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PAT VAN PE

1. Tinh cap thiét @2 tai luin an

Theo IDF (2019), thé gii hién nay c6 khoang 463 triéu ngudi méic bénh dai
thao duong, du kién tang dén 700 triéu nguoi vao nam 2045, duoc xem la mot dai dich
khong 14y nhiém vdéi ty 18 tir vong xép hang thir 3 sau bénh ung thu va tim mach. Tiéu
t6n hang ti d6 la mdi nam cho cham soc y té, gdy tan phé va ting ganh niang 1én ngudi
than [72]. Pai thao duong ciing l1a nguyén nhan lam gia ting sa sut tri tué 1én 50%-
100% bao g6m ca Alzheimer va sa stt tri tué mach mau, véi nhiéu co ché bénh sinh
van chua duoc biét & rang va con dang tiép tuc nghién ciru [20], [37], [36], [37]. Boi
cac 1y do d6 ma viéc tim soat sém rdi loan than kinh nhan thirc cling nhu cac yéu t6
nguy co c6 thé can thiép dugc nham chin ding bién ching ning cua hai bénh 1y nay
1a van dé cac nha khoa hoc hién nay dang quan tam.

Theo UKPDS c6 dén 50% bénh nhan xuat hién bién chirng tim mach ngay tai
thoi diém chan doan dai thao dudng type 2. Gan day, ngudi ta quan tam dén bénh nio
dai thao duong (diabetic encephalopathy) ma dic trung 13 tinh trang rdi loan than kinh
nhan thirc ngdy mot gia ting va tién trién nhanh [12], [11], [41], [40], [53], [79], [177].

Nghién ctru ACCORD cho thay, ctr ting 1% HbAlc lam suy giam chirc ning
nhan thirc (cognitive decline) di nhanh chong; ngoai ra, cac d6i twong bi réi loan than
kinh nhén thirc thi cang dé xuat hién nguy co ha glucose mau ning. C4 nhan hoa diéu
tri va du phong nguy c6 ha glucose mau ¢ bénh nhan sa stt tri tu¢ tré thanh mot trong
nhiing van d&¢ ADA quan tdm tir nhitng nam 2015 dén nay song song véi liéu phap dinh
dudng quan 1y cac bién chimg tim mach nhim nang cao chat luong sdng ¢ bénh nhan
dai thao duong [17], [21].

R6i loan than kinh nhan thirc 13 mot hoi chimg c6 thé do nhiéu bénh 1y khac
nhau tac dong dén, co thé hoi phuc hoac khong hdi phuc duogc. Dac trung 1a tinh trang
suy giam tién trién it nhat mot trong sau linh vuc chtrc ning nhén thire: chtrc niang diéu
hanh, ngbn ngtt, hoc tap- tri nhd, thi giac khong gian, tap trung cht y va nhan thirc xa
hoi. Réi loan than kinh nhan thirc dién hinh hay sa st tri tué thudng ndi tiép sau rdi
loan than kinh nhan thtc nhe va bénh Alzheimer chiém ty 1¢ nhiéu nhat ké dén 1a sa
stit tri tué mach mau va cac thé sa sut tri tué khac [9],[137].

Theo nghién ctru Gregg EW va cong su (2003), Biessels G.J (2015), Stoeckel
LE, Arvanitakis Z (2016) dai thao dudong di lam gia ting nguy co tién trién dén



Alzheimer gip ba 1an so véi nhitng ngudi khong mic dai thao duong. Do tudi khai
bénh rdi loan than kinh nhén thirc & bénh nhan dai thao duong type 2 tién trién nhanh
hon 7,8 ndm. Tinh trang béo phi, 16i séng tinh tai, mic do dé khang insulin, kiém soat
kém HbA 1c, huyét ap va lipid mau. .. khéng nhiing gia ting cac bién chimg tim mach
ma con ddy nhanh rdi loan cac chirc ning than kinh nhan thire [40],[41],[64],[79],[140].
Nghién ctru thir nghiém ACCORD- MIND cho thay viéc kiém soat huyét ap 1y tudong
c6 thé bao vé tt cho tim mach nhung c6 thé 1am gia ting nguy co réi loan than kinh
nhan thire [21]. Do d6, viée tim hiéu cac yéu té nguy co cling nhu muc tiéu kiém soat
dai thao dudng 1a nhitng van dé quan trong, thiét yéu can duoc lam sang to gop phan
cho bac sy 1am sang va ngudi bénh c6 thé chi dong du phong va ngan ngira tién trién
roi loan than kinh nhan thuc.

Nhiéu nghién ctru trén thé gidi tir 2003 dén nam 2018, cac tac gia tap trung phan
tich mdi lién quan gitra thay d6i nhan thirc v6i cac ton thuong trén hinh anh hoc cong
huong tir so ndo nhu nhu teo nao, ton thuong mach mau, nhdi méau ndo im lang, nhoi
mau ndo 16 khuyét, thoai hoa chit tring. .. bénh nhan dai thao duong type 2. Thé mic
bénh thudng gip 13 Alzheimer hay sa st tri tué mach mau hay ton thuong hon hop
chiém uu thé cho dén nay van chua thong nhét va dang dugc tiép tuc dé nghi nghién
ctu [9], [41], [97], [137], [154], [162].

D3 ¢6 nhiéu nghién ctru trén thé gidi va Viét Nam vé rdi loan than kinh nhan
thirc n6i chung va ri loan than kinh nhan thirc & bénh nhan dai thdo dudng néi riéng.
Tuy nhién, nghién ciru vé cac yéu té nguy co, tinh trang kiém soat dai thao duong ciing
nhu xé4c dinh t6n thuong hay gip trén hinh anh hoc cong hudng tir so ndo ¢6 lién quan
gi dén céc linh vuc chirc nang than kinh nhan thic thi chua dugc khao sat k¥ tai Viét Nam.

Xuat phat tir nhirng van dé trén chdng t6i thuc hién dé tai: “Nghién civu cdc yéu
16 nguy co va hinh dnh hoc céng hwéng tir so nio ¢ bénh nhén ddi thdo dwong type
2 ¢6 roi logn than kinh nhén thive” nham ba muc tiéu:

2. Muc tiéu cia luan an

2.1. Khao sat dic diém mot s6 yéu td nguy co va tinh trang kiém soat dai thdo dudng
& ddi twong dai thao dudng type 2 c6 rdi loan than kinh nhan thirc.

2.2. Khéo sat dic diém hinh anh hoc cong huong tir so nao va phan téng roi loan than
kinh nhén thic & dbi twong dai thao dudng type 2.

2.3. Panh gia mbi lién quan giita cac yéu té nguy co va hinh anh hoc cong hudng tir so
ndo v6i cac muc do rdi loan chirc ning than kinh nhén thire & ddi twong dai thao dudng
type 2.



3.Y nghia khoa hoc

bai thao duong la mot nguyén nhan lam tang ty 1€ sa sat tri tu¢ 1én trén 50%-
100%, bao gom Alzheimer va sa sut tri tu¢ mach mau [36]. Pai thao duong anh huéng
l&n sa sut tri tué théng qua nhiéu co ché bénh sinh va ting ton thwong nhu mé nio do
anh huong 18n hé thdng mach méau ndo. Do dé, nghién ctru vé rdi loan than kinh nhan
thire trén bénh nhan dai thao dudng 12 mot van dé thoi s, dic biét trong giai doan dai
dich dai thao duong hién nay.

Dé tai nghién ciru nham tim ra méi lién quan gita réi loan than kinh nhan thic
va hinh anh hoc so ndo ¢ bénh nhéan dai thao dudng s& gp phan lam sang to cac thé
nguyén nhan réi loan than kinh nhan thirc dic trung cta bénh dai thao dudng, mot diéu
hién nay con rat nhiéu ban cai. N6 cling gop phan giai thich tinh da dang cuaa réi loan
than kinh nhan thirc & bénh nhan dai thio duong.

GOp phan cung cap céc co so khoa hoc vé yéu td nguy co, co ché bénh sinh, dac
diém ton thuong ndo dé huéng dén dén thuat ngir bénh ndo dai thio dudng (diabetic
encephalopathy) 1a mot bién ching caa DTD anh hudng dén chire nang than kinh nhan
thuee [41], [79].

4. Y nghia thyec tién

Pé tai nghién cau sir dung thang diém MMSE, MoCA, ADL va IADL la nhiing
thang diém ma bac si noi khoa dé thuc hanh hang ngay dé tam soat cac réi loan than
kinh nhan thuec.

Dé tai khao sat dic diém mot sé yéu té nguy co ciing nhu cac mdi lién quan gitta
kiém soat glucose méu, huyét ap, lipid méu véi ton thuong nio ciing nhu thay ddi cac
linh vuc chire nang than kinh nhan thtc. Tir cac két qua nghién ctu nay cé thé canh
bao cho cac bac si 1am sang tam soat sém céc réi loan than kinh nhan thac & bénh nhan
dai thao duong.

Ngoai ra, hinh anh hoc cong huong tir so ndo trong nghién ctru cling 1a nhirng
xung thuong quy trong thuc hanh hang ngay nén cé thé dua ra tng dung trong thuc
tién va xay dung protocol cong hudng tir so ndo cho bénh nhan déi thao duong va cac
huéng dan phan tich két qua.



Chuong 1
TONG QUAN TAI LIEU

1.1. CO CHE BENH SINH VA YEU TO NGUY CO ROI LOAN THAN KINH
NHAN THU'C O BENH NHAN PAI THAO PUONG TYPE 2
1.1.1. Pai cwong vé dai thao dwong va bién chirng

Dai thao duong (BTD) 1a mot rdi loan chuyén héa glucose mau man tinh do tinh
trang thiéu hut insulin hoac giam tiép nhan insulin tai mé dich. Su gia ting ndng d6 glucose
mau kéo dai dd anh hudng 18n qué trinh séng cua té bao trong co thé. Hé qua 1am gia ting
cac bién ching trén hé thong mach méu va than kinh.

Thoi gian -10 -5 0

. . g Thoi diém chin doan
Tur 2-3 ndm & nguoi tré tuoi

Chirc ning té bao B

Bién chirna mach mau nho

Bién chirna mach mau Ién

Tién dai thao Pai thao duong type 2

Adapted from Holman RR. Diabefes Res Clin Pract. 1998;40(Suppl):$21-$25; Ramio-Halsted BA, et al. Prim Care. 1999,26:771-789;
Nathan DM. N Engl J Med. 2002;347-1342-1349_

So dé 1.1. Co ché bénh sinh va tién trién bién ching ddi thao dwong type 2 [10]

Theo UKPDS, ngay tai thoi diém chan doan dai thao dudng type 2 da c6 50% bién
chting tim mach, hay néi cach khéc bién ching tim mach da xuét hién tir rat sém ngay
trong giai doan tién TP hoic HCCH. Trong d6 bién ching mach méu Ién da xuat hién
tir 10 nam trudc thoi diém méac bénh va bién chang mach méau nho khoang 5 nam truéc
[81]. Céc bién chung mach mau 16n hay gap 1a nhdi mau co tim, suy tim, dot quy nhoi
mau ndo, xo vita dong mach; cac bién ching mach mau nho hay gap la bénh véng mac
DTD, bénh than DTP va bénh ly than kinh ngoai bién [1].

Qua cac nghién ciru UKPDS, DCCT, da cung cap céc co sé khoa hoc chung minh
viéc kiém soat tét glucose mau va cac yéu té nguy co cd thé gop phan giam ty 18 bién
chang va tir vong & bénh nhan déi thao duong. Nhiing nim gan day, Hoi dai thdo duong
Hoa ky (ADA), Lién doan TP Qudc té (IDF) hay t6 chic Y té Thé gioi (WHO) da nhin
nhan DTD 1a mét trong nhitng nguyén nhan dan dén ty 1¢ tir vong tim mach hang dau so
VGi cac nguyén nhan khac va nhan manh dén vai trd kiém soat glucose mau an toan cé thé
ngan ngura tién trinh phat trién bién chang [5], [10], [12], [81].



1.1.2. Yéu t6 nguy co roi loan than kinh nhan thirc & bénh nhian PTD type 2

Pai thao duong khdng chi 1a nguy co rdi loan than kinh nhan thic (RLTKNT) mach
mé&u ma con bénh Alzheimer. Trong d6, thira can béo phi va hit thudc 14 c6 lién quan dén
ca RLTKNT mach méu va khong phai mach mau. Cudng insulin 1a co ché bénh sinh quan
trong cua DTD type 2 va bénh ly Alzheimer [178]. C4c bénh 1y di kém & bénh nhan BDTD
nhu: ting huyét p, réi loan lipid mau, béo phi va tram cam lién quan dén gia ting ty I¢
RLTKNT trén thé gidi.

Qua nhiéu thyc nghiém & ddi tuong DT type 2 dd dua ra cac bang chimg dé ching
minh su tac dong cia cac yéu to nguy co sau ddy dén RLTKNT bao gdm: Cac yéu té nguy
co khong can thiép duoc nhu: yéu té di truyén, ching toc, tudi tac, gisi tinh, thoi gian mac
bénh dai thdo dudong. Cac yéu td nguy co c6 thé can thiép dugc nhu: trinh d6 hoc vén thép,
16i séng tinh tai, thtra can, béo phi, ché d6 dinh dudng khong lanh manh, hut thudc 14, ruou
bia, néng do glucose mau, HbAlc, muc do kiém soat huyét ap va roi loan lipid mau...

Do tudi khoi bénh ciia cac RLTKNT & bénh nhan BDTD type 2 tién trién nhanh hon
7,8 nim so voi cac doi tuong c6 RLTKNT khong c6 bénh 1y BTD [64]. Theo Hoi
Alzheimer va RLTKNT Viét Nam, khuyén c4o nén tam soat suy giam nhéan thirc mach
mau & do tudi > 75 tudi va nhitng ddi tugng co tién sir dot quy hay thiéu mau nio thoang
qua [14]. Theo Biessels G.J., nén tam soat RLTKNT ¢ ddi tugng > 65 tudi c6 mac bénh
dai thao duong type 2 [41], [137].

Duya trén cac co so nghién ciru cia World Alzheimer (2014), NICE (2015), AHRQ
(2017), va béo céo ciia Livingston (2017), ADA (2019) cho thiy vai trd kiém soat cac YTNC
c6 ¥ nghia quan trong gitip du phong va day Iui sy phat trién ciia RLTKNT [19], [162], [164].
1.1.2.1. Tang glucose mdu

Qua nhiéu nghién ciru trong va ngoai nudc cac tac gia ghi nhan su gia ting
RLTKNT ¢ d6i twong DTD ngay cang tré hoa, dién tién nhanh dén cac giai doan RLTKNT
dién hinh nhu Alzheimer va sa st tri tué mach mau. Mot sé nghién ctu tién ciru da danh
gia anh huong ciia DTD type 2 ¢6 anh huong dén chirc nang than kinh nhan thic theo thoi
gian hay khéng? Trong nghién ciu Utrecht Diabetic Encephalopathy cho thay déi tugng
DTP type 2 c6 1di loan chirc nang nhan thic thily tran va céc réi loan nay dién tién cham
trong sudt thoi gian mac bénh [153]. Tuy nhién, nghién cau cua tac gia Hassing L.B. va
cong su (2004) cho thay BDTD type 2 lam day nhanh téc 6 RLTKNT [65].

Nghién cttu ACCORD- MIND trén 3000 dbi twong mac bénh BDTD type 2 cing do
tudi, cho thay vai tro kiém soat glucose mau ¢ nhom diéu tri tich cuc ( thip hon muc tiéu khuyén
cao diéu tri) c6 chtc nang nhan thic tét hon so v6i nhém diéu tri chuan [178]. Tuy nhién, néu
dua xudng mic thap quéa gay ha glucose mau nang thi 1am gia ting suy giam nhan thic.

Trong nghién ciru Rotterdam trén 6370 ddi tugng ngudi cao tudi, ghi nhan: DTH
type 2 va réi loan dung nap glucose méu la yéu t6 nguy co quan trong cia RLTKNT lam



tang nguy co mac Alzheimer Ién gap doi. Nhitng bénh nhan sir dung insulin ¢6 nguy co
RLTKNT Ién gap 4 lan so voi nhitng ddi teong con lai [178].

Nhitng c& nhan khéng mic bénh dai thao dudng nhung c6 nong d6 glucose mau
cao déu co nguy co gia ting tién trién RLTKNT. Ty ¢ nguy co RLTKNT gap 1,8 lan ¢
nhitng d6i twrong c6 ndng do glucose mau trung binh 6,4 mmol/l va céc tac gia dé nghi
xem glucose mau 1 yéu té nguy co doc 1ap cia RLTKNT [44].
1.1.2.2. Béo phi

Tinh trang thira cn béo phi trong d6 tudi trung nién ciing dugc xem 1a yéu td nguy
co lién quan dén RLTKNT. Tinh trang thira can qua chi sé BMI & phu nit 16n tudi ciing 1a
mdt yéu t6 nguy co hang dau lam gia ting 36% bénh 1y Alzheimer [159], [160]. Trong cac
thanh t6 cau thanh nén hoi ching chuyén hoa thi béo phi 14 yéu t6 quan trong dau tién khai
ngudn cho cac réi loan tiép sau nhu ting glucose mau, ting huyét ap, giam HDL.C,... Béo
phi ciing ¢6 lién quan dén qua trinh trao ddi chét leptin, mot hormon kiém soat dy trit va
huy dong chit béo. Su suy giam ndng do leptin trong ndi bao 1am ting luong amyloid-p
ngoai bao va phosphoryl héa protein tau trén dong vat thi nghiém. Kiém soat chuyén hoa
leptin c6 két qua cai thién hiéu qua nhén thirc, giam ling dong amyloid- B ngoai bao va
giam phosphoryl héa protein tau. Trong bénh Alzheimer, giam néng do leptin trong méau
tuong quan nghich véi mirc 46 RLTKNT [130].

Diém s thap vé nhan thirc ¢6 mdi tuong quan véi tinh trang béo phi va ting huyét
&p; béo phi xuat hién cang sém thi RLTKNT ning hon trong twong lai. Ngoai ra, tinh trang
dé khang insulin c6 vai trd quan trong hon ndng do glucose mau lam gia ting nguy co
RLTKNT nhe va RLTKNT dién hinh [178]. Tinh trang béo phi, dé khang insulin va gia
tang ndng do glucose mau & giai doan hoi ching chuyén héa hay tién BTD hoic BTD déu
lam gia ting nguy co RLTKNT tir mirc do nhe dén dién hinh va dic biét phét trién thanh
Alzheimer trong tuong lai [136], [167].
1.1.2.3. Tang huyét dp

Theo ADA (2019), ting huyét ap dugc dinh nghia 1a HA > 140/90 mmHg [18]. O
nhitng d6i tuong vira c6 DTD va tiang huyét ap 1am gia ting nguy co tim mach xo vira va
bién chimg mach mau nho quan trong nhat 1 dot quy va RLTKNT. Mot vai nghién ctru
cho thay diéu tri huyét ap dat muc tiéu tac dung c6 loi trén bénh RLTKNT [57], [102],
[114]. Theo ADA, muc tiéu khuyén cio kiém soat HA & bénh nhan BPTD 1a < 140/90
mmHg, nhitng d6i tuong DT ¢6 ting huyét ap co bénh 1y tim mach do xo vita hay nguy
co tim mach do xo vita trong 10 nim > 15% thi HA can dua vé < 130/80 mmHg [18].

Kiém soat tét HA theo khuyén céo c6 tac dung du phong nguy co tim mach do xo
vita va giam ty 16 mac bénh RLTKNT [114]. Tuy nhién, viéc dua huyét 4p vé mirc quéa
tich cuc & bénh nhan DTP lam gia ting ty 16 RLTKNT. Ton thuong nido & bénh nhéan dicu
tri thudc ha huyét ap qua mirc dudi < 100/70 cao hon gip 3 1an so véi nhom diéu tri huyét
ap ¢ muc < 130/90 mmHg [38], [177].
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Céc nghién ctru cho thdy RLTKNT gia ting ¢ nhitng ngudi THA S0 voi nhimng

ngudi khong THA. Ngoai ra, thoi gian méc bénh, mirc 46 THA va THA trong d6 tudi trung
nién c6 lién quan voi nguy co gia ting RLTKNT. Ngoai ra, nguoi ta cling ching minh vai
tro cac thude khang hé RAA khong nhimg kiém soat huyét ap ma con c6 vai tro giam tién
trién RLTKNT [57].

1.1.2.4. Réi loan lipid mdu

Su gia tang néng do LDL.C c6 lién quan truc tiép dén xo vita mach mau. bay la
thanh t6 dua dén cac tai bién tim mach nhu nhdi mau ndo, nhdi mau co tim, tic mach ngoai
bién, nhing bién cb hay gap ¢ bénh nhan PTD. Theo ADA, muc tiéu diéu tri réi loan lipid
mau ciing ca nhan héa, nhitng ddi tugng c6 bién ching tim mach tir trudc thi khuyén céo
LDL.C < 1,8 mmol/l va nhitng ddi twong chua c6 bién chimg tim mach thi khuyén cao
LDL.C < 2,6 mmol/l [18],[17].

Song song vdi cac bién chimg mach mau 16n do rdi loan LDL.C thi ting triglycerid
(TG) va axit béo lai gop phan ting bién chimg mach méau nho. Tang TG s& han ché sy luu
thong dong chay ¢ mach méau nho va c6 thé giy tic nghén su tudi mau mo, ting axit béo
va TG lau dai s& dan dén dé khang insulin va réi loan tin hiéu dan truyén insulin trong ndo.
Mot s6 nghién ctru khac con chimg minh khi tang lipid mau, céc té bao than kinh noi riéng
va céc té bao ndi mod noi chung s& bi ngd doc ceramid mot chat cé thé pha hiy té bao do
gay rdi loan hoat dong phan bao cua té bao than kinh va mach mau [10], [11].

Mot vai nghién ctru cho thay diéu tri dua lipid mau vé gidi han thap cling khong tot
cho chirc nang nhéan thire va thude diéu tri giam cholesterol méu nhom statin ciing khong
hoan toan ¢6 loi ich bao vé té bao nio [35],[153].
1.1.2.5. Cuong cortisol va roi loan chivc ning truc ha doi— tuyén yén- thuong thin (HPA)

Truc HPA 14 hé théng than kinh noi tiét tham gia vao phan g ciia co thé chong

lai cé4c stress tir thé chat hodc tam ly. Truc HPA khoi xudng vige tang tiét cortisol, ¢ chirc



ning huy dong cac ngudn luc va dap tng véi stress. Truc HPA ciing tham gia vao C4c qua
trinh khac nhu doi, khat va cam xuc. ..

Trong DTD type 2, co ché diéu hoa nguoc kiém soét cua truc HPA c6 thé bi suy giam,
dan dén murc cortisol ting cao man tinh (bénh nhan TP kho “tit” phan Gng stress trong khi
khong bi stress). Cortisol ¢6 tac dung phu trong ndo, ving ddi thi va thily thai dwong 14 dac
biét nhay cam véi cac tac dong cua glucocorticoid. Nhitng bénh nhan DTD type 2 va réi loan
truc HPA cho thiy giam trf nhd xa lién quan dén teo hdi hai ma. Twong tw nhu vdy, cortisol
lac d6i cao hon & nhimg ngudi 16n tudi mic bénh DT type 2 c6 lién quan dén suy giam nhiéu
linh vuc chirc nang than kinh nhan thirc khac nhau ma khong chi riéng suy giam tri nhd.
1.1.3. Co ché bénh sinh réi loan than kinh nhan thic & bénh nhan PTP type 2

Nguoi ta khdng biét RLTKNT dién ra tir khi ndo trong qué trinh phét trién bénh
DTD type 2. Theo Yaffle K va cong su (2004) va mot s6 nghién ciru khac da ching minh
RLTKNT da dién ra tir nhing giai doan rat sém khi bi réi loan glucose doi va & giai doan
hoi ching chuyén héa [171].
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Theo nghién ciru cua Hoogendijk, E.O (2016) cho thady RLTKNT lién quan dén hoi
chang chuyén hoa va gia ting cac phan tng viém, trong d6 ting glucose mau l1a yéu té
chinh ¢6 lién quan dén HCCH va suy giam than kinh nhan thac [68], [178].

Kappelle L.J, (2016) va Bisseles G.J (2018) da dua ra thuat ngit bénh ndo dai thao
duong dé hudng dén cac ddi twong DTD bi RLTKNT, cac tac gia di dua ra cic co s khoa
hoc vé co ché bénh sinh RLTKNT va hinh anh hoc so ndo & bénh nhan BT [41], [79].

C6 thé tom tét cac co ché bénh sinh quan trong trong RLTKNT & bénh nhan BTD
nhu sau: sy phé huy cau tric té bao than kinh xay ra qua 3 nhom co ché (1): rdi loan chuyén
hoa va dap tng viém hé thong, (2): co ché mach méu lam giam tudi mau mé, (3): co ché
tén thuong cau trdc té bao than kinh.




1.1.3.1. Co ché réi logn chuyén héa va ddp g viém hé thong

Té bao than kinh khéng du trir oxygen, nd dugc cung cap ning luong qua cac hoat
dong chuyén hda md xay ra ngay trong té bao than kinh qua hé thong ty thé tai nguyén
sinh chat. N&o chiém 2% trong luong co thé nguoi truong thanh nhung can dén 15% ning
luong todn bd co thé hang ngay cung cap dé hoat dong binh thuong, ngudn ning lwong
nay nhiéu hon bat ¢t co quan nao khac trong co thé ké ca co bap. Qua trinh tiéu thu ning
lugng cao nhat trong hoat dong tinh than va kich thich giac quan ké ca khi giac nga hoat
dong cung cap ning luong van tiép dién. Hau hét nang luong nay dung dé duy tri trang
thai nghi cua té bao than kinh va khdi phuc lai ndng d6 ion sau khi truyén qua synap [63].
(i). Tang glucose méu va cdc san pham dwong héa bic cao

Tang glucose mau lam gia ting san xudt cac san pham duong hoa bac cao AGEs,
cac rdi loan qua con dudng polyol, gia ting hoat hoa protein kinase C, PARP va chuyén
hoa glucose theo con dudng hexosamine & bénh nhin dai thao dudng da ddy nhanh tién
trinh pha huy cAu trac té bao, tdng tinh thAm thanh mach, r6i loan chirc nang ndéi mo mach
mau va tang dong mau [11], [99].

Binh thudng qua trinh trao doi chat va ldo héa tu nhién san xuat cac san phim
duong hoa bac cao (AGEs) tir protein chuyén hoa chdm. Cac thy thé cia AGEs ¢ nhiéu
té bao trong co thé (nd6i md mach mau, gan, phéi, than va mach mau ngoai vi), AGEs kich
hoat dap tmg viém va tiét cac cytokine nhu IL6, 1112, TNFo va gia ting qua trinh oxy hoa
tai té bao dich. Tang glucose mau kéo dai trong bénh DTD type 2 lam gia ting san xuét
AGEs vugt qua murc binh thuong va stress oxy hoa, gidm tin hi¢u insulin tai té bao than
kinh, gia tang qua trinh glycosylated cac amyloid B va phosphoryl hoa protein tau, gdy ngd
doc va pha hity té bao than kinh va anh huong dén chirc ning nhan thue [41], [62], [86], [148].
(ii). Pdp 1mg viém, stress oxy héa va vai tro trf nhé mién dich ¢ bénh nhin BTD

Phan tmg viém 1a mot hién tugng phd bién mic du khong phai duy nhét cia sinh 1y bénh
DTD type 2 va RLTKNT. Viém ciing xy ra trong bbi canh cta sy 130 hoa tw nhién, nhung phan
ung nay tang 1én duoc xem la nén tang cho cac bénh thoai hoa man tinh nhu bénh Alzheimer va
cac loai RLTKNT khac, cling nhu trong cac bdi canh nhu viém khop, dau xo co, xo vira dong
mach va dot quy. Cac phan tmg tir cac té bao mién dich dugc kich hoat s& giai phong cac
cytokine tién viém nhu TNF-o, Interleukin-6. Dic biét cac mé md & viing bung ciing tham gia
vao dap (mg viém va ting phong thich cac cytokine tién viém ¢ bénh nhan DTD type 2 [131].

Viém dugc cho l1a dong vai tro quan trong trong RLTKNT thong qua céac tac dong
tryc tiép vao té bao nio (cytokine co thé vuot qua hang rao mau nao) va/ hoic day nhanh
cac ton thuong 1én hé thong mach mau nhu: rdi loan 16p ndi md mach méu, gay ting dong
va cudi cling 14 tic nghén mach mau do tinh trang co cimg mach va t6n thuong xo vira.. O
bénh nhan BTD type 2, ¢6 mbi twong quan nghich giita ndng d6 cao ciia cac cytokine tién
viém véi mic diém sd thap vé nhan thirc than kinh; trong d6 chiic nang diéu hanh va tri
nh¢ bi anh huong nhiéu nhat [41].
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Pap tng viém
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Pha hity ngi md mach mau

Hinh 1.2. Tén thuwong néi mac Mach mau do qud trinh viém dwdi tac dong cua tinh
trang cuong insulin va tang glucose mau [41]

Qua trinh viém va stress oxy hoa khong chi anh huong truc tiép 1én hé thong than
kinh ma con kich thich mot chudi tri nhé mién dich gy cac pha huy té bao qua trung gian
té bao lympho TCD4 va té bao diét tu nhién; hé qua lam giam thé tich ddi thi va ting nguy
co RLTKNT ¢ bénh nhian DTD 16n tudi, ngay ca khi ndng do cytokine tién viém TNF-a thap
(vi tinh trang da hinh ctia gen TNF-o d4 1am giam nong do chét nay) [41], [131].

(iii). Cuong insulin va réi logn tin hiéu insulin trong nhu mé n&o

Thy thé insulin c¢6 nhiéu & ving nio chién luge vé nhan thirc (viing dbi thi, hach day, vo
ndo, hach hanh nhan, hdi hai ma), va kich hoat cac con dudng gia ting tin hiéu insulin 13 can
thiét cho chirc nang nhan thirc nao bo. Bit thuong tin hi€u insulin va gidm dg nhay cua thu thé
tiép nhan insulin & t& bao than kinh dudi gai trong bénh Alzheimer anh hudng rat nhiéu dén tri
nhé va teo hoi hai ma, di dua dén gia thuyét rdi loan chiic ning trao d6i chat anh huong dén
chirc nang ciia thy thé insulin. Tin hiéu insulin gitp ting cudng tri nhé va gitp cho cac khdp ndi
than kinh déo dai hon & hoi hai ma. Insulin ciing diéu chinh ndng d6 ciia mot s chat dan truyén
than kinh c6 vai trd trong viéc hinh thanh tri nh6 chang han nhu acetylcholin, norepinephrine va
epinephrine va thiic dy su tich tu thu thé GABA trén mang & bao. Vi vy, tin hiéu insulin c¢6
vai trd quan trong trong duy tri chtic ning than kinh nhan thirc, lién quan dén thu thé tiép nhan
insulin hon 13 ndng d6 insuslin mau. Do d6 viéc diéu tri insulin khéng ngan ngira tién trinh suy
giam chtic nang TKNT. Cu thé hon, sy hap thu cta insulin qua hang rao méu nio giam trong
khi d6i mat voi insulin & ngoai vi ting 1a diéu d& nhan thiy ¢ bénh nhan dai thio dudng tpye 2.
Diéu nay tao ra mot trang thai giam insulin ndo, ma két qua ctia qué trinh nay 1am giam men
phéan hity insulin va giam men phéan hity amyloid-B. Tién trinh nay kéo dai 1am tich tu amyloid-
B trong ndo, gop phan ling dong va su hinh thanh mang bam amyloid-B. Giam tin hiéu insulin
nio ciing tic ché cac enzym tham gia trong chudi phosphoryl hoa protein tau, ma cudi ciing gop
phéan vao su hinh thanh cta cac dam rdi xo hoa té bao than kinh [201,[30], [41],[131], [177].



11

DAn truyén tin higu insulin tai synap D¢ khang insulin tai synap
1A‘ ( B
" Insulin Glucose GluN2B vGIuM : Insulin Glucose GIuN2B GluA1
AL U G @@‘”'“‘
? y “PSD95
PP

E .
m Glucose J

AKt P

,  Giam ndng do glucose

Ak (B (p | Réi loan chuyén héa

\ Z Cung cap nang lugng ] s | Suy giam tinh déo khop than
GSK3B P ) GSK3p Tang t}nh’deo,khop than GSK3B GsKap P (& ' Kkinh va trf nhé
A\ ens  Kinhvatinhs , Bénh Alzheimer
a | CNS
"\f," o Tau a
W stablized N Destabiizea PNS
J N nicrotubuieng-p TS y ] .
! (727 ¥z Phuc hai va ke Wy erotibuieny . o
Y Ay fluc Aol va keo : s | /€5 Pha hity va mat té bao than kinh
' ddi tudithotebao | "N Benh nio dé thio dudng
than kinh

Hinh 1.3. Bé khang insulin va suy giam tin hiéu insulin tai mang synap [141]

Hinh 1.3 cho thay tin hiéu insulin & té bao than kinh cia nguoi binh thuong (A) va
nguodi BTD (B). Trong diéu kién sinh 1y binh thuong insulin lién két véi cac thu thé IRS
tai cac khép than kinh va kich hoat qué trinh phosphoryl héa té bao, tir d6 kich hoat
phosphoionsitide 3- kinase (P13K), phosphoryl hdéa GluTA1 va GIuN2B tai cac khép synap
than kinh. Tinh trang dé khang insulin 1am giam tin hiéu insulin noi bao do insulin khéng
két ndi voi cac thu thé tai mang sau synap. Piéu nay dan dén giam qua trinh phosphoryl
hoa GIuN2B va GIuA1; hé qua la 1am giam tinh déo than kinh va anh hudéng dén tri nhé.

Tinh trang dé khang insulin va giam tin hiéu insulin din dén giam giai phong
glutamate ¢ hoi hai mé 1a co ché quan trong trong bénh sinh Alzheimer. Giam hoat dong
thy thé insulin da tao nhiéu san phim nhu ceton gy anh hudng dén qua trinh luu trit va
tiép nhan thong tin tai hoi hai ma. Vi vay, réi loan ndng do insulin ndo va giam tin hiéu
insulin ndo ¢ nhirg nguoi ¢6 bénh BDTD type 2 gop phan vao RLTKNT [116], [86], [177].

Cholerton Brenna (2016) va Manuel Rodriguez Perdigon (2016) cho thiy tinh trang
dé khang insulin da thuc day qua trinh tao c4&c mang bam amyloid B va ting phosphoryl
hoa protein tau cd lién quan dén sy phat trién Alzheimer [46], [0].

Nghién ciru Bell GA (2017) da kich thich thu thé insulin bang cach tiém tryc tiép
insulin vao ddi thi da cai thién kha ning hoc tap ciia cac con chudt binh thuong. Mark DR
(2009) nghién ctu trén con chudt bi DTD thi hiéu qua kém hon. RLTKNT khong chi ¢
mdi co ché giam tin hiéu dan truyén cua insulin qua thu thé. Biessels va cong su (2005) da
nghién ctru cach diéu tri ting do nhay caa thy thé insulin tai ndo cho thay nong do amyloid
B va phosphoryl hoa protein tau ciing da giam & cac con chudt mac bénh Alzheimer [35].

Tém lai, cuong insulin, khang insulin, suy giam tin hiéu dan truyén cua thu thé
insulin & mang synap da thuc day RLTKNT dac biét 1a bénh Alzheimer [41], [116], [178].
Hién nay cac san pham nhu acid o lipoic ¢6 vai trd quan trong trong viéc diéu tri dé khang
insulin va tang axit béo, lam gia tang thu thé GluA1, GluN2B cé ¥ nghia trong diéu tri
bénh 1y Alzheimer [0].
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1.1.3.2. Co ché magch mau va réi loan twéi mau md

Co ché mach mau tham gia vao qua trinh pha hay té bao than kinh nay dugc biét
dén sau hang loat céc réi loan chuyén hoa anh huong dén bénh Iy mach mau nho, réi loan
noi mA mach mau gay pha huy cau tric mach mau, réi loan sy dan hoi thanh mach va tinh
trang co mach hé qua lam giam su luu thong dong tudi mau ndo. Tang glucose mau gay
giam cac chat gidn mach nitric oxide (NO) va ting cac chat co mach endothelin-1 l1am

giam sy gian no cua cac mach mau. Theo thoi gian, hién tuong nay lam thay doi cau truc

trong thanh mach ma két qua 1a su hinh thanh mang xo vita dong mach [62].
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Hinh 1.4. Sw khdc nhau trong co ché tao ra truong tdi twdi mau md ndo ¢ doi twong
dai thao dwong va nguoi binh thuong [62]

Theo Ferdinando Giacco (2010), ghi nhan vai tro cta phén tr ARNT-1 va P300
nhu mot coenzym trong qua trinh két hop véi tin hiéu HIF-1a khi c6 tinh trang thiéu mau
md xay ra va kich hoat chudi phan (ing cta gen hoat hda phan tir EPCs ¢6 vai tro kich thich
tao ra trudng tai tudi mau nudi khi cd su tic nghén xay ra [62]. Tuy nhién, chinh ndng d6
glucose mau ting & bénh nhan PTP di kich hoat tao ra cac phan tir methylglyoxal wc ché
hoat dong cac coenzyme ARNT-1 va P300 va khong kich thich dugc tuy xuwong giai phong
céc yéu td EPCs [40], [62].

