do BM néo trén 21,3, trong khi 69,2% bénh
nhan c6 ty sb téc d6 DM ndo dwéi <1,3. Khi
phan tich méi lien quan, ching t6i khéng
thay b4t ky sw khac biét c6 y nghia nao vé
chuyén dang CMN & hai nhém ty sé téc do
DM nao gilra, ddng thdi ching tdi ciing
khéng phét hién bat ky sw khac biét c6 y
nghia nao vé diém NIHSS tai thdi diém ra
vién & hai nhom ty sé tbc do.

Claudio va céng sy danh gia téc do
tam thu ctia DM nao gilra trén TCD sau 48
gi® va 1 tuan sau khi tai théng sau LHK cho
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thay viéc phat hién sé'm téng tbc dé tam thu
ctia DM ndo gitra lam tdng nguy co chuyén
dang CMN, trong khi huyét dong ndo binh
thwong héa sau 1 tudn & bénh nhan sau
LHK c6 két cuc tét hon sau 3 thang [12].

Trong nghién cu cla Kniehls va
cdng sw, TCD dwgc thwc hién trong vong
48 gi& sau LHK da cho thdy méi lién quan
vé ty sb téc d6 DM nao gitra 21,3 lam tang
nguy co chuyén dang CMN [13]. Tuy nhién,
mét nghién cru dwogc thwe hién bédi Perren
va cong sw cho thdy két qua ngwoc lai,
nhém bénh nhan cé téc dd DM ndo gitra
cao hon 35-40% so v&i bén déi dién khong
c6 su khac biét vé két cuc 1am sang voi
nhém bénh nhan con lai [14].

Nghién ctu clGa ching tdi cho thay
nhém bénh nhan LHK sé&m thi ty 1& téc do
DBM néo gitra tang cao hon so v&i nhém
LHK mudn. Két qua nay phu hop véi téc do
DM néo gilra sau khi dwgc tai thdng la lon
nhét & giai doan cép tinh (ngay sau LHK).

Nghién cru ctia chang tdi c6 mot sé
han ché, c& mau cta chung t6i twong dbi
nhé va thwc hién TCD trong vong 72 gio
sau LHK do d6 co thé khéng phan anh dwoc
loii ich tiém nang vé danh gia tbc do dong
chay va cac méi liéen quan.

5. KET LUAN

Nghién ctru cla chang téi khéng chi
ra dwoc mdi lién hé gitva chi sé tbc d6 cua
DM nao gitra v&i chuyén dang CMN ciing
nhw két cuc bénh nhan sau khi ra vién. Tuy
nhién ching toi thay ty sé tbc d6 DM nao
gitra cao hon & nhém bénh nhan LHK s&m.
Do vay, can c6 cac nghién ctru trong tuwong
lai v&i ¢& mau Ién hon, thwe hién TCD ngay
sau LHK va theo déi sau dé dé thay rd hon
méi lién quan gitra chi sb huyét dong va
chuyén dang CMN ciing nhw két cuc bénh
nhan.

L&i cam on

Nhém nghién ctru tran trong cdm on
cac bénh nhan tham gia nghién ctru, cac
thay cd6 B6 mon Than kinh Trwong Pai hoc
Y Ha No6i va cac phong ban Bénh vién
Trwdng Pai hoc Poitiers, da tao didu kién
gilip & trong qué trinh thwc hién dé tai.
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MIDDLE CEREBRAL ARTERY VELOCITY ON TRANSCRANIAL DOPPLER
ULTRASOUND IN THROMBECTOMIZED ACUTE STROKE PATIENTS

Le Thi My*2, Ha Huu Quy?, Tran Anh Tuan?3,

Ho Van Hung®?, Nguyen Thanh Binh1#

1Hanoi Medical University, 2Bach Mai Hospital

3Hanoi Medical University of Pharmacy, Vietnam National University
4National Geriatric Hospital

Objective: To evaluate the middle cerebral artery (MCA) velocity using transcranial
Doppler ultrasonography (TCD) within 72 hours after mechanical thrombectomy (MT) and
analyze factors related to MCA velocity index. Method: A retrospective study, cross-
sectional description with revascularization TICI 2b-2c-3 (Thrombolysis in Cerebral
Infarction) post- thrombectomy after acute ischemic stroke, patients underwent brain MRI
24 hours post-MT and TCD within 72 hours post-MT. Result: 26 patients participated in
the study (mean age 63 + 18 years, 47% female). Eight patients had a MCA velocity index
21.3 and 18 patients had a MCA velocity index <1.3. Four hemorrhagic transformation
patients exhibited a MCA velocity index 21.3, while 10 hemorrhagic transformation patients
had an MCA velocity index <1.3, showing no significant difference (P = 0.8). NIHSS scores
at discharge between the two MCA velocity index groups did not significantly difference
(5.5 [3.75-13.2] vs. 3.5 [1.00-7.00], p=0.13). However, there was a correlation between
MCA velocity index and thrombectomy time (P < 0.01). Conclusion: Our study did not
demonstrate a relationship between MCA velocity index and hemorrhagic transformation,
as well as patient outcomes post-discharge.

Keywords: thrombectomy; TCD; MCA velocity index; hemorrhagic transformation.
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TOM TAT

Trong cac nguyén nhan gay sa sut tri tué, bénh Alzheimer la nguyén nhan thuong
gdp nhét, chiém 60-70%. Trong 20 ndm qua, da c6 nhiéu xét nghiém gen va d4u 4n sinh
hoc (biomarker) ra doi gilp chédn doan sém va diéu trj bénh. Xét nghiém gilp dwa ra bang
chung bénh hoc cda bénh Alzheimer, gitip chén doan bénh & giai doan tién 1am sang. Khi
céc phuong phéap diéu trj bénh Alzheimer theo co ché thay déi bénh bat ddu nghién ciu
phat trién, xét nghiém biomarker ngay cang tré nén quan trong trong viéc xéc dinh cac
bénh nhan thuéc déi tuong diéu tri. Dac biét, sw phat trién cia xét nghiém gen va céac
biomarker trong huyét thanh (gen APOE, amyloid-8 AB42/AB40, t-tau, p-taul81, p-tau217)
cho phép thuc hién dé dang va chinh xac trén bénh nhéan. Trong tuwong lai, ngay cang cé
nhiéu loai xét nghiém biomarker sé giip chédn doan sém, ttr d6 Iua chon dbi tuong diéu tri
phu hop ciing nhuw theo d6i, tién lwong khi diéu trj thube theo co ché thay déi bénh.

Tr khoéa: biomarker, APOE, sa st tri tué, bénh Alzheimer.
1. DAI CUONG nhéan kh’()ng .cc')‘ su'y.giém nhan th&c. GiAai

doan th& hai la giai doan suy giam nhan

Sa st tri tué la mot hoi chirng suy  thire nhe (mild cognitive impairment -MCl),
giam chlrc nang nhan thirc kem theo nhitng  trong d6 viéc mét té bao than kinh & ving
thay dbi vé& hanh vi va mét chirc ndng x&  hai ma gay ra cac van dé vé tri nho ngan
héi. Trong cac nguyén nhan gy sa st tri  han, tuy nhién cac van dé& nay khong gay
tué, bénh Alzheimer la nguyén nh&n anh hwédng dén cac chirc ndng sinh hoat
thwong gap nhat, chiém 60-70% [1]. hang ngay. Giai doan MCI c6 thé kéo dai

Bénh Alzheimer la bénh ly thoai héa  hai dén bay nam. Giai doan thi ba la khi
than kinh tién trién v&i co ché bénh hoc dic  chan doan bénh Alzheimer; trong giai doan
trung bdi sw xudt hién cla cac mang nay, ca tri nhd ngan han va dai han déu bi
amyloid va dam rdi tau. S tién trién cia  anh hwéng, kém theo cac rdi loan vé tam
bénh Alzheimer dién ra qua ba giai doan:  than va hanh vi. Cac triéu chirng nay gay ra
lang dong mang amyloid ngoai bao, ganh ning to IGn v& tinh than, thé chat va
phosphoryl héa qua mirc protein tau, lang  tai chinh cho nhitng ngwdi cham séc. Vi
dong tau phosphoryl hbéa (p-tau) trong vay, viéc phat hién va diéu tri sém bénh
neuron. Qua trinh bénh ly dién ra chd yéu  Alzheimer tir giai doan tién 1am sang va suy
tai hoi hai ma, noi kiém soat vé tri nhé va  giam nhan thire nhe 1a rat quan trong [1].
qua trinh hoc tap kién thirc méi. Giai doan Trong 20 ndm qua, da c6 nhiéu xét
dau tién la giai doan tién Iam sang, bénh  nghiém gen va diu 4n sinh hoc (biomarker)
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dwoc nghién cru phat trién gitp chan doan
s&m va diéu tri bénh. Xét nghiém gitp dwa
ra bang chirng bénh hoc cia bénh
Alzheimer ké t& khi chwa c6 biéu hién 1am
sang, t dé giup chdn doan bénh & giai
doan som [2].

Hién tai, Cuc quan ly thwc phdm va
duwoc pham Hoa Ky (FDA) da chap nhan st
dung 7 loai thuéc trong diéu tri bénh
Alzheimer: 5 thuéc diéu tri triéu chirng va 2
thudc diéu tri theo co ché bénh sinh [3]. Khi
cac phuong phap diéu tri bénh Alzheimer
theo co ché thay ddi bénh ngay cang dwoc
nghién ctu phat trién, xét nghiém
biomarker ngay cang tr& nén guan trong
trong viéc xac dinh cac bénh nhan thudc dbi
twong diéu tri. Dac biét, sy phat trién cla
xét nghiém céac biomarker trong huyét thanh
(amyloid-B AB42/AB40, apolipoprotein E)

APPsa

p3 Gamma I

secretase

cho phép xét nghiém nhanh va c6 thé thuc
hién dé dang trén bénh nhan. Trong twong
lai, ngdy cang c6 nhidu xét nghiém
biomarker sé& gitp chin doan sém, tr do
lwa chon dbi twong diéu tri phu hop cling
nhw theo déi, tién lwong khi diéu tri thubc
theo co ché thay dbi bénh [2]. Bai viét nay
nham muc dich giéi thiéu tbng quan vé vai
trd cha biomarker, dac biét la APOE ¢4
trong diéu tri bénh Alzheimer theo co ché
thay déi bénh.
2. CO CHE BENH SINH

Cac thay dbi bénh ly trong bénh
Alzheimer duwoc dic trwng béi sy xuét hién
cta hai protein bat thuwéng: amyloid-p (AB)
dang mang & ngoai bao (plague) va protein
tau lién két véi vi 6ng bi phosphoryl héa bét
thwong lang dong dwéi dang dam rdi soi
than kinh (neurofibrillary tangles).

APPspB
A
I b AB plaque
deposits
B

Gamma

AICD Cc83

CON BDU'ONG KHONG TAO
AMYLOID

Cc99

AICD

CON BUONG TAO AMYLOID

Hinh 1. Con dwdng amyloid trong co’ ché bénh sinh bénh Alzheimer [4]

- Mang amyloid

Thanh phan chinh ctia mang amyloid
la protein AB. Protein bat thuwdng nay dwoc
tach ra tir protein amyloid tién than (amyloid
precursor protein — APP) gdm 695 axit amin
kich thwéc 16n, day 1a dang chiém wu thé
trong té bao than kinh. Protein APP ban dau
la mot protein xuyén mang, c6 thé dwoc xi
ly thdng qua hai con dwdng, con dwdng tao
amyloid (amyloidogenic pathway) va con
dwong khéng tao amyloid
(nonamyloidogenic pathway). Con dwdng

a7

khéng tao amyloid bat ddu bang enzyme a-
secretase, enzyme nay giai phong protein
tién chat amyloid hoa tan a (APPsa) hoa tan
vao khoang ngoai bao. Boan ndi mang con
lai dwoc cat bdi enzyme y-secretase, gidi
phéng moét doan nhd khdng chira amyloid.
O con duong tao amyloid, protein APP bi
phan cét b&i B-secretase, dan dén giai
phéng protein tién chat amyloid hoa tan-B
(APPsB) vao khoang ngoai bao. Sy phan
tach manh con lai dwoc gan vao mang sinh
chét bdiy-secretase dan dén viéc taora
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manh B cé kha nang sinh amyloid cao -
protein AB, tich tu va ldng dong thanh mang
trong ndo cta nhivng ngudi méc Alzheimer.
Protein AB thworng c6 tlr 39 dén 43 acid
amin, tuy nhién hai phadn nhém chinh
thwong gép nhéat cia protein amyloid-B 1a:
AB40 va AB42. Trong do, AB42 c6 nhidu
hon 2 acid amin so v&i AB40 tai dau C.
AB42 |4 thanh phan chinh tao nén cac mang
amyoid l&ng dong trong ndo cla bénh nhan
Alzheimer, trong khi AB40 g&p nhiéu hon &
cac mang amyloid & mach mau va 1a co ché
chinh trong bénh Iy mach mau nédo amyloid
(cerebral amyloid angiopathy - CAA). M6t
s6 cac dot bién troi trén nhiém sic thé
thwong & gen presenilinl (PSEN1),
presenilin2 (PSEN2), APP c6 thé dan dén
viéc san xuat qua mirc AB42 va gay tang ty
& AB42: AB40.

Cac nghién ctu cho thdy sy lang
dong amyloid 1a tén thwong bénh hoc xuét
hién t» giai doan rat sém cha bénh
Alzheimer, tham chi t& giai doan tién lam
sang. Piéu nay da dwoc chirng minh trén
chup PET s dung phdi t& amyloid, cho
thay sw lang dong amyloid xay ra tlr nhiéu
nam trwde khi xuét hién cac triéu chirng. Sw
l&ng dong bat diu tir vé ndo méi, tién trién
dan dén vung hai méa, hach nén, néo gitra
va tiéu nao [5].

- Bdm réi soi than kinh

Dam rbi soi than kinh 1a tén thwong
bénh hoc quan trong khac trong bénh
Alzheimer. Giébng nhw cac mang amyloid,
chudng tich tu trong qué trinh phét trién bénh
Alzheimer, nhung su tién trién va hinh théai
khadc voi cac mang amyloid. Trong khi
amyloid nam & ngoai bao thi cac dam réi
soi than kinh lai nam & ndi bao, trong té bao
chét cla té bao than kinh. Cac dam rbi soi
than kinh bao gdm protein tau bi phosphoryl
héa bat thwong ldng dong thanh dam rdi
dw6i dang cac soi xoan 6c ghép doi.
Protein Tau binh thuwdng l& mét protein
dwoc ma hoa béi gen Tau lién két véi vi dng
(microtubule associated protein tau
MAPT) trén nhiém séc thé 17g21. Tau can
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thiét cho viéc hinh thanh cAu tric va chirc
ndng cla vi 6ng, dac biét 1a van chuyén
trong s@i truc. Do d6, qua trinh phosphoryl
hoa tau va sw hinh thanh cac dam réi soi
than kinh dan dén mét kha nang thuwc hién
cac chtrc ndng cla té bao than kinh. Trong
bénh Alzheimer, cac dam rdi sgi than kinh
thwong xuat hién dau tién & thay thai
dwong trong, dac biét & vung vé néo ndi
khtru va héi hai ma.

Tuy nhién, cac dam rdi soi than kinh
khéng chi xuat hién trong bénh Alzheimer
ma con xay ra & qua trinh ldo hoéa binh
thwdng va cac bénh ly thoai hoa khac nhw
sa sUt tri tué tran thai dwong, liét trén nhan
tién trién, thoai hoa vé hach nén, ... Vi vay
dé chan doan bénh Alzheimer theo tén
thwong bénh hoc van doi hdi phai c6 sw
xuét hién cta mang amyloid két hop cung
v&i dam réi soi than kinh [5].

3. GEN APOE

Nam 1993, mét loat nghién ctru trén
thé gi¢i da bao cao viéc xac dinh alen &4
ctia gen Apolipoprotein E (APOE) la yéu t6
nguy co dbéi v&i bénh Alzheimer, dac biét &
cac bénh nhan Alzheimer kh&i phat muén
[6]. K& tir thi diém dd, rat nhiéu nghién ctru
da dwoc thue hién vé gen APOE €4. Sau 30
nam céac két qua nghién clru déu cho thay
S0 v@i cac gen khéc, day la gen co s lién
quan nhiéu nhat dén bénh Alzheimer [7].

APOE |a mét lipoprotein phd bién
trong nao, tham gia vao qua trinh can bang
ndéi moi cholesterol. N6 lam trung gian trong
viéc bao vé, stra chira t& bao than kinh va
dwoc coi la chat van chuyén hd tro loai b
amyloid-beta (AB) vao mau. Gen APOE
nam trén nhiém sac thé sb 19 va bao gobm
ba alen: APOE £2 — nguy co mac Alzheimer
thdp; APOE €3 - alen phd bién nhét; va
APOE ¢4 - lam tang nguy co mac bénh
Alzheimer tlr hai dén ba lan. Bdng hop t&
(nghia la mang hai alen APOE €4) c6 nguy
co méc bénh ting g4p 12 Ian so véi nhitng
ngudi cé hai alen APOE €3. Trong khi dé,
cac déng hop tr APOE €2/e2 cé nguy co
mac bénh Alzheimer gidm rd rét.
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Ba alen APOE €2, €3 va €4, khac
nhau vé trinh tw axit amin s6 112 va 158.
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Tai cac vj tri nay, cac alen €2, €3 va €4 lan
lwot chra cysteine/cysteine,
cysteine/arginine va  arginine/arginine.
Arginine 1am tang tdng dién tich ca protein,
lam cho APOE €4 bj oxy hoéa lién két voi AR
nhanh hon nhiéu so v&i €3 va lam tang sw
ldng dong AP trong cac mang amyloid.
Ngoai ra, alen €4 khong hiéu qua trong viéc
van chuyén AB vao mau va do dé lam tang
ldng dong AB theo thoi gian. Mat khac,
APOE ¢4 ciing lién quan dén céac ton
thwong protein tau lién két vi éng va anh
hwéng dén hoat doéng clGa choline
acetyltransferase & vung hai ma & bénh
nhan Alzheimer [6].

Ngoai APOE, cac gen khac lién quan
dén dot bién gen troi trén nhiém sac thé
thwong nhw APP, PSEN1, PSEN2 ciing
dong vai tro quan trong & nhirng bénh
Alzheimer c6 tinh chét gia dinh, va gap &
10% cac trwdng hop Alzheimer khéi phéat &
ngwoi tré.

4. DAU AN SINH HQC (BIOMARKER)
TRONG BENH ALZHEIMER

Thuat ngir “Biomarker” viét tat cta
“biological marker — dau &n sinh hoc” dung
dé chi dac diém hoac dau hiéu cé thé do
lvdng duwoc, giup danh gia khach quan qua
trinh sinh hoc binh thuwdng, qua trinh bénh
ly ho&c phan (rng sinh hoc ddi véi can thiép
diéu tri [8]. Cac biomarker duwgc dung trong
bénh Alzheimer bao gdm: hinh anh hoc, xét
nghiém AB42, t-tau, p-tau trong mau va dich
n&o tay. Néu nhuw trwdc day cac xét nghiém
vé hinh anh hoc va dich n&o tiy duoc tap
trung nhiéu do d&c hiéu va cé gia tri cao
trong chan doan, thi hién nay cac xét
nghiém biomarker trong mau, nudc bot,
da, ... dang dwoc nghién cu nhidéu hon do
tinh khéng xam l4n va dé thwc hién trong
cong ddng.

4.1. Hinh anh hoc
- Coéng huwéng tr (MRI)

Cé4c tén thwong trén MRI c6 thé thay
& bénh nhan Alzheimer bao gébm teo n&o
toan thé, teo ndo khu tra, cac tén thwong
chét tréng. Tuy nhién tén thwong déc trung
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nhat |a gidm thé tich héi hai ma va teo thuy
thai dwong trong.
- F-fluorodeoxyglucose PET (FDG PET)

Chup PET véi cac danh d4u amyloid
(florbetapir F-18, flutemetamol F-18,
florbetaben F-18) gilp danh gia cac tén
thwong amyloid trong n&o, qua dé giup hd
tro chan doan ciing nhw chan doan phan
biét bénh Alzheimer v&i cac nguyén nhan
gay sa sut tri tué khac.

- Tau PET

Chup PET v&i chat danh dau tau
(flotaucipir F-18) dwoc FDA chép thuan dé
danh gia cac tén thwong dang dam réi to
than kinh & bénh nhan Alzheimer.

4.2. Xét nghiém dich nao tay

Xét nghiém dich nédo tay giup loai tri
nhiéu chan doan phan biét, d&c biét trong
nhirng tredng hop bénh canh sa sut tri tué
khéng dién hinh va c6 nhiéu nguyén nhan
dang dwoc can nhac. Ngoai ra, dich néo tay
con gilp thwc hién xét nghiém cac
biomarker lién quan dén bénh Alzheimer.

Cac biomarker trong dich n&o tdy dé
chan doan bénh Alzheimer ngay cang dwoc
nghién cu réng rai, va dwoc thyc hién
ngay cang nhiéu tai cac trung tam sa st tri
tué trén thé gidi trong vong 20 ndm gan day.

Xét nghiém biomarker trong dich ndo
tdy bao gébm:

- Giam beta amyloid 42 (AB42):
gidm APB42 xuét hién khi cac mang amyloid
bat dau hinh thanh, lién quan dén su tich tu
AB42 dé tao thanh cac mang amyloid

- Tang téng tau (t-tau) va p-tau: bat
dau tang ngay sau khi cac mang amyloid
hinh thanh va nhiéu ndm trwéc khi xuat hién
sb lwong dang ké cac dam réi soi than kinh.

Trong hai xét nghiém nay, xét
nghiém p-tau c6 do dac hiéu cao hon, phan
anh co ché bénh sinh trong bénh
Alzheimer. Trwdc day, xét nghiém p-tau
déu thyc hién qua xét nghiém mién dich dé
phat hién protein tau bi phosphoryl hoa tai
vi tri threonine 181 (p-taul81). Tuy nhién,
trong nhitng ndm gan day, xét nghiém
biomarker mé&i p-tau217 (phosphoryl héa tai
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vi tri threonine 217) va p-tau23l
(phosphoryl héa tai vi tri threonine
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231) da ra doi, cho thdy dé nhay voi thay
déi bénh hoc clia bénh Alzheimer cao hon
p-taul81. Cu thé cac nghién ctru cho thay,
xét nghiém p-tau217 va p-tau231 tang
trwoc khi cé sy bién déi p-taul81, tham chi
trwoc khi xuat hién dwong tinh trén chup
Amyloid PET [9].

M6 hinh xét nghiém cé giam ABR42
va ting t-tau va p-tau goi y nhiéu dén bénh
Alzheimer. Ngoai ra viéc tinh céac ty Ié lién
quan: AB42: ABR40, t-tau: AR42 va p-tau:
AB42 ciling c6 gia tri cao trong chan doan

2].

Bang 1. Bién ddi cac biomarker trong bénh Alzheimer

Biomarker Bién doi
AB42, AB42: Ap40 Giam
t-tau, t-tau: AB42 Tang
p-taul8l, p-tau2l7, p-tau231, Tang
p-tau: AB42

4.3. Xét nghiém mau

So v&i xét nghiém biomarker trong
dich ndo tdy, xét nghiém biomarker trong
mau la xét nghiém it xam Ian, khéng doi hai
nhidu v& ki thuat, c6 thé thwc hién rong rai
trong cong doéng. Pac biét xét nghiém mau
ciing cé gia tri trong danh gia cac rdi loan
khac ngoai bénh Alzheimer nhu xét nghiém
chudi nhe sgi than kinh (NfL), biomarker
trong bénh Creutzfeldt-Jakob, ...

Tuy nhién, biomarker trong huyét
thanh c6 d6 nhay va do dac hiéu thap hon
nhiéu so v&i trong dich ndo tdy. Cac xét
nghiém biomarker trong méau bao gém ty lé
AB42: AB40, kiéu gen APOE, p-taul81, p-
tau217, p-tau231 [2].

Ngoai ra cac biomarker m&i nhw
chup hinh véng mac va cac déu 4n sinh hoc
& nuwdc bot, da van dang duwoc nghién ciu.
4.4. Hé théng ATN trong phan loai bénh
Alzheimer

Céac dic diém biomarker lién quan

dén su thay dbi bénh Iy AD dwoc sap xép
thanh mot hé théng goi 1a phan loai ATN,
trong d6 trng d4u hiéu déu dwoc xét dwong
tinh hoac am tinh [10].
- “A” (amyloid) dung d& chi d4u 4n sinh
hoc AB: thé hién qua chup cét I&p phat xa
positron amyloid dwong tinh (PET) véi kha
n&ng git phéi t&r cao hodc mrc AB-42 trong
dich nao tdy (CSF) giam.

“T” (tau) dung dé& chi d4u &n sinh hoc
tau: tau PET dwong tinh v&i kha nang lwu
gilr phoi tr cao hoéac tau phosphoryl hoa (p-
tau) trong dich néo tdy tang.

“N” (neurodegeneration) dung dé chi cac
dau 4n sinh hoc cla su thodi hda than kinh
ho&c tén thwong té bao than kinh: [18F]-
fluorodeoxyglucose—PET giam chuyén héa,
teo ndo & cac vung dac trwng trén hinh anh
cong hudng tir cau tric (MRI) hodc téng
lwong tau (t-tau) dich ndo tdy tang cao [10].

Bang 2. Phan loai ATN trong bénh Alzheimer (Alzheimer disease — AD)

Phéan loai
ATN Chirc nang nhan thirc
khéng bi anh hwéng
A-T- N- AD Biomarker binh thwong

Chirc nang nhan th&c binh

thwong

AD Biomarker binh
thwong voi
gidm nhan thirc nhe

Giai doan

Suy giam nhan

! Ot tritué
théec nhe Sasut tri tué

AD Biomarker binh
thwong véi sa sat
tri tué

suy
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A+ T-N-  Thay déi bénh hoc trong bénh
Alzheimer giai doan tién 1am
sang

A+ T+ N-  Bénh Alzheimer giai doan tién
lam sang

A+ T+ N+

A+ T-N+  Thay déi bénh hoc ctia bénh
Alzheimer va cac bénh khéng
phai Alzheimer, khéng suy
giam nhan thirc

A- T+N-  Thay ddi bénh hoc khéng
phai bénh Alzheimer, khong

A- T- N+ ¢4 suy giam nhan thic

A- T+ N+

5. DIEU TRl THEO CO' CHE THAY POl
BENH
5.1. Diéu tri theo co’ ché thay d6i bénh

Trwdc day, diéu tri bénh Alzheimer
cht yéu la diéu tri triéu chirng, khi bénh
nhan da co biéu hién sa sut tri tué trén 1am
sang. Tuy nhién hién nay, cung v&i sy hiéu
biét vé co ché bénh sinh cling nhw sw ra doi
cla cac xét nghiém biomarker, cac thubc
diéu tri theo co ché thay d6i bénh ngay cang
dwoc nghién cku phét trién, giup diéu tri
bénh nhé&n ngay tw giai doan sém.

Diéu tri theo co' ché thay ddi bénh
(Disease modification treatments — DMTS)
dwoc dinh nghia la diéu tri nham vao co ché
bénh sinh, qua dé lam céi thién cac qua
trinh sinh bénh hoc dan dén chét té bao, tao
ra cac loi ich vé mat 1am sang. Muc tiéu cta
diéu tri bAng DMTs la duy tri bénh nhan &
mirc chirc nang cao nhét trong thei gian dai
nhét.

