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Sasut tritué (SSTT) Ia nhdm bénh dang dnh hudng rat Ién dén sirc khde va chat luong
séng cua con ngudi Viét Nam va Thé gidi. Theo bdo cdo World Alzheimer Report
2015, c&* moi 3 giady la thé gidi cd 1 ngudi bj SSTT (Theo DSM-5 1a RGi loan than kinh
nhan thirc dién hinh). Nghién cttu dich té hoc & phia Bac do GS Pham Thang va & phia
Nam Viét Nam do PGS Vi Anh Nhj tién hanh d3a ghi nhén ti 1é sa sut tri tué chiém 4,8-
5% & ngudi trén 60 tudi, nhu vay Viét Nam ching ta hién dang cé khodng 500.000
nguwdi trén 60 tudi bi sa sut tri tué. S6 lvgng nay cang I&n hon khi ching ta tinh chung
cho tat cd d6 tudi vi rdi loan than kinh nhan thirc ngoai nguyén nhan 130 hda (vi du
gay ra bénh Alzheimer, sa sut tri tué do Parkinson, thé Lewy, ...) thi con cé rat nhiéu
nguy&n nhan khdac gy ra cho ngudi moi l&a tuéi nhw bénh Iy mach mau n3o, chan
thuong so ndo, viém nhiém, chuyén hda...

Twr khi ca bénh SSTT dau tién duoc phat hién vao ndm 1906 dén nay, rat nhiéu nghién
ctru sinh bénh hoc, chadn dodn va diéu tri bénh ly SSTT duwoc tién hanh. Do d6, cdng
tac chan dodn va diéu tri bénh ly SSTT khdng nglrng duoc cai thién va nang cao. Tiép
can va cap nhat cac nghién ciru dé dé ra cac huwdng dan chan dodan va diéu tri phu
hop cho bénh ly SSTT [a mét viéc lam can thiét cha cac Hoi chuyén khoa SSTT trén thé
gioi.

Nam 2018, |an dau tién HOi Bénh Alzheimer Va RGi Loan Than Kinh Nhan Thirc Viét
Nam t6 chirc xay dung “Huéng dan Chan dodn va Diéu trj Sa sut tri tué” nham mang
dén cho cdc déng nghiép mot cadi nhin thdng nhat cda cdc chuyén gia trong |anh vuc
SSTT tai Viét Nam vé van dé chan dodn va diéu tri SSTT hién nay. Hwéng dan 2018
nay duoc xay dung duwa trén cap nhat cac bang chirng nghién ctru tot nhat va tap
trung vao cac van dé chinh sau:

1. Tiéu chu@n ché@n dodn sa sut tri tué.

2. Chidinh va gid tri cdc test ddnh gid trong sa sut tri tué.

3. Vai tro cta bénh sit, thdm khdm va cdn Idm sang trong chdn dodn sa sut tri
tué — Bdnh gid dnh hudng cua bénh két hop trong sa sut tri tué

Huwdng dén diéu tri suy gidm nhdn thire cua bénh Alzheimer

5. Hwdng dan diéu trj suy gidm nh@n thirc cla sa sut tri tué mach mdu
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BAN SOAN THAO



QUY TRINH & PHAN CONG SOAN THAO BAN HUONG DAN PAY
pU

Trinh tw Noi dung Nguwoi thuc hién
Mé dau Gidi thiéu & muc tiéu cua cim nang huéng | PGS Vii Anh Nhi
dan
Chién Iwoc | Ké hoach thu thap va danh gia chiing cr TS Tran Coéng Thing
Tiéu Tiéu chuan chan don sa st tri tué PGS Nguyén Pinh Toan

chudn

M| Tiéu chuan 1am sang chan doan cac thé SSTT: | TS Duong Pinh Chinh
chan dodn

- Bénh Alzheimer (AD),

- C4c SSTT khéc: SSTT Tran-Thai duong
(FTD), SSTT thé Lewy (DLB) va SSTT do
bénh Parkinson (PDD), SSTT mach méau
(VaD), SSTT sau Chan thuong so ndo
(Dementia after TBI).

Chdn dodn | - Test tam soat SSTT GS Pham Thing
- Céc test danh gia churc nang nhan thae dac
hiéu

- Test danh gia hanh vi tAm than

- Test danh gia hoat dong song

- Vai tro caa bénh str va tham kham trong BS CK2 Nguyén Thi
chan doan. Phuong Nga
- Panh gia anh huong cua bénh két hop BS CK2 Nguyén Vin
- Vai tro cua cac Can lam sang (Hinh anh hoc, Thanh
Biomarkers, di truyen Genetics) trong ting
nguyén nhan Sa sut tri tué.

Diéu tri Dicu trj suy giam nhan thic cia bénh PGS Nguyén Trong
Alzheimer: thuoc va cac can thiép khac Hung

Diéu trj suy giam nhan thic cia SSTT mach | TS Tran Cong Thang
mau: thuoc va céc can thiép khac




PHAN 1

MUC DO BANG CHUNG &

HANG KHUYEN CAO




Hoi ddng chuyén gia caa Hoi Bénh Alzheimer va Rbi loan nhan thirc than kinh Viét Nam
thong nhat mac d6 bang chang va hang khuyén cao trong Huéng dan chan doan va diéu tri
sa sut tri tué nay nhu sau.

Theo céch phan loai mtc do bang chung va hang khuyén céo cho thuc hanh 1am sang
(Clinical Practice) cia hoi TK Chau Au (EFNS) 2004 va hoi Than Kinh My (AAN)
2011:2
Bang chung khoa hoc cho khao sat chan doan va diéu tri duoc danh gia dua trén
mtc d6 chic chan (mac do 1, 11, 111 va 1V) cua cac nghién ctru c¢6 dinh huéng trudc
(prespecifed), va cac khuyén cao dugc phan ra theo do manh cua bang ching (hang A, B,
hoiac C). Trong truong hop cac cau hoi 1am sang quan trong nhung khéng c6 du bang
chung phu hop, khuyén cao “diém thuc hanh tt- Good Practice Point- GPP” s& duoc cho
dua vao két qua nghién ctru va sy déng thuan cua nhom chuyén gia. Toan b khuyén céo
duoc dong thuan bai hoi dong xay dung Hudéng dan.

A. Mikc @ bing chieng va hang khuyén cdo danh cho cic phwong phap chin doan
Bang 1: Mike d9 bing chieng va hang khuyén céo danh cho cic phwong phap chin doan

Bang chirng Pinh nghia

Murc do | Mot nghién ctru tién ctru pho rong (trong cong dong) & ngudi nghi ngd mac
bénh, dung tiéu chuin vang dé xac dinh, khao sat duoc danh gia mu- khong
biét biéu hién 1am sang ctia bénh nhan, va cac khao sat thich hop dugc dung dé
chan doan xéc dinh.

Mire dg 11 Mot nghién ciru tién ctru phd hep (trén lam sang) ¢ nguoi nghi ngo mic bénh
hodc mot nghién ctru hdi ctru duge thiét ké tét trén phd rong nhiing nguoi da
dugc chan doan xac dinh (tiéu chuan vang) so sanh voi nhom ching pho rong,
khao sat duge danh gia mu- khong biét biéu hién 1am sang cta bénh nhan, va
céc khao sat thich hop duoc dung dé chan doan xac dinh.

Mire do 111 Bang chimg tir mot nghién ctru hdi ctru ¢6 nhém ngudi nghi ngd mac bénh
cling nhu nhoém chig phd hep va khao sat dugc danh gia mu- khong biét biéu
hién 1am sang cia bénh nhan.

Murc do 1V Cac nghién ctru c6 thiét k’é' trong do cac khao sat khong dugc danh gia mu hoac
bang chung dugc cung cap bdi 1 ¥ kién chuyén gia hodc nghién cliru mo ta loat
ca (khong c6 nhém ching).

Khuyén céo Pinh nghia
Hang A Co loi/co gia tri tién doan hodc khong co loi/co gia tri tién doadn
Két qua rd rang tir it nhat 1 nghién ctru loai I hodc it nhat 2 nghién ctu loai I
hang dinh.
Hang B “Rdt ¢6 thé” c6 loi/cé gid tri tién dodn hodc khong c6 lpi/cé gid tri tién dodn

Két qua rd rang tu it nhét 1 nghién ctru loai IT hodc rat nhiéu nghién ctru loai
1.

Hang C “Céthé” 6 loi/co gia tri tién doan hodc khong co loi/co gia tri tién dodn
Két qua tir it nhat 2 nghién ctru loai II1.
GPP Khuyén céo thyc hanh 1am sang tot nhat dya trén kinh nghiém 1am sang va
(Good practice | ddng thuan cia nhém chuyén gia.
points)




B. Mikc d§ bang chieng va hang khuyén céo danh cho céc thir nghiém 1am sang.

Bang 2: Mire dd biang chitng va mire dd khuyén cdo danh cho céc thir nghiém 1am sang
Bang Pinh nghia
chirng
Mirc d9 I | Mot thir nghiém 1am sang tién cru trén mot quén thé dai dién, thiét ké nghién ctru
du d6 manh, ngiu nhién, d6i ching, danh gia két cuc theo phuong phap mu /odc
mét bao cao danh gia hé thong (systemic review) cac thu nghiém lam sang tién ctru
trén mot quan thé dai dién, thiét ké nghién ctru du d manh, ngau nhién, ddi chung,
danh gia két cuc theo phuwong phap mu. Dong thdi phai thoa man thém cac didu kién

sau:
a. Phéan cip mu ngiu nhién
b. Két cuc tién phat duoc dinh nghia rd rang
c. Tiéu chuan loai trir/dua vao duge dinh nghia rd rang.
d. Khéng bi mat mau qué tiéu chuan (it nhat 80% cd miu hoan thanh nghién

ctru) va sy chong chéo sé luong du thap dé sai 1am thap nhit.

e. Cac dic diém nén lién quan dugc trinh bay va c6 su tuong duong co ban
gitra cdc nhom diéu tri hodc c6 su hiéu chinh théng ké phu hop cho su khac
nhau.

Mire dd 11 | Mot nghién ciru doan hé tién ciru trén mot quan thé dai dién, dénh gia két cuc theo

phuong phap mu, thoa cac diéu kién a-e phia trén hodc mot thi nghiém ngau nhién,

dbi ching trong mot quan thé dai dién nhung thleu mot trong cac didu kién a-e.

Miure @9 111 | Tat ca cac tha nghiém c6 ddi chimg khac (bao gdm ddi ching trong bénh sir ty nhién

duoc dinh nghia rd rang hoac ddi ching bﬁng mot nhom bénh nhan khac) trén mot

quan thé dai dién, ¢ ddy danh gia két cuc doc 1ap véi viéc diéu tri bénh nhan.

Mike @ IV | Bang chimg tir cac nghién ctru khong ddi ching, nghién ciru hang loat ca, bao cao

ting ca, hodc y kién chuyén gia.

Khuyén Pinh nghia
cao

Hang A | Xdac ldp la hiéu qua, khong hiéu qua hodc co hai.

Két qua rd rang tir it nhat 1 nghién ciru loai I hodc it nhat 2 nghién ctru loai IT két

qua hang dinh (consistence).

Hang B | “Rdt c6 thé” hiéu qud, khéng hiéu qua hodc ¢é hai.

Két qua rd rang tir it nhat 1 nghién ctru loai IT hodc rit nhidu nghién ctru loai II1.

Hang C “Cé thé” hiéu qud, khong hiéu qua hodc cé hai.

Két qua tir it nhat 2 nghién ctru loai I

GPP Khuyén céo thuc hanh 1am sang tét dwa trén kinh nghiém 1am sang va doéng thuan
(Good cta nhom chuyén gia.
practice
points)

Tai ligu tham khao

1. Brainin M, et al. Guidance for the preparation of neurological management guidelines by EFNS scientific
task forces — revised recommendations 2004. European Journal of Neurology 2004, 11: 577-581.

2. AAN (American Academy of Neurology). 2011. Clinical Practice Guideline Process Manual, 2011 Ed. St.
Paul, MN: The American Academy of Neurology.



PHAN 2

HUONG DAN VE TIEU CHUAN

CHAN DPOAN SA SUT TRi TUE




A. Chon tiéu chuan chan do4n sa st tri tu¢ (Rdi loan than kinh nhan thire dién hinh)
theo tiéu chuan DSM 5.

Cam nang chan doan va thdng ké cac rdi loan tdm than (DSM- Diagnostic and Statistical
Manual of Mental Disorders) duoc H6i Tam than hoc Hoa Ky (APA) dua ra 1an dau tién vao
nam 1952. Cung véi sy tién bo cua khoa hoc va cong tac chan doan, 1an lugc cac cam nang
tiép theo DSM 11 (1968), DSM 111 (1980), DSM IV (1994), DSM IV~ R (2000) duroc ra ddi.
Tiéu chuan DSM IV d3 hd tro rat nhiéu cho cdng tac chan doan cac rdi loan tm than noi
chung va bénh ly sa sut tri tué noi riéng. Chan doan SSTT dung trong cac nghién ciru va thyuc
hanh 1am sang da dua chu yéu vao tiéu chuan DSM V. Tir nam 2000, nhan thay nhiéu han
ché cua DSM 1V, mot nhém nghién ctu cia APA da dugc thanh l1ap dé xay dung tiéu chuan
DSM méi va dén nam 2013, DSM 5 d ra doi véi nhiéu diém tién bo. Trong DSM 5, céc tiéu
chuan trac nghiém TK tam 1y dung dé danh gia suy giam nhan thic hanh vi va céc tiéu chuan
chan doan bénh duoc xay dung mot cach cu thé dé ing dung vao thuc té 1am sang. Nén DSM
5 s& la mot tiéu chuan vang viing chac cho cac nghién ciru va thyuc hanh 1am sang.

DSM 5 1a mét bo tiéu chuan chan doan mai. Riéng trong 1anh vuc rdi loan than kinh nhan
thirc, nhimg thay d6i tich cuc cua DSM 5, song hanh véi thanh tyu khoa hoc vé than kinh
nhan thuc, rat phi hop cho ang dung trong 1am sang va nghién ciiu hién nay. Trén thyc hanh
Iam sang, khai niém SSTT twong ung v4i chan doan Réi loan TK nhan thic dién hinh theo
DSM 5.

Nghién ciru cia Eramudugolla R va CS (2017):

Thiét ké: Nghién ctru danh gia trén mau quan thé véi 1644 ngudi trudng thanh do tudi tir 72-
78 tudi. Luu d6 tiéu chuan chan doan sir dung céc dir liéu tam than kinh, tién st bénh, theo
ddi danh gia nhan thizc va phong van ngudi cung cap thong tin. Nhimg ngudi dua tiéu chuan
chan doan trong mot chan doan trén s& dugc danh gia lai boi nhitng chuyén gia — cac nha
than kinh hoc. Trong nhiing tinh hudng phuc tap sé& lay thém y kién dong thuan véi cac bac
sT tam than.

Két qud: Luu db da phan loai chinh xac suy giam than kinh nhan thirc nang theo DSM-5
(Dién tich dudi duong cong (AUC) = 0.95, 95% khoang tin cay (Cl) 0.92-0.97), sa sut tri
tué theo DSM-1V (AUC = 0.91, 95% CI 0.85-0.97), suy giam than kinh nhan thirc nhe theo
DSM-5 (AUC = 0.75, 95% CI 0.70-0.80), va suy giam nhan thuc nhe theo IWG (AUC =
0.76, 95% CI 0.72—-0.81) khi so sanh végi chan doan cua chuyén gia.

Chan doan sa sut tri tué caa chuyén gia sir dung tiéu chuan DSM-5 di chong l1ap véi 90%
nhitng truong hop chan doan theo tiéu chuan DSM-I1V, nhung din dén tang thém 127% trong
chan doan so v6i DSM-IV. Céc case duoc chan doan thém c6 su suy giam tri nhg, ngbn ngit
va c4c hoat dong diing cong cu trong cudc séng hing ngay it hon so véi nhitng case du tiéu
chuan chan doan theo DSM-IV cho sa st tri tu¢. Tiéu chuan DSM-5 cho suy giam than kinh
nhan thirc nhe chdng 1ap 18n 83% cua suy giam nhan thac nhe va 1am ting thém 19% céc
case dugc chan doan. Nhitng case ting thém nay c6 sy khac biét mo hd vé chirc ning nhan
thirc so véi nhitg trudng hop suy giam nhan thirc nhe, bao gom nhan thic xa hoi kém.

Két lugn: tiéu chuan chan doan suy giam than kinh nhan thic theo DSM-5 ¢6 thé dua viao
lwu dd do ludng tim than trong quan thé. Chan doan cua cac chuyén gia s dung suy giam
than kinh nhan thac theo DSM-5 bit duoc da s6 nhitng trueong hop cua sa sit tri tué theo
DSM-IV va suy giam nhan thicc nhe MCI trong mau cua chiing toi, nhung thém duoc rat



nhiéu trudng hop chan doan méi. Piéu d6 cho thay rang tiéu chuan DSM-5 14 rong rii hon
trong viéc phan loai bénh.

Khuyén céo

Tiéu chuan DSM-5 bao gom nhiéu théng tin 1am sang hon | Muc d6 Il B
trong chan doan suy giam than kinh nhan thirc dién hinh

(con goi 14 SSTT) dan dén ty 1é chan doan cao hon nhung

véi gia tri tién doan Am van tot.

B. THUAT NGU DUNG TRONG HUONG DAN LAM SANG

Cén ctr vao thuat ngir dung trong cac husng dan 1am sang bénh Iy sa sut tri tu¢ va suy giam
nhan thac trén the gioi hién nay, Ban Soan Thao quyét dinh van st dung thuat ngt:

- SASUT TRITUE va
- SUY GIAM NHAN THUC NHE

cho céc giai doan bénh Iy suy giam nhan thire trong cac hudng dan chan doan va diéu tri trén
lam sang.

Riéng thuat ngit “R4i loan than kinh nhan thac nhe” va “Réi loan than kinh nhan thie dién
hinh” nhu trong DSM-5 c6 thé dung trong cac nghién ctu.

C. CAC TIEU CHUAN CHAN POAN SA SUT TRI TUE

TIEU CHUAN CHAN POAN SA SUT TRi TUE THEO DSM-5 (2013)2

A. CO0 bang ching suy giam nhan thirc dang ké ¢ it nhét 2 trong cac linh vuc nhén thirc
(su tap trung cha ¥, chirc nang diéu hanh, hoc tap va tri nhg, chic ning ngén ngit,
thi gidc khong gian va nhan thtrc xa héi) dya trén:

1. Than phién cua nguoi bénh, hoac cua nguoi than, hoac ghi nhan boéi bac si vé
su suy gidm ro rét chirc nang nhan thic cia bénh nhan, va

2. Suy giam dang ké trong biéu hién nhan thirc, tot nhat 1a dugc xac dinh cac test
tam than kinh da dugc chuan héa hoic néu khong thi dua trén dénh gia 1am sang
c6 chit lwong khéc.

B. Suy giam nhan thirc lam anh huéng dén tinh doc 1ap trong cac hoat dong hang ngay
(tirc 12 can sy hd tro t6i thiéu & cac hoat dong song phirc tap nhur tra hoa don, dung
thudc diéu tri,...)

