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Sasut tritué (SSTT) Ia nhédm bénh dang dnh hudng rat I&n dén strc khde va chat lwvong
séng cla con ngudi Viét Nam va Thé gidi. Theo bdo cdo World Alzheimer Report
2023, s6 ngudi bi SSTT trén thé gidi hién nay trén 55 triéu ngudi va xu hudng tang
lén dén 139 triéu ngudi ndm 2050. Nghién cru dich té hoc & phia Bic do GS Pham
Thang va & phia Nam Viét Nam do PGS Vi Anh Nhij ti€n hanh d3 ghi nhan ti 1é sa sut
tri tué chiém 4,8-5% & ngudi trén 60 tudi, nhu vay Viét Nam chung ta hién dang cd
hon 500.000 ngudi trén 60 tudi bi sa sut tri tué. Nguyén nhan sa sut tri tué hang dau
|a bénh Alzheimer, k& dén la cdn nguyén mach mdu n3o, cung vdi rat nhiéu nguyén
nhan khac lién quan dén hoat ddng séng va chuyén hda cla co thé.

Twr khi ca bénh SSTT dau tién duoc phat hién vao ndm 1906 dén nay, rat nhiéu nghién
ctru sinh bénh hoc, chdn doan va diéu tri bénh ly SSTT dwoc tién hanh. Do d6, cdng
tadc chan dodan va diéu tri bénh ly SSTT khong ngirng dwoc cai thién va nang cao. Tiép
can va cap nhat cac nghién ciru dé dé ra cac hwdng dan chan doan va diéu trj phu
hop cho bénh ly SSTT |a mét viéc lam can thiét cha cac HOi chuyén khoa SSTT trén thé
gioi.

Nam 2023, nhiéu phuwong phap tiép cin chan dodn va diéu tri mdi duoc dp dung, gop
phan cho viéc hinh thanh phuong chdm chan doan va diéu tri sa sut tri tué hién nay
“Lam giam nguy co sa sut tri tué: khong bao gio la qua sdm, khong bao gio la qua
muon” (“Reducing dementia risk: never too early, never too late”)

Nam 2018, |an dau tién HOi Bénh Alzheimer Va RGi Loan Than Kinh Nhan Thirc Viét
Nam ban hanh “Huéng dan Chan dodn va Diéu trj Sa sut tri tué” phién bdn mot. Dén
nay da 5 nam sau phién ban dau tién, nhitng tién bé madi da dua dén nhu cau xay
dwng phién ban th& hai nham mang dén cho cac dong nghiép nhitng cap nhat méi
trong chan doan va diéu tri SSTT hién nay. “Huwdng dan Chan dodn va Diéu trj Sa sut
tri tué” 2023 nay duoc xay dung dwa trén cac bang chirng nghién clru tot nhat va tap
trung vao cac van dé chinh sau:

1. Tiéu chudn chdn dodn sa sut tri tué.

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

3. Vai trd cta bénh stt, thdm khdm va cdn Iédm sang trong chdn dodn sa sut tri
tué va suy giam nhdn thire nhe.

Diéu tri phong ngtra tién phdt va thi phdt trong sa sut tri tué

Huwdng dan diéu tri suy gidm nhdn thire ciia bénh Alzheimer va bénh thé Lewy
6. Hwdng dan diéu tri suy gidm nh@n thirc cla sa sut tri tué mach mdu

\noA

BAN SOAN THAO
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PHAN 1

MUC PO BANG CHUNG &

HANG KHUYEN CAO




Hoi df)ng chuyén gia cua Hoi Bénh Alzheimer va R&i loan nhan thtrc than kinh Viét Nam
thong nhat mic d§ bang ching va hang khuyén cao trong Huéng dan chan doan va diéu tri
sa sut tri tu¢ nay nhu sau.

Theo cach phan loai mtc d6 bing ching va hang khuyén céo cho thuc hanh 1am sang

(Clinical Practice) cua hoi TK Chau Au (EFNS) 2004 [1] va hoi Than Kinh My (AAN)
2011[2]:
B%mg ching khoa hoc cho khao sat chin doan va diéu tri dwoc danh gid dua trén
muc d6 chic chin (muc do I, IL, III va IV) cia cac nghién ctru co dinh hudng trude
(prespecifed), va cac khuyén cao dugc phan ra theo do manh ctia bang ching (hang A, B,
hoac C). Trong trudong hop cac cau hoi lam sang quan trong nhung khong co du bing
chiang phu hop, khuyén cao “diém thuc hanh tét- Good Practice Point- GPP” s& duogc cho
dua vao két qua nghién ctru va sy dong thuan ctiia nhém chuyén gia. Toan b khuyén cao
dugc ddng thuan boi hoi dong xay dung Hudng dan.

A. Mikc do bang chirng va hang khuyén cao danh cho cac phwong
phap chian doan
Bang 1: Mirc d9 biang chirng va hang khuyén c4o danh cho cic phwong phép chin dosn

Bing chirng Dinh nghia
Miurc do 1 Mot nghién ctu 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 cua bénh nhan, va cac khao sat thich hop dugc dung dé
chan doan xac dinh

Murc do 1T Mot nghién ciru tién ctiru pho hep (trén 1am sang) ¢ nguoi nghi ngo mic bénh
hodc mot nghién ciru hdi ciru dugc thiét ké tot trén pho rong nhiing nguoi da
dugc chan doan xac dinh (tiéu chuin vang) so sanh v6i nhom chimg pho rong,
khao sat duoc danh gia mu- khong biét biéu hién 1am sang ctia bénh nhan, va
cac khao sat thich hop duoc ding dé chin doan xac dinh.

Mire do II1 Bang ching tir mot nghién clru hdi ctru c6 nhém nguodi nghi ngo méq bénh
cling nhu nhom ching pho hep va khao sat duge danh gia mu- khong biét bicu
hién 1am sang cua bénh nhan.

Mirc do IV Céc nghién ciru c6 thiét ké trong d6 cac khao sat khong dugc danh gia mu hodc
bang chung dugc cung cap boi 1 y kién chuyén gia hoac nghién ctiru mo ta loat
ca (khong c6 nhém ching).

Khuyén cao Dinh nghia

Hang A Co loi/co gia tri tién doan hodc khong co loi/co gia tri tién dodn
Két qua rd rang tir it nhat 1 nghién ctru loai I hodc it nhét 2 nghién ctru loai I
hing dinh.

Hang B “Rat 6 thé” ¢6 lpi/cé gid tri tién dodn hodc khong c6 loi/cé gid tri tién dodn
Két qua rd rang tir it nhat 1 nghién ctru loai II hodc rat nhiéu nghién ctru loai
II1.

Hang C “Cé thé” ¢ lpi/cé gid tri tién dodn hodc khéng cé loi/cé gid tri tién dodn
Két qua tir it nhat 2 nghién ctru loai I

GPP Khuyén céo thuc hanh 1am sang tot nhat dya trén kinh nghiém 1am sang va
(Good practice | dong thuan ctia nhém chuyén gia.
points)




B. Mitc d6 bang chirng va hang Khuyén cdo danh cho cic thir
nghiém lam sang

Bang 2: Mikc d§ bing chirng va mirc d§ khuyén cdo danh cho cac thir nghiém Iim san
Bing Dinh nghia
chirng
Mirc do I | Mot thtr nghiém 1am sang tién ctru trén mot quém thé dai dién, thiét ké nghién ctru
du d6 manh, ngdu nhién, d6i chimg, danh gia két cuc theo phuong phap mu hodc
mot bao cao danh gia hé thong (systemic review) cac thir nghiém lam sang tién ctru
trén mot quan thé dai dién, thiét ké nghién ctru du d6 manh, ngau nhién, ddi chung,
danh gia két cuc theo phuwong phap mu. Pong thdi phai thoa man thém cac didu kién

sau:
a. Phan cip mu ngdu nhién
b. Két cuc tién phat duoc dinh nghia 5 rang
c. Tiéu chuin loai tri/dua vao duoc dinh nghia rd rang.
d. Khoéng bi mat mau qué tiéu chuan (it nhat 80% c& mau hoan thanh nghién

ctru) va su chong chéo sb lugng du thap dé sai 1am thap nhat.

e. Céc dic diém nén lién quan duoc trinh bay va c6 sy tuong duong co ban
gifra cac nhom diéu tri hodc ¢6 su hiéu chinh théng ké& phu hop cho su khac
nhau.

Mirc d¢ IT | M6t nghién ctiru doan hé tién ctru trén mot quz:in thé dai dién, danh gia két cuc theo

phuong phap mu, thoa cac diéu kién a-e phia trén sodc mot thir nghiém ngiu nhién,

dbi chimg trong mot quan thé dai dién nhung thiéu mot trong cac diéu kién a-e.

Mike dd IIT | Tat ca cac thir nghiém c6 dbi chimg khac (bao gom ddi chimg trong bénh str tu nhién

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

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

Mirc d9 IV | Bang chimg tir cic nghién ciru khong ddi chimg, nghién ciru hang loat ca, béo cdo

ting ca, hodc y kién chuyén gia.

Khuyén Pinh nghia
cao

Hang A “Xac dinh” 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 hing dinh (consistence).

Hang B “Radt ¢ thé” hiéu qua, khong hiéu qua hodc c¢é hai.

Két qua rd rang tir it nhit 1 nghién ctru loai II hodc rat nhiéu nghién ctru loai 1L

Hang C “Cé thé” hiéu qua, khong hiéu qua hodc ¢é hai.

Két qua tir it nhat 2 nghién ctru loai I1L

GPP Khuyén cdo thyc hanh 1am sang tot dya trén kinh nghiém 1am sang va dong thuan
(Good ctia nhém chuyén gia.

practice

points)

Tai liéu 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 POAN SA SUT TRI TUE




A. Chon tiéu chuian chan doan sa sut tri tué (réi loan than kinh
nhin thirc dién hinh) theo tiéu chuan DSM-5

Cam nang chan doan va thong ké cac rdi loan tdm than (DSM- Diagnostic and Statistical
Manual of Mental Disorders) duoc Hoi Tam than hoc Hoa Ky (APA) dua ra lan dau tién
vao nam 1952. Cung vdi su tién bo cuia khoa hoc va cong tac chan doan, 1an luge cdc cAm
nang tiép theo DSM 11 (1968), DSM III (1980), DSM 1V (1994), DSM IV- R (2000) duoc
ra doi. T nam 2000, nhan thay nhiéu han ché cia DSM IV, mot nhém nghién ctru cia
APA di duoc thanh 14p dé xay dung tiéu chudn DSM méi va dén nam 2013, DSM-5 da ra
doi voi nhidu diém tién bo [1]. Trong DSM-5, céc tiéu chuan trac nghiém TK tam ly dung
dé danh gia suy giam nhan thitrc hanh vi va cac tiéu chuan chan doan bénh duogc xay dung
mot cach cu thé dé ung dung vao thuc té 1am sang. Nén DSM-5 s€ 1a mot tiéu chuan vang
virng chic cho cac nghién ctru va thuc hanh 1am sang.

Bén canh b0 tiéu chuan DSM, trong thyc hanh va nghién ctru bénh Alzheimer, cac nha
bénh hoc va cac chuyén gia trong lanh vuc SSTT ciing di xdy dung céac tiéu chuan chan
doan sém trén l1am sang, trén can lam sang va trén dac diém sinh bénh hoc. Céc tiéu chuan
bao gom tiéu chuan cia NINCDS-ADRDA va IWG (s& dugc trinh bay trong phan D).

DSM-5 12 mot bd tiéu chuan chin doan méi. Riéng trong lanh vyuc r6i loan than kinh nhan
thire, nhitng thay doi tich cuc cia DSM-5, song hanh véi thanh tyu khoa hoc vé than kinh
nhan thtrc, rat phu hop cho ing dung trong Iam sang va nghién ctru hién nay.

Nghién ctru ciia Eramudugolla R va CS (2017) [2]

Thiét ké: ‘Nghién ctru danh gia trén mau quan thé véi 1644 nguoi truong thanh do tudi tir
72-78 tudi. Luu d6 tiéu chuan chan doan su dung cac dir liu tam than kinh, tién sir bénh,
theo ddi danh gia nhan thirc va phong van nguoi cung cap thong tin.

Két qua: Luu d6 d3 phan loai chinh x4c suy giam than kinh nhén thtrc ning theo DSM-5
(Dién tich dudi duong cong (AUC) = 0.95, 95% khoang tin cay (CI) 0.92—-0.97), sa sut tri
tué theo DSM-IV (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 gidm nhan thttc nhe theo IWG (AUC =
0.76, 95% CI 0.72—0.81) khi so sanh véi chan doan cta chuyén gia.

Chan doén sa sut tri tué ciia chuyén gia st dung tiéu chuan DSM-5 di chong lap véi 90%
nhing truong hop chan doan theo tiéu chuan DSM-IV, nhung dan dén tang thém 127%
trong chan doan so véi DSM-IV. Cac case duoc chan doan thém co su suy gidm tri nhg,
ngodn ngit va cac hoat dong diing cong cu trong cudc sdng hing ngay it hon so véi nhing
case du1 tidu chuan chan doan theo DSM-IV cho sa sit tri tu¢. Tiéu chuan DSM-5 cho suy
giam than kinh nhan thtrc nhe chdng 1ap 1én 83% cua suy giam nhén thirc nhe va lam ting
thém 19% céc case duoc chan doan. Nhitng case ting thém nay co6 su khac biét mo hd vé
chirc nang nhan thiic so v6i nhirng truong hop suy giam nhan thiic nhe, bao gdm nhan thirc
xa hoi kém.

Két lugn: tiéu chuan chan doan suy giam than kinh nhan thitrc theo DSM-5 ¢6 thé dua vao
luu d6 do ludng tam than trong quan thé. Chan doan ciia cac chuyén gia sir dung suy giam
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than kinh nhan thirc theo DSM-5 bit duoc da s6 nhimng truong hop cua sa sut tri tué theo
DSM-IV va suy giam nhan thirc nhe MCI trong mau ctia ching t6i, nhung thém duoc rat
nhiéu trudng hop chan doan méi. Piéu d6 cho thiy ring tiéu chudn DSM-5 14 rong rai hon
trong viéc phan loai bénh.

Khuyén cao Bang chung

Tiéu chuin DSM-5 bao gdm nhiéu théng tin 14m
sang hon trong chan doan suy giam than kinh
nhan thirc dién hinh (con goi 1a SSTT) dan dén ty Muc do 11 B
1¢ chan doan cao hon nhung véi gia trj tién doan
4m van tot.

B. Thuat ngir dung trong hwéng dan 1am sang
Can ctr vao thuat ngir dung trong cac huéng dan 1am sang bénh 1y sa st tri tué va suy giam
nhan thl:fC’tI'éIl thé gidi hién nay theo cac ti€u chuan DSM-5, IWG, NIA-AA [3], Ban Soan
Thao quyét dinh van st dung thuat ngir:

- SA SUT TRI TUE va

- SUY GIAM NHAN THUC NHE
cho cac giai doan bénh 1y suy giam nhén thiic trong cic hudng dan chan doan va diéu tri
trén 1am sang.

Riéng thuat ngit “Réi loan than kinh nhan thtc nhe” va “Réi loan than kinh nhan thirc
nang” nhu trong DSM-5 c6 thé dung trong cac nghién ctru.



C.Cic tiéu chuan chan doan sa siit tri tué theo DSM-5

TIEU CHUAN CHAN POAN SUY GIAM NHAN THUC NHE
(Réi loan than kinh nhan thirc nhe theo DSM-5)

.UO

C6 bang chtng suy giam nhan thtrc nhe ¢ 1 hodc nhiéu linh vyc nhan thiic (su tip

trung chi ¥, chirc nang diéu hanh, hoc tip va tri nhd, chirc nang ngdn ngir, thi giac

khong gian va nhén thirc xa hi) dva trén:

1. Than phién ctia ngudi bénh, hodc ciia nguoi than, hodc ghi nhan bai bac si vé
su suy giam nhe chirc nang nhan thuc, va

2. Suy gidm nhe trong biéu hién nhén thire, tét nhét 13 duoc xac dinh cac test
tam than kinh da dugc chuan héa hodc néu khong thi dya trén dénh gia 1am
sang c6 chat luong khac.

. Suy giam nhan thirc khong lam anh huong dén tinh doc 1ap trong cac hoat dong

hang ngay (trc 1a cac hoat dong song phuc tap nhu tra hoa don, dung thudc didu
tri,...van ty thyc hién, tuy nhién can c6 sy n6 luc chi y khi thuc hién)

Be;nh nhan khong dang bi mé sang, 1u 14n cip

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

TIEU CHUAN CHAN POAN SA SUT TRi TUE
(Réi loan than kinh nhan thirc niing theo DSM-5)

SRS

C6 bang ching suy giam nhén thirc dang ké ¢ 1 hodc nhiéu linh vic nhan thic

(su tap trung chd y, chtrc nang diéu hanh, hoc tap va tri nhd, chirc ning ngdn ngir,

thi gidc khong gian va nhan thure xa héi) dua trén:

3. Than phién cua nguoi bénh, hodc cuia ngudi than, hodc ghi nhan boi bac si vé
su suy giam ro rét chirc ndng nhan thuc cia bénh nhén, va

4. Suy giam dang ké trong biéu hién nhan thirc, tot nhét 1a duoc x4c dinh céc test
tdm than kinh d3 dugc chuan héa hodc néu khong thi dua trén danh gia 1am
sang c6 chat luong khac.

Suy giam nhan thic 1am anh huong dén tinh doc 1ap trong cac hoat dong hang

ngay (tuc la can su hd tro tdi thiéu & cac hoat dong séng phtrc tap nhu trd hoa don,

dung thue diéu tri,...)

Bénh nhan khong dang bi mé sang, 1a 1an cap

Suy giam nhan thirc khong phai do nguyén nhan tim than kinh khac (vi du tram

cam hay tAm than phan liét).
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TIEU CHUAN CHAN POAN
SA SUT TRi TUE DO BENH ALZEIMER (DSM 5)

A. Théa man tiéu chuan SSTT

B. Suy giam nhan thirc khéi phat tir tir va tién trién tang dan ¢ it nhat c6 2 linh vuc
nhan thuec.

C. Théa min tiéu chudn c6 kha ning hodc c6 thé bénh Alzheimer dudi day:

Chén do4n c¢6 kha ning bénh Alzheimer néu théa man mot trong hai tiéu chuan
sau, con khong thoa man thi chan doan la c¢6 thé bénh Alzheimer:

1. Bing chtng c6 dot bién gen gdy bénh Alzheimer tir tién sir gia dinh hodc kiém tra
di truyén hoc.

2. Co ca ba tiéu chuan sau:

a. Bang chimg rd rang giam tri nhé va kha ning hoc tp va it nhat mot trong cac
linh vuc nhan thirc khac (dua vao hoi tién st va céc test tam than kinh).

b. Tién trién suy giam nhan thirc ning dan lién tuc va tir tir, khong ¢ thoi ky
binh nguyén kéo dai.

c. Khong ¢ bang ching cta cac nguyén nhan két hop khac (nhu khong c6 bénh
ly thoai hoa than kinh khac va cac bénh ly mach méu ndo hodc cac r6i loan than kinh,
tam than khac hoic cac bénh 1y hé thong gay suy giam nhan thirc).

D. Nhiing rdi loan nay khong duge giai thich phi hop hon bdi cac bénh Iy mach mau
ndo, cac bénh ly thoai hoda than kinh khéc, tac dung ctia mot chit hodc cac bénh ly tam
than, than kinh hodc bénh 1y hé théng khac.
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TIEU CHUAN CHAN POAN
SA SUT TRi TUE THUY TRAN - THAI DUONG (DSM-5)

A. Thoa mén tiéu chuin bénh 1y SSTT.
B. Rdi loan nay cé khdi phat tir tir va tién trién tang dan
C. C6 diéu kién (1) hoac (2):
1. Thay d6i hanh vi:
a. Co ba hoac hon céac triéu ching hanh vi sau:
i. Giai trc ché hanh vi
1. Tho o, hodc chdm chap
iii. Khong c6 sy déng cam va thiu cam
iv. Hanh vi 1ap lai, kién tri, rap khuon hodc hanh vi ép bude, 18 nghi
v. An bay hoic thay ddi ché do an
b. Giam ndi bat trong nhan thirc xa hdi va kha nang diéu hanh.
2. Thay d6i ngén ngit

a. Giam ndi bat kha nang ngdn ngir, trong viéc tao 101 nd1, tim tur, goi té€n vat, ngilr
phap hoac hiéu tur.
D. Bao ton turong d6i kha nang hoc tip va tri nhé va chirc ning tri gidc — van dong.

E. Réi loan nay khong dugc giai thich pht hop hon boi cac bénh Iy mach mau nio,
cac bénh ly thoai hoa than kinh khéc, tac dung ctia mot chit hodc cac bénh ly tam
than, than kinh hodc bénh 1y hé théng khéc.
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TIEU CHUAN CHAN POAN
SA SUT TRi TUE THE LEWY (DSM-5)

A. Théa mén tiéu chuan SSTT.
B. Rdi loan nay c6 khéi phat tir tir va tién trién tang dan.

C. Thoa man dong thoi tidu chuan chan doan cét 161 va nhirng tiéu chuan chan doan
go1y cho bénh ly c6 kha nang hodc c6 thé SSTT thé Lewy.

Néu chin doén c¢6 kha niang SSTT thé Lewy thi bénh nhan phai ¢ hodc hai tiéu
chuan cot 161 hoac mot ti€u chuan goi y va mot hodc hon cac ti€u chuan cot 16i.

Néu chan do4n c6 thé SSTT thé Lewy, bénh nhan chi c6 mdt tiéu chuan cbt 161 va
mot hodc hon ti€éu chuan goi y.

1. Tiéu chudn chan doan cot 15i:
a. Su dao dong nhan thirc v6i nhitng bién dong rd rang cia sy chd y va tinh tao.
b. Ao thi tai phat dugc hinh thanh mot cach r6 rang va chi tiét.

c. Cac dac diém cta hoi chimg Parkinson tu phat, phai khoi phat sau biéu hién suy
giam nhan thue.

2. Tiéu chuan chan doan goi y:

a. Thoa man tiéu chudn réi loan hanh vi trong gidc ngi REM (trong pha chuyén
dong mat nhanh khi ngu).

b. Nhay cam véi thudc chdng loan than ning.

D. Réi loan nay khong duoc giai thich phu hgp hon béi cac bénh ly mach mau nao,
cac bénh ly thoai hoa than kinh khéc, tac dung ctia mot chit hodc cac bénh ly tam
than, than kinh hodc bénh ly hé théng khac.
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TIEU CHUAN CHAN POAN
SA SUT TRi TUE DO BENH PARKINSON (DSM-5)

A. Théa mén tiéu chuan chan doan SSTT.

B. Réi loan xay ra trong bdi canh da co bénh Parkinson.

C. Suy giam nhan thirc c6 khai phat tir tir va tién trién ting dan.

D. Réi loan nh?fln thirc nay khong phé‘i do cac bénh ly ndi khoa hoac khong giai thich
phu hop hon bang cac bénh ly tam than khéc.

Chian doan c6 kha ning SSTT do bénh Parkinson dugc néu ra néu thoa man tiéu
chuan 1 va 2.

Chin doan c6 thé SSTT do bénh Parkinson duoc néu ra néu thoa mén tiéu chuan 1
hoac ti€u chuan 2:

1. Khong c6 bang chimg cua cac nguyén nhan két hop khac (nhu khong ¢ bénh Iy
thoai hoa than kinh khac va cac bénh ly mach mau néo hodc céac r6i loan than kinh,
tam than khac hodc cac bénh ly hé thdng gy suy giam nhén thuc).

2. Bénh Parkinson rd rang di trudc khoi phat cia réi loan than kinh nhén thirc.

TIEU CHUAN CHAN POAN
SA SUT TRi TUE MACH MAU (DSM-5)

A. Théa man tiéu chuin chin doan SSTT.

B. Dic tinh 1am sang nhat quan voi nguyén nhan mach mau, dugc goi y boi mot trong
hai bi€u hién sau:

1. Khdi phat cua suy giam nhén thirc 13 tam thoi lién quan dén cac bién ¢b mach méau
nao.

2. Bang chtng ctia suy giam nhan thire trdi hon trong cac hoat dong chi y phtc tap
(bao gém ca toc do xur ly) va chirc nang di€u hanh thuy trén.