Trong giai doan dau ciia bénh, ting glucose mau kéo dai gay giam noéng do nitric
oxide (NO), mdt chét gian mach phu thudc ndéi moé6 mach mau va tang néng do cua
endothelin-1 mot chat gdy co mach. Piéu nay dan dén giam kha ning giidn mach mau dé
thich tmg voi nhu cau gia ting luu lugng méu cho nio bd. Trong giai doan sau cta bénh,
v6i ndng do cac endothelin-1 ting cao va giam ndng do NO man tinh 1am giam d6 dan hoi
mach méu va thay ddi c4u truc trong thanh mach ma két qua 13 sy hinh thanh mang xo vita
dong mach.

Nghién ctru kham nghi¢m tir thi cac bénh nhan bi bénh DTD type 1 hodc type 2 phu
thudc insulin dd cho thay nhiing thay déi lién quan dén bénh 1y mach mau nio bao gdom thoai
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hoéa ndo lan toa, gia voi hoa, hity myelin lan téa ctia ddy than kinh so ndo, tiy sdng va xo hoa
than kinh. Day 16p ddy mao mach mang té bao, cac dau hiéu cua ton thuong vi mach DTD
ciing duoc tim thay trong ndo cta bénh nhan DTP.

Céc tac gia cling ghi nhan ty 1¢ tudi mau ndo giam rd rét do duogc khi sir dung chat
phong xa xenon va muc do giam twrong quan véi thoi gian mic bénh DTH. Ty 18 tudi mau néo
& nhitng bénh nhan mac bénh DTD ciing tuong tu trong bénh Alzheimer voi RLTKNT [87].
That vy, ngudi 16n bi bénh DT cho thdy giam luu luong méu ndo ¢ ca hai ban cau, dic
biét 1a & cac vung tran va giam sy gian nd mach mau sau cac dap ung vdi cac kich thich
gian mach (nhu cho hit CO2) [87] (Hinh 1.5).

T2 reference CBF maps at CBF during CO,
image baseline rebreathing
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Copyright 2007 American Diabetes Association. From Diabetes Care®, Vol. 30, 2007,;1193-1199.
Reprinted with permission from the American Diabetes Association.
Hinh 1.5. Mdi lién quan giita DTP type 2 véi giam heu heong mau ndo (CBF) khi
nghi ngoi va sau khi gdy kich thich gidn mach bang hit CO2 [87]

Vi¢ce giam luu lugng mau ndo, cung véi su kich thich cua cac thu thé thromboxane
A2 xay ra trén bénh nhan DTD, giy dap tmg co mach va 1am ting thiéu mau cuc bo trén
ndo. Tac dong song hanh cua thiéu mau cuc bo va ting glucose mau c6 thé gay ton thuong
cdu tric ndo, gy tich lily lactate, nhiém toan, tinh trang nay kéo dai s& anh hudng ra nhiéu
khu vyc ké can trong nhu mé néo [41].

Mot co ché khac 1a su tich lily ciia glutamate trong su két hop cua ting glucose mau
va thiéu mau cuc bod. Glutamate 13 mot amino acide kich thich chat dan truyén than kinh
da duoc chimg minh 1a gay ton thuong té bao than kinh trong nio [41].

Theo Jeremy J. Pruzin va cong su (2018), chimg minh DT type 2 thuong dan dén
RLTKNT mach mau va Alzheimer do ton thuong teo ndo va vi mach méau nio: thoai hoa
chat tring, nhdi méau nao da 6, nhdi mau ndo ving chién lugc. .. sy hinh thanh mang bam
amyloid B va cac chudi protein tau trong t& bao soi truc dudi tac dong cua cac rdi loan
chuyén hoa glucose, dé khang insulin, gia ting cytokin tién viém va stress oxy hoa giy
pha huy hang rao mau ndo va thoai hoa té bao than kinh [116].



14

1.1.3.3. Co  ché tén thwong cdu triic té bao than kinh

Co ché ton thwong cau tric té bao than kinh cling duoc biét dén qua cac thay doi
nhu thiéu oxy mo n&o, hoai tir té bao than kinh va chét té bao theo chuong trinh tac dong
truc tiép 1am huy té bao than kinh.

Qua trinh phan hay ATP trong n&o la ngudn cung cip ning lugng quan trong cho
té bao than kinh va té bao dém than kinh. Do d6 bd ndo nhuw mot pin hoé hoc caa ATP phai
dugc sac lai lién tuc. Ndo khéng c6 kho du trir nang lugng trur té bao hinh sao c6 luong
nho glycogen, khdng ¢ ngudn nang luong dy phong nhu creatine phosphat. Phan lon ATP
duoc cung cap nho qué trinh phosphoryl hda glucose qua cac kénh van chuyén nam & chan
té bao hinh sao quanh mang ludi mao mach nao. Axit béo ciing tham gia vao qué trinh
chuyén hoa tao ra cetone cung cap ning luong cho té bao. Qué trinh chuyén hoéa ky khi
glycolysis caa glycogen ciing cung cip ning lugng cho té bao nio nhung khong dang ké.

(i) Roi loan chitc ndng ty thé ¢ té bao than kinh:

Ty thé trong t& bao than kinh tao thanh mdt mang ludi hoat dong dién ra thuong
Xuyén qua trinh phan chia va tong hop dé cung cip ning luong cho cac hoat dong té bao
than kinh. Sy hoat dong cua ty thé lién quan dén nguyén phan va giam phan ¢ sy tham
gia ctia mot sb protein trong d6 ¢6 phan tir Drpl.

Drpl ° Drpl
Drol Drol
Drpl . Drpl

Phosphoryl héa phan tir Drpl vi tri 616 gia ting phan manh ty thé

Hinh 1.6. Vai tro protein Drpl va GSK3 8 trong bénh ly Alzheimer [173]

Ri loan hoat dong phan tir Drpl ¢6 lién quan truc tiép dén bénh 1y ty thé. Su
phosphoryl hoa Drpl gay ra boi GK3p va trc ché sy phan chia ty thé, giy ra su chét do
theo chuong trinh trong bénh ly Alzheimer [173].

Céc nghién ciru gan day cling da chimg minh dugc vai trd cta cac chét e ché
GSK3p trong diéu tri bénh 1y Alzheimer c6 lién quan dén vai tro hai phan tir microARN
30 va microARN 499 trong viéc duy tri hoat dong té bao than kinh. Tac dong tryuc tiép cia
hai phan tir nay 1én qua trinh phosphoryl héa Drp1 va tir d6 ngén chan dugc phan manh ty
thé, cung cip day du ning luong cho té bao than kinh hoat dong. Tuy nhién, néu qua trinh
stress oxy hoa tiép tuc dién ra thi con dudng chuyén hoa nay van bi e ché khién té bao
than kinh hinh sao va so¢i truc bi pha v& do thiéu ning lwong [156], [170].
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Yan va cong su (2015) da nghién ctu vai tro GSK3p trong qua trinh phosphoryl
héa Drpl 1am ting quéan trinh phan manh ty thé va gia ting mang bam cac chudi amyloid
B. Phan tir TAT-Drp1-SpS c6 vai trd trc ché hoat dong ctia phan tir GSK3p va do d6 c6 tac
dung diéu tri bénh Alzheimer [41], [156], [173].

(ii) Roi loan chuyén héa glutamate:

Co ché bénh sinh qua cac rdi loan chuyén héa glutamate, sy hinh thanh mang bam
amyloid f, r6i loan hoat dong thu thé bé mat cac cic synap than kinh 124 NMDARs va
AMPARSs ciing nhu réi loan chuyén hoa qua cac kénh Ca** chét truyén tin thi hai tai ludi
ndi bao va gia ting qua trinh phosphoryl hoa GSK3p. Tat ca cic qua trinh nay duoc hoat
hoa boi qua trinh viém va stress oxy hoa. Hé qua 1a cac té bao hinh sao va cac té bao soi
truc bi thay d6i cau tric va chét t& bao theo chuong trinh, anh huéng dén chirc ning than
kinh nhan thtc [45]. Chinh sy tham gia cua phan tt NLRP3 da kich hoat qua trinh viém
trong bénh ly Alzheimer, Parkinson va RLTKNT khéc, sau khi ghi nhén sy tdn tai phan tr
nay rat nhiéu trong té bao than kinh tai doi thi [156], [170], [172]. Tién trinh thoai hoa nio
duoc chan dung qua mdt thir nghiém thanh cong ¢ dong vat thi nghiém boi phan tir
MCC950, mot phan tir trc ché hoat dong NLRP3 [156], [170], [173].

1.1.4. Ha glucose mau

Ha glucose mau tur vira dén nang co lién quan dén rdi loan than kinh nhén thire trén
bénh BDTD. Nguyén nhan cua ha glucose mau phu thudc vao vié¢c ti€m insulin tich cuc
hodc ché do dinh dudng khéng dam bao, ngudi cao tudi méic nhiéu bénh 1y ndi khoa kém
theo. Trong giai doan ha glucose mau cép tinh, ngudi ta d chtng minh rang tri nhé tirc
thoi, tri nhd 1am viée, tri nhé xa, thi gidc khong gian, roi loan than kinh nhan thirc toan b
déu giam sut. Ha glucose méu 13p di ldp lai déu gy nhiing ton thuong ndo khong hoi phuc
6 bénh nhan BDTD type 2 [120], [171].

Gan day hon, qua nghién ciru DCCT theo ddi trong 18 ndm cho thiy khong c6 moi
lién hé gitra nhiéu dot ha glucose mau nghiém trong va rdi loan chirc nang nhan thic &
bénh nhan DTD type 1 [84]. Két qua nay c6 vé nhu di nguge v6i nhan dinh cua cac tac gia
khac nghién ctru trén dbi tugng DT type 2 hodc ddi tuong 16n tudi [180]. Piéu nay ching
minh tinh déo té bao than kinh ¢ nhitng nguoi tré tudi khac véi ngudi 16n tudi mac bénh
dai thao dudng.

1.1.5. Sw tac ddng gép nhiéu co' ché bénh sinh

Céc yéu to nguy co nhu tudi cao 1a mot yéu td quan trong lam dé ton thwong ndo
hon so v&i cac yéu td khac. Bén canh d0, cac yéu td nhu kiém soat glucose mau kém, THA,
rdi loan lipid mau, béo phi, tinh trang dé khang insulin, suy giam tin hiéu insulin, hay su
tao thanh cac san pham dudng hoa bac cao, cac phan tmg viém va stress oxy hoa gop phan
tac dong rat 16n dén RLTKNT & bénh nhan BPTD.

Trén thyc té cac co ché bénh sinh lién két v6i nhau theo nhiéu huéng phirc tap dan
dén cac thay doi cau triic va chtic ning mach mau, rdi loan trao ddi chat va ton thuong té
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bao than kinh trong DTD type 2. Nhu vy, v6i ba co ché tuy khac nhau nhung c6 tac dong
cong gop va diy nhanh céc tién trinh pha hity cau tric t& bao than kinh din dén bénh
Alzheimer va SSTT mach mau phat trién. Su chét té bao theo chuong trinh c6 thé 1a ddu
cham hét cho su phuc hdi té bao ndo khi qua trinh thoai hoa bat dau lan rong [28], [41],
[51], [116], [178].
1.2. PAI CUONG VE ROI LOAN THAN KINH NHAN THU'C
1.2.1. Co cu va chire niing cac ving néo bd

Lién két ving (Brain connectome): 1 ban do tong thé vé cac lién két than kinh bén
trong ndo. N6 c6 thé nam & mirc d6 vi md véi mot bic tranh chi tiét vé céc té bao than
kinh va cac khép than kinh; hoic cé thé nam ¢ muc do vi mo véi tat ca cac lién két vé cau
trdc va chiic nang cua kién tric viing vo (cortical) va dudi vo (subcortical) trong néo.
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So dé 1.3. So do biéu hién lién két cau tric, chite nang va hiéu qud cac ving nao [143]

So d6 bén phai biéu hién bang mau va hinh anh tring den thé hién két ndi chuc
ning (quan hé tuyén tinh giita c4c viing ndo) va két ndi hiéu qua (anh huong truc tiép gita
cac vung nédo) [143]

Pai ndo: la thanh phan chinh cia ndo, gém hai phan chinh 1a ban cau ndo phai va tréi,
ching duoc ngin cach boi khe ndo doc. Lop bé mat ngoai caa ndo dugc goi 1a vo ndo. Vo ndo
cH mau nau xam goi 1a “chat xam”. Bén dudi vo ndo hay bé mit ndo b, cac soi lién két neuron
than kinh véi nhau tao nén viing mau tring, goi la chat trang. Mot sb ranh 16n trén vo néo chia
nio thanh cac thity, nguoi ta chia mdi ban cau dai ndo thanh 4 thy chinh 1a: thiy tran, thiy
thai duong, thuly dinh, thlly cham. Bén trong dai ndo 1a hé thdng cac khoang chira dich goi 1a
ndo that. C6 4 ndo that, cac ndo that nay két ndi vai nhau bai cac 15 va éng thdng.

Dai ndo day 2-3mm gdm 6 1ép cau tao chu yéu bai cac té bao hinh thap chiém 40%
khi Iwong ndo bo. Pai ndo la trung tdm phan xa c6 diéu kién diéu khién moi hoat dong co
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ban ciia cac co quan van dong va cac hoat dong phuc tap nhu ving hiéu tiéng néi va chix
Viét ..., 1a trung tAm than kinh trung wong vdi cac hoat dong than kinh cao cp c6 chic
nang dac biét nhu tu duy, tinh cam ...

Cac nha khoa hoc di “vé ban d6” dai ndo bang cach nhan dang nhitng viing c6 méi
lién két chat ché véi cac chic nang da duogc xac dinh. Chiric nang cta dai ndo dugc khao
st theo cac ving ndo dugc phan chia. Dya theo chirc ning, cau trlic va cach sip sép cua
c4c té bao than kinh, dai ndo duoc chia thanh 4 ving thily chinh va c6 chic ning nhu sau:

+ Thuy tran (frontal lobe) (Bao gom thiy tran va thity trudc tran): Thy tran chiu trach
nhiém cho céc chirc nang nhu 161 noi, tri tué, hanh vi, k§ nang van dong. Vo nao tran trudc
dong vai tro quan trong Vé tri nhd, su thdng minh, kha nang tap trung, tinh cach. Tham gia
nhiing chiic ning “ning cao” nhitng dic trung phuc tap, tinh té cia con ngudi nhu tinh toan,
lap ké hoach, tudng tuong, giai quyét cac van d& kho khin va nhitng tinh hudng x4 hoi.

+ Thuy dinh (parietal lobe): phan tich ddng thoi cac tin hiéu nhan duoc tir cac ving
khéc nhau ctia ndo, tir 6 tong hop dua ra cac thong tin, cam nhan, ¥ nghia mdi caa su vat,
xu 1y xuc giac va diéu khién su chuyén dong.

+ Thuy thai duong (temporal lobe): c6 chtc niang xir 1y thong tin lién quan dén
thinh gi4c va ngdn ngit. Tham gia vao bo nhé thi giéc, gidp nhan biét su vat, khudn mat,
tham gia vao bd nhé ngdn ngit, phan tich cam xdc va phan ung cia ngudi khac. Tir dién
ngtr nghia cua con ngudi xem nhu dugce dat tai day.

+ Thay cham (occipital lobe): xir Iy thong tin lién quan dén thi giéc.

+ Heé vién lién quan dén cam xdc. Trong hé théng nay c6 ving ha d6i, mét phan
ctia ving doi thi, hanh nhan lién quan hanh vi cam xdc va hoi hai ma lién quan dén kha
nang ghi nhé théng tin [8], [31], [143]

1.2.2. Pinh nghia va phan loai réi loan than kinh nhan thic

Réi loan than kinh nhan thic 12 tinh trang dédc trung suy giam nhan thiac mac phai
& mot hay nhiéu linh vuc chtrc nang nhan thirc bao gom: chirc nang diéu hanh, thi giac
khdng gian, hoc tap- tri nha, toe do xir ly thdng tin, ngdn ngit va nhan thirc x4 hoi [119], [163].

Cam nang chan doan va thdng ké cac rdi loan tdm than DSM- Diagnosstic and
Statistical Manual of Mental Disorders) duoc Hoi Tam than hoc Hoa Ky (APA) dua ra 1an
dau tién nam 1952. Qua nhiéu nam, cac cam nang DSM 11 1968, DSM 111 1980, DMS IV
1994, DSM IV-R 2000 va DSM 5 2013 ra doi véi nhiéu tién bo va cac tiéu chuan trac
nghiém tam Iy than kinh dung dé danh gia suy giam nhan thic hanh vi va cac tiéu chuan
chan doan bénh duoc xay dung mot cach cu thé dé tng dung vao thuc té 1am sang. DSM
5 dugc xem Ia tiéu chuan vang viing chic cho cac nghién ciru va thyc hanh 1am sang.

Theo phén loai DSM 5, RLTKNT phan lam RLTKNT nhe, RLTKNT dién hinh va
mé sang. Trong nghién ciru ndy chdng téi chi tap trung nghién ciru vé RLTKNT nhe va dién
hinh, phan loai nay tly vao muac d6 nghiém trong cua bénh, vi du mot nguoi c6 thé méc
RLTKNT nhe hogc dién hinh do Alzheimer.
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RLTKNT nhe (mild neurocognitive disorder): twong tng Vi suy giam nhan thic nhe
(MCI: Mild cognitive impairment) Ia tinh trang suy giam maét hay nhiéu linh vuc nhan thic
(su tap trung chi y, chice niang diéu hanh, hoc tap va tri nhé, chirc ning ngodn ngit, thi giac
khéng gian va nhan thie xa hoi) nhung khong anh huong dén tinh doc 1ap trong hoat dong
séng hang ngay.

RLTKNT dién hinh (major neurocognitive disorder): twong tng véi khai niém sa stt
tri tué (dementia), Ia tinh trang suy giam mét hay nhiéu linh vuc nhan thuc (su tap trung chd
Y, chire nang diéu hanh, hoc tap va tri nhé, chirc nang ngdn ngit, thi giac khong gian va nhan
thirc x& hoi) va anh hudng dén tinh doc l1ap trong cac hoat dong song hang ngay. Bao gom
cac thé: bénh Alzheimer, sa sGt tri tué mach mau, bénh Parkinson, Creutzfeldt-Jakob, sa st
tri tué thé tran- thai duong, sa sut tri tué thé Lewy, sa sut tri tué hdn hop...

Trong thuc hanh 1dm sang cac khai niém “sa sut tri tué” va “suy giam nhan thirc nhe”

van ding cho céc giai doan bénh ly suy giam nhan thirc trong cac hudng dan chan doan va
diéu tri, tuy nhién sa st tri tué thuong sir dung cho céc rdi loan than kinh nhan thirc & nguoi
I6n tudi, con nhitng rdi loan than kinh nhan thic do chan thuong hay do lam dung chat gay
nghién & ngudi tré tudi thi it duoc sir dung [7], [14], [119].

Trong ndi dung luan an nay chung toi s dung thuat ngir “RLTKNT nhe” va
“RLTKNT dién hinh” theo phan loai DSM 5 [119].

1.2.3. Dich té hoc

Nam 2017 theo théng ké ghi nhan khoang 50 triéu ngudi ngudi mac RLTKNT va gan
10 triéu truong hop phét hién méi mdi nam, cir mdi 3 gidy trén thé gisi ghi nhan cd mat truong
hop méc bénh. S6 lugng nay ting 1én gap doi mdi 20 nam va dy kién c¢6 khoang 131 triéu nguoi
vao nam 2050 [9], [163]. Tinh trang RLTKNT thudng tap trung vao cac qudc gia dang phat
trién, 58% nguoi mac RLTKNT dang séng & qudc gia ¢ thu nhap thap dén trung binh,
dén nam 2050 con s Ndy s& ting 1én 68%. Tiéu ton cho chim séc y té 1én dén hang trim
ty d6 la mdi nim [124], [162].

O Viét Nam, nam 2001 Vién Stic khoe Tam than Qudc gia nghién ciau & Thai
Nguyén cho biét ty 18 hién mac sa sit tri tué 1a 7,9%. Nam 2005, Pham Thang va cong su
thdy & Ba Vi thudc Ha Tay (cii), ty 1& hién mac suy giam nhan thirc nhe 13 1,4% va sa stt
tri tug 12 4,63% [3], [9].

Theo diéu tra dan s6 nim 2017, nudc ta di c6 95,57 triéu nguoi, tudi tho trung binh
cua Viét Nam da tang tir 68,6 tudi nam 1999 1én t&i 73,2 tudi nam 2014, va du béo s& 1én
78 tudi vao nam 2030. Tinh dén hét nam 2017, ca nudc 6 11 tridu nguoi trén 60 tudi
chiém khoang 11,95% dan s, trong d6 c6 khoang gan 2 triéu ngudi tir 80 tudi tro 1én [6],
[7]. Gan day nhiéu nghién cau cho thady RLTKNT xuat hién rat sém trudc 65 tudi. Da co
nhiéu bang ching khoa hoc cho thay DTD 1am gia ting ty 18 RLTKNT mach méu va bénh
Alzheimer [41], [116], [178].
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1.2.4. Cac thang tric nghiém danh gia chire niing than kinh nhan thirc

Theo Lindsay A. Zilliox va cong su (2016), bai kiém tra tam than kinh MMSE va
MoCA 14 hai thang diém ¢ gia tri trong 1am sang dé tam soat RLTKNT & bénh nhan DTD
[178]. Pé don gian hon trong thyc hanh danh gia than kinh nhan thirc di c6 rat nhiéu thang
diém luong hda chirc ning nhan thie duoc tng dung kha phd bién. Trong pham vi luan én
ching 61 diém qua cac thang diém dugc chap nhan dich sang tiéng Viét va duoc thuc hanh
nghién ctru trén 1am sang tai Viét Nam.
1.2.4.1. Thang dénh gid trang thdi tam than toi thiéu ciia Folstein (Mini-Mental State
Examination: MMSE)

Lich sir: Thang duogc Folstein xay dung nim 1975, nham danh gia chtc ning nhan
thirc thong thudng, duoc sir dung khi tham kham 14m sang, nhit 1a cac ddi trong suy giam
nhan thirc, 14 14n. Thang danh gia trang thai tAm than t6i thiéu cta Folstein ¢6 gia tri nhu
mdt tric nghiém dé tim soat va luong gid tinh trang suy giam nhan thirc, tap trung cha yéu
trén cac chirc nang chu ¥, tri nhd ngén han, dai han va kha niang dinh hudng [60].

Nghién ciru thire nghiém: Thang diém MMSE c6 nhiéu nghién ctru tmg dung cho thay
do nhay va do6 dic hiéu cao, co gié tri hd tro chan doan réi loan than kinh nhén thirc. Tai Viét
Nam, thang diém MMSE da duoc st dung rong ri trong 14m sang than kinh va tdm than [14].

Cdu triic thang: Thang diém MMSE dugc xay dung nham danh gia chirc nang cha
¥, dinh hudng, tri nhé... duoc ciu trac bai bd cau hoi ngdn ngit, sé va hinh anh, gdm ba
phan:

Phan 1 (dinh huéng, tri nhé, chu ¥): dinh hudéng khong gian, thoi gian ¢ 10 cau
hoi. Tri nhé tic thi, nhéc lai ba tir dugce nghe. Chu ¥ va kha ning tinh nham: 100 trir 7, 1am
nam lan. Tri nhé gén, nhéc lai ba tir ma bénh nhan da nghe khi kiém tra tri nhé tirc thi (sau
it nhat ba phut).

Phan 2 (kha nang ngdn ngir): c6 tam cau hdi: hai cau hoi vé goi tén dd vat; mot cau
hoi yéu cau nhic lai mot cau; mot cau hoi gdm ba yéu cau: cam td gidy, gip va vit xudng
dat (hiéu ngdn ngit ndi); mot cdu yéu cau bénh nhan doc va 1am theo ndi dung trong to
gidy (hiéu ngdn ngit doc); mdt cau yéu cau bénh nhan viét mot cau hoan chinh (kha ning
ngdn ngit viét).

Phan 3: yéu cau sao lai hinh vé.

Nhén xét chung vé thang diém MMSE: Thang d4nh gia trang thai tim than t6i thicu
cua Folstein dugc ap dung danh gid chitc ndng nhan thic rong rai trén 1am sang dac bict
véi cac bénh va rdi loan co suy giam nhan thuec.

Uu diém: dé lam, thoi gian tién hanh ngan khoang 5 dén 10 phut, ngudi tién hanh c6
thé 14 nguoi 1am chuyén khoa tdm 1y, tim than hoic khong chuyén khoa sau.

Han ché: thang danh gia trang thai tim than tdi thiéu cta Folstein khong cho phép
phén biét cac bénh ly cling nhu khong cho phép phan biét nguyén nhan va danh gia chua
sau tung chirc nang nhan thuec.
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1.2.4.2. Thang danh gia nhgn thirc Montreal (MOCA: Montreal Cognitive Assessment)

Lich si: Thang diém MoCA duoc Ziad Nasreddine bién soan tir 1999-2000 &
Montreal, Quebec; day la thang diém ding dé danh gia suy giam nhan thirc dugc ap dung
rong rai trén nhiéu québc gia. MoCA da dugc ung dung va trién khai nghién ciu trén 200
qudc gia, vung lanh thd va tai cac trung tm nghién ciu 16n, cac phién ban dugc dich ra
tdy thudc vao nét vin hoa, nén gido duc khac nhau ma thay doi viéc goi tén cac con vat
sao cho phi hop. Bén nay, phién ban da dich ra nhiéu thir tiéng trong d6 c¢6 phién ban tiéng
Viét va tai Viét Nam qua cac nghién ciru gan day da tng dung khéa nhiéu [176].

Nghién c:zu thiec nghiém: Nhiéu nghién ciru 1am sang @ng dung thang diém MoCA
trong tam soat va danh gia RLTKNT trén thé gioi va tai Viét Nam. Nam 2005, chinh tac
gia Nasreddine thuc hién nghién ctru tim soat suy giam nhan thirc nhe (MCI) va Alzheimer
giai doan sém va ghi nhan thang diém MoCA ¢6 d6 nhay cao hon MMSE.

Mot s6 nghién ciu éng dung va so sanh hai thang diém MoCA va MMSE trong danh
gia suy giam than kinh nhan thtc, ghi nhan thang diém MoCA c6 d6 nhay va danh gia tot hon
cac linh vyc chirc nang nhan thic so véi thang diém MMSE. Hoi dot quy va Bo y té Canada
khuyén c4o st dung thang diém MoCA trong danh gi4 sa sit tri tué mach mau. Gan day thang
diém MoCA duoc tng dung rong réi trong danh gia nhidu chtic nang than kinh nhan thirc nhu
bénh Parkinson, Hungtinton, xo ctrng rai rac, sa sut tri tué mach mau [7], [178].

1.2.5. C4c trac nghiém danh gia chire niing nhan thire dic hiéu

1.2.5.1. Sw tap trung chu y: Chu y (attention) la kha ndng hudng hoat dong nhén thirc vao
mot viéc nao d6 ma khdng bi sao nhang; tap trung (concentration) la kha nang duy tri su
cha ¥ trong mot khoang thoi gian. Panh gia sy cha ¥ rat quan trong dé phan tich cac linh
vuc nhan thirc khac vi néu bénh nhan khong chii y s& anh huong dén viéc nhan dinh céac
chirc ning nhan thirc khéac, dic biét 1a tri nhé va chirc nang diéu hanh. Dé danh gia sy chu
(simply memory) c6 thé str dung cac tric nghiém nhu tric nghiém doc xudi day sd (digit
span forward) hodc doc nguoc diy sd (digit span backward). Dé danh gia su chii y phirc
tap (complex attention) c6 thé sir dung cac trac nghiém nhu ndi diém phan B (trail making
test B) va trac nghiém gach bo chir (letter cancellation) [7].

1.2.5.2. Tri nhé: Tri nhé tic thi hay tri nhé 1am viée (working memory) duoc danh gia bang
cac trac nghiém danh gia su chi y. Tri nhé gan (recent memory) lién quan dén kha niang hoc
thong tin méi. D& danh gia tri nhd gan, ¢6 thé sir dung (1) cac trac nghiém nhé 10 (verbal
memory) nhu nhéd danh sach tir (word list recall), hodac nhd cau truyén (story recall); va (2)
nhé hinh (visual memory) nhu tric nghiém nhé hinh anh. Tri nhd xa (remote memory) danh
gia béng cayeu cau bénh nhan néi vé cac su kién 16n hoic tén nhting nhan vat ndi tiéng.
1.2.5.3. Ngon ngiv: Ngay trong qua trinh hoi bénh di c6 thé danh gia so bo chirc ning ngén
ngit ctia bénh nhan. Céc tric nghiém thuong dung dé danh gid ngdn ngir 1a tric nghiém
dinh danh ctia Boston stra d6i (modified Boston naming), hodc tric nghiém néi luu loat tir
(verbal fluency).
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1.2.5.4. Nhdn biét hinh dnh trong khéng gian (visuospatial function): Dé danh gia chirc
nang nay, c6 thé yéu cau bénh nhéan v& lai nhitng hinh mau nhu hinh 1ap phwong, hinh hai
da giac 16ng vao nhau... hay 1am tric nghiém vé& dong ho (clock drawing test).

1.2.5.5. Chikc ning diéu hanh (executive function): Co thé duoc danh gia bang tric
nghiém danh gia thuy tran (frontal assesment battery)

1.2.6. Cac phwong phép chin doan nguyén nhén réi loan than kinh nhan thic

Mot sb can 1am sang nhat dinh can thiét duoc thuc hién thuong quy & bénh nhan
nghi ngd RLTKNT duoc dong thuan khuyén cédo. Chua cé bang chang viéc ap dung
thuong quy dé danh gia bénh nhan c6 RLTKNT.

Cac can 1am sang chan doan va danh gia RLTKNT gom: xét nghiém mau va cac
xét nghiém khac, hinh anh hoc cau triic ndo, hinh anh hoc chirc ning nio, dién ndo, khao
sat gen va sinh thiét ndo. Khuyén cao ghi rd cac khao sat chuyén sau bao gém: hinh anh
hoc, dich ndo tay, dién ndo, khao sat gen, sinh thiét ndo duoc thuc hién nham chin doan
thé RLTKNT va nén dugc danh gia bai chuyén gia [7],[169].
1.2.6.1. Cac xét nghiém mdu

Céc xét nghiém thuong quy cho tat ca cac trudng hop nghi ngd RLTKNT bao gém cong
thirc méu toan b, toc do ling méu hoiac C— reactive protein (CRP), chiic ning than va dién giai,
calcium huyét thanh, glucose mau, cac xét nghiém chic ning gan, cac xét nghiém chirc niang
tuyén giap va nong do vitamin B12, folate. Bat thuong ndng do vitamin B12 va chirc ning tuyén
giap thuong duoc xem 12 bénh di kém vi c6 thé anh huong dén chire nang nhan thic.

Céc dau an sinh hoc khac gidp hd trg chan doan RLTKNT gdm xét nghiém gen allen
apolipoprotein— E€4, nong do protein tau va B- amyloid trong dich nfo tiy ddi véi bénh
Alzheimer. Cac xét nghiém nay khong dugc thuc hién thuong quy ma dugc chi dinh tuy
timg truong hop cu thé.
1.2.6.2. Khdo sat dich ndo tity

Muc tiéu ciia khao sét dich ndo tay 1a gidp chan doan sém va hd tro chan doan trong
truong hop chan doan khéng rd rang. Khuyén cao dé& nghi khdng nén khao séat dich ndo
tay mot cach thuong quy dé chan doan RLTKNT. Hau hét cac nghién ctiu trén cac dau an
sinh hoc dich néo tay gom dinh lugng protein tau, tau phosphoryl héa va beta-amyloid 1-
42. Trong bénh Alzheimer thudng giam nong d6 amyloid B-42 va protein tau toan phan
hoac phospho-tau trong dich néo tay véi do nhay va d¢ dac hiéu cao (bing chang 11B).
Két hop amyloid B-42 va protein tau toan phan trong chan doan s& cho d6 nhay 85- 94%
va dac hiéu 83 -100% cao hon.
1.2.6.3. Di¢n ndo

Pién ndo duoc nghién ctu nham danh gia kha ning chan doan phan biét bénh
Alzheimer véi 130 héa binh thudng va chan doan phan biét véi cac thé RLTKNT khéc.
Dién no ltc nghi thuong bat thudng lan toa va khong dic trung ¢ bénh nhan RLTKNT.
Trong cac nghién ctru khac nhau, dién ndo khdng gilp chan doan phan biét bénh Alzheimer
Véi 1ao hoa binh thuong [7].
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1.2.6.4. Khdo sat gene

Khuyén cdo dé nghi: khdng nén khao sat gen thuong quy khi danh gia bénh nhan
RLTKNT (GPP), khong khuyén céo khao sat gene ApoE thudng quy dé chian doan
RLTKNT va dé danh gia nguy co tién trién ¢ ngudi suy giam nhan thic nhe (IIB). Bdi Véi
bénh Alzheimer: cac dot bién gen amyloid precursor protein (APP), Presenilin 1 (PS1),
presenilin 2 (PS2) chiém 50% céc trudng hop bénh Alzheimer khai phat sém c6 tinh gia dinh.

Apolipoprotein E la mét lipoprotein trong nao o vai tro sira chira bao than kinh. C6 3
kiéu gen thuong gap ma hda cho Apolipoprotien E 13 ApoE 2 ApoE &3 ApoE &4. Allel ApoE
&4 1a yéu t6 nguy co cua bénh Alzheimer khoi phat mudn, nhung né khong phai 1a diéu kién can
va du dé gay bénh. Kiéu gen APOE khéng c6 d6 nhay hoic do dac hiéu cao khi duoc st dung
nhu 13 test chan doén duy nhat bénh Alzheimer [7], [41].
1.2.6.5. Sinh thiét ndo

Trong mét s6 trudng hop chon loc dic biét, sinh thiét ndo (thuong vo ndo thiy tran
khong wu thé) c6 thé xem xét Ia can thiét khi nghi ngo RLTKNT do tinh trang viém, nhiém
tring, chuyén hoa cd thé diéu tri duoc nhung khong thé chan doan bang cac phuong tién khéc.
Mot nghién ciru héi ciu sinh thiét cho chan doan trong 75% truong hop, 11% c6 bién ching
nhu chay méu hoic co giat. Tuy nhién chi y riang trong nhém dugc chon loc thuc hién sinh
thiét ndo nay thi ty 1& nguyén nhan c6 thé diéu tri dugc thap chi khoang 10% [7], [41].
1.2.6.6. Pdc diém hinh dnh hoc chidn dodn RLTKNT

Vai trd caa khao sat hinh anh hoc: gitp xac dinh nguyén nhan cé thé diéu tri dugc, hd
tro chan doan thé RLTKNT va gitp phét hién sém nho nhimg thay dbi cAu trlic va chiic nang
nhu mé ndo xay ra trudc khi xuét hién céc triéu ching trén 1am sang. Céc khao séat hinh anh
hoc gdm hinh anh hoc cau triic va hinh anh hoc chirc nang.

Hinh dnh hoc cdu trac: ¢é 2 loai hinh anh hoc cau trdc dugc st dung 1a chup cat
I6p vi tinh (CLVT) va cong hudng tir so ndo (CHT). CHT cho hinh anh cac ton thuong
cau tric, nhoi méau va ton thuong chét trang tot hon. Vi cac tiéu chuan chan doan hién
nay thi CHT dang tr¢ thanh diéu kién can thiét trong quy trinh chan dodan RLTKNT.

Muc dich khao sat hinh anh hoc cau tric ¢ bénh nhan nghi ngo RLTKNT: Thir 1 1a
loai trir mot ton thuong cau tric ndo (khdi choan chd, mau tu duéi mang cang, tran dich
n&o that &p lrc binh thudng) gay suy giam nhan thic ¢6 thé diéu tri ngoai khoa duoc. Thr
2 1a hd trg chan doan thé RLTKNT, dic biét 1a phan biét bénh Alzheimer véi RLTKNT
mach mau va RLTKNT tran— thai duong.

Hinh anh hoc cau tric cung cap bang ching cua bénh Iy mach mau ndo vén 1a diéu
kién can dé chan doan RLTKNT mach mau, nhu cac nhdi méau vo ndo, 15 khuyét va ton
thuwong chat trang.
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Dic diém hinh anh hoc trong sa stt tri tué thé Lewy va sa sut tri tué bénh Parkinson
1a teo v6 ndo thiy tran lan dén thuy thai dwong, thily cham va ving dudi vo. Teo hai ma
gap trong khoang 50% truong hop du khong rd rét nhu trong bénh Alzheimer. Teo thuy
cham 1a diém khac biét duy nhét véi bénh Alzheimer. Do d6 hinh anh hoc c4u tric khong
gitp ich nhiéu trong chan doan bénh Alzheimer véi sa sit tri tué thé Lewy va sa sat tri tué
bénh Parkinson.

Teo thuy tran va thai duong trén CLVT va CHT c¢6 d6 dac hiéu cao nhung do nhay
thap trong chan doan RLTKNT tran — thai dwong [7], [41]..