V&i viéc diéu tri bang cac thudc nay,
cac dau &n sinh hoc déng vai trd quan trong
trong viéc chirng minh sy hién dién cla cac
thay d6i bénh ly trong bénh Alzheimer, qua
dé gidp chan doan sém, lwa chon cac bénh
nhan phu hop dé diéu tri theo co ché thay
ddi bénh, theo déi dap ng diéu tri va cac
tac dung phu cta thudc [8].
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Thay dbi bénh hoc
trong bénh
Alzheimer vé&i suy
giam nhan thirc nhe

Bénh Alzheimer giai
doan MCI

Thay ddi bénh hoc
cla bénh Alzheimer
va cac bénh khong
phai Alzheimer, suy
giam nhan thtrc nhe

Thay ddi bénh hoc
khéng phai bénh
Alzheimer, suy
giam nhan thirc nhe

Aducanumab

Thay dbi bénh hoc
trong bénh
Alzheimer v&i sa
sut tri tué

Bénh Alzheimer vé&i
sa sut tri tué

Thay ddi bénh hoc
cla bénh Alzheimer
va cac bénh khong
phai Alzheimer, sa
sut tri tué

Thay ddi bénh hoc
khong phai bénh
Alzheimer, sa sut tri
tué

va lecanemab la hai

thudc diéu tri theo co ché thay déi bénh da
dwoc FDA chap nhan. Bay 1a cac khang thé
don dong tai té hop khang lai beta amyloid.
Thuébc dwoc chi dinh diéu tri trong: giai doan
tién triéu ching cda bénh nhan Alzheimer
nham muc dich ngdn chan sy khéi phéat cta
cac triéu chng; giai doan MCI cla bénh
Alzheimer nhdm lam tri hoan sw xuét hién
clia sa sUt tri tué; didu tri triéu chirng sa sat
tri tué & giai doan nhe nham tri hoén sw tién
trién, bao tén chirc nang nhan thirc va duy
tri chat lwong cudc sbng ctia bénh nhan.
5.2. Vai trd cta biomarker va mot sé lwu
y tai Viét Nam

- Chan dodn va Iwa chon bénh

nhéan diéu tri

Do co ché cla céac thubc thay dbi
bénh la nhdm vao beta amyloid, nén diéu
kién dé lwa chon bénh nhan dung céac thubc
nay la bénh nhan phai c6 bang chirng bénh
hoc cia amyloid. Diéu nay cé thé dwoc xac
dinh dwa trén PET hoac amyloid dich néo
tdy. Trong d6 chup FDG PET cho thay hinh
anh tang I&ng dong méng amyloid & vé nao,
xét nghiém dich néo tly c6 giam Ap42. Cac
nghién clru gan day vé chan doan lam sang
trong bénh Alzheimer cho thay c6 téi 40%
bénh nhan dwgc chan doan mac bénh
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Alzheimer giai doan s&m (MCI va bénh sa
sat tri tué merc d6 nhe) khéng cé bang
chivrng sy hién dién ctia mang amyloid va
khoéng dap (rng cac tiéu chi sinh bénh hoc
cla bénh Alzheimer. Vi vay, viéc xét
nghiem diu 4&n sinh hoc clGa bénh
Alzheimer rat quan trong dé dam bao chan
doan dung va viéc s dung céc thubc thay
ddi co ché bénh la phu hop vé méat bénh
hoc & bénh nhan. Béng ching hién dién
ctia mang amyloid trén cac dau an sinh hoc
ciing 13 tiéu chuan bat budc trong viéc lwa
chon cac bénh nhan s dung cac thubc
theo co ché thay déi bénh.

DAu an sinh hoc trong huyét twong
duwoc str dung dé xac nhan sw hién dién cta
bénh Alzheimer dang dwgc nghién cu.
Trong d6 xét nghiém huyét thanh co ty 1& AR
42/40 gidm, néng d6 phospho-tau (p-tau)
trong huyét twong ting cao & nhirng bénh
nhan c6 mang amyloid. Cac xét nghiém nay
c6 thé dwoc str dung dé sang loc nham xac
dinh nhi*ng bénh nhan cé kha nang cao cé
két qud chup PET dwong tinh hodc béat
thwong amyloid dich néo tdy. Ngoai ra, cac
diu an sinh hoc AP 42/40, p-tau huyét
thanh két hop véi kiéu gen APOE da duoc
chiéng minh 1a dd chinh xac dé chan doan
Alzheimer ma khéng can phai chup PET
hoac xét nghiém dich ndo tay [11].

- Xac dinh cac bénh nhan nguy co’
cao véi diéu trj

Béat thwdng trén hinh anh hoc lién
quan dén amyloid (ARIA - Amyloid-related
imaging abnormalities) gap & 40% cac
bénh nhan diéu tri bang cac thubc thay ddi
bénh. ARIA c6 thé xay ra & bét ki thdi diém
nao trong qua trinh diéu tri, tuy nhién
thwdng gap nhét trong 8 tuan dau tién hoac
khi tang liéu thuéc. ARIA c6 thé xuét hién &
dang phu ndo (ARIA-E) va/hoac vi chay
mau nado (ARIA-H).

Nhirng bénh nhén c6 gen APOE ¢4
¢6 nguy co xuat hién ARIA trong qua trinh
diéu tri cao hon va tén thwong nghiém trong
hon cac bénh nhan khéng mang gen nay.
Vi vay xét nghiém gen APOE €4 nén dwoc
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sang loc trwédc khi diéu tri bang cac thubc
thay ddi bénh dé xac dinh cac bénh nhan c6
nguy co cao, va can su theo ddi can than
trong qua trinh diéu tri.

Ngoai ra MRI so ndo ciing can chup
tai thoi diém bét dau diéu tri, trwdc lidu thie
5, 7 va 12 dé danh gia va theo déi cac tac
dung phu trong qua trinh diéu tri, dac biét [a
ARIA. Khoéng chi dinh diéu tri cho nhirng
bénh nhan c6 tén thwong ndo hodc bang
chirng bénh ly mach mau ndo dang ké tai
thdi diém bat diu diéu tri: xuét huyét ndo
cap hodc ban cép, co tr 4 tén thwong vi
chay méau trén hinh anh hoc, nhdi mau kich
thwéc >1,5cm, bénh chét trdng lan tda,
ho&c hinh anh I&ng dong sat & bt ki vi tri
nao. Céac lan chup theo ddi trong qué trinh
diéu tri nén dwoc chup trén cing mot thiét
bi v&i cung ki thuat chup dé c6 sw so sanh
tét nhéat [12].

6. KET LUAN

Cung vé&i sw hiéu biét v& bénh hoc
cla bénh Alzheimer, cac dau &n sinh hoc
lién quan dén bénh ngay cang dwoc quan
tam va nghién ctru. Sy phat trién clta xét
nghiém gen va cac diu 4n sinh hoc déng
g6p vai trd quan trong trong chan doan sém
cling nhw xac dinh cac bénh nhan co chi
dinh diéu tri véi cac thubc diéu tri theo co
ché thay déi bénh.

Tai Viét Nam, hién nay mé&i chi xét
nghiém dwoc gen APOE ¢4, cac xét nghiém
biomarker khac cling nhw phuwong phéap
diéu tri bang cac thuéc theo co ché thay dbi
bénh chwa thwc hién dwoc. Tuy nhién, cac
chinh sach chdm séc nguwdi cao tudi cla
nuwéc ta da bat ddu chu y dén bénh sa sat
tri tué va chu trwong nang cao viéc chan
doan va diéu tri sém tai cong dong. Diéu
nay cang doi hdi sy can thiét thuc hién cac
nghién ctu vé gen va biomarker trong chan
doan va diéu tri bénh Alzheimer tai Viét
Nam trong thoi gian téi.

L&i cam on

Xin tran trong cdm on cac thay cd Bo

mén Than kinh, Bénh vién L&o khoa trung
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wong va Trudng Pai hoc Minnesota da hd
tro trong viéc thwe hién bai tdng quan nay.
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THE ROLE OF APOE €4 AND BIOMARKER IN TREATMENT OF ALZHEIMER'S
DISEASE ACCORDING TO THE MECHANISM OF DISEASE MODIFICATION

Hoang Mai Phuong'?, Pham Thang?, Nguyen Trung Anh®2, William Mantyh?,
Huong Nguyen?, Nguyen Thanh Binh?, Tran Thi Thanh Huong?,
Nguyen Thi Thanh Binh?, Le Thi Ngoc?, Nguyen Phuong Anh?,

Nguyen Thanh Binh?2

1Ha Noi Medical University, 2National Geriatric Hospital, 3University of Minnesota

Among the causes of dementia, Alzheimer's disease is the most common cause,

accounting for 60-70%. In the past 20 years, many genetic tests and biomarkers have been
developed to help early diagnosis and treatment of diseases. The test helps provide
pathological evidence of Alzheimer's disease, helping to diagnose the disease in the
preclinical stage. As disease-modifying treatments for Alzheimer's disease begin to
develop, biomarker testing becomes increasingly important in identifying patients for
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treatment. In particular, the development of genetic testing and serum biomarkers (APOE
gene, amyloid-B AB42/AB40, t-tau, p-taul8l, p-tau217) allows easy and accurate testing
on patients. core. In the future, there will be more and more biomarker tests that will help
with early diagnosis, thereby selecting appropriate treatment subjects as well as monitoring
and predicting drug treatment based on disease-modifying mechanisms.

Keywords: dementia, biomarker, APOE, Alzheimer disease.
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Trwong Hué Linh?, Nguyén Van Liéu!,Vi Thi Hoang Yén?,
Vii Thi Hinh®, D6 Thi Diéu Linh?, Luyén Ngoc Anh?
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Ngay phan bién:; 25/6/2024

Ngay chap nhan dang: 25/6/2024

TOM TAT

Muc tiéu. M6 ta ddc diém test than kinh tw chd trén bénh nhén teo da hé théng tai
bénh vién da khoa Ta4m Anh va khdo sat méi lién quan gidra két qua test va mirec dé néng
cta bénh. Béi trong va phwrong phap. M6 té cat ngang. Két qua. 24 bénh nhan (12 nam,
12 ndr, tudi trung binh 62,54 + 7,81) dwoc chén doén teo da hé théng trén |1am sang theo
tiéu chuén déng thuan cda Hoi Than Kinh Hoa Ky va Héi Than Kinh Tw Chd Hoa Ky ndm
2008, duoc tién hanh bo test than kinh tw chd gém 6 test. Tat c& cac bénh nhan déu cé bat
thuong & it nhét 2 test. SO luong test bat thuong trung binh la 3,83 +1,34. Diém Ewing
trung binh 1a 2,63 + 0,95. Ty |é bét thuong cao nhét 1a & test van déng dang truomg —
nghiém phép Handgrip (95,83%), sau d6 dén test bién thién nhjp tim khi hit thé sau
(91,67%), ty 1é béat thuong cac nghiém phéap Valsalva, test bién thién huyét &p do tw thé,
test dap Umg giao cdm da, bién thién nhijp tim do tw thé 1an luot 1a 70,83%, 58,33%, 45,83%,
20,83%. Téng diém Ewing cé turong quan yéu véi thang diém UPDRS |1l (r=0.387, p=0.062
> 0.05) nhung cé twong quan chét ché véi thang diém UMSARS toan bé va UMSARS I
V6i hé sé tuong quan lan Iwot 14 0.668; 0.549 (p<0.05). Két ludn. Trong bénh Iy teo da hé
thdng c6 bat thuong cac test than kinh tw cha véi ty |18 thay déi tir 20,83% — 95,83%. C6
méi tuong quan chét ché gidkla mire do réi loan trén test thén kinh tw chd (diém Ewing) véi
mdrc dé ndng cda bénh (diém UMSARS toan bo).

Terkhoéa: test than kinh tw chd, teo da hé théng.
1. DAT VAN BE thién nhip tim, huyét ap trong va sau khi lam

Teo da hé théng (multiple system cac nghiém phap ciing nhw ghi dwoc dap
atrophy — MSA) l1a mét bénh thoai hoa thAdn  (rng giao cdm & da. Khao sat test than kinh
kinh thuwéng gép thir hai trong nhém héi  tw chi la mét phwong phap khéng xam lan,
chirng Parkinson khong dién hinh, sau liét  cé da do nhay trong viéc phat hién cac bat
trén nhan tién trién. Bénh tién trién tdng thuwong trwde khitriéu chirng lam sang xuét
dan, ngoai cac triéu chirng cta hoi chieng  hién.[3] Chan doan s&m bénh teo da hé
Parkinson, bénh con déc trung béi that diéu  théng cé y nghia quan trong trong tién
tiéu nao, rdi loan than kinh tw chi sém va  lwong va diéu tri, giip dwa ra cac phuwong
nang trén hé tim mach, tiéu héa va tiét nieu  phap diéu tri kip thdi nham han ché tan phé,
—sinh duc.[1, 2]. D& chan doan réiloan thAn  cai thién chéat lwong cudc séng cho ngudi
kinh tw chd trén bénh nhan teo da hé thébng,  bénh.
6 thé dwa vao tién siv, bénh sir, tham kham Trén thé gi&i, da cé nhiéu nghién ctu
lam sang va can lam sang hé tro. Trong d6,  khao sat cac test danh gia chirc néng than
bo test than kinh tw chi duéi hd tro cia  kinh tw cha trong bénh teo da hé théng.[4,
phan mém may dién co déng moét vai trd 5] Tuy nhién, cho téi nay tai Viét Nam van
quan trong thdng qua viéc ghi lai sw bién  chwa cé nhidu nghién cru vé van dé nay
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mot cach day du va hé thdng.[6-8] Vi vay,
chang tdi quyét dinh thwc hién nghién ctu
nay véi hai muc tiéu:

1. M0 ta dac diém test than kinh tw
cht trén bénh nhan teo da hé théng tai bénh
vién da khoa Tam Anh

2. M6 ta mdi lién quan gitra két qua
test than kinh tw chd va mrc dd nang cla
bénh teo da hé théng tai bénh vién da khoa
Tam Anh.

2. POl TUONG VA PHUONG PHAP
NGHIEN CUU

2.1. Béi twong nghién cru

2.1.1. Tiéu chudn lwa chon

Céac bénh nhan dwoc chan doan teo
da hé théng mirc do “rat c6 thé” theo tiéu
chuén déng thuan cta Ho6i Than Kinh Hoa
Ky va Hoi Than Kinh Ty Cha Hoa Ky 2008,
dodng y tham gia nghién ctu.

2.1.2. Tiéu chudn loai tree

- Héi chirng Parkinson thtr phat do thuébc,
doc chat, nhiém trang, chuyén hoa,
bénh mach méau nao.

- Cac bénh li khac thuéc hdi chirng
Parkinson plus: liét trén nhan tién trién,
thoai hda vé hach nén, sa st tri tué thé
Lewy.

- CO céc bénh ly tdn thwong than kinh
trung wong va ngoai bién kem theo co6
anh huéng dén hé than kinh tw cha

- Bénh ly dai thao dwdng c6 bién chiing
ton thwong than kinh

- Bénh ly tim mach, hé hap (réi loan nhip
tim, suy tim, hen phé quan, phdi tac
nghén man tinh) khéng cho phép thuwc
hién cac nghiém phap géng sirc hoac
dang st dung mét s6 nhém thube cé
anh huwéng dén tan sé tim (thubc chéng
loan nhip, nhém chen thu thé beta,
thubc khang cholinergic, thuéc nhéom
digitalis.)

2.2. Phwong phap nghién ctru

2.2.1. Thiét ké nghién cou: Mo ta cat

ngang

2.2.2. Cong cu nghién cdru
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- May dién co Nicoet Viking Quest/
Natus, dung cu bép tay GRIP-A, b6 dung cu
do ap lwc dwong thé,

- Bénh an nghién ctru, bang phan dé
Ewing, thang diém UMSARS toan bd, thang
diém UMSARS phan II, thang diém UPDRS
phan Il
2.2.3. Phwong phdp thu thap sé liéu

Phdng van, kham lam sang, do dac
bang phan mém trén may dién co Natus.
2.2.4. Quy trinh nghién cdu

Bwdc 1: Cac bénh nhan dén kham
tai bénh vién da khoa Tam Anh dwoc chan
doan teo da hé théng theo tiéu chudn chan
doan, dwogc danh gia muc d6 nang theo
thang diém UMSARS I, UMSARS toan bd
va UPDRS llI.

Bwéc 2: Tién hanh test than kinh tw
chd cho cac bénh nhan teo da hé thdng,
bao gdm 6 test:

Chirc nang hé dé6i giao cam dwoc
danh gia théng qua:

(1) Bién thién nhip tim khi hit th& sau
(BTNT khi hit thé sau = Chénh léch gilra
nhip tim I&n nhat ltc hit vao va nhip tim nhd
nhét ltc thé ra)

(2) Bién thién nhip tim khi thay dbi tw
thé (Ti sb gitra gia tri khodng R-R 1&n nhat
va nho nhét).

(3) Nghiém phép Valsava (Chi sb
Valsalva = Ti sb gitra gia tri khoang R-R I&n
nh&t va nhd nhét trong khi lam nghiém phap
Valsalva).

Chrc nang hé giao cam dwoc
danh gia thong qua:

(4) Bién thién huyét &p khi thay déi tw
thé (So sanh huyét ap tam thu va huyét ap
tam trwong trwdc va sau khi thay déi tw thé)

(5) Bién thién huyét &p khi van déng
dang trvomg — nghiém phap Handgrip
(Chénh léch huyét 4p tam truong truée va
sau nghiém phép)

(6) Bap rng giao cam da (Ghi lai
séng dap wng & long ban tay khi kich thich
bang dong dién cwéong dd nhd.)

Nhan dinh két qua dwa theo phan do
Ewing, tinh téng diém Ewing:
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Bang 1. Phan dd Ewing trong danh gia mc d6 tdn thwong than kinh tw cha

. i Bat thwon
STT Test Chisé thBu',?;r‘]g Nhe ? -
1 Hit thé sau Bién thién nhip tim gitra hit 215 11-14 <10
) vao Vé:i thé ra )
2 Nhip tim theo tw thé Chi s0 R-R theo tw thé 21,04 1,01-1,03 <1,00
3 Huyét ap theo tw thé | Mlc d6 giam huyét ap tam thu <10 11-29 =30
4 Nghiém phap Mtrc d6 tang huyét ap tam 216 11-15 <10
Handgrip trwong
5 Valsalva Chi s6 Valsalva 21,21 1,11-1,20 <1,10
Piém Ewing 0 0.5 1

Mrc dd ndng trén test than kinh tw
chd dwoc danh gia qua téng diém Ewing
cla ca 5 test.

Bwéc 3: Lwu thdng tin va phan tich két qua.
2.2.5. Phan tich sé liéu

Thu thap, x& Ii, phan tich sé liéu bang
phan mém SPSS 20.

Gia tri p < 0,05 dwoc xem la khéc biét
c6 y nghia thdng ké.
2.2.6. bao duc nghién cdru

Céc bénh nhan dwoec giai thich ré vé
muc dich va yéu cau cta nghién ctru, déng
thoi ty nguyén tham gia nghién ctru. Cac
bénh nhan tr chdi tham gia hodc rat khai

nghién ctru van dwoc kham tw van va diéu
tri chu dao. Cac théng tin cta dbi twong
nghién ctru dwoc gilr bi mat.
2.3. Th&i gian nghién ciu: Tw thang
11/2022 dén thang 2/2024
2.4. Pja diém nghién ctu: Khoa Than
kinh—bét quy, bénh vién da khoa Tam Anh,
Ha Noi
3. KET QUA NGHIEN clru
3.1. Théng tin chung vé déi twong
nghién cu

Nghién ctru tién hanh trén 24 bénh
nhan, gébm 12 nam (50%), 12 n& (50%)
dwoc tuyén chon.

Bang 2. Thong tin chung vé nhém nghién ctu

N Trung binh Nhé nhat Lé&n nhat
Tubi (n&m) 24 62,54 +7,74 49 74
Tubi kh&i phat bénh (n&dm) 24 60,27 + 7,89 46 72
Thoi gian mac bénh (ndm) 24 2,27 0,96 0,5 4
UPDRS-III 24 32,08 + 8,51 16 46
UMSARS toan bo 24 41,83 £10,31 18 59
UMSARS-II 24 20,83+ 6,94 8 34

Nhan xét: Tubi trung binh cla céac
bénh nhan 1a 62,54 + 7,81. Diém UMSARS
toan b trung binh trong nghién ctu cla
ching t6i la 41,83 + 10,31.

3.2. Pic diém test than kinh tw cha trong
bénh teo da hé théng

3.2.1. Ty léréi loan than kinh twcha
trong bé test than kinh twcha

Bang 3. Ty Ié bat thwong céc test danh gia chire nang than kinh tw cha

Test khao sat N Tansé(n) | Tilé (%)
Chtrc nang déi giao cam
BTNT khi hit thé sau 24 22 91,67
BTNT theo tw thé 24 5 20,83
Nghiém phap Valsalva 24 17 70,83
Chirc nang giao cam
BTHA theo tw thé 24 14 58,33
BTHA tam trwong trong nghiém phap Handgrip 24 23 95,83
bap trng giao cdm da 24 11 45,83
Téng diém Ewing trung binh 2,63+0,95

BTNT: bién thién nhjp tim, BTHA: bién thién huyét ap
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Nhan xét: Ty lé réi loan than kinh tw
cha thay déi tily theo tirng nghiém phap. Ty
lé bat thwong cao nhét 1a & nghiém phap
Handgrip (van dong thé lwc dang truwong)
(95,83%), tiép dén la nghiém phap hit thd

2 test

3test m4test m5test

sau (91,67%). Tong diém Ewing trung binh
cho 5testla 2,63 +0,95.

3.2.2. Phan bé miec dé tén thwong than
kinh twchd dwa trén sé lwong test béat
thwong

20,83%

M 6 test

Biéu do6 1. Mrc do tén thwong than kinh tw ch dwa trén sé lwong test bat thwong

Nhan xét: S lwong test bat thwdng
trung binh 1a 3,83 +1,34. T4t ca cac bénh
nhan déu cé bét thwong tir 2 test tré I1én,
bat thwong & 4 test chiém i 1& cao nhat

(25%). C6 3/24 bénh nhan (12.5%) c6 bat
thuwdng & ca 6 test danh gia.
3.2. Lién quan giba mirc dé tén thwong
than kinh tw cha véi mc dd nang cha
bénh theo cac thang diém

Bang 4. Lién quan gitra m&rc do tdn thwong than kinh tw chi véi
murc dd ndng ctia bénh theo thang diém UMSARS toan bo

. Mtrc d6 nang cua bénh
Mirc do ton thwong b
than kinh tw chu UMSARS 245 | UMSARS <45
(n=12) (n=12)
SO luong test bat thuong (trung |+ 53, g4 2,83+ 0,94 0.001
binh)
Téng diém Ewing (trung binh) 3,21+0,75 2,04 £ 0,75 0.001

Nhan xét: Sb lwong test bat thwdng
trung binh va tdng diém Ewing trung binh &
nhém c6 diém UMSARS toan bd = 45 cao
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hon c6 y nghia théng ké so vé&i nhém co
diém UMSARS toan b < 45 (p < 0,05).
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Biéu dd 2. Twong quan gitra thang diém Ewing va thang diém UMSARS toan bo

Nhan xét: C6 mdi twong quan chat
ché gitra mrc 6 ndng trén test than kinh tw
cht (qua thang diém Ewing) v&i mic do
naéng cta bénh (qua thang diém UMSARS
toan bd) véi hé sb twong quan 12 0.668 (p <
0.001). Ngoai ra, tdng diém Ewing c6 twong
quan yéu véi thang diém UPDRS Ill (hé sb
twong quan r = 0.387, p=0.062 > 0.05)
nhwng cé twong quan cao véi thang diém
UMSARS Il (r = 0,549, p<0.05).

4. BAN LUAN

4.1. Pac diém test than kinh tw chia trong
bénh teo da hé théng

4.1.1. Pdc diém test than kinh tw cha
trong bénh teo da hé théng

Trong 24 bénh nhan teo da hé théng
trong nghién clru nay, chdng tdi nhan thay
c6 sw bat thwong & céc test than kinh tw
cha véi ty 1é thay dbi tir 20,83% — 95,83%,
100% bénh nhan c6 bt thwong & cd hé
giao cdm va déi giao cdm. Két qua nay phu
hop vé&i nhiéu nghién clru dwoc béo céo,
bénh teo da hé théng gay tén thuwong than
kinh tw chd trén ca hé giao cdm va dbi giao
cam. [9, 10]

Bat thworng hé giao cam

Nghiém phap van dong thé luvc déng
trwdng (Nghiém phap Handgrip) la test co
ty 1& bat thwong cao nhat voi 95,83 %
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Trong nghién ciu cta V3 Nguy&n Ngoc
Trang va Nguyén Hiru Céng nam 2014, test
nay cling c6 ti 1& b4t thworng cao nhét trong
hé giao cam (70%), va cao th 2 tinh trong
ca bod 6 test, tuy nhién gia tri nay thdp hon
so vé&i két qua trong nghién ctru ctia chang
ti (95,83 %). Khac biét nay c6 thé do sw
khac nhau vé phwong tién nghién ciu, ki
thuat thwc hién, sy phdi hop gitra bénh
nhan va ngudi thwc hién, khoang tham
chiéu.

Tiép theo, chang toi ghi nhan dén
58,33% trwdng hop c6 ha huyét ap tw thé,
ty I& nay cao hon so véi nghién clru clia Vo
Nguyé&n Ngoc Trang nhwng twong dong véi
mot s6 nghién ctru trén thé gi¢i[11] . Thuc
t&, ha huyét ap tw thé xuét hién s&m 1a mot
d4u hiéu canh bdo, cling nhw [a mét trong
nhing tiéu chudn chan doan teo da hé
théng trén 1am sang. Cudi cung trong nhém
chirc nang giao cam, chdng t6i ghi nhan
11/24 trwng hop (45,83%) co bat thwong
dap &ng giao cam da. Ti 1& nay twong dong
v&i nghién clru ctia V3 Nguyén Ngoc Trang
trong bénh teo da hé thdng (51,1%), va cao
hon rat nhiéu so véi ti 1& bat thwong giao
cam da trong bénh Parkinson (1,89%) theo
Vi Thi Hinh va cong sw [12]).

Bat thwong hé d6i giao cam



Vietnam Journal of Physiology 28(2), 06/2024

ISSN: 1859 — 2376

Trong hé dbi giao cdm, nghiém phap
bién thién nhip tim khi hit th& sau c6 ti 1& bat
thwong cao nhat (91,67%). Ty |& bét
thwong bién thién nhip tim khi hit thé sau
trong nghién ctru cla ching téi nhin chung
la twong déng so vé&i két qua trong nghién
clru ctia VE Nguyén Ngoc Trang (88,9%) [9]
va cao hon so véi Tandon (79%) [13], du &
cac nghién ctu nay, day déu |a test co ty 1&
béat thwéng cao nhéat trong hé ddi giao cam,
va déu cao hon so v&i nhém Parkinson. [9,
12, 13]

Tiép dén la ty I& bat thwong trong khi
lam nghiém phap Valsava (70,83%), ty |é
nay trong nghién ctru ching téi cao hon so
v&i nghién ciru cta V6 Nguyén Ngoc Trang
(44,4%) [9] va Tandon (46,1%) [13], diéu
nay c6 thé do c¢& mau cha nghién ctu
ching t6i nhé hon.

Cubi cung chi 5/24 bénh nhan
(20,83%) c6 bat thuwong trong test bién
thién nhip tim khi thay ddi tw thé, ti [& nay
ciling twong déng véi nghién ciru cta Vo
Nguyén Ngoc Trang[9]. Li giai cho két qua
nay, c6 hai li do: Th& nhét, c6 thé do yéu td
thwe hién ki thuat, khi ma tai Viét Nam chwa
c6 hé théng ban nghiéng chuin dé thuc
hién nghiém phap nay. Hon ni*a, do ban
than nguwéng binh thwong danh cho test
nay trong phan dd Ewing c6 thé chua that
sw tdi wu.

4.1.2. Sé Iwong test bat thwong

T4t ca 24 bénh nhan dwoc nghién
cru déu cé bat thuwong & it nhat 2 test. S6
lwong test bat thwéng trung binh 1a 3,83
+1,34. Ty |& bénh nhan c6 4 test bat thwong
chiém ty |& cao nhét la 25%. C6 3/24 bénh
nhan (12.5%) c6 bat thuwong & ca 6 test
danh gia. Sy phan bb sb lwong test bat
thwong trong két qua clda ching toi kha
twong ddng véi nhiéu nghién ctru khac. Cu
thé, nghién ctru ctia V6 Nguy&n Ngoc Trang
va cong sw vé test than kinh tw cha trén 10
bénh nhan teo da hé thdng cho thay tat ca
céac trwong hop déu bat thudng & it nhat 1
test khao sat, trong dé chiém ty 1& cao nhét
la bat thwong 4 test, chiém 40%.[6] Ti lé
ngwdi bénh cé nhiéu test bat thwong &
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bénh nhan teo da hé théng cao hon so véi
& bénh Parkinson v6 can. Trong nghién ctru
cta Vi Thi Hinh va cong sw vé test than
kinh tw chd trén 53 bénh nhan mac bénh
Parkinson, ty 1& bénh nhan c6 1 test bat
thwong chiém ty 1é cao nhét 1a 56,6%, tiép
theo 1a c6 2 test bat thuwéng chiém 32,08%,
chi c6 1 bénh nhan cé 3 test bat thwong
(1,89%). Piéu nay phu hop véi dac diém
lam sang cha hai bénh li nay, khi ma réi loan
than kinh tw chd 1a biéu hién sém va néng
trong teo da hé thdng, nhwng lai it g&p hon
& bénh Parkinson, hoac chi gap & bénh
Parkinson giai doan nang.