C. Bénh nhan khong dang bi mé sang, 1 1dn cap

D. Suy giam nhan thirc khong phai do nguyén nhan tdm than kinh khac (vi du trim
cam hay tdm than phan liét).




TIEU CHUAN CHAN POAN
SA SUT TRI TUE DO BENH ALZEIMER (DSM 5)

A. Théa man tiéu chuan SSTT

B. Suy giam nhan thac khoi phét tir tir va tién trién ting dan & it nhat c¢6 2 linh vuc nhan
thuec.

C. Thoa man tiéu chuan cé kha ning hodc cd thé bénh Alzheimer duéi day:

Chén do4n c6 kha ning bénh Alzheimer néu thoa mdn mot trong hai tiéu chuan sau,
con khong thoa méan thi chian do4n 1a c6 thé bénh Alzheimer:

1. Bang ching c6 dot bién gen gay bénh Alzheimer tir tién sir gia dinh hodc kiém tra di
truyén hoc.

2. C6 ca ba tiéu chuan sau:

a. Bang chtng rd rang giam tri nhé va kha nang hoc tap va it nhat mot trong céc linh
vuc nhan thic khac (dua vao hoi tién sir va cac test tam than kinh).

b. Tién trién suy giam nhan thic nang dan lién tyc va tir tir, khdng c6 thai ky binh
nguyén kéo dai.

C. Khdng c6 bang ching cua cac nguyén nhan két hop khac (nhu khong c6 bénh Iy
thoai hoa than kinh khac va cac bénh Iy mach mau no hoic céc réi loan than kinh, tam
than khac hozc céc bénh Iy hé thong gay suy giam nhan thuc).

D. Nhitng réi loan nay khong duoc giai thich phii hgp hon boi cac bénh Iy mach méu
ndo, cac bénh ly thoai hda than kinh khac, tdc dung ciia mot chat hozc cac bénh Iy tam
than, than kinh hozc bénh Iy hé théng khac.

10




TIEU CHUAN CHAN POAN
SA SUT TRI TUE THUY TRAN - THAI DUONG (DSM-5)

A. Thoa man tiéu chuan bénh ly SSTT.
B. Réi loan nay c6 khai phat tir tir va tién trién ting dan
C. Co diéu kién (1) hoic (2):
1. Thay d6i hanh vi:
a. C6 ba hoac hon cac triéu chirng hanh vi sau:
i. Giai uc ché hanh vi
Ii. Tho o, hoac cham chap
iii. Khdng c6 su dong cam va thau cam
iv. Hanh vi lap lai, kién tri, rap khuon hozc hanh vi ép bugc, & nghi
v. An bay hoic thay doi ché d6 an
b. Giam ndi bat trong nhan thizc xa hoi va kha nang diéu hanh.
2. Thay doi ngdn ngi

a. Giam ndi bat kha ning ngdn ngit, trong viéc tao loi néi, tim tir, goi tén vat, ngir
phap hozc hiéu tu.

D. Bao ton twong ddi kha ning hoc tap va tri nhé va chirc nang tri gidc — van dong.

E. Réi loan nay khong dugc giai thich phii hop hon béi cac bénh ly mach méu néo, céc
bénh ly thoai hoa than kinh khac, tac dung cia mot chat hoic cac bénh ly tam than, than
kinh hozc bénh 1y hé thdng khéc.

11




TIEU CHUAN CHAN POAN
SA SUT TRI TUE THE LEWY (DSM-5)

A. Thoéa méan tiéu chuan SSTT.
B. Réi loan nay c6 khai phat tir tir va tién trién tang dan.

C. Thoa mén dong thai tiéu chuan chan doan cét 16i va nhirng tiéu chuan chan doan goi
y cho bénh ly c6 kha ning hoac c6 thé SSTT thé Lewy.

Néu chan doan c6 kha niing SSTT thé Lewy thi bénh nhan phai c6 hoic hai tiéu
chuan cét 16i hodc mot tiéu chuan goi ¥ va mot hoic hon cac tiéu chuan cét I6i.

Néu chan doén c6 thé SSTT thé Lewy, bénh nhan chi c6 mot tiéu chuan cot 16i va mot
hodc hon tiéu chuan goi V.

1. Tiéu chuan chan doan cdt 16i:
a. Sy dao dong nhan thac vai nhitng bién dong rd rang cia su chl y va tinh téo.
b. Ao thi tai phat dwoc hinh thanh mot cach r rang va chi tiét.

c. Cac dic diém cua hoi ching Parkinson ty phat, phai khoi phét sau biéu hién suy
giam nhan thuec.

2. Tiéu chuan chan doan goi y:

a. Thoa man tiéu chuan réi loan hanh vi trong giac nga REM (trong pha chuyén
dong mat nhanh khi ngu).

b. Nhay cam vai thudc chong loan than nang.

D. Réi loan nay khong duoc giai thich phi hop hon bai cac bénh Iy mach mau ndo, cac
bénh ly thoai hoa than kinh khac, tac dung cia mot chat hoic cac bénh ly tam than, than
kinh hoac bénh ly hé théng khac.
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TIEU CHUAN CHAN POAN
SA SUT TRi TUE MACH MAU (DSM-5)

A. Théa man tiéu chuan chan doan SSTT.

B. bic tinh 1am sang nhat quan vaéi nguyén nhan mach méu, duoc goi ¥ boi mot trong
hai biéu hién sau:

1. Khai phat caa suy giam nhan thac 1a tam thoi lién quan dén cac bién cd mach méu
nao.

2. Bang chang cua suy giam nhan thic troi hon trong cac hoat dong chi y phic tap (bao
gom ca tée do xu ly) va chie nang diéu hanh thay tran.

C. C6 bang chirng ton tai cua cac bénh Iy mach mau ndo tir tién sir, kham 1am sang va/
hoac hinh anh hoc than kinh da dé quy két cho thiéu sét than kinh nhan thic.

D. Triéu chirng khong duogc giai thich phu hop hon bai cac bénh ly tai ndo hoac bénh ly
hé théng khac.

TIEU CHUAN CHAN POAN
SA SUT TRI TUE DO BENH PARKINSON (DSM-5)

A. Théa man tiéu chuan chan doan SSTT.
B. Réi loan xay ra trong bdi canh d c6 bénh Parkinson.
C. Suy giam nhan thtc ¢6 khai phat tir tir va tién trién tang dan.

D. Réi loan nhan thirc nay khong phai do céc bénh Iy noi khoa hozc khdng giai thich
phl hop hon bang cac bénh ly tam than khac.

Chan do4n c6 kha ning SSTT do bénh Parkinson dwoc néu ra néu thoa man tiéu
chuan 1 va 2.

Chén do4n cé thé SSTT do bénh Parkinson dugc néu ra néu thoéa man tiéu chuan 1
hozc tiéu chuén 2:

1. Khéng c6 bang chang cta cac nguyén nhan két hop khac (nhu khong co bénh Iy thoai
hoéa than kinh khac va cac bénh ly mach mau ndo hoic céc rdi loan than kinh, tam than
khac hoic cac bénh ly hé thong gay suy giam nhan thic).

2. Bénh Parkinson 13 rang di truéc khoi phat cua rdi loan than kinh nhan thic.
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TIEU CHUAN C'HKN POAN
SA SUT TRI TUE DO CHAN THUONG SQ NAO

A. Théa man tiéu chuan chan doan SSTT.

B. C6 bang chiing chan thuong ndo — mot tac dong dén dau va cac co ché khac cua
chuyén dong hoac thay doi chuyén dong nhanh cua ndo trong hop so, vai mot hoac hon
cac tiéu chuan sau:

1. Mt su thuc tinh.
2. Mét tri nhg sau chan thuong.
3. Réi loan dinh huéng va 1a 1an.

4. Céc dau hiéu than kinh (nhu hinh anh hoc than kinh cho thay ¢6 ton thuong; con co
giat mai khoi phat; nang I1&n rd caa cac con co giat da cé trudc; khiém khuyét thi
truong; mat khiu giac; yéu nira nguoi)

C. Réi loan nhan thirc xay ra tie thi sau khi chan thuong ndo hoac tic thi sau khi su
thirc tinh dwoc phuc hoi va kéo dai qua giai doan sau chan thuong cap tinh.

Tai liéu tham khao

1. Eramudugolla R, et al. Evaluation of a research diagnostic algorithm for DSM-5 neurocognitive disorders
in a population-based cohort of older adults. Alzheimer's Research & Therapy (2017) 9:15.

2. The correct citation for this book is American Psychiatric Association: Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition. Arlington, VA, American Psychiatric Association, 2013.
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PHAN 3

CHi PINH VA GIA TRI CAC TEST DANH GIA
NHAN THU'C, HANH VI VA HOAT DONG SONG

TRONG SA SUT TRI TUE

15



Truéc mot bénh nhan nghi ngo sa sdt tri tué, can danh gia nhan thic mot cach ky
ludng. Su phu hgp gitra bénh sir va danh gia nhan thic goi y bénh nhén co bi sa sut tri tué
(SSTT) hay khong. Khi hoi bénh st thiy nghi ngo SSTT, nhung danh gia nhan thic lai trong
gidi han binh thuong, thi ¢ thé 1a suy giam nhan thic nhe, bénh nhan ¢ hoc van cao, tram
cam, hoic do ngudi cung cap thong tin khong chinh xac L. Nguoc lai, khi danh gia nhan thic
goi y ¢6 SSTT nhung bénh nhan va gia dinh lai khéng thay c6 bat cir van dé gi, thi c6 thé 1a
tinh trang 10 13n cdp, mac d6 hoc van rét thap, hoic nhan dinh khéng dung cua gia dinh .

Panh gia than kinh tam Iy (neuropsychological assessment) c6 thé gidp trong cac
truong hop kho. Viéc danh gia nhic lai theo thoi gian 1a mét cong cu rat hitu ich.

Khuyén céo

banh gia nhan thuc (cognitive assessment) rat quan trong trong Mtrc @6 | A
chan doan sa sut tr tué va phai duoc tién hanh ¢ tat ca cac bénh
nhén than phién suy giam nhan thuec.

1. Caéc tric nghiém sang loc:

Mini-Mental State Examination (MMSE) va céc tric nghiém sang loc SSTT khac
c6 @6 nhay tir 75-92% va d6 dac hiéu tir 81-91% [2]. Mac du MMSE 4 tric nghiém duoc
st dung nhiéu nhat, mot sé trac nghiém sang loc khéac ciing c6 kha ning twong duong va
duoc cung cap mién phi. Piéu quan trong la bat ky trac nghiém nao ciing phai dugc xem xét
trong béi canh cu thé caa bénh nhan va biét duoc tinh trang “binh thuong” trude dé cua
bénh nhan; khong c6 mot diém cét nao duoc 4p dung cho tat ca cac bénh nhan 3,

MMSE Ia trac nghiém danh gia nhan thitc dugc sir dung nhiéu nhat trong thuc hanh
lam sang & Hoa Ky *5. Thoi gian dé 1am tric nghiém nay vao khoang 7 phit. MMSE cho
phép danh gia nhiéu chirc nang nhan thirc khac nhau, bao gdm dinh huéng, tri nhé, su chd
y, tinh toan, ngbn ngir, va tai tao hinh anh.

Tong diém MMSE 1a 30 diém. Diém sé dudi 24 1a nghi ngd ¢ SSTT. Theo mot
nghién ctu quy mo 16n tién hanh tai cac bénh vién, véi diém cat 24, thi MMSE c6 d6 nhay
14 87% va do dac hiéu 12 82% 6. Tuy nhién, trac nghiém nay khéng nhay véi SSTT giai doan
sém, va diém sd ¢6 thé bi anh huong béi tudi va hoc van cia bénh nhan, ciing nhu anh
huéng bai ngdbn ngir va giam van dong va thi luc ’.

Montreal Cognitive Assessment (MoCA) 1a mét tric nghiém sang loc, duoc thiét
ké @é phat hién suy giam nhan thic ¢ ngudi gia 8. MoCA duoc cung cap online mién phi va
duoc dich ra nhiéu tht tiéng tai trang web www.mocatest.org . MoCA c¢6 tong diém la 30
va thoi gian dé hoan thanh tric nghiém nay khoang 10 pht.

So v6i MMSE, MoCA nhay hon trong viéc phat hién suy giam nhan thac nhe (MCI).
MoCA ciing danh gia nhiéu chirc nang nhan thirc khac nhau, bao gom tri nhg, ngén ngit, su
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chd y, nhan biét hinh anh trong khong gian va chic nang diéu hanh. Cac nghién ctu chuan
hoa trac nghiém nay cha yéu dugc thuc hién trén nhitng ngudi suy giam nhan thiec nhe hoic
SSTT, néu lay diém cit 12 26 (tong diém < 25 dugc coi 12 bat thuong) thi MoCA c6 do nhay
cao (> 94%) nhung d6 dic hiéu thip (< 60%)[9]. Piém cat phai dugc diéu chinh theo muc
d6 hoc van va céac yéu t khac ©.

Mini-Cog 1a mét tric nghiém sang loc rat don gian, bao gom hai ndi dung: nhic lai
ba tir khéng goi y va vé dong hd . V& ddng hod duge xem 1a binh thuong khi cac sb theo
dung tht ty, kim dong hd chi dung gio theo yéu cau. Cach cho diém nhu sau:

e Néu khdng nhéc lai duoc tir ndo, coi nhu SSTT

e Nhic lai dung cé ba tir, coi nhu khong SSTT

e Nhic dung 1-2 tir, thi dya vao vé dong ho (vé dong ho bt thuong thi coi nhu

SSTT, binh thuong coi nhu khong SSTT)

Uu diém cua Mini-Cog 13 ¢6 do nhay cao trong du doan SSTT, thoi gian twong doi
ngan hon so v6i MMSE, d& thuc hién va it bi anh hudng bai mie d6 hoc van va ngén ngit
cua bénh nhan [11]. Trong mét nghién ctru phan tich nguoc trén dix liéu cua 1119 nguoi gia,
ngudi ta so sanh Mini-Cog duoc véi MMSE (véi diém cat 1a 25); két qua cho thay Mini-
Cog c6 do nhay tuong tu MMSE (76% so vai 79%) va do dac hi€u ciing vay (89% so vai
88%) 12,

Khuyén céo

Cac trac nghiém sang loc ¢6 do chinh xac cao trong chan doan sa GPP
s(t tri tué noi chung.

2. CA4c tric nghiém danh gia chirc ning nhan thire diic hiéu
2.1. Chuay va tap chung.

Chu y (attention) la kha nang hudng hoat dong nhan thirc vao moét viéc nao do ma
khong bi sao nhéng; tap trung (concentration) la kha nang duy tri sw chd y trong mét khoang
thoi gian. Panh gia su chl Y rat quan trong dé phan tich cac linh vuc nhan thirc khéc vi néu
bénh nhan khéng cha y s& anh hudng dén viéc nhan dinh céc chirc nang nhan thic khac, dic
biét 1a tri nhd va chire nang diéu hanh.

Pé danh gia sy chii y don gian (simply memory) c6 thé sir dung céc trac nghiém nhu
trac nghiém doc xudi day s¢ (digit span forward) hoic doc ngwoc day sé (digit span
backward) 13. Bé danh gia su chl y phtc tap (complex attention) c6 thé sir dung cac tric
nghiém nhu néi diém phan B (trail making test B) 1 va trac nghiém gach bé chiz (letter
cancellation) 16,

2.2. Trinhé
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— Tri nhé tic thi hay tri nhé 1am viéc (working memory) duoc danh gia bang cac
trac nghiém danh gia su cha y 13,

— Tri nhé gan (recent memory) lién quan dén kha ning hoc théng tin méi. Bé danh
gia tri nhé gan, c6 thé st dung (1) cac tric nghiém nha 101 (verbal memory) nhu nhé
danh séch tzr (word list recall), hoac nhé cau truyén (story recall); va (2) nhé hinh
(visual memory) nhu trdc nghiém nhé hinh anh (picture recall) 1314,

— Tri nhé xa (remote memory) danh gia bang cach yéu cau bénh nhan noi vé cac su
kién 16n hozc tén nhitng nhan vat ndi tiéng 1314,

2.3.  Ngbn ngir

Ngay trong qué trinh hoi bénh di c6 thé danh gia so bo chirc ning ngdn ngit caa bénh
nhan. Céc trac nghiém thuong dung dé danh gia ngén ngit 1a trdc nghiém dinh danh cua
Boston siza doi (modified Boston naming) ¥, hodc trdc nghiém néi leu lodt tir (verbal
fluency) 8.

2.4.  Nhan biét hinh anh trong khéng gian (visuospatial function).

Pé danh gia chirc ning nay, c6 thé yéu cau bénh nhan vé lai nhitng hinh miu nhu
hinh Iap phuong, hinh hai da giac 10ng vao nhau...* hay lam trac nghiém vé dang ho (clock
drawing test).

2.5.  Chire niing diéu hanh (executive function)

C6 thé duoc danh gia bang trac nghiém ddanh gia thiy tran (frontal assessment

battery).®

Khuyén céo

Dénh gia than kinh tam ly (neuropsychological assessment) Muec do Il B
phai duoc thuc hién ¢ tat ca cac bénh nhan trong giai doan sém

cua bénh.

Panh gia than kinh tam ly phai bao gém dénh gia nhan thic Muc do 111 C
tong quat va danh gia chi tiét tirg linh vuc nhan thuc.

3. Tric nghiém danh gia hanh vi tam than

Cac biéu triéu chung réi loan hanh vi tdm than rat hay gap ¢ bénh nhan sa sut tri tué
giai doan muon. Cé nhiéu bo tric nghiém danh gia nhitng rdi loan nay. Bé Trdc nghiém
danh gid triéu ching tam than (NPI: neuropsychiatric inventory) dugc thiét ké dé danh gia
nhitng biéu hién tdm than & bénh nhan sa sat tri tué, bao gém 12 muyc: hoang tudng, 40 giac,
kich dong, tram cam, lo au, vd cam, hung phan, mat kiém ché, thay doi cam xuc, ri loan
van dong, hanh vi bat thuong ban dém, hanh vi dn udng bat thuong.
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Khuyén céo

Danh gi4 céc trigu ching hanh vi tam than rat can thiét trong GPP
chan doan ciing nhu theo ddi diéu tri sa sut tri tu¢ va phai dugc
thuc hién & moi bénh nhan.

4. Panh gia hoat dgng hang ngay

Panh gia hoat dong hang ngay la mot phan quan trong trong qué trinh chan doan sa
sut tri tug. C6 nhiéu thang diém dugc thiét ké dé do luong muac do hoat dong hang ngay mot
cach khéach quan. Nhiing thang diém nay cha yéu dwa vao phong van ban than bénh nhan va
nguoi chdm séc ho.

Khuyén céo

Giam hoat dong hang ngay co ban (ADL) va hoat dong hang GPP
ngay co su dung dung cu (IADL) do suy giam nhan thuc la mot
phan quan trong trong qua trinh chan doan sa sut tri tué va phai
dugc danh gia & tat ca bénh nhan.

Hau hét cac thang diém nay tap trung danh gia hai linh vyuc: (1) cac hoat dong hang ngay co
ban (k¥ nang ty cham soc ban than nhu an, mac, tim rira...va (2) cac hoat dong hang ngay
c6 str dung cong cy, dung cu (Ky nang sir dung cac c¢ng cu, quan Iy tién bac, mua ban...).
Phé bién nhat 1a thang diém hoat dong hang ngay co ban (ADL) va hoat dong hang ngay c6
st dung dung cu (IADL). C6 thé sir dung cac thang diém nay dé theo ddi sy thay ddi hoat
dong hang ngay trong sa sut tri tug.

Tai liéu tham khao

1. Knopman DS. The initial recognition and diagnosis of dementia. Am J Med 1998;104:2S.
Tsoi KK, Chan JY, Hirai HW, et al. Cognitive Test to Detect Dementia: A Systematic Review and Meta-
analysis. JAMA Intern Med 2015; 175:1450.

3. Larson E. ACP Journal Club. Review: Brief screening test for dementia have pooled sensitivity of 76% to
92% and specificity of 81% to 91%. Ann Intern Med 2015; 163:JC 10.