Hinh anh hoc chize ndng: phét hién nhitng bién doi chic ning mo ndo. Ky thuat
SPECT hoic PET xac dinh ving bi giam chuyén hda hoic giam tudi mau, chiing toé 6 ton
thuong hoic chét té bao. SPECT dugc thuc hién véi nhitng chat danh dau khac nhau.
SPECT tudi mau véi chat danh dau hexamethylporpyleneamine oxime (HMPAO) va 2
[28F] fluoro-2-deoxy-D-glucose (FDG), PET c6 thé hd trg chan doan trong truong hop xét
nghiém thuong quy va hinh anh hoc cau trdc khdng gitp chan doan thé RLTKNT. Bang
chung nghién ciu cho théy SPECT c¢6 d6 nhay 1a 77,1% va c6 d6 dac hiéu la 89,0% trong
chan doan bénh Alzheimer; va chan doan phan biét vi cac thé RLTKNT mach mau va
tran— thai duwong. SPECT tudi mau hd trg chan doan trong truong hop nghi ngd bénh
Alzheimer [41].

Hinh anh hoc danh gia sy hap thu chét van chuyén dopamine ¢ thé van chét den
trén SPECT véi chat danh dau iodine | 123-radiolabeled 2 beta-carbomethoxy-3 beta-(4-
iodophenyl)-N-(3-fluoropropyl) nortropane (FP-CIT) gilp phan biét bénh Alzheimer véi
sa st tri tué thé Lewy véi do nhay va do chuyén biét cao. Bénh nhan RLTKNT két hop
vé6i duy nhat hoi ching Parkinson trén 1am sang va c6 hinh anh giam bat giir chat van
chuyén dopamine trén SPECT giup dinh huéng chan doan RLTKNT thé Lewy.

Khéng c6 bang ching cho thay SPECT gilip chan doan phan biét RTTKNT dién
hinh va RLTKNT nhe [7], [41]..

PDG-PET cho thay nhitng viing giam chuyén hoa glucose ¢ ving thai dwong trén/
sau va dinh, vé ndo hdi dai va hdi trude chém dic trung cho bénh Alzheimer. Trong giai
doan tién trién caa bénh Alzheimer cé giam chuyén hda & thuy tran. FDG-PET c6 do nhay
93% va do dac hi¢u 63% khi déi chiéu voi chan doan bénh hoc caa bénh Alzheimer.

FDG-PET chan doan phéan biét bénh Alzheimer véi cac thé SSTT khéc voi do dac
hiéu trén 95% trong giai doan sém. PET scan lam tang d6 nhay va d6 dac hiéu cua cac tiéu
chuan chan doan 1am sang, véi do nhay 90% va do dic hiéu 70% trong cac nghién ciru so
sanh vai giai phau bénh. Tuy nhién ddy 1a mot khao sat tén kém, xam lan va it duoc sir
dung rong rdi. Ngoai ra, bing ching gan day ciing khong ung ho dung 18F-FDG-PET mot
cach thuong quy trong chan doan bénh Alzheimer [7].
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1.3. PAC PIEM HINH ANH CONG HUONG TU SQ NAO O BENH NHAN DPAI
THAO PUONG TYPE 2 CO ROI LOAN THAN KINH NHAN THUC
1.3.1. Pic diém chung vé cong hwéng tir (CHT) so ndo & ddi twong PTD type 2
Dai thao duong type 2 c6 lién quan dén suy giam nhanh chirc ning nhan thirc va
hinh anh hoc CHT c6 thé phat hién cac bat thudng trong ndo. Co ché bénh sinh RLTKNT
& bénh nhan DTD ngay cang dugc 1am sang to. Ngoai c4c ton thuwong cau tric, CHT con
cho phép khao sét cac ton thuong vé tudi mau, chirc nang than kinh, ciu trc vi chat trang
va chire ning trao d6i chat. Nhitng CHT so ndo tién tién gan day phat hién thém céc moi
lien quan gitra DTD type 2 véi cac bit thudng trong nio ¢ lién quan dén RLTKNT [150].
Hinh anh hoc CHT s ndo goi y ton thuong suy giam than kinh nhan thirc bao gdm
cac dang t6n thuong dugc tom tit nhu sau:

K¥ thuat MRI tién tién

A
> W
N - -

myo-
inositol

creatine |
|

Hinh 1.7. Téng quan vé hinh dnh trén CHT cdu trdc ¢ bénh nhdn PTP type 2
(hinh: b-g) va ky thugt CHT tién tién danh gid ton thirong ndo (hinh:h—k) [150]

Hinh (a), xung T1W cau triic ndo ¢ ngudi tré tudi khoe manh so sanh vai cac cau tric ndo
trén CHT & bénh nhan DTD type 2: hinh (b) teo ndo (T1WI), hinh (c) bénh ndo chat trang (FLAIR),
hinh (d) phinh déng mach (T2WI), hinh (e) vi xuat huyét (T2W), (f) xuat huyét Ién (T2W) va hinh
(g) nhdi mau 15 khuyét (FLAIR). Hinh anh CHT tién tién: hinh (h) [fMRI] CHT chiic niang, hinh
(i) [dMRI] CHT khuéch tan, hinh (j) [ADC] CHT khuch tan biéu kién, hinh (k) [MRS] CHT phd.

Qua nhiéu nghién ctiu cac tac gia ghi nhan nhitng ton thuong nhu: teo ndo va vi
mach ndo. Teo ndo cd thé xuat hién teo ndo toan bo, teo ving tran thai duong, teo ving
dinh chdam va mét s khu vyuc quan trong cua nhan thirc nhu ving ddi thi hoac hdi hai ma.
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Ton thuong vi mach méau ndo bao gom: thodi hda chat trang & v& ndo, ving dudi vo va
quanh néo that hoic nhdi mau ndo im lang, nhdi mau néo 16 khuyét, nhdi mau ndo ving
chién luoc hay vi xuat huyét va dac biét tim thay mot sé méi lién quan véi nong do insulin
méu, nong d6 HbA lc, tang hoic ha glucose mau, thoi gian mac bénh DTD, ting huyét
&p hay tudi tac voi biéu hién ton thuong chat tring trén CHT [129],[134], [132], [138],
[150], [152], [151], [168], [169].

Vi vay, khi nghién ctu vé hinh anh hoc cong huéng tir so ndo, cac tac gia khuyén
nén ghi cac diém sé6 mot cach c6 hé thong nhu bang 1.1 ddi voi cac ton thuong nhu: teo
ndo toan bo, teo ndo khu tri va bénh mach mau (nhdi méau ndo, nhdi mau ndo 16 khuyét,
nhdi mau ndo vung chién luoc), vi xuat huyét.

Bdang 1.1. Phan logi cac ddu hiéu RLTKNT can tim trén CHT [58], [140]

DAu hiéu can tim trén CHT
\Vung tén thuwong . SSTT | SSTT Tran | SSTT Lewi
Alzheimer , . )
mach mau | thai dwong bodies

Teo d6i thi, hoi hai ma +++ ++ ++ -
Teo thai duong ++ + +++ -
Teo thuy tran - + +++ _
Teo thuy dinh ++ + - -
Nho6i mau 16 khuyét - 4+ ; _
Thodi hoa chat trang - - ; _
Nhdi méau ving chién luoc - - ; ~

DAau (+) c6 ton thuong, dau (-) khdng c6 ton thuong
Bdang 1.2. Cac tiéu chi quan trong danh gia RLTKNT [58]
Pic diém ton thwong

Goi y chan doan

RLTKNT mach mau hoic l40 héa tusi gia
Alzheimer, SSTT tran thai duong
RLTKNT tran thai duong

RLTKNT mach mau hoc l40 héa tusi gia
RLTKNT mach mau

Teo vo dai ndo

Teo ndo thuy thai duwong gitra

Teo ndo thuy trén
WML ’s- Thoéi hoa chat trang
Nh6i mau ndo viing chién lugc
1.3.1. Teo ndo
Teo ndo duoc dinh nghia 13 sy co rit cia nhu mé nio day 1a két qua cua qué trinh
thodi hoa té bao than kinh nhu mat té bao than kinh va cac mang lui lién két cua té bao
mo dém. Nhiéu nghién ciru cho thay tinh trang teo ndo trén CHT ciu trac ting 1én & bénh
nhan DTD type 2 va anh hudng dén cac chic nang TKNT nhu: tri nhé, su chl y, chirc
nang diéu hanh, tbc do xir ly théng tin, cam giac. Tién trién teo ndo ciling lién quan dén
muc ¢ RLTKNT [41], [150], [174], [168].
Theo Smith E, Egorova va cong su (2008) ghi nhan teo ndo c6 lién quan dén

RLTKNT. Moran (2013) ciing cho két luan twong tu véi cac tac gia trén vé mdi tuong
quan gitta RLTKNT & bénh nhan DTD type 2 véi tinh trang teo ndo trén CHT lién quan
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nhiéu dén thoai hoa nio hon 1a bénh Iy mach mau [104].

Theo Roberts, R. O., Knopman, D. S va cong su (2014), nghién ctru trén 1437 ddi
tugng ghi nhan DTD type 2 ¢6 lién quan dén RLTKNT mtc d nhe, chirc ning diéu hanh,
tri nhé va ngdn ngit, lién quan dén ton thuong nhdi mau nio dudi vo, teo ndo, thoai hda
chét tring, giam thé tich cac ving ndio. T4c gia con cho thiy bénh Iy THA ciing anh hudng dén
chirc ning diéu hanh théng qua tinh trang tén thuong mach mau nhé va mach mau 16n [122].

Céc thang diém tiéu chuan dé danh gia teo ndo trén CHT bao gom:

(1). Thang diém GCA danh gia teo v6 dai nfo

(2). Thang diém MTA danh gia teo thiy thai duong giita

(3). Thang diém Kodeam danh gia teo thuy dinh- cham
1.3.2. Bénh ly mach méu nhé- vi mach mau nédo (Small Vessel Disease)

bay 1a bénh ly cac dong mach ndo nho, tiéu déng mach, tinh mach va mao mach
ctia ndo bi anh hudéng bai nhidu nguyén nhan khac nhau trong d6 nguyén nhan DTD lién
quan chit ch& voi ton thuong nay. Cac dau hiéu thuong gap trén CHT ciu trdc 1a ton
thuong chét trang, vi xuat huyét, nhéi mau ndo im lang, nhdi méau ndo 15 khuyét va nhoi
mau ndo ving chién lugc [41], [150].

Theo Smith E, Egorova va cong su (2008) ghi nhin thoai hoa chat tring trén CHT
s ndo co6 lién quan dén tién trinh tir nhan thae binh thuong dén RLTKNT nhe va dién
hinh. Mot sb ton thuong khac ciing hay gip trong bénh Iy mach mau nhé nhu: nhdi mau
nio 16 khuyét, thoai hoa chat trang c6 lién quan dén RLTKNT mach méu. Tac gia con ghi
nhan THA va DTD lam gia tang tién trién RLTKNT [134].
1.3.2.1. Tén thwong nio chit tring (White Matter Lesions: WML)

Tén thuong ndo chét trang duoc quan sat trén chudi xung T2W va dic biét xung x6a
dich FLAIR. Sinh ly bénh co ban cia WML chua duoc chang minh rd, mot s6 tac gia dong
thuan vai gia thiét 1a do bénh Iy mach mau: thiéu mau cuc bd hay xo cing dong mach hoic
qua trinh viém tac dong [53],[58], [74]. CAc ton thuong nay thudng tap trung quanh néo that,
ndo that bén, nam trong vang chat xam dudi vo; WMLSs anh hudng dén cac linh vuc chuc
nang nhan thirc nhu: téc do xir ly théng tin, tri nhé, su ch y, chirc nang diéu hanh va toc do
van dong [38], [41], [150].

Thang diém Fazekas duoc st dung dé danh gia mirc do ton thuong chét tring va nhdi
maéu nio 16 khuyét trong ndo. Trén hinh anh CHT so ndo, nhoi mau néo 18 khuyét va tang
tin hiéu chat tréng thuong xuét hién & bénh nhan 16n tudi, thuong dugc xem la béng chung
quan trong ciia bénh 1y mach mau nhé. Panh gia tot nhat qua chudi xung x0a dich FLAIR
hodc T2W trén mit phang cat ngang [58].

O nguoi cao tudi, thang diém Fazekas co thay doi trong tién luong nguy co ton
thuong chét tring. Fazekas 1 dugc xem 1a binh thudng ¢ nguoi cao tudi, Fazekas 2 va
Fazekas 3 1a bénh Iy, nhitng truong hop ndy van cé thé thay duoc ¢ nhitng nguoi binh
thudng, tuy nhién ¢ thé bi tén thuong ndo ning 1én trong tuong lai.
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Inzitari D, Simoni M (2007), nghién ctru 600 ngudi cao tudi hoat dong binh thuong
cho thiy & nhdm Fazekas 3, 25% ddi tugng nay da bi ton thuong chat trang lan toa trong
mot nam theo doi [73].

Ciing theo Inzitari D, Simoni M (2009), sau 3 nim theo ddi nhém ddi twong trén tac
gia da ghi nhan ton thuong ndo chat tring mac d6 niang dan 1én. Piu d6 cho thay thang
diém Fazekas dy doan nhanh chong va chinh xac mirc 6 RLTKNT [74].
1.3.2.2. Nhoi mau ndo im Igng, nhéi mau néo 16 khuyét va nhéi mau chién lwec

Nhbi mau no im lang (Silent brain infracts: SBIs) 1a nhitng ton thuong nhdi mau
khu tréi trén CHT ¢6 kich thudc tir 2-5 mm lién quan dén suy giam chiic nang than kinh nhan
thirc va hoan toan khéng gay ra trang thai yéu liét nhu dot quy do ton thuong mach mau Ién.
RLTKNT & bénh DTD type 2 lién quan dén cac nhdi mau ndo im lang va hudng gay ra cac ri
loan chi y, tdc d6 van dong va chire ning didu hanh [132], [150].

Nhdi méu 16 khuyét 1a dang ton thuong khu tra c¢6 duong kinh 3-15 mm do tic
ngh&n cac ddong mach ndo nho va lién quan dén RLTKNT. Ton thuong nay gia ting & bénh
nhan DTPD type 2, tién trién nhanh dan va anh huong nhiéu linh vyc than kinh nhan thic
nhu: tdc do xur ly théng tin, chirc nang diéu hanh, ngdn ngit tri nhé, thi giac khdng gian va
anh huéng dén tinh trang nhan thae chung [132], [150], [168].

Nhdi méu viing chién lugc: day la nhitng ton thwong nhdi mau 16 khuyét nhung tap
trung quanh cac khu vuc quan trong ddi véi hoat dong nhan thie binh thuong cia ndo. Cac
ton thuong nay thuong dé bi bo sot va thuong két luan chung véi céc nhdi méu 16 khuyét
hay ton thuong thoai hoa chét trang dang ndt khac. Nhoi mau chién luoc dugc xem trén
hinh anh T2W va FLAIR. Nhitng vi tri tén thuong quan trong dugc tom tat trong bang
dudi day:

Bdang 1.3. C4c v; tri ton thiong nhoi mau ndo ving chién liroc [58]

Nhdi méau ndo ving chién lwec

bong mach néo giira Vung dinh- thai duong hodc thai duong cham lién quan
dén hoi goc (Angular Gyrus)

bong mach néo sau Vung trung gian ddi thi, ving dudi thuy thai duong
trung gian

Nho6i mau viing Watershed Phia trén thlly tran hozc thuy dinh

Nhoi mau néo 16 khuyét Hai bén doi thi

C4c t6n thuong thuong xuat hién hai bén ving doi thi thuong lién quan dén rdi loan
chtic nang nhan thic nang. Vi du vé nhdi mau ndo chién lugc trén hinh anh CHT hai bénh
nhan khac nhau. Xem hinh 1.8 va 1.9.
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Hinh 1.9. Nhéng hinh danh mé td vé nhéi mau ndo ving chién liroc [58]
Hinh bén trai cho thiy nhdi mau ndo chién lugc ving duéi thuy thai duong bao

gom hdi hai ma, thudc khu vyuc cip méu cia DM ndo sau. Day 1a nhdi mau ving chién
lwgc vi N6 nam & ban cau wu thé s& dan dén cac RLTKNT. Hinh anh bén phai ¢ xung x6a
dich FLAIR mat cit ngang cho thiy viing nhdi méau khéc ciing thudc ving cap mau DM
ndo sau, thudc ving thai duong- cham.

Theo Reinhold Schmidt va cong su (2004) ghi nhan hinh anh CHT so ndo cé su
khéc biét vé cac ton thuong chét trang nhu: nhdi mau 16 khuyét, teo ddi thi, hdi hai ma
nhung khong c6 ¥ nghia thong ké, nguoc lai tinh trang gidn ndo that khéc biét rd va coy
nghia thong ké & hai nhém bénh DTD va nhom ching [129].

Theo G. J. Biessels, nghién citu RLTKNT ¢ nhom DTD va nhom ching ghi nhan
nhdi mau ndo 16 khuyét, nhdi mau viing vo ndo va teo ndo chiém ty 1¢ cao ¢ bénh nhan dai
thao duong [35],[40].
1.3.2.3. Vi xudt huyét

Céc ton thuong nay tim thay tinh ¢ trén CHT so ndo va lién quan dén chic ning
than kinh nhan thirc, ty Ié ton thuong nay ting theo do tudi va khong lién quan nhiéu dén
DTD type 2 c6 suy giam than kinh nhan thic [149],[150].

1.3.3. Giam twéi mau ndo (Impaired Cerebral Perfusion)

Tudi mau ndo dugc dinh nghia 1a lugng mau chay qua mot thé tich mo xac dinh

trong mot thoi gian nhat dinh, duoc tinh bang st dung hinh anh khuéch tan biéu kién (gom
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hai ky thuat ASL (Arterial Spin Labeling) va IVIM: (Intra VVoxel Incoherent Motion). Ky
thuat ASL dua trén ghi hinh tir tinh cia mau dong mach, duoc str dung nhu mét chat danh
dau mé nodi sinh tam thoi trong ndo. Ky thuat IVIM cho phép danh gia ca nhu mé va cau
trdc vi mach mo ndo, dua trén su khuéch tan cua cac phan tir nudc trong nhu md va chuyén
dong khong lién tuc cua cac phan tir nudc trong vi mo. Hai ki thuat cong huang tir khuéch
tan biéu kién nay cho phép danh gia cac thay ddi bat thuong trong mach mau va nhu mé
ndo. Thong qua mot sé nghién ctu vé co ché vat Iy phuac tap cua cong huong tir khuéch
tan biéu kién da cang ¢ co sd khoa hoc cua hai ki thuat do nay so véi ky thuat PET.

Brudel va cong su (2012) Xiel va cong su (2015) lai cho thidy mdi lién quan chit
chg gitra tudi mau mo va tinh trang nhan thic caa bénh nhan [94].

Novak va cong su (2014) da ching minh méi lién quan giira nhan thac véi tinh
trang tudi mau mo & bénh nhan DTD khi cho sir dung insulin va nhan thiy su hdi phuc tri
nhé va kha ning noéi luu loat, khi quan sat cac viing trén vo ndo. Didu ndy cho thiy su lién
quan gitta co ché insulin véi tinh trang nhan thic & bénh nhan DTD type 2 [108].

Rusinnek va cong su (2015) cho thay kha ning néi luu loat lién quan dén tinh trang
tudi mau chat xam va tri nhé cé lién quan dén tinh trang tuéi méu ving hdi hai ma duoc
lwong gia bang ky thuat IVIM [123].

Jansen va cong su (2016) khong tim thiy mét lién quan giira tudi mau néo véi tinh
trang suy giam TKNT, nhiéu kha ning khi teo ndo da anh huong dén dong chay trong nhu
mo ndo [76].

Nhiing két qua nay chang minh cac méi lién quan gitra cau tric va chirc ning cac
viing trong ndo va co ché mach mau tham gia rat nhiéu vao RLTKNT & bénh nhan DTP.
K§ thuat CHT tién tién nhu ASL va IVIM da gop phan vao sy hiéu biét vé co ché bénh
sinh RLTKNT & bénh nhan BDTD type 2.

1.3.4. Réi loan chire niing than kinh (Neuronal Dysfunction)

R&i loan chirc nang than kinh 1a khai niém dé chi tat ca cac suy yéu cua hé thong
than kinh bao gdm cac hoat dong chirc ning cua cac ving ndo nhat dinh va két néi giia
cac khu vuc khac nhau. Céc tac gia da chung minh vai tro CHT chirc nang trong khao sat
muc d6 cac vang té bao than kinh hoat dong nhu thé nao vé mit thay doi oxy héa mau.
Khi cac té bao than kinh hoat dong s& can dén nhu cau oxy ting l1én va sir dung xung cé
bién d6 dao dong ¢ tan so thap (ALFF : Amplitude of low-frequency fluctuation) dé danh
gia hoat dong dong bo, chirc niang két ndi ciia cac té bao than kinh tai cac ving ndo khéc
nhau [43], [150], [165].
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1.3.4.1. Suy gi@m chitc ndng két néi viing

M6t vai nghién ctu gan day quan sat chtrc nang két ndi cac ving trong ndo & bénh
nhan DTD trong trang thai ndo nghi ngoi hoan toan khi nguoi tham gia khéng tap trung
vao bat ctr diéu gi. Két qua ghi nhan sy suy giam kha ning két ndi & ving hdi hai ma, ving
v6 ndo thlly tran, khu vuc cip méau dong mach néo sau, ndo giita, nio truéc. Nhitng suy
giam kha niang két ni tai cac ving ndo nay da anh huong dén cac rdi loan vé tri nhg, chic
nang diéu hanh, kha nang néi luu loat cta cac ddi tugng tham gia nghién ciu [150], [175].
Khong ding lai 6, Xia va cong su (2015), di cho thay cac viing chirc nang c6 két nbi kém
han véi nhau & bénh nhan TP va lién quan dén muc diém sé thap cua cac thang diém
danh gia nhan thtc than kinh va nong ¢6 HbAlc [165]. Su gian doan kha ning két ndi
giita cac ving trong ndo c6 twong quan nghich véi tinh trang dé khang insulin [150].
1.3.4.2. Nhitng dao déng tin higu (Signal Fluctuations)

CHT chirc nang (fMRI) dua trén co ché twong phan mic bdo hda oxy mau trong ndo
(BOLD: blood oxygenation level dependent) d tré thanh cdng cu quan trong dé danh gia cac
phan ung sinh 1y than kinh véi c&c kich thich cu thé hoac cac nhiém vu vé nhan thic. Bén
canh d6, CHT chirc nang trang thai nghi (rs-fMRI) do cac dao dong tan s thap tu phét trong
tin hiéu BOLD. Hoat dong tu phét & trang thai nghi nay bi thay doi ¢ nhitng di twong c6 bénh
ly RLTKNT mach mau, Alzheimer va nhiing di tuong c6 RLTKNT muc d6 nhe [33], [149].
Theo Wenging Xia (2013), Cui va cong su (2014) va Zhang Y (2016) trén hinh anh CHT chuac
ning so N&0 & bénh nhan TP type 2 ghi nhan cac gia tri ALFF thay d6i mét tinh dong nhat
tai cac khu vuc trong nio dac biét thiy thai dwong va thily tran lién quan dén RLTKNT thé
hién rd trong cé&c réi loan nhu su chd y, chiic ning diéu hanh, téc do xa ly théng tin, tri nho
va diém nhan thic chung. Gia tri ALFF & ving thai duong ty 1¢ nghich véi nong d6 HbAlc
va ty 1é thuan véi suy giam chirc nang té bao p tuyén tuy [43], [165], [174].

Musen va cong sy (2013) so sénh CHT chtic nang ¢ hai nhom dbi twong DTD va
nhém chang ghi nhan: tinh trang giam két ndi nio lién quan quan dén tinh trang dé khang
insulin & bénh nhan BTD type 2 [61]. Xia va cong su da cho thay két qua tuong tu khi do
cac bién do CHT chire ning bang phuong phap tiép can tan sb dao dong thap (Amplitude of
Low-Frequency Fluctuations (ALFF). Cach tiép can ALFF c6 thé do céc tin hiéu theo thoi
gian 1a cac diém anh tir d6 c6 thé danh gia dugc toan bo ndo, cach tiép can ReHo c6 thé do
c4c tin hiéu dong nhat tai cac khu vuc diém anh. Cac tin hiéu nay cho phép danh gia cac bat
thuong xay ra sém & bénh nhan DT type 2 c6 nguy co suy giam than kinh nhan thic trudc
khi céc bat thuong vé cau truc trong ndo xuat hién [61],[165].

Mot s tac gia Trung Qudc 2014, di nghién ciru hinh anh hoc CHT chtic nang ddi
tugng mic DT type 2 so sanh voi nhdm ching cung do tudi. Két qua ghi nhan nhu sau:
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Thay dbi vé cau tric: khdng c6 su khéc biét gitra hai nhém bénh va nhém chiing trong thay
doi thé tich chat xdm va chat tring, nhung d6i twong DTD c6 giam thé tich chat xam va
chat tring hon nhom ching. Thay doi vé ALFF va ReHo: ¢ hai nhom déu c6 sy phan b
ALFF va ReHo tap trung ¢ vung vo ndo sau, thuy tran, dinh va thai duong. Tuy nhién, ¢
bénh nhan DTP type 2 ghi nhan ALFF va ReHo giam dang ké ¢ vo ndo thily cham va
ReHo giam dang ké ving doi thi nhung ALFF va ReHo lai gia ting ving ndo sau, thuy
thai duong va thuy tran (Hinh 1.10).

ALFF Map

Hinh 1.10. Ban do ALFF va ReHo trén rs-fMRI so sdanh hai nhém ddi théo dwong va
nhém ching [43], [150],[165]

Céc tac gia con ghi nhan chi s6 HOMA IR ¢6 méi twong quan nghich véi céc kich
hoat & thuy dinh, thiy tran ving thai duong va ving ngdn ngit. Nhitng két qua nay ciing
phu hop véi hai nghién ciru caa tac gia Cui Y (2014) va Musen (2013). Biéu nay cho thiy
tinh trang dé khang insulin anh huong dén viéc kich hoat té bao than kinh & trang thai nghi,
c6 thé dong vai quan trong trong suy giam than kinh nhan thirc & bénh nhan DTD type 2.

Ngoai ra cac nghién ctru con cung Cap cac co so cho thay nong do insulin thap trong dich
ndo tay, san pham duong hoa bac cao, ling dong amyloid P va tinh trang tudi mau anh huong

rit nhiéu dén cac dao dong ndo va suy giam TKNT. Tinh trang béo phi, thoi gian mac bénh
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DTD, kiém soét glucose mau kém ciing anh huong ¢én ALFF va ReHo [43],[61],[149],[165].

Nghién ctru Xia 2013 cho thdy CHT chtc ning c6 thé ¢ng dung dé theo ddi su thay
doi rat sém chire nang ndo lién quan dén DTD type 2 trudc khi xuat hién cac triéu chang
bat thuong. Nghién ctu ndy khé quan trong cung cap nhitng bang chimg cho co ché bénh
sinh RLTKNT & bénh nhan DTD type 2 nhung vi ¢c& mau nghién ctiru nho nén chi co tinh
chét budc dau [165].

Theo Biessels G va cong su (2018), di chi ra cac réi loan tin hiéu insulin trong md
ndo & bénh nhan Alzheimer dic trung 1a tinh trang thodi hda than kinh. Trong khi dic trung
ciia DTD 2 1a tinh trang dé khang insulin, tinh trang nay khéng chi anh huong dén chuyén
hoa hé thdng ma con anh husng truc tiép dén ndo théng qua céc rdi loan chuyén hoa insulin
trong ndo din dén sy hinh thanh céc san pham duong hoa bac cao gay kich hoat qué trinh
viém va ting tinh thAm mang mach mau nio ciing nhu rdi loan chirc ning néi md mach
mau [41]. Hinh anh CHT chirc ning khi xac 1ap c4c mdi trong quan giira thay d6i tin hiéu
trén chudi xung ALFF véi tinh trang dé khang insulin ciing nhu trong thay doi trong cu
tric nhu ting lang dong cac mang bam amyloid B va bénh Iy mach mau nho déu lién quan
dén RLTKNT cua bénh nhan DTD.
1.3.4.3. Chirc nang hogat héa néo

Theo Wenqing Xia (2013), Zhang Y (2016), Macpherson H va cong su (2017) ghi
nhan tinh trang hoat hda n&o bi thay d6i & bénh nhan DT type 2 so v4i nhém ching, dic
biét lién quan dén két ndi & cac cac viing ndo cd chirc nang thyc thi nhiém vy nhu vo ndo
thuy tran, thuy tran-dinh va thuy dinh.

Nhin chung tit ca cac cong hudng tir chirc ning cung cap cac co s¢ hinh anh khoa
hoc vé hoat dong than kinh bi thay d6i tir két ndi chirc nang dén suy giam tin hiéu dan
truyén va kha ning hoat h6a ndo & bénh nhan DTD type 2 c6 RLTKNT.

1.3.5. Ton thwong vi cdu tric chat tring (White matter microstructure)

Céc vung chat trang 1a cac duong din truyén tin hiéu trong ndo duoc tao ra tir cac
b6 chat trang, cac soi truc duoc boc trong cac 16p myelin. Mot s nhirng ving nay duoc
hinh thanh tir giai doan phoi thai, mot s6 khac hinh thanh sau khi sinh khi ¢ su twong tac
giita ndo bo voi thé gidi bén ngoai va khi rén luyén k¥ nang séng. Cac k¥ thuat hinh anh
gan day tap trung nghién ciru cac ving chét tring da biét dé so sanh va danh gia gitra ddi
tugng DTD type 2 véi cac nhom dbi tuong binh thudng xem co su khac biét d6 co lién

quan dén RLTKNT thirc hay khong.
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Thay d6i cac viing Vi cau tric chat trang c6 lién quan dén suy giam chirc niang hoan
toan, hoac cac bo soi truc bi thay d6i tirng phan va cé thé khao sat bang CHT khuéch tan
(dMRI). Trong md sinh hoc, cac phan tir nuéc cd mot dac tinh di chuyén lién tuc va ngau
nhién tir vi tri ndy sang vi tri khac theo nhiéu hudng khac nhau va duoc goi 1a chuyén dong
Brown hay hiéu (ing khuéch tan (diffusion effect).
1.3.5.1. Tén thwong cuc bé vi cdu tric chat trang (Local Alterations)

O bénh nhan DTD type 2 c6 cic bat thuong vé ciu trac vi mo di duoc mot sb
nghién cau gan day ching minh. Khuéch tan khong diang hudng duoc tim thay trong chat
tring va chu yéu tap trung ving tran va thai dwong, trong khi gia tri khuéch tan biéu kién
(ADC: apparent diffusion coefficient) gia ting tim thiy & mot s6 ving nhu hoi hai ma va
nhiéu viing chat xam trong ndo ¢ lién quan dén RLTKNT dic biét 1a tri nhé [40],[169].
1.3.5.2. Tén thwong mang lwéi két noi chat trang (Network Alterations)

Mang lui dan truyén tin hiéu va két ndi cau tric bi thay d6i ¢ bénh nhan dai thao
duong type 2, n6 lién quan dén tdc d6 dan truyén cac xung dong than kinh va tri nhé bi
suy giam biéu hién bang gia tang gia tri ADC va giam khuéch tan khong dang hudng.
Mang lu6i két ndi chat tring ving hdi hai ma bi suy giam ciing lién quan dén tri nhé &
bénh nhan DTD type 2 [100], [149].
1.3.5.3. Réi logn chuyén hoa

Gan day cong huong tir phd (Magnetic Resonance Spectrography) 6 thé danh gia duoc
su thay ddi chat théng qua viéc dinh Tuong chinh xac cac dinh quang phd lién quan dén cac chat
chuyén héa mé [76]. Trong ddi tuong DTD sir dung CHT trén 3 tesla dé danh dau cht chi diém
glucose ¢6 do tin cay cao hon nhidu. Ngoai ra, mot sb tac gia con sir dung CHT phd vai chat danh
dau 13C (Carbon dong vi 13) dé nghién ciiu ndng do glucose trong nhu md néo.

Trén co sé hiéu gia cac quang phd qua cac chat chi diém mé, mot sb tac gia ghi
nhan c6 su gia ting ndng 46 GABA & d6i tuong DTD hoic nhém dbi tugng c6 HbALc cao
kém RLTKNT [149]. Biéu nay cho thiy cd su thay doi trong hé théng dan truyén hé thng
GABAergic ¢ ddi tuong PTD ¢6 RLTKNT. Tuy nhién, do van con d6 nhiéu tac gia chua
nhat quan nén can nhiéu nghién ciru da trung tam thuc hién CHT dinh lugng dé danh gia
mtrc d6 tudi mau toan bo ndo co suy giam hay khdng o dbi twong DTD type 2 ¢ RLTKNT.

Tong hop cac ton thuong hay gap trén CHT so ndo qua tong hop cac nghién cuau:
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Bdng 1.4. Tong hop Cac ton thuwong trén CHT so N80 & bénh nhdn PTP type 2 [92], [150]

Phan loai ton | Ky thuat CHT Két qua nghién ciru Tai liéu
thwong nio lién quan
Teo ndo TIW1, T2W1, | Teo ndo gia ting lién quan dén suy | [150],
FLAIR, IR giam than kinh nhan thirc [169]
Bénh Iy vi mach
Thodi héa chat | T2WI, FLAIR | - Thodi hda chat trang khu tra gia ting | [150]
trang lién quan dén suy giam TKNT
Vi xuat huyét TIWI, T2WI | Khdng cd bang chang lién quan gitra vi | [150]
Nhoi mau ndo im | T2*WI, FLAIR | xuat huyét véi suy giam TKNT
ling Tién trién nhoi mau ndo im lang lién
quan dén suy giam TKNT
Nhdi mau ndo 16 | TIWI, T2WI | Nhdi mau ndo 16 khuyét lién quan dén | [150]
khuyét FLAIR RLTKNT
Giam tu6i mau ndo | ASL, PC-MRI | Giam tuwéi méu ndo lién quan dén | [149],
IVIM RLTKNT [150]
Roi loan chike niing than kinh
Chure nang két ndi | fMRI Giam chtic nang két ndi than kinh lién | [43][150]
quan dén RLTKNT dic biét gia ting & | [165]
d6i twong DTD type 2
Bién dong tin hiéu | ALFF Thay d6i ALFF co lién quan dén | [150],
dan truyén RLTKNT [165]
Ro6i loan hoat héa | fMRI Thay doi tinh trang hoat hoa ndo lién | [150],
nao (activation) quan dén RLTKNT [174]
Ton thwong dwdong dan truyén chat trang (White matter tract Abnorrmalities)
Ton thuong cuc bo | dMRI Bat thuong ving thai duong c6 lién | [149],
moét  ving  chét | (diffusion quan dén bo nho [150]
trang measures)
Ton thuong mang | dMRI Bat thuong cac dudng dan truyén khi | [150]
lugi két ndi chat | (connectivity) | mang lugi chét tring thay doi cd lién
trang quan dén suy giam than kinh nhan thirc
R4i loan chuyén | MRS Thiéu co s& dé chung minh thay doi | [76],
hoa chuyén hoa ndo c6 lién quan dén chic | [149]
nang nhan thuec.

Cung véi cac ki thuat chan doan trong twong lai, gia tri CHT c6 thé xac dinh sém céc
RLTKNT. C4c gia thuyét vé tng dung CHT nhu mét “bio-marker” dé chizng minh céc yéu
t6 sinh hoc khac ¢ anh hudng truc tiép dén nhan thic ciia bénh nhan dai thao duong, gop
phan chimg minh DTP 1a mot yéu td nguy co doc lap phét trién suy giam TKNT. Viéc
cung cb cac bang ching khoa hoc nay, can tiép tuc c¢6 cac nghién ctu tién ciu qua thoi

gian dai hon trong tuong lai.
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1.3.6. Sw 180 hoa tw nhién

Tinh trang 140 hda tu nhién anh hudong dén ndo co thé trang lap véi hinh anh RLTKNT
trén CHT so néo. Nhu nhitng mo ta trén, c6 thé c6 mot sé mirc d6 teo ndo mac du cha yéu 1a
ton thuong chat tring cd tién trién lan toa xung quanh cac canh ndo that va khong dién hinh

ving dinh trén thay vi ton thuong chat trang lan toa thuong xuét hién quanh ndo that nhu thoai

hoa ndo do RLTKNT. Ngoai ra cling ghi nhan tinh trang teo ndo ¢ thuy thai duwong giira.

7 Tang tin hiéu dang mi
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Tang tin hiéu dang dai
Hinh 1.11. Hinh dnh ting tin hiéu dang mii va dai quanh ndo that trén chugi xung

T2W va FLAIR [58]
Thang diém MTA bang 2 & ddi tugng trén 75 tudi co thé 1a binh thuong. Khi ndo

130 hoa di co sy gia ting ling dong chat sit ngay cang ting cao tai cac khu vuc cia néo:
chu yéu 1 hach nén, bo ludi, hanh nhan. Ciing c6 thé thidy mot dai tang tin hiéu trén hinh
anh T2W va FLAIR xung quanh ndo that (Hinh 1.11).

Tuy rat it tinh trang tidng tin hiéu chat tring trong 130 hoa binh thudng theo phan do
cua Fazekas nhung khi c¢6 ton thuong dang nhoi mau 16 khuyét hay ton thuong nhdi mau
15 khuyét don doc thi ludn 12 do bénh 1y gay nén. Pay ciing la dic diém quan trong dé phan
dinh c4c ton thuong mach mau nho 1a bénh Iy hay gap trong danh gia suy giam TKNT.

Do tudi ciing anh huong dén tinh trang gia ting ton thuong nio chat tring. Mot sd
tac gia ciing ghi nhan phan do Fazekas nay khong dac trung khi danh gia RLTKNT 6 nguoi
I6n tudi va can két hop véi céc ton thuong khéc [40], [74].