C. C6 bang ching ton tai ciia cac bénh ly mach mau ndo tir tién sir, kham 1am sang va/
hodc hinh anh hoc than kinh du dé quy két cho thi€u s6t than kinh nhén thiec.

D. Tri¢u chung khong dugc giai thich phu hop hon béi cac bénh ly tai ndo hodc bénh
ly hé thong khac.
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TIEU CHUAN CHAN POAN
SA SUT TRi TUE DO CHAN THUONG SQ NAO

A. Théa man tiéu chuin chin doan SSTT.

B. C6 bang chiing chan thuong ndo — mét tdc dong dén dau va cac co ché khéc cta
chuyén dong hodc thay doi chuyén dong nhanh ctia ndo trong hop so, voi mot hodc
hon céc tiéu chuan sau:

1. Mét sy thire tinh.
2. Mét trf nhé sau chin thuong.
3. Réi loan dinh huéng va 14 1an.

4. Céc d4u hiéu than kinh (nhu hinh anh hoc than kinh cho thiy ¢6 ton thuong; con co
giat mai1 khoi phat; nang 1én rd cua cac con co giat da co trude; khiém khuyét thi
truong; mat khiru giac; yéu nira nguoi)

C. Réi loan nhan thuc xay ra tuc thi sau khi chin thuong nao hodc tuc thi sau khi su
thure tinh dugc phuc hoi va kéo dai qua giai doan sau chan thuong cap tinh.

D. Cac tiéu chuin chin dodan sa sut tri tué khac

TIEU CHUAN NINCDS-ADRDA TRONG CHAN POAN BENH ALZHEIMER
2007 [4]

Chan doan xéac
dinh

Tiéu chuin chan doan cta cé kha niang AD
M6 bénh hoc phu hop voi AD

Chan doan nhiéu
kha nang

Bénh sir va test tim than kinh phu hop véi SSTT

Giam sut tang dan vé tri nhd va mot loai nhan thic

Khéng c6 r6i loan y thire

Khoi phat gitta 40-90 tudi

Khong c6 bénh ly hé thong hodc céc bénh ly ndo gdy SSTT

Chan doan c6 thé

SSTT véi khoi phat va dién tién khéac
Cé sy hién dién bénh ly hé théng hodc cac bénh ly ndo khac

Giam sut ting dan mot chic ning than kinh nhan thic
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TIEU CHUAN CHAN POAN BENH ALZHEIMER THEO IWG-2, 2014 [5]

Lam sang
Dién hinh:

Quén lién quan hoi hai ma Cin phai 6 cac chi diém sinh hoc bénh
Khéng dién hinh: Iy

Teo vo nido sau
- DNT (giam Beta-Amyloid1-42 va

R’(’l - h~ kh,\ d-,l h\ h
o1 loan ngir nghia khong dién hin tang P-Tau

Tdn thuong thuy tran khong dién hinh

N Hodc
Tien lam sang - Amyloid PET (tang ling dong
Cdc nguy co khong triéu chirng: Beta- Amyloid)
Khong c¢6 tri€éu chimg bénh Alzheimer
(dién hinh va khong dién hinh)
Tién chirng (dpt bién di truyén trji)
Khong c¢6 tri€éu chimg bénh Alzheimer

(dién hinh va khong dién hinh)

~ TIEU CHUAN CHAN DOAN
GIAI DOAN TIEN LAM SANG CUA BENH ALZHEIMER THEO IWG-2

Cho thé khong triéu chimg nhung c6 nguy co cho bénh Alzheimer (ca A va B):
A. Khéng c6 triéu ching dién hinh ctia bénh Alzheimer (can cé 2 tiéu chudn):

- Khong ¢ hoi ching quén ciia hdi hai ma

- Khong c6 bat ky triéu chimg 14m sang nao ctia bénh Alzheimer khong dién hinh

B. Cén lam sang c6 bang ching vé bénh 1y hoc cta bénh Alzheimer (canl trong cac tiéu
chuan):

- Giam AB1-42 va tang protein Tau & DNT
- Amyloid PET (ting ling dong B-Amyloid)
Cho giai doan tién chirng ciia bénh Alzheimer (ca A va B)
A. Khong c6 triéu chimg 1am sang dic hiéu (can ca 2 tiéu chuan):
- Khong c¢6 HC quén thé hoi hai ma
- Khong c6 bét ky triéu chimg 1am sang nio ctia bénh Alzheimer khong dién hinh

B. Di truyén troi vé dot bién gen PSNEI1, PSEN2, hay APP hodc cac gen khéac (Ho1
chirng Down,...)
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KHUYEN CAO CUA IWG TRONG CHAN POAN LAM SANG BENH ALZHEIMER
2021 [6]

Chén doan bénh Alzheimer 1 14m sang va sinh hoc. Kiéu hinh 1am sang cia bénh
Alzheimer (kiéu hinh dwong tinh) va bang ching diu 4n sinh hoc cta bénh ly bénh
Alzheimer (duong tinh v61 Amyloid va Tau). Kiéu hinh 1am sang lién quan dén bénh ly
bénh Alzheimer la hoi chiing mat tri nh0’ ctia hdi hai ma (dlen hinh), bién thé teo vo ndo
sau va bién thé mat ngon ngir tién trién nguyén phat. Bién thé hanh vi hodc bién thé r01
loan diéu hanh, bién thé vo ndo va cic bién thé khac cia chimg mat ngdn ngir tién trién
nguyén phat it lién quan hon dén bénh 1y bénh Alzheimer (bénh Alzheimer khong phd
bién). Nhitng kiéu hinh nay c6 thé hoic khong anh hudng dén tinh doc 14p trong hoat dong
hang ngay.

Bénh nhan c6 nhitng kiéu hinh ph6 bién, d4u 4n sinh hoc Amyloid va Tau duong tinh gitip
xac dinh chan doan bénh Alzheimer. Duong tinh cua du 4n sinh hoc Amyloid va Tau la
can thiét vi kiéu hinh mét tri nhé két hop Amyloid duong tinh khong dic trung cho bénh
Alzheimer va c6 thé gip trong cac bénh thoai hoa than kinh khac ddng thdi véi bénh
Amyloid (bao gdbm LATE va sa sut tri tué¢ thé Lewy) hodc ¢ cac bénh nhan véi bénh ly
mach mau Amyloid ndo va suy gidm nhan thirc mach mau

Khuyén céo dinh lugng diu 4n sinh hoc Amyloid B bénh ly 13 AB42 DNT thép, ty AB40—
AB42 DNT tang, tang lang dong B- Amyloid trén PET Amyloid. P61 véi Tau bénh ly, Tau
phosphoryl hoa trong DNT tang cao dugc khuyén cao hon Tau toan phan vi d6 dac hi¢u
thap.

Dinh lugng cac déu 4n sinh hoc trong DNT duoc uu tién vi cung cap thong tin ddng thoi
v€ hai loai dau an sinh hoc (Amyloid p va Tau), it ton kém hon Amyloid PET va Tau PET.
Neéu chong chi dinh choc do tiy song, chup PET 1a mdt giai phap thay the.

Trong thyc hanh lam sang, dau 4n sinh hoc Amyloid B va Tau huyet tuong hién khong
duoc khuyén cdo. Mic du day hta hen, nhung d4u 4n sinh hoc huyét tuong can dugc chuin
héa va x4c nhan thém trudce khi chiing cé thé dugc coi 14 bang ching chic chin vé bénh ly
bénh Alzheimer (duong tinh Amyloid va Tau)

Trong thuc hanh 14m sang, viéc tAm soat cac du n sinh hoc bénh ly 6 nhiing nguoi khong
bi suy giam nhan thuc khong duge khuyén céo. Trong tuong lai, néu cac liéu phap hoic
chuong trinh phong ngtra cho thdy hiéu qua dang ké trong viéc tri hodn su khoi phat cua
bénh, diéu d6 co thé sé& thay d6i nhu cau diéu tra du an sinh hoc ¢ nhitng d6i tuong nay.

Néu khong ¢ du 4n sinh hoc bénh nhan nén dugc chan doan hoi chimg 1am sang— Vi
du, kiéu hinh bénh Alzheimer mat tri nhé hodc méat ngdn ngit tién trién nguyén phat (nghia
1a kiéu hinh 1am sang duong tinh nhung Amyloid B va Tau khong duoc khao sat). Trong
nhirng tinh hudng nay, cin chi y loai trir cac nguyén nhan khong gy thoai héa. Néu diu
an sinh hoc thoai hoa than kinh dwong tinh (vi du, giam chuyén héa 18Ffluoro
deoxyglucosePET, teo ndo trén MRI T1W) thuong két hop véi kiéu hinh thong thudng
cua bénh Alzheimer con duoc goi la thoai hda than kinh do bénh Alzheimer
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KHUYEN CAO CHAN POAN BENH ALZHEIMER THEO IWG 2021

Kiéu hinh 1am sang pho bién bénh 1y bénh Alzheimer:

hoi ching mat tri nh¢ cua hoi hai ma (dién hinh), teo vé ndo sau va mat ngén ngit tién

trién nguyén phat.

Chéan doan xac dinh

Amyloid (+), Tau (+)

Chén doan nhiéu kha ning

Amyloid (+), Tau (-) hodc khong rd

Chén doan c6 thé

Tau (+), Amyloid (-) hodc khong 1o

Loai trir bénh Alzheimer

Amyloid (-), Tau (-)

Khéng chan doan

Amyloid va Tau khong dinh lugng

Kiéu hinh 1am sang khong phé bién bénh 1y bénh Alzheimer:

(blen thé hanh vi hozic r01 loan diéu hanh, héi chimg vo néo hach nén, mét luu loat va
rdi loan ngit nghia cia mat ngdn ngit tién trién nguyén phat)

Chén doan nhiéu kha ning

Amyloid (+), Tau (+)

Chan doan c6 thé

Amyloid (+), Tau (-) hodc khong rd

Chan doan khong c6 kha
nang

Tau (+), Amyloid (-) hodc khong rd

Loai trir bénh Alzheimer

Amyloid (-), Tau (-) hodc khong ro
Tau (-)m Amyloid khong ro

Khoéng chan doan

Amyloid va Tau khong dinh lugng

Tai liéu tham khao
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PHAN 3

CHi PINH VA GIA TRI CAC TEST
DANH GIA NHAN THUC, HANH VI

VA HOAT DONG SONG TRONG
SA SUT TRi TUE
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Dbénh gia chic nang nhan thirc dugc st dung trong cac truong hop nghi ngo suy giam
nhan thire nhe, sa sut tri tu¢ va sang loc trén nguoi c6 nguy co cao bi suy giam nhén thirc
nhu nhém ngudi cao tudi, nguodi mic xo cing rai rac, chin thwong so ndo va rdi loan tim
than [1], [2], [3].

Trudc mdt bénh nhan nghi ngo sa sut tri tug, can danh gia déy du cac chiic nang nhan
thirc mét cach can than. Su phu hop gitra bénh str va danh gia nhan thirc goi y bénh nhan cé
bi sa sut tri tué (SSTT) hay khong. Khi hoi bénh st thiy nghi ngd SSTT, nhung danh gia
nhan thirc lai trong gidi han binh thudng, thi ¢6 thé 14 suy giam nhan thic nhe, bénh nhan
¢6 hoc van cao, traim cam, hodc do nguoi cung cip thong tin khong chinh xac [4]. Nguoc
lai, khi danh gia nhén thirc goi y ¢6 SSTT nhung bénh nhan va gia dinh lai khong thiy c6
bt ¢t van dé gi, thi co thé 1a tinh trang I 1an cép, trinh d6 hoc van rat thép, hoac nhan dinh
khong dung cua gia dinh [4].

Panh gia tinh trang suy giam nhén thirc 14 mot thanh phan bat budc cua kham st
khée hang nam cua bdo hiém y té danh cho nguoi 16n tudi tai My [5].

Tric nghiém than kinh tdm ly cung cip bang chimg khach quan gitip chan doan suy
giam nhan thtrc nhe va sa sut tri tué. Khong loai trir chting sa st tri tué khi diém binh thudng
trén cong cu danh gia nhén thirc. Banh gia tung linh nhén thirc c6 thé gitip chan doan biét
cac thé cuia sa sit tri tué. Viéc danh gia nhic lai theo thoi gian rat hiru ich, giup danh gia su
tién trién cua bénh theo thoi gian va danh gia hiéu qua diéu tri ctia cac bién phap can thi¢p
[6]. Nam 2018, Hoi Than kinh hoc My khuyén cdo nhitng bénh nhan duoc chan doan mic
suy giam nhan thirc nhe, bac si lam sang nén thyc hién danh gia dinh ky theo doi thay doi
tinh trang nhan thic [1]. Ngoai ra, tric nghiém than kinh tdm 1y dénh gia day du cac chue
ning nhan thitc gitp phat hién bat thuong trong cac truong hop khé khi céc tric nghiém
sang loc, chan doan hinh anh va xét nghiém thong thudng khong phat hién duoc.

Khuyén cao

Danh gia nhén thirc (cognitive assessment) rat quan trong trong | Murc do I A
chan doan sa sut tri tué va phai dugc tién hanh & tat ca cac bénh
nhan than phién suy giam nhan thirc va nhém co nguy co cao.

1. Céc tric nghiém sang loc:

Mini-Mental State Examination (MMSE) va céc tric nghiém sang loc SSTT khac
c6 do nhay tir 75-92% va d6 dac hiéu tur 81-91% [7]. MMSE la trac nghiém duoc sir dung
nh1eu nhat mot sb tric nghiém sang loc khac cting c6 kha nang twong duong va dugc cung
cap mién phi. Diéu quan trong 1 bat ky tric nghiém nao ciing phai dugc xem xét trong bdi
canh cu thé cua bénh nhan va biét dugc tinh trang “binh thuong” trude doé cua bénh nhan;
khong c6 mot diém cit nao duoc ap dung cho tat ca cac bénh nhan [8].

MMSE la tric nghiém danh gia nhan thire dugce str dung nhiéu nhét trong thuc hanh
lam sang 6 Hoa Ky [9],[10]. Thoi gian dé lam trac nghiém nay vao khoang 7 phut. MMSE
cho phép danh gia nhiéu chirc niang nhan thirc khac nhau, bao gdm dinh huéng, tri nhé, su
chu y, tinh todn, ngon ngfr, va tai tao hinh anh.
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~ Tong diem MMSE la 30 diém. Diém s6 dudi 25 1a nghi ngd ¢6 SSTT [11]. Diém s6
c6 thé bi anh hudng boi tudi va hoc van cua bénh nhan, cling nhu anh hudng boi ngén ngir
,giam van dong va thi luc [12].

MMSE c¢6 d6 nhay téng hop 1 81% va d6 dic hiéu tong hop 14 89% trong chan doan
sa sut tri tu¢ [7] . Khi chan doan suy giam nhan thirc nhe, MMSE thé hién do nhay gop la
62,7% va do dic hiéu gop 1a 63,3% [13]. Do d6, thang do nay c6 thé phi hop nhat dé xac
dinh bénh nhan mic chirng sa sut tri tué¢ do bénh Alzheimer & mac dd nhe dén trung binh.
Khi chan doan céac sa sut tri tué khac, MMSE c¢6 do nhay kém hon [15] vi MMSE khoéng
tryc tiép danh gia chirc nang diéu hanh, day c6 thé 1a triéu chimg ban dau ctia suy giam nhan
thire do rdi loan chtrc nang vung tran va/hoic dudi vo ndo giy ra, c6 thé thiy trong suy giam
nhén thirc mach mau hodc chimg mét tri nhé ving tran thai duong (FTD).

Montreal Cognitive Assessment (MoCA) 1a mot tric nghiém sang loc, duoc thiét
ké dé phat hién suy giam nhén thirc ¢ nguoi gia [16]. MoCA dugc cung cap online mién phi
va duoc dich ra nhiéu thtr tleng tai trang web www.mocatest.org. MoCA c6 tong diém 1a 30
va thoi gian dé hoan thanh tric nghiém nay khoang 10 phut.

Téng diém < 25 dugc coi 12 bat thudng. Piém cit phai duoc diéu chinh theo mirc d6
hoc van va cac yéu to khac [17,18].

Trong 4n pham gbc mé ta MoCA, diém sé <25/30 cho thay su hién dién cua tinh
trang suy giam nhan thirc dang ké [16]. Cac phién ban tiép theo da thém diém cit <22/30
cho két qua chinh x4c hon va giam ty 1¢ duong tinh gia, riéng voi nhém bénh nhan c6 <12
nam hoc chinh quy thi diém cét 1a <24/30 [19]; MoCA c6 do nhay 1a 91% va d¢ dac hi¢u la
81% dé xac dinh chung sa sit tri tué va do nhay 1a 89% va d6 dac hiéu 1a 75% dé xac dinh
suy giam nhan thirc nhe [7]. MoCA nhay hon MMSE dé phat hién suy giam nhéan thic nhe
[20]. MoCA danh gia nhiéu linh vuc nhéan thitc hon bao gom tri nhd, ngon ngit, sy chi v,
nhan biét hinh anh trong khong gian va chitic nang diéu hanh. Nhd MoCA c¢6 danh gia chic
nang diéu hanh nén c6 thé tao diéu kién thuan loi cho viéc xac dinh suy gidm nhén thirc nhe
[21] cling nhu suy gidm nhén thire trong cdc bénh khac ngoai Alzheimer, nhu céc tinh trang
mach mau ndo va tim mach, bénh Parkinson, Huntington va Korsakoff, chan thuong so nao
va vi rit gdy suy giam mién dich ¢ nguoi (HIV) [19].

Mini-Cog 1a mdt t}réc nghiém sang loc rat don gian, bao g6m hai ndi dung: nhéc lai
ba tir khong go1y va v& dong ho [22]. V& dong ho duoc xem la binh thuong khi cac s6 theo
dang thtr tu, kim dong ho chi dung gio theo yéu cau. Cach cho diém nhu sau:

e Néu khong nhéc lai duge tir ndo, coi nhu SSTT
e Nhic lai dang ca ba tir, coi nhu khong SSTT

e Nhic ding 1-2 tir, thi dua vao v& dong hd (vé dong hd bat thuong thi coi nhu
SSTT, binh thuong coi nhu khong SSTT)

Mini-Cog cgﬁ dd nhay 76 -100 % tuong tuy MMSE nhung d6 dac hiéu tuong ddi kém
hon (54 - 85 %) dé€ xac dinh bénh nhéan sa sut tri tu¢ [23], trong xac dinh bénh nhan mac
suy giam nhan thic nhe thi kém hon (d9 nhay 39 - 84%; d6 dac hi¢u 73 - 88 %) [5].

Uu diém ctia Mini-Cog 1a thoi gian twong dbi ngin hon so véi MMSE, dé thyc hién
va it bi anh hudng boi mirc d§ hoc van va ngdn ngit cia bénh nhan [22].
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Khuyén cao

Céc trac nghiém sang loc cé do chinh xac cao trong chan dodn sa GPP
sut tri tu€ ndi chung.

2. CAc tric nghiém danh gia chirc niing nhin thirc dic hiéu
2.1. Chuy va tap chung.

Chu y (attention) la kha nang hudng hoat dong nhan thirc vao mot viéc nao dé6 ma
khong bi sao nhang; tap trung (concentration) la kha nang duy tri sy chu y trong mot khoang
thoi gian. Danh gia su chd y rat quan trong dé phan tich cac linh vire nhén thie khac vi néu
bénh nhan khong chu y s€ anh hudng dén viéc nhan dinh cac chirc nang nhan thuc khac, dac
biét 14 tri nhé va chirc nang diéu hanh.

Dé danh gia su chi y don gian (simply attention) co thé sir dung cac tric - nghiém nhu
tric nghiém doc xudi day so (digit span forward) hoic doc nguwoc day so (digit span
backward) [24]. Pé danh gia sy chu y phtre tap (complex attention) co thé str dung cac tric
nghiém nhu néi diém phan B (trail making test B) [25] va trdc nghiém gach bo chir (letter
cancellation) [26].

Trong truong hop can thiét can déanh gia sau hon vé cac diac diém cua cha y nhu cha
y ¢6 chon loc, duy tri va ndng luc chu y [27].

2.2. Trinhé

— Tri nh¢ tire thi dung dé phuc vu cho tri nhé cong viéc (working memory) dugc
danh gia bang cac tric nghiém danh gia su chi y nhu 1ap lai day s6 [24].

— Tri nhé gn (recent memory) lién quan dén kha nang hoc théng tin méi. Pé danh
gia tri nhd gan, c6 thé sir dung (1) cac tric nghiém nhé 161 (verbal memory) nhu nhé
danh sach tir (word list recall), hoac nho cdau truyén (story recall); va (2) nhé hinh
(visual memory) nhu trdc nghiém nhé hinh anh (picture recall) [24], [28].

— Tri nhé xa (remote memory) danh gié’bﬁng cach yéu cau bénh nhan ndi vé cac su
kién 16n hoac tén nhiing nhan vat noi tiéng [24], [28].
2.3. Ngon ngir
Ngay trong qua trinh hoi bénh dé co thé danh gid so bo chirc nang ngdn ngir cua bénh
nhan. Céc tric nghiém thuong dung dé danh gia ngon ngir 1a trdc nghiém dinh danh cia

Boston sira déi (modified Boston naming) [24], hodc trdc nghiém néi heu lodt tir (verbal
fluency) [29].

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

Dé danh gia chic nang nay, co thé yéu cau bénh nhan v& lai nhiing hinh mé\u nhu
hinh 18p phuong, hinh hai da gidc 10ng vao nhau... [28] hay lam trdac nghiém vé dong ho
(clock drawing test).

Clock-Drawing Test (CDT) la mét tric nghiém sang loc hi€u qua, dé thyc hién va
chdm diém thuan tién; kha nang ap dung cho nhiéu bénh nhan, bat ké ngon ngi, gido duc
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hay nen tang van hoa; va do tin cdy gitra nhirng nguoi danh gia cao [30]. Bénh nhéan duoc
yéu cau v& mat dong ho kim bao gdm mat dong ho, tat ca cac sd va dat kim & mot thoi diém
xac dinh (vi du: 11 gio 10 phat).

CDT c6 dd nhay tur 67 dén 98 % va do dic hiéu tir 69 dén 94 % trong chan doan sa
st tri tu¢ [23]. Gidng nhu nhiéu tric nghiém sang loc khac, gia tri cia CDT trong chan
dodn suy giam nhén thirc nhe kém hon sa sut tri tué¢ (d¢ nhay 41 dén 85%; d6 dac hiéu 44
dén 85%) [5].

CDT khong chi don thuin danh gia kha niang thi giac khong gian ma con danh gia
chuc nang diéu hanh, thuc hién van dong (motor execution), sy chu y, kha nang hiéu ngodn
ngir va kién thirc s6. Uu diém ctia CDT 14 khong lién quan dén ngon ngit (nhuoc diém cua
mot sb test khac). CDT danh gia nhiéu linh vuc nhéan thire do d6 han ché kha nang xac dinh
cac nguyén nhan cu thé [14].

2.5. Chirc niing diéu hanh (executive function)

C6 thé duoc danh gia bang trdc nghiém danh gid thity trdn (frontal assessment
battery) [31].

banh gia chirc nang diéu hanh thuong bao gf)m cac nhiém vu ké tén tir (vi du: Bai
kiém tra lién két tir bang miéng co kiém soat), 1ap ké hoach (Bai kiém tra thap D-KEFS), trc
ché (Bai kiém tra Stroop va Hayling ), triru twong héa (Bai kiém tra sip xép thé Wisconsin)
va kha nang mém déo nhan thirc (Trail Making Test - B) [6].

Khuyén ciao

Dénh gi4 than kinh tam ly (neuropsychological assessment) phai | Murc do I B
duoc thuc hién ¢ tat ca cac bénh nhan trong giai doan sém cua
bénh.

