NGHIEN CUU Sl_l;THAY poi cua BETA AMYLOID TRONG DICH NAO TUY
CUA BENH NHAN MAC BENH ALZHEIMER

TOM TAT:

Muc dich: nghién ctu sy thay déi cia néng do beta
amyloid 1-40 va beta amyloid 1-42 trong dich ndo tdy
clia bénh nhédn mac bénh Alzheimer. Déi twong va
phwong phdp: Nhém bénh: 81 bénh nhan méac bénh
Alzheimer, dwoc chén doén theo tiéu chudn DSM-IV TR.
Nhém chirng: 81 bénh nhan. Tat cd cac dbi tuong
nghién ctu déu duoc khédm lam sang, lam céc tréc

TRAN VIET LUC - Pai hoc Y Ha Néi

nghiém than kinh tam ly cén thiét va choc do that lung
lay dich ndo tdy. Cac mau bénh phdm dich néo tay duoc
phan tich tai Vién Karolinska, Thuy Dién. Két qua: Néng
dé beta amyloid 1-40 va beta amyloid 1-42 gitra nhém
bénh va nhém chiing khéc biét c6 y nghia théng ké
(p<0,001). Néng dé6 beta amyloid 1-42 gitta céc giai
doan bénh ciing khéac biét ré rang (p<0,001). C6 sw khac
biét vé ty sé beta amyloid 1-42 / beta amyloid 1-40 giira
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hai nhém nghién ctru va gitra cac giai doan cla bénh
(p<0,001). Két luan: bién déi thanh phan beta amyloid
trong dich néo tiy (nhét Ia phén doan B A1-40 va 8 A1-
42) rét c6 gié tri trong chédn doén sém va theo déi tién
trién bénh Alzheimer.

Twr khéa: Alzheimer, dich néo tiy, beta amyloid

SUMMARY:

To study the variation of beta amyloid levels in
cerebrospinal fluid (CSF) of patients suffering from
Alzheimer disease.

Objective: to study the variation of beta amyloid 1-
40 and beta amyloid 1-42 in CSF of patients suffering
from Alzheimer disease. Patients and method: the
study was conducted following the design of case-
control study. Patients group: 81, diagnosed as
Alzheimer disease according to DSM IV TR criteria.
Control group: 81. All the studied subjects were taken
CSF which was sent to Karolinska Institute for analysis.
Results: the levels of beta amyloid 1-40 and beta
amyloid 1-42 is statistically different between two groups
and between stages of the course of disease. The ratio
B A1-42/ B A1-40 is also statistically different between
two groups. This ratio tends to reduce along the
evolution of disease. Conclusion: assessment of 3 A1-
42/ B A1-40 in CSF is of particular use in early detection
as well as in follw-up of the patients suffering from
Alzheimer disease.

Keywords: Alzheimer, cerebrospinal fluid

DAT VAN BE

Hai ddc trwng gidi phéu bénh chinh cta bénh
Alzheimer la sy hién dién cta cac mang l&o hoa va dam
réi to than kinh. Gan lién véi qua trinh hinh thanh cuda
hai loai tén thwong nay la sw bat thweng trong san xuét
cac phan tir beta amyloid (nhat 1& phan doan B amyloid
1-40, B amyloid 1-42) tlr protein tién chat APP va sy
phosphoryl héa qua mic protein Tau (nhat la thanh
phan pTau — 181). Tuy nhién, vai trd cu thé cla tirng loai
marker sinh hoc van chwa dwoc hiéu biét thidu déo, nhat
la méi lien quan clia cac marker nay véi viéc xuét hién
cac dau hiéu sa sut tri tué trén lam sang ciing nhuw v&i
tinh trang suy gidm nhan thirc nhe (MCI). D& hé trg cho
qua trinh chdn doan, theo dbi s tién trién cta bénh, tao
digu kién thuan lgi cho viéc phat trién cac loai thudc tdi
wu trong diéu tri, nguwei ta ngay cang quan tam nhiéu
dén nhirng thay dbi ctia cac marker sinh hoc trong dich
ndo tly va huyét thanh & bénh nhan mé&c bénh
Alzheimer [1], [3], [4]. Trén thé gi¢i da co nhiéu tac gia
nghién ctru v& van d& nay nhuw Yasuji Matsuoka va cs
(2009), K Blennow va cs (2009), Alex E H va cs (2010).
Két qua cta cac nghién ctru nay cho thy cac marker
sinh hoc, nhét la nong d B amyloid 1-40, B amyloid 1-
42, pTau — 181 ¢6 vai trd quan trong trong sy hinh thanh
va phat trién cla bénh Alzheimer [1], [3], [4], [9]. Hon
nira, thay ddi cha ty s6 B amyloid 1-42 / B amyloid 1-40
con ¢o gia tri dw bao sw xudt hién bénh canh sa sut tri
tué trén lam sang hoac su chuyén sang giai doan sa sut
tri tué tlr giai doan suy gidm nhan thrc nhe [1],[4],[5]-