1.3.7. Ton thwong nio & bénh nhan ha glucose mau

Kang va Jeon S.J (2010), thuc hién dé tai quan sét trén 11 bénh nhan c6 DTD c6 tinh
trang ha duong mau bang CHT so nio, danh gia hé s6 khuéch tan bicu kién (ADC: apparent
diffusion coefficient) va ddc diém ton thuong ndo khi bénh nhan bi ha glucose méu.

Bénh nhan nir 63 tudi, vao vién vi hdn mé ha glucose mau, hinh anh ton thuong
tang tin hiéu ghi nhan & trung tdm ban bau duc, bé ndo that c6 tinh chat d6i xang. Bé ndo
that bén gi&n 16n biéu hién ton thuong ndo co tir trudc.
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Hinh 1.12. Tén thirong tang tin hiéu ¢ thi DW1 bénh nhan niz 63 tusi, hon mé [78]
Mot hinh anh khac ghi nhan & bénh nhan nam 45 tudi, vao vién vi hdn mé ha glucose
mau, véi hinh anh CHT ton thuong dang ting tin hiéu & v6 ndo ving tran, thai duong va
cham khong ddi xang (Hinh 1.13).

Hinh 1.13. Ton thuong ting tin hiéu khéng doi xirg ¢ vé ndo bénh nhan nam 45 tugi
hdn mé ha glucose mau [78]

To6n thuong ghi nhan c6 tang tin hiéu & chi sau canh ndo that bén, hé sé khuéch tan
biéu kién (ADC) giam. Nhung sau 4 ngay diéu tri, hinh B thiy cé4c ton thuong ting tin hiéu
méat di va ADC trd vé binh thuong [78]. Nhdm tac gia nay ghi nhan: 6 bénh nhan c6 thay
doi hé s6 khuéch tan biéu kién ¢ viing v6 ndo, hoi hai ma, doi thi, ton thuong r6 rang 14 hién
tuong phi ndo va ton thuong chat trang, nhitng bénh nhan cé ton thwong mét thiy cua vo
ndo co thé phuc hoi sau khi diéu tri. Nghién ciu nay gop phan trong chan doan bénh néo do
ha glucose mau, phan biét véi cac bénh nio do dong kinh, bénh ndo chuyén hoa va dot quy
[78]. Céc ton thuong trén phi hop vai co ché bénh sinh cua bénh ndo DTD, khi té bao ndo



37

khong du nang lugng d st dung cac ngudn ning luong khac thay thé nhu ceton giy ngd
doc té bao, gay phu ndo, pha huy cau tric néo.

Nhu vay, gia tri CHT khdng nhitng gilp chlng ta hiéu rd hon cac hinh théi ton
thuong ciu trdc ndo ma con biét thém vé cac ton thuong trén hinh anh CHT chic ning
g6p phan lam sang to cac co ché sinh bénh dang con tranh cdi & bénh nhan BT c¢6 rdi
loan than kinh nhan thic.

1.4. CAC TON THUONG PIEN HINH CUA ROI LOAN THAN KINH NHAN THUC
1.4.1. RLTKNT murc do nhe (Mild Neurocognitive disorder)

Thang diém MTA danh gia sém cac ton thuong ving thai duong ¢ y nghia quan
trong va dugc khuyén cdo trong tam soat cac rdi loan suy giam than kinh nhan thic nhe.
Nhitng ddi tuong c6 rdi loan vé bo nhé nhung nhitng ving chie nang khac ¢ thé binh
thuong. Cac dbi tugng thuoc nhdm nay c6 thé & trong giai doan tién Alzheimer hoic cac
RLTKNT khéc ¢ giai doan sém.

1.4.2. Bénh Alzheimer

Bénh Alzheimer chiém ty 1¢ 50-70% cac trudng hop RLTKNT & nguoi 16n tudi.
DTD type 2 lam gia ting ty 16 mac Alzheimer 1én gap 2 lan. Sy phaét trién bénh Alzheimer
tir tir va thuong séng trung binh 10 nam sau khi c6 triéu ching. Theo tién trinh sy teo ndo
lan rong xuat hién trong giai doan cudi cua bénh Alzheimer va céc thé RLTKNT khac. Do
d6 viéc chan doan sém c6 gia tri quan trong trong viéc quan ly bénh nhan RLTKNT ngin
ngtra tién trién dén giai doan nang va phu thudc vao ngudi than. Mot vi du vé Alzheimer
giai doan cudi:

Hinh 1.14. Tén thirong ndo phit hop Véi chan dodn Alzheimer [58],[149]

Trén hinh anh 1.14 cho thay teo hoi hai ma muc do nang va thiy thai dwong MTA=
4. Teo nédo toan by GCA=3. Tuy nhién, hinh anh nay khong phai 1a dac hi¢u cho bénh
Alzheimer vi thang diém GCA= 3 ciing thay & ton thwong RLTKNT giai doan cudi khac.

Mot vi du khéac vé tién Alzheimer:
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Hinh 1.15. Tén thirong dang tién Alzheimer [58],[149]

Hinh anh 1.15 trén cho thay héi hai ma binh thuong nhung da c6 dau hiéu teo thily
dinh nang véi hai khu vuc 13 sau hach bé va tiéu thly bén canh, hodi trugc chém.

Viéc chan doan Alzheimer trong giai doan sém tap trung vao ving thai duong va
ddi thi day 1a hai khu vuc Alzheimer bat dau.
1.4.3. RLTKNT mach méu (SSTT mach mau)

RLTKNT mach mau thuong gap xép thi 2 sau bénh Alzheimer. Doi khi co thé
phan biét duoc Alzheimer bai su khai phat dot ngot va lién quan dén cac yéu té nguy co
mach mau. Mot sé nghién ctiu gan day cho thiy & ddi tuong DTD type 2 thi RLTKNT

mach méu chiém ty 18 ngang bang nhau vai Alzheimer [41].

Hinh 1.16. Hinh anh tén thwong cho thay nhéi mau chién liegc ving cdp mdu dong
Mach ndo sau lién quan dén hoi hdai ma [58]

Nhirng kiéu t6n thwong hay gap la bénh Iy mach méau nhé, cac réi loan kiéu nay
khong thay ddi nhiéu chic nang van dong nhung lam thay déi nhanh chéng chirc ning
nhan thirc caa bénh nhan. Nhiing ton thwong mach méau méau 16n nhu dét quy nhdi mau
ndo, xuat huyét ndo s& anh huong tac thi dén chirc nang van dong, cam giac nhung ciing
thay doi timg budc cac chic nang TKNT khac. C6 dén hon 80% bénh nhan bi RLTKNT sau
dot quy nhoi mau ndo. DTD 1a nhiing yéu t6 nguy co hang dau gia ting ton thuong vi mach méau
& bénh nhan RLTKNT. Loai nhdi méau nay c6 thé dan dén ching RLTKNT ddt ngot néu
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nam & ban cau uvu thé va khdng xay ra RLTKNT néu xay ra ¢ ban cau khong uvu thé
[40],[58],[132].
Hau hét cac bénh nhan bi RLTKNT mach mau déu c6 ton thuong bénh ndo chat

trang lan toa vai cac ton thuong dang dai va Fazekas 3 diém tro 18n

Hinh 1.17. RLTKNT mach mau nhung thiy thdi duwong binh thuong [58]
Tén throng RLTKNT mach mau véi tén thuong chét tring lan téa dang déi doc

theo canh ndo that. O mot sé bénh nhan ¢ tén thuong ndo chét tring cé thé c6 gian thé
tich n&o that do teo ndo toan bo (GCA 3 diém tro 1én) va ciing bi teo thuy thai duong gitra.
Mot vai trudng hop thuy thai duong c6 thé binh thudng nhung di c6 xuét hién tén thuong
chat trang lan toa [58],[149] (Hinh 1.17).

Céc nghién ciu gan day chung minh vai trd kiém soét céc yéu té nguy co mach
méu nhu: thudc 14, glucose mau, huyét &p, m&d mau ¢ ¥ nghia ngan chan tién trinh nang
Ién cia RLTKNT mach mau. R4i loan chirc nang nhan thirc trong RLTKNT mach mau cé
thé 1a két qua cua hai dang ton thwong mach mau:

Bénh Iy mach mau lén: Ving cap mau DM nio trudc hay cac khu vuc két hop:
thai duong- dinh va thai duong cham ctia ban cau wu thé. Nhoi méu ving cdp mau DM
n&o sau: viing canh gitra hdi hai ma va phan dudi thuy thai duong ctia ban cau nio uu thé.
Nhdi mau & DM chinh cua ban cau ndo wu thé: thuy tran va thuy dinh.

Bénh ly mach mau nhé: Nhiéu 6 nhdi mau no 16 khuyét trong chét trang thay tran
(> 2 6 nh6i mau) va hach nén (> 2 6 nhoi mau). Tén thuong ndo chat trang it hon 25% cta
chat trang toan ndo va nhdi mau & hai bén doi thi

Gan day ngudi ta quan tm va nghién ciu nhiéu vé bénh Iy mach méau nho, né duoc
xem nhu 13 yéu té dy béo caa suy giam than kinh nhan thtrc. Hon nira, né con lam ting

thém tac dong trong vong xoan co ché bénh sinh cua Alzheimer.
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Hinh 1.18. Thodi hoa tran thdi duwong ¢ bénh nhan c0 RLTKNT mach mau [58]
Hinh 1.18 ghi nhan nhiing ton thuong chét trang quanh ndo that, ngoai ra bénh nhan

con ¢6 MTA 3-4 diém, kha ning bénh nhan nay vira cd6 RLTKNT mach mau va két hop

véi Alzheimer, su két hop hai loai ton thuong nay thudng gap ¢ bénh nhan cao tudi.

Hinh 1.19. Nhai mau 16 khuyét hai bén ving doi thi [58]

Qua trinh l40 hda ty nhién ciing c6 thé ghi nhan ting tin hiéu chat tring va teo nfo
nhung khong bi mét tri nho. Dé khic phuc nhugc diém nay APA di xay dung céc tiéu chi
cu thé gilp chan doan RLTKNT va Alzheimer...cling nhu st dung cac xét nghiém nhu
dinh luong nong d6 amyloid B trong dich ndo tay [58],[79]. Céc hat nhan trung gian cia
d6i thi c6 vai trd quan trong trong hoc tap va ghi nhé. Ton thuong nhdi méau ndo 16n hay

nhdi méu n&o 15 khuyét hai bén viing nay déu c6 thé dan dén RLTKNT.

Hinh 1.20. Xung x6a dich FLAIR b6 sot ton thuwong nhoi mau I khuyét ving doi thi [58]
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Trén chudi xung FLAIR c6 thé dé dang bo s6t cac ton thuong nhoi mau 16 khuyét
nay Vi d& nham Ian véi cac cau trdc giai phau hién dién & day (ddu miii tén vang hinh 1.20).
Do d6, can c6 xung T2WI c6 6 phan giai cao hon dé phét hién céc ton thuong nhdi mau
vung ddi thi.
1.4.4. Thoai hoa thuy tran thai dwong (FTLD)

Thodi hda thuy tran thai dwong (FTLD) trudce day goi la bénh PICK, la mot bénh
Iy RLTKNT tién trién chiém khoang 5-10% cac truong hop RLTKNT va thuong xay ra ¢
d6i twong tién man kinh. FTLD dic trung trén 1am sang véi cac rdi loan hanh vi va ngon
ngit cO thé xay ra trudc hoic troi hon cac réi loan sa sit vé tri nhd. Khong co diéu tri dic
hiéu cho bénh Iy nay.

Hinh 1.21. Thodi héa FTLD vai teo ndo tdp trung vung thdi duong va trdn, khong coé
teo ndo ving dinh cham [58],[149]
~

Hinh 1.22. Hinh anh T2WI va FLAIR vgi teo ndo dang luéi dao “knife blade” ¢ thuy
thai duwong bén trai trong khi thuy thadi duwong phdi teo nhe [58]

Hinh 1.22 ghi nhan & bénh nhan c6 triéu ching mét kha nang ngon ngir tién trién,
phét hién noi bat nhat 1a teo ndo khong ddi xing tap trung chu yéu thuy thai duong trai
mot phan nho thuy thai duong phai ma con teo ndo & ving doi thi. Tinh trang teo ndo nay
Xuat hién hinh anh “knife blade”. Ngoai ra con ghi nhan hinh anh tang tin hiéu & xung
FLAIR c6 thé do bénh ly Gliosis. Tinh trang teo ndo thuy thai dwong trai c6 thé nhan ra
do ching mat ngdn ngit, rdi loan van ngdn, nhung néu xay ra tinh trang teo thily thai duong
bén phai s& kho nhan ra bai vi chi xuat hién céc réi loan tinh té trong viéc nhan dién khuén
mat [58], [115], [138].
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1.5. CAC NGHIEN CUU LIEN QUAN VE ROI LOAN THAN KINH NHAN
THUC O BENH PAI THAO PUONG TYPE 2

Mbi quan h¢ gitra bénh DTD va RLTKNT da duogc dé xuit vao nim 1992. Trong
hon hai thap ky qua, nhiéu nghién ctru d3 chirng minh mdi quan hé giita bénh DTD type 2
v6i RLTKNT. Hién nay, mot s6 nghién ctru da trung tam trén cac ddi twong khac nhau thé
hién mdi lién quan chit ché gitta PTD type 2 va RLTKNT. Dy kién ty 1&é mic bénh DTD
va RLTKNT c6 xu hudng gia ting song song voi voi nhau. Mot s6 nghién ciru cho thiy
RLTNKT mach mau c6 ty 1& gin bang bénh Alzheimer & di tuong DTD type 2 [38], [41].

Nam 1922: Miles WR, Root HF cho théiy n6ng d0 insulin mau thép, dd nhay insulin,
chirc ning té bao tuy c6 lién quan dén suy giam TKNT ¢ d6i twong DT va rdi loan dung nap
glucose ¢ d tudi trung nién [101].

Nam 1950: De Jong RN (1950): Nghién ctru vé mbi lién quan gitra thay doi tudi
méau ndo véi bién ching hé than kinh trung wong ¢ bénh nhan BDTD. Thuat ngir bénh nao
DTD di duogc gidi thiéu nhu mot bién chimg ctia DTD, voi cac biéu hién tinh trang suy
giam nhan thirec.

Niam 1965: Nghién ctru giai phdu bénh té bao nio ctia 16 bénh nhan DTD tir vong
vi c4c bién chimg mach mau. Qua nghién ctru cho thay hién tuong voi hoa, xo héa dang
soi t& bao than kinh, bé gay cAu trac soi truc, teo hat nhan sinh chat dang rang cua, léng
dong cac mang bam amyloid B...Cac tac gia cho rang day 1a mo bénh hoc cta bénh nio
DPTP, bdi nd dic trung va khac voi cac dang thuong ton khac [169].

Mot s6 nghién ciru di ching minh sy gia ting AD va RLTKNT mach méau ¢ bénh
nhén dai thao duong type 2 so véi nguoi khong bi dai thao duong:

Nghién ctru Rotterdam trén 6.370 bénh nhén tir 55 tudi trd 1én trong 2 niam bang
cach str dung 2 thang diém MMSE va Geriatric Mental State Schedule cho théiy DTD type
2 ting nguy co phat trién chimg RLTKNT 1én gap d6i. Nhitng bénh nhan duoc diéu tri
bang insulin c6 nguy co tuong d6i cao hon 3 dén 4 1an [110]

Arvanitakis va cong sy di nghién ctru tién ctru 800 nit tu va linh muc hon 9 nam. 15%
s0 ngudi ndy c6 hodc phat triéen DT type 2 va cho thdy 65% tang nguy co phat trién AD [28].

Nghién ctru Honolulu Asia Aging diéu tra 2.574 nguoi My gbc Nhat Ban cho thay
tang 1,8 1an nguy co phat trién AD va 2,3 1an nguy co RLTKNT mach méu. Nguy co phat
trién AD ting I1én dang ké dén 5,5 1an ¢ nhimg bénh nhan DTD type 2 kém theo gen APOE
4e so v&i bénh nhan khong c6 BDTD type 2 hoac khéng cd gen APOE 4e. Tuy nhién, nghién
ctru Peila R. (2002) tim thay ting nguy co AD con xuét hién ¢ bénh nhan khong c6 gen
APOE 4e [113].
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Sinclairet va cong su (2000), Gregg EW (2003), Cukierman va cong su (2005),
Sullivan (2006) ghi nhan tac dong phuc tap caa rdi loan chiac ning TKNT ¢ bénh nhan
DTD type 2, gia tang ty 1€ bénh Alzheimer va tang ty I€ RLTKNT mach méau [64], [133].

Theo Bhavna Sharma, Ahmed H Abdelhafiz (2014), dai thao duong lam gia tang
ty 1¢ Alzheimer lén 1,56 lan, sa sut tri tué mach mau 1én 2,56 1an va sa st tri tué chung la
1,73 lan [32]

Mot s6 cac nghién ctru vé cac yéu td nguy co & ddi twong déi thao dudng type 2
lam gia ting RLTKNT, cu thé nhu sau:

Theo nghién ctru Gregg EW va cong su (2003), Biessels G.J (2015), Stoeckel LE,
Arvanitakis Z (2016) cho thy d6 tudi khoi bénh rdi loan than kinh nhan thic & bénh nhan
dai thao duong type 2 tién trién nhanh hon 7,8 nam. Pai thao duong da lam gia ting nguy
co tién trién dén Alzheimer gip ba lan so voi nhimng ngudi khéng mic dai thdo duong.
Tinh trang béo phi, 16i séng tinh tai, mac do dé khang insulin, kiém soat kém HbAlc,
huyét ap va lipid mau. .. khong nhiing gia ting cac bién chtng tim mach ma con day nhanh
cac suy giam linh vuc chirc nang nhan thirc [40],[41], [64], [79], [140].

Trong mot nghién ctru khac ciia Honolulu-Asia Aging, cac tac gia di chi ra mdi
lién quan giira ndng d6 insulin va RLTKNT ¢ nhing bénh nhan trén 75 tudi co glucose
mau kiém soat kém va hoac DTD khong dugc chan doan cho thiy ting nguy co AD nhiéu
hon gép 2 1an ¢ nhimg nguoi c6 ndng do glucose mau binh thudng [113], [147], [148].

Theo nghién citu ACCORD- MIND, ty 1& teo ndo da giam & nhom diéu tri ha
glucose mau tich cuc hon so voi nhom diéu tri theo khuyén céo. Kiém soat huyét ap ti uu
cho théy tinh trang teo ndo lai tang Ién so véi diéu tri chuan, c6 1& nhu nhitng tiéu chuéin
bado v¢ tim mach trén bénh nhan dai thao duong chua chic d3 bao vé tt cho ndo [38].

Bruce va cong su (2008) phat hién ra 17,5% bénh nhan DT type 2 cao tudi co
biéu hién sa sit trong cac hoat dong séng hang ngay tir trung binh dén nang, 11,3% c6 roi
loan than kinh nhan thirc va 14,2% bi tram cam [47].

Yael Reijmer (2012) chirng minh su tuong tac giita mot loat cac yéu t nguy co
tim mach nhu THA, béo phi, r6i loan lipid mau, DTD, d6t quy, nhoi mau nio im ling gay
bénh Alzheimer, RLTKNT mach méau mirc do nhe va dién hinh [168].

Nhin chung cac nghién ctru khong thong nhit cac yéu té nguy co trén bénh nhan
dai thao duong, mot s6 yéu t6 nguy co ¢ thé tom tat nhu: béo phi, thoi gian phat hién dai
thao duong, nong do glucose mau/ HbA ¢, ri loan lipid méau, ha glucose méu... Chua co
nghién ctru nao danh gia kiém soat glucose mau nhu thé nao, bién chimg TP c6 1am ting

thém murc do rdi loan cac chice ning than kinh nhan thirc hay khong?
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Diém qua cac nghién ctru vé lién quan gitta CHT so ndo ¢ bénh nhan BTD véi tinh
trang RLTKNT, cac nghién ctru ndy dd ddnh dau mot bude tién dwa cong cu hinh anh minh
chtng nhitng ton thuong thyc té 1am rd nhimg RLTKNT & bénh nhan DTD 13 hoan toan
¢6 co s6 khoa hoc. Cu thé:

Theo Reinhold Schmidt va cong su (2004) ghi nhan hinh anh CHT so ndo & bénh
nhan DTP va nhom chiing c6 sy khac biét vé cac ton thuong chét tring nhu: nhdi mau 16
khuyét, teo cac khu vyc trong ndo ving doi thi, hdi hai ma nhung khong c6 ¥ nghia thong
ké, nguoc lai tinh trang gidn ndo that khac biét rd va co y nghia théng ké & hai nhém bénh
va nhém chung [129].

Sanne M Manschot (2006) di nghién ctru vé mdi tuwong quan giita tén thuong
cdu tric ndo trén CHT véi RLTKNT & bénh nhan DTD type 2 [132].

Van Harten va cong su (2006) va (2007), ciing tong hop cac nghién ctru tir 1994-
2006 vé ton thuong so ndo trén CHT/ CLVT ¢ bénh nhan DTD va dbi tuong c6 nguy co tim
mach. Téng hop céc két qua nghién ciru cho thay, PTD 1am ting nguy co nhdi méau néo 15
khuyét 1,3 1an & nhém chung va 1,4 1an & nhém c6 bénh 1y mach mau kém theo, ting nguy
co teo vo ndo va vung dudi vo, mdi lién quan gitta DTD va ton thuong WLMs chua 16 rang;
nghién ctru con cho thiy twéi mau ndo ¢ bénh nhan DTD suy giam qua k§ thuat PET, SPECT
va MRI chirc ning, gop phan 1am 15 co ché rdi loan chuyén hoa va mach mau trén bénh
nhan DTD. Tuy nhién, nhuoc diém cac nghién ctru trén 1a khong dénh gia duoc muc do ton
thuwong ndo voi cac suy giam chirc nang than kinh nhan thirc [152], [151].

Theo Smith E, Egorova va cong su (2008) ghi nhan thoai hoa chét trang va teo nao
trén CHT so ndo ¢6 lién quan dén tién trinh tir nhan thirc binh thuong dén RLTKNT nhe
va dién hinh. Mot s t6n thuong khéc ciing hay gip trong bénh 1y mach mau nho nhu: nhdi
méu ndo 18 khuyét, thoai hoa chét trang co lién quan dén RLTKNT mach mau. Yéu té
nguy co quan trong 1a THA va BTD [134].

Tuy nhién, Moran (2013) nghién ctru cho thiy mdi twong quan giita RLTKNT &
bénh nhan DTP type 2 véi tinh trang teo ndo trén CHT lién quan nhiéu dén thoi hoa nio
hon 1a bénh Iy mach mau [104].

Theo Roberts, R. O., Knopman, D. S va cdng su (2014), nghién ctru trén 1437 ddi
tugng ghi nhan DTD type 2 ¢6 lién quan dén RLTKNT mtc d nhe, chirc ning diéu hanh,
tri nhG va ngodn ngit, lién quan dén ton thwong nhdi mau ndo dudi vo, teo nio, thoai hoa
chat trang, giam thé tich cac ving ndo. THA ciing anh huéng dén chiic nang diéu hanh do
t6n thuong mach méu nho va 16n [122].

Theo G. J. Biessels (2015), nghién ctru RLTKNT ¢ nhém DTD va nhom ching ghi
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nhan nhdi méau ndo 16 khuyét, nhdi mau viing vo ndo va teo ndo chiém ty 1& cao & bénh
nhan DTP. Nguoc lai, 6 ning cua ton thwong ndo chét trang khong khéc biét giira hai
nhém [35],[40].

Val Bussel (2017), da tong hop minh ching va phan loai c4c tén thuong nio hay
gap ¢ bénh nhan DTD nhu chung t6i trinh bay ¢ bang 1.4 [149], [150].

Theo Yadong Zhai va cong sy (2018) va Ward. R (2019), DTP 1a yéu t6 nguy co
doc 1ap cua bénh ndao BDTD day 1a mot bién ching cua PTD ma dac trung 1a sy suy giam
TKNT va pha hity cdu tric té bao ndo [156], [170].

Geert Jan Biessel (2015) va (2018), d3 dua ra khai niém va co ché bénh sinh 1 rang
vé bénh ndo DTD. La mot thuat ngir chi diém ton thuong ndo do PTD. N6 bao gdm suy
giam chtrc ndng TKNT, suy giam tin hiéu dan truyén than kinh, tinh d&o than kinh va thay
d6i cdu triic co ban cua té bao ndo lién quan dén bénh DTD. Hodc anh hudng truc tiép tinh
trang ha glucose mau mau cip tinh, su gia ting glucose mau cap tinh va dot quy. Tac gia
phan ra suy giam TKNT c¢6 hai dang: Bénh nao dai thao duong type 1 va bénh ndo dai thao
duong type 2 [40],[41].

Ngay cang c6 nhiéu bang chimg va co so khoa hoc chimg minh ton thuong nio &
bénh nhan déi thao duong type 2 tién trién nhanh hon nguoi binh thuong. Mot sd cac
nghién ctru ciing cho thiy diém sé thap MoCA va MMSE c¢6 lién quan dén tinh trang
RLTKNT va ton thuong nio, ciing nhu suy giam céc linh vyc chirc niang than kinh nhan
thirc & bénh nhan dai thao duong. Tuy nhién, chua c6 xac dinh muc diém sb trung binh
cia MoCA va MMSE ¢6 lién quan gi gitta RLTKNT di kém véi cac yéu té nguy co va
bién ching DTD hay khong?; chua xac dinh duge diém cat MoCA trong goi ¥ ton thuong
ndo; hay xéac dinh cac mdi lién quan va dinh khu ton thuong trén CHT so ndo véi cac roi
loan linh vuc than kinh nhén thtc thi chwa c6 bao cdo nao.

Do d6, chiing t61 thuc hi¢n dé tai nay nham tim ra mot s cac yéu td nguy co, dac
diém hinh anh hoc CHT so néo hay gip, tim hiéu cac mbi lién quan giita cac yéu té nguy
co, kiém soat dai thao duong véi hinh anh hoc CHT so ndo va cac muc do r6i loan chire

nang than kinh nhan thic & d6i twong dai thio dudng type 2.
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Chuwong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
2.1.1. Tiéu chuan chen bénh nhan

Céc ddi tugng duoc chon vao nghién cau 1 nhitng bénh nhan ¢6 d6 tudi tir 45-
85 mac bénh dai thao dudng type 2 c6 RLTKNT theo phan loai DSM 5, dugc xac dinh
tén thuong bang CHT so ndo tai bénh vién Pa khoa Gia Pinh Pa Ning.
2.1.2. Tiéu chuan chan doan dai thao dwdng

Theo ADA (2016), chan doan dai thao dudng dya vao ndng d6 glucose mau
d6i, nghiém phap dung nap glucose 75g, nong do HbAlc hoic glucose mau bat ky
nhu sau:

a. Glucose mau luc doi > 126 mg/dl (7 mmol/l) (") hoac

b. Glucose mau 2 gio sau nghiém phap dung nap 759 glucose (OGTT 75g):
OGTT= 200 mg/dl (11,1 mmol/l) hodc

c. HbAlc > 6,5% hoac

d. Béi tuong c6 hoi chung ting glucose mau, hoic tinh trang ting glucose cap
va glucose mau bat ky > 200 mg/dl (11,1 mmol/l)

(*): Dé lam xét nghiém glucose mau d6i va nghiém phap dung nap glucose,
bénh nhan can nhin an it nhat 8h va ldy mau tinh mach.

Néu khong ¢6 triéu ching kinh dién cia ting glucose mau (bao gdm tiéu nhiéu,
udng nhiéu, dn nhiéu, sut cdn khong rd nguyén nhan), xét nghiém chan doan a, b, d &
trén can duoc thuc hién lap lai lan 2 dé xac dinh chan doan. Thoi gian thuc hién xét
nghiém 1an 2 sau lan tht nhét c6 thé tir 1 dén 7 ngay [15], [20], [70].

Theo Hiép Hoi Noi tiét-Dai thao dudng Viét Nam, c6 thé dinh luong glucose
mau ltc d6i 2 1an > 126 mg/dL (hay 7 mmol/L) hodc do HbAlc 2 1an dé chan doan
DbTD, Xét nghi¢ém HbA 1¢ dugc do tai phong xét nghiém duoc chuin hoéa quéc té, thuc
hién bang phuong phép sic ky long cao ap [1], [12].

2.1.3. Tiéu chuan chian doan RLTKNT dién hinh theo DSM 5

A. C06 bang chitng suy giam nhan thic dang ké ¢ it nhat 01 trong céac linh vuc
nhan thac (sy tap trung cha'y, chiic nang diéu hanh, hoc tap va tri nhé, chic ning ngén
ngtr, thi gidc khéng gian va nhan thirc xa hoi) dya trén:

() Than phién ciia ngudi bénh hoic caa ngudi than hoac ghi nhan bai bac si vé
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sur suy giam r@ rét chirc nang nhan thuc caa bénh nhan va:

(i) Suy giam dang ké trong biéu hién nhan thirc, tot nhat 1a duoc xac dinh bang
cac test tm than kinh da dwoc chuan héa hoic néu khong thi dua trén danh gia 1am
sang c6 chat luong khéc.

B. Suy giam nhan thtc 1am dnh hweng dén tinh doc 1ap trong cac hoat dong
hang ngay (tc 1a can sy hd tro téi thiéu ¢ cac hoat dong séng phirc tap nhu tra hoa
don, dung thudc diéu tri, ...)

C. Bénh nhan khéng bi mé sang, 10 Ian cap

D. Suy giam nhan thac khong phai do nguyén nhan tam than kinh khéc (vi du
tram cam hay tam than phan liét) [14], [119], [137].

2.1.4. Tiéu chuan chan doan RLTKNT nhe theo DSM 5

A. C6 bang ching suy giam nhan thirc dang ké ¢ it nhat 01 trong cac linh vyc
nhan thac (sy tap trung cha'y, chiic nang diéu hanh, hoc tap va tri nhé, chic ning ngén
ngt, thi gidc khéng gian va nhan thac xa hoi) dua trén:

(i) Than phién cua ngudi bénh hoic cua ngudi than hoac ghi nhan bai bac si vé
su suy giam rd rét chirc nang nhan thic cua bénh nhan va:

(i) Suy giam dang ké trong biéu hién nhan thirc, tot nhat 1a duoc xac dinh bang
cac test tdm than kinh d3 duoc chuan hda hoic néu khong thi dya trén danh gia 1am
sang c6 chat luong khéc.

B. Suy giam nhan thic chua anh hweng dén tinh doc 1ap trong cac hoat dong hang
ngay (tac 12 khdng can sy hd tro tdi thiéu ¢ cac hoat dong song phirc tap nhu tra hoa don,
ding thude diéu tri, ...) nhung phai can ¢ gang nhiéu hon mitc binh thuong.

C. Bénh nhan khéng bi mé sang, i I4n cap.

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

CAc test tam than kinh duoc st dung 1a MMSE va MoCA

Chung t6i sir dung thang diém KATZ dé danh gia hoat dong chirc niang co ban
(ADL) va thang diém Lawton dé danh gia hoat dong chirc ning trong sinh hoat
(IADLs), nham phan loai réi loan than kinh nhan thtic nhe hay dién hinh; tiy phu thugc
vao tinh trang suy giam cac linh vuc chitc niang nhan thirc ¢6 anh huéng dén hoat dong
hoat dong doc lap hay 1& thuoc mot phan hodc hoan toan vao ngudi than [14], [89],
[95], [119], [137]. Xem thém phu luc.
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2.1.5. Tiéu chuan loai trir

- Bénh nhan cé bénh ly ndi khoa kém theo nhu: suy giap, suy tuyén thuong than,
suy gan, suy than ning, rdi loan dién giai va thiéu méu ning.

- Bénh nhén nghién ruou

- Bénh nhan nhiém HIV

- Bénh nhan bi dot quy cap, hén mé, sa st tri tué tién trién nhanh nhu: hoi ching
can ung thu, hoi chiing thoai héa tiéu ndo, viém nio virus.

- Bénh nhan hién mic hoic tién st c6 ton thuong ndo nhu: u ndo, viém nio, chan
thuong so néo.

- Bénh nhan méc céc bénh ly tam than nhu: trAim cam (thang diém DASS21),
tam than phan liét.

- Nhitng bénh nhan c6 thi luc kém, thinh luc kém, réi loan van dong khéng thuc
hién duoc cac bai kiém tra danh gia than kinh nhan thuc.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciu

Nghién ctru theo phurong phap mo ta cit ngang tat ca cac bénh nhan du tiéu chuan
chon bénh.
2.2.2. C& mau nghién ciau

Vi nghién ctru xac dinh méi lién quan gitra RLTKNT véi tén thuong CHT so
n4o & bénh nhan DTD, nén chung tdi chon ¢& mau duoc tinh theo cong thuc so sanh
02 ty Ié trong quan thé:

(Za/2\/2ﬁ(l_ ﬁ)*zﬂ\/pl(l_ p)+ P, (1- pz))2

AZ

Trong do:
n: 1a c& mau nghién ctu, o: 1a mic y nghia thong ké, B: 13 mic sai lam cho phép
Z o2: 12 tri s6 Z cho phan phéi chuan a/2, véi mirc y nghia 95%, a=0,05 thi Z,»= 1,96
Zp: 1a tri s6 Z cho phan phéi chuan xéc suat p; vai power 80%, B =0,2 thi Z=0,84.
pl: 1a ty 18 rdi loan than kinh nhan thicc ¢ bénh nhan DTD theo nghién ctru trude d6
p2: 1a ty I¢ ton thuong CHT so ndo & bénh nhan DTD theo nghién ciru trude do.
A=p1-p2vaP = (P1+P2)/2[2]

Theo Moran va cong su (2013), ty € RLTKNT ¢ bénh nhan BDTD 14 36,2% (p1),
ty Ié thoai hoa ndo chat trang 1a 9,4% (p2) [104].

Theo cong thirc trén ¢& mau tdi thiéu cho ca hai nhom 1a n= 98 ddi twong



49

2.2.3. Phwong phap chon miu

Chon mau thuan tién, thoa man cac tiéu chuan chon bénh, tiéu chuan loai trir va
ddng y tw nguyén tham gia vao nghién ctu. Cuy thé nhu sau:

Budc 1: Bénh nhan dai thdo duong type 2 da va dang diéu tri ¢én kham bénh,
duoc kiém tra cac chi s6 nhan tric, hoi tién st, bénh str, khdm kiém tra téng quat boi
béc si Noi tiét- Dai thao duong.

Budgc 2: Giai thich cho bénh nhan thoa man cac tiéu chuan chon mau (d6 tudi
45-85, than phién vé nhan thac) tham gia vao nhém nghién ciru tim soat RLTKNT.
Néu bénh nhan dong Y, thi ky cam két tham gia tu nguyén.

Budc 3: Thuc hién kiém tra than kinh va 1am céc trac nghiém kiém tra than kinh
nhan thic qua cac thang: MMSE, MoCA; danh gia mic d6 hoat dong doc lap bang
ADL, IADLs va thang diém tram cam DASS21, bai nghién citu sinh va 01 bac si than
kinh dwoc huan luyén ky vé céch thirc danh gia than kinh nhan thirc va thyuc hién theo
protocol quy udc.

Budc 4: Nhém bénh nhan c6 diém s6 MMSE va/ hoic MoCA bat thuong s&
duoc phan loai RLTKNT bang tiéu chuan DSMS5.

Budc 5: Tién hanh kiém tra xét nghiém va chup CHT so néo theo protocol soan san.
2.2.4. Thoi gian va dia diém nghién ciu

Thuc hién thu thap sé liéu tir 01/2017 dén 06/2019 tai Bénh vién Pa khoa Gia
Dinh Pa Ning.
2.2.5. Céc bién sé va chi sé nghién ciu
2.2.5.1. Bién sé khdo st vé dgc diém chung va cac yéu té nguy co

(i). Tudi: La tudi tai thoi diem kham (bang nam hién tai trir di ndm sinh)

Qua cac nghién cau ghi nhan, ngudi cao tudi ¢d do tudi > 65 tro 1én cd nguy co
RLTKNT chiém ty Ié cao. Theo Hebert va cong su (2018), nghién ciu dir bao nguy co
Alzheimer tai Hoa Ky da phan ciu tric nhdm tudi theo bac 10 nam mét [7], [103],
[109]. Cin ctr vao cac khuyén cdo trén ching toi chia d6i twong 1am hai nhém < 65
tudi va > 65 tudi dé phan tang nguy co RLTKNT [12],[18].

(ii). Trinh dg hoc van: Phan theo c4c cap nhu sau:

- Tiéu hoc + Trung hoc co sé (Tiéu hoc-THCS)

- Trung hoc pho théng (THPT)

- Cao ding, Pai hoc va trén Pai hoc (CD- >PH)
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(iii). Hoat déng thé luc: khao sat bang phong van vé tinh trang tap thé duc hang
ngay cua bénh nhan va chia lam hai nhom:

Nhom cé hoat dong thé luc: Déi twong hoat dong thé lyc > 30 phat/ ngay hoic
> 150 phut/ tuan va khong c6 hai ngay ngung tap lién tuc.

Nhom it hoat hoat dong hoic tinh tai: déi trong hoat dong < 30 pht trong/ngay
hodc hoat dong thé duc <150 phut /tudn [12], [17].