Danh gi4 than kinh tdm 1y phai bao gom danh gia nhan thirc tong | Mtre do 111 C
quat va danh gia chi tiét ting linh vuc nhan thiec.

3. Tric nghiém danh gia hanh vi tim thin

Céc biéu triéu chung roi loan hanh vi tam than rat hay gap O bénh nhan sa sut tri tu¢
giai doan muodn. C6 nhiéu bo tric nghiém danh gia nhiing rdi loan nay. Bé Trdc nghiém
ddnh gid triéu chitng tam than (NPI: neuropsychiatric inventory) dugc thiét ké dé danh gia
nhing biéu hién tim than ¢ bénh nhan sa sut tri tug, bao gom 12 muc: hoang tudng, ao giac,
kich dong, trdim cam, lo 4u, vo cam, hung phén, mat kiém ché, thay doi cam xc, rdi loan
van dong, hanh vi bat thuong ban dém, hanh vi an uong bat thuong.

Khuyén cao

Danh gia cac tridu chimg hanh vi tim than rat cn thiét trong chin GPP
doan cling nhu theo doéi di€u tri sa sut tri tu¢ va phai dugc thuc
hién & moi bénh nhan.
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4. Danh gia hoat dong hang ngay

Danh gia hoat dong hang ngay 1a mét phan quan trong trong qué trinh chan doan sa
sut trf tué. Co nhiéu thang diém duoc thiét ké de do luong muc d6 hoat dong hang ngay mot
cach khach quan. Nhitng thang diém nay chu yéu dra vao phong van ban than bénh nhan va
nguoi cham séc ho.

Khuyén cao

Giam hoat dong hang ngay co ban (ADL) va hoat dong hang ngay GPP
c6 st dung dung cu (IADL) do suy giam nhén thirc 13 mot phan

quan trong trong qué trinh chan doan sa sut tri tué va phai dugc

d4nh gié & tat ca bénh nhan.

Hau hét cac thang diém nay tap trung danh gia hai linh vuc: (1) cac hoat dong hang
ngay co ban (k§ nang tu chim soc ban than nhu an, mic, tim rta...va (2) cac hoat dong
hang ngay co sur dung cong cu, dung cu (ky nang sir dung cac cong cu, quan ly tién bac, mua
ban...). Pho bién nhat 1a thang diém hoat dong hang ngay co ban (ADL) va hoat dong hang
ngay co sir dung dung cu (IADL). C6 thé str dung cac thang diém nay dé theo ddi sy thay
d6i hoat dong hang ngdy trong sa st tri tug.
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PHU LUC
Guidline cac nwoc

Trong Tém (it cdp nhdt hudng dan thue hanh: Suy giam nhdn thirc nhe ciia héi than kinh
My nam 2018 [1]

Déi voi nhitng bénh nhan c6 chi dinh sang loc hodc danh gia suy giam nhén thirc nhe,
cac bac si 1am sang nén sir dung cac cong cu danh gia da duoc kiém chimg dé danh gia tinh
trang suy giam nhan thtrc (Hang khuyén cao B). P6i véi nhitng bénh nhan co tric nghiém
sang loc suy giam nhan thirc nhe, cac bac s lam sang nén thyc hi¢n danh gia 1am sang chinh
thirc hon dé chan doan suy giam nhén thire nhe (Hang khuyén cdo B).

Nhitng bénh nhan dugc chan doan rpa‘ic suy giam nhén thirc nhe, bac s 1am sang nén
thuc hién danh gia dinh ky theo ddi thay doi tinh trang nhan thirc (Hang khuyén cao B).

Héi Bdc sv gia dinh My: Ddnh gid tam than kinh & nguweoi lém 2019

Dénh gia tdm than kinh c6 thé x4c dinh thoi diém khoi phat va loai suy giam nhén thic nhe
va sa sut tri tu¢ dé c6 thé can thi€ép sém (Hang khuyén céo B).

Dénh gia tim than kinh c6 thé hitu ich trong viéc du doan mirc do rui ro khi lai xe ¢ nhitng
nguoi mac ching mat tri nhé (Hang khuyén cdo B).

Danh gi4 tdm than kinh c6 thé hitu ich trong viéc xac dinh kha nang ra quyét dinh ¢ nhing
nguoi bi suy gidm nhén thirc (Hang khuyén céo C).

banh gia tam than kinh c6 thé xac dinh su thiéu hut nhén thire, du doan két qua churc nang
va theo doi sy phuc hoi cia bénh nhan sau chan thuong so nao (Hang khuyén céo B).
NICE: Sa sut tri tué: danh gid, qudn Iy va hé tro cho nhitng nguoi mdc chirng mat tri nhé
va nguoi cham soc nam 2018 [3]

Khi str dung bai kiém tra nhan thtrc, hdy str dung bai kiém tra nhan thirc ¢6 cdu tric ngin
gon da dugc kiém chiing.

e Sang loc nhén thtc 10 diém (10-CS)

e Bai kiém tra suy giam nhan thirc gdm 6 muc (6CIT)
e B0 sang loc 6 muc

e Sang loc suy gidm tri nhé (MIS)

e Mini-Cog

e Kiém tra tri nhG ctia ban (TYM).

B tric nghiém danh gia chirc ndng nhan thirc cia hdi bénh Alzheimer va RLTK nhén thue
Viét Nam bao gom test sang loc MMSE véi ngudng binh thudng > 25/30 va céc linh vuc:
Tri nhé tir (bao gém nh& danh sach tir va nhé lai tir ngay); Tdc d6 van dong thi gidc va chiric
nang diéu hanh (Trail makinh test A va B); Tri nhd (Nhé lai c6 tri hodn va nhén biét ¢6 tri
hodn); Chu y ( doc nguoc va doc xudi diy sd); Ngon ngir (n6i luu loat tir vé tén cac con vat);
Xay dung hinh anh qua thi giac (Tric nghiém vé& dong hd); Dinh danh (Boston naming test).
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Lua chon tric nghiém déng gia chirc ning nhan thirc cho tirng linh vure nhén thire [33]

Linh vuc \ Test

Chu y

Nhé ngay lap tirc (Immediate span) Nhé day sb (Digit Span)

Canh giac (Vigilance) Nhéan dang chit cai “A” trong test MoCA;

test hiéu sudt lién tuc bat ky

Uc ché phan tmg/Kiém soat hanh vi

Motor Go/No-Go Task

Chu y diéu hanh Nbi diém phan B (Trail making test B)

Téc do xur 1y Nbi diém phan A (Trail Making Test Part A);
test troi chay tur (Word Fluency test)

Ngon ngir

That ngdn ( danh gia kha nang hiéu 1oi néi,
tur va cau, goi tén, lap lai, doc va viet)

Kiém tra chan doan that ngon Boston,
Western Aphasia Battery-Revised

bat tén

Tric nghiém dinh danh cua Boston

Hiéu tur

Bai kiém tra tir vung hinh anh Peabody
Phién ban thu 4

Tao danh sach tur

Tao danh sach danh muc (déng vat, rau
qua), tao danh sach chir cai (Trac nghiém
FAS)

Nhén thirc thi gidc khong gian (Visuospatial perception)

Nhan thtc d6i tuong

Kiém tra nhan dang khu6n mat, Kiém tra to
chtrc thi gidc Hooper

Nhén thtrc khong gian Test dinh huéng dong (Line Orientation
test)
Hinh dung khong gian Bai kiém tra sao chép hinh khéi, hinh; thiét

ké khoi; giai cau db (ciing dé bi thiéu hut
chtrc ndng di€u hanh)

Nh¢ tinh tiét (episodic memory)

B6 nhé hinh anh bang 16i néi va phi ngén
nglr

Kiém tra ba tir — ba hinh dang, sang loc nhan
thirc ngan gon
Tham kham: Kiém tra tri nh&

Tri nhé bang 16i néi va phi ngdn ngir trong
cac phuong thirc thinh giac va thi gidc, dinh
hudng, tri nhéd lam viée

Thang bd nhé Wechsler

Kiém tra hoc tap danh sach tur

Kiém tra hoc thinh giac bang 1oi néi Rey

Kiém tra hoc tap danh sach tir véi cac danh
muc dugc nhing (embedded categories)

Bai ki€ém tra hoc bang 161 n6i cua California
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PHAN 4

BENH SU’, THAM KHAM VA CAN
LAM SANGTRONG CHAN POAN

SA SUT TRI TUE va
SUY GIAM NHAN THU'C NHE
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A. Chan doan sa sut tri tué

1. Vaitrod ciia hé thong y té trong chin doin va quan Iy bénh nhén sa st tri tué

- Hé thdng chiam soc sirc khoe ban dau va cac co sd chuyén khoa c6 vai trd bd sung cho
nhau trong chan doan va quan ly bénh nhan sa sut tri tu¢ (SSTT)

- Vaitro cuah¢ thdng cham séc sirc khoe ban dau (béc si da khoa, bac si gia dinh) trong
chan doan va quan ly nguoi bénh SSTT[1]:

Chén doan suy giam nhan thtrc dua vao thong tin bénh s tir bénh nhan, nguoi than,

nguoi cham soc.

Danh gia nhén thirc bing cac tric nghiém nhan thirc ngén gon [2].
Loai trir cdc nguyén nhan c6 thé dao nguoc duoc giy suy giam nhén thic.
Chuyén bénh nhan dén cac co so chuyén khoa trong nhiing truong hop phire tap

Theo ddi nguot suy gidm nhan thirc nhe.

- Céan chuyén bénh nhan dén cac co s chuyén khoa (phong kham sa sut tri tu¢, phong
kham 130 khoa tdm than ...) trong nhitng truong hop sau:

Chan doan phén biét sa sut tri tué vi cac tinh trang gia SSTT (trdm cam, sang)
Can chan doan phan biét bénh Alzheimer véi cac thé SSTT khac

SSTT tién trién nhanh

Ngudi suy giam nhdn thirc nhe ¢6 tinh trang nhan thic xdu di qua theo doi
Triéu chimg hanh vi, tim than nang hoic khong dap ung véi diéu tri,

Can nhiing can thiép hoac diéu tri chuyén biét.

2. Vai tro cia bénh sir, thim kham va cin ldm sang trong chan doan sa sut tri tué

Chan doan SSTT:

e Bénh sir tir bénh nhan, tir ngudi biét rd bénh nhan (ngudi than, nguodi cham séc,
ban ...) tdp trung vao nhan thirc va hoat dong churc nang

e Tric nghiém nhan thirc ngén gon =+ tric nghiém chuyén biét (néu can)

Chan doan nguyén nhan SSTT dya vao:

e Tién st y khoa, gia dinh va x hoi
e Thim kham tong quat va than kinh.
e Xét nghiém khao sat nguyén nhan va yéu t6 nguy co

e Hinh anh hoc cau truc

e Tham van chuyén khoa doi vai cdc khao sat khac (n€éu nguyén nhan chua ro)
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3. Vai tro ciia bénh sir trong chan doan sa sut tri tué:

- Khong du bang «chung cho thdy loi ich ciia tim soat suy giam nhén thuc trong cong
dong nguoi > 65 tudi [3].

- O nguoi c6 nguy co suy giam nhén thirc (ngudi rat cao tudi, ngudi c6 bénh 1y than kinh
nhu bénh Parkinson, d6t quy ndo, hodc c6 cac yéu t6 nguy co nhu dai thao duong), can hoi
bénh nhan va nguoi than vé than phién tri nhé [4,5,6].

- Nguoi c6 than phién tri nhd hodc van dé vé nhéan thic tién trién trong vai thang can
duogc danh gia bénh su, cac trac nghiém nhan thirc va khao sat can 1am sang.

- Pénh gia bénh sir toan dién bao gom [2]:

Bénh st tir bénh nhan.

Bénh sur tur nguoi biét rd bénh nhan (ngudi than, nguoi cham séc) bang cac b cau
hoi dugechuan hoa, nhu bang cau hoi tu danh gia danh cho nguoi than (IQCODE)
[13,14].

Danh gia nhan thie va tam than truc tiép hodc tir xa (remote testing) bang cac thang
di€m dugc cong nhan [2,10]

Loai trir sang [11] va trAm cam.

Tién sir y khoa, thudc dang dung, bénh kém theo, tinh trang hoc van, tién sir gia
dinh [12,13].

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

Khiém khuyét cac linh vuc nhan thirc

Thoi diém khoi phat, dién tién,

Anh huéng 1én hoat dong séng hang ngay: cac hoat dong str dung cong cu (AIDL),
cac hoat dong song co ban (ADL).

Céc tridu chiing khong nhan thirc ¢6 lién quan: ao gidc thi gidc (sa sut tri tué thé
Lewy), hanh vi mat tc ché khong phu hop (sa stt tri tu¢ tran-thai duong), céc tri¢u
ching ctia bénh Parkinson (sa sut tri tu¢ lién quan bénh Parkinson), lam dung rugu.

- Néu nghi ngd SSTT sau khi danh gia bénh st thi can dénh gia chi tiét than kinh-tdm

than, tham kham va lam cac can lam sang

Khéng khuyén cdo tam soét suy giam nhén thirc trong cong dong | Murc do 111 C
ngudi > 65 tudi khdng co triu chung

thich hop

Khuyén cio

Can tAm soat nhing than phién tri nhé & nguoi ¢ nguy co suy | Mirc do 11 B
gidam nhén thirc
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Nguoi ¢6 than phién tri nhé hodc van dé vé nhén thuc tién trién | Muc do [ A
trong vai thang can dugc danh gia bénh s, cac trac nghiém nhan
thirc va khdo sét cdn 1am sang

Can danh gia toan dién nhim chan doan sdm va chan doan GPP
nguyén nhan SSTT.
Panh gia toan dién bao gom: GPP

- Bénh str tr bénh nhan, nguodi biét ro bénh nhan bang cac b caul
hoi duogc chuan hoa

- Panh gia nhén thirc va tdm than truc tiép hodc tir xa (remote
testing) bang cac thang diém dugc cong nhan

- Tham kham tong quét va than kinh.
- Loai trir sang va tram cam.

- Tién st y khoa, thudc dang dung, bénh kém theo, tinh trang
hoc van, tién sur gia dinh.

- Cac xét nghiém can lam sang phu hop.

Muc ti€u la xac dinh nguyén nhan SSTT, loai trr nhing
nguyén nhan cé thé ddo nguogc dugc.

4. Vai tré ciia thim kham tong quat va kham than kinh

- Kham than kinh gitp chan doan nguyén nhan va thé SSTT.

Kham than kinh thudng binh thudng trong bénh Alzheimer.

Céc khiém khuyét than kinh khu trd nhu phan xa gan co khong ddi xtng, du thép,
khiém khuyét thi truong goi y SSTT mach mau.

H@i chtirng Parkinson kl}éng kém run xuit hién sém, nhan thirc dao dong va loan
than soém goiy SSTT thé Lewy.

Giat co, that diéu goi ¥ bénh Creutzfeldt-Jakob.

Bénh than kinh ngoai bién goi y bénh ndo chuyén hoéa (thiéu Vitamine B12), doc
chat.

- Khiém khuyét thinh giac, thi giac anh huéng hoat dong nhan thirc.

Phat hién cac bénh ly noi khoa, sang, tram cam

oOp phan gay suy giam nhan thic.

Khuyén cao

Céc hoi chung than kinh két hop voéi SSTT goi y chan doan |Muc do IV C
nguyén nhan.
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5. Vai tro cia danh gia cac bénh kém theo:

Tinh trang n6i khoa anh huong chirc nang nhan thire ¢ bénh nhan SSTT.

Bénh nhan SSTT thuong c6 cac bénh noi khoa di kém nhu bénh tim mach, viém phe
quan- ph01 khi phé thung va thuyén tic ph01 nhiém trung, roi loan gidc ngu, té ngd va tiéu
khong kiém soat, loét ti de, cac tac dung bat lgi do thude [14].

Tram cam thudng gap ¢ ngudi SSTT dic biét la SSTT mach mau [15], SSTT tran-thai
duong [16], SSTT bénh Parkinson [17]. Do d6 thay thudc can biét cach nhan dié€n tram cam
[18].

~ SSTT bénh Parkinson thuong gap cac tinh trang t¢ ngd, ha huyét ap tur thé, tiéu khong
kiém soat va ao giac [19].

Khuyén cio

Céc bénh di kém c6 thé gy triéu ching hanh vi- tim than & bénh GPP

nhan SSTT.

Tai thoi diém chan doan SSTT va dinh ky sau d6 can danh gia cac | Muc do B
bénh di kém va cac biéu hién tim than c6 lién quan, bao gém tram II

cam va loan than

Nén danh gia sy hién dién cua trAm cam, roi loan lo 4u & nguoi | Muc do C
nghi ngd SSTT. 111

6. Vai trd ciia cin l1am sang trong chan doan SSTT:

_ Dukhong c6 sy théng nhat hoan toan nhung vé co ban mdt s6 can 1am sang nhit dinh
can duoc thyc hién thuong quy ¢ bénh nhén nghi ngo SSTT [20]. Cac khao sat chuyén sau
khong thuong quy dugc thuc hién khi chan doan SSTT khong r6 rang.

- Muc dich cua can lam sang:
e Loai trir mot s6 chan doan phan biét thuong gip nhu sang.
e Loai trir cac nguyén nhan gy suy giam nhén thtc c¢6 thé dao nguoc duoc.
e HJ tro chan doan thé SSTT.
- Cac can 1am sang chan doan va danh gia SSTT gdm:
e Xét nghiém mau va cac xét nghiém khac
e Hinh anh hoc cAu tric
e Hinh anh hoc chirc ndng
e Khao sat ddu 4n sinh hoc dich ndo tuy
e Dién nio
e Khao sat gen
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- Cac khao sat chuyén sau bao gém hinh anh hoc, d4u 4n sinh hoc dich ndo tuy, dién ndo,
khao sat gen nén dugc danh gia boi chuyén gia c6 kinh nghiém.
6.1 Cac xét nghiém mau:

Cac xét nghiém thuong quy cho tat ca cac truong hop nghi ngd SSTT bao gdm cong
thirc mau, toc do lang mau hodc C-reactive protein (CRP), chitc nang than va dién giai,
calcium huyét thanh, duong mau, xét nghiém chtrc nang gan, xét nghiém chirc nang tuyén
gidp va nong do vitamine B12, vitamin D, folate [21,22].

Huyét thanh chan do4n giang mai va HIV duoc thuc hién trong trudng hop ¢ nguy co
cao hoac 1am sang goi y hodc SSTT khaoi phat som.

Céc xét nghiém phan tich nudc tiéu tim kim loai nang nén dugc thyc hién khi bénh
canh 1am sang rat goi y [26].

Khuyén cao

Céc xét nghiém mau danh gia co ban bao gom: GPP

- Xét nghiém cong thirc mau, tbc dd mau léng hoac CRP (C-
reactive protein).

- Céc xét nghiém sinh hdéa gom dién giai do, canxi, duong
huyét, chirc ndng gan, chlrc ndng than.

- Céc xét nghiém chtrc nang tuyén giap.

- Dinh lugng vitamin B12, vitamin D va folate huyét thanh.

Xét nghiém huyét thanh chan doan giang mai hoac HIV nén GPP
duoc thuc hién trong truong hop SSTT nguoi tré, nguoi co
nguy co hoac bi€u hién 1am sang goi y.

6.2 Hinh anh hoc:

- Vai tro cua khao sat hinh anh hoc:

e Giup x4c dinh cac nguyén nhan c6 thé diéu tri dugc [23].
e HO tro chan doan thé SSTT.

e Phat hién sém sa sut tri tu¢ nho nhitng thay do6i cau tric va chirc ndang nhu moé nao
xay ra trudc khi xuat hién cac khiém khuyét nhén thirc trén lam sang.

- Céc khao sat hinh anh hoc 1a: hinh anh hoc cu trac va hinh anh hoc chuc nang.
6.2.1 Hinh anh hoc ciu tric:

Hai loai hinh anh hoc cau triic chinh 1a CT va cong huong tir (MRI). Cong hudng tur
cho hinh 4nh cac sang thuong cau truc tot hon. Dua trén cac tiéu chuan chan doan hién nay
thi MRI can thiét trong quy trinh chan doan SSTT [24].
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Muc dich khao sat hinh anh hoc cau tric ¢ bénh nhan nghi ngy SSTT:

- Loai trir mot sang thuong cdu tric ndo (khdi choan chd, mau tu dudi mang cimg, tran
dich ndo that ap luc binh thuong) giy suy giam nhan thirc ¢6 thé diéu tri ngoai khoa duoc.
Céc dau hiéu 1am sang goi y sang thuong cau trac thuong c6 do nhay va do dac hiéu thap
do d6 khao sat hinh anh hoc cdu tric thuong quy 14 can thiét.

- Hinh anh hoc gitp chan doan thé SSTT, dic biét 1a phan bi¢t bénh Alzheimer véi1 SSTT

mach mau va SSTT tran-thai duong [25]. Khao sat hdi hai ma giup phan biét cac giai doan
cua bénh Alzheimer [26,27].

Bénh Alzheimer: teo vo ndo khu tra (hdi hai ma) hay toan thé thuong khong ddi ximg
e SSTT mach mau: nhdi mau vo, 16 khuyét hoidc tén thuong chét tring [28].
e SSTT tran-thai duong: teo thuy trdn hodc thai duong trudce

- Cong huong tir hd tro chan doan som.

e Nguoi suy giam nhén thirc nhe c6 bién ddi & hdi hai ma va/hodc vo ndo khitu c6 nguy
co tién trién thanh bénh Alzheimer [29].

e Theo di hinh anh hoc MRI so ndo c6 thé gitp chan doan sém giai doan tién triéu [30].

- Tuy nhién, nhirng bién d6i trén hinh anh hoc céu tric nay khong dic trung cho bénh
Alzheimer. SSTT mach mau va SSTT thé Lewy cling c6 teo hoi hai ma mac du it lan rong
hon [31]. Teo thuy tran kha dic trung nhung c6 thé khong nhay trong SSTT tran-thai
duong.

6.2.2 Hinh anh hoc chirc nang:

Positron emission tomography (PET) véi nhitng chit danh ddu khac nhau gitp xéac
dinh viing bi giam chuyén hoa hodc gidam tudi mau, chimg té ¢6 ton thuong ndo hoic chét té
bao. 2-[18F]fluoro-2-deoxy-D-glucose (FDG) PET c6 thé hd tro chan doan trudng hop
nghi ngd SSTT.

- PET: Giam chuyén héa vo ndo hoi dai va hdi trude chém, thily thai duong trén/sau va
thuy dinh 2 bén khong ddi xung trén PET véi chat danh dau 2- [18F]fluoro-2-deoxy-D-
glucose (FDG) PET goiy bénh Alzheimer. 18FDG-PET c6 d¢ nhay 93% va d6 chuyén biét
63% d6i chiéu voi chan doan bénh hoc ctia bénh Alzheimer do d6 c6 thé hd tro chan doan
truong hop nghi ngd bénh Alzheimer. FDG-PET chan doan sém bénh Alzheimer véi do
nhay 91% va d¢ dac hiéu 85% [32]. FDG-PET phan biét bénh Alzheimer véi cac thé SSTT
khac [33]. PET lam ting d6 nhay va d6 chuyén biét cta cac tiéu chuin chan doan lam
sang, voi d§ nhay khoang 90% va dd chuyén biét 70% trong cac nghién ctru so sdnh voi
giai phau bénh [34,35].

- FDG-PET h6 tro chin doan nhung khéng loai trir chan doan SSTT tran-thai duong.

- Hinh anh hoc amyloid-PET xac dinh sy hién dién cua cdc mang amyloid gitip chan
doan bénh Alzheimer trong nhing truong hop khong rd rang, tuy nhién tng dung l1am sang
han ché boi gia thanh cao va diém cit chua théng nhit [36]. Amyloid PET va FDG-PET
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déu c6 do nhay va dg dac hi¢u cao chan doan bénh Alzheimer giai doan trung binh — nang.
Péi voi giai doan sém, amyloid PET c¢6 do nhay cao hon FDG-PET (96 % so véi 75 %,
p=0.01) va d¢ déac hi¢u twong duong (87 % so vo1 92 %, p=0.65) [37]. Amyloid PET c6 d6
nhay va do dic hiéu rit cao (96% va 100%) & ngudi bénh Alzheimer duoc chan doan xac

dinh dya vao tir thiét trong vong 1 nam sau chup PET [38].