4.2. Lién quan giba mirc dé tén thwong
than kinh tw cha véi mc dd nang caa
bénh theo cac thang diém

Trong nghién ctru nay, ching toi st
dung cac thang diém la UPDRS Il
UMSARS phan Il UMSARS toan bd dé
danh gia mirc d6 nang trén lam sang cla
bénh teo da hé théng. Thang diém Ewing la
thang diém kinh dién khao sat chirc nidng
than kinh tw chd dwoc st dung phd bién
trong cac nghién cru vé danh gia than kinh
tw chu.

Sé lwong test bat thuwong trung binh
va téng diém Ewing trung binh & nhém co
diém UMSARS toan bd = 45 cao hon cé y
nghia théng ké so véi nhém céd diém
UMSARS toan bd < 45 (p < 0,05). Téng
diém Ewing cé twong quan yéu véi thang
didm UPDRS Il (r=0.387, p=0.062>0.05)
nhwng cé twong quan chat ché véi thang
diém UMSARS toan bd va UMSARS Il véi
hé sb twong quan lan lwot 14 0.668; 0.549
(p<0.05). Twong tw, V3 Nguyén Ngoc
Trang cling chi ra c6 méi lién quan gitra
merc d6 tdn thwong than kinh tw chi va mie
dd nang cla bénh theo thang diém
UMSARS phan Il (hé sé twong quan
Pearson r = 0,58; p < 0,001). [9]. Piéu nay
phi hop véi tién trién bénh hoc cha bénh
teo da hé théng theo Jellinger [14]. Thang
diém UPDRS Il rat phd bién, tuy nhién
duoec thiét ké chuyén cho danh gia muirc do
nang bénh Parkinson, con thang diém
UMSARS (Unified MSA Rating Scale) phan
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anh day dd hon céc triéu chirng van dong
va ngoai van doéng cla bénh teo da hé
thdng, do d6 dé hiéu khi mirc d6 twong
quan cla né v&i mirc dd ndng cla réi loan
than kinh tw cha rd rét hon.

5. KET LUAN

Trong bénh ly teo da hé théng c6 bat
thwong céc test than kinh tw cha véi ty 1&
thay d6i tv 20,83% — 95,83%. C6 mébi twong
quan chat ché gitra mirc do ri loan trén test
than kinh tw cha (diém Ewing) véi mie do
néng cta bénh (diém UMSARS toan bo).
L&i cam on

Ching t6i xin chan thanh cam on
nhirng bénh nhan da tham gia nghién ctu
nay, xin cdm on cac bac si, diéu duéng
khoa Than kinh — Dot quy, bénh vién da
khoa Tam Anh da tich cwc hd trog nhém
nghién ctu.
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SUMMARY

RESEARCH OF AUTONOMIC TEST IN MULTIPLE SYSTEM ATROPHY
AT TAM ANH GENERAL HOSPITAL
Linh Truong Hue?, Lieu Nguyen Van?, Yen Vu Thi Hoang?,
Hinh Vu Thi?, Linh Do Thi Dieu?, Anh Luyen Ngoc?

1 Department of Neurology-Stroke, Tam Anh Research Institute, Tam Anh General Hospital

Objectives. To describe the characteristics of autonomic tests on patients with
multiple system atrophy at Tam Anh General Hospital and to describe the relationship
between autonomic test results and disease severity. Methods Cross-sectional
study.Result. Among 24 patients (12 male, 12 female, the mean age of 62.54 + 7.81 years)
with Multiple System Atrophy, based on the Consensus Statement on the Diagnosis of
Multiple Systemic Atrophy 2008, autonomic tests including 6 tests were conducted. All
patients had abnormalities in at least 2 tests. The average number of abnormal tests was
3.83 £1.34. The average Ewing score was 2.63 £ 0.95. The highest abnormal rate is in the
isometric exercise test - Handgrip test (95.83%), followed by the heart rate variability test
to deep breathing (91.67%). The rates of abnormality found in Valsalva test, standing blood
pressure test, sympathetic skin response test, standing heart rate variability test were
70.83%, 58.33%, 45.83%, 20.83%, respectively. The total Ewing score had a weak positive
correlation with the UPDRS Il scale (r=0.387, p=0.062 > 0.05) but had a strong positive
correlation with total UMSARS and UMSARS Il scales with correlation coefficients of 0.668;
0.549, respectively (p<0.05). Conclude. In multiple system atrophy, there are
abnormalities in autonomic function tests with rates varying from 20.83% to 95.83%. There
is a positive correlation between the severity of abnormal autonomic tests (Ewing score)
with the severity of the disease (total UMSARS).

Keywords: autonomic function test, multiple system atrophy.
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BANG TIEM BOTULINUM TOXIN A TAI BENH VIEN DA KHOA TAM ANH:
NGHIEN CU’U TREN 17 TRUONG HOP

Vii Thi Hinh', Nguyén Van Liéu' , Trwong Hué Linh’,
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Ngay tiép nhan: 03/06/2024

Ngay phan bién: 25/06/2024
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TOM TAT

Muc tiéu: Panh gié hiéu qua diéu tri bang tiém botulinum toxin A (Dysport ®) & bénh
nhén loan triong lwc c6 nguyén phét tai bénh vién da khoa Tém Anh Ha Néi. Phwong
phap: Nghién ctru mé ta va quan sét, khéng can thiép trén tat cd bénh nhén loan truong
Iwe ¢é nguyén phat dwoc diéu tri bdng tiém botulinum toxin A tai Bénh vién da khoa Ta4m
Anh tir thang 11 ndm 2022 dén thédng 4 ndm 2024. Két qua: C6 17 bénh nhan (12 nam va
5 ni¥) thod man tiéu chuén duoc dwa vao nghién ctru. Piém Tsui trude diéu trila 9.71 +
4.34. Céc co duoc lya chon tiém nhiéu nhét la co tc don chiim, co gbi dau, co ban gai
déu véi tbng lidu tiém la 311.76 + 88.89 don vi. Thoi gian bat dau dap ung la 10.53 + 5.81
ngay. Thoi gian dat hiéu qua tbi da la 30.06 + 12.64 ngay. Thoi gian duy tri hiéu qua la
120.00 + 32.86. Hiéu qua sau tiém chd quan dat 70.00 + 18.03%. Diém Tsui sau tiém 4-6
tuén cai thién c6 y nghia so vaéi trrée diéu tri & tat ca cac truong hop. Chi ghi nhén 1 trong
hop gép téc dung phu dau cé sau tiém nhung chi thoang qua. Két luan: Tiém botulinum
toxin A la phuong phap hiéu qué diéu tri loan trirong luc ¢b nguyén phét. Tac dung phu
thuong nhe va thoang qua.

Tor khod: Botulinum toxin A, loan trirong luc, loan truong luc b, loan truong luc cb
nguyén phat.
1. DAT VAN BE cong lén t&i 70-90%.[1] O Viét Nam, qua

Loan trwong lwc cd la thé loan tim kiém trén trang pubmed, va céc tap chi

trwong Iwc co khu tra kh&i phat & nguwdilén  nghién clru y khoa uy tin trong nwéc, ching
thwdng gap nhéat voi diém 1am sang la tinh  t6i nhan thdy cac nghién ciru vé didu tri
trang co co khong tw y va gay ra cac tw thé,  botulinum toxin A trong loan trwong lwc cé
clr déng béat thwong vang dau cb. Mot s&  da co tir nhivng ndm 2004, tuy nhién chuwa
triéu chirng khac kém theo nhw dau, run  c6 nhiéu va méi chi tap trung chi yéu & cac
d4u va cb hoac céc rdi loan van dong khac.  bénh vién I&n khu viee phia Nam...[2],[3] Do
Hién nay, tiém botulinum toxin A dwoc xem  dd, ching téi tién hanh nghién clru nay véi
la lwa chon dau tay trong diéu tri tAt cd ca&c  muc tiéu danh gid hiéu qua cda tiém
thé cla loan trwong lwc c6.[1] Piéu tri bdng  botulinum toxin A diéu tri bénh nhan loan
botulinum toxin A nén dwoc bat dau cang trwong lwc cb tai bénh vién da khoa Tam
s&m cang tét vi néu didu tri mudn, bénh  Anh Ha Noi tr thang 11 ndm 2022 dén
nhan cé thé c6 nhirng thay ddi thir phat & thang 4 nam 2024.
cac co bj co ctrtng, md lién két, md xwong 2. DOI TWQNG VA PHUONG PHAP
va dia dém cot sébng cb.[1] Hiéu qua cla NGHIEN CcUU
botulinum toxin A d& dwoc chirng minh qua  2.1.Déi tweng nghién ciru
nhiéu nghién ctru khac nhau, ti 1& thanh  2.1.1. Tiéu chuén Iwa chon
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Bénh nhan trén 18 tubi

Thoa man tiéu chuan chan doan loan
trwong lwc cd nguyén phat.[4]

DPéng y tham gia nghién ctru

Puwoc theo doi, danh gia sau tiém
2.1.2. Tiéu chuan loai trove

Bénh nhan dang c6 nhiém trung tai vi
tri tiém

Bénh nhan c6 bénh & khép ndi than
kinh co nhw bénh nhwoc co, hoi
chirng nhwoc co...

Khéng dd théng tin d& phan tich s
lieu

2.2. Phwong phap nghién ctru

2.2.1. Thiét ké nghién citru

bay la mét nghién clru mé ta va quan
sat khong can thiép qua tinh diéu tri voi
mau nghién ctu gdm tat cd nhirng
bénh nhan loan trwvong lwc cd nguyén
phat trén 18 tudi dwoc didu tri bang tiém
botulinum toxin A tai Bénh vién da khoa

Tam Anh ti thang 11 nam 2022 dén
thang 4 nam 2024.

Tat ca bénh nhan dwoc kham va ghi
nhan cac dac diém 1am sang, danh gia
mirc d0 nang cla bénh trwdc diéu tri
bdng thang diém Tsui.[5] M&i bénh
nhan dwgc ghi nhan vj tri tiém, lidu
tiém, theo déi va danh gia lai thang
diém Tsui sau 4-6 tuan, mi&c do hiéu
qua theo chud quan cla bénh nhan va
tac dung phu sau diéu tri.

Sé lieu dwoc phan tich dwa trén phan
mém SPSS phién ban 29.0

DPé cuwong nghién ctru dwoc Hoi ddng
dao dirc - Bénh vién da khoa Tam Anh
thdng qua.

2.2.2. Céng cu nghién ctru

Bénh an nghién ctru

Thang diém Tsui

Bénh an dién t& trong phan mém
kham bénh

Bang 1. Thang diém Tsui (Dich béi Vi Thij Hinh)

Bién do Thei gian Nang vai Run
Xoay 0 = khéng 1 = khong 0 = khéng cé M&c | 1 =nhe
co lién tuc 1 = nhe va khong lién do 2 = nang
1=nhédhon | 2=duytr tuc nang
Nghiéng | 15 do lién tuc 2 = nhe va duy tri lién Thoi | 1 = hang
2=15dén tuc, hodc mirc d nang | gian | dinh
30 do6 va khdng lién tuc 2 =lién tuc
Trwde/ | 3=hon 30 3 =nang va duy tri lién
Sau doé tuc
A = xoay + nghiéng + B=1;2 C=01;2;3 D = Mwrc d6 nang
trwédc/sau (1; 2) x thoi gian
(1;2)

2.2.3. Cdéc bwérc tién hanh

Bwéc 1: Hoi bénh va kham 1am sang
Bwé&c 2: Danh gia thang diém doé néng
Tsui trdre tiém

Thang diém

Bwéc 3: BEnh nhan dwoc tiém botulinum
toxin A

Bwéc 4: BEnh nhan dwoc theo doi va
danh gia hiéu qua sau tiém. Banh gia
thang diém Tsui sau tiém 4-6 tuan khi bénh
nhan t&i tai kham.

3. KET QUA VA BAN LUAN
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Trong th&i gian nghién cru, ching téi
ghi nhan va theo déi dugc téng sb 19 bénh
nhan. Hai trwong hop bénh nhan khéng tai
kham va do d6, khéng c6 du sb liéu nghién
cu bi loai khdi nghién ctu. Cubi cung,
chang tdi con lai 17 bénh nhan dé tién hanh
phan tich két qua. Trong sb d6, c6 12 bénh
nhan nam, 5 bénh nhan nir v&i tudi trung
binh la 51.82. Trong nghién ctru clia chiing
téi, ty 1& nam gap nhiéu hon nir (2.5/1),
twong tw nhw trong nhiéu nghién ctu trén
thé gi¢i va mot sb nghién ctru trwdce tai Viet
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Nam.'2 3 Tuy nhién, mét sd nghién ciru
khac lai cho thdy gép & nir nhiéu hon.[6],[7]
3.1.Pac diém vi tri va liéu tiem
3.1.1. Vé tylé céc co dwoc tiém

Mét trong nhirng nguyén nhan
thwong gap nhét cta didu tri that bai 1a lva
chon sai co. Do dé, viéc chon lwa cac co dé
tiém 1a rat quan trong. Théng thuong, cac
khuyén céo cho réng khéng nén tiém qua
nhiéu co trong cung mét lan tiém dé dé
dang trong viéc danh gia hiéu qua va diéu
chinh liéu.[8]

Trong nghién clru nay, sb vj tri tiém
trung binh trén méi bénh nhan la 2.94

+ 0.83. Trong do, co (rc don chiim va co gbi
dau 1a hai vj tri co dworc Iwa chon tiém nhiéu
nhét véi ti 1& 32% va 30%, tiép theo dén co
ban gai dau (16%), co thang (12%), co
nang vai (8%). Pay ciing la cac vi tri dwoc
lwa chon diéu tri nhiéu trong cac nghién ctwu
khac.[8] Co chéo dau dwdi dwoc tiém trong
1 trwdng hop. Day la moét co ndm & 16p sau
do dé nén duoc tiém dwdi hwdng dan cla
may siéu am dé dam bao tiém vao co chinh
Xac.

3.1.2. Véliéu tiém

Bang 2. Liéu tiém botulinum toxin A (Dysport ®)

Tén co Liéu tiém botulinum toxin A (Dysport ®) (don vi: Ul) (X

SD)

Co trc don chim 102.50 + 34.54

Co gbi dau 135.0 + 69.16

Co ban gai dau 122.5 + 66.02

Co thang 123.33 £+ 25.17

Co nang vai 65.00 + 21.21

Co chéo dau dudi 70

Téng liéu 311.76 + 88.89

Lwa chon dung liéu cho méi co ¢ |&
la phan khé nhét va quan trong nhét trong
diéu tri loan trwong lwc ¢ bang botulinum
toxin A. Liéu tiém botulinum toxin A nén
duwoc chon thdp nhét c6 thé dé giadm tac
dung phu, gidm s lan tod dén cac co lan
can, téng liéu va chi phi. Tuy nhién, liéu tiém
cling can dd cao dé dat dwoc hiéu qua
manh va kéo dai. Lidu tiém phu thudc vao
thé tich khéi co muc tiéu, ctra sb didu trj va
nguy co liét cac co 1an can.” Tng liéu trong
nghién cru cGia chung t6i cé sy twong déng
khi so sadnh v&i cac nghién clru trong nwéc,

tuy nhién thap hon so v&i cac nghién ciru
nwéc ngoai cling nhw ddng thuan dwoc dua
ra nam 2021.[2],[3],[7] Nguyé&n nhan c6 thé
mét phan do trong lwong co thé nguoi Viét
Nam nhé hon so véi nguwdi phwong Tay
nén thé tich khéi co cung thdp hon, mot
phan lién quan van dé& chi phi do thudc
botulinum toxin A tai Viét Nam hién chwa
dwoc bao hiém thanh toan dan dén doi khi
bénh nhan sé& phai Iwa chon tiém véi liéu
thap hon liéu nhu cau.

3.2.Két qua diéu tri

3.2.1. Hiéu qua diéu tri

Bang 3. Hiéu qua sau tiém

S6 lwong | Hiéu qua sau tiém (X + SD)
(n=) (Porn vi: %) P
Thé Thé don gian 7 75.71 + 7.19 0.14
bénh Thé phtrc tap 10 66.00 + 5.42 '
2 Khéng c6 run 10 71.00 + 19.69
Theé run C6 run 7 68.57 + 16.76 0.39
. Nam 12 70.83 + 19.29
Giol NG 5 68.00 + 16.43 0.39
Téng 17 70.00 + 18.03

So sanh hai trung binh s dung kiém dinh T-test
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Hiéu qua diéu tri theo danh gia cha
guan cla bénh nhan trong nghién ctu dat
trung binh 70%. Nhin chung cac nghién ctru
déu chi ra hiéu qua clia tiém botulinum toxin
A trong diéu tri loan trwong lwc ¢b véi mic
cai thién sau tiém co sw chénh Iéch do co

sw khac nhau vé dbi twong, phwong phap
nghién ctru cling nhw danh gia.[1],[2],[5],[8]
Hiéu qua sau tiém trung binh déu dat trén
65%, va sw khac biét gilra cac nhém theo
thé bénh, thé run, gi®i tinh khéng c6 y nghia
thdng ké.

Bang 4. Thay di diém Tsui trwéc va sau diéu tri

S6 lwong Tsui trwéc Tsui sau
(n=) (% + SD) (% + SD) P
Gisi |_Nam 12 11.42 + 3.87 5.58 + 2.84 < 0.001*
NG 5 5.600 + 2.07 2.20 + 0.84 < 0.001*
Téng 17 9.91+ 4.34 459 + 2.87 <0.001*

Diém Tsui clia cac bénh nhan trwdc
diéu tri trong nghién ctvu cta chang toi 1a
9.91+ 4.34, twong tw nhw trong nghién clru
cula tac gia Dirk Dressler va cong sw nam
2014.° Thang diém Tsui sau diéu tri co sw
cai thién cé y nghia so véi trwdc diéu tri &
tat ca cac trwong hop. Trong nghién clru
ctia Wissel va cong s véi liéu tiém Dysport
500 don vi, sy khac biét rd rét vé diém Tsui
duoc thdy & tuan thlr 4 va tudn the 8.[10]
Nhiéu nghién ctru khac ciing danh gia hiéu
qua dwa trén thang diém Tsui ciing cho két
qua twong dong. [5],[11]

3.2.2. Thoi gian dép irng diéu tri

Két qua nghién clru cho thay thoi
gian bat dau thay dap ng sau tiém la 10.53
+ 5.81 ngay, hiéu qua tét nhat dat dwoc sau
30.06 + 12.64 ngay, va kéo dai 120.00 +
32.86 ngay. Sé lieu cta chung toi cé sy
twong déng so v&i cac nghién clru khac.32
Thoi gian kéo dai hiéu qua trong nghién clru
cta Dirk Dressler 1a 11.8 + 2.7 tuan.[9]
Nghién ctru khac cua tac gia Daniel Truong
va cong sw, cling v&i lieu 500 don vi
Dysport cho két qua thdi gian dap (ng trung
binh dai hon la 18.5 tuan.[12] Trong s6 17
bénh nhan clia ching t6i, cé 1 trwong hop
bénh nhan sau tiém dat hiéu qua tét va kéo
dai, theo d&i sau 2,5 nam van con hiéu qua
va chua tiém nhac lai (chung t6i khéng dua
bénh nhan nay vao phan tich két qua trung
binh th&i gian duy tri hiéu qua). Nghién ctru
ctia Tran Ngoc Tai nam 2011 ciing cé ghi
nhan co trwong hop ma hiéu qua kéo dai 2
nam sau tiém botulinum toxin A.[2]
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*Paired-Samples T-test
3.2.3. Tac dung phu

Trong sb 17 ca tiém, chang t6i chi chi
ghi nhan 1 trwdng hop bénh nhan gap tac
dung phu 1a dau cb sau tiém. Tuy nhién,
triéu chirng & mirc d6 nhe, va mét di sau
khodng 2 tuan. Mét sb tac dung phu thuwong
gap dwoc ghi nhan trong cac nghién clru
bao gdm: yéu co, nubt khé, méi cé..., da sb
déu & murc nhe va trung binh. [1],[2],[12]

4. KET LUAN

Tiém botulinum toxin A la phwong
phap hiéu qua gidp giam triéu chirng &
bénh nhan loan trwong lwc cb nguyén phat
v@i hiéu qua trung binh dat 70% va kéo dai
trung binh 4 thang. Tac dung phu thwong
nhe va thoang qua.

Diém han ché clia nghién cru |a mot
nghién ctu khdng ngdu nhién déi chirng,
tuy nhién chung téi hy vong nhirng két qua
tlr nghién ctru sé& bd sung thém di liéu va
tinh hiéu qua cla botulinum toxin A trong
diéu tri loan trwong lwc cb nguyén phat, tir
d6 thubc ngay cang dwoc ap dung rong rai
hon trong thwe hanh I&m sang.

L&i cam on

Chlng t6i xin chan thanh cam on
nhirng bénh nhan da tham gia nghién cuu,
I&nh dao Bénh vién da khoa Tam Anh va tat
cé thanh vién trong nhém nghién ctru.
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SUMMARY
EFFECTIVENESS OF TREATMENT OF PROPHYLAXIC CERVICAL DYSFUNCTION
WITH BOTULINUM TOXIN A INJECTION AT TAM ANH GENERAL HOSPITAL:
STUDY ON 17 CASES

Vu Thi Hinh',Truong Hue Linh', Nguyen Thu Ha',
Kieu Thi Hau', Nguyen Van Lieu"”

' Department of Neurology-Stroke, Tam Anh Research Institute, Tam Anh General Hospital

Objective: Evaluate the effectiveness of treatment with botulinum toxin A injection
(Dysport ®) in patients with primary cervical dystonia at Tam Anh General Hospital, Hanoi.
Methods: Descriptive and observational, non-interventional study on all patients with
primary cervical dystonia treated with botulinum toxin A injection at Tam Anh General
Hospital from November 2022 to April 2024. Results: There were 17 patients (12 men and
5 women) who met the criteria to be included in the study. Tsui score before treatment was
9.71 + 4.34. The most commonly chosen muscles for injection are the sternocleidomastoid
muscle, the stifle, and the semispinalis capitis muscle with a total injection dose of 311.76
+ 88.89 units. Time to onset of response was 10.53 + 5.81 days. Time to maximum
effectiveness is 30.06 + 12.64 days. The effective retention time is 120.00 + 32.86.
Subjective post-injection effectiveness reached 70.00 + 18.03%. Tsui scores 4-6 weeks
after injection improved significantly compared to before treatment in all cases. Only 1 case
of neck pain was recorded after injection but it was only transient. Conclusion: Botulinum
toxin A injection is an effective method to treat primary cervical dystonia. Side effects are
usually mild and transient.

Keywords: Botulinum toxin A, dystonia, cervical dystonia, primary cervical dystonia.
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KET QUA PHOI HOP ROBOT ARMEO POWER TRONG CAI THIEN VAN PONG
CHI TREN O’ NGU'O'l BENH LIET NIPA NGU'O'l DO NHOI MAU NAO TREN LEU

Nguyén Thanh Tuan2, Nguyén Hoai Nam23, Nguyén Trong Lwu?,
Phan Thi Kiéu Loan?3, Trinh Bao Tram?*

1Bénh vién Trung wong Quan déi 108, 2Trwdng Pai hoc Y Ha Néi

3Bénh vién Phuc hdi chirc ndng Ha Noi, “Bénh vién Trwong Dai hoc Y Ha Noi
T&c gia chiu trach nhiém khoa hoc: Nguyén Trong Lwu, Nguyén Hoai Nam
TA&c gia lién hé chinh: Trinh Bao Tram
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Ngay tiép nhan: 04/6/2024

Ngay phan bién: 25/6/2024

Ngay chap nhan dang: 25/6/2024

TOM TAT
Muc tiéu: Panh gia két qué phéi hop robot Armeo Power trong phuc héi chire néng
van déng chi trén & nguoi bénh liét ndra nguoi do nhéi mau néo trén l1éu. Péi twong va
phwong phdp: Nghién ciu md ta tién ctru, khéng cé déi chirng danh gig hiéu cda phoi
hop robot Armeo Power trong chuong trinh phuc héi chire ndng van déng chi trén & 30
bénh nhén dwoc chén doén xac dinh nhéi mau néo trén 1éu, 14n dau, c6 liét nira nguoi,
diéu trj ndi tr tai khoa Phuc héi chire ndng, Bénh vién Trung wong Quén déi 108, tir thang
8/2023 dén thang 5/2024. Két qua: Sau 3 tuén diéu trj, nhém nghién ciu c6 khé ndng vén
dong chi trén theo thang diém FMA-UE tédng 21,3 diém (32,3% téng diém téi da), diém
ARAT tdng 21,8 diém (38,2% téng diém téi da) va diém HMS ting 2,6 diém (43,3% téng
diém téi da). Két ludn: Phéi hop robot Armeo Power trong chuong trinh phuc héi chic
ndng vén déng chi trén & nguoi bénh nhéi mau nao trén 1éu dem lai hiéu qua céi thién kha
ndng van dong cé y nghia théng ké so véi trurée khi diéu tr.
Terkhod: nhdi mau néo, phuc héi chire ndng, van déng chi trén, robot Armeo Power.
1. DAT VAN BE Ky thuat tap van doéng chi trén voi
Dot quy ndo hién la nguyén nhdn gdy Robot Armeo Power (AP) la mét ky thuét
tlr vong dng th(r hai (sau bénh nhdi mau  &ng dung céac thanh twu cta khoa hoc va
co tim) va la nguyén nhan hang diu gy cong nghé hién dai vao Iinh vuie lvong gia
khuyét tat trén toan cau, trong d6 trén 70%  va diéu tri phuc hdi chire nang. Ky thuat nay
la dot quy nhdi mau ndo [1]. Ty l1é nhitng st dung thiét bji mé phdng cAu tric chi trén
ngudi sbng sét sau dot quy ndo ngay cang  cla nguoi bénh. Ngwdi bénh sé thyc hién
téang do nhirng tién bo vé y té. cac bai tap chuyén biét vé ting cudng sirc
Tuy nhién nhiéu bénh nhan phai co, tdm van dong khop, diéu hop van dong
chung sbng véi nhitng di chirng nang né,  véi sw hd tro cha canh tay gia lap t» Robot
khién ho gidm kha nang lao déng, tham chi  dé cai thién chirc nang van dong. Hon thé
phai phu thudc trong sinh hoat hang ngay, nira, Robot AP con hé tro' cac bac si l1am
tr& thanh ganh nang cho gia dinh va xa héi.  sang trong lwgng gid chic nang chi trén
Dac biét trong sé nhivng di chirng d6 phadi  cta ngudi bénh. Phwong phap s dung
lwu y dén tinh trang gidm chirc ndng ban  robot da dwoc nhiéu tac gia trén thé gidi
tay. Hién nay da c6 nhiéu phwong phap nghién ctu ap dung, nhiéu nghién ctu cho
phuc hdi chirc nang chi trén cho nhém ddi  thay c6 hiéu quéa rd rét trong cai thién kha
twong nay, tuy nhién hiéu qua van chwa nang van dong chi trén. Tuy nhién tai Viét
dwoc nhw mong doi [2]. Nam, phwong phap nay chwa phd bién, vi
vay ching toi tién hanh nghién céu nay
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nhdm muc tiéu: Danh gia két quéa phdi hop
robot Armeo Power trong chwong trinh
phuc hdi chirc ndng van déng chi trén &
ngwdi bénh liét niva ngudi do nhdi mau nao
trén léu.
2. bOI TUONG VA PHUONG PHAP
NGHIEN Cl?U
2.1. Thiét ké nghién ctpu: nghién ciu mod
ta tién cru, khéng co dbi chirng
2.2. Pia diém, thoi gian nghién cu:
nghién ctru dwoc trién khai tai khoa Phuc
hdi chirc ndng — Bénh vién Trung wong
Quéan doi 108 trong thdi gian tr thang
8/2023 dén thang 5/2024.
2.3. Péi twong nghién cru
2.3.1. Tiéu chudn lwa chon

Déi twong nghién ctru la ngwdi bénh
tr 18 tudi tré 1én, c6 biéu hién lam sang liét
nra ngudi, dwoc chan doan do nhdi mau
n&o trén l&u, 1an dau tién, da dwoc diéu tri
4n dinh qua giai doan cap; mrc dd trwong
Iwc co tay bén liét theo Asworth cai bién bac
0, 1, 1+ hoac 2. Ngwdi bénh khéng co rbi
loan nhan thire, c6 kha ndng ngbi virng va
ddng y tw nguyén tham gia vao nghién ctu.
2.3.2. Tiéu chudn loai tree

Bénh nhan mac bénh Iy hodc chan
thwong cac khép chi trén trwéce khi bi nhoi
mau nao (tay bén liét). Bénh nhan cé chi
bén liét bi suy gidam cadm giac nghiém trong.
Bénh nhé&n khéng hop tac trong qua trinh
tham kham va thu thap théng tin (do suy
gidm nhan thirc, rdi loan tam ly, ...). Ngoai
ra, nhitng bénh nhan dang méc cac bénh
cép tinh ho&c dot cap cta cac bénh man
tinh, khdi u, bénh ung thw... cling bi loai ra
khéi nghién ctru.
2.4. C& mau, phwong phap chon mau
2.4.1. C& mau: chon 30 bénh nhan dap
&ng tiéu chuan nghién cu.
2.4.2. Phwong phdp chon mau: chon méau
thuan tién

Lwa chon bénh nhan liét nra nguoi
do nhdi mau ndo thdéa man tiéu chuén lya
chon va khéng vi pham tiéu chuén loai trr,
didu tri ndi trG tai khoa Phuc hdi chirc nang
— Bénh vién Trung wong Quan déi 108
khéng phan biét vé tudi va gidi tinh cda.
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2.5. Cac bién sé, chi sé: thu thap theo mau
bénh &n nghién ctu, bao gébm:

Théng tin chung clGa nguwdi bénh:
tudi, gidi, thoi gian mac bénh, tay thuan- tay
liet, thang diém dot quy NIHSS (National
Institutes of Health Stroke Scale),

Lwong gid mirc dd khiém khuyét van
dodng chi trén:

Thang diém Fugl- Meyer danh gia chi
trén (Fugl-Meyer assessment for upper
extremities- FMA-UE): trwéc va sau
can thiép. Thang diém gébm 33 muc
danh gia cac dong tac don khép va da
khép, dong tac trong mau déng van,
van doéng cac ngén tay, téc do van
déng, mae do rdi tam, that diéu va phan
xa gan xwong. M&i muc c6 diém tir 0
dén 2, tdng diém gidi han tr 0 - 66
diém. Diém cang cao cho thdy kha
ndng van déng cang tét.