4. Folstein MF, Folstein SE, McHugh PR. “Mini mental state”. A practical method for grading the cognitive
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5. Tangalos EG, Smith GE, Ivnik RJ, et al. Mini mental state examination in general medical practice: clinical
utility and acceptance. Mayo Clin Proc 1996; 71:829.

6. Anthony JC, LeResche L. et al . Limits of mini mental state as screening test for dementia and delirium
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BENH S, THAM KHAM VA CAN LAM SANG

TRONG CHAN DOAN SA SUT TRi TUE
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1. Chén doan s6m:

Chan doan kip thoi 1a chan doan dugc xac 1ap khi bénh nhan hoic ngudi than nhan biét
nhitng triéu chimg va di kham bénh, hoic triéu chirng duoc nhan biét boi thay thudc.

Céc nghién ctiru cho thdy c6 mot khoang tréng c6 v nghia tir 1Gc khai phét triéu ching
dén lic duoc chan doan, dic biét 1a ¢ sa sit tri tué khai phat sém. Thau thudc da khoa can
canh giac vai céc triéu ching suy giam nhan thic ¢ ngudi > 75 tudi. Tam soét suy giam
nhan thic trong cong dong gidp chan doan sém. Tuy nhién, chuwong trinh tim soét cé thé
gay tam 1y lo lang cho cong dong, gia ting nhu cau can duoc cham soc y té sém hon. Mot
tong quan h¢ thong* khong thay thir nghiém ngau nhién co déi chirng ndo danh gié loi ich —
bt loi cua tam soat suy giam nhan thuc trong cong ddng. Do d6, khong du bang ching ung
ho viéc tim sodt suy giam nhan thtc trong cong dong.

Dot quy lam tang nguy co suy giam nhan thac, va suy giam nhan thac sau dot quy lam
tang nguy co sa sut tri tué. Suy giam nhan thirc mach mau (vascular cognitive impairment)
la suy giam nhan thuc do tat ca cac thé cia bénh Iy mach méau ndo (bao gom dot quy va
khong dot quy), tir suy giam nhan thirc nhe dén sa sat tri tué. Tuy nhién, ty & bénh toan bo
caa suy giam nhan thiec mach mau ¢ bénh nhan dot quy cao hon so véi ¢ bénh nhén cé bénh
mach mau nao khong dot quy. Ty & nay tly thudc vao thoi diém danh gia sau dot quy, sé
lan dot quy va phuong phap danh gia, tir 61% trong giai doan cap tinh dén 21- 66% tir sau
ba thang dén 14 nam. Pendlebury va Rothwell phan tich gop 73 nghién ctu cho thiy tan
Suat sa sUt tri tué sau dot quy tir 7,4% trong cac nghién ctu & dan sé bi dot quy lan dau va
khdng c6 sa sut tri tué trude do dén 41,3% trong cac nghién ctiru dua vao so liéu bénh vién
& bénh nhan dot quy tai phat (c6 hay khong c6 sa sat tri tué trude dot quy)?.

Khuyén céo Bing chirng ‘ Hang
Khong nén tam soat sa sut tri tué cho toan bo cong dong Muc do 111 C
Thay thudc tiép can véi ngudi cao tudi nén canh giac véi suy Mtc do 1l B
giam nhan thire dac biét & nguoi > 75 tudi.
Nguoi can dugce danh gia tim soat sa sUt tri tué bao gom nguoi GPP

c6 khiém khuyét vé nhan thirc hoac hanh vi tién trién goi y sa
sUt tri tué duoc ghi nhan boi ngudi d6, nguoi than/ngudi cham
s6c hoic thay thudc.
Tat ca cac bénh nhan c6 tién s dot quy hodc con thoang thiéu Mirc d6 | A
mau nao trén 1am sang dugc xem la ¢6 nguy co suy giam nhan
thirc mach mau.
Tat ca bénh nhan bi dot quy hoic con thoang thiéu méu ndo nén | Muc do I A
duoc thm soat suy giam nhan thic mach mau.
2. Vai tro cia hé thong y té trong chan doan va quan ly bénh nhan sa sGt tri tués:
- Chan doan sa sat tri tué thuong co thé duoc thuc hién bai hé thdng chiam séc sirc khoe
ban ddu (bac si da khoa, bac si gia dinh) dua vao:
e Théng tin bénh sir tir bénh nhan, nguoi than gan giii, nguoi cham soc.
e Loai trir sang, tram cam.
e Panh gia khiém khuyét nhan thic bang cac thang tiéu chuan.
e Chan doan phan biét.
e Phét hién cac trudng hop suy giam nhan thirc ¢d thé diéu tri dugc bang cac xét nghiém
thuong quy ¢ bénh nhan nghi ngo sa sut tri tué.

22



3.

Can chuyén bénh nhan dén cac co so chuyén khoa (phong kham sa st tri tu¢, phong
kham tam than 140 khoa ...) trong nhitng truong hop sau:

e Can chan doan phan biét sa st tri tué vai cac tinh trang gia sa sdt tri tué (nhu tram
cam, sang)

Can chan doan phan biét bénh Alzheimer véi cac thé sa stt tri tué khéc

Sa sGt tri tué tién trién nhanh (danh gia bénh Creutzfeldt—Jakob ...)

Triéu chttng hanh vi, tdm than ning hoic khong dap tng véi diéu tri

e Can nhitng can thiép hoic diéu tri chuyén biét.

Vai tro cia bénh sir trong chin doan sa sut tri tué:

Sa st tri tué 12 mot chan doan 1am sang khi c¢6 suy giam it nhat 1 linh vuc nhan thic so

Vi trude d6 anh huong chie niang x4 hoi va/hoidc nghé nghiép.

Nhitng thay d6i sém vé nhan thirc, cam x(c, nang luc c6 thé duoc nhan biét bai bénh

nhan, gia dinh va ban bé, bac si noi khoa tong quat hodc ngudi chim soc, hodc bac si chuyén
khoa. Chan doan sém phu thudc vao thu thap théng tin vé bénh sir tir nhiéu ngudn khac
nhau3#

Panh gia bénh si toan dién bao gom:

Bénh str tir bénh nhan

Bénh st tir ngudi biét rd bénh nhan (ngudi than, nguoi chim soc) bang cac thang diém
duoc chuan hoa (phan 3).

Panh gia nhan thirc, thm than-hanh vi, hoat dong séng hang ngay bang cac thang diém
dugc c¢éng nhan (phan 3).

Tham kham tong quét va than kinh.

Loai trir sang va tram cam.

Tién sir y khoa, thuc dang dung, bénh kem theo, tinh trang hoc van, tién st gia dinh.

Bénh sir tir bénh nhan va ngudi cung cap théng tin nén tap trung vao:

4.

Céc khiém khuyét nhan thuc.

Thoi diém khoi phét, dién tién.

Anh huong 1én hoat dong séng hang ngay. Trong giai doan sém, cac hoat dong sir dung
cdng cu nhu quan ly tién bac, ding thudc, mua sam, quan ly nha ctra, nau an, str dung
phuong tién di lai bi anh hudéng trugc. Cac hoat dong song co ban nhu an udng, vé sinh,
MAC quan 4o ... bi anh hudng trong giai doan muon.

Cac triéu ching khong nhan thic ¢o lién quan: ao giac thi giac ¢ bénh nhén sa sut tri tué
thé Lewy, hanh vi mat ic ché khdng phi hop & bénh nhan sa sut tri tué tran-thai duong,
cac triéu chung cua bénh Parkinson & bénh nhén sa sut tri tué lién quan bénh Parkinson,
lam dung ruou.

Céc thude huéng than nhu benzodiazepines ¢0 thé gay 10 1an & nguoi cao tudi.

Suy giap va tram cam thuong gay khiém khuyét nhan thirc, do d6 cac bénh nhan nghi
ngo bi sa sut tri tué can duoc tam soat cac trieu ching suy giap nhu thay ddi can ning,
réi loan giac ngu, cam xudc khéng 6n dinh.

Vai tro cia thim kham tong quat va kham than kinh

Kham tong quét va kham than kinh gitp chan doan nguyén nhan cua suy giam nhan thuc,

hay noi cach khac giup phan bi¢t bénh Alzheimer véi sa sut tri tu¢ do cac nguyén nhan khac
va véi cac bénh di kem. Bang 1 liét ké cac biéu hién khi tham kham 1am sang c6 thé di kém
vai khiém khuyét nhan thac goi y chan doan nguyén nhan suy giam nhan thirc?,

Gilp loai trir sang, trim cam.
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- Kham than kinh gitup danh gia nhing réi loan di kém va hd trg danh gia giai doan cia sa
st tri tué. Trong giai doan trung binh va ning, bénh nhan thuong thd o khong noi, tiéu
khong tu chu va nam mét chd. Cac bién ching thuong gip nhu hit sic, suy dinh dudng, loét
ti d¢, huyét khdi tinh mach sau va nhidm tring. Cac bién chiing nay 1a nhitng nguyén nhan

truc tiép gay tir vong & bénh nhan sa sut tri tug.

Bang 1: C4c biéu hién goi ¥ chan doan ¢ bénh nhan réi loan nhan thic

Cac biéu hién khi tham kham

Goi y chan doan

Kham than kinh binh thudng

Bénh Alzheimer

Céc khiém khuyét than kinh khu tru

Sa sut tri tué mach mau

Hoi chang Parkinson xuat hién sém (trong vong 1 nam dau
sau khi khoi phat suy giam nhan thuc), kem chie néng
nhan thirc dao dong va loan than sém

Sa sut tri tué thé Lewy

Di cam huéng 1én, dau ludi, yéu chi, sut can

Thiéu Vitamine B12

Dang di that diéu va dang chan dé, tiéu khdng kiém soét

Tran dich ndo that ap luc
binh thuong

Dung thudc huéng than nhu benzodiazepine, khéang
cholinergic

Téc dung bat lgi caa thudc

Giam khi sac, tu ti, ngdn ngir cham chap

Tram cam

Mét moi, kém chiu lanh, bén, tang can, rung 16ng toc

Suy giap

Chan thuong dau trong vong 3 thang trudc, dau dau, co

Mau tu dudi mang cung

giat, yéu nira ngudi, phi gai
Tién sir nghién ruou, rung giat nhan cau hoic yéu co trong
hdc mit, di va dung dang chan dé
Tién st ¢ hanh vi tinh duc nguy co cao hoic lam dung
chat, tang phan xa gan co, mat phdi hop van dong, bénh
than kinh ngoai bién
Tién st ¢ hanh vi tinh duc nguy co cao hoic lam dung
chat, giam phan xa gan co, mat phdi hop van dong, bénh
than kinh ngoai bién, gai thi bat thuong, giam cam giac sau
Nhap vién hoic bénh ly cap tinh gan day, mat tap trung chu
y, bat thuong hanh vi c¢6 tinh dao dong, rdi loan y thirc

5. Vai tro cia danh gia cac bénh kém theo:

Co rat it nghién ctru danh gia tan suat cua cac bénh di kém va anh huéng cua cac bénh
do 1én sa sut tri tué khéng do bénh Alzheimer. Co su twong quan manh gitra tinh trang noi
khoa va tinh trang suy giam nhan thtc va viéc diéu tri cac bénh di kém c6 thé gitp cai thién
chirc nang nhan thic ¢ bénh nhén sa sut tri tug.

Bénh nhan sa st tri tué thuong c6 cac bénh noi khoa di kém nhu bénh tim mach, hd hap,
réi loan dién giai, nhiém tring, viém khép, cac bénh ly than kinh khéc, réi loan giac ngu, té
ngd, tac dung bét loi do thudc’.

Tram cam thudng gap ¢ nguoi cao tudi ciing nhu nguoi sa st tri tug, dac biét 1a sa sat
tri tué mach mau®, sa st tri tué tran-thai duong?®, sa sut tri tué bénh Parkinson?®. Do d6 cac
thay thudc than kinh nén biét cach nhan dién tram cam.

Sa sUt tri tué bénh Parkinson thuong gap cac tinh trang té nga, ha huyét ap tu thé, tiéu
khong kiém soat va ao giact?.

Hoi  chung  Wernicke-
Korsakoff

Sa st tri tué lién quan HIV

Giang mai than kinh

Sang
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Khuyén céo

Biang chitng Hang

Chan doan sa st tri tué doi hoi danh gia toan dién nham chan
doan sém, danh gia cac bién chirng va xac dinh nguyén nhan caa
sa sut tri tué.

GPP

Chan doan sa st tri tué doi hoi mot danh gia toan dién bao gom:
- Bénh st tir bénh nhan
- Bénh sir tir ngudi than gan giii hodc ngudi cham soc
- Panh gia nhan thtc, thm than-hanh vi, hoat dong séng hang
ngay bang cac thang diém dwgc cong nhan
- Tham kham tdng quat va than kinh.
- Loai trir sang va tram cam.
- Tién sir y khoa, thudc dang dung, bénh kém theo, tinh trang
hoc van, tién sir gia dinh.
- Cé&c xét nghiém can Iam sang va hinh anh hoc phu hop.
Muyc tiéu Ia loai trir nhitng nguy@n nhan cé thé dao nguoc duoc, 1a
xac dinh nguyén nhan sa st tri tué.

GPP

Chén doén sa sut tri tué thuong co thé duoc thyc hién boi hé thong
chim soc stc khoe ban dau (bac si da khoa, béac si gia dinh).
Can chuyén dén céc co so chuyén khoa (phong kham sa st tri tug,
phong kham tam than, phong kham ldo khoa ...) trong nhiing
truong hop sau:
- Can chan doan phén biét sa sut tri tué véi cac tinh trang gia sa
st tri tué (tram cam, sang)
- Can chan doan phan biét bénh Alzheimer véi cac thé sa sut tri
tué khac
- Sa st tri tugé tién trién nhanh (bénh Creutzfeldt-Jakob ...)
- Triéu chtrng hanh vi, tam than nang hoic khéng dap ang voi
diéu tri
- Can nhiing can thiép hoic diéu tri chuyén biét.

GPP

Kham than kinh dic biét quan trong cé thé gitp phan biét sa sit
tri tué (véi sang, tram cam) va chan doan nguyén nhéan sa sut tri
tue.

Mtrc do I

Cac hoi chiing két hop voi sa sut tri tué cé thé goi ¥ chan doan
nguyén nhan sa sut tri tué.

Mtrc 46 1V

- Panh gia cac bénh két hop co y nghia quan trong ¢ bénh nhan sa
sUt tri tué tai thoi diém chan doan va trong qué trinh dién tién
cua bénh.

- Céc bénh két hop cd thé 1am suy giam nhan thirc nang hon va
gay triéu ching hanh vi-tdm than ¢ bénh nhan sa st tri tué.

GPP

GPP

Nén danh gia cac bénh két hop va cac biéu hién tam than (tram
cam va loan than) tai thoi diém chan doan va dinh ky sau do,
nham quan ly tot nhat cac tinh trang nay.

Mtrc do 11

6. Vai tro ciia can 1am sang trong chan doan sa sut tri tué:

Mot s6 can 1am sang nhat dinh can thiét duoc thyc hién thuong quy ¢ bénh nhan nghi
ngo sa st tri tué duoc dong thuan khuyen cao'?. Khong cé bang ching ung ho viéc ding
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cac xét nghiém mau chuy@n biét khac mot cach thuong quy dé danh gia bénh nhan sa sit tri
tug.
- Muc dich cua can 1am sang:

e Loai trir c&c nguyén nhan gay sa sit tri tué cé thé diéu tri hoic can thiép duoc. Tuy
nhién, théng k& 39 nghién citu trén > 7000 ca thay rang nguyén nhan c6 thé diéu tri
duoc chi chiém 9% va chi ¢6 0,6% ca diéu tri khoi'.

e Gilp loai trir mot s6 chan doan phan biét thudng gap nhu sang.

e HO trg chan doan thé sa sUt tri tué.

- Céc can 1am sang chan doan va danh gia sa sut tri tué gom:

- Xeét nghiém mau va céac xét nghiém khac

- Hinh anh hoc céu trac

- Hinh anh hoc chtrc nang

- Khao sat dich ndo tay

- biénndo

- Khao sat gen

- Sinh thiét ndo

Cac khao sat sdu bao gdm hinh anh hoc, dich ndo tay, dién ndo, khao sat gen, sinh thiét
ndo duoc thuc hién nham chan doan thé sa sUt tri tué va nén dugc danh gia boi chuyén gia
¢6 kinh nghiém.

6.1 Cac xét nghiém mau:

CAac xét nghiém thuong quy cho tat ca cac trudng hop nghi ngo sa sdt tri tué bao gom
cong thirc mau toan bo, toc d6 lang mau hoic C-reactive protein (CRP), chitc ning than va
dién giai, calcium huyet thanh, duong mau, cac xét nghiém chirc ndng gan, cac xét nghiém
chire nang tuyén giap va ndng do6 vitamine B12, folate.

Bat thuong nong do vitamine B12 va chirc nang tuyén giap thuong dugc xem 1a bénh di
kém vi 6 thé anh huang chiic nang nhan thic.

Xét nghiém huyét thanh chan doan giang mai va HIV nén duoc thuc hién trong trudng
hop bénh nhan c6 nguy co cao hoac biéu hién 1am sang goi ¥ hoic sa sut tri tué khoi phat
som & nguoi tré.

Céc xét nghiém phan tich nuéc tiéu, tim kim loai nang nén duoc thuc hién khi bénh canh
lam sang goi y.

Céc dau an sinh hoc khac gilp hd tro chan doan sa sut tri tué gom xét nghiém gen allel
apolipoprotein-E &4, ndng d6 tau va -amyloid trong dich ndo tiy déi voi bénh Alzheimer
va dién ndo ddi véi bénh Creutzfeld-Jakob. Cac xét nghiém nay khong dugc thuc hi¢n
thudng quy ma duoc chi dinh tly ting treong hop cu thél415,

Khuyén céo

Cac xét nghiém mau thudng quy bao gom: GPP
- C6ng thirc mau, téc dd mau ling hoic CRP (C-reactive
protein), dién giai d6, canxi, dudng huyét, chirc ning gan,
chtrc nang than.
- Céc xét nghiém chire ning tuyén giap.
- Pinh lugng vitamin B12 va folate huyét thanh.
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Xét nghiém huyét thanh chan doan giang mai hodc HIV nén duoc GPP
thuc hién trong truong hop sa sat tri tué nguoi tré, ngudi c6 nguy
co hoic biéu hién 1am sang goi Y.

XQ nguc hodc dién tim tay thuoc bénh canh 1am sang. Nén lam GPP
dién tim néu dung thudc khang men acetylcholinesterase.

6.2 Hinh anh hoc:

- Vai tro cua khao sat hinh anh hoc:

e Gitp xé4c dinh c&c nguyén nhan c6 thé diéu tri duoc®s.

e HG tro chan doan thé sa sut tri tué.

e Hinh anh hoc ciing gidp phat hién sém sa sit tri tué nho nhitng thay d6i cau tric va
chtrc nang nhu mé ndo xay ra truéc khi xuat hién cac khiém khuyét nhan thic trén
lam sang.

- Céc khao sat hinh anh hoc gom hinh anh hoc cau trdc va hinh anh hoc chic ning.

6.2.1 Hinh dnh hec cau tric:

2 loai hinh anh hoc cau tric chinh 1a CT va cong huong tr (MRI). Cong huong tir tén
kém hon nhung cho hinh anh cac sang thuong cau trdc, nhdi mau va tén thuong chat trang
t6t hon'®. Véi cac tiéu chuan chan doan hién nay thi MRI dang tr thanh diéu kién can thiét
trong quy trinh chan doan sa st tri tug.