O Viét Nam, nghién ctru sy thay doi clia cac marker
sinh hoc trong dich nao tly ho&c trong huyét thanh cla
bénh nhan Alzheimer con it dwoc d& cap. Tim hiéu van
dé nay sé déng gop vao viéc xay dwng chién lwoc
phong ngtra va diéu tri bénh Alzheimer, mét nguyén

nhan gay sa sut tri tué dang ngay cang dwgc quan tam
& Viet Nam. Xuét phat tw ly do néu trén, chung toi tlen
hanh nghién ctru: “Nghién ctru sy thay déi ciia ndng
do beta amyloid trong dich ndo tdy ctia bénh nhan
méc bénh Alzheimer” v&i muc dich: Danh gia s bién
ddi ctia ndbng d6 B amyloid 1-40, B amyloid 1-42 trong
dich nao tiy & bénh nhan méc bénh Alzheimer.

DOI TUONG VA PHPONG PHAP NGHIEN CUrU

1. P6i twong nghién ciru

- Nhém bénh: 81 bénh nhan dwoc chan doan mac
bénh Alzheimer theo DSM-IV-TR.

- Nhom ching: 81 bénh nhén khdéng bi bénh
Alzheimer(thoat vi dia dém cot sbng that Iung, mlgralne
héi chirng tlen dinh, thoat vi dia dém cot song cb hodc bi
chén ép tdy cb, bénh da ré va day than klnh) c6 cung lop
tudi, cing gi¢i, cung trinh do6 hoc van voi ~‘nhém bénh.
Nhi¥ng bénh nhan bi cac bénh cAp tinh lam rbi loan y thirc
nhw tai bién mach mau nao giai doan cp clru, viém nao,
&p xe nao, viém mang nao cap, réi loan chuyén héa, chan
thwong so ndo giai doan cAp ctru sé khong duoc dua vao
nghién ctru. Cac bénh nhan tham gia nghién ctru khéng
bi cac tat giac quan va khdng mu chik.

- TAt ca cac dbi twong trong nghién ctru déu tw nguyén
ky gidy ddng y tham gia. Quy trinh nghién ctru clia dé tai da
dwoc Hai dong Y dirc clia bénh vién théng qua.

2. Phwong phap nghién ctru: Phwong phap nghién
clu Bénh — Chirng

- TAt ca cac ddi twong nghién cru dwoc kham lam
sang ti mi v& than kinh, tam than va noi khoa, lam cac
trdc nghiém than kinh tam ly cAn thiét dé& chan doan.

- Tt ca& bénh nhan trong nghién ctu déu dwoc choc
do thét lwng 1y dich ndo tay, lwu tri & nhiét do -80 do
sau do glvi sang vién Karolinska, Stockholm, Thuy Dién
phan tich

- X ly sb lieu bang chwong trinh Epi. Info 6.0 va
SPSS phién ban 15.0.

KET QUA NGHIEN CcUU

1 Dac diém chung

- Ty & nam n@ trong nhém nghién cu: Nhém bénh:
Nam/ N = 31/50; Nhém chirng: Nam/ N = 44/43.

- Phan b tudi ctia cac dbi twgng nghién ctru: Nhém
bénh: trén 65 tudi: 50, dwai 65 tudi: 31; Nném bénh :
trén 65 tudi: 44, dwdi 65 tudi: 37.

2 Cac marker sinh hoc.

2.1 Néng dé B amyloid 1-42 trong dich n&o tly & cac
dbi twong nghién ctru

Néng do B Nhém bénh Nhém chirng p
Amyloid (X+SD) (X+SD)
AB 1-42 28,84 + 7,60 45,31+ 17,90 0,000002
AB 1-40 31,48 £ 10,83 | 47,31+ 19,80 | 0,000001

Nhan xét: ndng d6 AB 1-42 va AB 1-40 khac biét rat
rd git’Pa nhdm bénh va nhém chirng.

2.2 Nong dé beta amyloid trong dich ndo tdy theo
trng giai doan bénh:

igi doan Nhe (1) Trung | Nang (3) p

Nohg. do|  (XxSD) binh (2) | (X£SD)

B amylo (X+SD)

Nong d6 | 41,34+ 9,11 | 30,21 + | 24,97 + | P[1,2]:0,0005

B A1-42 2,67 4,78 p[2,3]:0,0007
p[1,3]:0,0001

Nong d6 | 44,15£11,78 | 31,95 + | 27,03 + | P[1,2]:0,0002

B A1-40 5,39 9,41 p[2,3]:0,0005
p[1,3]:0,0001
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Nhan xét: ndng d6 cla hai loai beta amyloid giam
dan theo s tién trién bénh. Tuy nhién, ndng do B A1-42
gidm rd rét va nhanh hon.