Thang diém Action Research Arm Test
(ARAT) trwwéc va sau can thiép. Thang
diém gdm 19 muc: cAdm dd vat I6n (6
muc); cam dd vat nh& (4 muc); cam dd
vat nhé (6 muc) va van doéng thé (3
muc), tbng diém gi&i han tir 0 - 57 diém
véi diém cang cao cho thay kha nang
van dong cang tbt.

Thang diém Hand Movement Scale
(HMS) trwéc va sau can thiép. Thang
diém gdm c6 6 mirc dd nhdm danh gia
kha nang van dong cta ban tay, trong
doé HMS 1, 2, 3 la van déng kém. HMS
4,5,6 la van dong tét.

2.6. Quy trinh thwc hién

Nhirng bénh nhadn dap ng tiéu
chuén nghién ctu thuc hién chuong trinh
phuc hdi chirc nang trong 3 tuan, 5 budi/
tuan, mdi budi: 40 phit tap van dong tri liéu
va hoat ddng tri liéu thwdng quy va 45 phat
tap luyén vai robot Armeo Power.

Phwong phap phuc hdi chirc nidng
thworng quy bao gdm cac phwong phap: ky
thuat tao thuan cam thu ban thé than kinh
co PNF; tri liéu Bobath; chwong trinh hoc
lai van déng va cac phwong phap tadp manh
co gan véi hoat déng chirc nang, ...
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Cac bai tap dwoc thiét ké phu hop
v&i kha ndng va nhu ciu tirng bénh nhan.

Hinh 1. Hinh anh bénh hhén tép luyén v&i robot Armeo Power
(Anh chup tai Bénh vién Trung wong Quéan déi 108)

Bénh nhan liét nira ngwdi do nhdi mau ndo

<4—

Kham lam sang

Bénh nhan dat tiéu chuan nghién ctru (n=30)

<4

Lwong gia marc d6 khiém khuyét

FMA-UE, ARAT va HMS trwéc diéu tri

van dong chi trén theo thang diém

<4+—

- 45 phut/ngay: tap v&i robot Arm

Chuong trinh phuc héi chirc nang: 5 ngay/tuan, trong 3 tuan lién tiép:
- 40 phut/ngay: phwong phap phuc hoi chirc néng thdng thwdng.

eo Power

<4—

Danh gia két qua phuc hoi

chrc nang sau 3 tuan diéu tri

Hinh 2. So

2.7. Thu thap sé liéu:

CAc sb lieu thu thap duoc xi ly theo
thuat toan théng ké y hoc st dung phan
mém Excel va x& ly theo chwong trinh
SPSS 20.0. Céc théng ké md t& phu hop da

dd nghién ctru

duoc st dung, khi so séanh céac chi sé gitra
trwdc va sau diéu tri kiém dinh Paired-
Samples T Test (ho&c kiém dinh Wilcoxon)
dwoc dung véi bién dinh lwong.

3. KET QUA NGHIEN CclrU

Bang 1. Bac diém chung ctia nhém nghién ctu

Dac diém Nhém nghién ciru
Gidi (n, %) Nam 20 (66,7%)
NG 10 (33,3%)
Tuéi trung binh £ D6 léch chuan 61,9+14,8
Tay bén liét (n, %) Trai 9 (30%)
Phai 21 (70%)
The&i gian dét quy, £ D6 léch chuan (ngay) 7,1+10,3
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Vai tro tay liét

Phén loai NIHSS

Téng (n)

Thuan 20 (66,7%)
Khdéng thuén 10 (33,3%)
Nhe (1 dén 4) 2 (6,7%)
Vira (5 dén 15) 28 (93,3%)
Vira dén nang (16 dén 20) 0
Ning (21 dén 42) 0

30

Tudi trung binh ctia nhém nghién ctu
la 61,9+14,8 (tr 15 dén 85 tudi), da sb bénh
nhan trong dé tudi trung nién. Tt ca bénh
nhan trong giai doan phuc héi sém (thoi
gian tir khi ddt quy ndo dén khi tham gia
phuc héi chirc nang tr 2- 60 ngay). Sé bénh

nhan la nam gidi, liét tay phai, tay liét la tay
thudn I&n hon bénh nhan la nly gidi, liét tay
trai va liét tay khéng thuan. Phan Ién bénh
nhan c6 phan loai theo thang diém dét quy
NIHSS la m&c d6 vira (5 dén 15 diém)
chiém 93,3%.

Bang 2. Két qua chirc nang van dong chi trén theo thang diém FMA-UE, ARAT va
HMS cta nhém nghién cru trwéc va sau diéu tri

FMA-UE ARAT HMS
Thoi diém (Trung binhx D6 léch (Trung binhx b6 (Trung binhx b6
chuan) l&ch chuén) léch chuan)
Trwéc diéu tri 29,2 +18,9 9,0+ 13,0 22+1,4
Piéu trj 3 tuan 50,5 + 15,3 30,8 + 20,6 48+15
p 0,00 0,00 0,00

Sau diéu tri 3 tudn, nhém nghién ctru
c6 sy cai thién dang ké diém FMA-UE,
ARAT va HMS so véi truéc diéu tri qua
kiém dinh Wilcoxon (p<0,01), cu th& nhém
nghién ctu c6 FMA-UE tang trung binh

21,3 diém (32,3% tdng diém tbi da), diém
ARAT tang 21,8 diém (38,2% tong diém toi
da) va diém HMS ting 2,6 diém (43,3%
tbng diém téi da).

Bang 3. Mot s6 yéu td dac diém chung lién quan dén két qué phuc hdi chirc nang
chi trén theo thang diém FMA-UE, ARAT va HMS & nhém nghién ctu sau 3 tuan diéu tri

(n=30)
FMA-UE ARAT HMS
Pic diém
n Mtpc cai Merc cai thign Mipc cai
thién P - P thién P
Nam | 20 | 17,3+11,8 19,7 £ 15,3 23+1,2
Gioi 0,01 0,183 0,091
Nee | 10 | 29,2+94 26,1+17,6 31+11
<60 | 11 | 25,1+149 24,7 +20,3 2,7+15
Tudi 0,201 0,512 0,750
>60 | 19 | 19,1+10,4 20,2 + 13,7 25+1,0
Phai | 21 | 22,6+13,7 | 0,367 | 21,4+16,5 |0,734| 28+1,3 | 0,073
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Tay

bén Tréi 9 18,1+8,7 22,7+16,4 2,0+£0,9

liét

Vai Thuan | 20 | 22,7+ 14,0 21,7+16,9 2,8+1,3

tro

A 0,305 0,741 0,114

tay Kho,ng 10 | 185+7,7 22,0+15,6 2,1+0,9

ligt thuan

Nhém bénh nhan ni¥ cé kha nang cai
thién kha nang van déng theo thang FMA-
UE cao hon dang k& so vé&i nhém bénh
nhan nam (p<0,05), tuy nhién khéng c6 sw
khac biét vé thang diém ARAT va HMS.
Twong tw khéng cé sy khac biét cé y nghia
thdng ké vé cai thién kha nang van déng chi
trén theo thang FMA-UE, ARAT va HMS
gitra cac nhom tudi, tay bén liét va vai tro
tay liét & nhém nghién ctru.

4. BAN LUAN

Két qua nghién ctu cho thay hiéu
qua tich cuwc cta phdi hop robot AP cung
cac phuwong phap phuc hdi chirc nang
théng thwéng trong diéu tri cho ngudi bénh
liét nira ngwdi do nhdi mau néo. Loi ich cta
robot AP la duy tri, khuyén khich va khéi
phuc céac ky nang van dong chirc nang, bao
gdm hoc céc chuyén dong théng qua tan sb
I&p lai cao, cai thién pham vi chuyén déng
va nang cao ky nang phdi hop. AP gilp
gidm nguy co bénh nhan mét kha nang van
dong cua chi bi liét do khong st dung, cling
v&i kiém soét co clrng va gidm nguy co co
rat khép. Cac thdng sé clia AP c6 thé dwoc
didu chinh ph hop véi kha nang ctia bénh
nhan. Phan mém tich hgp chira nhiéu bai
tap van dong da dang giébng nhw trd choi
duwoc hd tro béi thiét bi méd phong thuc té
40, hién thi nhiém vu chirc nang cung v&i
phan hoi hiéu suét ngay lap tic [3].

Nghién ctu cta ching t6i st dung
thang diém danh gia Fugl-Meyer cho chi
trén (Fugl-Meyer assessment for upper
extremities- FMA-UE) — day la mét cong cu
thwong dwoc st dung trong lam sang va
nghién cu, nhdm danh gid mac dd suy
giam kha nang van dong va cadm giac cho
nguwdi bénh sbng sét sau dot quy ndo [4].
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Két qua nghién ctru cho thdy nhém bénh
nhan cé diém FMA-UE tidng 21,3 diém
(twong rng 32,3% toéng diém téi da), cai
thién dang k& kha nang van dong so voi
trwdc diéu tri (p<0,05 tr bang 2). Két qua
nay cling twong déng véi cac nghién ciu
khac trén thé gi¢i cho thdy mic cai thién
kha n&ng van déng dang k& & nhém bénh
nhan dét quy nao dwoc tap luyén phdi hop
robot AP va chwong trinh phuc héi chirc
nang théng thwdng [3], [5], [6]

Bén canh do, nghién ctru hoat déng
tay (Action reseach arm test — ARAT) la
thang diém dwoc chudn hoa nhdm danh gia
chlrc nang van dong chi trén thong qua
quan sét tap trung vao van doéng cam nam,
kep cla ban tay. Thang diém nay dwoc
chirng minh cé y nghia trong lvgng gia va
theo ddi cai thién chirc nang van déng chi
trén, dac biét & bénh nhan dot quy néo [7].
Trong nghién cu cla chdng t6i, nhém
nghién clru c6 diém ARAT tang 21,8 diém
(38,2% tbng diém tbi da), sw cai thién co y
nghia théng ké (p<0,05, tlr bang 2). Theo
nghién ctru clia Lee va céng sw, ARAT thay
ddi it nhat 6 diém dwoc xem la co y nghia
vé mat 1am sang v&i strc manh théng ké la
80% va do tin cay 95% [7]. Nhw vay nhom
bénh nhan nghién ctru phéi hop tap luyén
v&i robot AP va chwong trinh phuc héi chire
nang thong thwong cai thién kha nang van
doéng co y nghia vé méat lam sang sau 3 tuan
diéu tri.

Thang danh gia Hand Movement
Scale (HMS) 1a mét chi sé dé danh gia mirc
do van dong ban tay bén liét & nhirng ngwoi
bi d6t quy ndo. Trwdc diéu tri, diém HMS
trung binh cia nhém bénh nhan nghién ctru
la 2,2 — twong &ng la mirc van déng kém,
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sau diéu tri 3 tuan diém HMS trung binh Ia
4,8 — mirc van dong tét. M cai thién diém
HMS cla nhém bénh nhan nay cling tang
c6 y nghia théng ké sau diéu trj (tr bang 2).

Két qua tai bang 3 danh gia mot sé
d&c diém lam sang cda déi twong nghién
ctru c6 thé lién quan dén két qua phuc hoi
chirc nang van doéng & bénh nhan tap luyén
v&i robot AP. Mtrc cdi thién diém FMA-UE
& nhom bénh nhan nir gi¢i cao hon dang
ké so v&i nhém nam gidi. Twong tw, mic
cadi thién diém ARAT, HMS ciing cé xu
hwéng cao hon & nhém nir gi¢i mac du
khac biét khéng cé y nghia thdng ké. Bén
canh dé, nhém bénh nhan dwéi 60 tudi cod
xu hwéng cai thién diém FMA-UE, ARAT va
HMS cao hon nhém trén 60 tudi. Két qua
cai thien diém van ddng v&i nhdm bénh
nhan liét tay phai, va tay liét la tay thuan
cling c¢6 xu huwéng cao hon so v&i nhom
bénh nhan liét tay trai va tay liét la tay khéng
thuan. Tuy nhién nhirng khac biét nay
khéng cé y nghia théng ké véi p>0,05.
Nguyé&n nhan c6 thé do c& mau con nhd,
didu nay dan dén két qua chuwa thé khang
dinh méi lién quan gira cac yéu tb ké trén
va merc do cai thién chlrc nang van dong
cta bénh nhan.

Nhw vay, két qua nghién ciru cda
ching téi buéc dau cho thay tap luyén phbi
hop robot AP va chwong trinh tap phuc hoi
chirc nang thong thwong gidp cai thién
chlrc nang van déng chi trén ctia bénh nhan
liét nlra nguwdi do dét quy nao diéu trj tai
Khoa Phuc hdi chirc nang — Bénh vién
Trung wong Quéan doéi 108.

Tuy nhién, nghién ctru con nhiéu han
ché. Thir nhat: nghién ctru khdng danh gia
dwoc hiéu qua dai han do thi gian theo doi
bénh nhan la 3 tudn. Th 2: ¢& mau nghién
ctru con nhd, dan dén han ché trong khai
quéat hoa két qua nghién cru. Vi vay, nhitng
nghién ctru theo ddi trong thoi gian dai voi
¢® mau I&n hon can thiét dwoc tién hanh.
5. KET LUAN

Phdi hop robot Armeo Power trong
chwong trinh phuc hdi chirc n&ng van dong
chi trén & ngudi bénh nhdi mau néo trén léu
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dem lai hiéu qua cai thién cé y nghia théng
ké cho ngudi bénh. Vi vay robot Armeo
Power c6 thé 1a mét cong cu bd sung hiru
ich trong chwong trinh phuc hdi chirc ndng
chi trén & bénh nhan sau nhdi mau nao.
Khuyén nghi

Céan tién hanh cac nghién cru can
thiép c6 déi chirng gitp so sanh hiéu qua
cta nhdm bénh nhan phéi hop tap véi robot
Armeo Power va nhém chi tap chwong trinh
phuc hdi chirc nang don thuan. Thoi gian
nghién ctru can theo déi dai hon va c& mau
I&n hon. Ngoai ra cac nghién ctru danh gia
hiéu qud phdi hop tap luyén voi robot
Armeo Power va phuwong phap khac (kich
thich dién mot chiéu xuyén so - tDCS, k¥
thuat van dong cwdng birc bén liét — CIMT,
...) trén bénh nhan tén thwong nao (dét quy
ndo, chan thwong so ndo) ciing can dwoc
can nhé&c tién hanh.
Loi cam on

Chung t6i chan thanh cdm on Ban
Giam dbc Bénh vién Trung wong Quan doi
108, Ban lanh dao Khoa Phuc héi chirc
nang — Bénh vién Trung wong Quan déi 108
da tao diéu kién thuan lgi dé thwe hién dé
tai.
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SUMMARY

EFFECTS OF USING A ROBOT ARMEO POWER ON UPPER LIMB FUCTIONAL
IMPROVEMENT FOR HEMIPLEGIC PATIENTS WITH SUPRATENTORIAL ISCHEMIC STROKE

Nguyen Thanh Tuan®?, Nguyen Hoai Nam?2, Nguyen Trong Luu,
Phan Thi Kieu Loan?2, Trinh Bao Tram?#

1108 Military Central Hospital, 2 Hanoi Medical University
3Hanoi Rehabilitation Hospital, “Hanoi Medical University Hospital

Objective: Evaluate effects of using a robot Armeo Power on rehabilitation for upper
limb function of hemiplegic patients due to supratentorial ischemic stroke. Methods: The
descriptive study with no control group to evaluate effects of combining the robot Armeo
Power into upper limb function recovery programs in 30 supratentorial ischemic stroke
inpatients at the Rehabilitation Department of 108 Military Central Hospital from August
2023 to May 2024. Main findings: After 3 weeks of treatment, the research patients have
the upper limb function on the FMA-UE scale increased 21,3 points (32,3%), ARAT
improved 21,8 points (38,2%) and HMS increased 2,6 points (43,3%), which were
significantly higher than before treatment. Conclusions: The robot Armeo Power
combined with standard therapy might be effective in improving upper extremity function in
stroke survivors.

Keywords: ischemic stroke, rehabilitation, upper limb function, robot Armeo Power.
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DAC DIEM MAT DO XUONG CANG TAY
PO BANG PHUONG PHAP HAP THU TIA X NANG LUQNG KEP
VA GIA TRI DU POAN LOANG XUONG NGUYEN PHAT O PHU NIF SAU MAN KINH

Nguyén Thanh Huyén?, L& Binh Tung?, Nguyén Thi Thu Hién?,
Vwong Thj Duyén?, Nguyén Thanh Luan?!, Tang Ky Ninh3

Trwdng Pai hoc Ky thuat Y t& Hai Dwong
2Trwdng Pai hoc Y Ha Noi

STrwong Dai hoc Pheniakaa

TA&c gia chiu trach nhiém khoa hoc: Lé Binh Tung
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Ngay tiép nhan: 06/6/2024
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TOM TAT

Muc tiéu: Md tg ddc diém mat do xuwong cang tay do bang phuong phap hép thu tia
X nang luong kép va xac dinh gia trji duw doan loang xwong nguyén phat & phu ni¥ sau man
kinh. Phwong phép: nghién ciru mé té cat ngang duwoc thuc hién trén 166 phu ni sau man
kinh dén kham va do mat do xwong céc vj tri: c6 xwong dui chdn khéng thuén, cét séng
that lung, cdng tay hai bén tai Trung tam Y khoa sé 1 Tén Thét Tung — Bénh vién Pai hoc
Y Ha Néi. Két qua: Tuéi trung binh cda dbi twong nghién ctu la 62,76 + 7,05 tudi. Tudi
man kinh trung binh 1& 49,24 + 3,59 tuéi. Mat dé xwong trung binh & céc vj tri UD, MID, 1/3
cta cdng tay bén khdng thuan la 0,313 + 0,054 g/cm?; 0,442 + 0,067 g/cm?; 0,543 + 0,075
g/cm2. Sy khéc biét trung binh cda chi sé T-score gitra vj tri 1/3 cdng tay bén khong thuén
va cé xwong dui la 0,457 + 0,963 (95% CI = -1,431 — 2,344). Sé lwong mau nam trong
khodng twong hop gidra chi sé T-score & c6 xwong dui va & vj tri 1/3 cda céng tay bén
khéng thuan chiém 161 /166 = 97,0%; va sé luong mau nam trong khodng khéng tuong
hop chiém 5/166 = 3,0%. Két ludn: Mat do xwong trung binh & céc vj tri UD, MID, 1/3 cda
cang tay bén khéng thudn la 0,313 + 0,054 g/cm2; 0,442 + 0,067 g/lcm?; 0,543 + 0,075
g/lcm2. C6 sw khac biét vé mat do xwrong trung binh gitka cac vijtri & cting bén tay (p < 0,05).
C6 sw khac biét vé mat dé xwong trung binh giitka ciing mét vj tri & hai bén tay thuan va tay
khéng thuan (p < 0,05). Tat cd cac vj tri cda cdng tay déu dw doén tét tinh trang lodng
xwong & cé xwong dui véi AUC > 0,7.

Terkhoa: mat dé xuong cang tay, lodng xwong, man kinh, gia tri dw doan.
1. DAT VAN BE Gay xwong do lodng xwong thwéng xay ra

Lodng xwong la bénh khéng lay & nhirng ving cé ty 1& mat xwong cao,
nhidm chd yéu va la bénh vé xwong phd  chang han nhw cét sdng, cb xwong dui hoac
bién nhéat, anh hwéng dén mot phan ba phu  céng tay. Gay xwong lam téng ti 1& tan phé,
nd va mot phan ndm nam gidi trén 50 tudi  giam tudi tho, tdng nguy co t&r vong. Trong
trén toan thé gi¢i. Lodng xwong con dwoc  twong lai, véi sy gia ting tudi tho trung
xem |a mot bénh am tham, khéng gay triéu  binh, sé gia tdng dang ké ty 1& mac bénh
ching dac hiéu, cho dén khi xwong bi gdy. lodng xwong va ty lé gdy xwong cé lién
Déc trwng cla bénh lodng xwong la gidm  quan dén loang xwong [1].
khéi lwvgng xwong va suy gidm céu tric vi Trén thé gidi, ty lé lodng xwong &
mé cla moé xwong dan dén su gia ting & phu nir sau man kinh dwgc wéc tinh la
gion cla xwong tang nguy co gay xwong. 23,1%. Tai Viét Nam theo nghién ctu cla
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Nguy&n Van Tuén tai TP H6 Chi Minh, cw
10 phu ni* man kinh cé 3 nguwéi bi lodng
xwong [2]. Tt 1au, loAng xwong da dwoc coi
la bénh cha phu nlr sau man kinh do
hoat ddéng cla budng trirng bi suy gidm
dan dén giam tdng hop estrogen. Estrogen
c6 vai trd tdc dong dén cac té bao tao
xwong va cac té bao hiy xwong dé &c ché
qua trinh hdy xwong trong qua trinh tai tao
mé hinh xwong. Trung binh khéi lwong
xwong sé méat di tlr 2 - 4% mébi nam trong
subt 10 - 15 nam dau sau man kinh. Phan
I&n phu ni tr 65 tudi tré 1én khédi lwong
xwong giam trung binh ttr 30 - 50%. Chinh
vi vay, phu ni sau tudi man kinh thwong
gap cac bién ching nang cua lodng
xwong néu khéng dwoc phéat hién va
didu tri loAng xwong nhw gay lun xwong dét
sbng, gdy cb xwong dui, gdy dau dudi
xwong cang tay.

Hién nay, tai Viét Nam, ching ta
dang s dung tiéu chudn chan doan loang
xwong cta WHO nam 1994: T-score < -2,5
tai c6 xwong dui va cot sdng that lwng. Déi
véi mot sb trwdng hop khi cac vi tri trung
tam nhw cot séng thét lwng va cb xwong dui
khong thé danh gia dwoc (nguwdi bénh dwoc
didu tri bang nep vit cot séng, bom xi mang
dét séng, thay khép hang nhan tao, ...) vay
do mat do xwong cang tay cé dwoc chi dinh
dé thay thé hay khong. Cang tay la phan tw
do cua chi trén hoat ddng nhiéu nhuwng it
phai chju trong lwgng va viéc xac dinh vij tri
do mat d6 xwong cang tay dé dang va thuan
tién hon so vé&i cac vi tri do mat dé xwong
khac. Thuc té 1am sang cho thay thuong
gdp nhéat 1a gay xwong do lodng xwong &
hai vi trf ¢ xwong dui va cot séng that lung,
bén canh dé gay hai xwong cang tay do
lodng xwong chiém mét ti 1& khéng nhé.
Diéu nay da chi ra diém han ché cua tiéu
chuén chan doan loang xwong cia WHO
ndm 1994. Nam 2020, Hoi Néi Tiét Hoa Ky
da mé rong tieu chuin chan doan loang
xwong, dwa mat d6 xwong cang tay tré
thanh mét tiéu chi quan trong trong chan
doan loang xwong.
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Trén thé gidi da c6 moét sé nghién
ctvu chi ra sy twong ddng gitra mat do
xwong cang tay va mat do xwong cac vi tri
trung tdm. Tai Viét Nam, chwa cé nghién
ctbu ndo vé mat dd xwong cang tay cling
nhw gia tri dw doan lodng xwong nguyén
phéat & dbi twong phu nir sau man kinh. Vi
vay, dé tai nay dwoc thye hién véi muc tiéu:
1. M6 t3 dac diém mat do xwong cang tay
do bang phwong phap hép thu tia X ning
Itromg kép & dbi trong phu nik sau man kinh
dén kham va do mat d6 xuong tai Bénh vién
Dai hoc Y Ha N6i nédm 2023.

2. Xac dinh gi4 tri dw doan loang xwong
nguyén phét clia mat dé xwong cang tay &
nhém déi tuong trén.

2. DOl TUONG VA PHUONG PHAP
NGHIEN ClU

2.1 Péi twong nghién ctru

Bénh nhan nir sau man kinh dén do
mat dé xwong tai Bon vi tham do chic
néng, Trung tdm Y khoa s6 1 Tén Théat Tung
— Bénh vién Dai hoc Y Ha Néi tir thang
08/2023 dén thang 05/2024.

-Tiéu chudn lwa chon

- Phu n@ man kinh tw nhién tt 40 tudi
tré 1én (Man kinh ty nhién dwoc dinh nghia
la mét kinh lién tuc tir 12 thang tré lén).

- Béng y tham gia nghién ctu.

- C6 két qua do mat d6 xwong theo
phwong phap DEXA tai vi tri ¢ xwong dui
chan khéng thuan, cot séng that lwng tai cac
vj tri L1, L2, L3 va L4 va 1/3 duwdi xwong
cang tay 2 bén.

-Tiéu chudn loai trev

- Nguwoi bénh c6 tién siv méc cac
bénh man tinh gy lodng xwong th(r phét
nhuw bénh gan, than man tinh, ung thw, cac
bénh noi tiét va cac réi loan lien quan
chuyén héa Vitamin D, chuyén héa xwong
nhw nhw dai thao dwdng, hdi chirng kém
hap thu, bénh cwong giap, rdi loan chic
nang tuyén can giap, hoéi chirng Cushing.

- Ngudi bénh st dung céac loai thubc
lién quan dén chuyén héa canxi va vitamin
D trong 6 thang vira qua nhuw: corticoid,
hormon thay thé&, heparin, bisphosphonate,
calcitonin.
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- Nguwoi bénh co tién siv gay xwong
ho&c bat dong tir 1 thang tré 1én.

- Nguwoi bénh bj cat bé t&r cung/budng
trirng, hoac dang mang thai va cho con bu.
- Nguwoi bénh nang trén 120kg.

- Ngwoi bénh khong ddng y tham gia
nghién ctu.
2.2 Phwong phap nghién ciru
2.2.1 Thiét ké nghién cau
Nghién ctru mé t& cat ngang
2.2.2 C&#mau va chon méu
Chon mau toan bo: lwa chon tat ca

cac ddi twong co chi dinh do mat do xwong
cac vi tri cd xwong dui, cot sdng that lwng
va céng tay dén kham tai Don vi tham do
chirc nang — Bé&nh vién Dai hoc Y Ha Néi tw
thang 07/2023 dén thang 05/2024.