Muc dich khao sét hinh anh hoc cau triic ¢ bénh nhan nghi ngd sa sit tri tué:

- Loai trir mot sang thuwong cau trdc ndo (khdi choan chd, mau tu dudi mang cang, tran
dich n&o that 4p luc binh thuong) gay suy giam nhan thirc cé thé diéu tri ngoai khoa duoc.
Céc bao cao tong quan cho thay 2,2% - 5% cac trudng hop sa st tri tué duge xac dinh
nguyén nhan bang hinh anh hoc ciu trdc!Y7. Bénh canh 1am sang goi y gdm bénh str, cac
dau than kinh sém, co giat, suy giam nhan thuc tién trién nhanh. Tuy nhién, cac dau hiéu
lam sang goi ¥ cac sang thuong cau trac thudng co do nhay va do dac hiéu thap!® do d6 hinh
anh hoc tré nén can thiét trong quy trinh chan doan sa sut tri tug.

- Hinh anh hoc hd trg chan doan thé sa sUt tri tué, dac biét 1a phan biét bénh Alzheimer
véi sa sat tri tué mach mau va sa sut tri tué¢ tran-thai duong. Do nhay va do dac hiéu tuy
thudc phuong phap danh gia (thi giac, do thé tich hozc diém anh ba chiéu) va ving giai phau
dugc khao sat.

e Dbi vai chan doan bénh Alzheimer, mot phan tich gop trén 100 nghién ctiu cho thay

teo hoi hai ma du duge danh gia bang cac phuong phap khac nhau trén hinh anh hoc cau

trdc déu hd tro chan doan bénh Alzheimer (ké ca giai doan sém), véi ty 16 chong lap gitra
hai nhdm bénh Alzheimer va nhém chirng < 6%.1°

e Hinh anh hoc cau triic cung cip bang chiing cua bénh Iy mach mau ndo vén 1a diéu

kién can dé chan doan sa sat tri tué mach méu, nhu cac nhdi méu vo, 16 khuyét, va sang

thwong chét tring?’. Tuy nhién, do tin cay giita nhiing nguoi doc thap, tuong quan gitra

vi tri va d6 ning cua sang thuong véi chan doan con chua rd rang. Hinh anh hoc c6 d6

dic hiéu cao nhung do nhay thap < 50% cho chan doén sa sut tri tué mach mau?-2, Do

d6 can ly giai can than cac sang thuong bénh ly mach mau ndo trong méi tvong quan
vé6i didn tién va bénh canh 1am sang, dac biét trong trudng hop sa sut tri tué hdn hop.

e Dic diém hinh anh hoc trong sa sit tri tué thé Lewy va sa sit tri tué bénh Parkinson

|2 teo vo ndo thuy tran lan dén thuy thai duong, thily cham va vung dudi vo. Teo hai ma

gap trong khoang 50% truong hop du khdng rd rét nhu trong bénh Alzheimer. Teo thuy
cham 1a diém khéc biét duy nhat vai bénh Alzheimer. Do d6 hinh anh hoc ciu tric khong
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gilp ich nhiéu trong chan doan phéan biét bénh Alzheimer véi sa sut tri tué thé Lewy va

sa sut tri tué bénh Parkinson?324

e Teo thuy tran va thai duong trén CT va MRI ¢6 do chuyén biét cao nhung d6 nhay

thap trong chan doan sa sut tri tué tran-thai duong (Kipps CM va cong su, 2009)%.

e Ting tin hiéu bat thudng cua nhan dudi va/hoic béo sim trén chudi xung khuéch tan

(DWI) va FLAIR trén MRI gilp chian do4n bénh Creutzfeldt-Jakoh?6:27

e Ngoai ra cong huong tir thudng duoc ding dé hd trg chan doan som (muc 7).

6.2.2 Hinh anh hoc chirc ning:

Hinh anh hoc chtrc ning phat hién nhiing bién ddi chtrc ning mé ndo. Single-photon
emission computed tomography (SPECT) hoac positron emission tomography (PET) Xac
dinh viing bi giam chuyén hoa hoac giam tudi mau, ching to co ton thuong hoac chét té
bao. SPECT duoc thuc hién véi nhitng chat danh dau khéac nhau.

- SPECT tu6i mau véi chat danh dau hexamethylpropyleneamine oxime (HMPAO) va 2-
[18F]fluoro-2-deoxy-D-glucose (FDG) PET ¢ thé hd trg chan doan trong trudng hop xét
nghiém thuong quy va hinh anh hoc cau tric khong gilp chan doan thé sa st tri tug.

Mot tong quan hé thong cho thay HMPAO SPECT c6 d6 nhay 1a 77.1% va d6 chuyén
biét 1a 89% trong chan doan bénh Alzheimer; d6 nhay 71% va d6 chuyén biét 76% chan
doan phan biét bénh Alzheimer véi sa sut tri tué mach mau; do nhay 71% va dé chuyén biét
78% chan doan phan bigt bénh Alzheimer véi sa sit tri tué tran-thai duong?®. Cac nghién
ctiu khac goi y rang SPECT tudi méau hd trg chan doan trong trudng hop ‘co thé” bénh
Alzheimer®. Ngudi bi hoi chitng Down ¢6 thé c6 bat thudng trén SPECT giéng nhu bénh
nhén bénh Alzheimer do d6 khao sat nay khong gilp ich & nhdm bénh nhan nay.

Hinh anh hoc danh gia sy bat giir chat van chuyén dopamine ¢ thé van-chat den trén
SPECT véi chit danh ddu iodine | 123-radiolabeled 2beta-carbomethoxy-3beta-(4-
iodophenyl)-N-(3-fluoropropyl) nortropane (FP-CIT) gilp phan biét bénh Alzheimer véi sa
st tri tué thé Lewy véi d6 nhay va do chuyén biét cao®®3t, Bénh nhan sa sut tri tué két hop
véi duy nhat hoi ching Parkinson trén 1am sang va c6 hinh anh giam bat giit chat van chuyén
dopamine trén SPECT gilp chan doan “rat cd thé” sa sut tri tué thé Lewy®2.

Khong c6 bang chiing cho thay SPECT gilip chan doan phan biét sa sUt tri tué véi suy
giam nhan thic nhe (MCI)33,

- FDG-PET cho thay nhitng viing giam chuyén héa glucose & ving thai duong trén/sau va
dinh, vo ndo hoi dai va hoi trudc chém dic trung cho bénh Alzheimer. Trong giai doan tién
trién cua bénh Alzheimer cé giam chuyén hoa ¢ thiy tran. 18FDG-PET c6 d6 nhay 93% va
d6 chuyén 63% khi d6i chiéu véi chan doan bénh hoc caa bénh Alzheimer3.

- FDG-PET chan doan phén biét bénh Alzheimer véi cac thé sa sit tri tué khac véi do
chuyén biét trén 95% trong giai doan sém®. PET scan lam ting do nhay va do chuyén biét
cuia cac tidu chuan chan doan 1am sang, voi 6 nhay khoang 90% va do chuyén biét 70%
trong c4c nghién ctu so sanh véi giai phau bénh®%7, Tuy nhién day la mdt khao sat tén kém
va xam lan va chua duoc sir dung rong réi. Ngoai ra, bang chung gan day khong ung ho
dung 18F-FDG-PET mot cach thuong quy trong chan doan bénh Alzheimer383940,

- Nhap nhay d6 co tim véi chit danh du 2lodine-MIBG cho thay giam phan bé than
kinh giao cam hau hach & tim trong bénh thé Lewy. Do nhay 69% va d6 chuyén biét 87%
phan biét sa stt tri tu¢ thé Lewy véi bénh Alzheimer, d6 nhay 77% va chuyén biét 94% doi
véi nhitng truong hop nhe (MMSE > 21). Tuy nhién can danh gia can than trong nhiing
truong hop c6 yéu té két hop co thé anh huong két qua MIBG nhu bénh tim thiéu mau cuc
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bo, suy tim, déi thdo duong, bénh than kinh ngoai bién, diing thudc labetalol, reserpine,
chong tram cam ba vong*42,

Khuyén céo Bang | Hang
chan

Nén chi dinh hinh anh hoc cau triic (cat I6p dién toan, CT hogc cong
huong tr, MRI) & bénh nhan nghi ngo sa sut tri tu¢ dé loai trir cac
nguyén nhan khac ¢ ndo va giup chan doan thé sa sut tri tué.

GPP

Hién nay khao sat hinh anh hoc duoc lua chon ¢ bénh nhan nghi
ngo sa st tri tué 14 MRI hon 1 CT. Tuy nhién, néu khéng c6 MRI
hoac bénh nhan c6 chong chi dinh véi MRI thi CT ¢6 thé c6 lgi gilp
loai trir cac ton thuong choan chd, cac nhdi mau mach méu Ién va
tran dich nao that.

GPP

Mot protocol MRI tiéu chuan gom chudi xung T1 d6 phan giai cao,
T2, FLAIR, T2* chudi xung gradient echo.

Khoéng chi dinh thudc can tir thuong quy.

DWI va FLAIR c6 thé gitp xac dinh nhdi mau mai, bién doi vo
ndo/hach nén trong bénh Creutzfeldt—Jakob.

GPP

GPP
GPP

Teo thily thai duong trén T1 ding ngang (coronal T1) ciing ¢ chan
doan bénh Alzheimer.

Mutc do 11

Khong loai trir bénh Alzheimer néu chi dwa vao két qua caa CT
hoac MRI.

GPP

Bang chiing cua bénh Iy mach mau ndo trén hinh anh hoc ciu tric
duogc dung dé ho trg chan doan.

Mic do
11

Khéng c6 dic diém hinh anh hoc MRI cdu trac dic trung cho sa sut
tri tué thé Lewy va sa st tri tu¢ bénh Parkinson.

Khéng teo thuy thai duong trong c6 thé gilp phan biét sa sit tri tué
thé Lewy véi bénh Alzheimer

Mtrc @6 11

Muc do Il

Teo thiy tran-thai dwong nang Kiéu “ludi dao” (knife-edge) kém
dan sung tran ndo that bén goi v sa st tri tué tran-thai duong.

Mtrc @6 11

> > >

Céc truong hop sa sut tri tué dién hinh khdng can khao sat SPECT
hoac PET imaging.
Xem xét khao sat FDG-PET hoac SPECT tu6i mau néu chua ro thé
sa sut tri tué du da khao sat hinh anh hoc chirc nang:

* Nghi ngo bénh Alzheimer: FDG-PET hoac HMPAO SPECT

« Nghi ngo sa st tri tué thé Lewy: 1231-FP-CIT SPECT

* Nghi ngo sa sut tri tué¢ tran-thai dwong: FDG-PET hoac SPECT

tudi mau.

Mtrc 4o |

Mtrc 4o |

Mtrc do
Il

O>w

Néu khong c6 121-FP-CIT SPECT thi xem xét chi dinh nhap nhay

dd co tim véi chat danh dau 1231-MIBG.

Mtrc 4o |

6.3 Khao sat dich néo tiy:

Muc tiéu cua khao sat dich ndo tay Ia gitp chan doan sém va hd trg chan doan trong
trrong hop chan doan khong rd rang.
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- Xét nghiém té bao, protein, duong va dién di protein dich ndo tuy duoc thyc hién khi
nghi ngd sa sat tri tué do viém mach, viém nhiém (giang mai than kinh, HIV/AIDS, nhiém
borrelia than kinh), bénh Iy huyét hoc hoic mat myelin“3,

- Hau hét cac nghién ciru trén cac dau 4n sinh hoc dich ndo tay gém dinh luwong tau, tau
phosphoryl hda va beta-amyloid 1-42. Trong bénh Alzheimer thuong giap giam nong do
amyloid B-42 va ting tau toan phan hoic phospho-tau trong dich no tay. Do nhay va do
chuyén biét caa amyloid R-42 trong chan doan bénh Alzheimer khi so sanh v&i nhém ching
1a 86% va 90%. Do nhay va chuyén biét cua tau toan phan 1a 81% va 90%. Do nhay va
chuyén biét cia phospho tau va 80% va 92%. Két hop amyloid B-42 va tau toan phan cho
d6 nhay 85-94% va chuyén biét 83-100% cao hon*4. 3 d4u 4n sinh hoc nay c6 do nhay cao
trong phan biét bénh Alzheimer véi giam tri nhé theo tudi, tram cam va sa st tri tué do
nguyén nhan khac nhung do chuyén biét thap trong phan biét vai céc thé sa sit tri tué khac
gom sa sUt tri tué tran-thai duong, sa sat tri tué bénh Parkinson va sa st tri tué mach mau“s.
Ngoai ra nguoi ta con lo ngai vé do tin cay va chuan hoa xét nghiém gitra cac phong xét
nghiém khac nhau“®.

- Protein 14-3-3 trong dich ndo tay c6 lién quan véi su chét té bao than kinh nhanh chéng
cap tinh va hau hét cac nghién ctru cho thay c6 do nhay va chuyén biét cao (déu 90%) chan
doan bénh Creutzfeldt-Jakob*’. Do d6, khao sat dich nédo tay nén dugc thuc hién trong
truong hop nghi ngo bénh Creutzfeldt-Jakob hozc sa stt tri tué tién trién nhanh.

- Alpha-synuclein dugc nghién ctru nhu 1a mét dau an sinh hoc dich néo tuy gitp chan
doan sa sut tri tué thé Lewy nhung két qua cho dén nay khong thuyét phuc?s.

Khuyén céo

Khong nén khao sat dich ndo tay mot cach thudng quy dé chan GPP
doan sa sut tri tué. Khao sét dich néo tuy c6 thé duoc chi dinh néu
nghi ngo bénh Creutzfeldt—Jakob hodc trueong hop sa sat tri tué
tién trién nhanh.
Néu chan doan thé sa st tri tué¢ khong rd rang va nghi ngo bénh | Muc do I B
Alzheimer thi xem xét khao sat dich ndo tuy danh gia:
* tau toan phan/tau toan phan va phospho-tau 181; va
» amyloid 31-42/amyloid R1-42 va amyloid $1-40
Khao sat tau toan phan va protein 14-3-3 duoc khuyén céo trong GPP
truong hop sa sat tri tué tién trién nhanh nghi ngd bénh
Creutzfeldt—Jakob.

6.4 Pién nao:

Pién nio dwoc nghién ciru nham danh gia kha nang chan doan phan biét bénh Alzheimer
Vi 130 hoa binh thuong va chan doan phan biét véi céc thé sa sut tri tué khac.

Dién ndo Iic nghi thuong bat thuong lan téa va khong dic trung ¢ bénh nhan sa sut tri
tug. Trong céc nghién ctu khac nhau, dién nfo khong gilp chan doan phan biét bénh
Alzheimer véi 130 hoa binh thuong®.

Tuy nhién, dién ndo cd thé cd ich trong mot sb truong hop. Bét thuong dién ndo gap
trong sang vai song cham bién do 16n°°. Dién ndo dic trung cua bénh Creutzfeldt-Jakob la
cac phac hop nhon-song 3 pha hoac 2 pha tan s 1Hz ddi xung toan thé va co tich chu ky.
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Su hién dién caa cc phuc hop nhon-song ¢ tinh chu ky nay cé6 d6 nhay 67% va do chuyén
biét 86% ddi vai bénh Creutzfeldt—Jakobh®.52,

Dién ndo bt thuong vai hoat dong cham 1 hay 2 thuy tran va thai duong nhung khong
dac hiéu cho sa sat tri tué tran-thai duong®3.

Khuyén céo

bién ndo khong dugc s dung thuong quy ¢ bénh nhan sa sat tri GPP
tué.
Dién ndo duoc khuyén cdo trong trudng hop sa st tri tué tién Muc do 11 B

trién nhanh nghi ngo bénh Creutzfeldt—Jakob, sang, sa sut tri tué
tran-thai duong hodc danh gia co giat & bénh nhan sa st tri tué

6.5 Khao sat gene:

- Débi véi bénh Alzheimer:

Cac dot bién gene amyloid precursor protein (APP), presenilin 1 (PSI), presenilin 2 (PS2)
chiém 50% cac truong hop bénh Alzheimer khai phat som co tinh gia dinh®.

Apolipoprotein E 1a mot lipoprotein trong ndo ¢ vai tro sira chita bao than kinh (Mann
va cong su, 1996). C6 3 kiéu gene thuong gap ma hoa cho Apolipoprotein E 1a ApoE &2
ApOE €3 ApoE 4. Allel ApoE €4 1a yéu té nguy co cta bénh Alzheimer khai phat muon,
nhung n6 khong phai 1a diéu kién can va da dé gay bénh®®. Hién khong c6 bang chiing tng
ho viéc khao sat thuong quy gene ApoE4 (Apolipoprotein E) dé chan doan sa sut tri tué va
can thiép giam nguy co sa sat tri tué. Kiéu gen APOE khong c6 do nhay hoic do dic hiéu
cao khi duoc sir dung nhur 13 test chan doan duy nhat bénh Alzheimer. Do d6 n6 khong duoc
khuyén céo nhu 13 mot phuong tién chan doan thuong quy dbi voi bénh Alzheimer khoi
phat sém hay muon ¢ t¢56>’,

Chan doan tir thiét nhitng truong hop sa sit tri tué gia dinh c6 gia tri dé chan doan va tu
van. Khao séat cac bénh nhan sa st tri tué gia dinh va ngudi than khoe manh c6 nguy co nén
duoc thuc hién dudi su tu van chuyén khoa, ddng thuan va ¢ cac trung tdm chuyén khoa.
Co thé khao sat gene & nguoi khong triéu chimg c6 nguy co trong gia dinh mang gene dot
bien.

- Ddi véi sa st tri tué tran-thai dwong, hién da xac dinh 5 gene dot bién lién quan di truyén
troi trén nhidm sic thé thuong, va trong tuong lai s& ¢ nhitng gene lién quan duoc xéac dinh.
Do d6 khong loai trir nguy@n nhan do gene ngay ca khi khdng phat hién gene dot bién. Dot
bién gene protein tau (microtubule-associated protein tau, MAPT) va gene progranulin
(GRN) trén nhiém sic thé 17 1a nguyén nhan quan trong cua sa st tri tué tran-thai duong,
chiém 10 — 25% cac trudng hop sa sUt tri tué tran-thai duong gia dinh va 5 — 10% tat ca céc
truong hop sa st tri tué tran-thai duong®®.

- 10— 15% truong hop bénh Creutzfeldt—Jakob do dot bién gene PRNP trén nhiém sac thé
20

- Bénh tiéu dong mach ndo gay nhdi mau dudi vo va bénh ndo chat trang di truyén troi
trén nhidm sic thé thuong (CADASIL) 1a nguyén nhan di truyén thuong gip nhat cia dot
quy va sa st tri tué mach mau, do dot bién gene NOTCH3®.
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Khuyén céo

Khdng nén khao sat gen thuong quy khi danh gia bénh nhan sa sat GPP
tri tu¢
Khong khuyén cao khao sat gene ApoE ‘thuong quy dé chan doan | Muc do Il B

sa sut tri tué va dé danh gia nguy co tién trién & nguoi suy giam
nhan thirc nhe.

Tam soat dot bién gen gay bénh di biét ¢ thé duoc thuc hién & GPP
nguoi ¢6 kiéu hinh phi hop hoac tién sir gia dinh sa st tri tué di
truyén troi trén nhidm séc thé thuong. Viéc nay duoc thuc hién ¢
c4c trung tam chuyén khoa, bénh nhan va ngudi than dugc tu van
thoa dang va ky dong thuan.

6.6 Sinh thiét n&o:

Trong mét sé trudng hop chon loc dic biét, sinh thiét ndo (thudng vo ndo thiy tran khéng
wu thé) cd thé xem xét 1a can thiét khi nghi ngo sa sut trf tué do tinh trang viém, nhidm trung,
chuyén hoa c6 thé diéu tri dugc nhung khong thé chan doan bang cac phuong tién khac.
Mot nghién ciru hdi ciru sinh thiét cho chan doan trong 57% truong hop, 11% c6 bién chiing
nhu chay mau hoic co giat®!. Tuy nhién chl y rang trong nhém duoc chon loc thuc hién
sinh thiét ndo nay thi ty 1& nguyén nhan c6 thé diéu tri duoc thap chi khoang 10%.