Khuyén cao

Nén chi dinh hinh anh hoc cdu tric (cit 16p dién toan, CT hodc
cong huong tir, MRI) dé loai trir cac nguyén nhan khac & ndo va
gitip chan doan thé SSTT. Hinh anh hoc cdu tric khong phai luc
nao ciing can thiét & bénh nhan SSTT trung binh dén ning néu
chin doan thé SSTT d4 rd rang.

Mutrc do 1

MRI 14 khao sat hinh anh hoc dugc Iya chon & bénh nhan nghi ngd
SSTT. Tuy nhién, néu khong c6 MRI hodc bénh nhan c¢6 chdng
chi dinh vi MRI thi CT ¢6 thé ¢6 loi gitp loai trir cac ton thuong
choan chd, cac nhdi mau mach mau 16n va tran dich ndo thét.

Mic do T11

Khuyén c4o dung thuong quy cac thang diém ban dinh luong nhu
thang diém teo thuy thai duong trong (MTA), Fazekas va teo vo
ndo toan thé (GCA) dé danh gid

Mic do T11

Néu thuc hién CT thi khuyén céo tai tao lat cit dung ngang
(coronal) d€ danh gia teo h6i hai ma

Mic do T11

Khong loai trir bénh Alzheimer néu chi dua vao két qua cua CT
hodac MRI.

GPP

Theo d6i MRI nhiéu 1an gitip danh gia dién tién bénh.

GPP

Mot protocol MRI tiéu ckluén gdm chudi xung T1 d6 phan giai
cao, T2, FLAIR, T2* chuoi xung gradient echo.

Khéng chi dinh thudc tuong phan tir thuong quy.

DWI c6 thé gitip xac dinh nh6i mau méi, bién d6i vo ndo/hach nén
trong bénh Creutzfeldt—Jakob.

GPP

GPP
GPP

Céc truong hop SSTT dién hinh khong can khao st PET. Néu chan
doan van con chua rd rang du da khéao sat hinh anh hoc cau trac va
nghi ngo bénh Alzheimer, thi xem xét khao sat FDG-PET.
- FQG—PET lam tdng d0 nhay va do chuyén biét cta tiéu chuin
chan doan lam sang bénh Alzheimer.

- FDG-PET chan doan sém bénh Alzheimer

- FDG-PET chin doan phan biét bénh Alzheimer véi cac thé
SSTT khac.

Mirc @6 I

Mutic do 1

Muc do 11

Miurc d6 11
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Hinh anh FDG PET binh thuong & truong hgp nghi ngo sa sut tri | Mue do [ B
tu€ thi it nghi dén do thoai héa than kinh.

Néu chin doan SSTT tran-thai duong con chua rd thi khao sat [Murc do 111 C
FDG-PET.
Hién khong khuyén céo amyloid PET thuong quy, nhung c6 thé |Murc do 11 B
xem xét ¢ nhitng truong hop chan doan khong rd rang sau khi da
¢0O hinh anh hoc cau trac va FDG-PET.

6.3 Dau an sinh hoc dich nio tiy:

- Muc tiéu cta khéo sat dau 4n sinh hoc dich ndo tay la giup chan doan sém va hd tro chan
doén trong truong hop chan doan khong rd rang, chan doan thé SSTT [39].

- Xétnghiém té bao, protein, dudong va dién~di protein dich nao tuy duoc thuc hién lfhi
nghi ngd nguyén nhan do viém mach, viém nhiém (giang mai than kinh, HIV/AIDS, nhiém
borrelia than kinh), bénh ly huyét hoc hodc mat myelin [39].

- C64 diu 4n sinh hoc c6t 161 ciia bénh Alzheimer gdm amyloid-beta 40 va 42 (AB40,
AB42), tau toan phan (T-tau) va tau phosphoryl hoa (P-tau). Trong bénh Alzheimer thuong
gap gidm nong do AP40, AP42 va tang T-tau, P-tau trong dich ndo tuy [40].

Trong chan doan bénh Alzheimer, d6 nhay va d¢ chuyén biét cua AB42 1a 86% va 90%:;
ctia tau toan phan 13 81% va 90%; cuia phospho tau 14 80% va 92%. Két hop Ap42 va tau
toan phan cho d6 nhay 85-94% va d6 dic hiéu 83-100% tot nhat [41]. Tung dau 4n sinh
hoc nay c¢6 do nhay cao trong phan biét bénh Alzheimer vdi gidm tri nhd theo tudi, tram
cam va SSTT do nguyén nhan khac nhung do chuyén biét thap trong phan biét vdi cac thé
SSTT khac [42]. Do d6 can két hop cac dau 4n sinh hoc véi nhau.

- Giam AB42, sau d6 tang P-tau va T-tau xay ra trudc thay d6i hinh anh amyloid PET [43].
Gia tri chan doan cua dau an sinh hoc dich ndo tuy hoi thap hon so v6i amyloid PET, AB42 ¢
do nhay 80% va dac hi¢u 82% so voi amyloid PET c6 d§ nhay 90% va dac hi¢u 85% [44].

- Protein 14-3-3 trong dich ndo tily c6 d6 nhay va chuyén biét cao (déu 90%) chan doan
bénh Creutzfeldt—Jakob [45].

Alpha-synuclein chua du tin cdy ho trg chan doan SSTT thé Lewy [46].

Khuyén cao

Khong nén khao sat dich ndo tity thuong quy dé chan doan GPP
SSTT
Néu chan doan bénh Alzheimer khong chic chin hodac SSTT | Murc d6 11 B

khoi phat sém < 65 tudi sau khi danh gia 1am sang va hinh anh
hoc thi xem xét khao sat dicl} ndo tuy danh gia AP40 va/hoac
AB42 két hop voi tau toan phan hodc phospho-tau
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AB40 Vé/hoaflg Ap42 két hop véi T-tau hodc P-tau ¢ gié tri loai | Muc do 11 B
trir hon 1a khang dinh bénh Alzheimer.

Khao sat tau toan phén va protein 14-3-3 dugc khuyén cdo trong GPP
truong hop SSTT tién trién nhanh nghi ngd bénhCreutzfeldt—
Jakob.

6.4 Di¢n nio:

Dién ndo liic nghi thuong bat thuong lan téa va khong dic trung cho bénh Alzheimer
[47]. Bién ndo c6 thé co ich trong mot sd truong hop. Dién nio dic trung bai cac phire hop
nhon-séng 3 pha hodc 2 pha tdn sé 1Hz ddi xtmg toan thé va cé tinh chu ky c6 do nhay
67% va do chuyén biét 86% chan doan bénh Creutzfeldt—Jakob [48].

Khuyén cao

bién ndo khong dugc st dung thuong quy ¢ bénh nhan SSTT GPP

Pién ndo dugc khuyén cdo trong truong hop SSTT tién trién | Mirc d6 11 B
nhanh nghi ngo bénh Creutzfeldt—Jakob

6.5 Khao sat gene:

Céc d6t bién gene APP, PS1 va PS2 chiém 50% cac trudng hop bénh Alzheimer khoi
phat sém c6 tinh gia dinh. C6 thé khao sat gene trong trudng hop SSTT nguoi tré véi tién
sir gia dinh c6 ngudi quan hé huyét thong bac mot mac SSTT khoi phat som [49]. Sy hién
dién cua bién thé trén gen APP/PSENI1 lam ting do tudi khai phat cia bénh Alzheimer
khé1 phat sém.

Allel ApoE4 1a gene c6 lién quan manh véi bénh Alzheimer khéi phat mudn nhung néd
khong phai 14 diéu kién can va du dé gay bénh. Sy hién dién ciia dong hop alen APOE e4
trén bénh nhén thac ddy tién trinh khoi phat ctia bénh sém hon so véi nhom mang di hop
hay khong mang alen nay. Tuy nhién, chua du bang ching khuyén céo khao sat gen thuong
quy [50,51,52].

Khao sat gene ¢ cac bénh nhan SSTT gia dinh va nguodi than khée manh cé nguy co
nén duoc thuc hién duéi sy tu van chuyén khoa, déng thuin va ¢ céc trung tam chuyén
khoa. C6 thé khao sat gene & nguoi khong triéu chimg cé nguy co trong gia dinh mang
gene dot bién.

Bénh tiéu dong mach nao gay nhdi mau dudi vo va bénh néo chét tréng di truyén troi
trén nhiém sac thé thuong (CADASIL) 1a nguyén nhan di truyén thuong gép nhat cua dot
quy va SSTT mach mau, do dot bién gene NOTCH3 [53]

Déi véi SSTT tran-thai duong, hién da xac dinh 5 gene dot bién lién quan di truyén
troi trén nhiém sic thé thuong, va s& c6 nhitng gene lién quan méi duge xac dinh thém. Do

d6 khong phat hién gene dot bién khong loai trir nguyén nhan do gene. Dot bién gene
protein tau (microtubule-associated protein tau, MAPT) va gene progranulin (GRN) trén
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nhiém sic thé 17 12 nguyén nhan quan trong ctia SSTT tran-thai duong [54].

Khuyén cao

Khoéng nén khdo sat gen thuong quy trén bénh nhan SSTT GPP

C6 thé xem xét khao sat gene ApoE dé chan doan SSTT va dé | Muc d6 11 B
can thi¢p gidm nguy co SSTT.

C6 thé tam soat dot bién gen gdy bénh da biét & ngudi co kiéu | Muc do C
hinh phu hop (vi du, suy giam nhén thirc khoi phat s6m) hoac 11
tién sir gia dinh SSTT di truyén trdi trén nhiém sic thé thuong.
Viéc nay duoc thuc hién ¢ cac trung tdim chuyén khoa, bénh
nhan va ngudi cham séc duoc tu van thoa déang va ky dong
thudn

B. Chan doan suy giam nhin thirc nhe

Réi loan nhan thirc than kinh nhe (DSM 5) hay suy giam nhén thirc nhe (mild cognitive
impairment, MCI) la tinh trang suy gidm nhén thitc nhung khéng hoéac rat it anh hudng
hoat dong stir dung cong cu hang ngay [55].

Mot s6 ngudi suy giam nhén thirc nhe sé& tién trién thanh SSTT. C6 bang ching cho
thdy nhirng thay doi bénh hoc bt dau xuat hién nhiéu nam trude khi SSTT. Théch thirc
cho cac nha 1am sang 12 1am sao phat hién nhitng thay doi kin d4o vé nhan thirc trong khi
c6 nhiéu rao can vé thoi gian tiép can, bénh nhan va ngudi than [56].

Suy gidm nhén thtrc nhe CQ thé 1a giai doan dau cﬁeg bénh Alzheimer hodc thur phat do
cac qua trinh bénh ly khac (thude, ngung thd khi ngu, trém cam, bénh ly néi khoa khac...).
Do do, nha 1am sang can thuc hién danh gia y khoa dé xac dinh céac y€u to nguy co cua suy
gidm nhan thuc nhe c6 thé dao ngugc duogc.

1. Vai tro cia bénh sir va thim kham
- Thu thap thong tin vé bénh st tir nhiéu ngudn khac nhau (trong tu nhu trén), cha y:

»  Céc khiém khuyét nhan thirc thuong kin déo, khoi dau thuong 1a giam tri nh¢ gan,

thay doi vé tam than nhu tram cam va mat dong luc.

- Nhimng than phién chu quan vé nhan thirc thuong khong du xac dinh chan doan. Do do,
can danh gia bang cac tric nghiém nhan thirc ngan gon dugc cong nhan.
- Do nhitng cong cu danh gid nhan thuc ngan gon c6 do nhay cao hon 1a do chuyén biét
nén khi cac test nay (+) bénh nhan can dugc danh gia chi tiét hon vé cac linh vyc nhan thirc
va hoat dong chuc nang. Hoat dong song hang ngay giup phan bi¢t SSTT véi suy gidm
nhan thirc nhe.

- Tham kham ndi khoa chung va than kinh (tuong ty nhu trén)
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- Tién sir y khoa (twong tu nhu trén)
- Céc can lam sang thuong quy (tuong tu nhu trén)

- Phan tich cac yéu td nguy co cua SSTT: tién sir gia dinh, gidi nir, it hoat dong thé Iuc,
béo phi, dai thao duong, hoc van thip, mang gene apolipoprotein E (ApoE) £4

- Bénh nhén suy giam nhén thtrc phai dugc theo ddi dinh ky dé danh gia su thay d6i cua
churc nang nhan thue.

2. Vai tré cin lam sang trong chin doan suy giam nhén thirc nhe

2.1.Vai trd ciia cac dau 4n sinh hoc:

Cac déu an sinh hoc gitp phat hién qua trinh thoai héa than kinh, tir d6 xac dinh nguy
co tién trién thanh SSTT, hién tai co y nghia tién luong va tuong lai c6 y nghia trong can
thiép som 18n co ché bénh sinh. Cac diu 4n sinh hoc bao gém:

-  Danh gia tich liiy AB: AB40, AB42 trong dich ndo tiy, amyloid PET

- Danh gié tich liy tau: P-tau, tau-PET

- Thoai hoa hodc ton thuong than kinh: T-tau, MRI c4u trac, FDG-PET.

2.2. Hinh anh hoc:

- Hinh anh h(_)g: cAu triic: MRI duoc chi dinh dé loai trir cac tén thuo’ng cél{ trac cua nao,
phat hién cac ton thuong do nguyén nhan mach mau, hon la cung c6 chan doan bénh

Alzheimer. Teo thuy thai duong trong trén cong hudng tir ¢é thé tién doan nguy co bénh
Alzheimer nhung khong dac hiéu [57,58].

- Hinh anh hoc chirc niang: hinh anh giam chuyén héa trén FDG-PET kiéu bénh
Alzheimer c6 thé tién dodn nguy co tién trién [59,60].

- Nguoi suy giam nhan thic nhe ¢6 amyloid PET (+) c6 nguy co tién trién thanh SSTT
[61,65]. Tuy nhién can nhiéu nghién ctru hon chirng minh l¢1 ich nay ctua aPET.

- 18F-FDG-PET kém nhay hon m¢t chut nhung dac hi¢u hon so véi amyloid PET trong
du doan nguy co tién trién bénh Alzheimer ¢ nguoi suy giam nhan thirc nhe [62]. Tuy
nhién, sy két hop 18F-FDG-PET, aPET va cac khao sat khac cho gi4 tri tién dodn tot nhat
[63].

2.3.Déu 4n sinh hoc dich nio tiy:

Céc tac gia tng ho st dung dau 4n sinh hoc gdm AP42, T-tau va P-tau dé tién doan
tién trién thanh bénh Alzheimer & ngudi suy giam nhan thirc nhe [64,65]. Tuy nhién khoang
tham chiéu thay ddi theo cac nghién ctru do d6 khé dién giai két qua trén 1am sang. Ngoai
ra, ddu 4n sinh hoc c6 vai tro loai trir hon 1a xac dinh bénh sinh bénh Alzheimer trén nguoi
suy giam nhén thirc nhe [66]. Cho dén nay chua c6 du 4n sinh hoc nao tién doan rd rang
tién trién thanh bénh Alzheimer & bénh nhan suy giam nhén thue nhe.

2.4.Khao sat gene:
Nguoi mang kiéu gene apolipoprotein ApoE4 (APOE4) ¢6 nguy co tién trién. Tuy
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nhién trén thyc té 1am sang, khao sat gene ApoE4 khong lam tang gia tri chan doan nguy
co tién trién [67].

Khuyén cao

Bénh nhan hodc ngudi than gan giii ¢6 than phién vé tri nhé | Murc do B
hodc suy giam nhan thue, thay thuéc nén danh gia chan doan 11

suy giam nhan thuc nhe va khong voi quy cho tudi tac binh

thuong.

Khéng nén chi dua vao bénh sir than phién tri nhé chu quan khi | Mre d6 11 B

danh gia khiém khuyét nhan thirc

Chan doéan suy giam nhan thic nhe hodc SSTT khong nén chi |Muc do 11 A
dua vao két qua cua cdc trac nghiém tam sodt nhan thic

Hién chua c6 diu 4n sinh hoc nao duge cong nhan du doan rd |Muc do II B
rang kha nang tién trién thanh SSTT & bénh nhan suy giam
nhan thurc nhe.

Xét nghiém mau thudng quy dugc khuyén cdo GPP

Hinh anh hoc céu trac ¢6 thé duoc chi dinh Mitrc do 1 B

Néu chian doan suy giam nhan thic nhe do bénh Alzheimer | Mirc d6 I B
khong chic chdn sau khi danh gi4 14m sang va hinh anh hoc thi
xem xét khao sat dich ndo ty danh gia Ap40 va/hodc AB42 két
hop véi tau toan phan hoidc phospho-tau dé cing ¢ chan doan

Ca thé hoa quyét dinh thuc hién khao sat du 4n sinh hoc va cé II C
thé thao luan lya chon thuc hién dau an sinh hoc thich hop theo
mong muodn cua bénh nhan.

O bén}} nhan suy gidm nhan thic nh¢,~c§n danh gid dinh ky su II B
thay do6i cua chirc nang nhan thirc moi 6 thang — 12 thang.
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PHAN 5

VAI TRO DIEU TRI PHONG NGUA
TIEN PHAT VA THU PHAT TRONG

SA SUT TRi TUE
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A. Phong ngra tién phat sa sut tri tué

Phong ngtra tién phat nhim muc dich giam ty 16 ngudi mic bénh SSTT bing cach
can thiép vao cac yéu té nguy co khong thé thay doi dugc va céc yéu t nguy co c6 thé thay
doi duoc.

Céc yéu t6 nguy co khong thé thay dbi dugce bao gdm gidi tinh nit, tudi gia, tién sir
gia dinh va khuynh huéng di truyén.

Céc yéu td nguy co c6 thé thay d6i duoc c6 thé duoc nhém thanh bén phan nhém:

+ Yéu té nguy co mach mau

+ Yéu té nguy co 16i séng,

+ Yéu t6 nguy co tam 1y x4 hoi

+ Yéu t6 nguy co xdy ra trong qua trinh séng: thiéu ngu, trdm cam, chin thuong so

ndo, mét thinh luc, bénh 1y rang miéng gy phan tng viém nhiém, nhiém tring, cing thing
lién quan dén cong viée kéo dai, va cang thing tir thoi tho u.

B. Phong ngwra thir phat sa sut tri tué

Phong ngira tht phét lién quan dén viéc giam hodc nging tién trién triéu chirng mot
khi céc triéu chimg di xuat hién, muc tiéu 12 giam thiéu tinh trang tan tit ctia bénh khi qua
trinh bénh d3 bit ddu. Trong sa st tri tué giai doan phong ngtra thir phat c6 thé ap dung cho
giai doan suy giam nhan thirc nhe vi tai thoi diém nay, céc triéu ching di xuat hién nhung
chua du nghiém trong dé anh huéng hoat dong sdng. Sau ddy 13 cac phuong phap va muc
d6 bang chung trong phong ngira SSTT.

Cac phwong phap dwoc ly trong phong ngwa SSTT
1. Thuodc khiang men Acetylcholinesterase.

Biang chimg chat luong thip cho thy cac chit e ché cholinesterase khong lam tri
ho@n su phét trién thanh SSTT & bénh nhan suy giam nhan nhe (MCI), va khong nén khuyén
nghi str dung cac loai thudc nay cho muc dich nay [54], [72].

Khuyén cio

Thubc khang men acetylcholinesterase khong c6 vai trd trong Mtrc d6 I A
phong ngtra SSTT hodc lam tri hoan sy phat trién thanh SSTT
¢ nguoi bénh suy gidm nhén thic nhe

2. Thudc khang viém Non-steroid-NSAID.
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C6 bang chimg chat luong trung binh cho thdy thudc chdng viém khéng steroid
(NSAID) khong ngan ngira SSTT va ¢ nhiing tac hai tiém tang do d6 khong nén sir dung
dé diéu tri hodc phong ngira SSTT [31],[33]

Khuyén cao

Thudc khang viém Non-steroid-NSAID khong c6 hiéu qua 1am | Muc do II A
sang phong ngura.
3. Gingkobiloba EGb761
Duya trén nhitng thir nghiém 1am sang [6],[19], [66], [67] EGb 761® cho thiy nhiing
loi ich cai thién chirc nang nhén thic nhu tri nhé tinh tiét, cai thién triéu ching tam than
kinh, cai thién chét luong cude séng 0 nguodi bénh suy gidm nhén thic nhe.

Khuyén ciao

EGb 761® 240 mg/ngay co thé dung cho ngudi bénh suy giam | Mic do 11 A
nhan thirc nhe ¢d bang chirng cua bénh ly mach mau néo

Cac Khuyén cao lién quan Gingkobiloba EGb761 duwa theo sy dong thuin céia cic
chuyén gia Chau A[22].

Khuyén ciao

EGb 761® da ching minh sy cai thién céac triéu ching MCI | Mic do 1 A
trong it nhat bon thir nghiém ngau nhién va 1a dugc pham duy
nhat trong hudng dan diéu tri triéu chimg cho ngudi bénh suy
gidm nhén thue nhe.

EGb 761® c6 thé cai thién nhan thic & bénh nhan MCL Mitrc do I A
EGb 761® c6 thé cai thién triéu chtirng hanh vi ¢ nguoi bénh Mirc do 11 B
MCL.

Dua trén phan tich hau ki tir hai nghién ctu ngau nhién, EGb | Mirc d6 11 C

761® c6 thé giup tri hodn su tién trién ciia suy giam nhan thirc
nhe thanh sa sut tri tué

4.  Chit chéng oxit héa va cic vitamin.

Nhiéu nghién ctru da dugc tién hanh lién quan dén vai trd bao vé cua vitamin trong
viéc diéu tri hodc ngin ngtra ching SSTT[5]. Nhiéu vitamin duoc coi 14 chat chéng oxy hoa
¢6 thé ngan ngira hodc lam giam oxit hoa duoc mo ta 1 mot phan cta thoai hoa té bao than
kinh [17], [70]. Dong thac sinh héa bét dau xay trong bo ndo mac Alzheimer din dén sy gia
ting cac gbc tu do oxy va cac loai phan ung oxy hoa reactive oxygen species

46



(ROS)[44].Nhiéu loai vitamin khac nhau bao gom B-12, folate [37], [46],[30], [60] B-6, B-
3[36], vitamin E va cac loai khac da dugc nghién ctru rong rai; tuy nhién, cac nghién ctru
khong cho thay két qua nhit quéan trong viéc giam AD hoic suy giam nhan thirc. Tuy nhién,
mot 14n nira, thoi diém can thiép c6 thé rit quan trong vi c6 18 viéc giam ROS ¢ thoi diém
som hon trong cudc doi c¢é thé c¢6 lgi hon 1a doi cho dén khi cac triéu chirg xuét hién.

Mot nghién ctru cit ngang dua trén dan sé & phu nit 16n tudi cho thiy nhitng ngudi
bi thiéu vitamin D c¢6 diém nhan thirc thap hon so v6i nhitng ngudi khong bi thiéu hut [8],
trong khi mot nghién ciru khac cho thay nhitng phu nir hap thu vitamin D ¢ mirc khuyén
nghi c¢6 diém nhén thirc cao hon so véi nhitng ngudi hap thu thiéu[3]. Cac nghién ctru cit
ngang va bénh chimg khac da phat hién ra rang nhiing bénh nhan c6 néng do vitamin D thap
c6 thé tich chat tring nhiéu hon va nhdi mau cao hon ciing nhu ty 16 méc sa sut tri tué cao
hon[2].