Ap dung cong thirc tinh c& mau wéc

tinh gié trj trung binh:

-

d

Trong do: z (hé sé tin cay) = 1,96 v&i
a =0,05; s (d6 léch chuan wéc lwong), theo
Tran Ngoc An mat d6 xwong cang tay &
nhém tudi tré 0,56 + 0,07 g/cm2. [3] chon s
= 0,07; chon d (sai s6 cho phép) la 10%.
Tinh ra ¢c& mau n = 164. Trong thuc té,
ching téi da tién hanh do mat dd xwong
trén 166 phu nir sau man kinh.
2.2.3 Thoi gian, dja diém nghién cdu

Nghién ctru dwoc thwe hién tir ngay
01/08/2023 dén ngay 01/06/2024 tai Bon vi
thdm do chirc nang — Trung tdm Y khoa sb
1 Tén That Tung — Bénh vién Trwdng Dai
hoc Y Ha Noi.
2.2.4 Phuwong phéap thu thap sé liéu

- Do mat d6 xwong: st dung may
Explorer cla hdng Hologic — My tai Bénh
vién Dai hoc Y Ha Noi, két ndi véi may tinh,
chuan may véi phantom. Dinh vi cang tay:
ddi twong ndm tay 1dng, gdc gitra cang tay-
phan trén canh tay xap xi 90°, nghiéng tay
bénh nhan mét cach nhe nhang trén may
quét, khong dé tay bi van va dich chuyén
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trong suét qua trinh quét. May Hologic béng
nguyén ly Dual Energy X-ray
Absorptiometry (DEXA) phét ra phong xa
ion v&i mét lwong dén tay dbi twong 1a 2 - 4
mrem mot lan scan. May cho két quéa do mat
dod xwong qua cac théng sé BMD, T-score.

- Banh gia mat dé xwong theo tiéu
chuadn ctia WHO ndm 1994: binh thuong
khi T-score > -1,0; thiéu xwong khi -2,5 < T-
Score < -1,0; lodng xwong khi T-Score < -
2,5; lodng xwong nang khi T-Score < -2,5
va c6 mét hodc nhiéu gay xwong.

- Phéng vén truc tiép dbi twong theo
bd cau hdi dé xac dinh cac yéu td vé tudi,
gidi, dia chi,th6i quen van dong thé luc, thoi
gian méan kinh, sb con.

2.2.5 Phwong phép xtrly sé liéu

S& dung phan mém SPSS 22.0 dé
tinh ra cac déc trwng théng ké 1a trung binh
cong (XX), dé léch chuan (SD), ti 1& (%). So
sénh 2 s trung binh theo kiém dinh Paired-
Samples T Test va kiém dinh Independent-
Samples T Test dé& xac dinh p & cac murc:
p<0,001, p<0,01, p<0,05. S& dung hdi qui
logistic tinh toan dién tich dw&i duwdng cong
(AUC: Area Under the Curve) va KTC 95%,
vé duwdng cong ROC (ROC: Receiver
Operating Characteristic), tim cut-off, tinh
ra do nhay va do dac hiéu dé xac dinh gia
tri dw bao loang xwong clla mat dé xwong
cang tay. St dung biéu dd Bland Altman dé
tim sy twong hop gilra cac phwong phap
chan doan.

2.2.6 Céac bién sé, chi sé nghién ctru

- B&c diém chung cta nhém nghién
ctru: tudi, tudi man kinh, thei gian man kinh,
céac chi sb nhan trac.

- Bac diém trinh do hoc van, kinh té -
xa hoi: noi sdng, nghé nghiép, sb con, muc
do hoat dong thé luc.

- Mat dd xwong va chi sé T-score &
vi tri: ¢b xwong dui chan khong thuan (Neck
hip), cét séng that lwng (L1 — L4) va cang
tay hai bén (UD, MID,1/3, Total).

3. KET QUA NGHIEN CclrU
3.1 Pac diém chung cta déi twong
nghién cu



Vietnam Journal of Physiology 28(2), 06/2024

ISSN: 1859 — 2376

Bang 1. Bac diém chung cta dbi twong nghién ciru

Pac diém n Nhé nhat | Lén nhéat x+SD
Tu6i trung binh (nam) 166 49 80 62,76 + 7,05
Tudi man kinh(nam) 166 41 57 49,24 + 3,59
S6 nam man kinh (nam) 166 2 40 13,60 + 8,05
Chiéu cao (cm) 166 134,40 168,00 152 + 6,50
Can nang (kg) 166 34,00 70,00 52,62 + 6,50
BMI (kg/m?) 166 15,11 32,76 22,52 + 2,59

Nhan xét: Tudi trung binh cta déi
twong nghién cu 1a 62,76 + 7,05 tudi.
Ngudi cé d6 tudi cao nhét la 80 tudi, thap
nhét 1a 49 tudi. Tudi man kinh trung binh la
49,24 + 3,59. Ngwoi man kinh mudn nhét 1a
57 tudi, ngwdi man kinh sém nhat 1a 41 tudi.

Thoi gian mén kinh trung binh la 13,60 +
8,05; cao nhat 1a 40 ndm va thap nhéat la 2
nam. Chiéu cao trung binh cta déi twong
nghién ctu 152,92 + 6,50 cm; can nang
trung binh la 52,62 + 6,94 kg; BMI trung
binh la 22,52 + 2,59kg/m?2.

Bang 2. Dac diém trinh d6 hoc van, kinh té - x& hoi

Dac diém n %
< Cép 3 54 32,5
Trinh dd hoc van Céap 3 77 46,4
> Cép 3 35 21,1
. Néng thdn 84 50,6
Noi song
Thanh thi 82 49,4
N6ng déan 60 36,1
X Twdo 52 31,3
Nghe nghiép
Coéng nhan 21 12,7
Tri thiee 33 19,9
. <3 104 62,7
So con
23 62 37,3
Mirc d6 hoat déng thé Iluc <600 98 59,0

Nhan xét: Trong cac dbi twong
nghién ctru, nhém ¢6 trinh 6 hoc van cap
3 chiém ti 1& cao nhéat (46,4%). Déi twong
nghién ctu séng & ndng thon (50,6%) va &
thanh thi (49,4%); nghé nghiép la néng dan
chiém ti 1& cao nhét (36,1%), tw do (31,3%),
cbng nhan (12,7%).
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Phan I&n ngwdi tham gia nghién ctru
c6 duwdi 3 con (62,7%). M&rc d6 hoat ddng
thé lwc: < 600 METs-phat/tuan (59%) va 2
600 METs-phit/tuan (41%).

3.2. Mat d6 xwong cing tay do bang
phwong phap DEXA
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Bang 3. Dac diém mat d6 xwong cang tay

Vi tri n BMD (g/cm?) p p
UDb (1) 166 | 0,314+0,061 | pl2=0,000 1= 0.000
Cingtay | MID(2) | 166 | 04520068 | pl3=0000 | P ’
thuan 173 (3) 166 | 0,559+0,083 | pl4 = 0,000 ,_
Total (4) | 166 | 0,439 % 0,062 p22'=0,000
) UD (1) 166 | 0,313+0,054 | p12=0,000 -
le;gntgy MID (2) | 166 | 044220067 | pi'3=0000 | P~ 0,000
: 173 (3) 166 | 0,543+0,075 | p14=0,000
thuan ‘=
; Total (#) | 166 | 0,431 % 0,060 p44'=0,000
Nhan xét: (0,313 + 0,054 g/cm?). C6 sy khac biét vé

O céng tay thuan, mat do xwong
trung binh 14 0,439 + 0,062 g/cm2; cao nhéat
& vi tri 1/3 (0,559 + 0,083 g/cm?2); thap nhat
& vij tri UD (0,314 + 0,061 g/cm?). O cang
tay khéng thuan, mat dé xwong trung binh
la 0,431 + 0,060 g/cm?; cao nhat & vi tri 1/3
(0,543 + 0,075 g/cm?2); thap nhat & vj tri UD

mat doé xwong trung binh gilra cac vi tri &
cung bén tay (p < 0,05). C6 sw khac biét vé
mat dé xwong trung binh gitra ciing moét vi
tri & hai bén tay thuan va tay khéng thuan
(p <0,05).

3.3. Giatri dw doan loang xwong ctiia mat
dd xwong cang tay

Bang 4. Ti & lodng xwong & vi tri 1/3 cang tay bén khéng thuan

1/3 cang tay Khéng LoAn
bén khéng thuén lo&ng 9 Chung
xwong
xwong

Cé xwong dui n (%) n (%) n (%)
Khéng loang xwong 72 (60) 48 (40) 120 (100)
Loang xwong 10 (21,7) 36 (78,3) 46 (100)
Chung 82 (49,4) 84 (50,6) 166 (100)

Nhan xét:

Trong nhém dbi twong khdng lodng
xwong & cb xwong dui, co 72 ngudi (60%)
c6 lodng xwong & vi tri 1/3 & tay khong
thudn va 48 nguoi (40%) khbng lodng

xwong & vi tri nay. Trong nhém déi twong
c6 lodng xwong & cd xwong dui, ¢ 10
nguwdi (21,7%) cé loang xwong & vitri 1/3 &
tay khéng thuan va 36 ngudi (78,3%) khbng
lodng xwong & vi tri nay.

Bang 5. Gia tri dw doan lodng xwong theo chi sé T-score & c&c vi tri cia cang
tay bén khdéng thuan

Viti | n | AUC | p | Cutoff | D6 nhay Dﬁigjc 95%ClI
Cang tay bén khéng thuan
UD | 166 | 0,807 | 0,000 | -2,250 | 70,00 78,26 73.3-88,1
MID | 166 | 0,793 | 0,000 | -2,850 | 63,33 82,61 71,8-86,9
13 | 166 | 0,777 | 0,000 | 2,350 | 58,33 82,61 70,0-855
Total | 166 | 0,809 | 0,000 | 2,750 | 66,67 80,43 73,6 - 88,2
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Nhan xét: Tai vi tri UD cla cang tay
bén khong thuan, gia tri diém cét téi wu tai
dwong cong ROC la T-score = -2,250 vé&i
dién tich dwéi dwdng cong AUC la 0,807
véi p = 0,000 < 0,05; d6 nhay 70% va d6
d&c hiéu 78,26%. Tai vi tri MID cla céng tay
bén khéng thuan, gia tri diém cat téi wu tai
dwdng cong ROC la T-score = -2,850 voi
dién tich dwéi dwdng cong AUC la 0,793
véip = 0,000 < 0,05; d6 nhay 63,33% va do
d&c hiéu 82,61%. Tai vi tri 1/3 cla céng tay

SN

Khac biét
@

bén khéng thuan, gia tri diém cat téi wu tai
dwong cong ROC la T-score = -2,350 v&i
dién tich dwéi dwdng cong AUC la 0,777
v&ip = 0,000 < 0,05; d6 nhay 58,33% va do
dac hiéu 82,61%. Tai vi tri Total ctia cdng
tay bén khéng thuan, gia tri diém cét téi wu
tai dwong cong ROC la T-score =-2,750 v&i
dién tich dwéi dwdng cong AUC la 0,809
v&ip = 0,000 < 0,05; d6 nhay 66,67% va do
dac hiéu 80,43%.

T-score Neck hip - T-score t/3tay khong thuan

Trung binh (T-score Neck hip + T-score 1/3 tay khéng thuan)/2

Hinh 1. D6 twong hop chi sb T-score & Neck hip va chi sb T-score & vi tri 1/3 cang tay
khéng thuan

Nhan xét: S lwong mau ndm trong
khoang twong hop gitra chi sb T-score &
Neck Hip va & vi tri 1/3 clGa cang tay bén
khéng thuan chiém 161 /166 = 97,0%; va sb
lwong mau nam trong khoang khéng twong
hop chiém 5/166 = 3,0%.

4. BAN LUAN
4.1. Dic diém chung cua déi twong
nghién cu

Theo két qua nghién ctu cta ching
t6i, tudi trung binh clta déi twong nghién
ctu 1a 62,76 + 7,05 tudi. Ngudi co do tudi
cao nhat 1a 80 tudi, thap nhat 1a 49 tubi. Tudi
trung binh trong nghién clru cuda t6i twong
dwong véi két qua nghién ciru ctia Nguyén
Huy Binh (ndm 2006) vé&i tudi trung binh
ctia phu n&r man kinh & thanh phd Ha Noi &
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62,7 = 7,86 tudi [4]. Tudi man kinh trung
binh la 49,24 + 3,59 tudi (41 — 57 tudi)
twong tw két qud cta Nguy&n Huy Binh
(n&m 2006) v&i tudi man kinh trung binh &
phu nlr ngoai thanh Ha Néi 1a 49,0 + 3,1
tudi; tuy nhién so vé&i tudi man kinh trung
binh & phu ni sdng trong khu virc ndi thanh
Ha N6i (50,2 + 2,7 tudi) [4] va tubi man kinh
trung binh & mot sé qudc gia phat trién nhuw
My la khoang 51,5 tudi; Phan Lan la 51,0
tudi; Anh 1a 50,7 tudi va Thuy Dién |a 50,8
tudi thi két qua cta chang t6i lai thap hon.
Do da s6 déi twong nghién ctvu clta ching
t6i sbng tai cac tinh thanh & phia Bac Viét
Nam nhw Thai Binh, Nam BDinh, Hai
Duwong... day déu la nhirng khu vuc nong
thén c6 sw chénh léch I&n véi khu vwee noi



Vietnam Journal of Physiology 28(2), 06/2024

ISSN: 1859 — 2376

thanh Ha Noi vé trinh dd hoc van, diéu kién
kinh t& x& hoi cling nhw ché do dinh duéng
hang ngay.

Chiéu cao trung binh cta ddi twong
nghién ctru 1a 152,92 + 6,50 cm; két qua
cta chung t6i cao hon két qua cta Tran Thj
T6é6 Chau (ndm 2002) véi chiéu cao trung
binh cta phy nir mén kinh la 148,3 + 5,71
cm [5]; nhung thap hon két qua clia Yong
Yang va cong sw ndm 2013; nghién ctu vé
chi s6 OSTA trén phu ni¥ Bc Kinh véi chiéu
cao trung binh 14 158,64 + 5,15 cm [6]. Két
qua nay c6 thé giai thich do chiéu cao trung
binh clia ngwoi Viét Nam da dwoc cdi thién
tr n&m 2002 cho dén nay, két qua cua vién
dinh dwéng cong bb c& 10 ndm chiéu cao
nguwoi Viét ting thém 1cm, nhwng van thap
hon so v&i ngudi Trung Québc. Tuy nhién
két qua nghién clu cta chung t6i twong
dwong véi két qua cta Nguyén Thj Thanh
Hwong ndm 2012 v&i chiéu cao trung binh
la 152cm [7].

Nhin chung thé trang trung binh
nguoi Viet Nam nhd bé ciing véi ché do
dinh dwéng va tap luyén chwa tét, dic biét
& cac vung nbng thén nén can nang trung
binh ctia phu n&r man kinh trong déi twong
nghién cru cda chdng téi la 52,62 + 6,94
kg; két qua nay thap hon nhiéu so véi can
nang trung binh trong nghién ctu chi sé
OSTA & Trung Quéc (60,47 + 9,49 kg) [6].

BMI trung binh ctia dbi twong nghién
ctrula 22,52 + 2,59 kg/m?; twong dwong voi
két qua cla céc tac gia Nguyén Thj Thanh
Hwong (nam 2012) [7] la 21 kg/m?, nhung
th&p hon két qua cta phu n* man kinh &
Trung Quéc [6] v&i két qua BMI trung binh
la 24,01 + 3,5 kg/m?2.

Cac dbi twong nghién ctru c6 trinh do
hoc van cép 3 la chd yéu (46,4%); séng &
néng thén nhiéu hon thanh thj va c6 nghé
nghiép 1a ndng dan chiém ti I& cao nhat
(36,1%), tw do (31,3%), cong nhan (12,7%).
Phan I&n ngwdi tham gia nghién ciru c6
dudi 3 con (62,7%). Mirc d6 hoat dong thé
lwc: < 600 METs-phat/ituan (59%) va = 600
METs-phat/tuan (41%).
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4.2, Pac diém mat do xwong cang tay do
bang phwong phap DEXA

Theo két qua nghién ctru cia ching
t6i, mat dé xwong trung binh & cac vi tri UD,
MID, 1/3 cla cang tay bén khong thuan 1an
lwot l1a 0,313 £ 0,054 g/cm?; 0,442 + 0,067
g/lcm2; 0,543 + 0,075 g/cm2. Két quad nay
twong déng véi két qua nghién cku cla
Qian Chen nam 2023 (vj tri 1/3: 0,577 + 0,1
g/cm?) [8]. Két qua nay ciing twong dwong
véi két qua cia Gautam (nadm 2022) [9]
nghién ctru trén 352 phu nir An D6 sau man
kinh, ttr 50 tudi tr& |én véi mat dd xuwong &
cac vi tri UD, MID, 1/3 twong rng la 0,298
+ 0,062 g/cm?; 0,451 + 0,072 g/cm?; 0,549
+ 0,077 g/lcm?2.

Tuy nhién két qua nay cao hon so véi
két ctia tAc gid Nina Emaus nghién ctu trén
3.169 phu ni¥ & nhom tudi 45 — 84 & Na Uy
nam 2005 (vi tri 1/3: 0,376 + 0,08 g/cm?; vi
tri UD 0,283 + 0,07 g/cm?). Sy khac biét nay
la do chénh léch vé dd tudi trung binh cuia
hai nghién ctru, nghién ctru clia ching toi
c6é do tudi trung binh la 62,76 +7,05 tudi
thap hon so véi tudi trung binh trong nghién
clru clia tac gia Nina Emaus (65,7 + 7,9
tudi) [10].

Két qua nghién cru ctia chang toi chi
ra rdng mat dd xwong trung binh & cac vj tri
UD, MID va 1/3 ctia céng tay bén thuan déu
cao hon mat d6 xwong trung binh & cac vi
tri d6 & cang tay bén khong thuan, sw khac
biét cé y nghia théng ké véi p < 0,001. Két
qud nay cling twong doéng véi két qua
nghién ctru cla tac gia S. Akar (nam 2002)
thwe hién trén 37 sinh vién ca nam va ni
véi d6 tudi trung binh 14 20,9 + 1,5 tudi chi
ra rang khéi lwgng xwong trung binh & tay
bén thuan cao hon dang ké so v&i tay bén
khéng thuan & cac vung cla céng tay [11]
va nghién clru clia Krasnigi nam (2016): co
sw khac biét dang ké véi p<0,05 gitra mat
dd xwong, chi sé T-score & cang tay hai
bén thuan va bén khdéng thuan & nir gioi
[12]. Thuce té cude sbng, con ngudi cé thoi
quen s dung tay thuan dé lam viéc, dé
hoat ddng nhiéu hon so véi tay bén khéng
thuan. T d6 khédi lwong co, kich thwée chi,
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khéi lwong xwong va mat do xwong cla tay
bén thuan ciing I&n hon so v&i tay bén
khong thuan. Nhiéu tac gia cho rang hoat
dong thé lwc 1a yéu td bao vé va duy tri khi
lwgng xwong.

4.3 Gia tri dw doan loang xwong ciia mat
dd xwong cang tay

Dwa vao dac diém sinh ly, xwong co
thé chia lam hai loai: xwong xép (trabecular
hay cancellous bones) va xwong dac
(cortical bones). Tinh chung, xwong x6p
chiém khoang 20% téng khéi lwong xwong,
va phan 80% con lai la xwong ddc. Xwong
x6p dwoc clu tao bdi mot mang té bao rat
phirc tap va tinh vi. Do d6, xwong xbp c6 dd
chuyén hoéa cao, cé dién tich réng hon, va
dé bi gdy hon xwong dac. Xwong xbp
thwong hay thdy & hai phan dau ctia nhirng
xwong dai, nhw xwong dui va xwong tay,
nhirng xwong thwdng hay bi gay. Xuwong
x6p la loai xwong chinh, bao gébm xwong
phdng nhw xwong trc, xwong chau, va 33
dét sébng. Xwong dac nhw tén goi c6 mat do
chét khoang day dac hon xwong xop.
Xwong dac thwéng bao quanh xwong xép,
lam thanh vong dai bao vé xwong xép.
Xwong dac thwong hay thdy & phan gitra
cac xwong dai, k& ca xwong chay, xwong
mac, xwong dui, xwong quay, xwong tru va
xwong canh tay. Ngoai viéc cung cap luc,
xwong dac con la noi ma gan va co bam
vao [2].

Xwong ching ta duwoc ciu thanh to
trong bung me. Xwong dai clia bao thai da
duwgc “md hinh héa” dé cé hinh dang khi
trwdng thanh ngay tlr tuan thtr 26 sau khi
thu thai. Sau khi sinh, xwong phat trién
nhanh trong giai doan trwéc day thi.
Khodng 90% mat do6 va khéi xwong dinh
cla moét ngwoi dwoce lwu tri trong thoi gian
trwde tudi day thi. Sau thei ky tang trudng,
mat do xwong trai qua mét giai doan 6n
dinh, va giai doan nay kéo dai khoang 5 dén
15 nam. Bay chinh 1a giai doan méat dd
xwong dat mie téi da. Sau do tudi 35, mat
dd xwong bt ddu suy gidm, nhét la sau
man kinh: mat dé xwong gidm nhanh. Chinh
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vi sy suy giam mat d6 xwong, xwong bj
yéu, va dé bj gay.

Hién nay, tai Viét Nam, chuing ta
dang s dung tiéu chuan chan doan loang
xwong cla WHO nam 1994: T-score < -2,5
tai c6 xwong dui va cot sdng that lwng. Déi
véi mét sé trwong hop khi cac vi tri trung
tam nhw cot séng that lwng va cd xwong dui
khéng thé danh gia dwoc (ngwdi bénh dwoc
diéu tri bang nep vit cot séng, bom xi mang
dét séng, thay khép hang nhan tao, ...) vay
do mat do xwong cang tay cé dwoc chi dinh
dé thay thé hay khong. Céng tay la phan tw
do cla chi trén hoat déng nhiéu nhuwng it
phai chiu trong lvgng va viéc xac dinh vi tri
do mat dd xwong cang tay dé dang va thuan
tién hon so v&i céc vi tri do mat d6 xwong
khac.

Két qua nghién clru ctia chang tdi chi
ra rang: trong s 46 ngwdi mac bénh loang
xwong & CXD: cé 31/46 (67,4%) nguoi
ngwdi bi lodng xwong & vi tri UD céng tay
bén khéng thuan, cé 40/46 (87,0%) nguwoi
bi lodng xwong & vi tri MID cdng tay bén
khéng thuan, c6 36/46 (78,3%) nguwoi bi
lo&ng xwong & vi tri 1/3 cang tay bén khéng
thuan. Nghién ciru cta Gautam cho két qua
twong dwong voi 61/101 (60,4%) nguwdi bi
lodng xwong & vi tri UD céng tay khéng
thuan, 83/101 (82,2%) nguw&i lodng xwong
& vi tri MID cang tay khong thuan va 74/101
(73,3%) nguwdi lodng xwong & vi tri 1/3 cang
tay khong thuan. C6 mébi twong quan dwong
dang ké dwoc thay gitra mat d6 xwong & vi
tri 1/3 cang tay bén khéng thuan véi mat do
xwong & ¢d xwong dui (r = 0,65; p < 0,001)
va mat dé xwong cot séng that lung (r =
0,62: p < 0,001) [9].

Khi thwe hién phan tich ROC, két qua
nghién ciu cta ching t6i cho thay tat ca
céac vj tri clia cang tay déu dy doan rét tét
tinh trang lodng xwong & cb xwong dui voi
AUC > 0,7. Két qua nay twong dong véi két
qgua nghién clru clia Gautam (nam 2022):
chi sé6 T-score & tat ca cac doan cla cang
tay dw doan réat tét loAng xwong & ¢d xwong
dui véi AUC > 0,800 (p < 0,001 cho tat ca
cac phan tich) [9].
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Nghién ciru cla ching toi cho két
gua trong phan tich cua Bland-Altman, sw
khéac biét trung binh cla chi sb T-score gira
vi tri 1/3 céng tay bén khong thuan va cb
xwong dui la 0,457 + 0,963 (95% CI = -
1,431 — 2,344). Sé lwong mau ndm trong
khoang twong hop gitra chi s T-score & cb
xwong dui va & vi tri 1/3 clGa céng tay bén
khéng thuan chiém 161 /166 = 97,0%; va sb
lwong mau nam trong khodng khéng twong
hop chiém 5/166 = 3,0%. Twong tw nhuw két
gua cla Hazma Mou va cong sw da thuwc
hién phan tich déng thuan dwoc bang théng
ké Kappa cho thdy hé sb Kappa la 0,930
git!a mat dé xwong cang tay va mat do
xwong cot séng that lwung (p < 0,05) va
0,635 gitra mat d6 xwong cang tay va mat
dd xwong cb xwong dui chan khéng thuan
(p < 0,05). Hai két qua nay thé hién sy déng
thuan rat tét git/a mat do xwong cang tay va
mat do xwong & cd xwong dui va cot séng
that lwng. Bén canh do, trong phan tich cia
Bland-Altman, sw khac biét trung binh cla
chi sé T-score giira cang tay va cot séng
that Iwng 1& -0,007 + 1,361 (95% CI = -2,674
— 2,660); twong tuw: gitra cang tay va cb
xuong ddi 1a -0,450 + 1,259 (95% CI = -
2,917 — 2,017). Méi twong quan duwong c6
y nghia clia Pearson da dwoc quan sat gitra
mat do xwong cang tay va mat dd xwong
cot séng that lwng (r=0,664; p = 0,001) va
mat d6 xwong cang tay va mat dé xwong cb
xwong dui (r =0,727; p = 0,001) [13].

5. KET LUAN

Mat d6 xwong trung binh & cac vij tri
UD, MID, 1/3 clia cang tay bén khoéng thuan
lan lwot la 0,313 + 0,054 g/cm?; 0,442 +
0,067 g/cm?; 0,543 £ 0,075 g/cm?.

C6 sy khac biét vé mat dd xuwong
trung binh gitra cac vi tri & cuing bén tay (p
< 0,05). C6 sy khéac biét vé mat do xwong
trung binh gitba cung mét vi tri & hai bén tay
thuan va tay khdng thuan (p < 0,05).

T4t ca céc vi tri cGa cang tay déu dy
doan rét tét tinh trang lodng xwong & cb
xwong dui véi dién tich dwédi dwdong cong
AUC > 0,7.
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SUMMARY

CHARACTERISTICS BONE MINERAL DENSITY AT FOREARM
MEASURED BY DUAL — ENERGY X-RAY ABSORPTIOMETRY
AND PREDICT VALUE PRIMARY OSTEOPOROSIS IN POSTMENOPAUSAL WOMEN

Nguyen Thanh Huyen?, Le Dinh Tung?, Nguyen Thi Thu Hien?,
Vuong Thi Duyen?, Nguyen Thanh Luan?, Tang Thi Ky Ninh?

1Hai Duong Medical Technical University
2Ha Noi Medical University
3Pheniakaa University

Objectives: To characterize bone mineral density at forearm measured by dual-
energy X-ray absorptiometry and determine the predictive value of primary osteoporosis in
postmenopausal women. Methods: Cross-sectional descriptive study was conducted on
166 postmenopausal women who came for examination and measured bone mineral
density at the following locations: femoral neck non-dominant leg, lumbar spine, and
bilateral forearms at the Medical Center. Department No. 1 Ton That Tung - Hanoi Medical
University Hospital. Results: The average age of the study subjects is 62.76 + 7.05 years
old. The average age of menopause is 49.24 + 3.59 years. The average bone mineral
density at the UD, MID, 1/3 positions of the non-dominant forearm is 0.313 + 0.054 g/cm?;
0.442 + 0.067 g/cm?; 0.543 + 0.075 g/cm?2. The average difference in T-score between the
non-dominant forearm and femoral neck is 0.457 + 0.963 (95% CI = -1.431 — 2.344). The
number of samples within the concordance range between the T-score index at the femoral
neck and the 1/3 position of the non-dominant forearm is 161/166 = 97.0%; and the number
of samples in the incompatibility range accounts is 5/166 = 3.0%. Conclusion: The
average bone density at the UD, MID, 1/3 positions of the non-dominant forearm is 0.313
+ 0.054 g/cm?; 0.442 + 0.067 g/cm?; 0.543 + 0.075 g/cm?. There is a difference in average
bone density between locations on the same forearm (p < 0.05). There is a difference in
average bone density between the same position in the dominant and non-dominant
forearms (p < 0.05). All positions of the forearm predict osteoporosis in femoral neck well
with AUC > 0.7.