2.3 Sy thay dbi clia chi s6: B A1-42/B A1-40 giira hai
nhoém nghién clru

2 1.65
0.92 W

H Alzheimer

I
o NS =Chung

Ty & bA1-42/bA1-40

Nhan xét: sy khac biét cla chi sé B A1-42/p A1-40
c6 y nghia théng ké (p<0,05).

3.4 Sy thay dbi cta chi s& B A1-42/3 A1-40 theo
trng giai doan bénh:

1.5 1.02

1 ——

0.85 0.62

0.5 73. -~ ETrung binh
0 - o

= Nang
Ty lé b A1-42/b A1-40

E Nhe2

_ Nhan xét: chi s6 B A1-42/ A1-40 gidm dan khi bénh
tién trién ndng len.
BAN LUAN

Nghién ctru nay tap trung chl yéu phan tich sy thay
dbi ctia thanh phan amyloid trong dich nao tiy cla cac
bénh nhan méc bénh Alzheimer va nhém di chirng, déc
biét la ndbng dé cta hai phan doan beta amyloid 1-40 va
beta amyloid 1-42. Két qua nghién ctru cho thay ndng do
hai phan doan amyloid néu trén gidm & nhung bénh
nhan bj Alzheimer. Theo tac gia Lejla [7], nong do beta
amyloid 1-42 gidm thap ngay o glal doan tién lam sang
khéng phu thuéc vao tudi, thoi gian mac bénh, trinh do
hoc vén. Do vay, tac gla khang dinh dinh Iucyng cac
marker sinh hoc rat c6 gia tri trong chdn doan thé khéng
dién hinh cGa bénh Alzheimer kh&i phat sém. Binh
lwgng beta amyloid cang cé gia tri hon néu két hop véi
hinh &nh teo mat trong thuy thai dwong trén phim céng
hwéng tr va tdng ndng d6 homocystein trong huyét
thanh [3]. Néng d6 beta amyloid 1-42 gidm thap trong
bénh Alzheimer dwoc cho la do phan doan amyloid nay
bi ting lang dong vao cac mang ldo héa ndm bén ngoai
té bao, mét dac trwng chinh trén giadi phdu bénh ly cia
bénh Alzheimer. Bén canh néng d6 clia cac amyloid, ty
I& B A1-42/ B A1-40 ciing la mét théng sb dwoc néi dén
trong nhiéu nghién ctru v& bénh Alzheimer [1], [3], [4].
Ty I& nay gidm thap & nhém bi bénh, khong phu thudc
vao tudi, gi&i. Nghién ctru ty 1& nay & cac bénh nhan
Alzheimer giai doan tién Iam sang hodc nhitng bénh
nhan mai bi suy gidm nhan thirc nhe, ngudi ta cé thé dw
bao truvéc dwoc kha ndng biéu hién sa st tri tué trén
lam sang moét khoang thoi gian 3-4 ndm [1] [4], [6]. Piéu
nay rat quan trong dbi v&i viéc phat trién cac thubc cod

thé lam cham s tién trién cta bénh (nhw liéu phap tiém
vaccine dé tao mién dich chd déng hoadc thu déng dbi
v&i bénh sa sUt tri tué, cac chat (e ché men gamma
secretase hoac alpha secretase) [2]. Trong nghién ctru
cula chung toi, ty 1& B A1-42/ 3 A1-40 con cd xu hwéng
glam khi bénh tién trién ning 1&n. Do vay, theo doi ty 1&
nay cling cho chung ta thém mot bing chirng khach
quan vé s tién trién néng lén cla bénh bén canh cac
triéu chirng lam sang. Tuy rét cé gia tri nhwng viéc danh
gid ndng d6 cac amyloid trong dich nao tiy thwérng gap
khé khan trong khau lay bénh phdm. Chinh vi vay, hién
nay, & cac nwéc phat trién, ngucyl ta dang c6 xu hwéng
dinh lwong va theo di sy bién dbi cac marker sinh hoc
cla sa sut tri tué trong huyet thanh. M6t s céng trinh da
cho nhirng két qua ban dau rat kha quan [1], [3], [4]. Cac
cong trinh nghién ctru nay cho thay ¢6 moi tucyng quan
kha mat thiét trong sy thay dbi ctia ndng d6 cac marker
sinh hoc (vi du: B A1-42) trong mau ngoai vi va trong
dich ndo tdy. Day la mét hwéng nghién ciru kha thi can
tiép tuc nghién clru trong twong lai d6i véi cac bénh
nhan bj Alzheimer ho&c cé nguy co' cao bi mac loai bénh
ly nay.

KET LUAN:

Phan tich sy bién dbi ciia thanh phan beta amyloid
trong dich n&o tdy (nhét la phan doan B A1-40 va B A1-
42) c6 gia tri rat I&n trong viéc chdn doan sém bénh
Alzheimer va theo déi tién trién bénh.
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