(iv). HGt thuéc 1a: Theo tiéu chuan cua nghién ceu COMMIT (Community
Intervention Trial) [144], phan lam hai nhém:

- Khéng hat thudc 14: Nguoi bénh chua bao gio hat thudc 14 hoic ¢6 hut nhung
da nghi hit it nhat 12 5 nam gan lai day dugc xem la nguoi khong hit thudc 14.

- C6 hat thude 14 thudng xuyén: Bénh nhan hién 1a nguoi dang c6 hit thudc 14
va da hat it nhat 100 diéu tro 1én duge xem 1a ngudi ¢6 hit thudc 1a.

(v). Thoi gian phét hién ddi théao dwong: Bang nam hién tai trir nm phat hién bénh,
don vi tinh bang nam.

Yéu t6 nay duogc danh gia qua 10i khai hodc c6 cin ctr vao thoi gian diéu tri dai thao
duong lan dau tién nhu sé khdm bénh, tién sir nhap vién theo dai...

(vi). Thoi gian phat hién ting huyét ap:

Bang nam hién tai trir ndm phat hién bénh, don vi tinh bang nam.

Yéu t6 nay duoc danh gia qua 10i khai hodc c6 cin cir vao so6 kham bénh, tién
st nhap vién diéu tri c6 kiém tra huyét p hoic dang diéu tri thudc ha huyét ap tir nhirng
nam trudc do.

(vii). Chi s6 khdi co thé (BMI)

BMI (Body Mass Index) = can ning (kg) / chiéu cao (m?)

Trong do6, can nang va chiéu cao dugc do bang can ban dién tir do Trung Qudc
san xuét c¢6 gin thude do chiéu cao, da ddi chiéu véi cac can khac, can dugc dit & vi
tri can bang va 6n dinh.

Bénh nhan ding thing tu thé thoai mai, dit hai chan vao vi tri danh diu trén ban
can, nhin vé phia trudce, hai chan song song trén mat can, chi mac quén a0 mong, khong
di dép gudc va khong doi mil, khong cam bat ky mot vat gi. Két qua tinh bang mét, sai
s6 khong qua 0,5cm.

Chuing t6i phan nhom BMI theo phén loai béo phi cua chau A danh cho ngudi

tredng thanh.
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Bdng 2.1. Phan logi béo phi ciia WHO (2004) danh cho nguwoi chdu A trweng thanh [161]

Phan loai BMI (kg/m?)
Gay <185
Binh thuong 18,5-22,9
Tang can >23
+ Nguy co 23-249
+ Béo phi do 1 25-29,9
+ Béo phi d6 2 >30

(viii). Vong bung (VB)

Vong bung duoc tinh bang don vi centimet (cm), duoc do bang thudc day khong
gian c6 chia vach do Viét Nam san xuat. Cach do nhu sau:

+ Pat thudc day truc tiép trén da, thudc day tao thanh mat phang vudng goc voi
truc cua than.

+ Vi tri chinh x4c dé do vong bung 1a dudng vong qua giita vi tri thap nhat bo
dudi cung suon va bo trén mao chau ciing bén, dudng vong nay gan giéng véi dudng
qua ron.

+ Th¢ ra binh thuong va do, dam bao bang vira khit, khéng ép da.

Ching tdi phan loai VB nguy co nam nit theo chan doan béo bung cua IDF
(2006) danh cho nguoi chau A [71]. Theo IDF, chan doan béo bung (béo phi trung tam-
central obesity) danh cho nguoi chau A khi: - Nam: VB >90 cm

- Nt VB >80 cm

(ix). Huyét dp dong mach

Xac dinh huyét 4p bang may do HA hiéu ALPK2 (duoc chuan hda bang huyét
&p thay ngan) do Nhat Ban san xuat.

Bing quin HA ké c6 bé ngang bing 2/3 chiéu rong céanh tay, chiéu dai tai hoi
quan hét 2/3 chu vi cénh tay.

Chuan bi bénh nhan: Bénh nhan di tiéu, duoc nghi ngoi 3-5 phut truéc khi do;
khong hat thude 14, ca phé va van dong trude do it nhat 30 phat. Khéng néi chuyén
trong suét qua trinh do. Po ¢ tu thé ngdi tay do huyét ap dé ngang véi tim, lung tua
vao ghé va chan cham dét hoic tu thé nam ngira trén giuong.

Khi do can bt mach canh tay duoc do trude. Bat dng nghe 18n vj tri da chon trudc,

bom dén 30 mmHg trén muc ap suat da ghi, sau d6 md van cho &p sut giam tir tir Vi toe



52

d6 2 mmHg/giay, HA t6i da twrong wng vai tiéng mach dap dau tién (pha 1 Korottkoff),
HA t6i thiéu twong tng Vvéi tiéng mach dap bién mat dot ngot (pha 5 Korottkoff).

Tién hanh do 2 1an, mdi lan cach nhau ti thiéu 1-2 phdt, sau d6 14y két qua trung
binh cong cua 2 lan do (trj s6 2 1an khdng chénh léch nhau qua 5 mmHg). Do hai tay,
lay bén nao huyét ap cao hon, d& phong bén kia dong mach c6 chd hep.

Chan doan tang huyét &p, theo ADA (2016), ting huyét ap dugc xac dinh khi:

Huyét 4p tAm thu > 140 mmHg hodc huyét 4p tdm truong > 90 mmHg [16].

Theo ADA (2016) va cap nhat 2019 vé muc tiéu kiém soét huyét ap dong mach
nhu sau:

Huyét 4p <140/90 mmHg &p dung cho ddi twong ¢ yéu té nguy co tim mach
xo vita trong 10 ndm < 15%.

Huyét ap < 130/80 mmHg &p dung cho cac ddi twong dai thao duong c6 yéu td
nguy co tim mach xo vira trong 10 nam > 15% [16], [18].

(Yéu t6 nguy co chinh bénh tim mach xo vita 1a: Tang huyét &p, tién sir gia dinh
c6 bénh tim mach do xo vira, HDL.C giam, hat thudc 14).

(xi). Po HA twr thé nam va ding va danh gid tinh trang ha huyét dp tw thé

Chuan bi bénh nhan: Bénh nhan duoc nghi ngoi 3-5 phiit trudc khi do; khong
hit thudc 14, ca phé va van dong trude do it nhat 30 phit. Khéng noi chuyén trong sudt
qua trinh do.

Do ¢ tu thé nam ngita trén givdng tay do huyét ap dé ngang vai tim, do huyét
&p va ghi nhan tri s6 huyét 4p nam. Sau d6, cho dang day va do huyét ap tu thé ding
trong vong 1-3 phut ngay sau khi ding day, ghi nhan tri sé huyét ap tu thé dang.

Pénh gia két qua: Puoc xem 1a ha huyét ap tu thé dang khi huyét 4p tam thu tu
thé dang thip hon tu thé nim > 20 mmHg va hoic huyét ap tim truong tu thé dung
thap hon HATTr tu thé nam > 10 mmHg.

(xii). Lipid mau

Xét nghiém bilan lipid mau gom: cholesterol toan phan, triglyceride, HDL-
cholesterol va LDL- cholesterol. Phan tich két qua bang may BM-HITACHI 704 do
Nhat Ban san xuét.

Chan doan réi loan lipid mau theo khuyén céo cia NCEP/ATPIII, IDF 2006 nhu sau:
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- Total cholesterol > 200mg/dl (> 5,2 mmol/l)

- HDL-C < 40 mg/dl (< 1,028 mmol/l) déi v6i nam va HDL.C < 50 mg/dl (<
1,285 mmol/1)) ddi véi nix

- LDL-C >130 mg/dl (> 3,4 mmol/l)

- Triglycerid >150mg/dl (>1,7 mmol/l)

Theo khuyén co cua ADA (2016) va cap nhat 2019 vé muc tiéu kiém soét lipid
mau & bénh nhan dai thao duong nhu sau [18]:

- LDL.C <100 mg/dl (< 2,6 mmol/l) dbi v&i bénh nhan nguy co cao (DTD type
2 nhung khong c6 nguy co chinh bénh tim mach xo vira)

- LDL.C < 70 mg/dl (<1,8 mmol/l) d6i véi bénh nhan nguy co rat cao (PTD
type 2 kém > 1 nguy co chinh bénh tim mach xo vira hoac da c6 bénh tim mach xo vira.

- HDL.C >40 mg/dl (> 1,02 mmol/l) mmol/I d6i véi nam va HDL.C> 50 mg/d|
(>1,28 mmol/l) ddi véi nit.

- Triglycerid < 150 mg/dl (< 1,7 mmol/l)

(Yéu t6 nguy co chinh bénh tim mach xo vita 1a: Tang huyét &p, tién sir gia dinh
c6 bénh tim mach do xo vira, HDL.C giam, hat thudc 14).

(xiii). Chi s6 HbAlc:

Dinh luong HbAlc: Ly mau tinh mach, that garo khéng qua 1 phdt, s6 luong:
2ml, bao quan mau xét nghiém 0- 4° C. Sau d6 dua vé labo sinh hoa dé lam xét nghiém
dinh luong. Pinh lugng bang phuong phéap sac ky long cao ap trén may sinh hoa tu
dong Hitachi 717 (Nhat).

Theo ADA (2016) va cap nhat 2019 vé khuyén céo diéu tri, myc tiéu HbAlc
danh cho cac dbi twong nhu sau:

+ HbAlc < 7% la myc tiéu chung &p dung hau hét cac doi tugng

+ HbA lc < 6,5% la muc tiéu ap dung cho nhirg ngudi tré tudi, méi mic bénh
PTP, dang diéu tri bang ché do thay doi 16i sdng hoic chi s dung Metformin, khong
c6 bénh ly tim mach di kém.

+ HbA1c <8% la muc tiéu ap dung cho nhitng ngudi 16n tudi, mic bénh BTD
nhiéu niam, c6 tién sir ha duong huyét, ky vong vé thoi gian sdng khong dai va co tién
su bénh mach méau lén va mach mau nho [17], [21].

Trong nghién ctiu nay ching tdi sir dung tiéu chuan HbAlc < 7% dé danh gia

tinh trang kiém soat HbAlc c6 dat hay khdng.
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(Xiv). Glucose mdu lic doi (Go):

LAy mau tinh mach tinh mach budi sang, khi bénh nhan nhin déi it nhat 8 tiéng.
Thit garo khong qua 1 phut, ldy 2ml mau, bao quan 0- 4° C. Pua vé labo sinh hda lam
xét nghiém dinh luong.

Theo ADA (2016) va cip nhat 2019 vé& khuyén céo diéu tri, muc tiéu glucose
do6i danh cho cac d6i twong nhu sau:

+ Glucose mau do6i: 4,4-7,2 mmol/l [17]
2.2.5.2. C&c bién sé ddnh gid bién chimg va biéu hién tim mach

(). Bénh vong mac ddi thao duong

Bénh nhan dugc bac si chuyén khoa mat chyp OCT day mat dé danh gia ton
thuong va phan loai giai doan bénh véng mac dai thao duong.

Phan loai theo ETDRS (Early Treatment Diabetic Retinopathy Study) chia bénh
VMBDTD thanh cac giai doan: Bénh VMBPTD giai doan nén (Background diabetic
retinopathy (BDR)), Hoang diém DTD (Diabetic maculopathy), Bénh VMBPTD tién
tang sinh (Preproliferative diabetic retinopathy (PPDR)), Bénh VMDTD tang sinh
(Proliferative diabetic retinopathy(PRP)), Bénh VMBTD tién trién niang (Advanced
diabetic) [118].

Trong nghién ciru ndy, ching t6i chia bién ching day mat thanh 2 nhom:

+ Khong méc bénh

+ Bénh vong mac dai thao duong (bao gdm céc giai doan theo ETDRS)

(ii). Bé day 16p ngi trung mac (IMT) dgng mach canh

Phuong phap do IMT dong mach canh:

Str dung may siéu am Siemen NX2 Elite, 2016 cta Puc, véi dau do Linear tan
s6 cao (7,5-12MHz).

Bénh nhan nam dau hoi ngira ra sau, xoay 45° qua hudng déi dién bén khao sét.

Bac si siéu &m mach mau co6 chang chi va thyc hién theo protocol quy uéc.

Thuc hién siéu am 2D cit doc dong mach canh chung, dong mach canh trong hai
bén. B¢ day 16p noi trung mac (IMT) 1a viing khdng sinh am giira 2 duong sang song
song nhau, don vi do mm va do ¢ thi tam truong, khong do IMT tai vung ¢6 mang xo
vita va cach chd chia doi 2cm.

Po 3 vi tri khac nhau trén mdi dong mach canh chung va dong mach canh trong
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& hai bén DPMC phai va DMC trai va tinh trung binh cong dé c6 gia tri IMT tuwong (ng
cho tirng PMCC va DPMCT bén phai va bén trai.

Dua theo phan d6 Fabienne Perren (2017) va gié tri trung binh IMT tur nghién
ctu PROG-IMT cua Lorenz Matthias W. (2006) va Hoi siéu am Hoa Ky (ASE) (2008)
&p dung phan chia bé day 16p ndi trung mac déng mach canh nhu sau:

+ IMT <0,8 mm: Binh thuong (gia tri cao nhat & ngudng nguy co 25%)

+ IMT 0,8- <1,2 mm: Day I6p ndi trung mac (IMT) dong mach canh

+IMT > 1,2 mm: Xo vita dong mach canh (gié tri cao nhat & ngudng nguy co 75%)

DMC ngoai MMC chia doi
SN | PMC chung

PMC trong

’I lﬂl

Hinh 2.1. Phuong phdp do IMT dong mach canh [56], [107]

Két luan xo vita dong mach canh (XVDMC) khi mét trong hai dong mach c6

IMT thoa man tiéu chuan IMT > 1,2 mm hoic ting bé day l6p ndi trung mac >50% so
vé6i bé day cua doan thanh mach ké can.

Két luan tang do day 16p noi trung mac (IMT) dong mach canh gdom c6 day IMT
va xo vira DPMC khi mdt trong hai dong mach canh c6 IMT > 0,8 mm [56], [91], [107],
[125], [142].


https://www.ncbi.nlm.nih.gov/core/lw/2.0/html/tileshop_pmc/tileshop_pmc_inline.html?title=Click on image to zoom&p=PMC3&id=3186063_nihms-261446-f0001.jpg
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(iii). Pién tim do

Str dung may do dién tim cua hang Cardioline, ECG200L, 12 chuyén dao, 2014).
May c6 cac code ty dong tinh céac chi s6 QC/ QTc va goi y cac bat thuong khac. 01 bac
sy chuyén khoa tim mach cé chiing chi doc ECG doc két qua.

Nguoi bénh nam nghi yén tinh trén givdng bénh duoc lp cac dién cuc theo tiéu
chuan bao gém 12 chuyén dao. Thir test trudce khi ghi dién tAm d6: 1mV=10mm. Ghi
& toe do gidy 25 mm/s & ca 12 chuyén dao thong thuong.

Daénh gia cac chi sb:

+ QTc: 12 thoi gian tAm thu dién hoc cua tim diéu chinh theo thoi gian, dwgc tinh
theo cong thuc Bazett: QTc = QT / VRR, don vi ms; gid tri nay duoc tinh tu dong trong
két qua dién tim; gia tri QTc kéo dai khi > 440 ms.

+ Bat thuong trén dién tim do khac: rdi loan nhip, day that tréi, thiéu mau co tim.

(iv). Siéu am tim

Str dung may siéu am Siemen NX2 Elite 2016 cua brc.

Bénh nhan nam ngita hoi nghiéng nguoi vé bén trai, nam trong trang thai nghi
ngoi va thuc hién boi Bac sy chuyén khoa tim mach c6 chang chi siéu am tim.

Siéu 4m tim dé danh gia hai chi so:

LVMI: danh gi chi s6 khéi co thét trai. LVMI bat thuong khi:

+ LVMI ¢ d6i twong nam > 115 g/m?

+ LVMI ¢ d6i tuong nix > 95 g/m?

EF: phan suét co hoi danh gia muac do suy tim khi EF < 50% [158]

(v). Bénh ly than kinh ngogi bién

Bénh ly than kinh ngoai bién hay bénh da day than kinh d6i xang ngoai vi duoc
bac sy chuyén khoa Noi tiét dai thao dudong danh gia sang loc bang khai thac triéu
churng va kham céac cam giac dau, cam giac nhiét, di cam, cam nhan rung am thoa va
do dién co dan truyén than kinh.

Cin ctr vao dién co rdi loan dan truyén phan ra:

+ C6 bénh Iy than kinh ngoai bién: 1a nhém bénh nhan c6 triéu chang: di cam,
réi loan cam giac dau va co rdi loan dién co d6 bat thuong vé thoi gian tiém van dong,
cam giac, bién d6 dap tng va thoi gian tiém tang ngoai vi.

+ Khdng c6 bénh ly than kinh ngoai bién: 1a nhém bénh nhan khéng cd triéu

chang va khong c¢6 rdi loan dién co din truyén [12].
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2.2.5.3. CAc thang diém ddnh gid réi loan than kinh nhdn thac
(i). Thang diém MMSE

Bdng 2.2. Thang déanh gid trang thai tam than tsi thiéu cua Folstein (Mini-Mental
State Examination: MMSE) [60], [146]

Chirc nang

Y lénh

Tinh diém

1. Pinh Hom nay 1a tha may? MJi phan mot diém | 5

hudng thoi | HGm nay ngay bao nhiéu?

gian Théng nay Ia thang may?

Mua nay la mua gi?
Nam nay la nam gi?

2. Pinh Nudc minh tén gi? MJdi phan mot diém | 5

huéng Tinh/ thanh phé nay tén gi?

khong gian | Quan/ huyén nay tén gi?

Xa phuong nay tén gi?/ Bénh vién nay tén gi?
Thén nay tén gi?/ Tang nay la ting may?

3. Ghinhé | T6i s& doc ba tir, sau khi doc xong dé nghi 6ng/ ba | Mdi vat mot diém 3

3 d6 vat nhic lai. Ong/ ba phai nha that ki vi lat nira ti s&
hoi lai.

Poc cham rai ba tir, giita mdi tir nghi khoang maot
gidy: bong ban, é to, truong hoc

4. Chay | Lam phép tinh 100 trir di 7 cho dén khi béo ngiing, | Mai lan trir dang 5

va tinh toan | dém nam lan: duoc mot diém
100-7 =93 79-7=172

93-7 =86 72-7 =65
86-7=79

5. Nhé lai | Bénh nhan nhé lai 3 d6 vat & phan kham trudc: MGi d6 vat nho ding | 3

3 d6 vat bong ban, 6 t6, truong hoc duoc mot diém

6. Goitén | Chicai dong ho hay cy viét chi va hoi bénh nhan | Mdi cau tra 11 dang | 2

d6 vat la céi gi duoc mot diém

7. Nhac lai | Bao bénh nhan néi: “khéng néu va hodc nhung” Puoc mot diémnéu | 1

cau no6i dung ngay 1an

dau tién

8. Ménh | Pua mot to gidy cho bénh nhan va néi: Hay cam lay | Mot diém cho mdi 3

lénh 151 n6i | to gidy nay véi ban tay phdi, gdp doi né lai va dgt | hanh dong ding
lén san nha”.

9. Ménh | Hiy doc nhitng tir ghi trong to gidy nay va thuc Mot diém néu bénh | 1

lénh viét hién theo yéu cau ghi trong d6. Pua bénh nhan mot | nhan nham mit
td gidy cd in chir: “Hay nham mit lai”

10.  Viét | Pua bénh nhan mot to gidy va cay bat chi roi ndi: | Mot diém néu cau co | 1
“Ong/ ba hay viét bat ky mét cdu vao diwdi dong du chu ngir, dong tir
nay” va c6 y nghia

11. V&lai | Cho bénh nhan xem hinh vé& bén duéi, va bao bénh | Mot diém néuc6 10 | 1

hinh nhan v& hai hinh ngii giac giao nhau sang bén canh: | goc va hai duong

giao nhau
12. TONG 30
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* Cdu triic thang va hwdng din ghi diém: (xem chi tiét & phuc luc)

Thang diém MMSE duoc x4y dung nham dénh gia chirc nang chu y, dinh hudng,

tri nhé... dugc cau truc bdi bo cau hoi ngoén ngit, s6 va hinh anh, gom ba phan:

- Phan 1 (dinh hudng, tri nhé, cht y): Pinh hudng khong gian, thoi gian ¢6 10
cau hoi. Tri nhé tic thi, nhéc lai ba tir dugce nghe. Chu ¥ va kha ning tinh nham: 100 —
7, 1am nam lan. Tri nhé gan, nhic lai ba tir ma bénh nhan da nghe khi kiém tra tri nhé
tire thi (sau it nhat ba phut).

- Phan 2 (kha nang ngdn ngit) c6 tm cau hoi: hai cau hoi vé goi tén d6 vat; mot
ciu hoi yéu ciu nhéc lai mot cau; mot cau hoi gdm ba yéu cau: cam to gidy, gap va dat
xuéng san (hiéu ngdn ngit n6i); mot cau yéu cau bénh nhan doc va lam theo ndi dung
trong to gidy (hiéu ngdn ngir doc); mot cdu yéu cau bénh nhan viét mot cdu hoan chinh

(kha ning ngdn ngit viét).

- Phan 3: yéu céu sao lai hinh v& 14 hai hinh ngii giac giao nhau.

* Cdch tién hanh va ddanh gid két qua:

Tric nghiém duoc lam tai khoa lam sang, phong kham, diéu kién lam tric nghiém
khong yéu cau qua cao. Co 30 cau hoi va yéu cau. Mdi cau hoi va yéu cau lam ding
dugc 1 diém. Tong s6 diém tdi da ciia thang 1a 30 diém.

* Panh gid két quda MMSE:

Bdng 2.3. Pdnh gid két qua kiém tra MMSE [60], [146]

Piém s6 MMSE Panh gia
> 24 Binh thuong
20-<23 Suy giam TKNT nhe
14-<19 Suy gidm TKNT vtra
<14 Suy gidm TKNT néng
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(i1). Thang danh gia nhdn thirc Montreal (Montreal Cognitive Assessment)

Bdng 2.4. Thang danh gia nhan thirc Montreal (Montreal Cognitive Assessment)
(Phién ban Tiéng Viét Verion 7,1) [176]
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* Cdu triic thang va ddnh gid:

Thang c6 cac phan danh gia chi tiét toc do xir Iy thdng tin, kha ning diéu hanh,
tri nhé, tri nhé tri hodn, ngbn ngir, tu duy triru twong, su dinh hudng.

Thai gian dé thuc hién d& an MoCA nay khoang 10 phdt.

Cong thém 1 diém cho cac dbi tugng cé trinh d6 hoc van duéi 12 nam.

Tong s6 diém co thé 1a 30 diém, sb diém > 26 duoc xem 1 binh thuong va
MoCA <26 duoc xem |a bét thuong (Sp = 94%, Se < 60%) [7], [52], [176], [178].

* Céch thuec hién va hwong ddn ghi diém: (xem chi tiét ¢ phu luc)

(iii). Cdc linh vurc than kinh nhén thic

Dénh gia cac linh vuc than kinh nhan thic dua theo thang MoCA nhur sau: Chirc
ning diéu hanh, chirc ning thi gidc khong gian, tap trung cha y, hoc tap + tri nhé, chirc
nang ngon ngtlr, tu duy triru trong va dinh hudng thoi gian, khong gian.

2.2.6. Céc tiéu chuan x4c dinh ton thwong cau trdc trén céng hwdng tir so ndo

Chudn bj may méc va bénh nhan:

Str dung may CHT 1,5T cua hing san xuat Neusoft véi cac chudi xung co ban
T1W, T2W, T2 FLAIR, ADC, DWLI...trén 3 mit phang: coronal, sagittal, axial dé khao
st cac ton thuong cau trlc trén hinh anh hoc CHT so néo.

Bénh nhan khong trang diém ving mét, khéng mang vat kim loai: do trang sic,
kep toc, ddng ho, kinh, may tro thinh, riang gia, thé ATM, dién thoai, mdc khoa. ... K§
thuat vién s& dung thiét bi do kim loai kiém tra ki bénh nhan c6 di vat hozc thiét b dat
trong co thé hay khdng. Nguoi bénh duoc thay d6 va huéng dan nam 1én ban chuyp.

Béc sy va ky thuat vién chan doan hinh anh s& thyuc hién k¥ thuat chup va doc
két qua theo protocol nghién citu (xem phu luc). Céc chudi xung dugc thyc hién trong
danh gia ton thuong cau trdc trén CHT so ndo nhu sau:

Chudi xung T1-WI: khao sat mat phang dang doc: cat mong 3 mm, mat phang
dung ngang- chéch: téi tao tir hinh sagittal, theo mat phang vudng goc véi truc dai cua
hoi hai m4, song song véi cudng nao.

Chudi xung FLAIR: danh gia teo vé dai ndo toan bo (GCA), danh gia ting tin
hiéu chét trang do bénh Iy vi mach va nhdi mau.

Chudi xung T2- WI: danh gia nhdi mau, nhdi mau 16 khuyét & doi thi va cac

nhan xam trung wong co thé bo sot trén FLAIR



61

Chudi xung T2*- WI: dung dé phat hién cac 6 chay méu trong bénh mach méu
nhiém bot- voi hda va lang dong sit.

Chudi xung DWI 1a chudi xung 1am trong trudng hop ngudi tré hoic ¢ bénh ly
thodi hoa than kinh tién trién nhanh.

Thoi gian chup kéo dai tir 20-40 phat, sau khi chup bénh nhan dugc nghi ngoi
tai chd 15 phut trudc khi vé lai phong bénh.

Cin ctr vao cac nghién ciru va khuyén céo, dic diém ton thuong cau tric CHT
danh gia RLTKNT, chung t6i phan loai ton thwong CHT ra ba loai chinh:

- Tén thuwong teo ndo: Teo vo dai ndo, teo thuy thai duong trung gian, teo thily
dinh cham, teo hoi hai ma, giam thé tich d6i thi va phi dai ndo that bén.

- Tén thuong vi mach mau: Ton thuong chat trang, nhoi mau 16 khuyét, nhoi
mau chién lugc, nhdi mau da 6, vi xuat huyét

- Pa ton throng: 12 két hop tir 2 loai ton thuong nhu trén tré 18n

Céc thang diém tiéu chuan dé danh gia cac rdi loan than kinh nhan thic trén
CHT bao gom céc budc sau:

B1. Thang diém GCA danh gia teo v6 dai ndo toan bo

B2. Thang diém MTA dénh gia theo thuy tran thai duong gitra

B3. Thang diém Kodeam danh gia teo thuy dinh- cham

B4. Thang diém Fazekas danh gia ton thuong nao chat trang

B5. Tim kiém cac nhdi mau ndo 15 khuyét, nhdi mau ndo ving chién luoc
2.2.6.1. Thang diém GCA (Global Cortical Atrophy)

Teo cac vling vd ndo duoc danh gia tot nhat trén xung FLAIR: trong mot s6 roi
loan thodi hoa than kinh, teo khong d6i xitng va xay ra ¢ cac ving cu thé. Ranh trung
tdm c6 ¥ nghia quan trong dé phan ving ton thuong.

Thang diém GCA dénh gia teo vo dai ndo nhu sau:

0: Khong teo vo ndo

1: Teo nhe: ma rong cac ranh cuén nédo

2: Teo vira: giam thé tich cua cac hdi ndo

3: Teo ning (giai doan cudi): teo dang ludi dao (knife blade) [58], [149]
2.2.6.2. Thang diém MTA (Medial Temporal lobe Atrophy)

Thang diém MTA nén duoc khao sat trén mat phang coronal ¢ xung T1W cat

qua hdi hai ma & ngang mac cau nio trudc.



62

Diém sé duoc danh gia truc quan vé chiéu rong cua khe mang mach, chiéu rong
cua sing thai duong va chiéu cao cta hdi hai ma

Thang diém MTA dwoc phan dé nhir sau:

0 diém: khong teo nio

1 diém: chi gi&n rong khe mang mach

2 diém: gidn rong sig thai duong cua ndo that bén

3 diém: giam thé tich hoi hai ma mac do trung binh (giam chiéu cao)

4 diém: giam thé tich hoi hai ma muc d6 ning

Chung t6i cin cir Vao mirc do ton thuong ndo va do tudi dé phan loai MTA bat
thuong va binh thuong:

e >75 tudi: néu thang diém MTA > 3 1a bat thudng

e <75 tudi: néu MTA > 2 1a bat thudng

Thang diém MTA dwoc phdn dé qua hinh dnh gidn sing thdi dicong ndo that

bén va giam thé tich hoi hdi ma nhuw sau:

Hinh 2.2. Phdn dg teo ndo bang thang diém MTA trén CHT so n&o [58]


http://www.radiologyassistant.nl/data/bin/a517d064d61cd0__MTA-score.jpg
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Hinh 2.3. Phdn dg cac ton thiong teo ndo theo MTA trén CHT so néo [58]
2.2.6.3. Thang diém Koedam trong ddnh gid teo ndo thiry dinh- cham

Thang diém Koedam thudng dugc sir dung trong danh gia teo thuy dinh va cham
c6 gi trj tién lwong trong bénh Alzheimer. Teo héi trude chém 13 dic trung ctia bénh
Alzheimer khi MTA binh thuong.

Koedam duoc xac dinh trén cac chudi xung va mat phang coronal, sagittal, axial:
T1W, T2W va FLAIR danh gia murc d6 rong bé ndo sau va ranh dinh- cham ciing véi
teo thuy dinh (bao gdm hdi truéc chém)

Bdng 2.5. Thang diém phdn d¢ Koedam [82]

Phan do i x 2
Tiéu chuan

Koedam
0 Khoéng teo vo ndo | Réanh thuy dinh va hoi truge chém khép kin
1 Teo v6 ndo nhe V6 nio sau va ranh dinh cham gian rong nhe
2 Teo vo nédo vira Cac ranh vo néo gidn rong muae do trung binh
3 Giai doan cudi teo| Vo ndo sau va ranh dinh — cham gidn rong

“ludi dao” muc do nang



http://www.radiologyassistant.nl/data/bin/a50979771d70ee_0.jpg
http://www.radiologyassistant.nl/data/bin/a50979771d97da_1.jpg
http://www.radiologyassistant.nl/data/bin/a50979771d9f5c_2a.jpg
http://www.radiologyassistant.nl/data/bin/a50979771da69b_3a.jpg
http://www.radiologyassistant.nl/data/bin/a50979771daee6_4a.jpg
http://www.radiologyassistant.nl/data/bin/a50979771db5c3_4b.jpg
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Koedam 0

Koedam 1

Koedam 3

Hinh 2.4. Phdn dg 2-3 theo thang diém Koedam [82]

Cac miii tén mau vang chi sy gin rong rat I6n ving dinh- cham. Teo ndo cip
do 3 theo Koedam [82].
2.2.6.4. Thang diém Fazekas ddnh gid ton thwong chit trang

Trén hinh anh CHT so ndo, nhdi mau no 15 khuyét va tang tin hiéu chat tring
thuong xuat hién & bénh nhan 16n tudi, thudng dugc xem I1a bang chieng quan trong cua
bénh ly mach mau nho.

Thang diém Fazekas duoc s dung dé danh gia mirc do tén thuong chat tring
va nhdi mau ndo 16 khuyét trong néo.

Panh gia tot nhat trén cac mat phang cat & xung FLAIR hozc T2W, mat phang
cit ngang.

Phdn d¢ thang diém Fazekas:

Fazekas 0: khdng c6 hoic mot dém ton thuong chit tring don doc nhu mot dau chim

Fazekas 1: nhiéu dm ton thuong chat trang nhu nhiéu dau cham

Fazekas 2: bat dau két hop nhiéu dém ton thuong dang béc cau

Fazekas 3: ton thwong dang bac cau lan rong [58]
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Hinh 2.5. Phdn dg ton thieong chat trang theo thang diém Fazekas [58]
2.2.6.5. Nhoi mdu viing chién lwoc va nhoi mdu 16 khuyét

Pay 14 nhitng ton thuong nhdi mau quanh cac khu vuc quan trong dbi véi hoat
d6ng nhan thtrc binh thuong cua ndo. C4c ton thuong nay thuong dé bi bo sét va thuong
két luan chung voi cac nhdi méau 15 khuyét hay ton thuong thodi hoa chét trang dang
nét khac. Nhoi mau chién lugc xem & xung T2W va FLAIR mat phang cat ngang.
Nhitng vi tri tén thuong quan trong dugc tom tat trong bang dudi day:

Bdng 2.6. C4c vj tri ton thiong nhoi mau ndo ving chién liroc [58]

Nhoi mau ndo vang chién lwec

R o Ton thuong hai bén thudc ving cidp mau dong mach
Dong mach nao truéc . ,
nao truoc

Ving dinh- thai duong hoic thai dwong chdm cua ban

bong mach néo gitra . . N e
cau uu thé bao gom hoi chém

Vung gitra du6i thuy thai duwong va thai duong cham
va hoi hai m4, nhdi mau ban cau uu thé

Nhoi mau ving Watershed | Hdi tran trén hodc thuy dinh & ban cau uu thé

Ton thuong hai bén doi thi

Nhdi méau néo 156 khuyét Nhdi méu da 6 & chét tring thly tran va nhan xam

Dbong mach nédo sau

trung vong
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C4c t6n thuong thuong xuat hién hai bén ving doi thi thuong lién quan dén rdi
loan chirc nang nhan thirc nang. Vi du vé nhdi mau ndo chién lugc trén hinh anh CHT
hai bénh nhan khac nhau. Xem hinh 2.7 va 2.8.

Hinh 2.7. Nhéng hinh anh mé td vé nhéi mau ndo ving chién liroc [58]
Hinh bén trai cho thay nhoi mau no chién lugc quanh khu vuc cap mau caa

dong mach ndo sau PCA, thudc ving dudi thuy thai duong bao gdm hoi hai ma. Pay
la nh6i mau viing chién lugc vi nd nam & ban cau vu thé s& dan dén cac réi loan chic
nang nhan thac. Hinh anh bén phai ¢ thi FLAIR mit cit ngang cho thay viing nhdi mau
khac ciing thudc ving cap mau dong mach ndo sau PCA, thudc ving thai dwong- cham.
2.3. PHUONG PHAP THU THAP- XU LY SO LIEU
2.3.1. Phwong phap thu thap sé liéu

- Tiép xuc tung ddi twong trong nhdm nghién ciu, xac dinh cac dbi tugng phi
hop Vi tiéu chuan nghién ctu va loai khoi nghién ctu cac ddi tugng khong thudc tiéu

chuan nghién cuu.
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- Tién hanh hoi bénh sir, khdm 1am sang, thu thap di liéu theo mau Protocol
soan san.

- Cho bénh nhan di liy mau va nudc tiéu xét nghiém, kiém tra siéu 4m tim, dién
tim, siéu am mach mau, do dién co din truyén, khdam kiém tra day mét va chup cong
hudng tr so néo.

- Phan tich két qua CHT so ndo theo protocol chuan boi 01 bac sy chan doan
hinh anh.

- Bénh nhan s& duoc nghe tir van va giai thich vé tinh trang bénh ly, mic d6 kiém
soat bénh va cac bién chang hién co, tu van phuong phap diéu tri va hen lich tai kham

- Hoan chinh Protocol, ghi nhan day du c4c s6 liéu da thu thap dugc. .

- Quy trinh thuc hién nghién ctru xem so d6 2.1.

2.3.2. Phwong phap xir ly s6 ligu

- Xir ly s6 liéu theo phuwong phap théng ké y hoc, véi sy hd tro cua phan mém
Microsoft Excel 365 va SPSS 20.0.

- Gia tri cac chi sé dugce trinh bay dudi dang trung binh + dd 1éch chuan, danh
gia su khac biét bang théng ké kiém dinh Test Student Fischer (t-test). Gia tri p 2 phia
1a 0,05 dugc xem la c6 y nghia.

- Cac ty 1é duogc trinh bay dudi dang phan trim (%) va kiém dinh sy khac nhau
giita hai hodc nhiéu ty 1¢ phan trim bang test chi-binh phuong (y2).

- So sanh cac trung binh cia cac bién dinh luong theo phan phdi chuan giita
nhiéu nhém (> 3 nhém) duoc danh gia bang “ one way ANOVA” test.

- So sanh giita cac bién dinh lwong khong theo phan phdi chuin bang U Mann
Whiteney test.

- Tuong quan gitra hai bién dinh lwong duoc biéu thi bang hé sé r va kiém dinh
bang gia tri p (Tuong quan Pearson néu phan phéi chuin va twong quan Spearman néu
phan phdi khong chuan).

banh gia nang luc chan doan hay do chinh xac ctia mgt xét nghiém dya vao
duong cong ROC (Receiver Operating Characteristic curve). Trong duong cong ROC
truc tung biéu thi ti 1&¢ duong that (Do nhay) va truc hoanh biéu thi ti 1¢ duong tinh gia
(1 -Do dac hiéu). MGbi vi tri trén duong cong ROC biéu thi mot cap gia tri cua do nhay
va do dic hiéu tuong ing voi mot ngudng nhat dinh. Mot xét nghiém c6 nang luc chan

doan t6t khi duong cong ROC nam & goc trai trén cua d6 thi (d6 nhay 100%, do dic
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hiéu 100%). Puong cong ROC cang gan goc trai trén thi ning luc chan doan hodc do
chinh xac cua xét nghiém cang cao.