Khuyén céo

Sinh thiét ndo dé chan doan chi nén dugc xem xét & mot sé bénh GPP
nhan chon loc ma sa sut tri tu¢ duoc cho la do nguyén nhan co the

dao nguoc dugc ma khdng thé dugc chan doan bang phuong phap

khac.

7. Suy giam nhan thic nhe:

Suy giam nhan thizc nhe (mild cognitive impairment, MCI) hay réi loan nhan thirc than
kinh nhe (DSM 5) Ia tinh trang suy giam mét hay nhiéu linh vuc nhan thirc nhung khong
hoic rét it anh huong hoat dong st dung cong cu hang ngay, khong du tiéu chuan chan doan
sa sUt tri tug®?. Thuat ngl suy giam nhan thic nhe thé quén (amnestic MCI) 1a mot hoi ching
trong d6 khiém khuyét tri nhé 1a ndi troi; trong suy giam nhan thtac thé khéng quén
(nonamnestic MCI), cac khiém khuyét chirc nang nhan thuc khac (ngén ngit, thi giac khong
gian, diéu hanh) noi troic,

Ngudi suy giam nhan thic nhe c6 nguy co tién trién thanh sa sit tri tué. Sau 2 — 5 nam,
nguy co tuong d6i (RR) cua sa sut tri tué 1a 3,3, nguy co twong ddi caa bénh Alzheimer 1a
3,0%. C6 bang ching cho thiy nhirng thay d6i bénh hoc bat dau xuét hién nhiéu nam truéc
khi sa sGt tri tué. Tuy nhién, 14,4% - 38% truong hop suy giam nhan thirc nhe dién tién on
dinh hoc tré vé binh thuang®. Théch thie cho cac nha 1am sang 1a 1am sao xéac dinh yéu to
tién doan t6t kha nang tién trién thanh sa sat tri tué & ngudi suy giam nhan thic nhe.

Nhitng than phién cha quan vé nhan thirc tir bénh nhan va ngudi than gan gii 1a diéu
kién can caa hau hét cac tiéu chuan chan doan thuong dung nhung khong du xac dinh chan
doan®. Do d6, can két hop bénh sir véi nhitng c¢éng cu danh gia nhan thac ngian gon duoc
cdng nhan nham tranh chan doan qua mc hoic bo qua suy giam nhan thic nhe?”.
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Do nhitng cong cu danh gia nhan thic don gian c¢6 d6 nhay cao hon 1a d¢ chuyén biét
nén bénh nhan (+) qua céc test danh gia nay can dugc danh gia sdu hon va toan dién hon vé
chtre ning nhan thirc va hoat déng chirc ning. Bang chieng vé khiém khuyét hoat dong chuc
ning anh huéng hoat dong séng hang ngay 1a yéu té can thiét gidp phan biét sa sat tri tué
véi suy giam nhan thic nhe.

Suy giam nhan thizc nhe 6 thé 1a giai doan dau cua bénh Alzheimer hoic tht phat do
cac qua trinh bénh ly khac (thude, ngung thd khi nga, tram cam, bénh Iy noi khoa khac...)%.
Do d6, nha 1am sang can thuc hién danh gia y khoa dé xac dinh cac yéu té nguy co cua suy
giam nhan thic nhe ¢6 thé dao nguoc duoc.

7.1 Vai tro caa bénh si:
- Thu thap thdng tin v& bénh sir tir nhiéu ngudn khéc nhau:

e Bénh sur tir bénh nhan
Bénh sir tir nguoi biét rd bénh nhan (ngudi than, ngudi chiam soc).

Panh gia chirc ning nhan thic bang cac thang diém dwoc cdng nhan

Tham kham

Tién su y khoa: thuc dang dung, sang, tram cam, bénh ly noi khoa khac c6 thé gay
suy giam nhan thtc.

- Bénh sir tir bénh nhan va nguoi cung cap thdng tin nén tap trung vao:

e Céc khiém khuyét nhan thuc,

e Thoi diém khai phat, dién tién,

e Anh huong Ién hoat dong séng hang ngay.

- Bénh nhan suy giam nhan thicc nhe phai dugc theo ddi dinh ky dé danh gia sy thay doi
cua chirc néng nhan thirc, xac dinh sy tién trién thanh sa stt tri tué va thay doi diéu tri. Chua
c6 bang ching vé khoang cach thoi gian gitra cac lan theo doi danh gia dinh ky. Chung toi
dira vao ty 18 tién tién sa sut tri tué dé khuyén cao dua trén dong thuan.

7.2 Vai tro cia cac dau 4n sinh hoc:

Xac dinh cé&c dau 4n sinh hoc gilp phan tang nguy co tién trién thanh sa sut tri tué cé y
nghia tién lwong quan trong. Nhiéu nghién ctiu tng dung cac khao sat hinh anh hoc (cau
trdc va chire ning), khao sat dich ndo tay, khao sat gen va cac dau an sinh hoc khac dé phat
hién qua trinh bénh sinh bénh Alzheimer.

7.2.1 Hinh anh hoc:

Nhiing bién d6i ¢ hoi hai ma va/hoic vo ndo khau giap tién lugng kha nang tién trién
thanh bénh Alzheimer & ngudi suy giam nhan thic nhe®7,

Teo thily thai duong trong trén cong huéng tir va hinh anh giam chuyén hoa trén FDG-
PET kiéu bénh Alzheimer ¢ khuynh huéng tién doan nguy co tién trién”-727374 Tuy nhién,
bang ching gan day khong ung h¢ dung 18F-FDG-PET mét cach thuong quy ¢ moi bénh
nhan suy giam nhan thtic nhe dé xac dinh nguy co tién trién thanh sa sut tri tug’.

MGt s6 nghién ctru cho thay nguoi suy giam nhan thic nhe ¢6 amyloid PET (+) ¢6 nguy
co tién trién thanh sa sut tri tug’s"”.

M6t tong quan hé thong cho thay SPECT chi cho d6 nhay va @6 chuyén biét trung binh
trong viéc xac dinh kha nang chuyén tir suy giam nhan thic nhe thanh bénh Alzheimer?.

Khao sat PET véi chat ¢anh dau mai cho phép khao sat vai tro caa protein tau trong dién
tién bénh cho thay sy lan rong cua tau bén ngoai thuy thai duong trong sang thuy thai duong
bén cd thé lién quan dén dién tién thanh bénh Alzheimer, tuy nhién can nhiéu bang ching
hon dé c6 thé dua ra khuyén céo.

7.2.2 DA4u 4n sinh hoc dich n&o tay:
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Mot s6 nghién ciu cho thay céc dau an sinh hoc bénh Alzheimer nhu nong 6 amyloid
R-42, tau toan phan va phospho tau c6 thé tién doan tién trién thanh bénh Alzheimer & nguoi
suy giam nhan thac nhe®8182 Tyuy nhién, cho toi nay khong du bang ching ung ho viéc
khao sat thuong quy cac dau an sinh hoc dich ndo tay dé phat hién tién trién sa st tri tué ¢
bénh nhan suy giam nhan thac nhe. Cac xét nghiém nay c6 d6 nhay tét hon 1a d6 chuyén
biét ddn dén nguy co chin doan qua muc®.

7.2.3 Khiao sat gene:

Nguoi mang Kiéu gene apolipoprotein ApoE4 (APOE4) c6 nguy co tién trién. Tuy nhlen
trén thuc té 1am sang, khao sat gene ApoE4 khong 1am ting gié tri chan doan nguy co tién
trién848s,

T6m lai, cho dén nay, chua c6 diu 4n sinh hoc ndo tién doan rd rang tién trién thanh
bénh Alzheimer & bénh nhan suy giam nhan thic nhe®.

Khuyén cao

Khi bénh nhan hoic nguoi than gan giii co than phién vé tri nhd | Muc d6 111 B
hodc suy giam nhan thic, thay thude nén danh gia chire néng nhan
thirc, khdng voi quy cho tudi tac binh thuong.

Thay thudc khdng nén chi dua vao bénh st than phién tri nhé chu | Mic do |1 B
quan khi danh gia khiém khuyét nhan thirc
Bénh nhan suy giam nhan thiic qua cac cong cu danh gia can duoc | Muc do |1 B
danh gi4 1am sang toan dién hon dé chan doan.
Hién chua c6 dau 4n sinh hoc nao duoc cong nhan dy doan rd rang | Muc do |1 B
kha nang tién trién thanh sa sut tri tué ¢ bénh nhan suy giam nhan
thirc nhe.

Pé tién luong nguy co tién trién thanh sa sat tri tug, c6 thé thao | Muc do Il C
luan lra chon thuc hién dau an sinh hoc thich hop néu bénh nhan
mong muén.

O bénh nhan suy giam nhan thac nhe, nha 1am sang can danh gia | Muc d6 11 B
dinh ky sy thay doi ciia chic ning nhan thicc mdi 6 thang — 12
thang.
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PHAN 5

PIEU TRI SUY GIAM NHAN THUC

CUA BENH ALZHEIMER:

Thudc va cac can thiép khac
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A. Cac thuoc diéu tri déi véi roi loan chirc nang than kinh nhan
thirc trong bénh Alzheimer

1. Cac thudc khang men Acetylcholinesterase

Cac nghién ctu ngau nhién d6i chang voi gia duge ddi véi thudc khang men
Acetylcholinesterase (donepezil, rivastigmine va galantamine) - da cho thay hiéu qua cai thién
vé chirc ning nhan thirc chung va chire ning hoat dong séng hang ngay & bénh nhan Alzheimer
& mirc do tir nhe dén trung binh. Piém trung binh cai thién chirc ning nhan thic cao hon so
V6i gid dugc 1a 3-4 diém (ADAS-Cog). Da s6 nghién ciu c6 thai gian ngan (6 thang), nhung
phan tich gop (meta-analysis) cua Birks va Cs (2006) vé hiéu qua cua donepezil trong thoi
gian 1 va 3 nam va tac gia cho rang hiéu qua cua cac thudc khang men cholinesterase khac s&
¢ hiéu qua trong thoi gian dai hon 2.

Khong cé bang chang rd rang cho su khac biét vé hiéu qua gitra ba loai thudc khang
men Acetylcholinesterase (donepezil, rivastigmine va galantamine). Két qua phan tich gop
(meta-analysis) cua Birks va Cs (2006) cho thdy rang ca ba loai thudc khang men
Acetylcholinesterase déu co hiéu qua d6i véi bénh Alzheimer tir nhe dén trung binh, khéng c6
su khac biét c6 y nghia gitta chling “.

Ddi véi diéu tri triéu chiing & giai doan muon caa bénh Alzheimer (MMSE <10), cac
nghién ctu ngau nhién, mu d6i, d6i ching vai gia duoc vé hidu qua caa cac thudec khang men
Acetylcholinesterase cho thay: thuc donepezil c6 hiéu qua khac biét r rét (chitng cr mitc do
1), galantamine c0 sy khac biét nhung it (chirng ca mirc d6 1) va rivastigmine cé sy khac biét
khiém tén (chang ct mirc d6 11, do bi giam s6 lugng mau trén 20%) 2391067,

Str dung donepezil liéu cao 23mg/ngay trong bénh Alzheimer giai doan tir trung binh
dén nang sau khi da dung liéu 10mg/ngay it nhat 3 thang, cac nghién ctu da thay co sy cai
thién cac triéu ching vé nhan thic tt hon % va tac dung phu khong dang ké % so vaéi liéu
10mg/ngay. Liéu donepezil 23 mg/ngay c6 thé dugc dung két hop véi memantine ma khéng
anh hudng dén tinh hiéu qua va kha ning dung nap caa nd. Hién tai, donepezil 23 mg/ngay la
mét trong céc s6 it thuéc dugc FDA chap thuan dé sir dung diéu tri triéu ching trong bénh
Alzheimer tir giai doan trung binh dén nang 7.

Cac tac dung phu thuong gip nhat véi diéu tri cac thudc khang men
Acetylcholinesterase 1a cac tac dung phu duong tiéu héa*>8. Nhung thuong biéu hién thoang
qua va thuong c6 thé dugc giam khi duoc st dung ting dan liéu va trong bira an.

Thudc rivastigmine dang dan phong thich qua da dudng nhu c6 ty 1é tac dung phu thap
hon duong ubng va c6 hiéu qua twong duong 7.
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Khuyén céo Bang chieng | Hang

Cac thudéc khang men Acetylcholinesterase (donepezil,
galantamine hoac rivastigrr}ine) nén duoc st dung diéu tri triéu Mic d6 | A
chung & mac d6 tir nhe den trung binh cho bénh nhan bi bénh '
Alzheimer.

Cac thudc khang men Acetylcholinesterase c6 thé duoc chi dinh
diéu tri triéu ching & mie do vira va niang trong bénh Alzheimer:

- Donepezil va Galantamine Murc d6 | A

09)

- Rivastigmine Murc do 11

Dé dé dat dugc hiéu qua diéu tri tét nhat va han ché tac dung phu,
cac thudc khang men Acetylcholinesterase nén duoc sir dung ting
dan cho dén liéu khuyén céo (donepezil 5-10mg/ngay;
galantamine 16-24mg/ngay; rivastigmine 6-12mg/ngay duong
udng va 4,6-9,5mg/24 gio dbi véi miéng dan ngoai da).

Muc do 1 A

Nguoi bénh bat dau dung thudc khang men Acetylcholinesterase
nén duoc theo ddi cac tac dung phu Vé tiéu héa, chan an, nhip tim | Mge do 1 B
cham.

2. Cac thude khang N-methyl D-aspartate (memantine)

Két qua phan tich gop cia McShane va Cs (2006) thay khong c6 su khac biét dang ké
vé tac dung phu gitra thudc khang N-methyl D-aspartate (memantine) so véi gia duoc 8. Céc
tac dung khong mong muéc cua cac thuéc khang N-methyl D-aspartate (memantine) gom
chéng mat, dau dau, mét moi, 4o giac va I 1an, nhung c6 xu hudng thodng qua. So véi cac
thudc khang men Acetylcholinesterase, thuéc d6i khang N-methyl D-aspartate (memantine)
c6 it tac dung phu trén duong tiéu hoa hon.

Khuyén céo Bang chitng | Hang

Thudc khang N-methyl D-aspartate (memantine) c6 thé duoc chi
dinh diéu tri cac triéu chang & mac do trung binh va ning trong
bénh Alzheimer, sir dung don thuan hoic két hop véi cac thudc wc
ché men acetylcholinesterase.

Mtrc @6 | A

Néu thuéc khang men Acetylcholinesterase khang c6 higu qua, €6 | yrec o |
chdng chi dinh hoic khéng dung nap thi thuéc wc ché men N- '
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methyl D-aspartate (memantine) duoc khuyén céo st dung diéu tri
triéu chirng & mire d6 nhe va trung binh trong bénh Alzheimer.

Thuéc khang N-methyl D-aspartate (memantine) cé thé duoc chi
dinh diéu tri cc triéu ching & mac do trung binh va ning trong
bénh Alzheimer, sir dung don thuan hoic két hop véi cac thube we
ché men acetylcholinesterase.

Mirc do 1 A

Nghién cru DOMINO (2012) ¢ nhitng bénh nhan mic bénh Alzheimer tir trung binh
dén ning diéu tri bang donepezil, tac gia Howard va Cs da thay nging donepezil c6 su giam
chic niang nhan thac (giam tir 1,2 - 1,9 diém trén MMSE) sau 1 nim so vdi tiép tuc ding
donepezil hoic chuyén sang thuc khang N-methyl D-aspartate (memantine)®1°,

Khuyén cao Bang chitng | Hang

Viéc lra chon céc thudc khang men Acetylcholinesterase nén dua
trén nhu kinh nghiém cta béac si, tac dung phu, cac bénh ly kem GPP
theo va thé trang nguoi bénh.

Trong qué trinh sir dung cac thube diéu tri, ngudi bénh nén dugc
danh gia vé nhan thirc, hanh vi - tm than, chic ning hoat dong
hang ngay trong thoi gian 3-6 thang sau khi diéu tri va nhac lai it GPP
nhat mot 1an méi nam hodc tiiy theo dap tng 1am sang cia nguoi
bénh
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B. Khuyén cao liéu diéu tri cac thudc diéu tri réi loan nhin thirc
trong bénh Alzheimer

Thube

Dang thudc

Liéu khéi dau

Liéu duy tri

Vidu

(1) Cac thudce Uc ché men cholinesterase

Donepezil Thubc vién (5mg, 25— 5mg, mot | Tang dan dén 10mg| 2,5mg — 5mg —
(Aricept®) 10mg, 23mg) lan/ngay /ngay sau 4-8 tuan | 10mg mot lan/ngay;
Tuy theo tinh trang
cﬁ? nguc‘yi’ bél}h, co
thé tang dén liéu cao
23mg/ngay trong giai
doan nang
Rivastigmine| Vién nhong (1.5mg, 1.5mg Tang 1.5mg sau | 1.5mg— 3mg — 4.5
(Exelon®) 3mg, 4.5mg, 6MQ) | haj lin/ngay sau &n| MOi 2-4 tuan, to1 da mg — 6mg
6mg hai lan/ngay hai lan/ngay
Miéng dan 4.6mg/24h Tang dan dén 4.6mg/24h —
(4.6mg/24h, 5mg/24h)|  motlan/ngay | 9.5mg/24h sau 4 9.5mg/24h
tuan
GIgIan_tarr}i@ge Vién dang giai phong | 4mg hai 1an mot | Tang 4mg sau mdi 4mg — 8mg —
(Reminyl®)| ~ hann (4mg, 8mg, ngay sau an 4 tuan 12mg
12mg) hai lan/ngay
Vién giai phong cham | 8mg mot lan mdi|  Tbi da 16-24mg 8mg — 16mg
Vién nhong (8mg, ngay mot 1an mdi ngay. Mot lan/ngay.
16mg va 24mg) Tang lidu mdi 4 | Licu t6i da 24mg tly
tuan dép g cua BN.
(2) P6i khang thu thé NMDA
Memantine Vién (10mg) 5mg mot lan/ngay | Tang 5mg sau mdi | Smg mot lan/ngay
(Exiba®) 1-2 tuan t6i da — 5mg hai lan/ngay

10mg hai lan/ngay

Ting Smg sau mdi
1-2 tuan toi da
20mg mdt lan mdi
ngay

— 10mg mot
lan/ngay
5mg— 10mg —
15mg — 20mg mot
lan/ngay
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C. Cac thuoc diéu tri khac doéi véi roi loan chirc nang than
kinh nhan thirc trong bénh Alzheimer

1. Céc thudc chéng viém.

Nghién ctru da trung tim, ngdu nhién va c6 ddi chang trén 351 ngudi bénh mic
Alzheimer & muac do tir nhe dén trung binh (diém MMSSE tir 13-26). C4c bénh nhan duogc sir
dung 6n dinh cac thudc e ché cholinesterase, estrogen, aspirin liéu thap va vitamin E. Téc gia
thiy rang rofecoxib hoic naproxen liéu thap khéng lam cham sy suy giam nhan thtc ¢ nhiing
nguoi mac bénh Alzheimer & muac d6 tir nhe dén trung binh 1,

Khuyén cao Bang chitng  Hang

Cac thudc chdng viém (vi du: thudc chéng viém khéng steroid,
cac thudc e ché men cyclo-oxygenase 2) khong khuyén cdo dé | Murc do | A
du phong suy giam nhan thirc trong bénh Alzheimer

2. Céc thudc Oestrogens:

Khéng giéng vai két qua tir cac nghién cau dich té hoc thay oestrogens c6 vai trd bao
vé trong bénh Alzheimer, cac bang chiing tir cac thr nghiém d6i chiing ngau nhién thay hiéu
qua khong rd rét cia estrogen trong diéu tri bénh Alzheimer 1213, Ngoai ra, c6 nhitng lo ngai
Vvé ting nguy co dau tim, dot quy, ung thu va va tic mach chi khi sir dung két hop (estrogen
Vi progestin) trong diéu tri 14,

Khuyén céo Biang chieng  Hang

Thudc Estrogen khong duoc khuyén céo dé du phong suy giam

, _ Mitc d6 |
nhan thic & phu nit mac bénh Alzheimer. e do A

3. Thuéc Selegiline

Dua trén két qua phan tich gop (meta-analyse) trén 17 nghién ctru vé hiéu qua cua thude
Selegiline trén cac chirc nang nhan thic, tac gia Birks va Cs (2003) thay rang thudc khéng
dugc khuyén cao dé diéu tri cac triéu chiang chinh hoic cac triéu ching di kém trong bénh
Alzheimer 1,

(1) Khuyén céo Biang chitng  Hang
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Selegiline khong dugc khuyén cdo dé diéu tri cac triéu ching

. L . . Murc do |
chinh hoac cac tri¢u ching di kém trong bénh Alzheimer AR A

4. Cac Axit béo Omega3

Hai nghién ctru ddi chirng ngau nhién di khong ching minh duoc loi ich cua axit béo
omega-3 trong sy giam ty 1é suy giam nhan thuac trong bénh Alzheimer 1617,

Két qua phan tich gop Cochrane khéng cho thay bat ky loi ich nao cua axit béo omega-
3 trong phong ngira sa sut tri tué 8,

Khuyén céo Biang chitng  Hang

Axit béo Omega 3 khong dugc khuyén céo sir dung thuong qui dé

. N s Murc do | A
du phong hoac dicu tri sa sut tri tug. RS

5. Cac thudc nhom Statin

Nghién ciu Cochrane tir 3 nghién ctru d6i chung khong thay c6 sy khac biét dang ké
vé nhan thac hodc chirc nang chung gitra giita nhom statin va nhom gia dugc °. Nghién ciu
LEADe di danh gia anh huéng cua viéc bd sung Atorvastatin 80 mg va donepezil dé diéu tri
triéu chiing tir nhe dén trung binh (MMSE 13-25) trong bénh Alzheimer va di khong thay c6
cai thién chire nang nhan thic va cac chirc ning chung khac & tuan 72 sau diéu tri 2.