Keywords: bone mineral density at forearm, osteoporosis, postmenopausal, predict
value.
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TOM TAT

Dt van dé: PD-L1 l1a mét ddu &n sinh hoc quan trong trong viéc chon lira bénh nhan
ung thw phéi cho liéu phap tc ché chét kiém soat mién djch PD-L1/PD-L1. Tuy nhién vai
tro cta PD-L1 trén bénh nhan ung thw phéi tai Viét nam con nhiéu han ché. Do dé ching
tdi thure hién dé tai nay nham vao 2 muc tiéu: 1. Khdo sat mde do biéu hién cida PD-L1 trén
mé&u md bénh hoc bénh nhén ung thw phéi khéng té bao nhé; 2. Pénh gid méi lién quan
gidka mure do biéu hién PD-L1 véi mét sé déc diém lam sang & bénh nhén ung thw phéi
khéng té bao nhé. Péi twong va Phwong phdp nghién ctru: 28 mau md nén cda bénh
nhan ung thu phéi khoéng té bao nhé duwoc nhuém hoa mé mién djch véi kit nhuém PD-L1
IHC 22C3 pharmDx, Agilent. Két qua va ban ludn: Trong 28 bénh nhan, ty Ié bénh nhan
c6 PD-L1 &m tinh la 46,4%. Duong tinh 1 - 49% la 35,7% va duwong tinh = 50% chiém ty 1é
la 17,9%. Ty |é duong tinh PD-L1 ¢6 xu huéng xuét hién cao hon & bénh nhén c6 ung thw
té bao vay va & giai doan muén. Biéu hién PD-L 1 dwrong tinh khéng cé méi lién két véi cac
yéu td vé tudi, giéi. Két qua nghién cutru la khdo sét budc ddu nham chuén bj cho cac
nghién ctru sdu hon va cé theo déi nhdm déanh gia kha néng tién lwong bénh cda PD-L1
trén bénh nhan ung thw phéi khéng té bao nhé.

Terkhéa: Ung thw phéi khdng phai té bao nhé, PD-L1.
1. DAT VAN BE loai té bao ung thw trong d6 ¢ ung thw phdi

Ung thw phdi la mét trong nhung loai  tdng cwéng biéu hién PD-L1 bé mé&t nham
ung thw phd bién va co ty Ié tir vong cao  thoat khdi sy ra soat mién dich cia co thé
trén thé gidi cling nhw & Viét Nam. Theo  dé phat trién (12)
thdng ké cta Bo Y té (2009), ung thw phéi Viéc chan doan sém va liéu phap tri
dirng thtr 2 vé ty |& tir vong & cd hai gidi véi  liéu méi gan day da cho nhiéu két qua kha
ti |& ngay cang tdng nhanh trong nhitng ndm  quan trong viéc kéo dai thdi gian séng cho
gan day. Liéu phap mién dich, cu th& I& bénh nhan ung thw phdi. Nhirng thudc trc
phwong phap diéu tri nhdm dich &c ché ché chét kiém dich PD-1/PD-L1 c6 tac dung
tram kiém soat mién dich PD-L1 dang thu  c&t dut tin hiéu nay gidp khéi phuc hoat
hat nhiéu sw quan tam dbi véi cac nha ung  déng tiéu diét té bao ung thw cho té bao T
thw hoc gan day. PD-1, thu thé gay chétté  da ching minh mang lai hiéu qua diéu trj tbt
bao theo chwong trinh ¢ mét trén bé mat  trén bénh nhan ung thw phéi giai doan IV so
té bao T, khi dwoc gén véi phditl ciandla  véi hoa tri trong thkr nghiém lam sang
PD-L1 c6 kha nang gay ¢ ché va suy kiét  KEYNOTE-042 (9). Céc thudc &c ché chét
té bao T. Loi dung con dwéng nay, nhidu  kiém dich PD-1/PD-L1nhw Pembrolizumab,
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da mang lai hiéu qua tét trong viéc kéo dai
thoi gian séng va gidm tac dung phu so véi
hoa trj liéu dac biét cho cac bénh nhan ung
thw phéi giai doan muon va cé di can xa (8).
Pembrolizumab dwoc bat dau cap phép st
dung tai nwéc ta vao nam 2018 va hién
dang bat dau dwoc nghién ciu trén 1am
sang. Hién nay, cac nghién ctu lién quan
dén PD-L1 trong nwéc con kha han ché do
xét nghiém chwa dwgc s dung réng rai
trén cac co s& y té. Vi vay, chiang téi thuc
hién dé tai: “Nghién ciu mdc dé biéu hién
PD-L1 trén bénh nhan ung thw phéi khong
té bao nhé” nhdm vao 2 muc tiéu sau:

1. Khdo sat mirc dé biéu hién cua
PD-L1 trén mdu md bénh hoc bénh nhan
ung thw phéi khong té bao nhd.

2. Pénh gid méi lién quan gidra muc
d6 biéu hién PD-L1 véi mét sé déc diém 1am
sang & bénh nhan ung thw phéi khong té
bao nhd.

2. bOI TUONG VA PHUONG PHAP
NGHIEN CclrU
2.1. Péi twong nghién cru

- Bénh nhan nhap vién dwoc chan
doan xac dinh ung thw phéi khéng phai té
bao nhd nguyén phat bang mé bénh hoc tai
Khoa Ung bud&u, Bénh vién Trung wong
Hué tir thang 7/2021 dén 7/2022.

- Mau md nén duoc thu thap tir 28
bénh nhan cé day du théng tin Iam sang va
xét nghiém can 1am sang: Cét 16p vi tinh,
két qua mo bénh hoc.

- Cac trvong hop khéng xac dinh
dwoc mirc dd boc 16c PD-L1 do mau mé
bénh pham khéng du té bao va bénh nhan
da didu tri trwec khi ldy mau mo sé duoc
loai ra khoi nghién ctru
2.2. Phwong phap nghién coru
- Thiét ké nghién ctru: Cét ngang mo ta
- Phwrong phap nghién ciru:

+ Dbi twong nghién ciu dwoc phéng
van dé thu thap cac bién sb 1am sang, can
lam sang.

+ MAu xét nghiém la cac mau mé nén
chtva t& bao ung thw. Xét nghiém PD-L1
dwoc thyc hién bang ky thuat nhudém hoa
mo mién dich vé&i kit xét nghiém PD-L1 (PD-
L1 IHC22C3 pharmDx, Agilent) tai phong
ho&a mé mién dich, vién nghién ctu Mater,
Uc va dwoc danh gia bdi cac nha giai phau
bénh tai day. Chi sé6 PD-L1 dwoc danh gia
duwong tinh tai diém cat 1% va dwong tinh
manh tai diém cét 50% (7)

2.3. Phan tich sé liéu

- Sé lieu dwoc thu thap, phan tich
bang Excel va GrapPad Prism 10
2.4. Pao dirc nghién ciru

Nghién cru nay dwoc thwe hién voi
sw ddng y tham gia cGia bénh nhan. Cac dbi
twong tham gia nghién ctru dwoc gidi thich
ré rang vé& muc dich va quy trinh tién hanh
nghién ctru.

3. KET QUA NGHIEN clru
3.1. Dac diém chung

Bang 3.1. D&c diém chung cta bénh nhan UTP khong phai té bao nhé (N= 28)

Dac diém S?Nljzgg;g Phan tram (%)
Nhém tudi <29 1 3,6
30-49 4 14,3
50-69 18 64,3
> 70 5 17,8
Tudi (Trung binh) 58,0+9,3
Tuéi [Min; max] 59,5 [25,0; 76,0]
Hat thuéc Céb 16 57,1
Khoéng 12 42,9
Gigi Nam 17 60,7%
N 11 39,3%
Kich thwéc khoéi u < 30mm 9 32,1%
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30 - 60mm 11 39,3%
> 60mm 8 28,6%
S6 lwong 1 khéi 22 78,6%
> 2 khéi 6 21,4%
Pic diém mo6 bénh hoc | UTBM tuyén 25 89,3%
theo WHO 2015 UTBM té bao vay 3 10,7%
Giai doan I 1 3,6%
I 2 7,1%
1T 10 35,7%
v 15 53,6%

Nhan xét: Tudi trung binh méc UTP
la 58 + 9,3, phd bién & nhém tudi 50 - 69
tudi (64,3%). Ti 1& bénh nhan hat thubc
chiém 57,1% bénh nhan. Ty |& Nam : N 1a
1,5:1. Kich thwéc khéi u chi yéu dudi

60mm va thwong gdp 1 khdi u don doc
(78,6%). UTP loai biéu mé tuyén |a cha yéu

(89,3%). Hau hét bénh nhan

phat hién &

giai doan tién trién (giai doan IIl, IV).

3.1. Pac diém boc 16 PD-L1

Bang 3.2. D4c diém boc 16 PD-L1

Két qua S6 lwong (N=28) Ty & (%)
Am tinh (<1%) 13 46,4
Duwong tinh (1-49%) 10 35,7
Dwong tinh (= 50%) 5 17,9
Téng (n) 28 100

Nhan xét: Trong 28 bénh nhan, sb
trwong hop co6 két qua PD-L1 am tinh chiém
46,4%. Duwong tinh < 50% (35,7%) va duwong

Bang 3.3. Mbi lién quan gitra biéu hién PD-L1 va moét sé yéu td lam sang

tinh = 50% chiém ty 1& thap nhat (17,9%).
3.2. Méi lién quan gitra béc 16 PD-L1 va
mot sé dic diém 1am sang

DPic diém DPic diém Téng sé PD-L1 PD-L1 p
am tinh dwong
(<1%) tinh (2 1%)
Tudi <60 20 9 (45%) 11 (55%) | >0,05
> 60 8 3(37,5%) 5 (62,5%)
Gioi Nam 17 7 (41,2%) 10 (58,8%) | > 0,05
Ny 11 6 (54,5%) 5 (45,5%)
Tién s hat | Khong 12 8 (66,7%) 4 (33,3%) | >0,05
thuéc C6 16 5 (31,2%) 11 (68,8%)
Pac diém mo | UTBM tuyén 25 15 (60%) 10 (40%) | >0,05
bénh hoc UTBM vay 3 1 (33,3%) 2 (66,7%)
Giai doan bénh | S&m (1,11) 3 2 (66,7%) 1(33,3) > 0,05
Tién trién (111, 1V) 25 9 (36%) 16 (64%)

Nhan xét: Nhém tudi = 60 co ty lé PD-L1
dwong tinh cao hon so v&i nhém < 50 tubi.
Nam gi¢i cé ty 1&é dwong tinh (58,8%), N
(45,5%). Bénh nhan c6 tién s hat thube c6
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ty 1& dwong tinh (68,8%) cao hon so vé&i
bénh nhan khéng hat thudc (33,3%). UPT
loai biéu mo vay chiém ty l&é dwong tinh
(66,7%) cao hon so véi biéu mo tuyén
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(48%). Bénh nhan giai doan tién trién c6 xu
hwéng dwong tinh véi PD-L1 (64%) cao
hon so v&i bénh nhan giai doan sém
(33,3%). Tuy nhién sw khac biét khéng cé y
nghta théng ké (p>0,05).

4. BAN LUAN

4.1. Mlrc do biéu hién cta PD-L1

Chuiing t6i thyc hién nghién ctru nay
nham buwéc diu khao sat mirc do biéu hién
cla PD-L1 trén 28 bénh nhan UPT khong
phai t&¢ bao nhé nguyén phéat véi kit xét
nghiém hod mé mién PD-L1 22C3
pharmDx. Nghién ctu cta chang t6i cho
thay ty 1é PD-L1 am tinh (46,4%), dwong
tinh thdp < 50% (35,7%) va dwong tinh
manh = 50% chiém ty 1& thap nhat (17,9%).
Két qua cda chung t6i kha twong dong véi
mot sd nghién ctvu trong nwéc gan day. Tac
gid Trwong Minh Tuén va coéng su (2022)
trén 32 bénh nhan UTP ciing thay ty & am
tinh, dwong tinh thap, dwong tinh cao clia
PD-L1 1an lwot 1a: 53,1%, 25% va 21,9%
(2). Tac gid Hwang va cong sw (2021)
nghién clru trén 1795 bénh nhan cho thay
ty 1é nay 1an lwot 1a: 41,6%, 28,6% va 29,8%
(5). Bén canh d6, mét sd nghién ctru khac
cho thay ty Ié dwong tinh PD-L1 cao hon so
véi nghién cu ctia ching toi. Tac gid Tran
Thi twoi va cong sw (2023) sl dung cung
mot diém cat PD-L1 trén 310 bénh nhan cho
thay ty 1& PD-L1 am tinh la 34,2%, dwong
tinh thap: 39%, dwong tinh cao: 26,8% (1).
M6t nghién ctru khac cla Saez de Gordoa
va céng sw trén 1279 bénh nhan ung thw
phéi khéng phai t& bao nhé (2021) cho thay
ty 1& biéu hién ctia PD-L1 Ian lwot la: am
tinh (37,7%), dwong tinh yéu (34,7%) va
dwong tinh manh (27,6%) (11). Sy khéac
biét nay cé thé do c& mau va dac diém mo
bénh hoc cla cac nhém nghién clru cé
phan khac nhau.
4.2. Méi lién quan gitra mirc dé biéu hién
PD-L1 v&i cac dic diém |am sang

Nham danh gia méi lién quan gitra
murc do biéu hién PD-L1 va mét sé dac
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diém Iam sang va md bénh hoc, chdng toi
tién hanh phan tich mot sé yéu té lién quan
(bang 3.3). V& méi lién quan voi tudi, két
qué ching t6i cho thdy bénh nhan thuodc
nhém tudi = 60 cé ty Ié dwong tinh véi PD-
L1 cao hon so v&i nhém tré tudi, tuy nhién
sw khéc biét chwa cé y nghia théng ké. Tac
gid Trwong Minh Tuén (2022) ciing cho két
qua twvong tw v&i PD-L1 dwong tinh cé xu
hwéng cao hon & nhom bénh nhan Ién hon
50 tudi (p>0,05) (2). Cac nghién clru trén c&
mau I&n hon gan day ciing cho thdy PD-L1
khong lien quan dén nhom tudi (1),(3, 5).

Vé méi lién quan véi gidi tinh, nghién
ctu cta chang tdi khéng thay khéng co sw
khéac biét ctia PD-L1 gitra hai gi&i. Két qua
clia chung téi kha twong déng véi nhiéu tac
gia trong va ngoai nwéc (2), (5, 6) . Ngwoc
lai, Li, J va cOng s (2021) lai cho théy nam
gidi co ty 1é biéu hién PD-L1 dwong tinh cao
hon ni¥ gi¢i (p<0,05) (7).

Nghién clru ctia chadng tdi cho thay
ngwoi hit thube ty 1é PD-L1 dwong tinh cao
hon so v&i nguoi khong hit thube (68,8%
S0 v&i 33,3%), tuy nhién sw khac biét chwa
c6 y nghia théng ké. Tac gia Trwong Minh
Tuén va cong sw (2022) ciing cho thay PD-
L1 dwong tinh khéng lién quan v&i tién st
hat thuéc & bénh nhan ung thw phéi
(p>0,05) (2). Twong tw, Jihui li va cdng sw
(2021) nghién ctu mirc d6 biéu hién PD-L1
trén 255 bénh nhan ung thw phdi khong té
bao nhé ciing cho thdy PD-L1 khéng c6 méi
lién quan véi tién st hat thube, tudi va phan
d6 TMN (7).

Vé dac diém mé bénh hoc, nghién
clru cla ching téi cho thay ty 1& PD-L1
dwong tinh & ung thw biéu md vay cao hon
S0 véi ung thw bidu mé tuyén (44,7% so voi
40%). Tuy nhién, sy khac biét nay chuwa cé
y nghia théng ké. Nhiéu nghién ciru gan day
da chira PD-L1 dwong tinh cao hon & bénh
nhan cé ung thw biéu md vay so v&i ung thw
biéu mé tuyén (5), (7, 8). Tuy nhién, nhém
tac gia Gagne A va cong sw (2021) lai cho
thdy khong c6 sw khac biét vé mac do biéu
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hién PD-L1 gilra hai tip md bénh hoc nay
(4). z 3

Mot s6 nghién ctru da chi ra rang
murc d6 biéu hién PD-L1 c6 lién quan t&i
giai doan bénh va tinh trang di can. Trén co
s& nay ching t6i da danh gia va cho thay
bénh nhan ung thw phdi & giai doan tién
trién (11l va IV) c6 ty 1&é PD-L1 dwong tinh
cao hon so v&i nhém bénh & giai doan sém
(1 vally véi ty lé dwong tinh lan lwot 1a (64%
va 33,3%). Tac gia Lin va cong sw (2017)
nghién ctvu trén 170 mau bénh pham phau
thuat & bénh nhan ung thw phdi cho thay
PD-L1 biéu hién cao hon & nhém bénh
nhan giai doan nang (theo TNM) (8). Mot
nghién ctru khac cla. vacong sw trén 1795
bénh nhan ung thw phdi cho thdy bénh
nhan di cdn cé mrc do biéu hién PD-L1 cao
hon so v&i bénh nhan chi c6 1 khéi u
(p<0,001) (5). Bén canh dg, tac gia Jihui Li
va cong sw (2021) lai cho thay ty lé dwong
tinh cia PD-L1 khéng khéac biét gitra cac
giai doan bénh theo TNM (7).

Viéc danh gia mirc dé biéu hién cua
PD-L1 béng hod mé mién dich I tiéu chuan
dé lwa chon bénh nhan cé kha nang dap
&ng véi thube e ché diém kiém soat mién
dich Pembrolizumab, Atezolizumab...). Cac
thudc nay c6 kha nang ngan chan twong tac
gitra PD-L1 va thy thé cGa né |a PD-1 nh&dm
tédng kha nang hoat hoa va tiéu diét khdi u
cla té bao lympho T, t&r d6 han ché sy lan
réng cda té bao ung thw (13). S dung
thubc e ché PD-L1 & bénh nhan ung thw
phdi & giai doan tién trién c6 biéu hién PD-
L1 dwong tinh cao va khong cé dét bién
EGFR da cho thay c6 hiéu qua trong diéu
tri. Th& nghiém lam sang KEYNOTE-042
da cho thay s dung pemprolizumab don
doc cho bénh nhan ung thw phéi khéng té
bao nhé & giai doan tién trién, c6 di can va
khbéng c6 dét bién EGFR cad ALK da cho
thay tang th&i gian séng toan bd cé y nghia
S0 v&i nhém bénh nhan cé hoa tri (10). Két
qua nay mé dau cho viéc thubc &rc ché PD-
L1 dwoc the nghiém va ng dung déi véi
nhom bénh nhan nay trén 1am sang. Dé tai
cla ching t6i bwéc dau danh gia mac do
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biéu hién PD-L1 trén bénh nhan ung thw
phdi tai Bénh vién TW Hué v&i c& mau con
han ché. Tuy nhién nhirng két qua cé dwoc
sé |a tién d& dé phat trién cac nghién ctu
sau hon trong danh gia vai tro ctia PD-L1
ddéi v&i bénh nhan ung thw phdi khéng té
bao nho.
5. KET LUAN

Nghién ctu cua chung t6i da bwéc
dau mo ta mére d6 biéu hién PD-L1 trén mot
sb bénh nhan ung thw phdi khéng phai té
bao nhd va cho thay ty Ié dwong tinh PD-L1
lan lwot 1a: dwong tinh < 50% (35,7%) va
dwong tinh = 50% (17,9%). Ty I&é dwong
tinh PD-L1 c6 xu hwéng xuét hién cao hon
& bénh nhan c6 ung thw té bao vay va & giai
doan mudn. Két qua nghién ctru 1a khao sat
bwdc ddu nhdm chuan bi cho cac nghién
ctvu sau hon va cé theo déi nham danh gia
kha nang tién lwgng bénh cda PD-L1 trén
bénh nhan ung thw phdi khéng té bao nhé.
L&i cam on

Ching t6i xin chan thanh cam on
Trweng Pai hoc Y-Dwoc Hué va Bénh vién
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SUMMARY
EVALUATION OF PD-L1 EXPRESSION LEVEL IN PATIENTS
WITH NON-SMALL CELL LUNG CANCER

Hoang Thi Mai Thanh?, Nguyen Hai Quy Tram-,
Nguyen Thi Kim Dung?, Ngo Thi Tuyet Dieu?

Department of Physiology, University of Medicine and Pharmacy, Hue University
?Institute of Biomedicine, University of Medicine and Pharmacy, Hue University

Background: Programmed death ligand 1 (PD-L1) expression is a predictive
biomarker of the success of PD-1/PD-L1 inhibitor therapy for patients with advanced non-
small cell lung cancer (NSCLC) but its role as a prognostic marker in Vietnam remains
unclear. Therefore, our study aims to achieve two objectives: 1. To describe PD-L1
expression in non-small cell lung cancer; 2. To determine the relationship between PD-L1
expression and clinical characteristics. Materials and methods: We analysed 28 formalin-
fixed paraffin-embedded tissue samples from non-small cell lung cancer patients. These
samples were stained using the PD-L1 IHC 22C3 pharmDx kit from Agilent. Results and
conclusions: Among the 28 patients, 46.4% of patients is negative for PD-L1. Expression
of PD-L1 scores of Tumor Proportion scores (TPS) of = 50% and 1-49% were observed in
35.7% and 17.9% respectively. PD-L1 positivity tended to be higher in patients with
squamous cell carcinoma and at advanced stages. There was no relationship between PD-
L1 expression and age or gender. These preliminary findings provide the basic for further
further in-depth studies in identify the role PD-L1 in non-small cell lung cancer patients.

Keywords: non-small cell lung cancer, PD-L1.
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TOM TAT

Bénh Alzheimer (AD) c6 c&n nguyén khéng ré rang. Co ché bénh sinh duoc biét dén
nhiéu nhét hién nay la con duong beta - amyloid (A8) va con duong phosphoryl héa protein
tau. Réi loan diéu hoa chuyén héa lipid d4 néi 1én trong vai trd trung tdm cda nhiéu bénh ly
thodi hoa than kinh, c6 thé la co ché gay AD. Cac dang déng phan cda mat loai protein
van chuyén lipid - apolipoprotein E (APOE), c6 kha ndng lam thay déi nguy co méc ciing
nhw kha ndng phuc héi trong mét sé bénh thoai héa than kinh, trong dé cé bénh Alzheimer
khéi phat muén (LOAD). Céac bién thé alen cua gen APOE, lam thay déi qua trinh chuyén
héa lipid cda té bao va té chirc véi cac loai té bao va hé théng khac nhau. Bai viét nay tim
hiéu méi lién quan ctia APOE véi co ché trao déi chat nhdam xem xét nhitng thay déi & cap
do phan ti cda té bao trong chuyén héa lipid thu duwoc tir cac dang déng phan APOE khac
nhau. Nhing thay déi nay trong chuyén héa lipid c6 thé lam sang té co ché gay bénh va
diéu chinh nguy co méc bénh ciing nhw khé ndng phuc héi bénh thoai hoa than kinh. Bai
viét cling dé cép t6i mét sé phuwong phéap xac dinh da hinh gen APOE.

Terkhéa: Bénh Alzheimer, Apolipoprotein E, chuyén héa lipid.
1. PAI CUONG td di truyén lién quan ch&t ché véi bénh
Alzheimer kh&i phat mudn (LOAD) do tham
gia vao qua trinh tich tu mang bam beta-
amyloid (AB), hinh thanh dam réi than kinh
trong té bao than kinh va réi loan chuyén
héa lipid trong td chirc n&o.

e Can nguyén bénh Alzheimer

Hau hét cac trwong hop AD la riéng
18, kh&i phat mudn (= 65 tudi) va khoéng c6
nguyén nhan rd rang. AD thwdng khéi phéat
mudn va nguy co mac tang lén theo tudi.
Tuy nhién, khoang 5% dén 15% cac trwdng e Bénh hoc bénh Alzheimer
hop ¢6 tinh chét gia dinh; mét niva trong s Hai con dwdng bénh Iy tao nén kiéu
nhirng trwdng hgp nay khéi phat sém (<65  hinh dac trweng cho AD: mang bam AR ngoai
tudi) va thwong lién quan dén cac dot bién  bao va thoai hoa soi truc than kinh do NFT
gen d&c hiéu. Ba loai dét bién gen phd bién  hinh thanh bén trong té bao than kinh. Mang
nhit bao gdm: APP, presenilin 1 va AP thwéng tap trung & ving vé ndo. Thoai
presenilin 2 c6 thé dan dén cac dang bénh  hoéa NFT bat dadu & ving vé ndo cda thiy
Alzheimer 1a di truyén gen troi trén nhiém  thai dwong trong (vé ndo nodi khiu va hoi
sac thé thwong, khdi phat sém. Alen  haima)valan dénving vé ndo lién két. Cac
Apolipoprotein E4 (APOE4) dwoc coilayéu  qué trinh bénh ly nay phat trién trong hai
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dén ba thap ky tao ra mét giai doan tién 1am
sang kéo dai. Lac nay, bénh ly than kinh lién
quan dén AD da hién dién trong ndo nhuwng
khong co6 bat ky suy gidm nhan thirc nao.
Cac nghién ctru chi ra rng oligome ctia AR
va p-tau la nhivng chét gay doc than kinh
trong AD do mirc db oligome twong quan
chat ché v&i sw suy giam nhan thirc hon so
v&i mrc dO clla mang bam AR hoadc NFT.

Chuyén hoa lipid c6 thé cé trong
bénh ly thodi hda than kinh la do: lipid thuc
hién nhiéu chirc nang sbéng con, 1a thanh
phan cu tric ctia mang, phan ti khung va
phan t& tin hiéu cta té bao. Nao 1a co quan
giau lipid th& hai nén méat can bang noéi moi
lipid déng vai tro quan trong trong cac bénh
ly thodi hoéa than kinh.

Thuc té, trwong hop dau tién duoc
mo ta vé bénh Alzheimer (AD) da bao gom
viéc quan séat thdy sy tich tu lipid bat
thwdng trong té bao than kinh dém. Réi loan
diéu hoa lipid ciing lién quan dén cac bénh
thodi héa than kinh kh&i phat mudn khac,
nhw bénh Parkinson (PD) va chirng mét tri
nhé thé Lewy (LBD) [1]. Cac dét bién gen
lién quan dén qua trinh chuyén héa lipid
ciing gay ra cac bénh thoai héa than kinh
nghiém trong kh&i phat sém nhw bénh Tay—
Sachs, bénh Batten, bénh Sandhoff va
bénh Niemann—Pick. Thay déi trong can
bang noéi moéi lipid con lién quan dén tinh
trang viém than kinh — yéu té chinh trong
bénh ly ctia nhiéu bénh thoai héa than kinh.
Yéu tb nguy co di truyén dbi véi bénh thoai
héa than kinh nhw AD, PD va LBD bao gém
céac bién thé cla cac gen lién quan diéu tiét
chuyén héa lipid nhu: APOE, CLU,
INPP5D, ABCA7, TREM2, PLCG2 va GBA
2].

Tinh da hinh cia APOE — chuyén
héa lipid va co ché bénh ly déi véi AD &
murc dd phan t& va té bao dwoc tap trung
dé cap trong cac ndi dung dudi day.

2. VAl TRO SINH HOQC CUA
APOLIPOPROTEIN E

Gen APOE clia nguwdi nadm trén
nhiém sac thé 19, ma hoéa protein APOE,
mot loai protein van chuyén lipid phd bién
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c6 thé lién két vé&i nhiéu loai lipid bao gom
cholesterol, phospholipid va triglycerid
trong cac hat lipoprotein [3]. APOE van
chuyén lipid vao té bao théng qua céac thu
thé bé mat té bao khac nhau. Co ché dwoc
hiéu rd nhat vé hoat dong van chuyén nay
la théng qua thu thé lipoprotein ti trong thap
(LDLR) va céc thy thé APOE méi ciing
dang dan dwoc phat hién. APOE c6 mat &
ngoai vi va trong hé than kinh trung wong
(CNS). & ngoai vi, APOE chti yéu dwoc san
xuét b&i té bao gan va lwu thdng trong huyét
twong. Trong nao, nd la dang lipoprotein
chiém da sé va dinh lwong dwoc bang phép
do khéi phd. Trong CNS, APOE chu yéu thé
hién & t& bao & than kinh dém (glia), 1a chat
trung gian té bao quan trong trong can bang
ndi moi trao ddi chat. Té bao hinh sao
(astrocyte) - té& bao diéu tiét dan truyén than
kinh va kha nang trao dbi chét, 1a loai té bao
san sinh ra nhiéu APOE nhéat trong CNS,
sau do6 la microglia - t&¢ bao mién dich c6
thdm quyén cha yéu trong néo [4].