Y nghia dién tich dudi duong cong ROC

>0,90 Rt tot (Excellent)

> 0,80 dén 0,90 Tét (Good)

> 0,70 d&én 0,80 Trung binh (Fair)

> 0,60 dén 0,70 Khéng tbt (Poor)

> 0,50 dén 0,60 Khong c6 y nghia (Fail)

- Phan tich hoi quy da bién bang phan mém SPSS. Chon bién doc lap dé dua vao
phuong trinh hoi quy da bién bang phuong phap gop vao tat ca (Enter).

- Nhimng bién dugc chon vao phan tich hdi qui da bién néu qua phan tich don
bién co6 ¥ nghia théng ké (P<0,05).

- M6 hinh héi qui sau khi xdy dung s& duoc kiém dinh lai bang phép kiém
Hosmer Lemeshow va duong cong ROC.

- Trong nghién ctru ndy, ching toi xay dung mo hinh hoi qui da bién trong du
béo ton thuong ndo dya vao cac yéu to nguy co lién quan dén ton thuong trén hinh anh
hoc CHT so nao.

2.3.3. Cong cu va biéu thirc théng ké

- Céc trj sb duoc biéu thi béng tri trung binh + d6 Iéch chuin ( X + SD) [7].
Tong: > X = (X + X, + X5 + ...+ X,)
i=1
- Trung binh cdng: dé tinh trung binh cong cic dit kién chiing toi 4p dung
cong thuec:

X: = — .
n N

n
X+ X, + Xy 4+ X, 1ZX
1

- Téng binh phuong:
n
DX =X X XS A X
i=1
n

= nl—lz(xi — )?)2

i=1

SZ

- Phuong sai:
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Zil:(xi - >?)2

==y

- D6 1éch chuén: n—14=

- Tuong quan giita cac chi s6 duoc biéu thi bang hé sd twong quan r.

r + la tuong quan thuan, r — 1a tuong quan nghich

+ Phuong trinh twong quan tuyén tinh: Yx =ax + b

- Do nhay va do dac hicu:

D0 nhay (Sensitivity = Se) 1a kha nang phat hién ding nhirng ngudi bi bénh cta
mot xét nghiém. B nhay= a/a+c

Do dac hiéu (Specificity = Sp) 1a kha nang phat hién dung nhirng ngudi khong
bi bénh cua mdt xét nghiém. Do dac hi¢u = d/b+d

Gia tri du bao duong tinh (Positive Predictive Value: PPV) = a/a+b

Gid tri du bao am tinh (Negative Predictive Value: NPV) = d/c+d.

Duong tinh that (a): Chan doan c6 bénh ma ding 13 c6 bénh (d6 nhay)

Duong tinh gia (b): Chan doan khong bénh nhung that ra 1 ¢6 bénh

Am tinh that (¢): Chan doan khong bénh ma ding 1a khong bénh (d6 dic hiéu)

Am tinh gia (d): Chan doan c6 bénh nhung that ra 1a khong c6 bénh

Gia tri OR = ad/bc.
2.4. PAO PUC TRONG NGHIEN CUU

D¢ tai ludn 4n duoc tién hanh sau khi:

- Pugc sy dong y cia Truong Pai hoc Y Duoc, Pai hoc Hué va ciia Bénh vién
Da khoa Gia Dinh Da Néang

- Buoc su dong y cua cac doi twong nghién ctru, thong tin dugc dam bao bi mat.
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Doi twong dai thao duong
type 2 dén kham bénh

D

Chon d6i tuong 45-85 tudi, c6
than phién vé tri nhg, thoa man
tiéu chuan chon mau, dong y
tham gia nghién ctru

~Z

Kiém tra
MMSE, MoCA (n=230)

&

e,

MMSE va MoCA binh
thuong (n=108)

MMSE va/hoic MoCA bét
thuong (dua vao nhom nghién
cuu tiep) (n=122)

Dénh gia thang diém
ADL, IADLs, DASS21

S~z

Phan loai RLTKNT theo
DSM5 (n=102)

2

~Z

(1) RLTKNT nhe (n=42)
(2) RLTKNT dién hinh (n=60)

7N U 7

Khao sat:
1. YTNC va muac do

kiém soat DTD

2. Dic diém ton thuong
trén CHT va RLTKNT
3. Méi lién quan giira
YTNC + RLTKNT vai
hinh anh hoc CHT so

nado

Chup MRI s¢ ndo

+ Teo ndo

+ Bénh Iy mach mau nho
(ton thuong chat trang +
nhdi méu 16 khuyét+
nhdi mau chién lugc)
Pa ton thuong

Kiém tra xét nghiém
Thuc hién cac tham do
chire ning: ECG, EEG,
siéu &m tim, siéu &m
mach méau

N

doi tuong DTD type 2

Phan tich két qua
Xay dung phuong trinh dy bao ton thuong néo ¢

c6 RLTKNT

So

do 2.1. Sor d6 nghién citu

Yéu té nguy co, kiém
soat PTP, bién chiing
Tudi

Gi¢i tinh

Trinh d6 hoc van
Hat thuédc 1a

Thoi gian DTD, THA
Ché d6 dinh dudng+
16i sdng

7. Thua cén, béo phi

8. Ha glucose mau

9. Réi loan lipid mau
10. Tang huyét 4p va
muc tiéu kiém soat HA
11. Glucose mau

12. HbAlc

13. Ha huyét ap tu thé
14. Bién chung tim-
mach mau, than kinh
15. Vong mac BTb

ook wbdpE
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Chuwong 3
KET QUA NGHIEN CUU

Qua khao sat 102 dbi trong dugc chan doan dai thao dudng type 2 c6 rdi loan
than kinh nhan thic tir 01/2017 dén 06/2019 theo tiéu chuan caa ADA nam 2016 va
DSMS5 niam 2013, tai Bénh vién Gia Dinh Da Néng chung tdi ghi nhan két qua nhu sau:
3.1. PAC PIEM CHUNG MOT SO YEU TO NGUY CO VA TINH TRANG
KIEM SOAT PAI THAO PUONG CUA POI TUQNG NGHIEN CUU

Bdang 3.1. Pdc diém chung va mét sé yéu té nguy co
Nam (n=37) | Nir (n=65) | Chung (n=102)

Thongso | Giatri o % o % . % p
Tudi <65tudi | 20 |54,05| 26 |40,00| 46 | 45,10 0170
uol IS 6s5tudi | 17 |4595| 39 |6000| 56 | 54.90 !
(nam)

X +=SD 64,95+9,72 | 66,94+7,73 66,22+8,51 0,258
Tiéu hoc+
Trinh d THCS 15 |4054 | 44 |67,69| 59 57,84
hoc van THPT 11 29,73 19 [29,23| 30 29,41
Cb->bPH | 11 [29,73| 2 3,08 | 13 12,75

Vong X +=SD 90,62+9,53 | 87,86+7,04 88,86+8,10 0,098
bung (cm)| Béo bung 19 |51,35| 52 (80,00 71 69,61 0,002
X +=SD 24,5743,05 | 24,29+2,95 24,39+2,97 0,655

0,001

BMI = >
(kg/m?) | Thwracan- | o | o000 40 |6154| 66 | 6471 | 0375
béo phi
, Cé 16 |4324| 6 | 923 22 | 2157
Thuéc 13 ! ’ ’ < 0,001
uocla I hong | 21 56,76 | 59 | 9077 | 80 | 7843 | - %
Cohoat | 1o 1 4304| 22 |3385| 38 | 37.25
Hoat dong dong
thé luc Khoéng/ it 0,345
"C | hoatdeng | 21 |5676| 43 |6615| 64 | 62,75
thé luc

Do tudi trung binh 12 66,22 + 8,47 ndm, trong d6 d6 tudi < 65 chiém ty 1& 45,10%
va > 65 tudi chiém ty Ié 54,90% (p> 0,05).

Trinh d6 hoc van Tiéu hoc va THCS chiém da s6 57,84% (p<0,001)

Ty 1€ thura can- béo phi la 64,7% khéng cé su khac biét ¢ hai gidi (p>0,05),
nhung ty 1€ béo bung la 69,61% cé su khac biét gitra hai gidi (p<0,01).

Ty & bénh nhan hat thudc 14 12 21,57%, nam ht thudc nhiéu hon nit, khac biét
c¢6 ¥ nghia thong ké giita hai gisi (p < 0,001).

C6 dén 62,75% dbi tugng khdng/ it hoat dong thé luc (p>0,05).
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Gidi
R P ¢ Nam (n = 37) Nir (n = 65) Chung (n=102) p
Thoéng so
Thai gian phat
hi¢n THA (nidm) 5,65+6,50 5,63+4,86 5,64+5,48 0,987
(X +SD)
—~ | HATT
£ B | (omrig 128.76+17.55 | 130,57+16,09 | 129,91+16,57 |0,598
+I
< X |HATTr
T X
< | gy | 750081011 | 735121024 | 7405:10,17 | 0479
o & |HATT 19575441651 | 128974171 | 128.45+16,83 | 0,682
% o | (mmHgQ)
+I
< J—
= X |HATTY | 52641015 | 73744112 | 74.11+1079 | 0,640
(mmHgQ)
Ting huyét &4p
28 (27.45%) | 54(52.94%) | 82(80,39%) |0,365
(n =82, %)
Ha HA tu thé
03 (2,94%) | 05 (4,90%) 08 (7,84%) | 0,940
(n=8, %)

O tu thé nam gia tri trung binh cua HATT la 129,91+16,57 va HATTr

74,05+10,17. O tu thé dang HATT la 128,37+16,76; HATTr 1a 74,18+10,75.

THA chiém ty 18 cao 80,39%, trong do6 nit chiém ty 18 52,94% cao hon nam
27,45%, (p>0,05). Thoi gian phat hién THA trung binh 1a 5,64 + 5,45 nam, (p>0,05).
Ha HA tu thé chiém ty I 7,84%, & nit 14 4,90% cao hon nam 2,9%, (p>0,05).

Bdang 3.3. Tinh trang kiém soat huyét ap theo muc tiéu ciia ADA

Kiém soat huyét ap S6 lwong (n=82) Ty 18 (%)
Dat 29 35,37
HA <130/80 mmHg
Khong dat 53 64,63
Dat 46 56,10
HA < 140/90 mmHg
Khong dat 36 43,90

Ty 18 kiém soat huyét ap dat muc tieu HA <140/90 mmHg la 56,10% va kiém
soat HA <130/80 mmHg la 35,37%.
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Bdng 3.4. Pdc diém vé ddi thdo duong, nong dé glucose mau va HbAlc

Gioi Nam Nir Chung
Théng sé (n=37) (n = 65) (n=102) P
Thoigian | (X £SD) | 7.19648 | 702:495 | 7084552 | 0,879
phat hién [>5nam (n, %)| 20 |54,05| 42 |64,62| 62 |60,78
PTD (nim) . 0,294
<Sniam (n, %)| 17 |4595| 23 |3538| 40 | 39,22
Tidn sit ha | Khong (n, %) | 34 |91,89| 61 |93,85| 95 |93,14 0707
glucose C6 (n, %) 3 |811| 4 |615| 7 | 686 |
Glucose (mmol/l) (X +SD)| 8,26+4,83 | 895+3,90 | 8,70+4,25 | 0,436
HbALc (%) (X + SD) 731+159 | 7,54%1,70 | 7,46+1,65 | 0,493

Thoi gian phat hién DTD trung binh 1a 7,08 £ 5,52 nam, 60,78% DTD >5 nim
va 39,22% DTD <5 nam. Tién sir c6 ha glucose mau 1a 6,86% (p>0,05).
Gia tri trung binh cua glucose mau luc doi l1a 8,70+4,25 va HbAlc la 7,46+1,65,
khong co su khac biét gitta nam va nix (p>0,05).
Bdang 3.5. Tinh trang kiém sodt glucose mdau déi va HbAIc theo muc tiéu ADA

. Tuoi < 65 Tudi > 65 =
Thoéng so Gia tri Chung (n=102) p
n=46 | % |n=56| % n (%)
Glucose <72 | 20 |4348| 23 |4107| 43(4216) 0,845
(mmol/l) >72 | 26 |5652| 33 |5893| 59(57,84) ’
<7 27 | 5870 | 24 |4286| 51(50,00)
HbAlc (%) 0,163
>7 19 | 41,30 | 32 |57,14| 51(50,00)

50% ddi twong kiém soat HbA 1c < 7% theo khuyén cdo ADA 2016 (p>0,05). O
nhém déi twgng < 65 tuoi, kiém soat HbAlc< 7% dat myc tiéu 1a 58,70% cao hon &
nhom dbi tuong > 65 tudi la 42,86% (p>0,05).

Bdng 3.6. Pdc diém thanh phan lipid madu ciia doi twong nghién cizu

Gioi | Nam (n=37) | Nir(n=65) | Chung (n=102)
Thong s (X £SD) | (X +SD) (X +SD) P
CT (mmol/l) 3,79+1,05 4,52+1,44 4,25+1,36 0,008
TG (mmol/l) 1,77%0,73 1,80+1,16 1,79+1,02 0,898
LDL.C (mmol/l) 2,05+0,85 2,50+1,31 2,34+1,18 0,064
HDL.C (mmol/l) 1,04+0,24 1,24+0,35 1,17+0,33 0,003

Nong d6 trung binh caa Cholesterol, HDL.C khac biét gitra nam va nit (p<0,05).
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Bdang 3.7. Tinh trang kiém soét lipid mau theo muc tiéu ADA

R A . Nam (n=37) Nir (n =65) | Chung (n=102)
Thoéng so Giatri - % o % " % P
TG Pat 18 | 48,65 | 36 | 55,38 54 52,94
~ 0,512
(mmol/l) Khoéng 19 | 51,35 | 29 | 44,62 48 47,06
LDL.C Dat 25 | 51,35 | 38 | 58,46 63 61,76
~ 0,363
(mmol/l) Khong 12 | 32,43 | 27 | 41,54 39 38,24
HDL.C Pat 7 18,92 | 47 72,31 54 52,94
- <0,001
(mmol/l) Khéng 30 | 81,08 | 18 | 27,69 48 47,06

Ty Ié dbi twong kiém soat dat muc tiéu vé TG 1a 52,94%, LDL.C 13 61,76% (p>
0,05) va HDL.C 12 52,94% (p< 0,001).
Bdang 3.8. Pdc diém dién tim do va siéu am tim cia doi twong nghién cizu

Gigi Nam (n = 37) Nir (n = 65) Chung (n=102)
Théng sb (X +SD) (X +SD) (X +SD) P
QTc (ms) 402,30+15,19 412,48+30,65 401,16+62,79 0,062
LVMI (g/m?) 102,65%8,70 99,97+27,21 100,94+24,92 0,616
EF % 65,51+8,70 67,42+10,90 66,73+10,16 0,366

Khéc biét khong c6 y nghia thong ké (p> 0,05) vé cac chi so trén dién tim va

siéu &m tim ¢ hai nhom déi twong nam nit.

Bdng 3.9. Tinh trang réi logn chire ndng tim mach

. Nam (n = 37) | Nix (n =65) | Chung (n=102
Thong so Giatri ( ) | N ) g ) p
n % n % n %
> 440 1 2,70 7 | 10,77 8 7,84
QTc (ms) 0,145
<440 36 | 97,30 | 58 | 89,23 94 92,16
Bat thuon 8 21,62 | 37 | 56,92 | 45 44,12
LVMI (g/m?)  f— g <0,001
Binh thuong 29 78,38 | 28 | 43,08 57 55,88
<50 8 2162 | 9 | 13,85 17 16,67 | 0,311
EF (%)
>50 29 | 78,38 | 56 | 86,15 85 83,33
Co 6 16,22 | 13 | 20,00 19 18,63 | 0,637
TMCT ~
Khoéng 31 | 83,79 | 52| 80,00 | 83 81,37

Chi s6 khéi co that trai bat thuong chiém ty 16 44,12% c6 su khéc biét giira nam
va nir (p<0,001). Ty 1€ QTc > 440 ms (7,84%) va ty 1é suy tim EF < 50% la 16,67% va
TMCT 14 18,63% (p> 0,05).

Bdng 3.10. Khdo sat bé day 16p ngi trung mac déng mach canh

Gioi | Nam (n =37) Nir (n =65) Chung (n=102)
IMT (X +SD) (X +SD) (X +SD) P
PMCC Phai 1,51+0,87 1,21+0,83 1,32+0,86 0,085
PMCC Trai 1,40+0,67 1,21+,075 1,28+0,73 0,227
PMCT Phii 1,43+0,97 1,10£0,73 1,22+0,84 0,056
PMCT Trai 1,50£0,811 1,06+0,56 1,21+0,69 0,002
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Bé day Ip noi trung mac & nam c6 xu hudng day hon nit, bé day 16p noi trung
mac & DMC trong bén trai c6 su khac biét gitta nam va nit (p < 0,05)
Bdng 3.11. Tinh trang xo vira dong mach va day 1ép ngi trung mac

Thong sé G'a(rt]:;q')MT S(‘r’]:{ggf Ty 18 (%) 0
<08 20 (19,61)

PMCC P 0,8-1,2 49 (50,00) 0,221
>1,2 33 (30,39)
<08 18 (17,65)

PMCC T 0,8-1,2 46 (45,10) 0,047
>1,2 38 (37,25)
<08 23 (22,55)

PMCT P 0,8-1,2 52 (50,98) 0,321
>1,2 27 (26,47)
<08 20 (19,61)

PMCT T 0,8-1,2 50 (49,02) 0,005
>1,2 32 (31,37)

e 4 <08 10 (9,80)

IMEBMC y 0,8-1,2 61 (59,80) 0,191
>1.2 31 (30,40)

90,2 % ddi twong nghién ctu c6 day 16p noi trung mac @ BPMC (IMT > 0,8 mm)
va trong s nay c6 dén 30,4% ddi trong co xo vira dong mach canh IMT >1,2 mm.
Khéc biét co y nghia thong ké vé bé day 16p noi trung mac PMC chung va PMC trong
bén trai (p< 0,05).
Bdng 3.12. Ty Ié bién chiing ving mac ddi thdo dwong va than kinh ngogi bién

Thong so S6 lrong (n=102) Ty 18 (%)
3 Co 17 16,67
Bénh ly TKNB -
Khéng 85 83,33
Co 44 43,14
V0 bTb ’
ong mac Khong 58 56,86

Ty 1& bién chitng vong mac DT 1a 43,14% va than kinh ngoai bién 12 16,7%.
Bdng 3.13. Tong hop tinh trang bién chitng ddi thdo dwrong

Gioi | Nam (n=37) Nir (n=65) | Chung (n=102)
Théng sé n, (%) n, (%) n, (%) P
Chura c6 bién chirng 6 (16,22) 8 (12,31) 14 (13,72)
Mot bién chirng 11 (29,73) 23 (35,38) 34(33,33) |0,778
Pa bién ching 20 (54,05) 34 (52,31) 54 (52,94)

C6 dén 52,94% dbi twong nghién ciu 6 tir 2 bién ching tré 18n, 33,33 c6 mot
bién chting va chi ¢6 13,72% ddi tugng khong co bién ching (p>0,05).
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3.2. PHAN TiCH PAC PIEM TON THUONG CONG HUONG TU SO NAO VA
PHAN TANG ROI LOAN THAN KINH NHAN THUC O POI TUQNG
NGHIEN CcUU

3.2.1. Phén tich dic diém ton thwong cdng hwéng tir so nio ¢ dbi twong nghién ciru

Bdng 3.14. Phan logi ton thiwong céng hwong tir o ndo ¢ déi twong nghién ciu

Thong sb Gia tri S6 lwong (n=102) Ty 1 (%)
Cé 47 46,08
Teo ndo
Khoéng 55 53,92
Co 89 87,25
Vi mach néo
Khoéng 13 12,75
) Cé 41 40,20
Pa ton thuwong
Khoéng 61 59,80

Ty l¢ ton thwong vi mach chiém ty 1& cao dén 87,29 %, ty Ié teo néo la 46,08%.
Ty & da ton thuong (hai hinh thai ton thuong vi mach va teo n&o) la 40,20%.

Bdng 3.15. Phan tang cac mizc dé ton thwong vi mach trén CHT

Thenasé | Gia tri Tudi < 65 Tuéi>65 | Chung (n=102)
930 Y1 (n=46) (n, %) | (n=56) (n, %) (n, %) P
Khong | 19 (41,30) 12 (21,43) 31 (30,39)
Cé 27 (58,70) 44 (78,57) 71 (69,61)
Fazekas 1 22 (47,83) 10 (17,86) 32(31,37) |<0,001
2 04 (8,70) 16 (28,57) 20 (19,61)
3 01 (2,17) 18 (32,14) 19 (18,63)
Nhéi mau | CO 33 (71,74) 51 (91,07) 84 (82,35) 0,011
lo khuyét | khong | 13 (28,26) 05 (8,93) 18 (17,65) ’
Nhoi mau| Cé 11 (23,91) 31 (55,36) 42 (41,18)
vung . 0,001
chién lugc | KhONg | 35(76,09) 25 (44,64) 60 (58,82)
Cé 28 (60,87) 42 (75,00) 70 (68,63)
WML 0,001
Khong | 18(39,13) 14 (25,00) 32 (31,37)

Ty Ié ton thuong nhdi mau 15 khuyét 82,35% chiém ty 1é cao hon c4c ton thuong
khé&c trong nhdm nghién ctru, trong d¢6 nhoi mau ving chién lugc 1a 41,18%, ton thuong

chat tring chiém ty I¢ 68,63% twong dwong véi thang diém Fazeka 69,61% (p<0,05).



77

Bdng 3.16. Phan tdng cac mitc do ton thuong teo ndo trén CHT

, Tuoi < 65 Tudi > 65 Chung
Thong so Gia tri (n=46) (n=56) (n=102) p
(n, %) (n, %) (n, %)
Khongteo| 39 (84,78) | 19(33.93) | 58 (56,86)
Coteo | 07(1522) | 37(66.07) | 44(43.14)
GCA Teonhe | 05(1087) | 24(4286) | 20843 | 0%
Teo vira 02 (4,35) 12 (21,43) 14 (13,73)
Teonang | 0 (0,00) 01 (1,79) 01 (0,98)
Khongteo| 38 (82,61) | 20(3571) | 58 (56,86)
Coteo | 08(17,39) | 36(64.29) | 44 (4314)
1 06 (13.04) | 13(2321) | 19(18,63)
MTA <0,001
2 0 (0,00) 14(2500) | 14 (13.73)
3 0(0,0) 05 (8,93) 05 (4,90)
4 02 (4,35) 04 (7,14) 06 (5,88)
Khong | 39(8478) | 20(3571) | 59 (57.84)
Co 07 (1522) | 36(64,29) | 28 (42,16)
Koedam | Teonhe | 05(1087) | 23107 | 28(2745) | 00%
Teovia | 02(435) | 12(2143) | 14(13,73)
Teonang | 0 (0,00) 01 (1,79) 01 (0,98)
Khong | 41(89.13) | 23(41,07) | 64(6275)
| e 05(11,76) | 33(58.93) | 38 (37,25)
1eo ot hall™ o he | 03(652) | 25(4464) | 28(27.45) | <0,001
Teovia | 0(0,00) 03 (5,36) 03 (2,94)
Teonang | 02 (4,35) 05 (8,93) 07 (6,86)
tTh'gé tichddl| o, op | 4094114 | a43:102 | 0L | go11
Goc  swng
trdn  ndo| X+SD | 127,80+12,20 | 128,30+12,84 | 128,08+12,50 | 0,842
thét bén

Ty I¢é teo hoi hdi ma 1a 37,25%, ty 18 teo tran thai dwong qua thang diém MTA
12 43,13%, ty I¢ teo ving dinh cham qua thang diém Koedam 14 42,16% va teo vo néo
toan bo qua thang diém GCA 1a 43,14%. Teo ndo c6 su khéc biét theo nhdém tudi co y
nghia thong ké (p<0,001).
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Bdng 3.17. Ton thwong dinh khu hay gdp trong nhéi méau ndo 16 khuyét

Vi tri nhdi mau S6 lwgng (N=84) Ty 18 (%)
Thay tran 18 21,43
Thuy dinh 8 9,52
Thuy cham 4 4,76
Thai dwong 3 3,57
Nhan xam 1 1,19
Nhan béo 22 26,19
Doi thi 23 27,38
Bao trong 1 1,19
N&o that bén 10 11,9
Hach nén 1 1,19

Ty 18 nh6i mau 16 khuyét tap trung thuy tran (21,43%), nhan beéo (26,19%) va
doi thi (27,38%) chiém ty 1¢ cao.
3.2.2. Phan tang réi loan than kinh nhan thire theo thang diém MMSE va MoCA

Bdng 3.18. Phan tang RLTKNT theo thang diém MMSE

MMSE Gia tri S6 lwong (n=102) Ty 18 (%)
Piém trung binh MMSE (X £ SD) 25,12%4,10
Binh thuong >04 79 77,45
Nhe 20-23 11 10,78
Vira 14-19 10 9,80
Nang 0-13 2 1,96

Piém sé nhan thic trung binh qua thang MMSE 1a 25,72+4,10, trong d6 doi
twong c6 mirc diém MMSE >24 chiém ty 1¢ 14 77,45%
Bdng 3.19. Phan tang RLTKNT theo thang diém MoCA

MoCA Gia tri S6 lwong (n=102) Ty I& (%)
Piém trung binh MoCA (X £SD) 20,73+5,08
Binh thudng >26 16 15,69
RLTKNT <26 86 84,31

Diém s nhan thic trung binh qua thang diém MoCA 20,73+5,08, trong do, ty
18 ddi tuong c6 RLTKNT (MoCA < 26) diém chiém ty I¢ 1a 84,31%.
3.2.3. Phan tang réi loan than kinh nhan thic theo phan loai DSM 5
Bdng 3.20. Phan tang RLTKNT theo phan logi DSM 5

DSM 5 S6 lwong (n=102) Ty 18 (%)
RLTKNT nhe 42 41,18
RLTKNT dién hinh 60 58,82

Theo phan loai DSM 5, RLTKNT nhe chiém ty 1¢ 41,18% va RLTKNT dién

hinh la 58,82%.
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Bdng 3.21. Phan bé mitc diém MMSE va MoCa theo phan logi RLTKNT DSM 5

Thang diém MMSE MoCA
DSM 5 (X +SD) (X +SD) P
RLTKNT nhe 27,83+1,87 24,86+2,62 < 0,001
RLTKNT dién hinh 24,23+4,56 17,83+4,33 < 0,001

Duya vao phan loai DSM 5, ching tdi ghi nhan gia tri diém s trung binh tuong
ng v6i RLTKNT nhe va RLTKNT dién hinh theo MMSE lan luot 1a: 27,83+1,87 va
24,23+4,56; theo MOCA lan luot 13: 24,86+2,62 va 17,83+4,33, khac biét c6 y nghia
thong ké gitra hai nhém (p<0,001).

3.2.4. So sanh d9 nhay va d¢ dic hiéu va diém cit MoCA va MMSE trong phat
hién réi loan than kinh nhan thirc

Bdng 3.22. Gid tri dudi dieong cong ROC va diém cat trong phéat hién RLTKNT cua
cdc thang diém MMSE va MoCA

. . ., Khoang tin cay
Théngso | AUC | biem cat | Se (%) | Sp (%) p
GTNN | GTLN
MMSE 75,3 23,5 100,00 38,30 <0,001 | 0,661 | 0,845
MoCA 92,6 21,5 92,90 80,00 <0,001 | 0,878 | 0,973
10 Gia tri dwéi durong cong ROC )
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Biéu dé 3.1. Gia tri duéi dwong cong ROC ciia hai thang diém MMSE va MoCA
Thang diém MoCA c6 gia tri du6i dudng cong ROC cao hon thang diém MMSE

trong phat hién RLTKNT ( 92,6% so véi 75,3%) véi diém cit twong ttng MoCA 21,5
(Se 92,9% va Sp 80,0%; p< 0,001) va MMSE 23,5 (Se: 100,00% va Sp: 38,30%, p<
0,0001). Vi thang diém MoCA va MMSE tinh diém chdn nén chang toi lay 1am tron sé
cac diém cit MoCA < 21 va MMSE < 23.
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3.2.5. Phan tang cac réi loan than kinh nhan thirc theo cac linh vuc chire ning
Cin ctr vao danh gia AUC ROC thang diém MoCA c6 dd nhay va dic hiéu tét
hon MMSE nén ching t6i sir dung phan loai cac linh vuc chic ning than kinh nhan

thirc theo thang diém MoCA dé so sanh véi cac tham sé dudi déy:

Bdng 3.23. Phan tang cac réi logn linh viec chire ndng nhan thirc theo do tudi

D§ tudi | <65tudi | >65tudi | Chung

Théng sé (n=46) | (n=56) | (n=102) P

Chire ning didu hanh (X +SD) | 3,72+1,34 | 2,70+1,28 | 3,16+1,40 | 0,001
Thi giac khong gian (X + SD) | 2,41+0,81 | 2,13+0,90 | 2,25+0,86 | 0,094
Tap trung chd y (X * SD) 4,74+1,24 | 423+131 | 4,4621,30 | 0,049
Hoc tap + tri nhé (X + SD) 3,00+1,55 | 2,45+1,40 | 2,74+1,50 | 0,031
Chirc nang ngon ngir (x + SD) | 1,50+0,91 | 1,45+0,85 | 1,47+0,88 0,760
Tu duy triru twgng (X +SD) | 1,22+0,84 | 0,96+0,85 | 1,08+0,85 | 0,136
Pinh huéng (X + SD) 5,72+0,81 | 5,36+1,18 | 5,52+1,04 | 0,082

Chtic nang diéu hanh va hoc tap tri nhé c6 su khac biét theo nhém tudi (p< 0,05).
Cac linh vuc chirc nang nhan thire khac nhu thi giac khéng gian, tap trung chu y, chac

nang ngon ngt, tu duy triru tugng va dinh hudong khong gian thoi gian khéng co sy

khéc biét theo nhdm tudi (p> 0,05).

Bdng 3.24. Phan tang cAc réi logn linh viec chire ndng nhan thirc theo MoCA

MoCA MoCA <21 MoCA > 21

Thong so (n=51) (n=51) P

Chie ning diéu hanh (X £SD) |  2,161,05 4,16+0,90 <0,001
Thi giac khdng gian (x + SD) 1,82+0,88 2,69+0,58 <0,001
Tap trung cha y (x £ SD) 3,80£1,30 5,12+0,91 <0,001
Hoc tap + tri nhé (X + SD) 1,96+1,20 3,51+1,36 <0,001
Chirc nang ngon ngir (X + SD) 1,12+0,82 1,82+0,79 <0,001
Tuw duy triru tweng (X + SD) 0,69+0,81 1,47+0,70 <0,001
Pinh huéng (X + SD) 5,10+1,33 5,94+0,24 <0,001

Muc diém trung binh cac linh vuc chic niang nhan thire nhu chirc ning diéu
hanh, thi giac khong gian, tap trung chd y, chirc nang ngdn ngit, tu duy triru tuong,
dinh hudng thoi gian khdng gian thap hon nhiéu & ngudng MoCA < 21 so véi MoCA
> 21 (p< 0,0001).
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Bdng 3.25. Phan tang cc réi loan linh viec chire ndng TKNT theo DSM 5

DSM 5 RLTKNT nhe R.I;TK‘NT
Théng sé in:42) _dlen Elnh p
(x £SD) (n=60) (x +SD)

Chikc ning diéu hanh (X + SD) 4,17+0,94 2,45+1,23 <0,001
Thi giac khdng gian (x + SD) 2,67+0,57 1,97+0,92 <0,001
Tap trungchay (X = SD) 5,07£1,05 4,05+1,31 <0,001
Hoc tap + tri nhé (X £ SD) 3,57+1,31 2,15+1,34 <0,001
Chire nang ngon ngir (X + SD) 1,90+0,76 1,17+0,83 <0,001
Tw duy triru tweng (X + SD) 1,43%0,73 0,83+0,85 <0,001
DPinh hwéng (X * SD) 5,95+0,22 5,22+1,26 <0,001

Mt diém trung binh ciia cac linh vuc chic ning nhan thac & nhém RLTKNT

dién hinh thap hon so v6i RLTKNT nhe theo phan loai DSM 5, p< 0,001.
Bdng 3.26. Phan tich lién quan cac roi loan linh vuec chite nang TKNT theo DSM 5

DSM 5 RLTKNT RLTKNT Chung
Giatri | nhe (n=42), dién hinh n=102 p

Théng sb (n, %) (n=60), (n,%) (n, %)
Chire niing diéu  |Giam 22 (52,38) 55 (91,67) 77(7549) | _ 0.001
hanh (n,%) Binh thuong | 20 (47,62) 5 (8,33) 25 (24,51) !
Thi giac khong  |Giam 12 (28,57) 40 (66,67) 52 (50.98) | _ 001
gian (n,%) Binh thuong | 30 (71,43) | 20(33,33) | 50 (49,02) |
Tap trung chuy |Giam 26 (61,90) 53 (88,33) 79 (77,45) 0.002
(n,%) Binh thuong | 16 (38,10) 7 (11,67) 23 (22,55) |
Hoc tap + tri nhé |Giam 30 (71,43) 58 (96,67) 88 (86.27) | _, 001
(n,%) Binh thuong | 12 (28,57) 2 (3,33) 14 (13,73) !
Chitrc nang ngéon |Giam 32 (76,19) 57 (95,00) 89 (87,25) 0.006
ngir (n,%) Binh thuong | 10 (23,81) 3 (5,00) 13(12,75) |
Tu duy triru Giam 18 (42,86) 43 (71,67) 61(5980) | o 103
twong (n, %) Binh thuong | 24 (57,14) 17 (28,33) 41(40,20) |
Pinh huéng thoi  |Giam 2 (4,76) 22 (36,67) | 24(2353)
?r;a; )khong gian o o thuong | 40 (9524) |  38(63.33) | 78 (76.47) | 00

Céc linh vuc chac nang TKNT bi réi loan chiém ty 1¢ cao Ia: chirc nang ngdn
ngit (87,25%), hoc tap tri nhé (86,27%), tap trung chi y (77,45%), chirc nang diéu hanh
(75,49%), tu duy trtru tuong (59,80%) va thi gidc khdng gian (50,98%).