Khuyén cao Biing Hang
___chung

Trén ngudi bénh suy giam nhan thirc nhe, vitamin E Muc do 11 GPP

2.000 IU/ ngay c6 kha ning khong hiéu qua dé giam su tién
trién thanh sa sut tri tué

Trén ngudi bénh suy giam nhan thirc nhe, ha thép néng do Muc do 11 GPP
homocystein bang tri liéu vdi vitamin nhom B trén 24 thang
co kha nang gidm toc do teo ndo

Viéc bo sung vitamin D & nguoi 16n khoe manh hay nhiing Muc do6 II1 GPP
nguoi bi thiéu vitamin D c6 lam giam nguy co suy giam nhan
thirc hodc sa sut tri tu€ hay khong van chua rd rang

Cac phwong phap khong dung thudc trong phong ngira SSTT
1. Téap thé duc

Phan tich téng hop cac nghién ctru quan sat kéo dai theo c6 thoi gian tir 1-21 nam
cho thay tap thé duc c6 lién quan voi viée giam nguy co mic sa sut tri tué [27]. Téng quan
tai lidu c6 hé thong c6 bang chimg cho viéc chong lai bénh Alzheimer[20] nhu sau:

- Nghién ctru HUNT v6i 28.916 nguoi tham gia ¢ d6 tudi 30-60 khing dinh lai méi
lién quan nay khi cho thay tap thé duc & cuong do tir trung binh tré 1én (c6 d6 mo hoi) hang
tuan s& giam sa sut tri tué trong thoi gian theo ddi 25 nim sau d6 (HR 0.8, 95% CI 0.6—
1.1) nhung khoang tin cay rat rong[65].

- Mot phan tich tong hop & cap dd ca nhan ctia 19 nghién ctru quan sat ¢ nhitng ngudi
truong thanh tuong ddi tré hon bao gdm 404.840 ngudi tham gia (tudi co sé trung binh 1a
45.5 tudi; thoi gian theo ddi trung binh 13 14.9 nim), bdo céo ting ty 16 mic sa st tri tué do
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moi nguyén nhan (HR 1.4, 95% CI 1.2-1.7) va bénh Alzheimer (1.4, 1.1-1.7) & nhiing
nguoi it hoat dong thé luc trong khoang thoi gian 10 nam trude khi duoc chan doan[68].

- Hai nghién curu béng chung muc do II xem xét su dung tap thé duc nhu mot bién
phap can thi¢p ¢ nhiing nguoi suy giam nhan thic nhe[38], [56].

- M6t nghién ctru bang ching muc do 1T di bao cdo két qua cia viéc rén luyén cé
tinh ddi khang hai 1an mot tuan hodc tap thé duc nhip di¢u hai 1an mot tuan trong 26 tudn
cho nhirng ngudi méic suy giam nhdn thic nhe [38]. Pay 1a RCT mu don (ngudi tham gia).
Nhirng ngudi tham gia duoc chon ngau nhién dé rén luyén cé tinh ddi khang, tap aerobic
hozc thing bang va diéu chinh hai ldn mét tudn. TAm muoi siu phu nit séng trong cong dong
& do tudi 70-80 mic MCI di duoc dua vao nghién ctru. Két cuc tién phat 1a kha nang thuc
hién Stroop test (chirc nang diéu hanh); két cuc thtr phat 13 trail- making test; verbal digit
test, fMRI, hoat dong thé chit ngén, test vé tim mach. Nhém tap luyén co tinh d6i khang
cho thiy két qua duogc cai thién dang ké trong bai Stroop test va bai kiém tra tri nhé lién két
(p = 0.03 so v6i nhom 16p thing bang trén Stroop test, p = 0.04 so vé6i 16p thang bang trén
bai test v6i tri nhd lién két).

- Nghién ctru bang ching muc d6 II khac bao céo két qua cua viée tap thé duc nhu
mot bi¢n phép can thi¢p ¢ nhiing nguoi cé suy giam nhan thirc [56]. Pay la thir nghiém mu
don ngau nhién so sanh chuong trinh tap thé duc da thanh phan (90 phut/ngy, 2 ngay/tuan,
40 1an trong 6 thang) so v4i nhom kiém so4t trinh d6 hoc van. Nhitng ngudi tham gia duoc
phan tang thanh cac nhém MCI thé “ khong quén” va MCI thé quén “khac” nhu mot phan
ctia qué trinh phan ngau nhién. Viéc thu thap dit liéu dugc thuc hién boi cic nhan vién
nghién ctru bi mu trong qué trinh phan ngiu nhién. Ty 1& hoan thanh 12 94% & nhom tap thé
duc va 90% ¢ nhém hoc tap. Piém MMSE khac nhau vao cudi nghién ctru giita nhitng ngudi
tham gia c6 MCI “ thé quén” trong nhom tap thé duc va nhirg ngudi trong nhém gido duc
(p value analysis of variance [ANOV A] for repeated measures 0.03), nhung khong khac biét
trong nhom MCI tong thé (overall group effect ANOVA p = 0.1, mean between-group
MMSE difference from baseline 1.7). ADAS-Cog khéng cho thiy su khac biét dang ké (-
0.8 [KTC 95% -1.4 dén 0.2] giita nhom tap luyén MCI tong thé so véi -0.2 [95% CI -0.08
dén 0.4] “nhom kiém soat” & sau 6 thang).

Khuyén cao

Tap thé duc duoc khuyén khicp O nguoi trudng thanh co chuce Mitrc @6 I A
nang nhan thirc binh thudong dé lam gidm nguy co cua suy gidm

nhan thirc

O bénh nhan suy giam nhan thac nhe, tap luyén thé duc trong 6 | Muc do II A

thang c6 thé cai thién kha nang nhan thirc.
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2. Téap luyén nhan thirc (Cognitive training).
Tap luyén nhan thirc: huéng dan tap luyén timg chirc niang nhén thirc chuyén biét dé
cai thién tirng chirc nang nhan thirc cu thé.

Céc bién phap can thi¢p nhan thirc khac nhau bao gém rén luyén tri nhé, hd trg ghi
nhé bang cac phuong tién goi y, ghi nhé hé théng da cho thiy tac dong tich cuc ngin han
d6i voi chirc ning nhan thire ¢ ngudi 16n tudi binh thuong, nhung tac dong lau dai thi chua
rd rang [23], [55], [73], [62], [41], [9]. Céc thu nghiém lam sang trong linh vuc nay:

+ Nghién ctru ACTIVE phéan ngiu nhién 2832 nguoi 16n tudi vao mét trong ba
phuong phép can thiép nhéan thic: resoning trainning (kha nang giai quyét cac van dé theo
m6 hinh ndi tiép nham boc 16 chire ning diéu hanh; memory training (tip trung vao tri nhd
bang 101 ndi-verbal episodic memory); speed training (kha nang tim kiém, dinh vi théng tin)
hoic mot nhém ching va nhan thiy ring chuong trinh tap luyén 10 tudn vé resoning
trainning (memory training hay speed training) da giup cai thién hoat dong song trén thang
diém Instrumental Activities of Daily Living duoc duy tri trong 5 nam[62]. Ty 1é mic sa sit
tri tué sau 5 nam khong bi thay ddi [59].

+ Nghién ctru FINGER can thiép da linh vuc bao gdm ché d6 an udng, tap thé duc,
tap luyén nhan va theo doi nguy co mach mau & 1260 ngudi 16n tudi c6 nguy co [43]. So
v6i nhom ddi chimg dugc dua ra 101 khuyén vé stc khoe téng quat, nhimg ngudi dugc chi
dinh ngau nhién vao can thiép cho théy su cai thién tot hon & céc thang diém nhén thirc sau
hai nam. Tuy nhién, mc d6 loi ich twong d6i nho va can theo doi lau hon dé xac dinh xem
lidu can thiép c6 bat ky tac dong nao dén ty 18 suy giam nhan thirc hoic SSTT hay khong.

+ Mot nghién ctru mirc d6 bang chung loai I [58]str dung nhiéu phuong phap can
thiép nhan thic vo1 chirc nang diéu hanh, tap trung chu y, kich thich nhan thtre, ki thuat thu
gian co trén ngudi bénh suy giam nhan thirc nhe cho théy su cai thién nhiéu mat cua nhin
thure.

+ Mot nghién ciru murc d6 bang ching loai 11T [39] ¢6 phan ngau nhién theo trén 127
nguoi tham gia 16n hon 74 tudi véi CDR 0,5 dugce chon ngau nhién theo cac loai can thiép
nhan thire (cau hoi, cau dd va tro choi nham dic biét 1a tac dong vao chuc nidng diéu hanh
va su chd ¥), cac hoat dong thé chit (di bo va thé duc nhip diéu), hodc hoi tudng cho thiy
su cai thién vé MMSE nhung véi1 mot s6 han ché.

Khuyén cio

T4p luyén nhan thirc ¢6 thé ap dung cho ngudi 16n tudi 6 chirec | Mirc do 1 B
ndng nhan thtrc binh thudng dé cai thién chirc nang nhan thuce
nhung khong thay doi ti 1¢ mac suy gidm nhan thirc va sa sut tri
tué.

Tép luyén nhan thirc c6 thé 4p dung trén nguoi bénh suy giam Muc do6 II1 C
nhan thirc nhe dé cai thién chirc ndng nhan thurc
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3. Hocvan

Trinh d6 hoc van cao gitp giam nguy co mac sa sut tri tué, hodc it nhat 1a khoi phat
mudn hon cic tridu chimg lién quan dén ganh ning bénh tat [14], [53], [49]. Hoc van cao
thi du trit nhan thirc cao hon giup giam tac dong cua bénh ly thoai hoa 1€n chirc nang nhan
thire, thay vi mang lai tac dung bdo vé chéng lai sy tich tu amyloid hoac céac thay ddi céac
bénh hoc khac [40], [47].

Khuyén cao

Trinh d§ hoc van cao gitp giam nguy co mac sa sut tri tué Murc d0 1 A

4. Kiém soat yéu t6 nguy co mach mau (Ting huyét ap, dai thao dwong, rdi loan
lipid mau)
4.1. Tang huyét ap.

Tang huyét 4p & tudi trung nién kéo dai c6 lién quan dén ting nguy co mic SSTT &
giai doan cubi doi. Nghién ctru doan hé Framingham gdm 1440 nguoi, cting 6 huyét ap
tam thu (>140 mm Hg & tudi trung nién; tudi trung binh 55 tudi) ¢ lién quan dén viéc ting
nguy co mic bénh sa sut tri tué (HR 1.6, 95% CI 1.1-2.4) trong sudt 18 nim sau d6[34].

Nghién ctru doan hé tai Anh trén 8639 cong chuc ghi nhan huyét 4p tim thu tir 130
mm Hg tr& 1én & do tudi 50 chir khong phai d6 tudi 60 hodc 70 co lién quan nguy co méc
sa sut tri tué cao hon (1.4, 1.1-1.7)[1] . O nhitng ddi twong c6 huyét ap tdm thu tir 130 mm
Hg trd 1én trong d6 tudi trung binh 45 dén 61 tudi, nguy co sa sat tri tué 1a ting ngay ca khi
khong mic bénh tim mach so véi nhitng nguoi khong bi tang huyét ap (1.3, 1.0-1.7).

Khuyén c4o Biing Hang
chirn

Kiém so4t huyét ap giup ngudi bénh THA giam nguy co Murc do 11 A

suy gidm nhan thirc va/hodc sa sut tri tué

4.2 Dai thao duong

Mic déi thao dudng & tudi cao nién c6 lién quan dén ting nguy co mic sa st tri tué
[69], [71], [45]. Cho dén nay co ché thi chua 16, tuy nhién, kiém soat duong huyét kém c6
lién quan dén viéc giam chirc ning nhan thirc va 1am suy giam nhén thirc dién tién nhanh
hon [64]. Ngoai ra, ton thuong cac co quan dich do dai thdo duong nhu thén, vong mac,
bénh mach vanh, nghe kém déu lam tdng nguy co méc sa sut tri tué [7] [16].

Trong mot phan tich tong hop hon 2,3 triéu nguoi bénh mic dai thao dudng type 2
tor 14 nghién ctru doan h¢ c6 102.174 nguoi méc SSTT, bénh dai thao duodng c6 lién quan
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dén su gia ting nguy co mic bat ky loai SSTT nao (RR 1.6, 95% CI 1.5-1.8 dbi voi phu ni
va 1.6, 1.4-1.8 danh cho nam)[11].
Mot danh gia ctia Cochrane di bao cao chuyén sdu so voi cac thir nghiém kiém soat

bénh tiéu dudng tiéu chudn voi thoi gian theo ddi 5 ndm (n=11 140), cho thdy khong c6 tac
dong 1én suy giam nhan thic (1.0, 95% CI 0.9—1.1) hodc mat tri nhd (1.3, 0.9-1.9) [4].

Khuyén cao

>

Dai thao duong 1am ting nguy co méc sa sit tri tué Muc do 11

>

Kiém soat duong huyét tich cuc khong 1am giam tinh trang suy | Murc dd I
giam nhén thire hay sa st tri tué so véi kiém soat dudng huyét
tiéu chuén.

4.3. Réi loan lipid mau:

Nong do cholesterol trong méau c6 thé lién quan dén viéc tang nguy co mac SSTT da
dugc gidi thi€u vao gilta nhitng nam 1970 [48]. Ké tir d6, mot s nghién ctru dich t& hoc da
chtng t6 mdi quan hé chat chd giita cao mirc cholesterol huyét thanh va khoi phat ciia bénh
AD/sa sit tri tué [25], [51],[61] nhung két qua khong nhat quan, véi cac nghién ciru khac cho
thiy khong ¢ hodc c6 mdi twong quan nghich [32], [35].

Khuyén ciao

Kiém soat roi loan lipid mdu & tudi trung nién c6 thé lam giam | Muc do 11 C
nguy co suy gidm nhan thirc va/hodc sa sut tri tué

5. Giam thinh luc

Phan tich gop trén cac ddi twong c6 chirc ning nhan thirc binh thudng va nhitng nguoi
bi mat thinh luc & ngudng 25 dB theo dinh nghia cia WHO, chiing t6i ghi nhan kha nang
mic SSTT trong nhém dan sb nay 12 RR 14 1.9 khi theo dai trong 917 nam [27].

Mot phén tich gop tiép theo str dung ba nghién ctru tién ciru twong tu dé do thinh giac
bing cach st dung phép do thinh lyc ngay tir luc ban ddu, nhan thiy sy gia ting nguy co
mic SSTT (OR 1.33, 95% CI 1.0-1.6) khi thinh lwc giam mdi 10 dB [29].

Khuyén cao

Giam thinh lyc 13 yéu t6 nguy co lam ting ti 16 mic sa sat tri Murc do 1 A
tué¢
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6. Tram cam

Nam 2014, mot phan tich gdp trén 32 nghién ciru xem anh huéng ctia tram cam dén
nguy co méc bénh SSTT. C& mau 62568 ngudi tham gia nghién ciru véi thoi gian theo doi
trung binh 12 5 nam (tir 2 dén 17). Tong quan cho thay su hién dién cta trim cam lam ting
gap d6i nguy co miac SSTT ( murc do hidu qua gop = 1.97, KTC 95%: 1.67-2.32) (Prince va
cong su, 2014) [71].

Mot nghién ctru doan hé trong 14 nam trén 4922 nam gidi c6 chirc ndng nhéan thuc
binh thudng & do tudi 71-89, nhan thdy trdm cam lam tang gap 1.5 1an (KTC 95% 1.2- 2.0)
kha ning mac SSTT, ti 18 ndy dugc tinh trong vong 5 nam tir khi dugc chan doan trim cam
[24]

Khuyén ciao

Tram cam 13 yéu t6 nguy co lam ting ti 16 méc sa sut tri tué Muc do | A

7. Tuwong tac xa héi

Mot phan tich gdp trén 812047 ngudi trén toan thé gidi cho thiy nguy co sa sit tri
tué ting cao ¢ ngudi doc than sudt doi (RR 1.4, CI 95% 1.1-1.9) va ngudi goéa bua (1.2,
1.0-1.4), so voi nhitng nguoi da két hon va mdi lién hé nay 1a hang dinh trong cac bbi canh
van hoa xa hoi khac nhau [52].

Mot phén tich gop cua 51 nghién ctru doan hé vé mbi twong quan giira su ¢6 1ap trong
x4 hd1 va nhan thuc trén 102035 nguoi tham gia & do tudi tir 50 trd 1én va theo doi trong 2—
21 nam [15]. Nguoi co muce d tuong tac xa hoi cao (dugc do thong qua mdt hodc ca hai
hoat dong xa hdi va mang xa hoi) s€ co6 chirc ndng nhan thirc tdt hon & giai doan lao nién
(r=0.05, C1 95%: 0.04—-0.065) va khong c6 su khac biét theo gidi tinh hodc khodng thoi gian
theo doi

Mot phan tich tong hop khéac cho thiy rang trong cac nghién ciru dai han (>10 nam),
su tuong tac xa hoi tot ¢6 tac dung bao vé & muc trung binh (n=8876, RR=0.9, 95% CI 0.8—
1.0); nhung su c6 don khong lién quan dén nguy co mic SSTT [42].

Khuyén cdo

Tang tuong tic x4 hoi lam giam nguy co méc sa sit tri tué Muc do [ A
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8. Dinh dudng

Ché d6 an Pia Trung Hai dugc nghién ctiru rong rdi nhit nhu cach tiép can ché do
dinh dudng t6t cho strc khoe ché ciing cho thdy c¢6 lién quan dén chirc niang nhén thirc. Mot
s6 phan tich gop tir cac nghién ciru quan sat da két luan rang tuan thu nghiém ngit ché do
an Pia Trung Hai l[am giam nguy co MCI va AD, nhung tuan thu & mtrc do vira thi khong
[50], [63]. Ngoai ra, trong s nhitng nguoi tham gia nghién ctru ¢6 nhén thire binh thuong,
su tuan thu t6t ché do an Pia Trung Hai gitip cai thién tri nhé tinh tiét va chic ning nhan
thirc chung [28].

Khuyén cao

Ct}é' do an Dia Trung Hai dugc khuyén dung cho nguoi 16n Murc do 1 A
tudi c6 chirc nang nhén thire binh thuong va suy giam nhéan
thirc nhe dé lam gidm nguy co mac SSTT

9.  Hut thude 14.

Nhitng ngudi hit thue co nguy co mic SSTT cao hon nhitng ngudi khong hit thude
[27] va c6 nguy co tir vong sém hon trude d6 tudi ma ho cé thé mic SSTT [10], [13]. Nging
hut thude, ngay ca khi 16n tudi, lam giam nguy co nay. Giira 50.000 dan 6ng trén 60 tudi
ngimg hat thudc hon 4 nam, so véi nhém tiép tuc hit thude, giam dang ké nguy co sa sit tri
tué trong 8 nam tiép theo (HR 0.9; KTC 95% 0.7—1.0)[12]

Hut thudc 14 1am ting nguy co mac Sa sit tri tué Muc do6 11 A

10. Chén thwong dau

Nguy co twong d6i mac SSTT cho tit ca cac nguyén nhan gy chan thuong dau ning
14 1.84 (KTC 95% 1.54-2.20) mic du c6 su khong dong nhat trong udc tinh cua timg nghién
ctru cu thé, c6 thé 1a do cac quan thé khac nhau. Chung t6i da sir dung ty 1& mic TBI
(traumatic brain injury- chin thuong dau) trong dan s ngudi truong thanh 13 12-1% tir mot
phan tich tong hop dé tinh toan PAF(population attributable fraction, phan trim quy trach
ctia yéu td trong dan sd). Gia tri PAF c6 hiéu chinh 1a 3.4 [18].

Khuyén cao

Chén thuong dau 1am ting nguy co mic Sa sut tri tué Muc do6 11 A
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11. Uf')ng ruou

Phén tich gop tir 45 nghién ctru uéng rwou & mirc it dén trung binh lam giam nguy co
mic SSTT so véi viéc khong udng ruou (RR 0.7; KTC 95% 0.6-0.91)[21]. Ubng it hon 21
don vi rugu/ tuan (1 don vi ruou = 10 mL hodc 8 g ruou nguyén chat) c6 thé 1am giam nguy
co mac bénh SSTT[26], [43].

Ubng ruogu hon 21 don vi/tuan va kiéng cir 14u dai déu 1am tang kha ning mic SSTT
1én 17% (KTC 95% 4-32 va 13-23 tuong (mg) tang ty 1é sa sat tri tué so v6i nhom udng it
hon 14 don vi. Ubng hon 14 don vi ruou/ tuin ciing lién quan dén teo hdi hai ma bén phai
trén MRI [57].

Khuyén cdo Bing Hang
chirn

Lam dung ruou va uéng nhiéu hon hon 21 don vi/ tudn lam Mitrc @6 11 A
tang nguy co mac SSTT
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PIEU TRI SUY GIAM NHAN THUC

TRONG BENH ALZHEIMER VA
SA SUT TRI TUE THE LEWY:

Thuoc va cac can thiép khac
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Phan 6.1

Diéu tri suy giam nhan thirc trong bénh Alzheimer:

Thudc va cac can thiép khac

A. Cac thudc diéu tri d6i véi roi loan chivrc nang than kinh nhan
thirc trong bénh Alzheimer
1. Céc thudc khiang men Acetylcholinesterase

Cac nghién ctu ngiu nhién d6i chung voi gia dugec ddi véi thudec khang men
Acetylcholinesterase (donepezil, rivastigmine va galantamine) - da cho thdy hiéu qué cai
thién vé chirc nang nhan thirc chung va chirc nang hoat dong song hang ngay ¢ bénh nhan
Alzheimer ¢ muc d6 tir nhe dén trung binh. Piém trung binh cai thién chtic ning nhan thirc
cao hon so v6i gia dugc 13 3-4 diém (ADAS-Cog). Pa s6 nghién ctru ¢ thoi gian ngin (6
thang), nhung phan tich gop (meta-analysis) ciia Birks va Cs (2006) vé hiéu qua cua
donepezil trong thoi gian 1 va 3 ndm va tac gia cho rang hiéu qua cta cac thudc khang men
cholinesterase khac s& co hiéu qua trong thoi gian dai hon [1].

Khéng c6 bang chimg rd rang cho sy khac biét v& hiéu qua giira ba loai thudc khang men
Acetylcholinesterase (donepezil, rivastigmine va galantamine). Két qua phan tich gop
(meta-analysis) cua tac gia Birks va Cs (2006) cho thdy ring ca ba loai thuéc khang men
acetylcholinesterase déu c6 hiéu qua ddi v6i bénh Alzheimer tir nhe dén trung binh, khong
co su khéc biét co y nghia gitta chung [4].

DPéi v6i diéu trj tricu ching ¢ giai doan mudn cua bénh Alzheimer (MMSE <10), cac
nghién ctru ngau nhién, mu doi, ddi chung véi gia dugce vé hiéu qua cua cac thudc khang
men Acetylcholinesterase cho thay: thudc donepezil c6 hiéu qua khac biét rd rét (chting ctr
muc do I), galantamine c6 sy khac biét nhung it (chimg ctr mtrc d9 I) va rivastigmine c6 su
khac biét khiém tén (chimg ctr mic do II, do bi giam s6 luwong mau trén 20%)
[2,3,9,10,67].

St dung donepezil liéu cao 23mg/ngay trong bénh Alzheimer giai doan tir trung binh dén
nang, cac nghién ctru da théy co su cai thién cac triéu chung vé nhan thirc tot hon [68] va
tac dung phu khong dang ké [69] so véi liéu 10mg/ngay. Liéu donepezil 23 mg/ngay co thé
duoc dung két hop v6i memantine ma khong anh hudng dén tinh hiéu qua va kha nang
dung nap ctia n6. Hién tai, donepezil 23 mg/ngay 1a mét trong cac sb it duoc FDA chip
thuan dé su dung diéu trj triéu ching trong bénh Alzheimer tir giai doan trung binh dén
nang [70].

Céc tac dung phu thuong gip nhat véi diéu tri cac thube khang men acetylcholinesterase la
cac tac dung phu duong tiéu héa [4,5,6]. Nhung thuong biéu hién thoang qua va thuong co
thé dugc giam khi dugc sir dung tang dan lidu va ding trong bira an.