M6t sb loai té bao khéac ciing sén xuét
ra APOE, bao gém: dai thwc bao, t& bao m&
& ngoai vi; té bao it nhanh (oligodentrocyte),
té bao ngoai vi (pericyte) trong than kinh
trung wong (CNS) [5]. M&c du té bao than
kinh trong diéu kién co ban khéng tao ra
lwong dang k& APOE, cac nghién ciru da
lwu y rang céng thang va tén thwong than
kinh c6 thé gay ra tang biéu hién APOE &
céac té bao nay.
3. TiNH DA HINH GEN APOE VA BENH
LY LIEN QUAN

Tinh da hinh gen APOE & ngudi thé
hién & ba alen APOE thwong gap — APOE2,
APOE3 va APOE4 — khac nhau & hai vi tri
axit amin (vi tri axit amin 112 va axit amin
thir 158). Ba alen nay ctia APOE c6 nhirng
anh hwdng da chiéu va trén nhiéu loai bénh
ly khac nhau. Dang chd y nhat la APOE4
lam tdng nguy co mé&c LOAD, tuy nhién alen
nay cling la yéu té di truyén lam tang nguy
co méc nhiéu bénh ly than kinh khac, bao
gdm LBD, kha n&ng phuc héi kém sau chan
thwong so ndo chan thuwong [6], bénh ly
mach mau ndo do két tu amyloid [7], bénh
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n&o man tinh do chan thuwong va suy gidm
nhan thirc do héa trj lieéu. Mat khac, nguy co
méac cac bénh khéng lién quan dén than
kinh nhw tang cholesterol mau, tang
triglycerid mau va bénh tim mach cling nhw
bénh coronavirus nang va kéo dai (Covid-
19) clia c& thé APOE4 cao hon khi so sanh
véi APOES. APOE2 la yéu t6 bao vé chéng
lai nguy co LOAD. Tuy nhién khi so sanh
APOEZ2 v&i APOE3, APOE2 dwgc phat hién
la yéu té nguy co cla tang cholesterol mau,
bénh tim mach, thoai hoa diém vang va moét
sé bénh ung thw khac. Trén thuc t&, mot
nghién clru gan day vé cac mau tr Biobank
cla Anh da phat hién ra rang cac alen
APOE cé6 lién quan dén nguy co mac nhiéu
bénh loai bénh ly, bao gdbm béo phi, bénh
gan, tdc nghén dwdng thé man tinh va bénh
tiéu duwong type 2 [8].

Méi lién quan gitra cac alen APOE va
céac bénh khac nhau goi y rang APOE tham
gia nhiéu qua trinh chung cla té bao. Céac
nghién ctu gan day da xem xét tac dong
cda cac alen APOE trén nhiéu con dwdng
sinh hoc trung tdm nhu: can bang ndi moi
lipid, str dung glucose, viém, van chuyén té
bao va chirc ndng cua ty thé. Viéc lam gian
doan céc con dwdng va xay ra & nhiéu loai
t& bao da boc 16 tac dong sau séc va da
hwéng cua cac alen APOE dbi véi sinh hoc
té bao. Dwa vao sy méat can bang lipid xuat
hién trong nhiéu bénh thoai hoa than kinh,
dwa vao céc alen APOE c6 anh hwéng kiéu
hinh r& rét trén nhiéu loai t& bao va dwa vao
APOE géan va phan phéi lipid bén trong va
gitra cac té bao, gia thuyét dwoc dua ra la
APOE tac déng dén kiéu hinh té bao, nguy
co mac bénh théng qua tac ddng clia né lén
qué trinh chuyén hoa lipid.

e Tinh da hinh gen APOE va nguy
co mac bénh Alzheimer

APOER3 la alen phd bién nhat véi tan
sb alen 1a 78% & nguoi da trang va la mot
alen trung tinh v&i nguy co mac bénh thoai
héa than kinh. APOE4 c6 tan s6 alen 14 14%
& ngudi da trédng va la yéu td nguy co di
truyén manh nhat déi véi LOAD. Nguy co

LOAD tang theo liéu alen gen APOE4 [9].
Nguwoc lai, APOE2 hién dién & mic 8% &
ngwdi da trdng cé kha nang bao vé chéng
lai nguy co LOAD. Cac alen APOE khac
nhau c6 méi lién hé chét ché v&i hai co ché
bénh ly chinh ctia LOAD la con dwong B-
amyloid va con dwong tau phosphoryl hoa.
APOE4 dac biét thic day qua trinh oligome
hoa, fibril héa AB tdng hon so véi APOE2
hodac APOE3 [8]. Mtrc d0 lién quan gitra cac
alen APOE va mic dd nguy co mac hodc
kha naéng bao vé chéng lai LOAD khac nhau
& cac chlng tdc ngudi.

R6i loan chuyén héa lipid 1a mét co
ché tiém nang giai thich vai tro cia APOE
trong nguy co méac bénh thoai hoa than
kinh. Céc gia thuyét khac, bao gdm céac gia
thuyét lien quan dén cac dang dong phan
APOE lam thay ddi sw két tu va lang dong
protein, da dwgc nghién ctru khdm phé qua
nhiéu ndm va ngay cang c6 cac bang chirng
hé tro hon. Gid thuyét méi véi viec hop
nhét cac kiéu hinh da hwéng do anh huéng
khac nhau ctia cac dang alen APOE |én qua
trinh chuyén héa lipid can nhiéu nghién ctru
hon nira d& xay dung co ché tac dong
chinh, tac dong dén nguy co mac cac bénh.
DPay 1a mét gid thuyét hap dan do &nh
hwéng rong rai cta chuyén héa lipid 1én cac
chirc nang hoat déng clia té bao. Diéu chinh
chuyén hoa lipid c6 thé dwoc ap dung lam
gidm nguy co dbi v&i cac bénh ly khac nhau
qua trung gian APOE. Nhirng tién bo vé
phwong phap khdi phdé da cho phép dinh
lwong nhiéu loai lipid trong cdc md hinh
bénh khac nhau. B6 |a chia khéa cbng cu
nghién ctu cac chat chuyén héa, tao diéu
kién tim hiéu vai trd sinh hoc cta lipid trong
bénh thoai héa than kinh. APOE, do c6 méi
lién hé chat ché vé mat di truyén va cé vai
tro lién quan nhiéu trang thai bénh tat, dang
la trong tdm cla cac nghién clru nay.

4. APOE4 ANH HUONG TREN CHUYEN
HOA LIPID CUA TE BAO CNS

e Tac dong |én chuyén héa néi bao
Nhiéu nghién clru cho thdy c6 sy
twong quan gilta APOE4 va sy tich tu
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cholesterol n6i bao. Cholesterol tich tu
trong t& bao gbc da ndng nhan tao (iPSC)
tr t& bao hinh sao va microglia déng hop t
APOE4 [10,11], cling nhw trong mang lw&i
ndi chat cda t¢ bao it nhanh
(oligodendrocyte) [5]. Biéu hién ting téng
hop tlr dau (de novo) va giam bai xuét ra
ngoai [10] dan dén s tich tu cholesterol
déu lien quan APOE4. Mét nghién cu gan
day vé dich t& hoc bién thé Jacksonville
APOE3 dwoc cho la mot bién thé tang tinh
bao vé, xuat phat tir kha nang thuc day bai
xuét cholesterol ctia né. Nhiéu nghién ctru
vé méi twong quan gitra sw thay dbi qua
trinh sinh tdng ho'p, bai xuat ra ngoai va kha
nang lwu gitr cholesterol véi cac kiéu hinh
lién quan dén LOAD. Su tich tu cholesterol
trong té bao hinh sao APOE4 ¢ lién quan
dén viéc gidm chirc nang lysosome [10],
tang san xuét cytokine tién viém [10], tang
tin hiéu matrisome, suy gidm sy hép thu
cda B - amyloid [11] va rdi loan déng lwc hoc
cta bd khung té bao [10]. Nhitng méi twong
quan nay cho thdy muc cholesterol bat
thwong cé thé 1a nguyén nhan chinh gay ra
nguy co mac bénh thoai héa than kinh.
Cong viéc tiép theo la can thiét dé xac dinh
mdi lién hé nhan qud va co hoc gitva
APOE4, s tich tu cholesterol than kinh
dém va cac bénh ly lien quan dén LOAD.
Ngoai cholesterol, ddng hop to
APOE4 dan dén su tich tu triglycerid trong
t& bao hinh sao va vi t& bao than kinh dém.
Nhiéu nghién ctru trong sé nay bao céo
rang triglycerid dwoc lwu trir trong cac giot
lipid. Céac giot lipid la cac bao quan dam chdi
tr mang mang lwéi ndi chat vao bao twong
va bao gdm moét I&p don phospholipid dwoc
protein chirc nang bao boc lipid trung tinh &
trung tam. Trong t& bao hinh sao cla chuét
cdy ghép gen APOE4 nguwoi, ciing nhw
trong t& bao hinh sao va microglia c6 ngudn
gbc tv iPSC & nguwdi mang APOE4 tao ra
sw hinh thanh céac giot lipid giau triglycerid
[12]. M&c du van chua rd tai sao than kinh
dém mang APOE4 lai tich tu cac giot lipid,
mot nghién ctu khac cho thay té bao hinh
sao APOE4 biéu hién gidm tdc do qué trinh

B oxy hoa axit béo, cho thdy hién twong
gidm chuyén héa lipid. Hinh thanh céc giot
lipid dwoc cho |a do tAc dung dém cla té
bao nham chéng lai cac lipid gay doc té bao.
S hién dién nhiéu giot lipid trong té bao
than kinh dém mang APOE4 trong di&u kién
co ban c6 thé goi y réng co ché dém nay bi
suy yéu ho&c bi qua tai, do d6 khién té bao
than kinh dém mang APOE4 hoat doéng
nhiéu hon, nhay cdm véi nhivng twong tac
cta chét doc lipo [12]. & ca microglia va té
bao hinh sao, sy tich Iy triglycerid do
APOE4 gay ra c6 lien quan dén trang thai
tién viém. Tién viém lién quan dén céc trang
thai lipid trong microglia cling cé lién quan
dén bénh thoai héa than kinh va md hinh
l&o hoéa.

APOE4 lam trAm trong thém céc kiéu
hinh lién quan dén AD (tich tu amyloid-B va
tau, khiém khuyét mach mau, viém than
kinh, kiéu hinh hanh vi) & cac loai té bao
khac c6 ngudn gbc tlr iPSC ctia con ngudi
khéng phai t& bao than kinh dém [5], cling
nhw & cAc m6 hinh chu6t [13]. Chlang bao
gdm cac té bao quanh mach (mét phan cia
hang rao mau nao), t& bao than kinh [13] va
t& bao mién dich than kinh mach mau. Cac
té bao nay c6 lién quan hét strc da dang dén
nguy co va su tién trién cta bénh thoai héa
than kinh nén can c6 cong trinh nghién ctru
trong twong lai d& xac dinh cach thirc thay
déi trong qué trinh chuyén hoa lipid ndi bao
tac dong dén chirc nang té bao cda ching.

e Tac dong vao twong tac té bao
than kinh dém v&i té bao than kinh

Céc alen APOE c6 thé tac dong dén
hoat déng chirc nang té bao than kinh bang
céach diéu chinh qua trinh trao ddi lipid gitra
té bao than kinh dém, bao gém: té bao hinh
sao, té bao vi m6 va té bao it nhanh véi té
bao than kinh.

- Twong tdc giika té bao hinh sao
va té bao than kinh

APOE c6 tac dong manh dén twong
tac t& bao than kinh — t& bao hinh sao.
Nghién ctru trén md hinh nudi cay cla rudi
gidm va chuét da xac dinh vai tro ctia APOE
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trong viéc van chuyén lipid peroxy héa doc
hai va cac giot lipid giau triglycerid dw thwra
tlr t& bao than kinh dén té bao hinh sao dé
phan hay [14]. APOE4 cla nguwoi lam suy
yéu ca qua trinh van chuyén lipid doc hai va
sau do 1a qua trinh phan giai lipid & té bao
hinh sao [14,15]. Viéc giam thanh thai lipid
twong quan va&i tinh trang stress oxy hoa
gia tang, rdi loan chic nang ty thé, khiém
khuyét v& nang lwong sinh hoc va can tré
qué trinh truyén synap trong té bao than
kinh [15].

CAc té bao than kinh cling can mot
lwong 1&n cholesterol va viéc cung cap phu
thudc vao cac té bao hinh sao va APOE. La
lipoprotein chinh trong CNS, APOE cung
cép cholesterol cho cac té& bao than kinh.
Nhirng thay ddi mrc do cholesterol cua té
bao than kinh da dwoc chirng minh 1a cé
lién quan dén bénh ly tau va amyloid-B cta
LOAD [16]. Vai tro cha APOE trong viéc
cung cap cholesterol c6 thé chi ra co ché
bénh ly ciia APOE4 dbi véi LOAD.

- Twong téc gitra té bao than kinh
va microglia

Su twong tac gitka microglia va té
bao than kinh ciing bi anh hwéng bdi sw
mat diéu chinh lipid lién quan dén APOEA4.
Microglia c6 ngudn gbc iPSC déng hop tr
APOE4 c6 biéu hién tich Idy triglycerid va
cholesterol - kiu hinh tién viém, gidm tin
hiéu can bang ndi mai thuan khiét va anh
hwéng tiéu cwc dén hoat déng cla té bao
than kinh [17]. Didu tiét truc tiép mec d6
hinh thanh céac giot lipid vi mé bang cach st
dung chét trc ché tdng hop acyl-CoA gay
anh huéng dén tinh trang viém day than
kinh va hoat déng cta té bao than kinh [17].
Nhirng phat hién vi mé nay cho thay sy lién
hé gitra biéu hién réi loan chuyén héa lipid
va chtrc néng than kinh. Cong viéc tiép theo
trong cac md hinh nghién clru bénh thoai
hoéa than kinh & can thiét dé xac nhan viéc
san xuét lipid & cip d6 té bao cé gay anh
hwédng dén sy tién trién cda bénh hay
khoéng.

- Twong téc giira té bao than kinh
va té bao it nhanh (oligodendrocyte)

APOE4 anh hwéng dén qua trinh
myelin héa trong cac nghién ctu trén té
bao, chudt va mé cla nguwdi. Két quéd nubi
cay t6 hop cac hén hop va su két hop cac
t& bao than kinh c6 ngudn gbc iPSC cla
ngwdi véi cac té bao it nhanh déng hop to
APOE3 va APOE4 da xac dinh s tich ldy
cholesterol bat thuwong trong cac té bao it
nhanh APOE4 dan dén tinh trang myelin
héa kém cla céac té bao than kinh dwoc
ddng nudi cay [5].

M6t nghién clru trén mét mdé hinh
chuét gay méac bénh theo con dudng
protein tau (tauopathy), déng hop to&
APOE4 da xac dinh dwgc tac dong lam tang
chirc ndng doc hai than kinh ciia APOE4
trong viéc gay ra cac khiém khuyét vé
myelin héa va lam giam sé lwong té bao tién
than cda té bao than kinh dém va té bao
than kinh dém [13]. Diéu tha vi la nhirng tac
dong nay la d&c trwng dbéi véi mé hinh chuét
méac bénh tauopathy, cho thdy rang sw
twong tac gitra kiéu gen APOE4 va bénh ly
tau c6 thé cé nhirng tac dong cu thé dén
gua trinh myelin héa.

Cac nghién ctru dwge mo ta & day da
b&t dau lam sang té méi quan hé phirc tap
gilra cac dang alen APOE, tac dung cla
chung ddi véi quéa trinh chuyén hoéa lipid
than kinh dém va hau qua 1a mat chirc néng
cla té bao.

5. APOE ANH HUONG DEN
LIPOPROTEIN VA VAN CHUYEN LIPID &
NGUOI

Trong CNS, APOE c6 mat trong cac
hat lipoprotein ty trong cao (HDL), trong khi
& ngoai vi n6 lien két véi cd HDL va
lipoprotein ty trong rat thap (VLDL). Ban
chét clia hat HDL da dwoc bao céo la cé tac
dong dén kiéu hinh bénh thoai héa than
kinh. M6t nghién ctvu bao céo rang HDL lam
tang sw ldng dong amyloid mach méu trong
cac mo hinh in vitro va HDL ch&ra APOE
lam trdm trong thém tac dung nay. Mot
nghién clru khac vé lipoprotein huyét twong
ngudi da bao cdo ham lwong APOE thap
hon trong cac hat HDL & nhirng bénh nhan
c6 it nhat mot alen APOE4 [18]. Hon niva,
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nghién clu twong tw cling quan sat thay
nhirng bénh nhan cé ndng d6 APOE trong
huyét twong hoéc trong cac hat HDL thap
hon thwc hién cac bai kiém tra chirc nang
nhan thirc kém hon. Nhirng nghién ctru nay
va cac nghién ctu khac cho thay thanh
phan hat lipoprotein cé thé anh hwéng dén
kiéu hinh bénh thoai héa than kinh, va cac
nghién ctvu sau hon sé dwoc thye hién can
thiét dé& hiéu cac co ché nén tang cho
nhirng méi twong quan nay. APOE duwoc
lipid héa trong con dwéng bai tiét clia té bao
b&i protein thai lipid, ABCA1l. Trang thai
lipid héa clia cac dang alen APOE la khac
nhau va APOE4 duoc bao cao la kém lipid
hoa nhét [19]. Do d6, cac dang alen APOE
da dwoc chirng minh 1a 1am thay déi kich
thwéce lipoprotein va APOE4 lién két véi cac
hat HDL nhd hon APOE3, APOE3 lién két
v@i cac hat HDL nhdé hon APOE2. Cac loai
lipid lién két trong lipoprotein dwoc quyét
dinh bdi loai lipid cta loai té bao d6 va kiéu
gen APOE cla ca thé [18]. Alen APOE c6
thé diéu chinh mrc do protein lién quan dén
qua trinh lipid hoa, cho thdy mbi quan hé
gitra lipid hoa va kiéu gen APOE [4]. Gidm
lipid héa APOE4 c6 thé lam anh hwéng dén
kha nang bai xuét lipid dw thira tlr t& bao
[20] va lam thay ddi sb lwong ciing nhu tinh
chét lipid dwoc van chuyén dén té bao than
kinh v& mach mau, tr d6 thay déi cac chirc
nang than kinh thiét yéu nhuw két néi khép
than kinh va tinh toan ven clia mach mau.
S khac biét gitra cac nghién ctru cé
thé 1a do sy khac biét vé dbi twong duoc
mo ta cling nhw pham vi chuyén héa dat
dwoc. Nhitng thay dbi trong cac chéat
chuyén héa ngoai vi c6 thé déng vai tro la
d4u 4n sinh hoc gay nguy co hodc kha nang
phuc hdi; Tuy nhién, can phai tiép tuc
nghién ctu dé hiéu cac chéat chuyén héa
trong mau phan anh APOE lién quan dén
CNS theo co ché nhw thé nao.
6. MOT SO PHUONG PHAP XAC DINH
DA HINH GEN APOE

e Pa hinh d6 dai doan gi&i han két
hop phan rng chubi polymerase (RFLP
- PCR)

La ky thuat nham xac dinh sw khac
biét trong cac doan trinh tw DNA déng vi tri
ba&ng sw hién dién cta cac doan cé do dai
khac nhau sau khi phan cat cac mau DNA
véi cAc enzyme cét gidi han dac hiéu.
RFLP, dwoc coi nhw moét chat danh dau
phan ti, dic trung béi sw két hop gitra
enzyme cét gidi han va ban sao soi don
DNA. Hau hét cac dau hiéu RFLP déu co
tinh déng trdi (ca hai alen trong mau di hop
tlr sé dwoe phat hién) va cé tinh dac hiéu
cao theo locus. Pau do RFLP l1a mot trinh tw
DNA dwoc danh dau, lai véi mot hodc nhiéu
doan ctia DNA mau can phan tich da dwoc
cat bdng enzyme, san phdm sau lai nay
dwoc phan tach bang dién di trén gel. Hinh
anh trén gel biéu 16 mot kiéu vach déc trwng
cho mét kiéu gen cu thé tai mot locus cu thé.
Cac DNA bo gen ngén, don /it ban sao
ho&c cDNA thwdng duwoc st dung lam dau
do RFLP.

Viéc tach di DNA dé phan tich RFLP
bang k¥ thuat PCR c6 thé duwoc st dung dé
khuéch dai mot lwong rat nhd DNA, thuwéng
trong 2-3 gi®, dén mc can thiét cho phan
tich RFLP.

e Phan (rng chudi polymerase thi
gian thwc (real-time PCR), con dworc goi
la PCR dinh lwong

Trong PCR théng thuéng, san pham
DNA khuéch dai hodc khuéch dai dwoc
phét hién trong phan tich diém cubi. Trong
real - time PCR, sy tich Ily san pham
khuéch dai dwoc do khi phan (ng dién ra
theo thoi gian thwe véi viéc dinh lvgng san
pham sau méi chu ky.

Quy trinh 1am viéc Qpcer: dau tién, cac
phan ng khuéch dai dwoc thiét 1ap bang
thudc thtr PCR va cac moi dac biét hodc tay
chinh. Sau dé, cac phan (rng sé dwgc chay
trong céc thiét bj real - time PCR va di liéu
thu thap dwoc sé dwoc phan tich bang phan
mém thiét bj doc quyén.
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Viéc phéat hién cac san phdm PCR
theo thdi gian thwec dwoc thwe hién béng
cach dwa phan t&¢r bdo cdo huynh quang
vao méi giéng phan trng gidp ting cwdng
huynh quang véi lwong DNA san phdm
ngdy cang ting. Cac chat héa hoc phat
huynh quang dwgc st dung cho muc dich
nay bao gdm thuéc nhuém gan DNA va moi
hodc mau do dac hiéu theo trinh ty dwoc
danh dau bang huynh quang. May luan
nhiét chuyén dung dwoc trang bi mé-dun
phéat hién huynh quang dwoc s dung dé
theo d&i tin hiéu huynh quang khi qua trinh
khuéch dai dién ra. Pd huynh quang do
dwoc ty |é thuan voi téng lweng khuéch dai;
sy thay ddi huynh quang theo th&i gian
duwoc st dung dé tinh toan lwong khuéch
dai dwoc tao ra trong mdi chu ky.

Uu diém chinh cua real - time PCR
so voi PCR lareal - time PCR cho phép ban
xac dinh sb lvgng ban sao DNA mau ban
dau (chudi muc tiéu khuéch dai) véi do
chinh xac va dd nhay cao trén pham vi dong
rong. Két qua real - time PCR c6 thé la dinh
tinh (c6 hoac khéng c6 trinh tw) hoac dinh
lwong (sb ban sao). Do do, real - time PCR
dinh lwvgng con dwoc goi la phan tich gPCR.
Nguwoc lai, PCR tét nhat la ban dinh lwong.
Ngoai ra, di liéu greal - time PCR c6 thé
dwoc danh gid ma khong can dién di trén
gel, gitp gidm th&i gian xét nghiém va tang
céng suét. Cudi cung, do cac phan &ng
greal - time PCR dwoc chay va di¥ liéu
dwgc danh gia trong hé thédng gPCR bng
kin, théng nhét nén kha n&ng lay nhiém sé
gidm va nhu cau thao tac hau khuéch dai
duwoc loai bd trong phan tich gPCR.

e Microarray DNA (con dwoc goi la
chip DNA hoac chip sinh hoc)

La tap hop cac diém DNA cwc nhd
dwoc gan trén bé mat rdn. Cac nha khoa
hoc st dung cac vi md DNA dé do mirc do
biéu hién cla sb lwong I6n gen ddng thoi
hoac dé tao kiéu gen cho nhiéu vung trong
bd gen. Mbi diém DNA chira picomoles
(10-12 mol) ctia mét chudi DNA cu thé,
duoc goi la dau do (hoac phéng vién hodc

oligos). Pay c6 thé la mot doan ngan cda
gen hodc thanh phan DNA khac dwoc st
dung dé lai mau cDNA ho&c cRNA (con goi
la RNA chéng giac quan) (dwoc goi 1a muc
tiéu) trong diéu kién nghiém ngéat. Phép lai
gitba muc tiéu tham do thwdng dwoc phat
hién va dinh lwong bang cach phat hién cac
muc tiéu dwoc danh d4u huynh quang, bac
hodc phat quang hdéa hoc dé xac dinh do
phong phu twong dbi cta cac chudi axit
nucleic trong muc tiéu. N6 cling dwoc sk
dung dé xac dinh cac bién thé ciu tric va
do lwdng biéu hién gen.

Nguyén tac cbét 16i dang sau cac
mang vi md la sw lai gitra hai chudi DNA,
d&c tinh cla cac chubi axit nucleic bd sung
la ghép ddi cu thé véi nhau bang cach hinh
thanh lién két hydro git)a cac cdp bazo
nucleotide bé sung. Sé lwong 16n cac cap
bazo bd sung trong chudi nucleotide c6
nghia |4 lién két khong cong hoa tri chat ché
hon gitra hai chudi. Sau khi loai bd cac trinh
tw lién két khong dac hiéu, chi nhirng soi
dwoc ghép déi manh méi con lai. Cac chubi
muc tiéu dwgc dan nhan huynh quang lién
két v&i trinh tw thdm do tao ra tin hiéu phu
thudc vao cac diéu kién lai (chdng han nhw
nhiét do) va qua trinh rira sau khi lai. Téng
cwdng do cla tin hiéu, tr mot diém (dac
diém), phu thudc vao lveng mau muc tiéu
lien két v&i cac dau do co tai diém do.
Microarrays st dung dinh lwgng twong dbi
trong do6 cwong d6 cia moét tinh nang dworc
s0 sanh v&i cwdng do cla tinh nang twong
tw trong mot didu kién khac va danh tinh
clia tinh nang dwgc xac dinh theo vi tri clia
nd. ng dung clia Microarray - DNA dé xac
dinh SNP: Xac dinh tinh da hinh nucleotide
don gitra cac alen trong ho&c gitra cac quan
thé.

e K§ thuat giai trinh tw DNA (DNA
Sequencing)

T gi(ba nhirng nam 1970, khi nha
nghién clru Frederick Sanger phat trién mot
s6 k¥ thuat nhanh hon, hiéu qua hon dé giai
trinh tw DNA. Giai trinh ty Sanger con duwgc
goi la phwong phap két thac chudi hodc
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phwong phap dideoxy, gidi trinh tw Sanger
lién quan dén viéc st dung enzyme DNA
polymerase tinh khiét d& tdng hop chudi
DNA c6 dd dai khac nhau. B&c diém chinh
cta hén hop phan rng cta phwong phap
Sanger la bao gdm dideoxynucleotide
triphosphate (ddNTPs). Cac
dideoxynucleotide két thic chudi nay thiéu
nhém 3' hydroxyl (OH) can thiét dé& hinh
thanh lién két phosphodiester gi*a mot
nucleotide nay véi nucleotide tiép theo
trong qua trinh kéo dai chudi DNA. Do dé,
khi mot dideoxynucleotide dwoc két hop
vao soi dang phat trién, n6 sé (rc ché sw
kéo dai thém cua soi. Két qua cua nhiéu
phan ng nay la moét s doan DNA cé dd
dai khac nhau. Nhirng manh nay sau dé
dwoc phan tach theo kich thwéc bang cach
st dung dién di gel hoc éng mao dan, mot
phwong phap trong do dién trwdng kéo cac
phan t& qua chat nén gel hodc soi mao
mach gidng nhw téc. Quy trinh nay da nhay
dé phan hiét cac doan DNA co6 kich thuwéc
khac nhau chi bang mét nucleotide. Ngay
nay cac nha san xuat dwa ra cac may giai
trinh t DNA ty déng dwa trén phwong
phap Sanger. Nhitng thiét bi nay st dung
thudc nhudm huynh quang dé gan thé tirng
nucleotide, cho phép cac phan &ng dwoc
thywc hién trong mét cdt va doc theo mau
sac (ch khéng phai theo lan dwong ma
chang xuét hién), cung cap di liéu chubi ré
hon va nhanh hon phwong phéap truyén
thdng.
7. KET LUAN

Hién nay, tim hiéu cac co ché bénh
sinh bénh Alzheimer théng cac cac con
dwong giang héa amyloid, phosphoryl héa
protein tau, chuyén hoéa lipid do yéu té di
truyén v.v... la cac cach tiép can nham tim
ra cac phwong thire didu tri hiéu qua bénh
Alzheimer. Hién nay da c6 nhirng nghién
ctu th® nghiém trén lam sang cac thubc
diéu tri nhdm t&i co ché bénh sinh bénh
Alzheirmer va bwéc dau co két qua kha
quan. Tuy nhién, can nguyén bénh
Alzheimer cling nhw cac bénh lién quan
thoai hoéa than kinh la chwa rd rang va da

nhan tb, viéc tiép tuc tim hiéu méi twong
quan cuta cac yéu td di truyén nhuw APOE
trén kiéu hinh ciing mrc d6 té bao lién quan
dén tac dong do chuyén héa lipid dén céac
qué trinh bénh ly 1a vé ciing hap dan.Thuc
t&, chan doan va diéu tri AD dang la mot
thach thie dbi véi Y té Viét Nam do chi phi
cao. Hién nay, chwa c6 nghién clru nao
danh gia anh hwéng cda kiéu gen APOE
dén nguy co mac AD cla ngudi Viét Nam
ciing anh hwéng cta né dén ndng dod cac
biomarker AD trong mau. Viéc nay la hét
strc can thiét dé co thé tiép can cac phwong
phap diéu tri dang dan dwoc ap dung trén
bénh nhan méc AD trén thé gidi.