Tat ca cac linh vuc chic ning TKNT suy giam déu c6 ty 1é cao hon & nhom
RLTKNT dién hinh so v&i nhdm RLTKNT nhe véi p< 0,05. Diéu dang luu y ngay
trong giai doan RLTKNT nhe da c6 réi loan céac linh vuc chirc nang TKNT lién quan.
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3.3. MOI LIEN QUAN GIUA CAC YEU TONGUY CO VA CONG HUONG TU
SO NAO VOI CAC MUC PO ROI LOAN THAN KINH NHAN THUC
3.3.1. Phan tich méi lién quan giita YTNC, tinh trang kiém soat dai thao dwong
véi ton thuwong CHT so n&o

Bdng 3.27. Phan tich mai lién quan giiza cac YTNC, bién chitng ddi thdo dwong va

biéu hién tim mach Véi ton thuwong teo ndo

Thang sé Teo ndo Khéng teo "
(n=47, %) (=55, %)
LAM SANG
Tuoi 71,81+7,01 61,44+6,57 <0,001
BMI 23,89+3,30 24,82+2 61 0,113
Vong bung 87,81+9,33 89,76+6,83 0,226
Thoi gian DTD 7,38+6,03 6,82+5,09 0,609
Thoi gian THA 6,34+6,32 5,04+4,61 0,232
Hut thude 14 10 (21,28) 12 (21,82) 0,947
Tién sir ha glucose mau 01 (2,13) 06 (10,91) 0,080
it/ khong hoa‘f dong thé lyc 35 (74,47) 29 (52,73) 0024
Hoat dong thé luc 12 (25,53) 26 (47,27) ’
HATT nam 133,15+16,35 127,15+16,4 0,068
HATTr nam 75,3+10,73 72,98+9,63 0,253
HATT dtng 130,06+15,78 127,07+17,7 0,373
HATTr diing 74,89+11 44 73,46+10,27 0,505
Ha HA tu thé 05 (10,64) 03 (5,45) 0,332
CAN LAM SANG
HbA1LC (%) 7,89+1,83 7,09+1.4 0,014
Glucose (mmol/l) 9,80+5,20 7,76x2,96 0,015
CT (mmol/l) 4,13+1,32 4,36+1,39 0,407
LDL.C (mmol/l) 2,30+1,17 2,37+1,20 0,765
HDL.C (mmol/l) 1,10+0,28 1,22+0,36 0,05
TG (mmol/l) 1,69+0,75 1,87+1,21 0,369
QTc (ms) 410,66+30,24 407,18+22,97 0,511
LVMI (g/m?) 97,34+22,24 104,31+24,09 0,135
BIEN CHUNG VA BIEU HIEN TIM MACH
., . | Co 5 (10,64) 3 (5,45)
Ha huyetdp twthe  rers 42 (89,36) 52 (94,55) 0,332
Co 8 (17,02) 11 (20,00)
T™eT Khéng 39 (82,98) 44 (80,00) 0,700
. Cé 22 (46,81) 22 (40,00)
vongmae DT =g 25 (53.19) 33 (60,00) 0,489
Co 11 (23,40) 6 (10,91)
TKNB Khéng 36 (76,60) 49 (89,09) 0,091




83

Thona sé Teo ndo Khéng teo
g (n=47, %) (n=55, %) P
Tang do day IMT | C6 45 (95,74) 47 (85,45) 060
PMC Khong 2 (4,26) 8 (14,55) !
- Co 28 (59,57) 33 (60,00)
Xo vita DM
o vira BMC Khong 19 (40,43) 22 (40,00) 0,965
BAt thut 18 (38,30 27 (49,09
LVMI at fiong (38,30) (49,09) 0,274
Binh thuong 29 (61,70) 28 (50,91)
> 440 ms 3(6,39) 5 (9,09)
T 12
QTe <440 ms 44 (93,62) 50 (90,91) 06
<500
EF 50% 7 (14.89) 10 (18,18) 0657
>50% 40 (85,11) 45 (81,82)

C6 méi lién quan gitra tudi, tinh trang hoat dong thé luc, glucose mau doi, HbA lc va

nong d6 HDL.C vai ton thuong teo ndo, khac biét c6 ¥ nghia théng ké (p< 0,05).
Bdang 3.28. Phan tich maéi lién quan giira cac YTNC, bién chitng ddi thdo dwong va
biéu hién tim mach Véi tén thuwong vi mach ndo

Ton thwong vi

Khéng ton thwong

Thong so mach (n=89, %) | vi mach (n=13,%) | P
LAM SANG

Tuoi 67,12+8,15 60,00+8,66 0,004
BMI 24,24%2 92 25,44%3,22 0,175
\Vong bung 88,38+8,12 92,15+7,41 0,117
Thoi gian BTD 6,99+5,66 7,69+4,61 0,670
Thoi gian THA 5,73+5,57 5,00+4,98 0,656
HUt thudc 14 18 (20,22) 04 (30,77) 0,388
it/ khong hoat dong thé luc 56 (62,92) 8 (61,54) 0923
Hoat dong thé luc 33 (37,08) 5 (38,46) ’
HATT nam 130,65+16,21 124,85+18,76 0,240
HATTr nam 74,64%10 70+10,8 0,125
HATT dung 129,43+16,46 121,77+18,46 0,126
HATTr dting 74,83+10,72 69,23+10,38 0,08
Tién sir ha glucose mau 06 (6,74) 01 (7,69) 0,899
CAN LAM SANG

QTc (ms) 408,46+27,83 411,00+14,83 0,749
LVMI (g/m?) 100,19+23,75 107,31+20,61 0,308
CT (mmo/l) 4,26+1,39 4,21+1,12 0,910
TG (mmol/l) 1,80+1,06 1,71+0,72 0,772
HDL.C (mmol/l) 1,17+0,33 1,13+0,29 0,648
LDL.C (mmol/I) 2,33+1,22 2,4+0,93 0,846
Glucose (mmol/l) 8,73+4,29 8,52+4,08 0,868
HbAlc (%) 7,46+1,64 7,48+1,81 0,965
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Théna s Ton thwong vi Khéng ton thwong
g mach (n=89, %) | vi mach (n=13,%) | "
BIEN CHUNG VA BIEU HIEN TIM MACH
, .| Co 06 (6,74 02 (15,38
Ha huyét ap tu the - ( ) ( ) 0,279
Khong 83 (93,26) 11 (84,62)
Co 18 (20,22 1 (7,69
TMCT ° (2022) (7.69) 0,278
Khong 71 (79,78) 12 (92,31)
i Co 37 (41,57) 7 (53,85)
Vong mac BTb ~ 0,404
Khong 52 (58,43) 6 (46,15)
Co 15 (16,85 2 (15,38
TKNB _ (16,85) (15.38) 0,894
Khong 74 (83,15) 11 (84,62)
Tang do day IMT | C6 83 (93,26) 9 (69,23) 0.007
PMC Khong 8 (6,74) 4.(30,77) ’
Co 55 (61,80 6 (46,15
Xo vita DMC ° (6180) (46.15) 0,283
Khong 34 (38,20) 7 (53,85)
Bat thut 36 (40,45 9 (69,23
LVMI 4t thuong (40.45) (69.23) 0,051
Binh thuong 53 (59,55) 4 (30,77)
> 440 7(7.87 1(7,69
QTc - m (7.87) (7.69) 0,983
< 440 ms 82 (92,13) 12 (92,31)
<50% 14 (15,7 2
cr 6 (15,73) 3(23,08) 0,507
>50% 75 (84,27) 10 (76,92)

C6 méi lién quan gitra tudi, ting d6 day IMT PMC véi ton thuong vi mach néo,
khéc biét co ¥ nghia thong ké (p< 0,05).
Bdng 3.29 . Phan tich mai lién quan giira muc tiéu kiém soat HbAlc, lipid mau, huyét
ap Véi ton thwong CHT so N0

2. . » Dat Khéng dat Chung
Tuoi | Théng so Giatri p
(n=54, %) | (n=48, %) | (N=102, %)

Muc tiéu kiém soat TG véi WML
Co 15 (14,71) | 13(12,75) | 28 (27,45)

<65 WML Khéng | 11 (10,78) 7 (6,86) 18 (17,65) | 0,763
Téng 26 (25,49) | 20(19,61) | 46 (45,10)
Co 16 (15,69) | 26 (25,49) | 42 (41,18)

>65 WML Khéng | 12 (11,76) 2 (1,96) 14 (13,73) | 0,004
Tong 28 (27,45) | 28(27,45) | 56 (54,9)
Co 31(30,39) | 39(38,24) | 70 (68,63)

Chung | WML Khong | 23 (22,55) 9(8,82) 32 (31,37) | 0,011
Téng 54 (52,94) | 48 (47,06) | 102(100,00)
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2. n ; . Pat Khong dat Chun
Tuoi | Théng so Giatri (n=54, %) (n:48,g%) (n=102, g/o) p
Muc tiéu kiém soat TG véi nhdi mau chién hrgc
o . | Co 8 (7,84) 3(2,94) 11 (10,78)
<65 E'IZ‘(’:' mau chien Khéng | 18(17,65) | 17(1667) | 35(3431) | 0,302
' Tong 26 (25,49) | 20(19,61) | 46 (45,10)
NRi mau chién Co 11 (10,78) | 20(19,61) | 31(30,39)
>65 ot Khong | 17 (16,67) 8 (7,84) 25 (24,51) | 0,031
' Téng 28 (27,45) | 28 (27,45) | 56 (54,9)
NRi mau chién Co 19 (18,63) | 23(22,55) | 42 (41,18)
Chung |, Khong | 35(3431) | 25(2451) | 60(58.82) | 0,229
' Téng 54 (52,94) | 48 (47,06) | 102 (100,00)
Muc tiéu kiém soat TG véi da ton thwong
Co 05 (4,9) 02 (1,96) 07 (6,86)
<65 Pa ton thwong | Khong | 21 (20,59) | 18(17,65) | 39(38,24) | 0,446
Tong 26 (25,49) | 20(19,61) | 46 (45,1)
Co 12 (11,76) | 22(21,57) | 34 (33,33)
>65 Da ton thwong | Khong | 16 (15,69) 6 (5,88) 22 (21,57) | 0,013
Téng 28 (27,45) | 28 (27,45) | 56 (54,9)
Co 17 (16,67) | 24(23,53) | 41 (40,20)
Chung | Patonthuong | Khéng | 37(36,27) | 24(23,53) | 61(59,80) | 0,070
Téng 54 (52,94) | 48 (47,06) | 102 (100,00)
Muc tiéu kiém soat HbAlc véi tinh trang teo vé nao theo thang diém GCA
Teo 3(2,94) 4 (3,92) 7 (6,86)
<65 GCA Khong | 24 (23,53) | 15(14,71) | 39(38,24) | 0,424
Tong | 27(26,47) | 19(18,63) | 46 (45,1)
Teo 12 (11,76) | 25(24,51) | 37(36,27)
>65 GCA Khéng | 12 (11,76) 7 (6,86) 19 (18,63) | 0,045
Tong | 24(23,53) | 32(31,37) | 56 (54,9)
Teo 15 (14,71) | 29 (28,43) | 44 (43,14)
Chung | GCA Khong | 36(35,29) | 22(21,57) | 58(56,86) | 0,009
Tong | 51(50,00) | 51 (50,00) | 102 (100,00)
Muc tiéu kiém soat HbAlc véi tinh trang teo nio theo thang diém MTA
Teo 4 (3,92) 4(3,92) 8 (7,84)
<65 MTA Khong | 23(22,55) | 15(14,71) | 38(37,25) | 0,70
Tong 27 (26,47) | 19(18,63) | 46 (45,1)
Teo 12 (11,76) | 24(23,53) | 36 (35,29)
>65 MTA Khéng | 12 (11,76) 8 (7,84) 20 (19,61) | 0,95
Tong 24 (23,53) | 32(31,37) | 56 (54,9)
Teo 16 (15,69) | 28(27,45) | 44 (43,14)
Chung | MTA Khoéng | 35(34,31) | 23(22,55) | 58(56,86) | 0,027
Téng 51 (50,00) | 51 (50,00) | 102 (100,00)
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2. . A . Pat Khong dat Chun
Tuoi Thoéng so Giatri (n=51. %) (n:51’g%) (n=102, g/o) p
Muc tiéu kiém soat HbAlc véi tinh trang teo néo theo thang diém Koedam
<65 Teo 3(2,94) 4 (3,92) 7 (6,86)
Koedam Khong | 24(23,53) | 15(14,71) | 39(38,24) | 0,424
Téng 27 (26,47) | 19(18,63) | 46 (45,1)
>65 Teo 12 (11,76) | 24 (23,53) | 36(35,29)
Koedam Khong | 12 (11,76) 8 (7,84) 20 (19,61) | 0,090
Téng 24 (23,53) | 32(31,37) | 56 (54,9)
Chung Teo 15 (14,71) | 28(27,45) | 43 (42,16)
Koedam Khong | 36(35,29) | 23(22,55) | 59 (57,84) | 0,016
Tong 51 (50,00) | 51 (50,00) | 102 (100,00)
Muc tiéu kiém soat HbAlc véi tinh trang teo héi hai ma
<65 Teo 2 (1,96) 3(2,94) 5 (4,9)
Teohdihaimd | Khéng | 25(24,51) | 16 (15,69) 41 (40,2) | 0,635
Tong 27 (26,47) | 19(18,63) | 46 (45,1)
>65 Teo 11 (10,78) | 22(21,57) | 33(32,35)
Teohdihaimd | Khéng | 13 (12,75) 10 (9,8) 23(22,55) | 0,105
Tong 24 (2353) | 32(31,37) | 56 (54,9)
Chung Teo 13 (12,75) | 25(24,51) | 38(37,25)
Teohdihaimad |Khong | 38(37,25) | 26 (25,49) | 64 (62,75) | 0,024
Tong 51 (50,00) | 51 (50,00) | 102 (100,00)
Muc tiéu kiém soat HbAlc véi tinh trang teo ndo chung
<65 Teo 4 (3,92) 4 (3,92) 8 (7,84)
Teo ndo Khéng | 23(22,55) | 15(14,71) | 38(37,25) | 0,70
Tong 27 (26,47) | 19(18,63) | 46 (45,1)
>65 Teo 13 (12,75) | 26 (25,49) | 39 (38,24)
Teo ndo Khong | 11 (10,78) 6 (5,88) 17 (16,67) | 0,03
Tong 24 (23,53) | 32(31,37) | 56(54,9)
Chung Teo 17 (16,67) | 30(29,41) | 47 (46,08)
Teo ndo Khéng | 34(33,33) | 21(20,59) | 55(53,92) | 0,008
Tong 51 (50,00) | 51 (50,00) | 102 (100,00)

Trong ton thwong vi mach mau ndo: Xét chung trong nhom nghién ctu kiém
soat TG khong dat muc tiéu c6 lién quan dén gia ting ton thuong chat tring so véi
nhom kiém soat TG dat myc tiéu (p< 0,05). O ddi twong PTD type 2 > 65 tudi: kiém
soat TG khong dat muyc tiéu c6 lién quan dén gia tang ton thwong chat trang, nhoi mau
chién lugc va da tén thuong so v6i nhdm dat muyc tiéu (p<0,05). Kiém soat HbA lc dat
hay khong dat muc tiéu khong lién quan dén ton thuong vi mach méu (p>0,05).

Trong ton thuong teo ndo: Viéc kiém soat HbAlc khong dat muc tiéu (HbAlc
> 7%) 6 lién quan dén gia ting ty 1¢ ton thuong teo ndo qua thang diém MTA, Koedam
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va teo hdi hai ma (p<0,05) ma khong lién quan dén tudi. Tuong tr, c6 méi lién quan
dén sy gia ting teo ndo chung, teo ndo qua thang diém GCA ¢ ddi twong > 65 tudi Voi
kiém soat HbAlc khong dat muc tiéu.

Chung toi thay gitra kiém soat Huyét ap va LDL.C dat hay khong dat muc tiéu
khong lién quan véi ton thuong teo ndo va vi mach mau ndo ¢ bénh nhan dai thao
duong type 2.

3.3.2. Phén tich lién quan giira YTNC, tinh trang kiém soat PTD véi RLTKNT

Bdang 3.30. Phan tich lién quan giza YTNC vgi RLTKNT theo phéan logi DSM 5

Thong s6 RLTKNT nhe RLTKNT dién 0
(n=42), (n, %) | hinh (n=60), (n, %)

LAM SANG
Tudi 62,64+7,27 68,72+8,48 <0,001
Thoi gian PTD 6,62+4,57 7,4046,12 0,485
Thoi gian THA 5,55+4,70 5,70+5,99 0,891
HA glucose mau 5 (11,90) 2 (3,33) 0,092
Hut thudc 14 9 (21,13) 13 (21,67) 0,977
it/ khong hoaf dong thé lyc 21 (50,00) 43 (71,67) 0.026
Hoat dong thé luc 21 (50,00) 17 (28,33) ’

Tiéu hoc 7 (16,67) 24 (40,00)

THCS 10 (23,81) 18 (30,00)
TOHY et 16 (38,09) 14 (23,33) 0:013

Cb+>bH 9 (21,43) 4 (6,67)
VB (cm) 90,55+9,06 87,68+7,19 0,079
BMI (kg/cm?) 24,98+2,87 23,98+3,00 0,094
HATT duang (mmHg) 127,12+18,20 129,38+15,88 0,506
HATTr dang (mmHg) 74,16+10,35 74,08+11,17 0,970
HATT nim (mmHg) 127,21+16,99 131,80+16,14 0,170
HATTr nam (mmHg) 73,90+9.95 74,15+10,40 0,905
CAN LAM SANG
QTc (ms) 406,90+18,85 410,10+30,82 0,551
LVMI (g/m?) 103,43+23,22 99,47+23,59 0,403
CT (mmo/l) 4,32+1,40 4,21+1,33 0,669
TG (mmol/l) 1,79+0,79 1,78+1,16 0,978
HDL.C (mmol/l) 1,18+0,39 1,16+0,28 0,826
LDL.C (mmol/l) 2,41+1,18 2,29+1,19 0,632
Glucose (mmol/l) 7,98+3,37 9,20%4,73 0,153
HbAlc (%) 7,27+1,78 7,59+1,56 0,337

C6 méi lién quan gitta tudi, trinh do hoc van va 16i séng tinh tai & hai nhom

RLTKNT nhe va RLTKNT dién hinh véi p < 0,05.
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Bdang 3.31. Phan tich lién quan YTNC bdt thurong va tinh trang kiém sodt ddi thdo

dwong voi RLTKNT theo phan logi DSM 5

Théng s6 Gia tri RLTKNT nhe | RLTKNT dién |~ Chung
9 : (n=42, %) | hinh (n=60, %0) | (=102, %) P
YEU TO NGUY CO
Nguy co 30 (71,43) 41 (68,33) 71(69,61) | 0,738
VB (cm)
Binh thuong | 12 (28,57) 19 (31,67) | 31(30,39)
> 23 31 (73,81 35 (58,33 66 (64,71) | 0,107
BMI (kg/m?) ( ) ( ) ( )
<23 11 (26,19) 25 (41,67) | 36 (35,29)
<30p/n 21 (50,00 43 (71,67 64 (62,75
HBTL p/ng ( ) ( ) ( ) 0.026
>30p/ng 21 (50,00) 17 (28,33) | 38 (37,25)
Co 34 (80,95) 48 (80,00) | 82(80,39)
THA 0,905
Khong 8 (19,05) 12 (20,00) 20 (19,61)
<5 nam 17 (40,48) 23(38,33) | 40(39,22)
TGDTD 0,827
> 5 nim 25 (59,52) 37 (61,67) 62 (60,78)
) Co 9 (21,43) 13 (21,67) 22 (21,57)
Hut thuoc la 0,977
Khong 33 (78,57) 47 (78,33) | 80 (78,43)
. < 65 tudi 27 (64,29) 19 (31,67) | 46 (45,10)
Do tuol — 0,001
> 65 tudi 15 (35,71) 41 (68,33) | 56 (54,90)
KIEM SOAT THEO MUC TIEU ADA
HA < 140/90 Dat 27 (64,29) 36 (60,00) 63 (61,76) 0661
mmHg Khong dat 15 (35,71) 24 (40,00) | 39(38,24) |
>5,2 12 (28,57) 15 (25,00) 27 (26,47)
CT (mmol/l) 0,687
<52 30 (71,43) 45 (75,00) 75 (73,53)
Dat 22 (53,38) 32(53,33) | 54(52,94)
TG (mmoll) 0,924
Khong dat 20 (47,62) 28 (46,67) | 48 (47,06)
Dat 25 (59,52) 38 (63,33) 63 (61,76)
LDL.C (mmo/l) 0,697
Khong dat 17 (40,48) 22 (36,67) | 39(38,24)
Dat 21 (50,00) 33 (55,00) | 54 (52,94)
HDL.C (mmo/l) 0,619
Khong dat 21 (50,00) 27 (45,00) | 48 (47,06)
>7 17 (40,48) 34 (56,67) 51 (50,00)
HbAlc (%) 0,108
<7 25 (59,52) 26 (43,33) | 51 (50,00)
>7,2 22 (52,38) 37 (61,67) | 59(57,84)
Glucose (mmol/l) 0,350
<72 20 (47,62) 23(38,33) | 43 (42,16)
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s g RLTKNT nhe | RLTKNT dién| Chung
Thoéng so Gia tri N —£0 o p
(n=42, %) |hinh (n=60, %) | (n=102, %)
BIEN CHUNG VA BIEU HIEN TIM MACH
, Cé 02 (4,76) 06 (10,00) 08 (7,84)
Ha HA tu thé 0,333
Khéng 40 (95,24) 54 (90,00) | 94 (92,16)
Cé 24 (57,14) 37 (61,67) | 61 (59,80)
Xo vira bM 0,647
Khéng 18 (42,86) 23(38,33) | 41 (40,20)
Tang do day Cé 38 (90,48) 54 (90,00) | 92 (90,20)
' 0,937
IMT DMC Khong 04 (9,52) 06 (10,00) 10 (9,80)
Cé 06 (14,29) 11 (18,33) | 17(16,67)
TKNB 0,589
Khéng 36 (85,71) 49 (81,67) | 85(83,33)
Cé 18 (42,86) 26 (43,33) | 44 (43,14)
VMDTD 0,962
Khong 24 (57,14) 34 (56,67) | 58 (56,86)
<50 6 (14,29) 11 (18,33) | 17(16,67)
EF (%) 0,589
>50 36 (85,71) 49 (81,67) | 85(83,33)
Bat thuong 19 (45,24) 26 (43,33) | 45 (44,12)
LVMI (g/m?) 0,849
Binh thuong | 23 (54,76) 34 (56,67) | 57 (55,88)
Cé 8 (19,05) 11 (18,33) | 19(18,63)
TMCT 0,927
Khéng 34 (80,95) 49 (81,67) | 83(81,37)
>440 03 (7,14) 05 (8,33) 08 (7,84)
QTc (ms) 0,826
<440 39 (92,86) 55 (91,67) | 94 (92,16)

Trong phan nhém RLTKNT dién hinh ty 1& déi twong it/ khéng hoat dong thé
lyc chiém 71,67% cao hon gap 2,5 lan nhdm c6 hoat dong thé luc 28,33%, khéc biét
c6 y nghia théng ké (p< 0,05); tuong tu, ty 1& ddi twong > 65 tudi chiém 68,33% cao
hon 2,16 1an so v&i nhdm < 65 tudi 1a 31,67%, khéc biét c6 y nghia théng ké (p< 0,001).

Cac yéu tb nguy co khac co sy khéc biét gitta hai nhém RLTKNT nhe va
RLTKNT dién hinh, nhung khéng c6 ¥ nghia thong ké (p> 0,05)
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3.3.3. Phan tich méi lién quan giira tén thwong trén CHT so ndo véi mirc dd roi
loan than kinh nhan thic

Bdng 3.32. Moi lién quan giiza ton thirong teo ndo véi RLTKNT theo DSM 5

, RLTKNT |RLTKNT dién| Chung
Thoéng so Giatri nhe (n=42) | hinh (n=60) (n, %) p
(n, %) (n, %)
Khéng teo| 33 (78,57) 25(41,67) | 58(56,86) | _ . 0,
Co teo 9 (21,43) 35(58,33) | 44 (43,14) ’
GCA Teonhe | 6(14,29) 23(38,33) | 29 (28,43)
Teo vira 3(7,14) 11(18,33) | 14(13,73) | 0,003
Teoning | 0 (0,00) 1(1,67) 1(0,98)
Khéng teo| 33 (78,57) 25(41,67) | 58(56,86) | _ . 04
Co teo 9 (21,43) 35(58,33) | 44 (43,14) ’
MTA 1 4 (9,52) 15 (25,00) | 19 (18,63)
2 2 (4,76) 12 (20,00) | 14(13,73) | o
3 1(2,38) 4 (6,67) 5 (4,90) ’
4 2 (4,76) 4 (6,67) 6 (5,88)
Khong | 32(76,19) 27(45,00) | 59 (57.84) | 400
Co 10 (23,81) 33(55,00) | 43(42,16) |
Koedam Teo nhe 7 (16,67) 21 (35,00) 28 (27,45)
Teo vira 3(7,14) 11 (18,33) | 14 (13,73) | 0,017
Teonang | 0 (0,00) 1(1,67) 1 (0,98)
Khong | 35 (83,33) 29 (48,33) | 64(62,75) | _ 0
Co 7 (16,67) 31(51,67) | 38(37,25) ’
Teohdihaima | Teonhe | 5 (11,90) 23(38,33) | 28(27,45)
Teo vira 0 (0,00) 03 (5,00) 03(2,94) | 0,005
Teoning | 02 (4,76) 05 (8,33) 07 (6,86)
Thé tich doithi | X+SD | 4,84+0,99 458+1,17 | 4,69+1,11 | 0,238
Stng thii duong| o | oy | 2954123 | 3,62+41,60 | 3.34+1,49 | 0,026
nao that bén

To6n thuong teo ndo trén CHT & bénh nhan DTD type 2 da xay ra ngay tur khi bénh
nhan c6 biéu hién RLTKNT nhe qua cac thang diém GCA, MTA, Koedam, khac biét
c6 ¥ nghia thong ké gitta hai nhém RLTKNT nhe va diém hinh, p < 0,001.

Teo hoi hai ma ciing ghi nhan dén 16,67% & nhdm RLTKNT nhe va 51,67% ¢
nhom c6 RLTKNT dién hinh (p<0,001), teo hoi hai md mic d6 nang ghi nhan & nhém
RLTKNT nhe 1a 4,76% va nhém c6 RLTKNT dién hinh 1 8,33% (p < 0,05).

Gia tri trung binh ciia khoang cach stmg thai dwong ndo that bén cé ting 1én &
nhom RLTKNT dién hinh so véi nhdm RLTKNT nhe (3,62+1,60 so vai 2,95+1,23),
khéc biét c6 ¥ nghia thong ké, p<0,05.
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Bdang 3.33. So sanh mai lién quan giita ton thiwong vi mach néo va da ton thieong trén
CHT véi RLTKNT theo DSM 5

RLTKNT |RLTKNT dién| Chung
Théng sb Gia tri nhe (n=42) | hinh (n=60) |(n=102, %) p
(n, %) (n, %)
Khoéng 16 (38,10) 15 (25,00) 31 (30,39) 0.192
Cé 26 (61,90) 45 (75,00) 71 (69,61) ’
Fazekas 1 12 (28,57) 20 (33,33) 32 (31,37)
2 7 (16,67) 13 (21,67) 20 (19,61) | 0,565
3 7 (16,67) 12 (20,00) 19 (18,63)
Nhoi ’ mau 16 Co 31 (73,81) 53 (88,33) 84 (82,35) 0.058
khuyét Khong | 11 (26,19) 7 (11,67) 18 (17,65) |
th‘?i mau vung Co 13 (30,95) 29 (48,33) 42 (41,18) 0.079
chién lugc Khong 29 (69,05) 31 (51,67 60 (58,82) ’
WML CAo 25 (59,52) 45 (75,00) 70 (68,63) 0.097
Khong 17 (48,48) 15 (25,00) 32 (31,37)
. Cé 11 (26,19) 30 (50,00) 41 (40,20)
ba ton thuong — 0,016
Khong 31 (73,81) 30 (50,00) 61 (59,80)

Ton thwong vi mach da xuat hién tir giai doan c6 RLTKNT nhe, khac biét khdng
c¢6 ¥ nghia théng ké gitra ton thwong vi mach véi tinh trang RLTKNT (p> 0,05).

Ton thuong nhdi méau 15 khuyét chiém ty 1é cao nhat 82,35%, ké dén la thoai hoa
chét trang 1a 68,63%, nhdi mau vang chién luoc 14 41,18%, (p> 0,05).

Tinh trang da t6n thuong ciing nhan thay xuat hién & nhom c6 RLTKNT nhe
chiém 26,19% va 50,00% & nhom RLTKNT dién hinh, p< 0,05.
Bdng 3.34. So sanh moi lién quan giiza ton thwong CHT so ndo véi RLTKNT qua gia

tri diém sé trung binh MMSE va MoCA

Thong so Gia tri MMSE MoCA
J "' (x +sD) P (X +SD) P
Ton thuwong teo ndo trén CHT so n&o

Cé 23,57+4,98 17,77+45,18

GCA — < 0,001 < 0,001
Khong | 27,34+2,21 22,97+3,69
Cé 23,80+4,99 17,84+4,87

MTA 8 <0,001 < 0,001
Khong | 27,17+2,45 22,91+4,06
Cé 23,91+4,68 18,26+4,96

Koedam - < 0,001 < 0,001
Khéng | 27,03+£3,04 22,53+4,39
N Co 23,6315,12 17,55+4,99

Teo hoi hai ma - <0,001 <0,001
Khoéng | 26,95+2,72 22,61+4,13
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Tén thwong vi mach trén CHT se ndo
Cé 25,3414 .51 19,92+5,27
Fazekas — 0,160 0,014
Khéng | 26,58+2,85 22,58+4,11
N .| Co 25,39+4,34 20,2645,17
Nhoi mau 16 khuyet - 0,086 0,046
Khong | 27,22+2,24 22,89+4,06
O : ) Cé 25,02+4,56 19,21+4,80
Nhot mau vung] ©O 0,155 0,011
chién luoc Khong | 26,20+3,80 21,78+5,04
Co 25,26+4,58 19,77+5,57
WML , ,004
Khong | 26,72+2,57 0095 22,91+£3,63 0,00
X Co 24,05+4,63 18,59+5,02
ba ton thuong — 0,001 < 0,001
Khong | 26,84+3,29 22,16+4,62

Diém s6 thap o hai thang diém MMSE va MoCA ¢6 lién quan dén ton thuong
teo ndo vai p < 0,001.

Piém sb trung binh caa MoCA thap hon c6 lién quan véi tén thuong vi mach
ndo nhu thoai hoa chat trang (p< 0,05); nhoi mau 16 khuyét, nhdi mau viing chién luoc
(p<0,05) so v&i nhém khéng c6 ton thuong. Biém sé trung binh cia MMSE khdng lién
quan dén ton thuong vi mach (p> 0,05).

Diém s6 thip MMSE va MoCA c6 lién quan dén tinh trang da ton thuong véi
p< 0,0001.

Bdang 3.35. So sanh mai lién quan giita Cac ton thirong ndo trén CHT véi cdc nguéng
diém phan logi RLTKNT qua MoCA

Thonasé | Gia tri MoCA <21 | MoCA > 21 p MoCa <26 | MoCa >26
1
gso ' (n=51,%) | (n=51, %) (n=86,%) | (n=16,%)| "
Ton thwong teo nio trén CHT s¢ ndo
Co |34(33,33)| 10(9,8) 41 (40,2) | 3(2,94)
GCA <0,001 <0,001
Khong | 17 (16,67)| 41 (40,2) 45 (44,12)| 13 (12,75)
Co | 34(33,33)| 17 (16,67) 42 (41,18)| 2(1,96)
MTA <0,001 <0,001
Khong | 17 (16,67)| 41 (40,2) 44 (43,14)| 14 (13,73)
C6 |32(31,37)] 11 (10,78) 40 (39,22)| 3(2,94)
Koedam <0,001 <0,001
Khong | 19 (18,63)| 40 (39,22) 46 (45,1) | 13 (12,75)
dil Co6 |30(29,41)| 8(7,84 36 (35,29)| 2(1,96
Teo hoi (2941)] 8(7.84) <0,030 (35.29) 2(1.99) <0,001
haima | Khang | 21 (20,59) | 43 (42,16) 50 (49,02) | 14 (13,73)
Sirng thai dwong
30 that bén 3,92+1,65| 2,76+1,05| 0,001 | 3,43+1,55| 2,88+1,02| 0,173
Thétich déithi | 4,41+1,11| 4,96+1,05| 0,012 | 4,63+1,09| 5,01+1,17| 0,204
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Ton thwong vi mach trén CHT se ndo

Cé 41 (40,2) | 30 (29,41) 60 (58,82)| 11 (10,78)
Fazekas - 0,018 0,935
Khéng | 10 (9,80) | 21 (20,59) 26 (25,49)| 5(4,90)
Nhoi | CoO | 46(45,10)| 38 (37,25) 73 (71,57)| 11 (10,78)
mau |o A 0,038 0,120
khuyét Khong| 5(4,90) | 13 (12,75) 11 (10,78)| 5 (4,90)
Nhoi Cé | 28(27,45)| 14 (13,73) 38 (37,25)| 4(3,92)
mau vung A 0,005 0,152
chién lugc Khéng | 23 (22,55) | 37 (36,27) 48 (47,06) | 12 (11,76)
C6 |42 (41,18)| 28 (27,45) 59 (57,84)| 11 (10,78)
WML 0,003 0,991
Khong| 9(8,82) | 23 (22,55) 27 (26,47)| 5(4,9)
3 Cé |30(29,41)| 11 (10,78 37 (36,27)| 4 (3,92
Pa  ton (29,41)| 11 (10,78) <0.001 (36,.27)| 4(3,92) 0477
thwong | Khong | 21 (20,59) | 40 (39,22) 49 (48,04) | 12 (11,76)

C6 mai lién quan giita teo ndo (qua cac thang diém GCA, MTA, Koedam, teo

hoi hai ma) voi ngudng diém cat MoCA 21 va MoCA 26 (p<0,001).

Thé tich d6i thi va simg thai duong ndo that bén c6 méi lién quan véi ngudng

diém cat MoCA 21, p<0,05, khong lién quan véi ngudng diém cat MoCA 26, p> 0,05.

C6 moi lién quan giira ton thuong vi mach ¢ ngudng diém cat MoCA 21

(p<0,05), khdng c6 méi lién quan & ngudng diém cat MoCA 26 (p>0,05). Cu thé, ton

thuong vi mach nhu thoéi hda chét trang, nhoi mau 16i khuyét, nhdi méau vaing chién luoc
¢6 ty 1& cao hon & nhom MoCA < 21 diém so v6i nhom MoCA >21 diém, p< 0,05.

C6 mébi lien quan giira da t6n thuong véi ngudng diém cit MoCA 21 (p<0,001).

Bdng 3.36. So sanh mai lién quan giiza cac ton thirong néo trén CHT so N30 Vi

nguong diém phan logi RLTKNT qua MMSE

Thang s Gid tri MMSE <23 MMSE > 23
9% =23 (%) | (0=79).(n%) | P
Ton thwong teo nao trén CHT s¢ ndo
Co 19 (82,61) 25 (31,65)
GCA - <0,001
Khong 04 (17,39) 54 (68,35)
Co 18 (78,26) 26 (32,91)
MTA - <0,001
Khong 05 (21,74) 53 (67,08)
Co 18 (78,26) 25 (31,65)
Koedam ~ <0,001
Khdng 05 (21,74) 54 (68,35)
. Cé 16 (69,57 22 (27,85
Teo hoi hai ma ~ ( ) ( ) <0,001
Khong 07 (30,43) 57 (72,15)
Sirng thai dwong nio that bén 3,96+1,43 3,16+1,47 0,024
Thé tich doi thi 4,24+0,91 4,81+1,12 0,026
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Tén thwong vi mach trén CHT se ndo
Co 19 (82,61) 52 (65,82)
Fazekas 0,123
Khong 04 (17,39) 27 (34,18)
N . Co 22 (27,85) 62 (78,48)
Nhoi mau lo khuyet 0,057
0 0 KUY ™ Khong 01 (4,35) 17 (21,52)
Nhéi mau ving Co 14 (60,87) 28 (35,44) 0.029
chién lwgc Khéng 09 (39,13) 51 (64,56) ’
Co 19 (82,61) 51 (64,56)
WML " 0,101
Khong 04 (17,39) 28 (35,44)
. Co 16 (69,57) 25 (31,65)
Pa ton thuwong — 0,001
Khong 07 (30,43) 54 (68,35)

C6 sy khéc biét vé ty Ié teo ndo toan bo (GCA), teo vung dinh cham (Koedam),
p <0,001; teo ving tran thai dwong (MTA), p< 0,05; teo hdi hai mi, p< 0,001 cao hon
0 nhom MMSE< 23 so v6i MMSE > 23.

C6 su khac biét vé ton thuong vi mach trén CHT bao gém: nhdi méau viing chién
lugc va da ton thuong chiém ty 1é cao hon & phan nhém MMSE< 23 so v6i MMSE >
23 vé6i p < 0,05.

Khoang cach stmg thai dwong ndo thit bén gidn Ion ¢ nhom MMSE< 23
(3,96+1,43) so véi nhom MMSE > 23 (3,16+1,47), p < 0,05. Thé tich d6i thi teo nho hon
& nhém MMSE< 23 (4,24+0,91) so véi nhém MMSE> 23 (4,81+1,12), p< 0,05.

Bdang 3.37. So sanh mai lién quan giita ton thuwong ndo trén CHT véi RLTKNT qua
thang diém MoCA & MMSE kém bién ching vong mac ¢ doi tiong PTP type 2

Vong mac dai thao dwong (+) (n=44)
Thoéng sb Giatri MoCA MMSE
(X +SD) P (X +SD) P
Ton thwong teo ndo trén CHT so n&o
Co 19,55+5,09 24,90%4,14
GCA 0,018 0,030
Khdng 22,75%£3,53 27,08+£2,15
Co 19,00+4,51 24,904,114
MTA 0,001 0,030
Khoéng 23,21+3,68 27,08+2,15
Co 19,68+5,20 24,79+4,22
Koedam 0,039 0,023
Khoéng 22,52+3,64 27,08+2,10
L Co 19,06+4,68 25,06+3,92
Teo hoi hai ma 0,005 0,089
Khong 22,85+3,82 26,81+2,78
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Tén thwong vi mach ndo trén CHT so n&o
Co 20,77+5,00 26,00+3,51
Fazekas - 0,245 0,785
Khong | 22,54+313 26,31+3,07
A5 mau 1a|  Co 20,66+4,65 25,74+3,55
Nhoi  mau lo & 0,006 0,178
khuyet Khéng 23,78+3,31 27,44+2,06
Ai mau Vi Co 19,50+4,93 25,15+4,00
Nhoi mau ving 0,015 0,089
chién lwec Khéng 22,79+3,68 26,88+2,56
Cé 20,69+4,91 25,81+3,69 0,375
WML - 0,150
Khong | 22,92+3,03 26,83+2,17
) Co 20,06+5,48 25,17+4,09
Da ton thwong - 0,134 0,130
Khong | 22,15+3,65 26,73+2,63

O dbi twong c6 bién ching véng mac dai thio dudng, diém sb trung binh MoCA
thap co lién quan dén teo ndo (p< 0,05) va teo hdi hai ma (p< 0,05). Biém sb trung binh
MMSE thép ciing c6 lién quan dén teo ndo véi p< 0,05 nhung khong c6 méi lién quan vai
teo hoi hai ma (p>0,05).

C6 mébi lién quan c6 y nghia thong ké gitra diém so trung binh thap cia MoCA
v6i nhdi mau chién luoc (p< 0,05); nhung MMSE thi khong (p> 0,05).

Khéng c6 mdi lién quan giita da ton thuong vai diém sé trung binh MoCA, MMSE

Bdng 3.38. So sanh mai lién quan giita tén thiong ndo trén CHT véi RLTKNT qua
thang diém MoCA & MMSE kém bién chiing réi logn IMT dgng mach canh

Tang d§ day IMT dong mach canh (+) (n=92)
Thong so Gia tri MoCA MMSE
(X +SD) P (X +SD) P
Ton thwong teo ndo trén CHT
Co 17,57+5,05 23,31+4,95
GCA <0,001 <0,001
Khdng 23,36+3,65 27,40+2,96
Co 17,88+4,92 23,67+2,59
MTA <0,001 <0,001
Khdng 23,20+4,08 27,16x1,67
Co 18,07+4,82 23,66+4,65
Koedam < 0,001 < 0,001
Khong 22,84+4,51 27,04+3,22
o Co 17,59+5,05 23,49+5,11
Teo hoi hai ma <0,001 <0,001
Khong 22,82+4,18 26,91+2 87
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Tén thwong vi mach trén CHT
Co 19,9245,31 25,17+4,61
Fazekas 0,019 0,190
Khoéng 22,73+4,40 26,46+3,02
i e 13| CO 20,20+5,23 25,25+4,42
Nhol( mau lo 0,018 0,121
khuyet Khong 23,85+3,89 27,23+2,46
At e e | CO 19,03+4,78 24,74+4,57
Nhoi mau vung 0,008 0,133
chién lugc Khéng 21,91+5,20 26,09+3,96
Co 19,77+5,36 25,08+4,69
WML 0,006 0,111
Khéng 23,00+4,05 26,63+2,71
) Co 18,41+4,90 23,79+4,61
Pa ton thwong <0,001 0,001
Khong 22,42+4,79 26,81+3,49

C6 mébi lién quan c6 ¥ nghia thong ké gitra diém s6 trung binh thap cia MoCA
va MMSE véi ton thuong teo ndo (p< 0,001).