Thudc rivastigmine dang dan phong thich qua da duong nhu c6 ty 16 tac dung phu thap hon
dudng udng va cé hiéu qua tuong duong [7].
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Khuyén cao Bing chirng Hang

Cic thubc khang men acetylcholinesterase (donepezil,
galantamine hodc rivastigmine) nén duoc st dung diéu tri triéu Mic do 1 A
ching & mirc dJ tir nhe dén trung binh trong bénh Alzheimer. )
Céac thudc khang men acetylcholinesterase c6 thé duoc chi dinh
diéu tri triéu chirng & murc do vura va nang trong bénh Alzheimer:

- Donepezil va Galantamine Murc do 1

- Rivastigmine Mtrc do 11

w >

bé dé dat duoc hiéu qua diéu tri t6t nhat va han ché tac dung
phu, céc th}lé)c khang men Acetylcholinesterase nén dugc su Mic do 1 A
dung tang dan cho dén liéu khuyén cdo (donepezil 5-10mg/ngay; i
galantamine 16-24mg/ngay; rivastigmine 6-12mg/ngay duong
ubng va 4,6-9,5mg/24 gid d6i véi miéng dan ngoai da).

Nguoi bénh bit dau dung thudc khang men Acetylcholinesterase | Mirc do 11 B
nén duoc theo ddi cac tdc dung phu vé tiéu hoa, chan an, nhip
tim cham.

2. Thudc khing N-methyl D-aspartate (memantine)

Nghién cuu ngéuqnhién mu doi cua Reiberg kéo dai trong 28 tudn & 252 ngudi bénh
Alzheimer vo1 diém MMSE tir 3 dén 14 (trung binh la 8) thay N-methyl D-aspartate
(memantine) gitp cai thi¢n nhiéu linh vyc nhan thic trén l1am sang [71].

Phan tich gdp cua Raina thdy ring N-methyl D-aspartate (memantine) da c6 hiéu qua tot
do1 véi chite nang nhéan thire & ngudi bénh sau sut tri tué¢/Alzheimer, nhung cai thién chua
rd rang do1 voi chat lugng cudc song va mdt so linh vuc nhan thuc khac [72].

Két qua phan tich g0p cua McShane va Cs da thay khong c6 su khac biét dang ké vé tac
dung phu giita thudc khang N-methyl D-aspartate (memantine) so voi gia dugc [8]. Cac tac
dung khong mong muéc cua cac thude khang N-methyl D-aspartate (memantine) gém
chéng mit, dau dau, mét moi, ao giac va 1a 1an, nhung c6 xu hudng thoang qua. So véi cac
thudc khang men acetylcholinesterase, thudc déi khang N-methyl D-aspartate (memantine)
co it tac dung phu trén duong ti€u hoa hon.

Nghién ctru ngiu nhién mu doi cua Tario (2004) trong 24 tuan vé hiéu qua ctia N-methyl
D-aspartate hodc gia duoc phdi hop véi donepezil & 322 nguoi bénh mic sa sat tri
tué/Alzheimer mirc d9 tir trung binh dén ning ghi nhan N-methyl D-aspartate phéi hop véi
donepezil mang lai két qua t6t hon dang ké so véi gia dugc phdi hop v6i donepezil vé cac
churc nang nhan thtre, chirc nang hoat dong hang ngay (ADLs) va hanh vi [73].

Nghién ctu gop cua Chen (2017) thdy rang két hop diéu tri giira N-methyl D-aspartate
(memantine) va thudc trc ché men cholinesterase giup cai thién hon vé cac chirc nang nhén
thirc va vé tién luong d6i véi nguoi bénh Alzheimer giai doan tién trién [74].
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‘ Bing chirng

Khuyén cao Hang
Thudc khang N-methyl D-aspartate (memantine) c6 thé duoc chi
dinh diéu tri cac triéu chirng & mic do vira va nang trong bé&nh Mire d6 1 A
Alzheimer, sit dung don thuan hoéc két hop véi cac thuoc trc ché i
men acetylcholinesterase.
Néu thubc khang men Acetylcholinesterase khong c6 hiéu qua, cé
chong chi dinh hoac khong dung nap thi thudc rc ché men N- Mite d6 1 A

methyl D-aspartate (memantine) duoc khuyén cdo st dung diéu
tri tri¢u chirng & mtrc d§ nhe va trung binh trong bénh Alzheimer.

Nghién ciru DOMINO (2012) & nhitng ngudi bénh mic sa sit tri tué/Alzheimer & giai doan
trung binh dén ning diu tri bang donepezil, tic gia Howard va Cs théy khi dung
donepezil, sau 1 nam thay c6 giam chirc nang nhan thire (giam 1,2-1,9 diém trén thang
diém MMSE) so véi tiép tuc dung donepezil hodc chuyén sang thudc khang N-methyl D-

aspartate (memantine) [9,10].

Khuén cao Bz"in chirng Hang

Viéc lua chon cac thuoc khang men acetylcholinesterase nén

nhic lai it nhat mot 1An mdi nam hodc tuy theo dap Gmg 1am

sang cuia ngudi bénh

dua trén nhu k%nh nghiém cua bac si, tdc dung phuy, cac bénh ly GPP
kém theo va thé trang nguoi bénh.

Trong qué trinh‘ sit dung cac thubc diéu tri, nguoi bénh nén

dugc danh gia vé nhan thire, hanh vi - tdm than, chirc nang hoat

dong hang ngay trong thoi gian 3-6 thang sau khi diéu tri va GPP
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B. Khuyén cao liéu diéu tri cac thudc diéu tri triéu chirng roi

loan nhan thirc tron

bénh Alzheimer

Thuéc | Dang thudc Li¢u khéi | Liéu duy tri Vi du
dau
(1) Céc thudc Uc ché men cholinessterase
Donepezil Thudc vién (Smg, | 2.5 —5mg, mot | Tang dan dén | 2,5mg — 5mg — 10mg
10mg, 23mg) lan/ngay 10mg /ngay sau mot lan/ngay;

A o il C6 thé tang dén liéu cao
23mg/ngay trong  giai
doan nang.

Galantamine| Vién giai phong 8mg 1 lan/ngay Tang 8mg sau | 8mg — 16mg — 24mg
cham Vién nhong sau an mdi 4 tuan, toi ba lAn/nea
(8mg, 16mg va da 24mg/ngay =
24mg
Rivastigmine Miéng dan 4.6mg/24h Tang dan dén | 4.6mg/24h — 9.5mg/24h
(4.6mg/24h, mét Iin/ngay 95“25{ 2ihisay
.5mg/24h) uan

(2) P6i khang thu thé NMDA

Memantine
(Exiba®)

Vién 10mg

Smg mot
lan/ngay

Tang Smg sau
mdi 1-2 tudn
t6i da 10mg
hai 1an/ngay

Tang Smg sau
mdi 1-2 tudn;
T6i da 20mg

mot lan/ngay

5mg mot lan/ngay —
5mg hai lan/ngay —
10mg mét lan/ngay

Smg— 10mg — 15mg
— 20mg; mot lan/ngay

C. Cac thuoc dwoc chi dinh trong diéu tri theo co’ ch€ bénh sinh
bénh Alzheimer

1. Aducanumab

Aducanumab 13 mot khang thé don dong tai to hop c6 vai trd trung hoa va giam cdc mang
beta amyloid trong ndo ngudi mic bénh Alzheimer. Hiéu qua cta aducanumab di duoc
danh gia trong cac nghién ctru 1dm sang [75]. Mic du ¢6 hiéu qua giam rd rét dén giam
murc amyloid trong ndo [76], nhung hi€u qua cai thién triéu ching lam sang qua cac thang

diém vé chtc nang nhan thic 13 khong rd rang [77].

Hai nghién ctru 1am sang pha III 13 EMERGE [78] va ENGAGE [79] tién hanh trén 1812
ngudi bénh tudi tir 50-85 méc suy giam nhan thirc nhe (MCI) do Alzheimer hoic sa sit tri
tué nhe do bénh Alzheimer (MMSE >24 diém, CDR 14 0,5 va chup PET amyloid duong
tinh) [75], thdy c6 su giam dang ké beta-amyloid ndo (dwoc danh gia qua hinh anh PET
amyloid); tuy nhién, két qua thong ké dir liéu cia Co quan Quan ly Thuc pham va Duoc
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pham Hoa Ky (FDA) lai khong thiy c6 mdi lién hé nao gitra viéc giam beta-amyloid trong
ndo va cac biéu hién bénh trén 1am sang [77].

Tac dung phu chiém khoang 40% cac nguoi bénh sa sut tri tué/Alzheimer dugc diéu tri
bang aducanumab & liéu cao, dic biét & ngudi mang gen APOE €4 [80]; trong d6 ning
nhat 13 phi ndo va chay mau ndo. Cac tac dung phu nay c6 kha niang lién quan dén phan
mg viém trong ndo khi khang thé khang beta-amyloid két hop véi cac thu thé Fc (FcR)
ctia cac té bao mién dich nhu microglia va dai thuc bao.

Ngay 7/6/2021, Co quan Quan ly Thuc pham va Dugc pham Hoa Ky (FDA) di phé duyét
khan cép aducanumab (Aduhelm®) @ diéu tri cho cac ngudi bénh Alzheime ¢ giai doan
nhe hodc suy giam nhan thic nhe (MCI) dwa trén hiéu qua kha quan vé 14m sang pha III
clia mot trong hai thir nghiém quan trong, trong khi d6 cac két qua cua thir nghiém con lai
1a Am tinh)®!. Tuy nhién, du c6 hiéu qua 1a giam rd beta-amyloid trong ndo, nhung chua c6
bang chimg thuyét phuc ctia aducanumab vé tién trién 1am sang va ty 18 tac dung phu con
cao (40%) nhat 1a khi dung lidu cao va & ngudi bénh mang gen APOE €4); Viéc & rong ¢&
mau nghién ctru 16n hon, tiéu chuin lya chon ngudi bénh k§ hon, danh gia hiéu qua lam
sang sau hon cling nhu danh gia cac nguy co gdy ra tac dung phu nang khac cua
aducanumab 14 rat can thiét dé thudc nay c6 thé s dung rong rii trén toan thé gisi.

2. Lecanemab

Khac véi aducanumab c6 vai tro trung hoa va loai bo beta-amyloid bénh ly khoi ndo nguoi
bénh Alzheimer, lecanemab c6 hoat dong bc%ng cach ngan chan sw tao thanh cac mang
beta-amyloid trong ndo. Sau thtr nghiém pha II, v6i cac két qua dang khich 16 trén céc tiéu
chi chinh va phu, tac gia van Dyck va Cs (2023) da tién hanh nghién ctru pha III, da trung
tdm, ngau nhién, mu doi ¢ so sanh voi nhdém ching vé hiéu qua cua lecanemab trén 898
ngudi bénh tir 50 dén 90 tudi, mic suy giam nhéan thirc nhe (MCI) va sau sit tri tué nhe do
Alzheimer d3 chung minh co su giam dang ké beta-amyloid (trén chup cit 16p phat
positron don - PET) ¢ nhém diéu tri lecanemab so véi gia duoc (OR=59,1; 95% CI, -62,6
dén -55,6); va ciing thy su cai thién rd vé cac chirc ning nhédn thic trén 1am sang (thoi
diém 18 thang) 14 1,21 ¢ nhom diéu tri lecanemab va 1,66 & gia duge (OR=0,45; Cl 95%,
0,67-0,23; p<0,001); cu thé, c6 su thay ddi ¢c6 y nghia vé céc thang diém ADAS-Cogl4
(OR=—1,44 CI 95%, —2,27 &én —0,61; p<0,001), ADCOMS (OR: —0,050; 95% CI, —0,074
dén —0,027; p<0,001) va ADCS-MCI-ADL (OR: 2,0; 95% CI, 1,2 - 2,8; p<0,001). Cac tac
dung phu nghiém trong da dugc ghi nhan Ia 14% ¢ nhom diéu tri lecanemab so v&i 11%
gia dugc. T vong xdy ra ¢ 0,7% nhom lecanemab (so véi 0,8% & nhom gia dugc) khong
do lién quan dén diéu tri [82].

Ngay 6/1/2023, Co quan Quan ly Thyc pham va Duoc pham My (FDA), bang con duong
phé duyét khan cip, cho phép sir dung lecanemab (Leqemb1®) trong diéu tri dich (rc ché
su hinh thanh beta-amyloid trong ndo) dbi voi nguodi bénh méc suy giam nhén thic nhe
(MCI) hodc sa sut tri tué¢ giai doan nhe do bénh Alzheimer.

Khuyén céo Bing chimg Hang

Nén su dung mét cach thuong qui thu6c aducanumab cho céc cac
nguoi bénh mac suy gidm nhan thirc nhe (MCI) hoac sa sut tri tué Muc d@o 11 B
giai doan nhe do bénh Alzheimer
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Nén sur dung mot cach thuong qui thuc lecanumab cho céc
nguoi bénh mac suy giam nhan thirc nhe (MCI) hoac sa sut tri tué Muc do 11 A
giai doan nhe do bénh Alzheimer.

D. Cac thudc diéu tri Khac doi véi triéu chirng roi loan chirc nang
thian Kinh nhan thirc trong bénh Alzheimer
1. Cerebrolysin

Phén tich gdp (meta-analyse) vé hiéu qua cua cerebrolysin trén 6 nghién ciu 14m sang
ngau nhién, mu d6i so sanh nhom ching, voi 810 ngudi bénh Alzheimer & giai doan nhe
va vira, Gauthier va Cs (2015) thdy ring & nhém dung cerebrolysin c6 cai thién chic ning
nhén thurc, cai thién thay doi vé 1am sang chung (global clinical change) va cai thién hiéu
qua chung (global benefit) so vi nhom chimg & thoi diém 1 thang va 6 thang; Nhom dung
cerebrolysin c6 tac dung phu tuong ty nhu nhom chung [83].

Theo Quyet dinh 2058/QD-BYT ngay 14/5/2020 cua Bo Y té Viét Nam vé viéc ban hanh
“Hwdéng dan chan dodn va diéu tri mot sé roi loan tdm than thiwong gdp”, thudce
cerebrolysin (liéu 10-20ml/ngay) di dugc sir dung diéu tri nguoi bénh sa st tri tué do bénh
Alzheimer, sa sut tri tu¢ do mach, sa sut tri tué€ trong cac bénh khac va suy gidm nhén thic
do cac r6i loan tdm than lién quan dén ton thuong va rdi loan chitc nang nio [84].

Khuén cao B%n chirng Hang

Thuoc cerebrolysin dugc khuyén cdo dé cai thié€n cac chic nang
nhan thirc d61 véi nguoi bénh Alzheimer ¢ giai doan nhe va vira

Muc do 11 A

2. Cac thuoc chong viém

Nghién ctru da trung tAm, ngau nhién va c6 ddi ching trén 351 ngudi bénh mic Alzheimer
& mirc d6 tir nhe dén trung binh (diém MMSSE tur 13-26). C4c bénh nhan dugc st dung on
dinh céc thudc e ché cholinesterase, estrogen, aspirin lidu thdp va vitamin E. Téac gia thiy
rang rofecoxib hodc naproxen liéu thap khong lam cham sy suy giam nhan thirc ¢ nhiing
nguoi mic bénh Alzheimer ¢ muc d6 tir nhe dén trung binh [11].

Khuyén cao Biing chirng Hang

Cac thuf)c chéng, viém (vi du: thudc chéng viém khong steroid,
cac thuoc uc ché men cyclo-oxygenase 2) khong dugc khuyén Murc do 1 A
cdo dé du phong suy gidm nhan thirc trong bénh Alzheimer

2. Cac thudc Oestrogens

Khéng nhu két qua tir cac nghién ctru dich t& hoc thdy oestrogens c¢6 vai trd bao vé trong
bénh Alzheimer, cic bing chimg tir cc thir nghiém d6i chimg ngiu nhién thay hiéu qua
khong rd rét cua estrogen trong diéu tri bénh Alzheimer [12,13]. Ngoai ra, c6 nhing lo
ngai vé ting nguy co dau tim, dot quy, ung thu vl va tic mach chi khi sir dung két hop
(estrogen v&i progestin) trong diéu tri [14].
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Khuyén cao Bing chirng Hang

Thudc Estrogen khong duoc khuyén cdo dé du phong suy giam

, . A A ) Murc @0 1 A
cac chirc ndng nhén thirc ¢ phu nit méac bénh Alzheimer. cao

3. Thudc Selegiline

Dua trén két qua phan tich gdp (meta-analyse) trén 17 nghién ctru vé& hiéu qua cta thude
Selegiline trén cac chirc nang nhan thirc, tc gia Birks va Cs (2003) thiy rang thudc khong
duoc khuyén céo dé diéu tri cac triéu chimg chinh hoic cac tridu ching di kém trong bénh
Alzheimer [15].

Khuyén cao Biing chirng Hang

Selegiline khong dugc khuyén cdo dé diéu tri cac triéu chung

chinh hodc cac triéu chirng di kém trong bénh Alzheimer Mirc d6 I A

4. Cac Axit béo Omega3

Hai nghién ctru ddi chimg ngau nhién da khong chimg minh duoc lgi ich cua axit béo
omega-3 trong su gidm ty 1€ suy gidm nhan thirc trong bénh Alzheimer [16,17].

Két qua phan tich gop Cochrane khong cho thiy bét ky loi ich nao cta axit béo omega-3
trong phong ngira sa sut tri tué [18].

Khuén cao Bﬁn chirng Hang

Axit béo Omega 3 khong dugce khuyén cdo st dung thudng qui
dé du phong hodc di€u tri sa sut tri tué.

5. Cac thuéc nhom Statin

Mitc d6 1 A

Nghién ctru Cochrane tir 3 nghién ctru d6i chiing khong thiy c6 su khac biét dang
ké vé nhan thic hodc chtc ning chung giita gitta nhom statin va nhém gia duoc [19].
Nghién ctru LEADe di danh gia anh hudéng cia viéc bd sung Atorvastatin 80 mg va
donepezil dé diéu tri triéu chimg tir nhe dén trung binh (MMSE 13-25) trong bénh
Alzheimer va di khong thdy c6 cai thién chirc nang nhan thic va cic chirc ning chung
khac & tuan 72 sau diéu tri [20].

Khuyén c4o Biing chirng Hang

Céc thudc nhoém Statin khong dugc khuyén céo sir dung thuong

qui dé du phong hoic diéu trj cac triu chimg bénh Alzheimer. Muc do I A

6. Bo sung axit folic va vitamin nhém B

Nghién ctru Cochrane két luan riang khong cé bing chimg théng nhat ring axit folic don
thuan hoac két hop véi vitamin Bi2 ¢6 anh hudng dén nhan thuc va hoat dong cua cudc
song hang ngay [21].

Trong nghién ctru phéi hop vé bénh Alzheimer (ADCS), thay ring viéc bd sung vitamin
lidu cao (5mg/ngay axit folic, 1mg/ngdy vitamin B2, 25mg/ngay vitamin Bg) trong 18
thang khong c6 hi¢u qua cai thién cac chirc ndng nhan thurc trong bénh Alzheimer ¢ mirc
d6 nhe dén trung binh [22,23]. Nhung lai xuét hién céc tac dung phu, ddc biét la tram cam,
& nhom liéu cao (NNH = 10, p = 0,02).
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Khuyén cao Bing chirng Hang

Viéc bd sung axit folic va vitamin nhém B khong duogc khuyén
cdo cho viéc phong ngura va di€u tri sa sut tri tué khi khong cé Muc do 1 A
thi€u hut vitamin B.

8. Chiét xuit Ginkgobiloba EGb761

Két qua phén tich gop Cochrane trén 35 nghién ctiru ngiu nhién c6 d6i ching (n = 4247) vé
quéa cta chiét xuat Ginkgobiloba EGb761 (120mg-240mg/ngay) dbi véi chirc ning nhan
thirc, thay réng chiét xuat Ginkgobiloba EGb761 c6 tinh an toan tuong dwong véi gia dugc
va hiéu qua ddi v6i suy giam nhan thirc trong sa sut tri tu¢ con chua phu hop va khong
thuyét phuc [26]. Tac gia Kurt (2004) con thay rang hiéu qua cua thudc nay con thip hon
so voi cac thude khang men acetylcholinesterse [27].

Tuy nhién, trong trong nghién ctru theo dodi doc trong vong 5 nam, Vellas va Cs (2012) da
thay rang chiét xuat Ginkgobiloba EGb761 & lidu 120mg khong lam giam nguy co tién
trién bénh Alzheimer so voi gia dugc ¢ bénh nhan cao tudi c6 than phién vé tri nhd [28].

Can luu y liéu luong hoat chit c6 thé khong duoc chuan hoéa va khac nhau gitra cac ché
pham. Ngoai ra con c¢6 sy twong tac thudc 1am sang khi sir dung Ginkgobiloba EGb761,

nhu tang nguy co chay mau khi két hop v6i warfarin va thude chdng tiéu cu ciing nhu su
d6i khang tac dung ddi voi thiazide va thubc chong co giat (valproate va carbamazepine)
[29].

Nam 2014, Gauthier va Cs (2014) da dua két qua phan tich gop (meta-analysis) cua qua 15
nghién ciru d6i ching ngiu nhién trén 2684 nguoi bénh méc sa sut tri tu¢ do bénh
Alzheimer va sa sut tri tué do mach mau c6 kém rdi loan hanh vi - tim than duoc diéu tri
Ginkgobiloba EGb761 liéu 120mg dén 240mg/ngay thiy ring c6 suu hiéu qua cai thién
nhén thirc va hanh vi khi theo ddi sau 22-26 tuan diéu tri [30].

Két qua phan tich gdp (meta-analysis) cua Tan va Cs (2014) vé tac dung cua Gingko
biloba 761 liéu 240mg/ngay trong 22-26 tuan trén 2.561 bénh nhan mic suy giam nhin
thirc nhe va sa sut tri tue, da thay hiéu qua 15 rét cua Ginkgobiloba EGb761 so voi gia
dugc (OR: -2,86, 95% Cl, -3,18 dén -2,54) Ve lam cham sy suy giam nhan thuc, rdi loan
chirc nang, hanh vi trong thoi gian 22-26 tudn & cac, ro nét nhat 1a cai thién cac triéu
chimg vé than kinh va tdm than [31].

Khuén cao B%n ching Hang

Chiét xudt Ginkgobiloba EGb761 liéu 240mg/ngay ¢6 thé dugc
xem xét dieu tri cac triéu ching roi loan nhan thirc va hanh vi |  Muc d6 11 B
trong bénh Alzheimer.

9. Vitamin E

Tac gia Sano va Cs (1997) qua nghién ctru phén tich gop (meta-analysis) thdy hiéu qua
khong nhiéu cta viéc st dung vitamin E lidu cao (20001U/ngay) trong viéc lam cham tién
trién bénh ¢ nguoi mic bénh Alzheimer mirc do nhe va trung binh [32].

Miller va Cs (2005) da ghi nhan mdt nguy co dang ké d6i voi ty 1é tr vong do moi nguyén
nhan véi lidu vitamin E > 400 TU mdi ngay (OR: 1,04; C195%; 1,01-1,07) [33].
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Ca2 hu:ong dan NICE va két qua phén tich gop Cochrane két luan ring vitamin E (2000
IU mdi ngay) c6 nhiéu rii ro vé cac tic dung phu hon 1a loi ich trong diéu tri sa sat tué
[34,35].

Khuyén cao Biing chirng Hang

St dung vitamin E lidu cao (vuot qua 400 IU mdi ngay) khong
dugc khuyén cdo dé phong ngira hodc diéu tri sa sut tri tué/bénh Muc do 1 B
Alzheimer.

10. Thudc Prednisolones

Tac gia Aisen va Cs thuc hién nghién ciu ngau nhién c6 dbi ching danh gia hiu qua cua
prednisolone trén 138 bénh nhan mac bénh Alzheimer. Tac gia thiy khong c6 su khac biét
ve su suy giam nhén thire gitta nhdm diéu tri prednisone so voi gia duge. Cac tac gia cling
thdy rang cac bénh nhan diéu tri bang prednisone cho thiy sy giam hanh vi khong 3 rét so
vO1 nhitng nguoi trong nhom gia duoc [36].