Khuyén céo Biang chitng  Hang

Céc thuéc nhom Statin khong dugc khuyén céo sir dung thuong

2 . e g ) Murc d6 | A
qui dé du phong hoac diéu tri cac triéu chirng bénh Alzheimer. Mo

6. Bo sung axit folic va vitamin nhém B

Nghién ctzu Cochrane két luan riang khdng cé bang chang nhat quéan rang axit folic don
thuan hoic két hop véi vitamin Biz ¢6 anh hudng dén nhan thic va hoat dong cua cudc song
hang ngay 2.

Trong nghién ciru phéi hop vé bénh Alzheimer (ADCS), thay rang viéc bo sung vitamin
licu cao (5mg/ngay axit folic, 1Img/ngay vitamin B2, 25mg/ngay vitamin Bg) trong 18 thang
khong cé hiéu qua cai thién cac chitc nang nhan thirc trong bénh Alzheimer & mitc do nhe dén
trung binh 2223, Nhung lai xuat hién cac tac dung phu, dic biét 1a tram cam, & nhom liéu cao
(NNH = 10, p = 0,02).

Khuyén céo Biang chitng  Hang
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Viéc bd sung axit folic va vitamin nhom B khong dugc khuyén
cdo cho viéc phong ngira va diéu tri sa sat tri tué khi thiéu hut | Mic do | A
vitamin B.

7. Thuéc Rosiglitazone

Khéng c6 bang ching rd rét vé hiéu qua cai thién chire nang nhan thac khi ding 2mg
hodc 8mg Rosiglitazone don trj lidu giai phong cham sau 24 tuan diéu trj trong nghién ctiu pha
112,

Tuong tu, Rosiglitazone khong cai thién nhan thirc hoac chirc nang chung khac sau 48
tuan khi dugc ding 1am liéu phap bé tro véi AChEI trong hai nghién ctru dbi chitng ngau nhién
giai doan 3 trong bénh Alzheimer tir nhe dén trung binh %,

Khuyén cao Bang chitng  Hang

Rosiglitazone khong duoc khuyén céo diéu tri don tri liéu hoic
két hop vai cac thudc e ché men Acetylcholinesterase trong bénh | Muc d9 | A
Alzheimer & cac muc d6 tir nhe dén trung binh.

8. Chiét xuat Ginko biloba EGB-761.

Két qua phan tich gop Cochrane tir 35 cac nghién ctru ngau nhién c6 ddi chuang gia duoc
(n = 4247) vé danh gid hiéu qua cua chiét xuat Ginkgo biloba EGB-761 (120mg dén
240mg/ngay) dbi voi chirc nang nhan thic, thay rang chiét xuat Ginkgo biloba EGB-761 c6 vé
an toan khi st dung ma khéng cé tac dung phu so véi gia duoc. Vé hiéu qua, cac bang chang
cho thay thudc c6 lgi ich dang ké vé mat 1am sang d6i véi suy giam nhan thic trong Sa st tri
tué con chua phi hop va khéng thuyét phuc?. Téc gia Kurt (2004) con thay rang hiéu qua caa
thudc ndy con thip hon so véi cac thudc khang men Acetylcholinesterse 27.

Trong nghién ciu véi 5 nam theo ddi theo thoi gian, chiét xuat Gingko biloba EGB-
761 & lieu 120mg khdng lam giam nguy co tién trién bénh Alzheimer so véi gia duoc ¢ bénh
nhan cao tudi cé than phién vé tri nho 2.

Can luu ¥ liéu luong hoat chét ¢ thé khong dugc chuan hda va khac nhau gitra cac ché
pham. Ngoai ra con c6 sy tuong tac thudc 1am sang khi sir dung Ginkgo biloba, nhu ting nguy
co chay mau khi két hop voi warfarin va thube chdng tiéu cau ciing nhu sy ddi khang tac dung
dbi voi thiazide va thubc chdng co giat (valproate va carbamazepine) 2°.

Niam 2014, Gauthier va Cs (2014) di dua két qua phan tich gop (meta-analysis) cua qua
15 nghién ciru ddi ching ngau nhién trén 2684 nguoi bénh mac sa sat tri tué do bénh Alzheimer
va sa sut tri tué do mach mau c6 kém réi loan hanh vi - tdm than duoc diéu tri Gingko biloba
Egb761 lidu 120mg dén 240mg/ngay thay rang c6 suu hiéu qua cai thién nhan thic va hanh vi
khi theo d&i sau 22-26 tuan diéu tri .
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Két qua phan tich gop (meta-analysis) cua Tan va Cs (2014) vé tac dung caa Gingko
biloba 761 liéu 240mg/ngay trong 22-26 tuan trén 2.561 bénh nhan mac suy giam nhan thirc
nhe va sa sUt tri tue, dd thdy hiéu qua rd rét cua Gingko biloba Egb761 so véi gia duoc (OR: -
2,86, 95% Cl, -3,18, -2,54) v& lam cham su suy giam nhan thuc, réi loan chirc nang, hanh vi
trong thoi gian 22—26 tuan & céc, rd nét nhat 1a cai thién cac triéu ching vé than kinh va tam
than 31,

Khuyén céo Biang chitng  Hang

Chiét xuat Ginkgo Biloba EGB-761 liéu 240mg/ngay c6 thé duoc
xem xét diéu tri cac triéu ching rdi loan nhan thic va hanh vi | Mic do |1 B
trong bénh Alzheimer.

9. Vitamin E.

Sano M va Cs (1997) qua nghién citu phan tich gop (meta-analysis) thay hiéu qua it caa
vitamin E liéu cao (20001U/ngay) trong viéc tri hodn tién trién & bénh Alzheimer ning trung
binh3?,

Miller va Cs (2005) da ghi nhan mot nguy co nhé nhung dang ké ddi véi ty 18 tir vong
do moi nguyén nhan véi lidu vitamin E> 400 IU mdi ngay (OR: 1,04, Cl 95% 1,01-1,07)%.

Ca 2 huéng dan NICE va két qua phan tich gop Cochrane két luan rang vitamin E (2000
IU mdi ngay) c6 nhiéu rai ro vé céc tac dung phu hon 14 loi ich trong diéu trj sa stt tug 3435,

Khuyén céo Biang chitng  Hang

Str dung vitamin E liéu cao (vuot qua 400 1U mdi ngay) khong

i1 cdo dé phe P i | Mirc d I
dugc khuyén céo dé phong ngira hoge diéu tri bénh Alzheimer. tre do B

10. Thuéc Prednisolone

Téc gia Aisen va Cs thuc hién nghién cttu ngau nhién c6 dbi chimg danh gia hiéu qua
cua prednisolone trén 138 bénh nhan méc bénh Alzheimer. Tac gia thdy khong c6 su khac biét
vé su suy giam nhan thic gitta nhom diéu tri prednisone so véi gia duoc. Cac tac gia ciing
thiy rang cac bénh nhan diéu tri bang prednisone cho thay su giam hanh vi khong rd rét so véi
nhitng ngudi trong nhém gia dugc®.

Khuyén céo Biang chitng  Hang

Thudc Prednisolone khong duoc khuyén cao dé phong ngira va

. . : Mtrc do 11
diéu tri suy giam nhan thirc trong bénh Alzheimer. R B
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11. Lao dong liéu phap va ren luyén nhan thic

Nghién ciru cua Graff va Cs (2006) thay rang lao dong liéu phép dwa vao cong dong,
két hop cac phuong phap nang cao nhan thirc va cai thién hanh vi da gitip bénh nhan mac bénh
Alzheimer cai thién suy giam nhan thic, chirc nang hoat dong hang ngay, tang kha nang doc
lap caa ho va giam nhu cau tro gitp trong cham soc va sinh hoat hang ngay®”.

Nghién ctru déi chttng ngau nhién trong vong 12 thang cua Graessel va Cs (2011) thiy
rang cac bién phép can thiép nhan thac véi nhiéu noi dung, kém theo rén luyén thé duc déu
dan va hudng dan cac ki ning cach thirc trong cudc séng sinh hoat hang ngay c6 loi ich trong
viéc nang cao nhan thirc chung va chat lugng cudc sdng cho nhitg ngudi bénh Alzheimer va
cd thé tri hodn su suy giam chirc ning nhan thic va ki ning trong sinh hoat hang ngay*®.

Céc két qua phan tich gop vé xay dung cac chuong trinh ddo tao nhan thac 3%4° va kich
thich nhan thirc cho cac ca nhan va nhom ngudi bénh Alzheimer cé tac dong tich cuc dén viéc
cai thién va duy tri cac ky nang nhan thirc & cac bénh nhan nay*.

Khuyén céo Biang chitng  Hang

Diéu tri két hop rén luyén nhan thicc véi hoat dong liéu phap co
thé duoc xem xét 4p dung cho ngudi mac bénh sa sut tri tué/bénh | Muc d6 11 B
Alzheimer.
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D. Hwéng dan str dung cac phwong phap diéu tri khong dung
thudc doi vai cac roi loan tam than va hanh vi trong
bénh Alzheimer

1. Liéu phap mat-xa:

Téc gia Suzuki (2010) va Hodgson (2008) thay liéu phap mat-xa c6 hiéu qua trong giam
kich dong o bénh nhan sa sat tri tué mac du ¢d mau nghién ciru nho 4243

Nghién ctu cia Smallwood va cs (2001) * ciing cho thay hiéu qua cua sy phdi hop
huong liéu va liéu phap mat-xa trong viéc giam trang thai kich dong. Cac nghién ctru Ié6n hon
trong mot thoi gian dai s& gidp cung c6 thém hiéu qua cua liéu phap mét-xa.

Khuyén cao Bang chitng  Hang

Liéu phap mat-xa co thé dugc xem xét trong viéc giam kich dong

. : Murc do 11 B
0 nhitng nguoi bi bénh Alzheimer. e do

2. Phuwong phap kich thich da giac quan (MSS):
Nghién ctu cua Chung va Cs (2002) da khong thay bat ky hiéu qua nao cua phuong
phap kich thich da gidc quan (MSS) vé hanh vi va tm than ¢ ngudi bénh sa sit tri tug .

Hai nghién ctru ddi chiing ngau nhién caa Baker 4647 ciing cho thay kich thich da giac
quan khdng c6 hiéu qua so véi liéu phap thay doi hanh vi, tm than hoac nhan thac cua bénh
nhan sa sut trf tué trong giai doan ngan han hoic dai han.

Tuy nhién, nghién citu ngiu nhién déi chung cua Milev “8 (2008) d3 chi ra rang phuong
phéap kich thich da giac quan c6 hi€u qua cai thién chirc nang nhan thirc chung trong thoi gian
24 tuan diéu tri.

Khuyén céo Bang chitng  Hang

Phuong phap kich thich da giac quan (Multisensory stimulation)
khong duoc khuyén céo trong viéc diéu tri bénh nhan cao tudi bi | M do | A
mac sa sUt tri tué.

3. Liéu phap hoi twéng (Reminiscence therapy):

Phan tich gop gan diy ciia Woods va Cs ndm 2018 dua trén cac nghién ctru trudc day
da thay hiéu qua cua lidu phap hoi tuong ddi véi rdi loan hanh vi tdm than & bénh nhan sa su
tri tué 1a khong dong nhat, cac nghién ciru thuong cé kich thudc nho va khac nhau dang ké
giita cac thiét ké nghién ciu .
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Cac nghién ctru don 1¢ thay liéu phap hdi tuong cd mot sé hiéu qua tich cuc vé chat
luong cudc séng, nhan thire, cai thién giao tiép xa hoi, cai thién cam xdc & cac ngudi bénh sa
st trf tué. Tuy vay, van can phai ¢ thém céc thir nghiém ngau nhién c6 d6i ching vé hiéu qua
cua liéu phap hdi tuong.

Khuyén céo Bang chitng  Hang

Liéu phap hdi tuong co thé dugc xem xét cho nhirng bénh nhan

2 A , e A N N Mtc do 1l B
mac sa sut tri tué co triéu chang roi loan hanh vi va tam than

4. Liéu phap am nhac
Liéu phap &m nhac duoc khuyén céo trong viéc diéu tri nhitng nguoi bi sa st tri tué va
gip cai thién cac triéu chuang rdi loan hanh vi va tam than kinh caa bénh sa sut tri tué.

Céc nghién ctru khac da chirng minh hiéu qua caa Liéu phap am nhac, mac du véi kich
thuéc mau nho. Mot nghién ctitu ngau nhién cé dbi chitng *° cho thay Liéu phap &m nhac da
gilp cai thién lo &u, tram cam & cac bénh nhan mac bénh Alzheimer tir nhe dén trung binh.

Trong khi mot nghién citu ngau nhién c6 d6i chimg (khong mu d6i) * cho thay ao giéc,
kich d6ng, lo au, tho o, kho chiju, hoat ddng van dong khéng 6n dinh va réi loan ban dém) cai
thién dang ké vai liéu phap &m nhac.

Nghién cttu ngau nhién c6 ddi ching %2 da chi ra ring mot chuong trinh trj liéu va hoat
d6ng am nhac hang tuan (hon 8 tuan) da giup cai thién cac triéu chang hanh vi va tram cam o
nhitng nguoi mac chieng mat tri.

Téc gia van der Steen va Cs (2018) thy c6 hiéu qua cua it nhat 1a nam 1an can thiép
bang &m nhac liéu phap c6 thé lam giam cac triéu ching tram cam, cai thién rdi loan hanh vi
khi két thuc diéu tri. N6 ciling c6 thé gilp cai thién cam x(c, chat lwong cudc séng va giam lo
au, nhung it hodc khdng c6 tc dung ddi véi trang thai kich dong hoic chirc nang nhan thic.
Céc tac gia thay cd hiéu qua lau dai dbi véi rdi loan hanh vi va can phai c6 cac nghién ctu
trong twong lai danh gia thoi gian diéu tri kéo dai hon 53,

Nhin chung, mic du c6 han ché vé cac thiét ké nghién cizu, am nhac liéu phap tao thanh
mot canh tay tri liéu c6 gia tri trong cai thién hanh vi x& hoi & nguoi bénh sau sat tri tugé.

Khuyén céo Biang chitng  Hang

Liéu phap am nhac duoc khuyén cao trong diéu tri nhitng nguoi
bi sa sUt trf tué va gilp cai thién céc triéu chang rdi loan hanh vi | Muc do 1 B
va tam than cua bénh sa sut tri tué

5. Liéu phép sir dung hwong li¢u:
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Nghién ciu thuc hién trén 70 ngudi bénh sa sat tri tué/bénh Alzheimer & Hong Kong
str dung mui tinh dau oai hwong (Lavender) trong mét thir nghiém ngau nhién, thiy sy giam
trang thai kich dong sau 3 tuan diéu tri va cac tac gia két luan rang Liéu phap huong liéu c6
hiéu qua nhu mot liéu phép b tro trong viéc 1am giam cac hanh vi kich dong & bénh nhan sa
sUt tri tueé/bénh Alzheimer®,

Nghién ciru quan sat trén 28 ngudi bénh Alzheimer tai Nhat ban sir dung két hop tinh
dau huong thao va chanh vao budi sang va hoa 0ai hwong va cam vao budi toi. Két qua thay
cac bénh nhan c6 cai thién dang ké trong chirc ning dinh hudng ban than, khéng cé tac dung
phu va khong thay d6i vé chi s danh gia ganh ning ¢ nhitng ngudi cham soc *°.

Nghién ctru ngau nhién c6 ddi ching gia duoc va donepezil ¢ 3 trung tm tam than tuoi
gia tai Anh vé str dung huong liéu Melissa oil % (Melissa Officinalis) trén 114 nguoi bénh
Alzheimer thay c6 hiéu qua dang ké trong ca ba nhom d6i véi giam kich dong vao cudi 12
tuan; tuy nhién, khong cé bang chung rd rang liéu phap huong liéu melissa tot hon gia duoc
hodc donepezil trong diéu tri kich dong ¢ nhitng nguoi bi bénh Alzheimer.

Khuyén cao

Str dung tri liéu bang huong liéu khong dugc khuyén khich dé
giam tinh trang kich dong ¢ nhiing nguoi bénh méac bénh | Muc do 1l B
Alzheimer.
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E. Hwéng dan st dung cac thudc diéu tri réi loan hanh vi va
tam than trong bénh Alzheimer

1. Céc thudc chdéng tram cam:

Bains va Cs thay rang thudc chdng trim cam ba vong (clomipramine va imipramine)
co it tdc dung & nguoi bénh sa sat tri tué °’.

Céc thudc tc ché tai hap thu chon loc serotonin (SSRIs) thudng duoc sir dung dé diéu
tri tram cam & nguoi cao tudi nhung khdng 6 hiéu qua doi cac triéu ching vé tam than kinh
khac trong sa st tri tug 57-°8,

Khuyén céo Bang chitng  Hang

Thudc chdng tram cam c6 thé duoc sir dung dé diéu tri cac biéu
hién tram cam trong sa sut tri tué va khi st dung cac thuéc nay

nén dugc danh gia can than cho timg ngudi bénh cu thé. GPP

2. Céac thudc chéng loan than:

Thudc chéng loan than dién hinh da dugc chi dinh diéu tri cac rdi loan hanh vi trong sa
sut tri tué. C6 bang chang cho loi ich nhé cua haloperidol so vai gia dugc dé diéu tri trang
thai kich dong. Tuy nhién, cac tac dung phu ngoai thap va budn nga nén khong sir dung
thuong xuyén céac thube nay .