L&i cam on

Xin tran trong cdm on tap thé bac sf,
gidng vién B mon Than kinh, Bénh vién

Lao khoa trung wong va Trwong Dai hoc

Minnesota da hé tro trong viéc thyc hién bai

tdng quan nay.
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SUMMARY
APOLIPOPROTEIN E IN LIPID METABOLISM AND ALZHEIMER'S DISEASE

Tran Thi Thanh Huong?, Nguyen Trung Anh®2 Pham Thang?,
William Mantyh?®, Huong Nguyen?, Tran Viet Luc'?
Nguyen Thi Thanh Binh?, Nguyen Thanh Binh'?

INational Geriatric Hospital
2Hanoi Medical University
3Minnesota University

Alzheimer's disease (AD) has an unclear etiology. The best known pathogenesis is
the beta-amyloid pathway and the tau phosphorylation pathway. Dysregulation of lipid
metabolism has emerged as a central feature of many neurodegenerative diseases,
possibly as a mechanism for AD. Isoforms of a lipid transport protein, apolipoprotein E
(APOE), have the potential to alter the risk and recovery of several neurodegenerative
diseases, including late-onset Alzheimer's disease (LOAD). Allelic variants of the APOE
gene alter cellular and tissue lipid metabolism in different cell types and systems. Aiming
to understand the metabolic relevance of APOE, we examine the molecular changes in
lipid metabolism resulting from different APOE isoforms. These changes in lipid metabolism
may shed light on the pathogenic mechanisms and modulate the risk of developing and
recovering from neurodegenerative diseases. Several methods for identifying genetic
polymorphisms APOE are also discussed.

Keywords: Alzheimer's disease, Apolipoprotein E, lipid metabolism.
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TOM TAT

Tram cam la bénh ly than kinh phat sinh do réi loan hoat déng sinh hoc cda nédo
bé hodc do sang chét tam ly, ddn dén béat thwong trong hanh vi. Sw da dang vé déi tuong
bénh nhan va sé nguwoi bénh trdm cdm dang tdng & mirc bao déng & moi quéc gia trén thé
gi6i. O Viét Nam, quan doi 1a nganh nghé cé tinh chét dac biét véi luc lvong quan nhan
I6n nén sé lwong ca bénh ciing cé xu hwéng gia tdng. Nghién ctru nay dwoc thuc hién
nhadm Muc tiéu dinh lurong va so sanh mét sé ddu 4n sinh hoc & nhém quan nhan trdm
cém, déng thoi danh gié méi lién quan cda cac d4u an sinh hoc véi mire dé trdm cam. D6i
twrong: M&u mau va huyét thanh quén nhén binh thwong hay méc trdm cém (n=58) duoc
thu thap tai Bénh vién Quan Y 175. Bénh nhan duoc chan doan théng qua kiém dinh HAMD
(Hamilton-D). Phwong phdp: Cac yéu té dinh duéng than kinh (Brain-derived
neurotrophic factor, BDNF), neurotrophin-3 (NT-3) va neurotrophin-4 (NT-4) dwoc dinh
Irong st¥ dung kit Human BDNF Elisa, Human NT-3 Elisa va Human NT-4 Elisa. St thay
déi cua cac chi sé sinh héa nhw cholesterol, triglyceride, glucose; cac hormone FT3, FT4
va TSH ciing duoc phan tich. Két qua thu duoc cho thdy, ham lvong BDNF, NT-3, NT-4
trong huyét thanh cia quan nhan méc trdm cdm gidm dang ké so véi binh thuong (p<0,05).
So véi mau huyét thanh cda quan nhan binh thuong, mau phan tich cida quan nhan méc
trdm cém c6 cac chi sé sinh héa nhw cholesterol, triglyceride, glucose va FT3 ¢é xu huéng
cao hon.

Tirkhoa: Bénh than kinh, BDNF, neurotrophin.

1. DAT VAN PE

Tram cam la bénh ly than kinh phat
sinh do rdi loan hoat ddng sinh hoc cla néo
bd hodc do sang chéat tam ly, dan dén béat
thwong trong hanh vi. Bénh ly nay 1a mot
trong nhirng réi loan tam than phé bién nhat
va la nguyén nhan chi yéu gay nén ganh
nang bénh tat trén toan thé gidi [1]. . Tram
cam cO thé xuat hién & bat ky déi twong nao
ké ca dbi voi cac quan nhan. Nghién ctu
cho thay ti Ié mac tram cam trén dbi twong
la quan nhan cao hon so v&i cac dbi twong

khac [2]. . Yéu td6 moi trwdng lao dong quan
sy cang thang, nguy hiém, yéu cau cao vé
chuyén mdén nghiép vu ciing nhw cac tac
dong tiéu cwe tlr doi sbng xa hoi lam tang
ganh nang tam sinh ly déi voi quan nhan,
dan t&i ti 1& trAm cam & dbi twong nay dang
cé xu huwéng gia tdng. Diéu nay sé anh
hwéng 16n téi sire khde va hiéu suat lam
viéc cla cac chién si. Vi vay, viéc chan
doan, phat hién trdm cdm sém |a can thiét
dé c6 céac bién phap diéu tri kip théi va nang
cao strc khée cho quan nhan.
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Hién nay, viéc danh gia, phan loai
trdm cam chd yéu dwa vao cac thang do
tam ly két hop mot sé triéu chirng lam sang.
Tuy nhién, phwong phap nay déi khi chwa
danh gia dwoc toan bod cac trwedng hop trdm
cam do phu thudc nhiéu vao cau tra 16i cla
ngudi bénh [3]. Do tinh khéng ddng nhéat vé
mat lam sang cla trAm cam, viéc xac dinh
cac dau 4n sinh hoc c6 thé cai thién chan
doan va phan loai trAm cam ho&c dy doan
hiéu qua cda thudc ludn 1a muc tiéu cta cac
bac si lam sang. Nghién clru trong vai thap
ky qua da chi ra réng két qua hinh anh than
kinh, sinh ly thdn kinh, gen, protein va
chuyén héa c6 thé cung cap hé thdng cac
chi dau sinh hoc va cho thay tam quan trong
cla chdng trong viéc phan biét cac phan
nhém trdm cadm va hwéng téi y hoc chinh
xac [1]. . Trong d6, yéu té dinh duwéng than
kinh c6 ngudn gbc néo bo (BDNF) da dwoc
chng minh 1a mét chi dau sinh hoc quan
trong trong co’ ché sinh bénh cla trdm cam
[4]. . Mlrc d6 gidm cta BDNF lién quan mat
thiét dén viéc giam d6 déo cuia khép than
kinh va teo té bao than kinh, trong khi mtrc
dd téang cao cd lién quan dén kha nang séng
s6t va biét hda té bao than kinh, twong thich
v&i gid thuyét than kinh vé trdm cam [5]. .
Bén canh do, cac yéu té sinh trwédng than
kinh khac nhw neurotrophin-3 (NT-3),
neurotrophin-4 (NT-4), chi sé sinh h6a mau
va hormone ciling dwoc cho la cac chi dau
sinh hoc trong qua trinh sang loc va chan
doan trdm cam [6]. . Mac du vay, cac nghién
ctru vé dinh lwong dau an sinh hoc cla
quan nhan van con kha han ché. Do dé,
nghién ctru nay dwoc thwe hién nham dinh
lwong va so sanh mot sé d4u an sinh hoc &
nhém quan nhan trdm cam, ddng thdi danh
gia méi lién quan cta cac diu an sinh hoc
véi mire d6 trAm cadm. Két qua nghién cru
cung cép céc dir liéu sinh hoc ban dau vé
ham lwong céac chi dau sinh hoc cla quan
nhan trdm cam tai Viét Nam va cé thé la co
s& cho cac nghién ciru sau hon nhdm chan
doan va diéu tri bénh ly nay.

2. POl TUONG VA PHUONG PHAP
NGHIEN ClU

2.1. Béi twong

MAau mau clia 58 quan nhan cing
v&i cac thong tin nhw do tudi, gidi tinh, tinh
trang bénh trdm cam duwoc cung cap tw
Bénh vién Quan Y 175. MAu nghién ctu
dwoc thu thap tr thang 9 ndm 2023 dén
thang 4 nam 2024. Béi twong nghién ciru
da ky gidy dong y tw nguyén tham gia
nghién ciru va cho mau. Nghién cru cling
da dwoc chap thuan béi Hoi ddng dao dirc
trong NCYSH clia Bénh vién Quan Y 175.
2.2.Vvatliéu

Cac kit ELISA dwoc str dung trong
nghién clr bao gdbm: Human BDNF ELISA
kit (Invitrogen, My), NT-4 Human ELISA kit
(Invitrogen, My); NT-3 Human ELISA kit
(Invitrogen, My). May do OD dia 96 giéng
Multiskan Sky with Cuvette &Touch Screen
(Thermo Scientific, M§) va cac hoa chét,
thiét bj khéac.
2.3. Phwong phap
2.3.1. Phan loai m&u nghién cau

Quan nhan tham gia nghién ctu
dwoc danh gia trAm cadm bang bd 68 cau
hdi 1am sang, qua d6 c6 thé xac dinh va
danh gia ching loan than kinh theo K.K.
Yakhin, D.M. Mendelevich hay theo thang
trdm cadm cla Halmiton.
2.3.2. Thu thdp mdu méau va méu huyét
thanh

MAau mau dwoc thu vao budi sang.
Ngwdi tham gia nghién clru khdong hoat
doéng manh trwéc khi ldy mau 3 va nhin &n
it nhat 1 tiéng trwdc khi ldy mau. Mau tinh
mach dwoc thu gilr trong 6ng ly tam sach,
khéng chiva chat chéng déng. Mau huyét
thanh dwoc phan tach (dé& méau tw déng 15
phut, sau d6 ly tam & 40C véi téc do 1000
xg trong 15 phut), dwoc thu va bao quan &
-80°C. Cac mau huyét thanh nay dwoc
dung cho phan tich dinh lwgng BDNF, NT-
3 va NT-4 bang céc kit Elisa twong &ng.
2.3.3. Dinh lvong BDNF, NT-3, NT-4

Néng do cla cac yéu té6 BDNF, NT-
3 va NT-4 dwoc xac dinh bang céac kit
Human BDNF ELISA kit (Invitrogen, MY),
NT-4 Human ELISA (Invitrogen, My), NT-3
Human ELISA (Invitrogen, My) twong &ng
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theo nguyén ly cda ELISA sandwich. Quy
trinh thwc hién theo hwéng dan cia nha san
xuét. Két qua gia tri néng do clia c4c protein
BDNF, NT-3 va NT-4 trong cdc mau nghién
cru duge xac dinh thdng qua gia tri do OD
& bwdc séng 450 nm va dwdng chuén. Thi
nghiém dwoc 13p lai 3 lan.
2.3.4. Binh lrong maét sé chi sé sinh hoa
Céc chi sb cholesterol, triglyceride,

glucose, TSH, FT3 va FT4 dwgc xac dinh
bang xét nghiém sinh héa thyc hién tai
Bénh vién Quan Y 175.
2.3.5. Xirly sé lidu

Phan mém Excel 2016, Origin 8.5 dwoc
st dung dé xt ly théng ké. Sé lieu duoc

a

B Khéng trim cam

B Tram cam

trinh bay dwai dang gié tri trung vi. Sw khac
biét dwoc gilra cac nhém dugc phan tich
béng Anova va t-test. Gia tri p hai phia <
0,05 phan anh sy khac biét c6 y nghia
thdng ké.
3. KET QUA VA THAO LUAN
3.1. Mlrc dd trdm cam cua quan nhan
nghién ciru

Trong nghién cru nay, ti 1& mac va
mec dd trdm cam cGa nhém quan nhan
duoc danh gia dwa vao két qua phan tich
bang hoi theo thang danh gia Halmiton
(HAM-D). Két qua thé hién trong Hinh 1.

O Trim cim nhe

B Tram cam vira

B Trim cim nang

Hinh 1. Tilé (a) va m&c do (b) m&c trdm cadm clGa quan nhan

Két qua trén Hinh 1a cho thay trong
58 quan nhan tham gia nghién ctru c6 9
nguwdi bi trAm cam (chiém 32,8%) va 39
ngudi (chiém 67,2%) khong tram cam (binh
thwong). Trong sd quan nhan méac trdm
cdm, c6 52,6% bi trAm cam n&ng, 26,3%
trdm cdm vira va 21,1% trdm cam nhe.

3.2. Ham lwong BDNF, NT-3 va NT-4

Ham lwong cua cac yéu td dinh
dwdng than kinh BDNF, NT-3 va NT-4 cla
quan nhan trdm cadm va quan nhan binh
thwong dwoc xac dinh bang cac kit ELISA
twong ng. Két qua dwoc minh hoa trong
Hinh 2.

= F 100 + 100 -
E = g0 ; E 80 1 + 2
2 L, f .8
. 254 = EW‘ = 601
= -~ 7 40 1 2 40
m = 1 =
zzu-« 20 A
0 0 o

P Eink thwing [ Trim cim

"p<0,05 so véi Binh thuong

Hinh 2. Biéu db ham lwong ctia BDNF, NT-3 va NT-4 cGa quan nhan

Hinh 2 cho thay, ham lwong (gia tri
trung vi) cta cac yéu t6 dinh dwdng than
kinh BDNF (Med = 18,61 ng/ml), NT-3 (Med
= 43,95 pg/ml) va NT-4 (Med = 64,44 pg/ml)
trong mau bénh thdp hon dang ké so voi

mau binh thwdng (Med = 26,34 ng/ml;
60,14 pg/ml; 84,22 pg/ml) v&i p<0,05.

Céac yéu tb tang trwdng than kinh nhw
nerve growth factor (NGF), BDNF, NT-3 va
NT-4 c6 vai trd hd tro sw ton tai cGa cac té
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bao than kinh. Trong d6, BDNF déng mot
vai trd quan trong trong s ton tai, phat
trién, biét hoa, tai tao cda té bao than kinh,
tham gia diéu hoa dan truyén than kinh
cling nhw diéu hoa do linh hoat cta té bao
than kinh d& dadm bao cho hoat ddng hoc
tap, tri nh& [4]. . BDNF dwoc phat hién trong
huyét twong cta ngwdi binh thwéng ~ 92,5
pg/ml (8,0-927,0 pg/ml). Sw thiéu hut
BDNF dwoc xac dinh cé lién quan dén cac
bénh thodi héa than kinh nhw bénh
Parkinson, bénh Alzheimer, bénh da xo
crng, bénh Huntington va trdm cam, do do
BDNF c6 thé la mét muc tiéu quan trong
trong diéu tri cac rbi loan than kinh [1]. .
Trong nghién ctu nay, két qua néng do
BDNF trong huyét thanh & nhém quan nhan
bi trAm ca&m (Med = 18,61 ng/ml) gidm dang
ké so v&i nhom quan nhan binh thuwéng
(Med = 26,34 ng/ml) (p<0,05). Két qua nay
ciing twong déng véi cong bd ctia Molendijk
va cong sw, 2014 [7]. . Dé&c biét cong b nay
con chirarang ndng dd BDNF cé méi twong
quan nghich v&i mirc d6 trAm cadm. Sw thay
ddi nébng dd BDNF huyét co6 thé dan dén
sinh ly bénh trAm cam bang co ché lam
gidm tinh déo than kinh. Do d6, BDNF cé
thé tré thanh mot dau &n sinh hoc cho chan
doan tram cam.
Hon nira, ndng dd NT-3 ciing gidm

50 - 100 1
s £
£ g

25 4 ~ 50 A
% C o @ W
[=] =
m =z

0 - 0

Nhe Vira  Nang Nhe

dang ké & nhém quan nhan bi trdm cam
(Med = 43,95 pg/ml) so v&i nhédm quan
nhan binh thwong (Med = 60,14 pg/ml) voi
p<0,05. K&t quad nay kha twong déng voi
céng bd cha Sheldrick va cong sw [8]. .
Trong khi dd, nghién clru ctia Wysokinski
va cong s lai khong chi ra sy khac biét nay
[9]. . Ngwoc lai, nbng d6 NT-3 lai tdng cao
& nhom bénh nhan bj tam than phan liét co
biéu hién trdm cadm so vé&i nhém ddi chirng
[10]. . Nhw vay, NT-3 dwoc cho la c6 vai tro
trong qué trinh sinh hoc than kinh lién quan
dén trdm cam. Con dwdng tac dong cla
NT-3 dén chdng trAm cam c6 thé théng qua
tac dung I&n chét dan truyén than kinh
monoamine (serotonin va noradrenaline) va
sy diéu chinh d6 déo cta khép than kinh
[10]. . D& lam séang té hon vai tro cta NT-3,
cac nghién clru sau hon vé vai tro ctia NT-
3 la can thiét. Twong tw NT-3, ndng dd NT-
4 & nhém bénh nhan trAm cam ciing thap
hon dang ké so v&i nhém ddi chirng
(p<0,05).

Bén canh d6, dé tim hiéu méi lién
quan gitra mirc d6 trAm cam véi néng do
cta cac yéu té dinh dwéng than kinh, chiing
tdi so sanh néng dd cac yéu td nay & ba
nhém bénh nhan trAm cam muc dd nang,
vira va nhe. Két qua dwoc minh hoa & Hinh
3.

100 -

NT-4 (pg/ml)
g

Vira Nang Nhe Vira Nang

Mirc d§ tram cam
Hinh 3. Néng d6 BDNF, NT-3 va NT-4 & cac mirc d6 trdm cam khéc nhau

Két qua cho thay, ndng d6 cla céac
yéu tb dinh dwéng than kinh BDNF, NT-3 va
NT-4 khéng c6 sy khac biét & cac giai doan
bénh khac nhau. Két qua phan tich 1a khac
biét so v&i két qua cong bd cua Yang va
coéng sw. Nghién ctru triec day chi ra rang

néng dd gitta BDNF huyét thanh véi mic
dd bénh trdm cadm c6 mdi twong quan
nghich [11]. . Diéu nay c6é thé giai thich do
sw khac nhau vé sé lwgng ddi twong nghién
ctru. Do vay cac nghién ciru trén sb lvong
quan nhan I&n hon 1a can thiét dé xac dinh
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rd hon mdi twong quan gitra mirc dd mac
bénh trdm cam véi lwong BDNF huyét
thanh.
3.3. Mot sé chisé sinh héa & nhém
guén nhan nghién cu
Hién nay, cac chi du sinh hoc tiém
nang dé hé trg chan doan trdm cam bao
gdm cortisol, hormone kich vé thwong than
adrenocorticotropic  hormone  (ACTH),
hormone tuyét giap, BDNF, catecholamine,
glucose, HbAlc, triglyceride, cholesterol,
prolactin, oxytocin,
dehydroepiandrosterone sulfate (DHEA-S),

6 # 34
o~
—
= 51 %2.5
g E
g 41 g 21
E e
el e
g2 <
g 2 11
s 2
= 17 =
5 = 0.5
[
n <4

I Binh thwing I Bénh

CRP, va interleukin. Ngoai ra, cac chét
chéng oxy héa enzyme va khéng enzyme
nhw  superoxide dismutase (SOD),
catalase, glutathione peroxidase (GTPXx),
malondialdehyde (MDA) va axit ascorbic la
mot trong nhirtng hé thdng phong tha tw
nhién, chdng lai tac hai do cac loai oxy phan
tng (ROS) gay ra [12]. . Trong nghién ctu
nay, cac chi sb sinh héa huyét hoc nhuw
cholesterol, triglyceride va glucose cling da
duoc xac dinh & nhém quan nhan tram cam
va nhém déi chirng. Két qua dwoc minh hoa
trong Hinh 4.

52 + #
51 4

+.9
4.8
4.7
4.0
4.5

Glucose (mmol/l)

4.4

4.3

#p<0,05 so v&i binh thuong

Hinh 4. Nong dd ctia mot sb chi sé héa sinh & mau quan nhan binh thwdng va quan
nhan bj trdm cam

Két qua thé hién Hinh 4 cho thdy mirc
cholesterol, triglyceride, glucose va trong
mau bénh tang dang ké so vé&i mau binh
thwong (p<0,05). Méi quan hé gitra murc
cholesterol va trdm cadm da dwoc xac dinh
trong moét sé nghién ciru trwdc day. Nguoi
ta tin rdng mirc cholesterol anh hwéng dén
trdm cam bang cach thay dbi qua trinh
chuyén héa serotonin. Tram cam lam tang
lvong thirc an an vao, tang trong lvong co
thé va giam tan suét tap thé duc, déng thoi
no cling lam tang muc cortisol trong mau,
dan dén suy gidm kha ndng dung nap
glucose, huyét &p cao, tich tu m& va cudi
cung 1a hoi chirng chuyén hoa. Ngoai ra,
trdm cam c6 thé anh hwdng xau dén qua

trinh chuyén héa lipid [6]. . Do d6, mot s6
nghién ctru da chi ra méi twong quan gitra
trdm cam va ting chét béo trung tinh va
muc cholesterol lipoprotein mat dé cao
(HDL-C) [13]. . Nhw vay két qua nghién ctru
cla chung téi cling gép phan khang dinh
thém mdi lién quan gitra trAm cam va céac
chi s6 lipid mau. Tuy nhién, con duwéng tac
dong cta méi lién quan nay thi can tiép tuc
dwoc nghién ctru.

Bén canh cac chi sé cholesterol,
triglyceride, glucose chung tdi cling tién
hanh phan tich mét s cac chi sb hormone
gdm TSH, FT3 va FT4.

Két qua nghién ctu dwoc trinh bay
trong Bang 1.
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Bang 1. Néng d6 ctia mét sé chi sé hoa sinh mau va hormone & bénh nhan trdm cam

Gia tri trung binh trén méu

Chisé banh nhan tram cam Gia trj tham chiéu
Cholesterol 5,3+1,2 (0-5,2) mmol/l
LDL-C 3,4+0,9 (0-3,3) mmol/l
Tryglycerid 2,0+0,6 (0-1,7) mmol/l
Glucose 5,0 0,8 (4,1-5,9) mmol/l
FT3 4,7+0,8 (3,38-3,46) mu/l
FT4 12,2+3,2 (10,29-21,08) mull
TSH 2,1+1,1 (0,3-3,6) mul/l

Bang 1 cho thay, chi sé FT3 trung
binh & nhém bénh nhan trdm cam cao hon
chi sé sinh ly binh thwéng, trong khi d6 cac
chi sb FT4 va TSH déu thudc giéi han cho
phép. Mbi lien quan gitra hormone kich
thich tuyén giap (TSH) va bénh trdm cam
da dwoc quan tdm nghién ctru, tuy nhién
cac két qua dwa ra van con chua théng
nhat. Trong nghién ciru cta Wiliams va
cbng su trén 2.269 nam gi&i trung nién ho
da thu dwoc két quéd mire TSH cao va mirc
thyroxine tw do (FT4) cao hon cé lién quan
dén nguy co phét trién céac triéu chirng tram
cam [13]. . Twong tw, méi lién quan dang ké
gilba mirc TSH va FT4 cao v@i cac triéu
chieng trAm cam, dwoc danh gia bang
Thang danh gia Hamilton vé trAm cam
(HDRS), dwoc tim thdy & 19 trong s6 80
bénh nhan. Trong mét nghién ctu khac,
Dominika Berent va céng sw ciing cho thay
néng dd hormone tuyén giap FT3, FT4 c6
li&n quan dén mirc d6 trAm cam va c6 tac
dong dén két qua 1am sang cubi cung [14]. .
Nguwoc lai, mét nghién ciru dan sé quy mé
Ién cda Ittermann va cong sw cho thay
khong c6 méi lién quan dang ké gitra mic
TSH va trdm cam [15].

Su chwa thdng nhat vé két qua gitra
cac nghién ctru c6 thé do sw da dang cla
cac dac diédm mau nghién ctu, sy khac
nhau trong cach giai doan trdm cam, khac
nhau vé c¢& mau. Do vay, cac nghién ctu
tiép theo can duoc tién hanh véi quy md 16n

hon dé thdy rd hon méi lien quan gitra
hormone TSH, FSH va bénh trdm cam.
4. KET LUAN

Trong nghién clru nay ham lwgng
BDNF, NT-3, NT-4 trong huyét thanh cuta
quan nhan trdm cadm gidm dang ké so Voi
quan nhan binh thwédng (p<0,05). Tuy nhién
sy khéac biét vé& ham lwong céac yéu td
BDNF, NT-3, NT-4 theo mtrc do ctia bénh
trAm cam chwa dwoc ghi nhan. Bén canh
do, gia tri trung binh cla céac chi sé sinh héa
mau nhuw cholesterol, triglyceride, glucose,
hormone FT3 trong mau mau cla quan
nhan trdm cam c6 xu hwdng cao hon so Vi
ngwdng gia tri sinh ly. Két qua nghién ctu
cung cap céac di liéu sinh hoc ban dau vé
ham lwong céac chi dau sinh hoc cta quan
nhan trAm cam tai Viét Nam. Tuy nhién cac
nghién clu phan tich sau hon la can thiét
gitp chan doan va diéu tri bénh ly hiéu qua
hon.
L&i cam on

Cong trinh dwgc hoan thanh véi sw
hé tro kinh phi cta Dé tai khoa hoc cong
nghé cap Tbng cuc hau can. Quy trinh va
cac thd tuc &y mau nghién clru dwoc sw
gilp d& tlr cac bac sy, y ta clia Bénh vién
Quéan Y 175. Bénh nhan tham gia nghién
clru tw nguyén.
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SUMMARY
EVALUATING SEVERAL BIOLOGICAL INDICATORS
IN DEPRESSED VIETNAMESE SOLDIERS

Pham Thi Bich?, Ngo Thi Hai Yen?, Tran Duc Khanh?,

To Ngoc Mai?, Nguyen Van Ca?, Dinh Vu Ngoc Ninh?3,

Luong ThiMo#, Vu Thi Thu?, Bui Thi Huong*

1Faculty of Biology, VNU University of Science

2Ha Noi Pedagogical University 2, SMilitary Hospital 175

4Joint Vietham-Russia Tropical Science and Technology Research Center

Depression is a neurological disease that arises due to disturbances in the biological
activity of the brain or due to psychological stress, leading to abnormalities in behavior. The
diversity of patients and the number of people with depression are increasing at an alarming
rate in every country in the world. In Vietham, the military is a special profession with a
large force of soldiers, so the number of cases also tends to increase. This study was
conducted to quantify and compare several biomarkers in a group of depressed military
personnel and evaluate the association of biomarkers with depression severity. Blood and
serum samples from normal or depressed soldiers (n=58) were collected at Military
Hospital 175. Patients were diagnosed through HAMD testing (Hamilton —D). Brain-derived
neurotrophic factor (BDNF), neurotrophin-3 (NT-3), and neurotrophin-4 (NT-4) were
quantified using the Human BDNF ELISA, Human NT-3 ELISA, and Human NT-4 ELISA
kit. Changes in biochemical indicators such as cholesterol, triglycerides, and glucose; The
hormones FT3, FT4, and TSH were also analyzed. The obtained results showed that
BDNF, NT-3, and NT-4 levels in the serum of depressed soldiers decreased significantly
compared to normal (p < 0.05). Compared with serum samples from normal soldiers,
samples from depressed soldiers had biochemical indices such as cholesterol, triglyceride,
glucose, and FT3 tend to be higher.

Keywords: Neurologic diseases, BDNF, neurotrophin.
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