Khuén cao B%n chirng Hang

Thuéc prednisolone khong duoc khuyén cao dé phong ngira va Mire d6 I B
di€u tri suy gidm nhan thic trong bénh Alzheimer. i

E. Hwéng dan st dung cac phwong phap diéu tri khong dung
thudc doi véi cac roi loan tim thian va hanh vi trong bénh
Alzheimer

1. Lao dong liéu phap va rén luyén nhan thirc

Nghién ctru ctia Graff va Cs (2006) thiy rang lao dong liéu phap dua vao cong dong, két
hop cac phuong phap nang cao nhan thirc va cai thién hanh vi da giup bénh nhan mic bénh
Alzheimer cai thién suy giam nhan thirc, chiic nang hoat dong hang ngay, tang kha nang
doc 1ap cua ho va giam nhu cau tro gitup trong chim séc va sinh hoat hang ngay [37].

Nghién ctru d6i ching ngiu nhién trong vong 12 thang cia Graessel va Cs (2011) thay
rﬁng cac bién phap can thi¢p nhan thirc voi nhiéu ndi dung, kém theo rén luyén thé duc déu
dan va hudng dan cac k§ ning cach thirc trong cudc sdng sinh hoat hang ngay c6 loi ich
trong viéc nang cao nhan thirc chung va chét luong cudc sdng cho nhitng ngudi bénh
Alzheimer va c6 thé tri hodn su suy giam chirc ning nhan thirc va k§ ning trong sinh hoat
hang ngay [38].

Céc két qua phan tich gop vé xdy dung cac chuong trinh dao tao nhan thirc [39,40] va kich
thich nhan thirc cho céc ca nhan va nhdm nguoi bénh Alzheimer c6 tdc dong tich cuc dén
viéc cai thi€n va duy tri cac k¥ nang nhan thirc & cac bénh nhan nay []41.

Khuyén céo Bing chimg Hang

Diéu tri két hop rén luyén nhén thirc voi hoat dong liéu phap co
thé dugc xem xét &p dung cho ngudi mac bénh sa sut tri tu¢/bénh Muc do 1 B
Alzheimer.

2. Liéu phap mat-xa
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Tac gia Suzuki (2010) va Hodgson (2008) thiy liéu phap mat-xa c6 hiéu qua trong giam
kich dong ¢ bénh nhan sa sut tri tu¢ mac du c& mau nghién ctru nho [42,43].

Nghién ctru ctia Smallwood va cs (2001) [44] ciing cho thiy hiéu qua cua sy phdi hop
huong li¢u va li¢u phdp mat-xa trong viéc giam trang thai kich dong. Cac nghién ctru 16n
hon trong mot thoi gian dai s€ giap cung co thém hiéu qua cua liéu phap mat-xa.

Khuyén cao Bing ching  Hang

Liéu phap maét-xa c6 thé dugc xem xét trong viéc giam kich

dong ¢ nhiing ngudi bi bénh Alzheimer. Mirc 40 1 B

3. Phuong phap kich thich da giac quan (MSS):

Nghién ctru cua Chung va Cs (2002) da khong thé}( bat ky hiéu qua nao cta phuwong phap
kich thich da gidc quan (MSS) vé hanh vi va tdm than ¢ nguo1 bénh sa sut tri tué¢ [45].

Hai nghién ctru d6i chimg ngiu nhién cua Baker [46,47] ciing cho thiy kich thich da giac
quan khong cé hiéu qua so véi liéu phap thay d6i hanh vi, tim than hodc nhan thirc cia
bénh nhan sa sut tri tu¢ trong giai doan ngén han hoac dai han.

Tuy nhién, nghién ctru ngu nhién d6i ching cua Milev [48] (2008) di chi ra ring phuong
phap kich thich da giac quan c¢6 hiéu qua cai thién chirc nang nhan thic chung trong thoi
oian 24 tuln diéu tri.

Khuyén cao Bing chirng  Hang

Phuong phap kich thich da giac quan (Multisensory stimulation)
khong dugc khuyén cdo trong viéc diéu tri bénh nhan cao tudi bi Muc do 1 A
mac sa sut tri tu¢.

4. Liéu phap hdi twéng (reminiscence therapy):

Phén tich gop gan day cia Woods va Cs. nim 2018 dua trén cac nghién ctru trude day da
thay hiéu qua cua liéu phap hoi tuong dbi véi rdi loan hanh vi tim than & bénh nhan sa st
tri tu¢ la khong dong nhat, cac nghién ctru thudng cé kich thuéce nho va khac nhau dang ké
giita cac thiét ké nghién ciru [49].

Cac nghién ctru don 1¢ thdy liéu phap héi tuong c6 mot sd hiéu qua tich cuc vé chat luong
cudc song, nhan thirc, cai thién giao tiép x4 hoi, cai thién cam xtc ¢ cac nguoi bénh sa sut
tri tug. Tuy vy, van can phai c6 thém cac thir nghiém ngau nhién cé ddi ching vé hiéu qua
ctia liéu phap hoi tuong.

Khuyén céo Bing chimg Hang

Li¢u phap hoi tudng c6 thé duge ‘xem x¢t cho nhimg bénh nhén

Mtrc @6 11 B
mic sa sat tri tu¢ co tridu ching rdi loan hanh vi va tim than e do

5. Liéu phap am nhac
Liéu phap am nhac duoc khuyén cdo trong viéc diéu tri nhitng ngudi bi sa st tri tué va
gilp cai thién céac triéu chung roi loan hanh vi va tdm than kinh cta bénh sa sut tri tug.
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Céc nghién ctru khac da chirng minh hi€u qua cua Liéu phdp am nhac, mac du véi kich
thudc mau nho. Mot nghién ctru ngau nhién c6 doi chung [50] cho thay Li¢u phap am nhac
da giup cai thién lo au, tram cam & cdc bénh nhan mac bénh Alzheimer tir nhe dén trung
binh.

Trong khi mot nghién ctru ngau nhién c6 d6i ching (khong mu dbi) [51] cho théiy cac triéu
ching nhu do giac, kich dong, lo &u, tho 0, kho chiu, hoat dong van dong khéng 6n dinh va
roi loan ban dém) da cai thién dang ké khi sir dung liéu phap 4m nhac trong diéu tri.

Nghién ciru ngau nhién c6 ddi ching cua tac gia Han (2010) da chi ra rang mot chuong
trinh tri liéu va hoat dong &m nhac hang tuan (hon 8 tuan) da giap cai thién cac tri€u chiing
hanh vi va tram cam ¢ nhitng ngudi mac sa sut tri tué€ [52].

Tac gia van der Steen va Cs (2018) thdy c6 hiéu qua cua it nhat 1a nim lan can thiép bang
am nhac liéu phép c6 thé 1am giam cac tri¢u chung tram cam, cai thién réi loan hanh vi khi
két thuc diéu tri. N6 ciing co thé giup cai thién cam xiic, chit lugng cudc sdng va giam lo
au, nhung it hodc khong c6 tac dung ddi véi trang thai kich dong hodc chirc ning nhan
thirc. Cac tac gia thdy c6 hiéu qua 1au dai d6i véi rdi loan hanh vi va can phai c6 cac
nghién ctru trong twong lai danh gia thoi gian diéu tri kéo dai hon [53].

Nhin chung, mac du c6 han ché vé céc thiét ké nghién clru, am nhac liéu phap tao thanh
mot canh tay tri liéu c6 gia tri trong cai thién hanh vi xa hdi & nguo1 bénh sau st tri tué.

Khuyén cao Bing ching  Hang
Liéu phap am nhac dugc khuyén céo trong diéu tri nhimg
nguo1 bi sa sut tri tu¢ va giap cai thién cac tri€u chiing roi loan Mic do 11 B

hanh vi va tam than cta bénh sa sut tri tué

6. Liéu phap sir dung hwong liéu

Nghién ctru thuc hién trén 70 ngudi bénh mic sa sut tri tué/bénh Alzheimer ¢ Hong Kong
stt dung mui tinh ddu oai huwong (Lavender) trong mét thir nghiém ngau nhién, thay su
giam trang thai kich dong sau 3 tuan diéu tri va cac tac gia két luan rang Liéu phap st dung
huong li€u c6 hiéu qua nhu mot liéu phap b6 tro trong viéc lam gidm cac hanh vi kich
dong & bénh nhan sa sut tri tu¢/bénh Alzheimer [54].

Nghién ctru quan sat trén 28 ngudi bénh Alzheimer tai Nhat ban st dung két hop tinh dau
huong thao va tinh dau chanh vao budi sang va hoa oai hwong va tinh ddu cam vao budi
t6i. Két qua thdy cac bénh nhan c6 cai thién dang ké trong chirc nang dinh huéng ban than,
khong c6 tac dung phu va khong thay d6i vé chi s6 ganh nang ddi v6i nguoi cham séc
[55].

Nghién ctru ngau nhién c6 ddi chimg gia duoc va donepezil & 3 trung tAm tdm than tudi gia
tai Anh vé st dung huong liéu Melissa oil [56] (Melissa Officinalis) trén 114 nguoi bénh
Alzheimer thdy c6 hiéu qua dang ké trong ca ba nhém ddi véi giam kich dong vao cubi 12
tuan; tuy nhién, khong cé bang chung 5 rang liéu phap huong liéu melissa tot hon gia
duoc hodc donepezil trong diéu trj kich dong & nhitng nguoi bi bénh Alzheimer.
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Khuyén cao Bing chirng  Hang

Str dung tri liéu bang huong li¢u khong dugc khuyén khich dé
gidm tinh trang kich dong ¢ nhiing nguoi bénh mac bénh | Muc do I B
Alzheimer.

F. Hréng dan st dung cac thudc diéu tri réi loan hanh vi va tim
than trong bénh Alzheimer

1. Céc thudc chéng trim cam

Bains va Cs thay rang thudc chdng trim cam ba vong (clomipramine va imipramine) c6 it

tac dung ¢ nguoi bénh sa sut tri tué [57].

Cac thudc tc ché tai hap thu chon loc serotonin (SSRIs) thuong duoc sir dung dé diéu tri
tram cam ¢ ngudi cao tudi nhung khong c6 hiéu qua ddi cac tridu chimg vé tAm than kinh
khéc trong sa sut tri tu€ [57,58].

Khuyén cio Bz"in chirng Hang

Thuoc chong tram cam cé thé dugc sur dung dé diéu tri cac bi€u GPP
hién tram cam trong sa sut tri tu€ va khi sir dung cac thudc nay
nén dugc danh gia can than cho tirng nguoi bénh cu thé.

2. Céc thudc chong loan than

Thudc Chéng loan than dién hinh da dugc chi dinh diéu trj cic rdi loan hanh vi trong sa
sut tri tué. C6 bang chimg cho loi ich nho cua haloperidol so véi gia duoc dé diéu tri trang
thai kich dong. Tuy nhién, cac tac dung phu ngoai thap va budn nga nén khéng st dung
thuong xuyén cac thube nay [59].

Do cac thudc chdng loan than khong dién hinh c6 tac dung phu it hon nén duoc st dung
thudng xuyén hon so voi cic cac thude chong loan than dién hinh. Cac thude chdng loan
than khong dién hinh (olanzapine va risperidone) di duoc ching minh 13 ¢6 mét s6 hiéu
qua (tuy it) trong diéu tri rdi loan hanh vi cho nguoi bénh sa sut trf tué ¢ mire do trung binh
dén ning (liéu olanzapine 5-10 mg/ngay va risperidone 1,0 mg/ngay) [59,60,61].

Nghién ctru cua Schneider (2006) va Tariot (2006) thay rang thudc quetiapine ¢ liéu 25-
100 mg/ngay cho thay cé su cai thién cac tri¢u chung kich dong [61,62].

Khuyén céo Bing chimg  Hang

Thudc chéng loan than c6 thé duogc chi dinh diéu tri cac triéu
chting r61 loan hanh vi va tam than trong sa sut tri tu¢ khi céac Murc do 1 A
bién phap khong dung thudc khong hi¢u qua.

Nghién ctru cua Street va Cs (2000) thy tac dung phu budn ngu (cao hon 5-8 1an) va réi
loan thing bing (cao hon 7,5-11 1an) & nhém diéu tri olanzapine so voi gia duoc [63].
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Phén tich gop vé cac tac _dung ngoai y da cho thdy nguy co méc bénh mach mau nio ting
gap 3 1an ¢ bénh nhan diéu tri véi risperidone va olanzapine [64].

Két qua cta phan tich gop khac so sanh nguy co tir vong khi dung cac thudc chéng loan
than khong dién hinh (aripiprazole, olanzapine, risperidone va quetiapine) cho thiy nguy
co tir vong cao hon (OR: 1.54, CI 95% 1.06-2.23) so v&i gia dugc v6i chi s6 NNH = 100
(CI95% 50 -250) [65].

Céc bién cb bat loi nghiém trong khac dugc bao cédo bao gdbm budn ngii va bién ching ting
duodng huyét va tang can.
Nghién ctru thuan tap hdi ctru gan day da cho thay ty 1é tir vong gia tang trong s6 cac d6i

tuong su dung thudc chéng loan than dién hinh so véi cac thudc chdng loan than khong
dién hinh [66].

Khuyén c4o Bing chimg  Hang

Luu v dén céc tac dung phu tiém tang va ty 1¢ nguy co/lot ich
cia thudc chdng loan than va can giai thich cho bénh nhan | Muc do II B
va/hodc ngudi cham soc

3. Cac thuoc on dinh cam xic (carbamazepine va sodium valproate)

Phan tich gop dua trén cac nghién ciru ngdu nhién c6 d6i chimg ciia Sink va Cs (2005) thy
hiéu qua khong rd rét cua cac thudc carbamazepine va sodium valproate vé cai thién cac
rdi loan cam xuc va rdi loan hanh vi & ngudi bénh sa sut tri tué [58].

Khuén cao B%no chirng Hang

Viéc st dung thuong qui cac thubéc 6n dinh cam xuc, nhu
carbamazepine va sodium valproate khong dugc khuyen cédo dé
diéu tri cac triéu ching réi loan hanh vi lién quan dén sa sut tri
tué.

Murc do [ A
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G. Hedéng 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

/2

Panh gia va kiém soat tri gidc, cAm gidc dau, cic can thiép y khoa va méi truong

Danh gid hanh vi (tién s&, hanh vi va hiu qua cta hanh vi)

V.

Bat d&u bang phuong phép khéng dung thudc: Tép trung vao gido duc hanh vi

v

Khéng R&i loan hanh vi \Co

C6 cac triéu chirng trﬁm cam hodc lo 4u?

Theo doi sy tai phat

Khéng \|(

Cé sir dung thudc rc ch€ men cholinesterase?

Bt d3u thudc ch8ng trdm cam

Khong \l/

B4t d3u dung ch&t (rc ché cholinesterase c6 hodc
khéng c6 Memantine

\|/

R8i loan hanh vi cé dwgrc cdi thién? Cc’>

Khong |

(vd: SSRI)
Coé

Theo ddi sy tai phat va tac dyng phy

R&i loan hanh vi c6 dwerc cii thién? /

B3t d3u dung thuc ch8ng loan than

Khéng/ N

B4t d3u dung SSRI

v

R6i loan hanh vi c¢6 duwgc cai thién? o
Khong \

Theo d8i cic ddu hiéu ngoai thap va triéu
chirng kich ddng. Duy trl thudc gidm dau
trong 6 thang

Can nhic dung thudc chinh khi sic (valproate /
carbamazepine). N&u vin khong ki€ém soat duwgc, xem
xét glri d€n chuyén gia.

Theo ddi sy tdi phat va tac dung phy
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Phan 6.2

Diéu trj suy giam nhan thirc trong

Sa sut tri tué thé Lewy: thudc va cac can thiép khac

A. Cac thudc diéu tri réi loan chirc nang than kinh nhin thirc trong sa sut
tri tué thé Lewy

Sa sut tri tué thé Lewy thuong biéu hién da dang cac triéu ching bao gém suy giam nhén
thire, a0 giac, ao tuong, cac tricu chimg tram cam, thd o, rdi loan hanh vi gidc ngi REM
bat thudng va céc rdi loan tdm than va hanh vi khac (BPSD), cac triéu ching ngoai thap va
roi loan than kinh thuc vat [15].

Sa st trf tué thé Lewy co nguy co cao vé cac tic dung phu bat loi do thudc gay ra, nén céac
bién phap can thiép khong dung thudc (cham soc va mdi truong cham soc thich hop) dong
vai tro rat quan trong. Cac thudc khang men cholinesterase ciing duoc st dung dé diéu tri
va theo két qua phén tich gop tir 17 nghién ctiru 16n cho thay cac thube nay cé hiéu qua cai
thién cac chirc nang nhén thic va cac réi loan vé tdm than - hanh vi trong sa st tri tué thé
Lewy [1,2].

Phén tich gop tir 10 nghién ctru ctia Hui-Fu Wang (2014) vé hiéu qua cua cac thude trc ché
cholinesterase va memantine thdy c6 hiéu qua cai thién chic ning nhan thirc so véi gia
dugc (OR=-0,40, C1 95%, —0,77 dén —0,03) va OR = —0,65 (Cl 95%, —1,28 dén —0,01);
tuy nhién, cac thudc khang cholinesterase, khong phai memantine, da gitp cai thién dang
ké kha nang nhan thirc. Ngoai ra, ca hai déu c6 két qua an toan tbt, trir rivastigmine c6 tac
dung phu cao hon so vo1 gia dugc (OR=1,19, Cl 95%,1,04 dén 1,36) [14].

1. Donepezil

Matsunaga (2015) thyc hién nghién ctru ngau nhién, d6i ching thay donepezil duong udng
v6i liéu 5 mg va 10 mg da cai thién rd chire nang nhan thirc trén thang diém MMSE va cai
thién cac r6i loan tdm than (NPI-2) [3]. Cai thién ganh ning cho ngudi chim séc ciing
duoc tim thay ¢ nhém dung liéu cao donepezil 10 mg. Hon nita, Ikeda (2013) thuc hién
nghién ctru nhin ma, da trung tdm, trong 52 tuan thiy cd cai thién rd vé chirc ning nhan
thirc va cai thién cac rdi loan vé hanh (theo thang diém NPI-4) [4]. Sau d6, Mori (2015) da
nghién ctru kéo dai trong 56 tuan, xac nhan kha ning dung nap thudc va cai thién chirc
nang nhan thirc khi diéu tri bang donepezil liéu Smg va 10mg [5].

Ikeda (2015) thyc hién nghién ciru mu doi, co df)i chung gia duoc (pha III) ¢ nguoi bénh
sa sut tri tu¢ thé Lewy thay co thién vé thang diém MMSE ¢ liéu 10mg, nhung khong cai
thién vdi liéu Smg donepezil [6].

Nghién ctru ngiu nhién c6 ddi ching cua Dubois (2012) da cho thidy hiéu qua cua
donepezil déi voi chitc nang nhéan thirc déi voi & ngudi mac bénh Parkinson (PDD) [7].

2. Rivastimine
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Nghién ctru ngau nhién cua McKeith (2000) vé hiéu qua rivastimine & ngudi bénh sa sit tri
tué thé Lewy thay cai thién khong 13 vé thang diém MMSE va két cuc 1am sang chung,
nhung lai ¢6 hiéu qua ddi véi chire ning tap trung - cha v [8].

Dbi v6i rdi loan nhén thic trong sa sut tri tué cua bénh Parkinson (PDD), nghién ctru ngau
nhién c6 dbi chimg ctua Emre (2004) di cho thay hiéu qua cai thién déng ké rdi loan chirc
nang nhan thic khi dung rivastimine trong sa sut tri tué cua bénh Parkinson (PDD) [9].
Rivastigmine dugc Lién doan Than kinh hoc Chau Au (EENS) danh gia bac I, muc do A
va Vién Han 1am Than kinh Hoa Ky (AAN) danh gia bac II mic do B [10].

3. Galantamine

Nghién ctru nhan m¢ cua Edwards (2007) trong 24 tudn vé galantamine ¢ ngudi bénh sa
st tri tué thé Lewy thiy su cai thién vé biéu hién 1am sang chung va cac chtrc ning nhan
thirc khac dua trén thang diém (ADAS-cog) [11].

4. Chét d6i khang thu thé NMDA (memantine)

Nghién ctru ngau nhién, mu do6i c6 so sanh véi gia dugc cua Aarsland (2009) trong trong
24 tuan vé hiéu qua cia memantine & 72 nguoi bénh mic sa sut tri tu¢ thé Lewy hodc mic
sa sat tri tué trong bénh Parkinson (PDD) thdy su cai thién Ve mot s6 linh vuc nhan thic
[12]. Tuy nhién, Matsunaga (2015) qua phan tich gop thy rang memantine khong co sy
cai thién dang ké vé cac rdi loan nhan thuc trong sa sut tri tué thé Lew [13].

Khuyén cao Bing chitrng Hang
Diéu tri sa sut tri tué thé Lewy duoc chi dinh tuy theo su xuét hién
cac triéu chung lam sang khac nhau. Mirc d6 1 A

Bao gdm chi dinh dung thudc va khong dung thudc

Cac thudc khang men acetylcholinesterase (donepezil, galantamine
va rivastigmine) dugc ghi nhan 1a c6 hi¢u qua doéi voi cac triéu Miic do I B
chtrng 161 loan nhan thirc trong sa sut tri tu¢ thé Lewy. '

Thudc N-methyl D-aspartate (memantine) duoc ghi nhan 1a ¢ hiéu
qua doéi voi triéu ching réi loan nhan thire trong sa sut tri tué¢ thé Mire do 11 A
Lewy. i

B. Diéu tri ddi vai cac triéu chirng roi loan hanh vi-tiam than, roi loan
hanh vi gidc nga REM (RBD) trong sa stt tri tué thé Lewy

Nguoi bénh sa sat tri tué thé Lewy thuong qua nhay cam voi cac thudc chéng loan than.
Do do, cac bién phap can thiép khong dung thudc nén duoc wu tién hon so voi lidu phap
dung thubc dé diéu tri cac rdi loan hanh vi - tim than. Thudc donepezil dugc chi dinh diéu
tri suy giam nhan thirc trong sa sut tri tué thé Lewy, cling c6 thé c6 hiéu qua déi véi cac
triéu chtng rdi loan hanh vi - tim than trong sa sut tri tué thé Lewy [16].

Ngoai ra, Emre (2010) thuc hién nghién ctru mu d6i, ngdu nhién, so sanh nhom chimg thay
memantine ¢ hi¢u qua doi voi cac roi loan hanh vi tm than & ngudi bénh sa sut tri tué
thé Lewy (hoang tudng, do giac, roi loan hanh vi ban dém va hanh vi dn uéng [17].
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Can than trong khi st dung cac thude chéng loan than dé diéu tri rdi loan hanh vi-tdm than
trong sa sut tri tu¢ thé Lewy [18].

Thudc haloperidol chéng chi dinh d6i v&i bénh Parkinson va vé nguyén tic khéng nén
dung & nguoi bénh sa sut tri tu¢ thé Lewy.

Céc thubc chong loan than khong dién hinh nhu quetiapine va aripiprazole la an toan do c6
tac dung phu nhe trén hé thong ngoai thap [18], nhung c¢ it bang ching vé nghién ciru
khang dinh. Khi str dung cac loai thudc nay, can str dung liéu luong tdi thiéu va ludn cha y
dén viéc xay ra cac tac dung ngoai y.

Thubc clonazepam da dugc bao cdo 1a c6 hiéu qua trong diéu tri r6i loan hanh vi gidc ngl
REM (RBD). C6 rét it cic nghién ctru vé hiéu qua cta clonazepam diéu tri mAt ngu trong
sa sut tri tué thé Lewy. Nghién ciru bao cdo timg trudng hop da thiy rang donepezil co
hiéu qua khi khong c6 chi dinh dung clonazepam do tac dung phu [19].

Cac bién phap can thiép khong dung thudc nhu chon phuong thic cham séc phu hop va
cai thién moi truong song rat quan trong trong diéu tri sa sut tri tué thé Lewy. Tuy nhién,
cac bién phép can thiép khong dung thudc cé thé co hidu qua trong viéc cai thién céc triéu
chtng réi loan nhén thirc, rdi loan hanh vi-tAm than va chtic ning hoat dong hang ngay &
ngudi bénh mic sa st tri tué thé Lewy, nhung cho dén nay van chua c6 nghién ctru nao
ching minh diéu nay.