Do cac thudc chong loan than khong dién hinh c6 tac dung phu it hon nén dugc st dung
thudng xuyén hon so véi cac cac thude chong loan than dién hinh. Cac thudc chéng loan than
khong dién hinh (olanzapine va risperidone) di duoc chirng minh 1a c6 mot s6 hiéu qua (tuy
it) trong diéu tri rdi loan hanh vi cho ngudi bénh sa sdt tri tué & mic do trung binh dén ning
(lidu olanzapine 5-10 mg/ngay va risperidone 1,0 mg/ngay) 596061,

Nghién cau cua Schneider (2006) va Tariot (2006) thay rang thudc quetiapine & liéu
25-100 mg/ngay cho thay c6 su cai thién cac triéu ching kich dong 6162,

Khuyén céo Bang chitng  Hang

Thudc chéng loan than c6 thé duoc chi dinh diéu tri céc triéu
ching rdi loan hanh vi va tam than trong sa st tri tué khi cac bién | M d6 | A
phap khong ding thudc khong hiéu qua.

Nghién ctu cua Street va Cs (2000) thdy tac dung phu budn ngu (cao hon 5-8 1an) va
rbi loan thing bang (cao hon 7,5-11 1an) & nhém diéu tri olanzapine so véi gia duoc 3.
Phan tich gop vé cac tac dung ngoai y dd cho thdy nguy co mac bénh mach méu ndo

tang gap 3 1an & bénh nhan diéu tri véi risperidone va olanzapine %,
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Két qua cia phan tich gop khac so sanh nguy co tir vong khi diing cac thudc chéng loan
than khong dién hinh (aripiprazole, olanzapine, risperidone va quetiapine) cho thay nguy co
tr vong cao hon (OR 1.54, Cl 95% 1.06-2.23) so Véi gia dugc véi chi s6 NNH = 100 (CI 95%
50 -250) .

Cac bién c6 bat loi nghiém trong khac dugc bdo c4o bao gom budn nga va bién ching
tang duong huyét va ting can.

Nghién ciru thuan tap hoi cu gan day di cho thay ty 16 tir vong gia ting trong s céc

dbi twong st dung thude chéng loan than dién hinh so véi cac thudc chdng loan than khong
dién hinh ©6.

Khuyén cao Bang chitng  Hang

Luu ¥ dén céc tac dung phu tiém tang va ty 1é nguy co/lgi ich cua
thuéc chdng loan than va can giai thich cho bénh nhan va/hoac | Muc do I B
nguoi cham soc

3. Céc thuéc on dinh cam xic (carbamazepine va sodium valproate):

Phan tich gop dua trén cac nghién ctiru ngau nhién c6 ddi chiing cua Sink va Cs (2005)
thay hiéu qua khéng rd rét cia cac thudc carbamazepine va sodium valproate vé cai thién cac

A

rbi loan cam xGc va réi loan hanh vi ¢ nguoi bénh sa sat tri tug %,

Khuyén céo Bang chieng  Hang

Viéc st dung thuong qui céc thuéc 6n dinh cam xuc, nhu
carbamazepine va sodium valproate khong duoc khuyén cao dé
diéu tri cac triéu chang réi loan hanh vi lién quan dén sa sut tri
tue.

Mtrc do | A
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G.Hwdéng dan diéu tri triéu chirng réi loan tAm than va
hanh vi & ngwoi bénh mac sa sut tri tué

Bénh nhan bj sa sut tri tué va cé van dé hanh vi

v

PAanh gia va kiém sodt tri gidc, cAm gidc dau, cic can thiép y khoa va méi trudéng

\A

Dénh gi4 hanh vi (tién s, hanh vi va hiu qua ctia hanh vi)

V!

Bat dau bang phuong phap khong dung thudc: Tap trung vao gido duc hanh vi

v

Khéy R&i logn hanh vi N

C6 céc triéu chirng trim cam hodc lo 4u? Theo ddi sy téi phat

Khéng J(

Cé sir dung thu8c irc ch€ men cholinesterase?

B4t ddu thuBc ch8ng trim cdm

Khéng V

khéng c6 Memantine

\

R&i loan hanh vi c6 dugc cii thién?

\
(vd: SSRI)
Bt d3u dung chét tc ché cholinesterase c6 hodc
' Coé
Co'

Theo dGi sy tdi phat va tac dung phy

Khong |

B4t d3u dung thudc chéng loan thdn

R&i loan hanh vi c6 dugc cdi thién?

L

Khéngl/

N

B4t d3u dung SSRI Theo d8i cic d4u hiéu ngoai thép va triéu
A2 chirng kich ddng. Duy tri thu8c giam dau
t 6 tha
R8i loan hanh vi c6 dugc cii thign? N onecTene
(0]
KhangV/ \

Can nhic dung thudc chinh khi sic (valproate /

carbamazepine). N&u vin khéng ki€m so4t dugc, xem Theo d&i sy tai phat va tac dung phy

xét glri d€n chuyén gia.

54



Tai liéu tham khao

1.

10.

11.

12.

13.

14.

15.
16.

17.

18.

19.

Birks J, Harvey RJ. Donepezil for dementia due to Alzheimers disease. Cochrane Database Syst Rev 2006;
1:CD001190.

Black SE, Doody R, Li H, et al. Donepezil preserves cognition and global function in patients with severe
Alzheimer disease. Neurology 2007; 69: 459-469.

Burns A, Bernabei R, Bullock R, et al. Safety and efficacy of galantamine (Reminyl) in severe Alzheimers
disease (the SERAD study): a randomised, placebocontrolled, double-blind trial. Lancet Neurol 2009; 8:39—
47.

Birks J. Cholinesterase inhibitors for Alzheimer’s disease. Cochrane Database Syst Rev. 2006(1):CD005593.
Birks J, Harvey RJ. Donepezil for dementia due to Alzheimer’s disease. Cochrane Database Syst Rev.
2006(1):CD001190.

Loy C, Schneider L. Galantamine for Alzheimer’s disease and mild cognitive impairment. Cochrane
Database Syst Rev. 2006(1):CD001747.

Birks J, Grimley Evans J, lakovidou V, Tsolaki M, Holt FE. Rivastigmine for Alzheimers disease. Cochrane
Database Syst Rev 2009; 2: CD001191.

McShane R, Areosa Sastre A, Minakaran N. Memantine for dementia. Cochrane Database Syst Rev. 2006
(2):CD003154.

Howard R, McShane R, Lindesay J, Ritchie C, Baldwin A, Barber R, et al. Donepezil and memantine for
moderate-to-severe Alzheimer’s disease. N Engl J Med. 2012 Mar 8;366 (10):893-903.

Schneider LS. Discontinuing donepezil or starting memantine for Alzheimer’s disease. N Engl J Med. 2012
Mar 8; 366(10): 957-9.

Aisen PS, Schafer KA, Grundman M, Pfeiffer E, Sano M, DavisKL, et al. Effects of rofecoxib or naproxen vs
placebo on Alzheimerdisease progression: a randomized controlled trial. JAMA. 2003 Jun 4;289(21):2819-
26.

Henderson VW, Paganini-Hill A, Miller BL, Elble RJ, et al. Estrogen for Alzheimer’s disease in
women:randomized, double-blind, placebo-controlled trial. Neurology.2000 Jan 25;54(2):295-301.
Hogervorst E, Yaffe K, Richards M, Huppert F. Hormonereplacement therapy to maintain cognitive function
in women withdementia. Cochrane Database SystRev. 2002(3): CD003799.112

Shumaker SA, Legault C, Rapp SR, Thal L, Wallace RB, OckenelK, et al. Estrogen plus progestinand the
incidence of dementiaand mild cognitive impairment in postmenopausal women: the Women’s Health
Initiative Memory Study: a randomized controlledtrial. JAMA. 2003 May 28; 289(20):2651-62.

Birks J, Flicker L. Selegiline for Alzheimer’s disease. CochraneDatabase Syst Rev. 2003(1): CD000442.

Chiu CC, Su KP, Cheng TC, Liu HC, Chang CJ, Dewey ME, et al. The effects of omega-3 fatty acids
monotherapy in Alzheimer’s disease and mild cognitive impairment: a preliminary randomized double-blind
placebo-controlled study. Prog Neuropsychopharmacol Biol Psychiatry. 2008 Aug 1;32(6):1538- 44.
Freund-Levi Y, Eriksdotter-Jonhagen M, Cederholm T, Basun H, Faxen-Irving G, Garlind A, et al. Omega-3
fatty acid treatment in 174 patients with mild to moderate Alzheimer disease: OmegAD study: a
randomized double-blind trial. Arch Neurol. 2006 Oct;63(10):1402-8.

Lim WS, Gammack JK, Van Niekerk J, Dangour AD. Omega 3 fatty acid for the prevention of dementia.
Cochrane Database Syst Rev. 2006(1):CD005379

Larson EB, Reifler BV, Sumi SM, Canfeld CG, Chinn NM. Diagnostic tests in the evaluation of dementia. A
prospective study of 200 elderly outpatients. Arch Intern Med. 1986 Oct;146(10):1917-22.

55



20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Feldman HH, Doody RS, Kivipelto M, Sparks DL, Waters DD, Jones RW, et al. Randomized controlled trial of
atorvastatin in mild to moderate Alzheimer disease: LEADe. Neurology. 2010 Mar 23;74(12):956-64.
Malouf R, Grimley Evans J. Folic acid with or without vitamin B12 for the prevention and treatment of
healthy elderly and demented people. Cochrane Database Syst Rev. 2008(4):CD004514.

Aisen PS, Schneider LS, Sano M, Diaz-Arrastia R, van Dyck CH, Weiner MF, et al. High-dose B vitamin
supplementation and cognitive decline in Alzheimer disease: a randomized controlled trial. JAMA. 2008 Oct
15;300(15):1774-83.

Clarke RJ, Bennett DA. B vitamins for prevention of cognitive decline: insuffcient evidence to justify
treatment. JAMA. 2008 Oct 15;300(15):1819-21.

Gold M, Alderton C, Zvartau-Hind M, Egginton S, Saunders AM, lrizarry M, et al. Rosiglitazone monotherapy
in mild-to-moderate Alzheimer’s disease: results from a randomized, double-blind, placebo-controlled
phase Il study. Dement Geriatr Cogn Disord. 2010; 30(2):131-46.

Harrington C, Sawchak S, Chiang C, Davies J, Donovan C, Saunders AM, et al. Rosiglitazone does not improve
cognition or global function when used as adjunctive therapy to AChE inhibitors in mild-to-moderate
Alzheimer’s disease: two phase 3 studies. Curr Alzheimer Res. 2011 Aug; 8(5):592-606.

Birks J, Grimley Evans J. Ginkgo biloba for cognitive impairmentand dementia. Cochrane Database Syst Rev.
2007(2): CD003120.

Kurz A, Van Baelen B. Ginkgo biloba compared with cholinesterase inhibitors in the treatment of dementia:
a review based on metaanalyses by the cochrane collaboration. Dement Geriatr Cogn Disord.
2004;18(2):217-26.

Vellas B, Coley N, Ousset PJ, Berrut G, Dartigues JF, Dubois B, et al. Long-term use of standardised Ginkgo
biloba extract for the prevention of Alzheimer’s disease (GuidAge): a randomized placebo-controlled trial.
Lancet Neurol. 2012 Oct; 11(10):851-9.

Hu Z, Yang X, Ho PC, Chan SY, Heng PW, Chan E, et al. Herb-drug interactions: a literature review. Drugs.
2005; 65(9):1239-82.

Gauthier S, et al. Effcacy and tolerability of Ginkgo biloba extract EGb 761® in dementia: a systematic review
and meta-analysis of randomized placebo-controlled trials. Clinical Interventions in Aging 2014:9 2065—
2077.

Tan MS, Yu JT, Tan CC, et al . Efficacy and Adverse Effects of Ginkgo Biloba for Cognitive Impairment and
Dementia: A Systematic Review and Meta-Analysis. J Alzheimers Dis. 2014 [Epub ahead of print]

Sano M, Ernesto C, Thomas RG, Klauber MR, Schafer K,Grundman M, et al. A controlled trial of selegiline,
alphatocopherol, or both as treatment for Alzheimer’s disease. The Alzheimer’s Disease Cooperative Study.
N EnglJ Med. 1997 Apr24; 336(17):1216-22

Miller ER, 3rd, Pastor-Barriuso R, Dalal D, Riemersma RA, Appel LJ, Guallar E. Meta-analysis: high-dosage
vitamin E supplementation may increase all-cause mortality. Ann Intern Med. 2005 Jan 4;142(1):37-46.
Isaac MG, Quinn R, Tabet N. Vitamin E for Alzheimer’s disease and mild cognitive impairment. Cochrane
Database Syst Rev. 2008(3):CD002854.

National Collaborating Centre for Mental Health (UK). Dementia: A NICE-SCIE Guideline on Supporting
People With Dementia and Their Carers in Health and Social Care. 2011/08/12 ed. Leicester (UK): British
Psychological Society; 2007.

Aisen PS, Davis KL, Berg JD, Schafer K, Campbell K, Thomas RG, et al. A randomized controlled trial of
prednisone in Alzheimer’s disease. Alzheimer’s Disease Cooperative Study. Neurology. 2000 Feb
8;54(3):588-93

Graff MJ, Vernooij-Dassen MJ, Thijssen M, Dekker J, Hoefnagels WH, Rikkert MG. Community based

56



38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

occupational therapy for patients with dementia and their care givers: randomised controlled trial. BMJ.
2006 Dec 9;333(7580):1196.

Graessel E, Stemmer R, Eichenseer B, Pickel S, Donath C, Kornhuber J, et al. Non-pharmacological,
multicomponent group therapy in patients with degenerative dementia: a 12-month randomizied,
controlled trial. BMC Med. 2011;9:129.

Cahn-Weiner DA, Malloy PF, Rebok GW, Ott BR. Results of a randomized placebo-controlled study of
memory training formildly impaired Alzheimer’s disease patients. Appl Neuropsychol.2003;10(4):215-23.
Davis RN, Massman PJ, Doody RS. Cognitive intervention inAlzheimer disease: a randomized placebo-
controlled study.Alzheimer Dis Assoc Disord. 2001 Jan-Mar;15(1):1-9.

Spector A, Thorgrimsen L, Woods B, Royan L, Davies S,Butterworth M, et al. Effcacy of an evidence-based
cognitivestimulation therapy programme for people with dementia:randomised controlled trial. Br J
Psychiatry. 2003 Sep;183:248-54

Suzuki M, Tatsumi A, Otsuka T, Kikuchi K, Mizuta A, Makino K, et al. Physical and psychological effects of 6-
week tactile massage on elderly patients with severe dementia. Am J Alzheimers Dis Other Demen. 2010
Dec;25(8):680-6.

Hodgson NA, Andersen S. The clinical effcacy of reflexology in nursing home residents with dementia. J
Altern Complement Med. 2008 Apr;14(3):269-75.

Smallwood J, Brown R, Coulter F, Irvine E, Copland C. Aromatherapy and behaviour disturbances in
dementia: a randomized controlled trial. Int J Geriatr Psychiatry. 2001 Oct;16(10):1010-3.

Chung JC, Lai CK, Chung PM, French HP. Snoezelen for dementia. Cochrane Database Syst Rev.
2002(4):CD003152.

Baker R, Bell S, Baker E, Gibson S, Holloway J, Pearce R, et al. A randomized controlled trial of the effects of
multi-sensory stimulation (MSS) for people with dementia. Br J Clin Psychol. 2001 Mar;40(Pt 1):81-96.
Baker R, Holloway J, Holtkamp CC, Larsson A, Hartman LC, Pearce R, et al. Effects of multi-sensory
stimulation for people with dementia. J Adv Nurs. 2003 Sep;43(5):465-77.

Milev RV, Kellar T, McLean M, Mileva V, Luthra V, Thompson S, et al. Multisensory stimulation for elderly
with dementia: a 24-week single-blind randomized controlled pilot study. Am J Alzheimers Dis Other
Demen. 2008 Aug-Sep;23(4):372-6.

Woods B, O’Philbin L, Farrell EM, Spector AE, Orrell M. Reminiscence therapy for dementia. Cochrane
Database  of  Systematic  Reviews 2018, Issue 3.  Art. No.. CD001120. DOI:
10.1002/14651858.CD001120.pub3.

Guetin S, Portet F, Picot MC, Pommie C, Messaoudi M, Djabelkir L, et al. Effect of music therapy on anxiety
and depression in patients with Alzheimer’s type dementia: randomised, controlled study. Dement Geriatr
Cogn Disord. 2009;28 (1):36-46.

Raglio A, Bellelli G, Trafcante D, Gianotti M, Ubezio MC, Villani D, et al. Effcacy of music therapy in the
treatment of behavioral and psychiatric symptoms of dementia. Alzheimer Dis Assoc Disord. 2008 Apr-
Jun;22(2):158-62.

Han P, Kwan M, Chen D, Yusoff SZ, Chionh HL, Goh J, et al. A controlled naturalistic study on a weekly music
therapy and activity program on disruptive and depressive behaviors in dementia. Dement Geriatr Cogn
Disord. 2010;30(6):540-6.

van der Steen JT, Smaling HJA, van der Wouden er Wouden JC, et al. Music-based therapeutic interventions
for people with dementia. Cochrane Database of Systematic Reviews 2018, Issue 7.

57



54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Lin PW, Chan WC, Ng BF, Lam LC. Effcacy of aromatherapy (Lavandula angustifolia) as an intervention for
agitated behaviours in Chinese older persons with dementia: a cross-over randomized trial. Int J Geriatr
Psychiatry. 2007 May;22(5):405-10.

Jimbo D, Kimura Y, Taniguchi M, Inoue M, Urakami K. Effect of aromatherapy on patients with Alzheimer’s
disease. Psychogeriatrics. 2009 Dec; 9 (4):173-9.

Burns A, Perry E, Holmes C, Francis P, Morris J, Howes MJ, etal. A double-blind placebo-controlled
randomized trial of Melissaoffcinalis oil and donepezil for the treatment of agitation inAlzheimer’s disease.
Dement Geriatr Cogn Disord. 2011;31(2):158-64.

Bains J, Birks JS, Dening TR. The effcacy of antidepressants in the treatment of depression in dementia.
Cochrane Database Syst Rev. 2002(4):CD003944.

Sink KM, Holden KF, Yaffe K. Pharmacological treatment of neuropsychiatric symptoms of dementia: a
review of the evidence. JAMA. 2005 Feb 2;293(5):596-608.

Sink KM, Holden KF, Yaffe K. Pharmacological treatment of neuropsychiatric symptoms of dementia: a
review of the evidence. JAMA. 2005 Feb 2;293(5):596-608

Lee PE, Gill SS, Freedman M, et al. Atypical antipsychotic drugs in the treatment of behavioural and
psychological symptoms of dementia: systematic review. BMJ. 2004 Jul 10;329(7457):75.

Schneider LS, Tariot PN, Dagerman KS, Davis SM, Hsiao JK, Ismail MS, et al. Effectiveness of atypical
antipsychotic drugs in patients with Alzheimer’s disease. N Engl J Med. 2006 Oct 12;355(15):1525-38.
Tariot PN, Schneider L, Katz IR, Mintzer JE, Street J, Copenhaver M, et al. Quetiapine treatment of psychosis
associated with dementia: a double-blind, randomized, placebo-controlled clinical trial. Am J Geriatr
Psychiatry. 2006 Sep;14(9):767-76

Street JS, Clark WS, Gannon KS, Cummings JL, Bymaster FP, Tamura RN, et al. Olanzapine treatment of
psychotic and behavioral symptoms in patients with Alzheimer disease in nursing care facilities: a double-
blind, randomized, placebocontrolled trial. The HGEU Study Group. Arch Gen Psychiatry. 2000 Oct;
57(10):968-76.