Két qua ctia mot phan tich gdp cho thiy ring viéc dua ra 161 khuyén vé cach cham soc cho
nguoi cham séc dé dat dugc cac k¥ nang quan ly cang thang co hi¢u qua dé giam céc tri¢u
ching 161 loan hanh vi tam than néi chung [20] va nhitng phuong phédp nay cling c6 thé
hiru ich cho ngud1 bénh sa stt tri tuén thé Lewy.

ba c6 cac nghién ctru vé tap phuc hdi dang di rat c¢6 hitu hiéu nhu mot bién phap can thiép

khong dung thudc dbi véi cac truong hop nguy co ngd va rdi loan dang di & bénh nhan
mic bénh Parkinson, nhung ¢ rat it bang chimg vé DLB [21].

Khuyén c4o ‘ Bing chimg  Hang
Thubc haloperidol khong sir dung d6i vé6i loan than trong bénh
bénh Parkinson va khong st dung ¢ ngudi bénh sa sut tri tu€¢ thé | Miuirc do 1 A
Lewy

Clonazepam duoc chi dinh d6i véi réi loan hanh vi gidc ngu
REM. ’Thuéc donepezil co6 thé dugc st dung khi c6 chong chi | Miuc do I C
dinh doi véi clonazepam

Cac thude chéng loan than khong dién hinh duoc chi dinh diéu tri
cac triéu chung rd1 loan hanh vi-tdm than trong sa sut tri tu¢ thé
Lewy; Can phdi xem xét day du vé€ tinh an toan cua thudc khi
diéu trj.

Mtrc @6 11 C

Nén str dung bién phéap can thiép khong dung thube dé cai thién
chtrc ndng nhén thtrc, ré1 loan hanh vi-tdm than va chirc nang hoat GPP
dong hang ngay ¢ nguoi bénh mac sa sut tri tué thé Lewy
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PHAN 7

DPIEU TRI SUY GIAM NHAN THUC
CUA SA SUT TRI TUE MACH MAU:

Thuoc va cac can thiép khac
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Sa sut tri tué mach mau

Sa sut tri tu¢ (SSTT) mach mau 1a nguyén nhan ding hang th hai cia SSTT sau bénh
Alzheimer. SSTT mach méu c6 dic diém sinh bénh hoc lién quan bénh ly mach mau nao
v6i 1am sang, dién tién va diéu tri khac v6i SSTT do bénh Alzheimer.

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

1. Thudc khang men Acetylcholinesterase.

- Nghién ctru tién ctru, ngdu nhién, c6 dbi chimg mu d6i cia Wilkinson va CS (2003) [1]
duoc thuc hién trén 616 BN SSTT mach mau (theo ti€u chan doan NINDS-AIREN) ¢ muc
d6 nhe dén trung binh dé danh gia hiéu qua cua donepezil trong diéu tri SSTT mach méu.
Trén 80% BN ¢ nhom diéu tri dung donepezil (liéu 5 hodc 10mg) va nhém gia duge da tham
gia nghién ctru 24 tudn. Két cuc nhan thirc duogc danh gia bing thang ADAS-Cog so v6i
diém nén luc bat dau diéu tri; két cuc chirc ning toan bo dugc danh gia bang thang CIBIC-
plus. Két qua: donepezil voi liéu 5 d&én 10mg cai thién chirc nang nhan thitc BN SSTT mach
mau tir tuan thir 6 va duy tri cai thién dén hét thoi gian theo dai 1a tudn 24, ddng thoi thay
d6i dang ké chuc nang toan bo ¢ nhom dung thube 24 tuan (qua CIBIC-plus). (Bang ching
muc do 1)

- Nghién ctru tién ciru, ngiu nhién, c6 d6i ching mu déi ciia Black va CS (2003) [2] duogc
thuc hién trén 606 BN SSTT mach mau (chan doan theo tiéu chuan NINDS-AIREN) & mitrc
d6 nhe dén trung binh. Két qua sau 24 tuan ghi nhan nhom dung donepezil lidu 5 hoic 10mg
d3 cai thién 3 rét chirc nang nhan thirc, hanh vi va hoat dong song. (Bang chirmg murc do )

- Nghién ctru tién ctru, ngdu nhién, ¢6 dbi chirng mu doi cia Roman GC va CS (2010) [3]
trén 974 BN SSTT mach méau & mirc d§ nhe (MMSE trung binh 23,5 diém), duge chan doan
theo tiéu chuan NINDS-AIREN. Két qua 24 tuin ¢ nhém dung thuc donepezil Smg ghi
nhan cai thién chirc nang nhan thire rd rét so v6i nhom gia duoc, tuy nhién dap tng vu thé
& BN chua teo hai ma thiy thai duong. (Bang ching muc do I)

- Nghién ctru phan tich gdp (meta-analysis) nam 2004 cua Malouf R va CS [4] da dua vao
phan tich 2 nghién cru ngau nhién, mu d6i, ddi chimg voi téng sé 1219 BN SSTT mach
mau nhe dén trung binh. Két qua phan tich cho thiy donepezil liéu 5 hodic 10mg cai thién
chirc nang nhan thirc trong 24 tuan sir dung khi so véi gia duge. Két qua trén hoat dong song
va thay d6i chung khong dép (mg dong nhét véi liéu (liéu Smg cai thién thay doi chung, li¢u
10mg cai thién chirc ning hoat dong séng). (Bang chirmg mirc do I)

- Nghién ctru phan tich gdp (meta-analysis) nam 2021 cua Battle CE va CS [26] da dua vao
phan tich 8 nghién ciru ngdu nhién, mu déi, c6 ddi ching voi tong s6 4372 BN SSTT mach
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mau va suy giam nhén thirc mach méu khéc. Trong d6 ¢ 3 nghién ctru dung donepezil liéu
5-10 mg (n=2193), 3 nghién ctru dung rivastigmine véi liéu 3-12mg (n=800), va 2 nghién
ctru ding galatamine liéu 16-24mg (n=1380). Két qua phan tich ghi nhan nhém donepezil
10mg c6 hi¢u qua trong cai thi¢n chirc nang nhan thirc (v6oi Mean Difference —2.21 ADAS-
Cog points, 95% CI 3.07 to —1.35) va tac dung phu cao hon so véi gia duge (OR 1.95, 95%
CI 1.20 to 3.15). Nhom donepezil 5mg c6 tac dung phu thip va tac dung cai thién nhan thic
thap hon nhom donepezil 10mg. (Bang chirng muc do I)

Khuyén ciao

Thudc khang men acetylcholinesterase (donepezil) ¢6 hiéu qua | Mic do I A
lam sang cai thién chirc nang nhan thirc va nén dung trong di¢u
tri SSTT mach mau muc d¢ nhe dén trung binh.

Liéu donepezil khéi dau Smg ¢6 tic dung phu thép, lidu diéu trj
dat hi€u qua cai thién nhan thic voi tadc dung phu chap nhén la
10mg.

- Nghién ctru tién ctru, ngiu nhién, d6i chimg, mu d6i cua Bullock R va CS (2004) [5] trén
285 BN SSTT hén hop (VaD + AD) dung galantamine trong 12 thang, trong d6 6 thang
dau mu doi va so sanh véi gia duge. Két qua galantamine liéu 24 mg dugce dung nap tot,
duy tri chic nang nhan thirc lau dai trén 12 thdng & BN SSTT mach méu di lém bénh
Alzheimer (SSTT hdn hop). (Bing chimg muc do I)

- Nghién ctru tién ctru, ngiu nhién, ddi chimg, mu déi ciia Auchus AP va CS (2007) [6] trén
788 BN SSTT mach mau don thuan v6i nhém dung thudc galantamine liéu ting dan tir
8mg dén 24mg mdi ngay so v4i nhom gia duoc. Két qua cho thiy sau 26 tuan, galantamine
cai thién déng ké trén chtrc niang nhan thirc don thuan, con chtrc nang hoat dong séng thi
khong c6 su thay d6i khac biét. (Bang chimg mirc do I)

- M6t nghién ctru phan tich gop (meta-analysis) ciia Birks va CS nam 2013 [7] dua trén phan
tich 2 thtr 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 ching muc d6 I)

- Nghién ctru phéan tich gdp (meta-analysis) ndm 2021 cua Battle CE va CS [26] da dua vao

phan tich 8 nghién ciru ngu nhién, mu déi, c6 ddi ching voi tong s6 4372 BN SSTT mach
mau va suy giam nhén thirc mach méu khac. Trong d6 c¢6 3 nghién ctru dung donepezil liéu
5-10 mg (n=2193), 3 nghién ctru dung rivastigmine véi lidu 3-12mg (n=800), va 2 nghién
ctru dung galatamine liéu 16-24mg (n=1380). Két qua phan tich ghi nhan nhém galantamine
16 to 24 mg c6 thé c6 hiéu qua trong cai thién chirc nang nhan thirc (v6i Mean Difference
—2.01 ADAS-Cog point, 95%CI —3.18 to —0.85). Tac dung phu hoi cao hon khi so véi gia
duge (OR 1.57, 95% CI 1.02 to 2.43). (Bang chimg muc do I)
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Khuyén cdo Bing Hang
chirng

Thudc khang men acetylcholinesterase (galantamine) c6 hiéu Murc do 1 A
qua 1am sang cai thién chirc nang nhan thic trong diéu trj SSTT
hon hop (SSTT mach mau di kém bénh Alzheimer) mic d6 nhe
dén trung binh.

Bdi voi SSTT mach mau don thudn, galantamine c6 thé c6 hiéu
qua trong cai thién churc nang nhan thuc.

Liéu galantamine mdi ngay khoi dau 8mg, duy tri dé dat hiéu
qua 1 16-24mg.

2. Memantine.

- Nghién ctru ngau nhién, di chtng véi gia duoc, danh gia mu déi ciia Orgogozo MJ va CS
nam 2012 [8] trén 321 BN SSTT mach mau mirc d0 nhe dén trung binh, theo ddi 28 thang.
Chi 74% BN tham gia hoan tit qua trinh nghién ctru. Tiéu chudn dénh gia phan loai khong
chic chin voi 75% dung hinh anh CT Scan va 25% dung MRI. Két qua ghi nhan diém
ADAS-Cog danh gia nhan thtrc khac biét trén nhém dung memantine 20mg/ngay so voi1 gia
dugc, tuy nhién khong thay ddi nhidu néu so v6i nhén thirc nén (baseline). Khong thiy su
cai thién trén danh gid chirc ndng chung va hanh vi cia BN SSTT mach mau khi dung
menantine (Bing chting mirc do II)

- Nghién ctru ngau nhién, ddi ching, mu d6i cua Wilcock va CS (2002) [9] thtr nghiém
memantine 20mg/ngay trén 844 BN SSTT mach mau muc do nhe dén trung binh. Trén 80%
BN d4 hoan tt 28 tuan thtr nghiém thudc va gia dugce. Két qua co su khac biét chirc ning
nhan thirc gitta nhdém memantime va gia dugc, nhung khong co su cai thién nhiéu so véi
diém nhan thirc nén, dong thoi khong thay d6i chirc niang chung khi so véi gia dugc (Bing
chirng mure do 1)

- Nghién ctru phan tich gop vé vai tro cia memantine trong diéu trj SSTT ctia McShane va
CS 2009 [10] va nam 2019 ghi nhan khi phan tich trén nhém SSTT mach méau, memantine
c6 loi ich rat nho vé cai thién nhan thitc cho BN SSTT mach mau muc d6 nhe dén trung
binh. (Bang chimg murc d6 I)

Khuyén ciao

Memantine cé hiéu qua 1am sang khong déng ké trong cai Murc do LII A
thién chirc nang nhan thirc cia SSTT mach mau.

3. Thudc ting truwéng than kinh va cac thude khic.

Cac nhém thude ting truong than kinh nhu piracetam, vinpocetine, choline alfoscerate,
gingkobiloba EGb761, cerebrolysin, cytoflavin déu co6 cac co ché tdc dong 1€n gia tang churc
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ning nhan thic va s& duoc 1an luot danh gia hiéu qua trén nhém BN SSTT mach méu qua
cac nghién ctlru sau:

- Piracetam:

Nghién ctru phan tich gop cua Flicker L va CS (2012) [11] dua vao 24 nghién ctru voi 11959
BN suy giam nhén thirc va SSTT. Két qua phan tich dua trén 4 nghién ctra thuan nhit vé chi
s6 GIC cho thdy nhom dung piracetam c6 cai thién trén chi sé 4n twong thay ddi chung
(Global Impression of change-GIC), con lai khong ghi nhan khac biét trén cac test danh gia
nhan thire gitta nhom diéu tri va gia duge. (Bang chimg mic d6 IV vi 4 nghién ciru ndy co
mau nho, quén thé NC khong dai dién cho SSTT mach méau).

- Vinpocetine:

Nghién ctru phan tich gdp cua Szatmari S va CS (2003) [12] dua vao phan tich 3 nghién cua
ngau nhién, mu d6i, ddi ching giira vinpocetine va gia dugc cho nhém BN SSTT nguyén
nhan mach mau va thodi héa. Két qua phan tich ghi nhan c6 su khong rd rang vé tinh ngau
nhién, c6 80% BN tham gia hét nghién ctru. Két qua ghi nhan c6 su cai thién chirc ning
nhén thtrc va chirc nang chung trén nhém dung BN ding vinpocetine lidu 30-60 mg/ngay
trong 3-6 thang. Tuy vdy, két luan ctia nhom tac gia Szatmari S va CS van cho ring bing
chtng chua du. (Bing chimg mic do II)

Nghién ctru ngau nhién, c6 ddi ching va nhin mé ctua Zhang W va CS (2016) [27] trén 610
BN nhdi mau nio cap duoc chia thanh 2 nhém: nhém vinpocetine (469BN) va nhém ching
(141BN). BN duoc dung vipocetine tiém tinh mach 30mg trong vong 7 ngay sau dot quy.
Két qua phan tich ghi nhan nhém vinpocetine cai thién diém MMSE dang ké so voi nhom
chtng sau 90 ngay (27.42 so voi 25.59; P = 0.008). Do nghién ctru dy trén nén tang nhin
mé (khong mu) nén mirc d6 bang ching chua cao. (Bang ching muc do II)

- Choline alfoscerate:

Nghién ctru phan tich gdp cua Sagaro GG va CS (2023) [28] dua vao phan tich 8 nghién
ctru ngau nhién c6 dbi chimg (RCT) giita choline alfoscerate don thuan hoidc két hop véi
donepezil véi gid duge cho nhém BN suy gidm nhén thirc do bénh Alzheimer, bénh ly mach
mau nio va nhém BN trdm cam. Thang danh gia chirc nang nhan thirc, hoat dong sdng va
hanh vi tdm than dung trong cac nghién ctru 13 MMSE, MoCA, ADAS-Cog, ADL (BADL),
IADL va NPI. Két qua phan tich ghi nhan choline alfoscerate cai thién chirc ning nhan thirc
trén BN bénh Alzheimer va SSTT do bénh ly mach méau nho. Nghién ctru cling ghi nhan két
hop choline alfoscerate véi donepezil cai thién chic ning nhan thirc, hoat dong séng nang
cao va cac r6i loan hanh vi tAm than ctia SSTT do bénh Alzheimer va bénh ly mach mau
ndo. (Bang chiung muc do II)

- Gingkobiloba EGb761:

Gingkobiloba EGb761 c6 rat nhidu nghién ctru tir 1980, tuy nhién danh gia phan tich gop
trén cac nghién ctru ngau nhién c6 ddi ching nay, tac gia Birks J va CS (2009) [15] két luan
du cac nghién cuu riéng 1€ ghi nhan hi¢u qua cua EGb761 trén nhirc nang nhan thiuc BN
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SSTT so véi gia duoc, nhung tong hop lai thi thiéu tinh ddng nhit nén khong du do manh
két luan. (Mtrc bang ching do II).

Nghién ctru ngiu nhién, d6i chimg cta Ihl va CS (2012) [16] trén 404 BN ding EGb761
lidu 240mg trong 24 tuin so v6i gia duge. Két qua ghi nhan nhom BN bénh Alzheimer va
SSTT mach mau c6 sy cai thién nhan thic va hanh vi khac biét so vdi nhom dung gia duoc.
(Bang chimg murc d6 II).

Nghién ctru phan tich gop ctia Thl va CS (2013) [17] dwa vao phan tich 3 nghién ctru ngau
nhién cé d6i chimg voi tong cong 1294 BN bénh Alzhueimer va SSTT mach mau c6 rdi
loan hanh vi tdm than. Két qua phén 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. (Bing ching
muc do 1)

Nghién ctru phan tich gdp cua Gauthier S va CS (2014) [18] dua vao phan tich 15 nghién
ctru ngau nhién c6 ddi chimg voi tong cong 2684 BN bénh Alzheimer va SSTT mach mau
¢6 161 loan hanh vi tAm than. Két qua phan tich ghi nhan Gingkobiloba EGb761 lidu 120mg
dén 240mg/ngay c6 hiéu qua cai thién nhan thirc va hanh vi khi theo doi diéu tri 22-26 tudn.
(Bing ching murc d6 1)

- Cerebrolysin:

Nghién ctru ngiu nhién, d6i chimg, mu d6i cuia Guekht AB (2011) [19] trén 242 BN SSTT
mach méu so sanh hiéu quéa diéu tri cerebrolysin 20ml/ngdy so véi gia duoc. Két qua ghi
nhén cerebrolysin céi thién chirc ndng nhéan thic (danh giad trén thang MMSE va ADAS-
Cog) va cai thién chung trén thang CIBIC. (Bing chimg muc do I)

Nghién ctru phan tich gop ctia Chen N va CS (2013) [20] danh gia 3 nghién ciru ngau nhién
va d6i chimg vé so sanh cerebrolysin véi gia duoc trong diéu tri SSTT mach mau. Két qua
phan tich ghi nhan cerebrolysin ¢é hi€u qua trong cai thién chirc ndng nhan thirc va chirc
nang tong thé trén BN SSTT mach mau mirc do nhe dén trung binh. Tuy nhién, cac nghién
clru nay c6 thoi gian diéu tri ngin va theo ddi ngin nén can danh gia thém. (Bing ching
muc do II)

- Cytoflavin:

Nghién ctru ¢6 phan nhém dbi chimg ciia Sazonov IE va CS (2017) [29] trén 86 BN dot quy
nh6i mau ndo cip, danh gia tac dung cta cytoflavin 10ml va 20ml/ngay két hop véi diéu tri
tiéu chudn trong giai doan cap so véi diéu tri dot quy tiéu chuan don thuan. Két qua ghi nhan
cytoflavin 20ml/ngay thuc day cai thién khiém khuyét than kinh va hoat dong sdng doc 1ap
hang ngay (danh gia trén thang NIHSS, Rankin, Barthel va Rivermead mobility index) trén
BN d6t quy cip (Bang ching murc do I1I).

Nghién ctru ¢6 phan nhém ddi chimg cta Poltavskaya TS va CS (2021) [30] trén 100 BN
d6t quy nhdi mau ndo, danh gia tac dung diéu tri cua cytoflavin 20ml/ngdy trong giai doan
phuc hoi sau dot quy. Két qua danh gia sau diéu tri 14 ngay ghi nhan cytoflavin gép phan
cai thién khiém khuyét than kinh va phuc hoi chtrc niang nhén thirc trén BN sau dot quy nhdi
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mau nio khi so voi nhém chimg (danh gia trén thang NTHSS va MMSE) (Bang chimg mic
do I1I).

Nghién ctru tién ctru c6 d6i chimg cua Silina EV va CS (2020) [31] trén 151 BN xuét huyét
ndo. 48% BN duoc sir dung cytoflavon 20ml/ngdy vong 72 gio sau xuat huyét ndo so véi
nhém ching con lai. Két qua ghi nhan cytoflavin gop phan 6n dinh cac chi s6 can 14m sang,
cai thién két qua diéu trj (thang NIHSS) va giam ti 1é tr vong trong bénh vién trén cac BN
xuat huyét ndo. (Bang chimg mirc d6 I1I)

Khuyén cao

Trén BN 16n tudi ¢6 SSTT murc do nhe dén trung binh, Miuc d6 IV GPP
piracetam co thé lam thay doéi chi s6 an tugng chung, con céc
chirc ndng nhén thirc thi khong cai thién.

Trén BN d6t quy nhdi mau ndo cép, vinpocetine cé tac dong Muc do 11 B
cai thién chirc ndng nhan thic va hoat dong song sau 90 ngay.

Trén SSTT mach mau va thoai hoa mic d6 nhe dén trung
binh, vinpocetine co6 tdc dong cai thién chirc nang nhén thirc
va an tuong chung.

Trén SSTT do bénh ly mach méu nao, do bénh Alzheimer Mitrc @6 11 B
hodc SSTT hén hop (AD + mach méu), choline alfoscerate
don thudn hoic két hop v6i donepezil ¢6 hiéu qua cai thién
chirc nang nhan thirc, hoat dong séng ning cao va hanh vi tim
than.

Trén bénh Alzheimer va SSTT mach mau muc dd nhe dén Mirc do 11 B
trung binh, gingkobiloba EGb761 li€u 240mg/ngay c6 hiéu
qua cai thién nhan thirc va hanh vi khi theo doi di€u tri 24 tuan

Trén SSTT mach méau mirc do nhe dén trung binh, Mutrc do I va B
Cerebrolysin c6 cai thién Ién chirc ndng nhan thirc va chire II
nang tong thé.

Trén BN dot quy (nh01 mau ndo va xuét huyet ndo), cytoflavin | Murc dg III B
c6 tac dong thuc déy cai thién tién luong séng con, chirc nang
nhan thtrc va hoat dong sdng sau giai doan cép.

4. Tap luyén chirc ning nhan thire.

Cé 3 hinh thtrc tap luyén lién quan chtrc nang nhén thuce, bao gém: huin luyén nhan thiec,
phuc héi nhan thirc va kich thich nhan thirc. Cac nghién ctru danh gia hé thong bang phuong
phap phan tich gdp cac nghién ciru ngau nhién cé d6i ching vé tap luyén nhén thirc trén BN
SSTT nam 2012 [21], nam 2013 [22] va nam 2017 [23] ghi nhan hai phuong phap phuc hoi
nhén thirc va kich thich nhén thirc c6 tac dong cai thién nhén thirc nhe- trung binh trén nhém
BN SSTT do bénh Alzheimer va SSTT mach mau mirc d6 nhe dén trung binh. Khuyén céo
tap luyén nhan thic la li¢u phap diéu tri nhan thtc cho BN SSTT. (B'fmg chirng muc do 11
do thiéu tinh chat phan cip mu trong danh gid)
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Khuyén cao

Tap luyén nhan thuc 1a liéu phap diéu tri nhan thic cho BN Mirc do 11 A
SSTT noi chung, trong d6 c6 SSTT mach méu

5. Phong ngira suy giam nhan thirc mach mau.

Thay doi 16i song 1a téng hop cac liéu phap phong ngira, trong do loai trir yéu td nguy co
mach mau nhu ché d6 dn udng khoe manh, 6n dinh huyét ap, duong huyét, bo thude 14, tap
thé duc 13 nhirng phuong phap hiru hiéu cho phong ngira SSTT lién quan bénh Iy mach mau
ndo. Nghién ctru FINGER 2013 [24] va 2015 [25] (thiét ké ngau nhién, ¢ ddi chimg) trén
1260 BN ghi nhan can thiép da yéu t6 c6 thé duy tri hodc cai thién chirc ning nhéan thirc
ngudi cao tudi. (Bing chirng mire do II)

Khuyén cao

Can thiép da yéu td, bao gdbm ché do dn udng khoe manh, 6n Muc do 11 B
dinh huyét ap, dudng huyét, bo thudce 14, tap thé duc, tap luyén

nhan thutc c6 thé duy tri hodc cai thién chirc nang nhén thirc

nguoi cao tudi
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