UK Committee of Safety of Medicines (CSM). Atypical antipsychotic drugs and stroke: 9th March 2004.
2004 [cited 2013 Feb 1]. Available from:
http://www.mhra.gov.uk/Safetyinformation/Safetywarningsalertsandrecalls/

Safetywarningsandmessagesformedicines/CON1004298

Schneider LS, Dagerman KS, Insel P. Risk of death with atypical antipsychotic drug treatment for dementia:
meta-analysis of randomized placebo-controlled trials. JAMA. 2005 Oct 19; 294 (15):1934-43.

Wang PS, Schneeweiss S, Avorn J, Fischer MA, Mogun H, Solomon DH, et al. Risk of death in elderly users
of conventional vs. atypical antipsychotic medications. N EnglJ Med. 2005 Dec 1;353 (22):2335-41.
Farlow MR, Grossberg GT, Sadowsky CH, et al. A 24-week, randomized, controlled trial of rivastigmine patch
13.3 mg/24 h versus 4.6 mg/24 h in severe Alzheimer’s dementia. CNS Neurosci Ther 2013; 19: 745-752.
Farlow MR, Salloway S, Tariot PN, Yardley J, Moline ML, Wang Q, Brand-Schieber E, Zou H, Hsu T and Satlin
A. Effectiveness and Tolerability of High-Dose (23mg/d) Versus Standard-Dose (10mg/d) Donepezil In
Moderate to Severe Alzheimer’'s Disease: A 24-Week, Randomized, Double-Blind Study. Clinical
Therapeutics, 2010;32:1234-1251

Farlow MR, Veloso F, Moline M, Yardley J, Brand-Schieber E, Bibbiani F, Zou H, Hsu T and Satlin A. Safety
and tolerability of donepezil 23mg in moderate to severe Alzheimer’s disease. BMC Neurology 2011, 11:57
Christensen DD. Higher-Dose (23mg/day) Donepezil Formulation for the Treatment of Patients with
Moderate-to-Severe Alzheimer’s Disease. Postgraduate Medicine, Volume 124, Issue 6, 110-116,
November 2012.

58


http://www.mhra.gov.uk/Safetyinformation/Safetywarningsalertsandrecalls/

PHAN 6

PIEU TRI SUY GIAM NHAN THUC

CUA SA SUT TRi TUE MACH MAU:

Thudc va cac can thiép khac
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Sa sUt trf tu¢ (SSTT) mach méu 1a nguyén nhén dung hang thtr hai cua SSTT sau bénh
Alzheimer. SST:I' mg}ch méq cd dac diém sinh bénh hoc lién quan bénh ly mach mau nao
véi lam sang, dién tién va diéu tri khac véi SSTT do bénh Alzheimer.

Sang thuong do bénh Iy mach méu ndo c6 thé gy ra suy giam nhan thic trén BN c6 yéu té
nguy co mach mau, BN sau dot quy va BN bénh Alzheimern tir d6 tao ra cac bénh canh
SSTT mach méu (VaD- Vascular Dementia), SSTT sau dot quy (PSD- Post-stroke
Dementia) hodc SSTT hdn hop (Mix Dementia). Cho dén nay, méi lién quan gitta bénh ly
mach mau néo va sinh bénh hoc Alzheimer (Beta-amiloid 1-42 va Tau-protein phosphryl
hoa) ciing nhu thiéu hut Acetylcholine tai céc xinap than kinh trong ndo & nhém bénh nay
da duoc xac 1ap trong nhiéu nghién ciru. Do d6, cac liéu phap diéu trj trong bénh Alzheimer
cling nhu trong bénh Iy mach mau nio di duogc tién hanh thar nghiém trén nhém BN nay.

1. Thudc khang men Acetylcholinesterase.

- Nghién ctu tién ctru, ngau nhién, c¢6 dbi chimg mu déi cua Wilkinson va CS (2003)! dugc
thuc hién trén 616 BN SSTT mach méu (theo tiéu chan doan NINDS-AIREN) & muc do
nhe dén trung binh dé danh gia hiéu qua cua donepezil trong diéu tri SSTT mach mau. Trén
80% BN ¢ nhom diéu tri ding donepezil (liéu 5 hoac 10mg) va nhém gia dugc di tham gia
nghién ciu 24 tuan. Két cuc nhan thirc duogc danh gia bang thang ADAS-Cog so Véi diém
nén luc bat dau diéu tri; két cuc chire nang toan bd duoc danh gia bang thang CIBIC-plus.
Két qua: donepezil véi lidu 5 &én 10mg cai thién chirc nang nhan thicc Bn SSTT mach mau
tir tuan thir 6 va duy tri cai thién dén hét thoi gian theo ddi 1a tuan 24, dong thoi thay doi
dang ké chuc ning toan bo & nhdm dung thude 24 tuan (qua CIBIC-plus). (Bang chang muc
o 1)

- Nghién cau tién cau, ngau nhién, c6 ddi ching mu déi cua Black va CS (2003)2 dugc thyc
hién trén 606 BN SSTT mach mau (chan doan theo tiéu chuan NINDS-AIREN) & mirc do
nhe dén trung binh. Két qua sau 24 tuan ghi nhan nhdm dung donepezil liéu 5 hodc 10mg
da cai thién rd rét chirc nang nhan thirc, hanh vi va hoat dong séng. (Bang chang mirc do 1)

- Nghién ctiu tién ciu, ngau nhién, c6 doi chirg mu d6i cia Roman GC va CS (2010)? trén
974 BN SSTT mach mau & mirc 46 nhe (MMSE trung binh 23,5 diém), duoc chan doan
theo tiéu chuan NINDS-AIREN. Két qua 24 tuan & nhém ding thuc donepezil 5mg ghi
nhan cai thién chirc ning nhan thic rd rét so voi nhdm gia duoc, tuy nhién dap tng wu thé
& BN chua teo hai ma thuy thai duong. (Bang chitng muc d6 1)

- Nghién ctru phén tich gop (meta-analysis) nam 2004 cua Malouf R va CS* da dua vao phén
tich 2 nghién ctru ngau nhién, mu doi, dbi chirng véi tong s6 1219 BN SSTT mach méu nhe
dén trung binh. Két qua phan tich cho thiy donepezil liéu 5 hodc 10mg cai thién chiic ning
nhan thirc trong 24 tuan sir dung khi so véi gia duoc. Két qua trén hoat dong sbng va thay
d6i chung khong dap (mg dong nhat véi liéu (liéu 5mg cai thién thay do6i chung, liéu 10mg
cai thién chac nang hoat dong séng). (Bang chang mirc do 1)
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Khuyén céo

Thudc khang men acetylcholinesterase (Donepezil) ¢6 hiéu qua | Mic do | A
lam sang cai thién chirc ndng nhan thirec va nén dung trong di€u
tr1 SSTT mach mau mirc d§ nhe dén trung binh.

-Nghién ctu tién ctu, ngiu nhién, di ching, mu d6i cua Bullock R va CS (2004)s trén 285
BN SSTT hdn hop (VaD + AD) dung galantamine trong 12 thang, trong d6 6 thang dau mu
d6i va so sanh véi gia dugc. Két qua galantamine liéu 24 mg dugc dung nap tét, duy tri
chtrc nang nhan thuc 1au dai trén 12 thang ¢ BN SSTT mach mau di 1ém bénh Alzheimer
(SSTT hdn hop). (Bing chirng mirc d 1)

-Nghién cuiu tién ctru, ngau nhién, d6i chimg, mu doi cua Auchus AP va CS (2007)s trén
788 BN SSTT mach mau don thuan véi nhém ding thuéc galantamine lidu ting dan tir
8mg dén 24mg mdi ngay so véi nhom gia dugc. Két qua cho thay sau 26 tuan, galantamine
cai thién dang ké trén chizc nang nhan thic don thuan, con chitc nang hoat dong séng thi
khong c6 su thay doi khac biét. (Bang chirng muc d6 1)

-M6t nghién ciru phan tich gop (meta-analysis) cua Birks va CS nam 20137 dya trén phan
tich 2 thir nghiém véi 1378 BN SSTT mach mau don thuan va SSTT hdn hop. Phan tich
cho thdy chua du dir liéu dé két luan anh huong galantamine 1én SSTT mach méau don
thuan. (Bang chang mirc do 1)

Khuyén céo

Thudc khang men acetylcholinesterase (Galantamine) c6 hiéu Muc do | A
qua lam sang cai thién chirc nang nhén thirc va nén dung trong

diéu tri SSTT mach mau di kém bénh Alzheimer (SSTT hon

hop) mirc 6 nhe dén trung binh.

2. Memantine.

- Nghién cau ngau nhién, ddi chiing véi gia duogc, danh gia mu doi ciia Orgogozo MJ va CS
nam 20128 trén 321 BN SSTT mach mau mirc d6 nhe dén trung binh, theo ddi 28 thang. Chi
74% BN tham gia hoan tat qua trinh nghién ctru. Tiéu chuan danh gia phan loai khéng chic
chan vai 75% dung hinh anh CT Scan va 25% dung MRI. Két qua ghi nhan diém ADAS-
Cog danh gia nhan thirc khac biét trén nhom dung memantine 20mg/ngay so vai gia duoc,
tuy nhién khong thay d6i nhidu néu so véi nhan thirc nén (baseline). Khdng thay su cai thién
trén danh gia chtrc nang chung va hanh vi cuia BN SSTT mach mau khi dung menantine
(Bang chitng muc do 11)

- Nghién cu ngiu nhién, ddi chimg, mu doi cua Wilcock va CS (2002)° thir nghiém
memantine 20mg/ngay trén 844 BN SSTT mach mau mirc 6 nhe dén trung binh. Trén 80%
BN d3 hoan tat 28 tuan thir nghiém thudc va gia dugc. Két qua c6 su khac biét chirc ning
nhan thic gitta nhém memantime va gia dugc, nhung khong c6 su cai thién nhiéu so Vi
diém nhan thiic nén, déng thoi khong thay doi chirc niang chung khi so véi gia duoc (Bang
chung mue d6 1)
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- Nghién ctru phan tich gop vé vai tro cia memantine trong diéu tri SSTT cua McShane va
CS 2009 ghi nhan khi phan tich trén nhém SSTT mach mau, memantine c6 loi ich rit nho
vé cai thién nhan thicc cho BN SSTT mach mau mirc d6 nhe dén trung binh. (Bang chtng
muc do 1)

Khuyén céo

Memantine ¢ hiéu qua ldm sang 1am chdm mat chirc ning Murc do | A
nhan thirc trong diéu tri SSTT mach mau nhung khong cai

thién nhan thirc dang ké, c6 thé xem xét dung diéu tri SSTT

mach méau muc dd nhe dén trung binh.

3. Thube ting trwéng than kinh va cac thuédc khac.

Céc nhom thudce tang truong than kinh nhu piracetam, vinpocetine, citicoline, gingkobiloba
EGDb761, cerebrolysin déu co cac co ché tac dong 1én gia ting chirc ning nhan thirc va sé
duoc lan luot danh gia hiéu qua trén nhom BN SSTT mach mau qua cac nghién ciru sau:

- Piracetam:

Nghién ctru phan tich gop cua Flicker L va CS (2012)** dua vao 24 nghién ctru véi 11959
BN suy giam nhan thic va SSTT. Két qua phan tich dua trén 4 nghién cira thuan nhét vé chi
s6 GIC cho thdy nhém ding piracetam c6 cai thién trén chi s6 an tugng thay doi chung
(Global Impression of change-GIC), con lai khdng ghi nhan khac biét trén cac test danh gia
nhan thic gitta nhom diéu tri va gia duoc. (Bang ching mirc do 1V vi 4 nghién ctu nay cé
mau nho, quan thé NC khong dai dién cho SSTT mach mau).

- Vinpocetine:

Nghién ctru phéan tich gop cua Szatméri S va CS (2003)*? dua vao phan tich 3 nghién cta
ngau nhién, mu doi, d6i ching giita vinpocetine va gia dugc cho nhém BN SSTT nguyén
nhan mach mau va thoai hoa. Két qua phan tich ghi nhan c6 su khong ré rang vé tinh ngau
nhién, c6 80% BN tham gia hét nghién cau. Két qua ghi nhan c6 sy cai thién chic ning
nhan thic va chace ning chung trén nhém dung BN dung vinpocetine liéu 30-60 mg/ngay
trong 3-6 thang. Tuy vay, két luan ctaa nhém tac gia Szatmari S va CS van cho riang bang
chtng chua du. (Bang chung mic do 1)

- Citicoline:

Nghién ctru phéan tich gop cua Fioravanti M va CS (2005)* dua vao phan tich 14 nghién cua
ngau nhién, mu doi, ddi chung giita citicoline va gia dugc cho nhém BN SSTT mach mau.
Mic di cac nghién ciru 6 thoi gian theo ddi giéi han (20 ngay dén 6 thang) nhung két qua
ghi nhan citicoline c6 hiéu qua duong tinh 1én chtrc niang nhan thic va hanh vi, dong thoi
danh gia 4n tuong chung (GIC) khé tét. (Bang chirng muc do )

Nghién ciru ngau nhién, c6 ddi chitng, nhan mé danh gia vai tro citicoline trén chirc ning
nhan thic & 347 BN nhdi mau ndo lan dau cua Alvarez-Sabin va CS (2013)* ghi nhan
citicoline c6 hiéu qua cai thién suy giam nhan thic sau dot quy. (Bang chirng muc do 1)
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- Gingkobiloba EGb761:

Gingkobiloba EGb761 c6 rat nhiéu nghién ctu tir 1980, tuy nhién danh gia phan tich gop
trén cac nghién ciru ngau nhién c6 ddi chirng nay, tac gia Birks J va CS (2009) két luan du
cac nghién ctu riéng I€ ghi nhan hiéu qua cua EGb761 trén nhirc nang nhan thuc BN SSTT
so Vi gia dugc, nhung tong hop lai thi thiéu tinh ddng nhat nén khong du ¢6 manh két luan.
(Mc bang ching db 1).

Nghién ciru ngau nhién, ddi chiing cua Ihl va CS (2012) trén 404 BN dung EGb761 liéu
240mg trong 24 tuan so véi gia duoc. Két qua ghi nhan nhém BN bénh Alzheimer va SSTT
mach méu c6 sy cai thién nhan thirc va hanh vi khac biét so vai nhém ding gia dugc. (Bang
chung muc do 11).

Nghién ctru phan tich gop cua Ihl va CS (2013)* dua vao phan tich 3 nghién ctru ngau nhién
c6 ddi chung véi tong cong 1294 BN bénh Alzhueimer va SSTT mach mau ¢6 rdi loan hanh
vi tdm than. Két qua phan tich ghi nhan Gingkobiloba EGb761 liéu 240mg/ngay c6 hiéu qua
cai thién nhan thirc va hanh vi khi theo dai diéu tri 22-24 tuan. (Bang ching mac do 1)

Nghién ctru phén tich gop cua Gauthier S va CS (2014)* dua vao phan tich 15 nghién ctru
ngau nhién c6 ddi ching véi tong cong 2684 BN bénh Alzheimer va SSTT mach mau c6
ri loan hanh vi tam than. Két qua phan tich ghi nhan Gingkobiloba EGb761 liéu 120mg
dén 240mg/ngay c6 hiéu qua cai thién nhan thirc va hanh vi khi theo dbi diéu tri 22-26 tuan.
(Bang chang muc d6 11)

- Cerebrolysin:

Nghién ctu ngiu nhién, déi ching, mu d6i cia Guekht AB (2011)* trén 242 BN SSTT
mach mau so sanh hiéu qua diéu tri cerebrolysin 20ml/ngay so véi gia duoc. Két qua ghi
nhan cerebrolysin cai thién chitc nang nhan thirc (danh gia trén thang MMSE va ADAS-
Cog) va cai thién chung trén thang CIBIC. (Bang chitng muc d6 1)

Nghién ctru phén tich gop ciaa Chen N va CS (2013)* danh gia 3 nghién ctru ngau nhién va
dbi chirng vé so sanh cerebrolysin véi gia duoc trong diéu tri SSTT mach méu. Két qua phan
tich ghi nhan cerebrolysin c6 hiéu qua trong cai thién chirc nang nhan thirc va chirc nang
téng thé trén BN SSTT mach mau muac do nhe dén trung binh. Tuy nhién, cac nghién ciu
nay cd thoi gian diéu tri ngan va theo ddi ngan nén can danh gia thém. (Bang ching muc do

1)

Khuyén céo

Trén BN 16n tudi c6 SSTT mirc d6 nhe dén trung binh, Muac do IV | GPP
piracetam c6 thé 1am thay d6i chi s6 4n tuong chung, con cac
chirc nang nhan thuc thi khong céi thién.

Trén SSTT mach méu va thoai hoa muic dd nhe dén trung Murc do 11 B
binh, vinpocetine c6 tac dong nhe Ién chirc nang nhan thirc va
an tuong chung.
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Trén SSTT mach mau mirc d6 nhe dén trung binh, citicoline Muc do | va B
c6 hiéu qua duong tinh 1én chirc nang nhan thuc, hanh vi va I
an tuong chung.
Trén bénh Alzheimer va SSTT mach mau muc do nhe dén Muc do 11 B
trung binh, gingkobiloba EGb761 liéu 240mg/ngay c6 hiéu

qua cai thién nhan thitc va hanh vi khi theo ddi diéu tri 24 tuan
Trén SSTT mach méau mirc do nhe dén trung binh, Muc do | va B
Cerebrolysin c6 cai thién 1én chirc nang nhan thirc va chic I
ning téng thé.

4. Tap luyén chirc niang nhan thirc.

C6 3 hinh thirc tap luyén lién quan chirc ning nhan thirc, bao gom: huan luyén nhan thic,
phuc hoi nhan thie va kich thich nhan thirc. Cac nghién ciru danh gia hé théng bang phuong
phap phan tich gop cac nghién ciru ngau nhién cé ddi ching vé tap luyén nhan thic trén BN
SSTT nam 20122, nam 201322 va nam 20172 ghi nhan hai phwong phap phuc héi nhan thic
va kich thich nhan thirc ¢6 tac dong cai thién nhan thac nhe- trung binh trén nhém BN SSTT
do bénh Alzheimer va SSTT mach mau mic do nhe dén trung binh. Khuyén céo tap luyén
nhan thic 13 lidu phap diéu tri nhan thicc cho BN SSTT. (Bang chirng mirc d6 11 do thiéu
tinh chat phan cap mu trong dénh gia)

Khuyén céo

Tap luyén nhan thic 1 liéu phap diéu tri nhan thic cho BN Mtc do I A
SSTT néi chung, trong d6 ¢c6 SSTT mach mau

5. Phong ngitra suy giam nhan thic mach mau.

Thay dbi 16i sdng 1a tong hop cac liéu phap phong ngira, trong dé loai trir yéu té nguy co
mach mau nhu ché d6 an udng khoe manh, 6n dinh huyét ap, duong huyét, bo thudc 14, tap
thé duc 1a nhitng phuong phap hiru hiéu cho phong ngira SSTT lién quan bénh ly mach mau
ndo. Nghién cttu FINGER 20132 va 2015% (thiét ké ngau nhién, c6 ddi ching) trén 1260
BN ghi nhan can thiép da yéu t6 c6 thé duy tri hoic cai thién chitc nang nhan thirc nguoi
cao tudi. (Bang chang muc do 1)

Khuyén céo

Can thiép da yéu t6, bao gom ché d6 an udng khoe manh, 6n
dinh huyét ap, duong huyét, bo thubc 14, tap thé duc, tap luyén
nhan thtrc ¢6 thé duy tri hoic cai thién chire ning nhan thirc
ngudi €ao tudi

Mtrc do 11 B
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