C6 mébi lién quan c6 ¥ nghia thong ké gitra diém s6 trung binh thap cia MoCA
véi ton thuong vi mach (p< 0,05); nhung MMSE thi khong (p> 0,05).

C6 méi lién quan giira tinh trang da ton thuong véi diém sé trung binh thap
cua MoCA

Bdang 3.39. So sanh mai lién quan giita tén thiong ndo trén CHT véi RLTKNT qua
thang diém MoCA & MMSE kém bién ching ha huyét ap tu thé

Ha huyét ap tu thé (+) (n=8)
Thong so Gia tri MoCA MMSE
(X +SD) P (X +SD) P
Ton thwong teo ndo trén CHT
Co 16,50+6,95 23,5015,80
GCA 0,212 0,533
Khdng 21,50+1,73 25,50%1,73
Co 17,00+6,12 24,2015,26
MTA 0,195 0,812
Khdng 22,33%0,58 25,00+4,11
Co 16,50+6,95 23,5015,80
Koedam 0,212 0,533
Khdng 21,50+1,73 25,50%1,73
o Co 17,25+7,04 25,75+4,57
Teo hoi hai ma 0,400 0,431
Khong 20,75%3,20 23,25%3,78
Ton thwong vi mach ndo trén CHT
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Co 16,40+5,22 23,80+4,87
Fazekas ~ 0,072 0,575
Khong 23,33+1,53 25,67+2,89
5i mau 15| Co 17,8345,85 24,67+4,84
NhOIA mau 10 ] 0,326 0,860
khuyet Khong 22,50+0,71 24,00+0,00
i mau vinal Co 12,0045,66 18,50+0,71
Nhoi mau ving| -9 0,017 0,002
chien luoc Khéng 21,33+2,86 26,50+2,07
Co 16,40+5,23 23,80+4,87
WML - 0,072 0,575
Khong 23,33+1,53 25,67+2,89
A Co 17,00+7,07 23,25+5,56
Pa ton thuwong — 0,331 0,431
Khong 21,00+2,71 25,75+2,06

O nhom ddi tugng c6 ha huyét ap tu thé dang, c6 mai lién quan giita nhoi mau

viing chién lugc véi diém s trung binh thap caa MoCA va MMSE, p < 0,05.

Bdng 3.40. Moi lién quan giga ton thiong ndo trén CHT véi RLTKNT qua thang
diém MoCA ¢ doi twong ddi thdo dwong type 2 ¢6 bién ching

Chua bién Mét bién Pa bién
A < o chirng chirng chirng
Thongso | Giatri g ey P MoCA P MoCA P
(X +SD) (X +SD) (X +SD)
Cé 17,83+4,49 16,73%578 18,1945 20
GCA At 0,012 M 0,005 > <0,001
Khong | 23,88+3,14 | 21,833,95 | 23,67+3,48 !
Cé 20,17+3,82 16,73%578 17,78+4,67
MTA 4 <0,001
Knong | 22132546 | %% 2183305 | 2% 22072351 | <O
Cé 18,864,091 16,70£6,09 18,69+4,57
Koed At 0,052 > 0,009 Achl 0,002
ocdam I hong | 23,71%3,35 21,63+3,99 23,0044 .91
Teohsi | C6 10,40%3,71 17,00,6,02 17,30+4.85
00 _ 0,287 0,017 <0,001
haima [ Khong | 22,33%5,15 21,50+4,18 23,55£3,67
Cé 22,38%5,42 19,0045,15 19,0545 47
F k i) 1 4 ) i) 2 ) i) 1
azekas 1 ong | 19832071 | % [ 2264434 | 002 3712287 | 2018
Nhai mau | Co 21,57%3,60 19,585,442 20,43%5,29
Lo ma . 0,713 0,225 0,095
16 khuyet | Khéong | 21,00+6,00 22,13+3,72 23,75+3,54
Nhdi mau | Cé 19,6745,23 19,20+5,45 18,40+4,57
ung chién 0,833 0,332 0,005
VI ST Khong | 21,92+4,99 20,95+4,88 22,41+4,99
Cé 22,38+4,24 18,64%5,24 19,87+5,46
WML 0,343 0,015 0,010
Khong | 19,83+5,42 23,0023,64 23,03%2,59
Pa ton Cé 21,25+4,11 17,00£5,29 19,00+4,92
0,087 0,003 0,013
thuong [ Khong | 21,30%5,21 22,14+4,02 22,47+4,93

Péi tugng DTD type 2 c6 cang nhiéu bién chiing thi cang c6 méi lién quan véi

t6n thuong teo cac ving ndo, ton thuong vi mach ndo va da ton thuong (p<0,05). Véi

t6n thuong nhoi mau 16 khuyét khac biét khong cé y nghia thong ké lién quan dén sb

lugng bién chieng (p>0,05)
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O phan nhdm c6 mét bién chang, ching toi ghi nhan c6 méi lién quan giita diém sé
MOoCA thap Vai c4c ton thuong teo nio (p< 0,05) va teo hdi hai ma (p< 0,05) cling nhur lién
quan véi ton thuong chét tring (p<0,05) va da ton thuong (p< 0,05). Twong tw, & phan nhom
da bién chiing, c6 thém méi lién quan gita MoCA véi nhdi mau chién lugc (p<0,05).

Bdng 3.41. Moi lién quan giga ton thirong ndo trén CHT véi RLTKNT qua thang
diém MMSE ¢ déi tiwong ddi thdo dwong type 2 ¢6 bién ching

Chua bién Mét bién DPa bién
. ) chirng chirng chirng
Théng so Gia tri — p — p — p
MMSE (X + MMSE (X + MMSE (X =
SD) SD) SD)
Cé 24.67+3,67 22 55+6,02 23,74+4.86
GCA 0,021 0,007 <0,001
Khong | 28,50+1,60 26,61+2,33 27,63+2,10
cé 26,33+2,73 22 55+6,02 23,74+4,86
MTA 0,619 0,007 <0,001
Khong | 27,25%3,69 26,61+2,33 27,63+2,10
cé 25,29+3,73 22,10+6,15 24.23+4.22
Koedam 0,066 0,003 0,013
Khong | 28,43%1,72 26,63+2,28 27,04%3,76
Aina: | CO 26,20+3,03 22 70+6,33 23,48+4,91
Tea hoi hai 0,591 0,020 0,0001
ma Khong | 27,22+3,46 26,38+2,55 27,3242.64
cé 27,8842,53 24, 57+4.85 25,28+4,51
Fazekas 0,183 0,154 0,228
Khong | 25,50+3,78 26,82+2,23 26,86+2,96
Aioax | Co 26,92+3,18 24,77+4,68 23.35+4,39
Nhﬁr'] maulo| 0,874 0,202 0,159
uyet | Khong | 26,50+4,95 27.00+1,93 27,632,13
Nhoi mau | C6 27,57+2,15 25 0045,03 24.15+4,42
vung chién A 0,430 0,728 0,038
Iwoc Khong | 26,14+4,10 25 534372 26,59+3,84
Cé 27,8842,53 24,7345 00 2503457 | 0,05
WML 0,183 0,303
Khong | 25,50+3,78 26,33+2,35 27,57+1,99
Patén | CO 27,00+2.83 22 5445 44 24.37+4,23 | 0,039
N - 0,922 0,003
thuong | Khong | 26.80+3.52 27,0042,12 26,73+4,20

O phan nhém c6 mot bién chirng chiing ti nhan thay c6 méi lién quan giira
ton thuong teo cac ving nio (p< 0,05) va teo hdi hai ma (p< 0,05) va da ton thuong
(p< 0,01) véi diém sb thap cia MMSE so v&i nhom khéng bi ton thuong.

O phan nhom da bién chirng ching tdi ghi nhan thay c6 méi lién quan giira
diém s6 thap cia MMSE voi ton thuong teo cac ving ndo (p< 0,05)va teo hoi hai
mi (p< 0,001) ciing nhu nhdi méau ving chién luoc (p< 0,05), thoai hoa chét trang

(p<0,05) va da ton thuong (p < 0,05) so v&i nhém khong ton thuong.
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3.3.3. Phan tich méi lién quan dinh khu tén thwong trén CHT so ndo véi CAc roi

loan linh vuc chire ning than kinh nhan thic

Bdng 3.42. Phan tich mai lién quan giia ton thirong dinh khu teo néo trén CHT vdi
cac roi loan linh vuc chite nang than kinh nhdn thic

CHT

GCA (+)

MTA (+)

Koedam (+)

Théng sé

(x £SD) p

(X % SD)

P

(X *SD)

p

Chitc niing diéu
hanh

2,48+1,25 | <0,001

2,52+1,21

<0,001

2,58+1,22

<0,001

Thi
gian

giac khoéng

1,91+0,88 | <0,001

1,84+0,86

<0,001

1,95+0,84

0,002

Tap trung cha y

3,91+1,38 | <0,001

4,00+1,29

0,001

4,00+1,35

0,002

Hoc tap + tri nhé

2,32+1,25 | 0,013

2,39+1,21

0,039

2,35%1,29

0,025

Chirc nang ngon
ngir

1,30+0,88 | 0,078

1,27+0,82

0,046

1,35+0,87

0,232

Tw duy triuru tuwong

0,75+,081 | 0,001

0,77+0,80

0,001

0,81+0,82

0,007

Pinh hwéng thoi
gian, khdng gian

5,11+1,37 | <0,001

5,05+1,40

<0,001

5,21+1,30

0,009

R&i loan céc chire nang didu hanh, thi gide khong gian, tap trung chd y, hoc tap+ tri

nhé, tu duy triru tugng, dinh hudng thoi gian khong gian c6 lién quan dén tinh trang teo

VO Ndo toan bo, teo thiy tran thai dwong va teo thuty dinh cham (p< 0,05).

Chtic nang ngdn ngir giam lién quan nhiéu dén teo tran thai duong (p <0,05)

Bdng 3.43. Phan tich méi lién quan giia ton thirong vi mach mau trén CHT so ndo

V6i cac roi logn linh vuc chike nang than kinh nhdn theec

CHT Fazekas NMN 15 khuyét | NMN chién lwoc
Thong sé (X £SD)| p |[(x£SD)| p |(X%SD) | p
ﬁ;‘;‘; nang  dieu | 54149 49| 0119 |3,05+1,40 | 0,088 | 2,83+1,34 | 0,050
Thi giac khong gian | 2,21+0,89 | 0,443 | 2,20+0,89 | 0,186 | 2,10+0,85 | 0,119
Tap trung chd ¥ 437+1,34 | 0,266 |4,42+1,36 | 0,460 | 4,21+1,35 | 0,108
Hoc tap + trinhé | 2,69+1,45 | 0,647 | 2,67+1,47 | 0,319 | 2,52+1,44 | 0,234
ﬁ;:c nang  NgoM | 4 34+ 084 | 0,020 |1,39+0,88 | 0,052 | 1,33+0,87 | 0,187
Tu duy triru twgng | 0,94+0,83 | 0,015 |1,02+0,85 | 0,163 | 0,86+0,84 | 0,028
Dinh huéng thel | o o0 50| 00130 | 5,45+1,11 | 0,160 | 5,36+1.14 | 0,189
gian, khdng gian

Chtec ning diéu hanh va tu duy triru teong suy giam ¢6 mdi lién quan véi nhoi
mau ving chién lugc p< 0,05.
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Ton thuong chat tring qua thang diém Fazekas c6 méi lién quan véi suy giam chic
nang ngon ngtr, tu duy triru tgng va dinh hudng thoi gian khong gian p< 0,05.
Tén thwong dang nhdi mau 15 khuyét khéng c6 lién quan dén réi loan cac linh
vuc chirc nang than kinh nhan thic, p> 0,05.
Bdng 3.44. Phan tich mai lién quan giia cac roi loan linh viec chire nang than kinh
nhdn thizc véi ton thirong khdc trén CHT

WML
(x £SD) p

Pa ton thuong
(x =SD) p

Teo hdi hai ma
(x £SD) p

CHT

Théng sb

Chikc niing diéu hanh

2,45%1,22

<0,001

2,99+1,44

0,067

2,68+1,23

0,004

Thi giac khdng gian

1,79+0,88

<0,001

2,16+0,90

0,091

1,95+0,87

0,003

Tap trung cha y

3,92+1,34

0,001

4,37+1,34

0,305

4,17+1,36

0,063

Hoc tap + tri nhé

2,34+1,15

0,04

2,63+1,49

0,289

2,54+1,33

0,273

Chirc nang ngon ngir

1,21+0,81

0,020

1,33+0,85

0,015

1,27+0,84

0,055

Tuw duy triru twgng

0,79+0,81

0,008

0,96+0,82

0,033

0,90+0,83

0,087

Pinh hwéng thoi

gian, khong gian 5,05+1,39

<0,001| 5,34+1,20 | 0,011 |5,07+1,35| <0,001

Teo hoi hai mi 6 lién quan dén céc réi loan chirc nang diéu hanh (p< 0,001), thi giac
khéng gian (p< 0,01), tap trung chi y (p< 0,001), hoc tap+ tri nhd (p< 0,05), chire nang ngbn
ngtr (p< 0,05), tr duy triru twong (p< 0,05) va dinh hudng thoi gian khéng gian, (p < 0,05).

Ton thuong chét trang ¢d lién quan dén chiic nang ngon ngir, tu duy triru tugng
va dinh hudng thoi gian khong gian, (p < 0,05).

Pa ton thuong trén CHT so ndo c6 mdi lién quan dén suy giam chitc ning dinh
huéng thoi gian, khong gian (p< 0,001), chirc nang diéu hanh va thi gi4c khéng gian
(p <0,05).

3.4. PHAN TiCH TUONG QUAN GIUA CAC YTINC, TON TUONG CHT SQ

NAO VA RLTKNT QUA THANG PIEM MMSE, MoCA
Bdng 3.45. Dién tich duéi dwong cong ROC gizza CAc yéu té nguy co Véi ton thiong
nao (teo ndo+ vi mach ndo) trén cong huong tu

. . 2 . Khoang tin cay
Thong so AUC | biem cat | Se (%) | Sp (%) p
GTNN | GTLN
Tudi 82,10 61,5 77,80 | 83,30 | <0,0001 | 70,10 | 94,00
HATT 64,90 119 81,10 | 58,30 0,094 | 46,40 | 83,40
HATTr 67,40 62,5 85,60 | 50,00 0,051 | 50,90 | 83,90
IMTDMCCP | 61,90 0,75 83,30 | 58,30 0,182 | 42,20 | 75,40
IMT PMCT P | 71,70 0,75 82,20 | 41,70 0,015 | 53,90 | 89,50
IMTPMCCT | 73,30 0,85 66,70 | 75,00 0,009 | 57,30 | 89,30
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IMTDPMCTT | 70,70 0,85 68,90 75,00 0,020 52,80 88,60
Glucose 51,60 5,50 86,70 33,30 0,856 33,20 70,00
HbAlc 55,50 6,65 63,30 50,00 0,540 36,90 74,10
CT 51,50 3,35 70,00 58,30 0,864 34,90 68,20
HDL.C 58,80 1,12 54,40 75,00 0,324 42.20 75,40
TG 52,80 1,41 63,30 41,70 0,751 36,30 69,40
LDL.C 46,70 3,49 17,80 | 100,00 0,712 29,80 63,60
=
P/ -5
P,
7

Biéu do 3.2. Dién tich duéi dwong cong ROC giiza CAC yéu té nguy co véi ton thuong
nao trén CHT (teo ndo+ vi mach néo)

Tudi va bé day I6p ndi trung mach dong mach canh c6 dién tich dudi duong
cong ROC cao nhat ( AUC ROC > 70% véi p< 0,05) 1a yéu té anh hudng dén ton
thuong nao nhiéu hon céc yéu td: glucose mau do6i, HbAlc, Cholesterol, HDL.C va
Triglycerid (AUC ROC <70%, p> 0,05).

Khi phéan tich dugi nhom, nhdm teo ndo va nhém ton thuong vi mach vai cac
yéu td nguy co chiing t6i ghi nhan:

Bdng 3.46. Dién tich dudi dirong cong ROC giiza Cac yéu to nguy co Véi ton thirong
teo néo trén cong huong tu

A ' . R < Se Sp Khoang tin ciy
Thong so AUC | Diem cat

g (%) (%) P GTNN | GTLN

Tuoi 85,70 66,50 7450 | 83,60 |<0,0001| 70,10 | 94,00

IMT bDMCCP | 62,60 0,85 70,20 | 58,20 | 0,029 | 51,80 | 73,30
IMT BDMCT P | 63,90 0,85 72,30 | 47,30 | 0,016 | 53,00 | 74,70
Glucose 62,20 7,85 57,40 | 70,90 | 0,034 | 33,20 | 70,00
HbAlc 64,70 7,05 63,80 | 61,80 | 0,011 | 36,90 | 74,10
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Biéu do 3.3. Dién tich due6i dwong cong ROC giiza YTNC Véi ton thuong teo néo trén CHT
Xét riéng trong nhom teo ndo ghi nhan: tudi, duong mau doi, HbA lc va bé day

16p nodi trung mac dong mach canh phai 1a YTNC quan trong anh huéng dén tinh trang
teo ndo, ¢ dién tich dudi duong ROC > 60%, p< 0,05.

Bdang 3.47. Dién tich dudi dwong cong ROC gida yéu té nguy co Véi ton thicong vi
mach néo trén cong huong tur

) , ., Khoang tin cay
Thong so AUC | biem cat | Se (%) | Sp (%) p

GTNN | GTLN

Tuoi 75,90 61,50 7750 | 76,90 0,003 60,10 | 91,80

IMT DMCT P 71,70 0,85 59,60 | 76,90 0,012 55,10 | 88,30

IMTPMCC T 73,70 0,85 67,40 | 76,90 0,006 58,80 | 88,60

IMT DMCT T 71,30 0,85 69,70 | 76,90 0,013 54,60 | 88,00

0.8+

0.6

Do nhay

0.4+
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Biéu dé 3.4. Dién tich dwdi dwong cong ROC giga yéu té nguy co Véi tén thuong vi
mach néo trén cong huong tur




Xét riéng trong nhém tén thuong vi mach ndo ghi nhan: tudi, bé day Iop noi trung
mac dong mach canh trai va PMC trong phai 1d3 YTNC quan trong anh huéng dén tinh
trang ton thuong vi mach mau ndo trén CHT, c¢6 dién tich dudi dudong cong ROC > 70%,
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p< 0,05.
Bdng 3.48. Moi twong quan gita MMSE, MOCA Véi tén thiong trén CHT so ndo
) - Thang diém MoCA MMSE
Thong so
Tén thwong teo nio
r -0,526™ -0,510™
GCA D 0,0001 0,0001
r -0,491™ -0,467"
MTA P 0,0001 0,001
r -0.464™ -0,456™
KOEDAM D 0,0001 0,0001
. r -0,484™ -0,394"
Teo hdi hai ma | ’
¢o ho1 halt ma D 0,0001 0,0001
Tén thuwong vi mach
r -0,287 -0,249
FAZEKAS 0 0,003 0,012
A , X A r 0’198* 07171
Nhoi méu 16 khuyét 0 0,046 0,086
A: X r 0,250° 0142
Nhoi mau chién luge 0 0,011 0,155
— r 0,279 0,166
Th . h , h" . ] ]
oai hoa chat trang D 0,004 0,095
- r 0,343 0,316
Thé tich doi1 thi 0 0,001 0,001
KC stng thai duong nio that r -0,390 0,319
bén P 0,001 0,001
- r 0,347 0,335™
Da ton thwong D 0,001 0,001

C6 mdi tuong quan nghich gitra teo ndo toan b, teo ndo tran thai duong va teo
ndo ving dinh cham véi thang diém MoCA va MMSE véi p< 0,001. C6 mdi tuong
quan nghich giira teo doi thi va hoi hai ma véi thang diém MMSE va MoCA p < 0,0001.

C6 mdi twong quan gitta thoai hda chat tring voi thang diém MoCA: r= 0,25,
p< 0,0001. C6 mdi twong quan thuan gitta nhdi mau 16 khuyét voi thang diém

MMSE va MoCA.

Pa t6n thuong ciing tuong quan thuan muac do chat véi thang dién MMSE va

MOoCA, p< 0,001.
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Bdng 3.49. Dién tich duéi dwong cong ROC va diém cat MMSE va MoCA trong ddnh
gia teo ndo va ton thirong vi mach mau ndo trén CHT so néo

Thong sé | AUC | Piém cat | Se (%) | Sp (%) p Khoang tin cgy
GTNN | GTLN

Ton thuong teo nio

MoCA 77,30 20,5 80,00 72,30 <0,001 | 0,679 | 0,868

MMSE 70,40 23,5 92,70 40,40 <0,001 | 0,602 | 0,805

Ton thwong vi mach mau néo

MoCA 65,40 20,5 84,60 48,30 0,047 0,521 | 0,787

MMSE 53,60 22,5 100,00 19,10 0,677 0,389 | 0,683

AUC-ROC ton thwong vi mach ndo

Thang sé

= 10Ca
= MSE

T T T
04 0g 08
Dé dic hidu

Reference Line

AUC-ROC ton thwoeng teo ndo

1.0

T
02

T I
04 08

Db dic higu

T
08

Thang digm
=—MOCa
= MMSE
Reference Line

Biéu dé 3.5. Dién tich dwdi duwong cong ROC va dé nhay, dé dac hiéu cia MMSE va
MOoCA trong danh gid ton thirong vi mach mau ndo va teo ndo trén CHT
Trong danh gia teo ndo, MoCA c0 dién tich duéi duong cong cao hon MMSE

(77,30% so vai 70,40%) véi diém cit tuong ttng MoCA 12 20,5 (20) (Se= 80,00%, Sp=
72,30%) va diém cat MMSE 1a 23,5 (23) (Se= 92,70%, Sp= 40,40%), khéc biét c6 y
nghia thong ké (p< 0,001)

Tuong tu, trong danh gia vi mach ndo, MoCA cd dién tich dudi duong cong cao
hon MMSE (65,40% so véi 53,60%), véi diém cat MoCA 20,5 (20) (Se= 84,60 va Sp=
48,3, p< 0,05) va diém cat MMSE 22,5 (22) (Se= 100,00%, Sp= 19,10%, p > 0,05) do
d6 MoCA c6 ¥ nghia trong danh gi4 ton thuong vi mach hon MMSE.
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3.5. PHUONG TRINH DU BAO NGUY CO TON THUONG TEO NAO VA VI
MACH NAO
3.5.1. Phan tich hdi quy da bién giira ton thwong teo nio trén CHT véi MMSE,
MoCA va cac YTNC c6 méi lién quan

Cin cir vao cac phan tich lién quan va tuong quan cic YINC véi ton thuong
ndo, chung toi dua vao cac bién phan tich hdi quy da bién nhu sau: tudi, glucose,
HbAlc, HDL.C, IMT DMC phai va IMT BMC trai, MMSE va MoCA va thu dugc két
qua phan tich nhu sau:

Bdang 3.50. Phan tich héi quy da bién nhj phan giiza YTNC Véi ton thirong teo ndo

Hé s6 hoi quy Heé s6 hoi quy Théng ké cong
Gia tri chwa chuan héa chuan héa D tuyeén
B Beta VIF

Constant 2,764 <0,0001
Tubi -0,028 -0,458 <0,0001 1,366
Glucose -0,009 -0,065 >0,05 1,366
HbAlc -0,026 -0,075 >0,05 1,553
HDL.C 0,223 0,149 >0,05 1,128
MMSE 0,003 0,008 >0,05 2,528
MoCA 0,024 0,268 <0,05 2,528
IMT DPMCTP 0,049 0,134 >0,05 1,633

Tur bang phén tich trén chung t6i c6 phuong trinh du bao teo néo:

Y1=2,739- 0,028x Tudi- 0,026x MoCA

Kiém dinh lai gia tri ¢6 nhay do dac hiéu ctua phuong trinh trén ching toi ghi nhan:
Bdang 3.51. Kiém dinh dé nhay, d¢ dac hiéu cia phirong trinh diw bao teo ndo

. L Khoang tin cay
Thong so | AUC | biém cat | Se (%) | Sp (%) p
GTNN | GTLN
Dw bao| g, 07| 1643 | 8360 | 7450 | <0001 | 0774 | 0920
teo nao

Nhu vay phuong trinh du béo tot vi dién tich dudi dudng cong AUC ROC dat
84,07%, diém cit -16,43 c6 do nhay Se: 83,60% va do dac hiéu Sp: 74,50% véi p<
0,001 (Khoang tin cay: 77,4%-92,0%).
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Biéu dé 3.6. Kiém dinh dg nhay (Se) va dé dac hiéu (Sp) ciia phwong trinh dy béo teo ndo
3.7.2. Phan tich hoi quy da bién giira da ton thwong nio (teo ndo va vi mach nio)
trén CHT véi cac YTNC c6 méi lién quan va thang diém MMSE, MoCA

Can cr VAo c4c phan tich lién quan va twong quan cac YTNC véi ton thuong
ndo, chung toi dua vao cac bién phan tich hdi quy nhu sau: tudi, glucose, HbAlc,
HDL.C, IMT DMC tréi, HA tdm truong, MMSE va MoCA va thu duoc két qua phan
tich nhu sau:

Bdng 3.52. Phan tich hoi quy da bién nhj phan giga YTNC Véi da tén thicong ndo

Hé s6 chua Hé sé Thong ké
Gia tri hiéu chinh hi¢u chinh P cong tuyén
. B Beta VIF
Constant 2,572 <0,0001
Tudi -0,025 -0,424 <0,0001 1,291
Glucose -0,010 -0,086 >0,05 1,576
HbAlc -0,029 -0,095 >0,05 1,438
HDL.C 0,280 0,182 <0,05 1,164
TG 0,060 0,244 >0,05 1,158
MoCA 0,024 -0,005 <0,01 1,234
IMT DPMCCT -0,004 0,005 >0,05 1,155
IMT DPMCTT 0,003 0,122 >0,05 1,137
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Tir bang phan tich trén ching t6i ¢ phuong trinh du bao tén thuong nio (teo
ndo va vi mach ndo):
Y2= 2,575 -0,025x Tudi + 0,28x HDL.c+ 0,024x MoCA
Kiém dinh lai gia tri do nhay d6 dac hiéu cta phuong trinh trén ching toi ghi nhan:
Bdng 3.53. Kiém dinh do nhay (Se), do dac hiéu (Sp) cia phicong trinh dir bao

da ton thwong ndo

, :2 Khoang tin ca
Thongsé | AUC | PEM e (06) [Sp (%) | p 9N eay
cat GTNN | GTLN

Dw bao N 7,10 485 | 8440 | 50,00 | 0018 | 0543 | 0,880
thwong nao

0.8

0.4

Pd nhay

0.2

0.0 T T T T
oo 02 04 06 0.8 1.0

1-Dic hiéu

Biéu dé 3.7. Kiém dinh dé nhay (Se) va dé dac hiéu (Sp) cia phwong trinh dw béo da
ton thuwong ndo
Nhu vay phuong trinh dy bao tét vi dién tich dudi dudng cong AUC ROC dat

74,10%, diém cat 4,85 c6 do nhay Se: 84,40% va d6 dic hiéu Sp: 50,00% véi p< 0,05

(Khoang tin cay: 54,3%-88,0%).
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Chwong 4
BAN LUAN

4.1. PAC PIEM MOT SO YEU TO NGUY CO, TINH TRANG KIEM SOAT PAI
THAO PUONG O POI TUQONG NGHIEN CUU
4.1.1. Pic diém vé mot sb yéu to nguy co va tinh trang kiém soat PTD

T4 chire nghién ciu vé& Alzheimer & Australia cho thdy khong phai hau hét tat ca
bénh nhan dai thao duong déu phét trién thanh RLTKNT nhung déi thao dudng lam gia
tang gap d6i nguy co phat trién sa stt tri tu¢ hay RLTKNT dién hinh so véi nguoi khong
mac bénh dai thao duong [22]. Qua nghién ciru ching toi tim ra mot sé cac YTNC va
tinh trang Kiém soét dai thao duong ¢ dbi twong DT type 2 cd6 RLTKNT nhu sau:
4.1.1.1. Dj tuoi

Theo bao céo diéu tra cua t6 chirc Alzheimer thé gidi nim 2019, ghi nhan: sa
st tri tu¢ khong phai 1a nguyén nhan tat yéu cua qua trinh 140 hoa, tuy nhién sa sut tri
tué gia tang ¢ nhitng nguoi 16n tudi, va tudi tro thanh yéu té nguy co chinh. 2/3 s6
ngudi mac bénh sa sdt tri tué cho rang nguyén nhan cua bénh 1a sy 140 hoa tu nhién,
mét sé it biét duoc 12 do pha hay té bao than kinh, day ciing 1a mét trong nhitng nguyén
nhan gay t vong hang dau & mot s6 qudc gia, trong dé co cac qudc gia thuoc chau A
Thai Binh Duong [23]. Ngay cang ¢ nhiéu ngudi d6 tusi 60 tham gia cac hoat dong
nhu nhitng nguoi d6 tudi 20- 30; ho vuot qua cac dinh kién van hoa xi hoi vé sy suy
yéu cua ngudi 16n tudi cé lién quan dén tinh trang sa sut tri tué.

That sy, cac biéu hién réi loan chirc nang than kinh nhan thire di dién ra tir kha
sém trude khi dugc chan doan sa sut tri tué, giai doan suy giam nhan thic mac do nhe
(Mild Cognitive Impairment) hay rdi loan than kinh nhan thac mic do nhe (Mild
Neurocognitive Disorder), nhiing réi loan nay anh huéng kha nhiéu bai cac bénh ly tim
mach chuyén hoa nhu dai thao duong type 2 [22], [24], [23], [28], [41].

Qua phan tich ching téi ghi nhan d6 tudi trung binh cua dbi trong nghién ctu
la 66,2248,51 nam; trong d6, RLTKNT xuét hién ¢ ddi tuong < 65 tudi chiém ty I¢ 1a
45,10% va 54,90% ddi twong > 65 tudi (p> 0,05).

Phan tich cac méi lién quan vé tudi voi rdi loan than kinh nhan thic ching toi ghi
nhan: do tudi trung binh mic RLTKNT nhe 1a: 62,64+7,27 va rdi loan than kinh nhan thic
dién hinh 1a; 68,72+8,48 (p<0,001). Két qua nay ciing tuong ddng vai tac gia Oana Albai
va cong su (2019) ghi nhan do tudi trung binh & nhém MCI 1a 63 tuoi (57-71); tuy nhién
& nhom sa stt tri tué 1a 72 tudi (69-76) cao hon nghién ctu cua ching i [22].
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Phan tich danh gia cac linh vic chire nang than kinh nhan thic theo tudi, ghi
nhan: diém sé trung binh giam & nhom ddi tuong > 65 tudi so v&i nhém < 65 tudi dac
biét 1a chtrc ning diéu hanh, hoc tap va tri nhé (p< 0,05). Biéu nay cho thy & ddi twong
DTD type 2 cang 16n tudi thi kha ning hoc tap tri nhé va chie ning diéu hanh xir tri
théng tin bi suy giam. Cac linh vuc chirc nang nhan thirc khac nhu thi gidc khéng gian
(goi tén+ vé hinh), kha nang tap trung chi y, chirc nang ngoén ngir, tu duy triru twong
va dinh huéng khong gian thoi gian & nhém ddi twong > 65 tudi c6 giam hon so voi
cac nhom ddi tugng < 65 tudi nhung su khac biét khong c6 ¥ nghia théng ké (p> 0,05).
NOGi cach khac, ngoai trir chire nang diéu hanh va hoc tap tri nhé cé thé bi anh huong
bai tudi tac, cac linh vuc chirc nang than kinh nhan thirc khac khéng c6 méi lién quan
Véi tudi tac ¢ ddi twong DTD type 2. Réi loan ndy goi ¥ cho tién doan DTD type 2 ¢6
thé anh huong dén cac linh vuc chie nang than kinh nhan thirc nhu thi giac khong gian,
kha nang tap trung chd y, chirc nang ngén ngtr, tu duy triru tuong va dinh hudng khong
gian thoi gian khi bénh nhan con tré tudi.

Theo APA (2013) ghi nhan tinh trang RLTKNT ngay cang duoc tré héa va gia
tang & cac nhom ddi tugng dai thio dudng va co bién ¢é tim mach xay ra tir truéc nhu
x0 vira mach mau, nhoi mau ndo... Theo Gregg EW (2003), d6 tudi khai bénh cua céc
RLTKNT & bénh nhan DTD type 2 tién trién nhanh hon 7,8 nam so vdi cac di tuong
c6 RLTKNT khdng c6 bénh 1y BDTD [64].
4.1.1.2. Trinh dé hoc vdn

Két qua cua qua trinh nhan thirc phu thudc rat nhiéu vao nhing kién thuc ky
nang trong qué trinh hoc tap, rén luyén trong hoat dong séng va co thuong xuyén sir
dung nhiing kién thirc ky nang d6 hay khong. Su rén luyén va sir dung thuong xuyén
nay anh huong dén ty 16 RLTKNT & cac nhom ddi tuong cd6 TDHV khac nhau.

Trinh d6 tiéu hoc va THCS chiém 57,84% so véi nhém hoc vin THPT va CP-
PH trd 18n 1a: 42,16% khac biét co y nghia théng ké (p< 0,05). Bang 3.30 ching toi
ghi nhan: ty 16 RLTKNT dién hinh & nhom c6 trinh d6 hoc van tir THPT va CB-DH
trg 1én chiém 30,38% thap hon c6 ¥ nghia théng ké so véi nhom Tiéu hoc va THCS Ia
40,18%; tuong tu, ty 16 RLTKNT nhe ¢ hai nhém nay lan luot 1a: 25,48% va 16,66%
(p< 0,05). Piéu nay cho thiy & nhom c6 TPHV cao ty 16 RLTKNT dién hinh thap hon
rat nhiéu so véi nhdm RLTKNT nhe. O nhom c¢6 TPHV trung binh ty 18 nay 1a tuong
duong nhau va & nhém c¢6 TDHV thap thi ty Ié RLTKNT dién hinh cao hon.
4.1.1.3. Théi gian phat hi¢n ddi théao dwéng

Qua nghién ctu ghi nhan dbi twong c6 RLTKNT phat hién BTD > 5 nam 1a
60,78% cao hon ddi twgng phtas hién BTD < 5 nam 1a 39,22%. Thoi gian phét hién



110

DTP trung binh 1 7,02 + 5,52 ndm. Su khéc biét vé thoi gian phat hién dai thao duong
khong c6 ¥ nghia théng ké (p>0,05), dang chu y 1a thoi gian phat hién dai thao duong
khong lién quan dén tinh trang RLTKNT (p>0,05) (bang 3.30). Két qua nghién ctu
khac véi céa tac gia nhu:

Audrey M. Tiehuis va cong su (2008) cho thiy & bénh nhan dai thao dudng
type 2, tinh trang teo ndo va ton thuong vi mach mau nio gia ting c6 lién quan dén
ndng do glucose mau, thdi gian mic bénh dai thao duong [25].

Esam S. Darwith (2018), nghién ctru trén 100 ddi twong dai thao dudong dang
diéu tri insulin ghi nhan: thoi gian mac bénh dai thao dudng va tudi cao la hai yéu t6
nguy co doc lap cia RLTKNT [54].

Oana Abai va cong su (2019) nhan thay: 42,03% dbi tuong dai thao duong type
2 ¢6 biéu hién RLTKNT nhe, thoi gian mac bénh dai thdo dudng ciing lién quan dén
phat trién RLTKNT, tac gia con ghi nhan: tat ca bénh nhan c6 RLTKNT nhe déu c6
réi loan vé tinh trang thira can béo phi, ting LDL.C, ndng do glucose mau, dot quy
hoac bénh ly tim mach déu 1a cac yéu té nguy co quan trong day nhanh tién trinh
RLTKNT nhe dén RLTKNT dién hinh [22].

ADA khéng dua ra cac khuyén céo cho thoi gian mac bénh BTD 1a mot trong cac
yéu to nguy co quan trong, chi xem thoi gian séng con lai ciia bénh nhan 12 bao lau nhiing
yéu td kém theo vé tinh trang mac bénh noi khoa kém theo, d6 tudi dé can nhac cac muc
tiéu theo ddi diéu tri [17]. D4i v6i bénh nhan DTD viéc kiém soat glucose mau va quan Iy
c4c yéu t6 nguy co ¢ ¥ nghia ngan ngira lam cham bién chiing nang 1én hon 1a thoi gian
mac bénh. Tuy nhién, khi thoi gian mac bénh kéo dai véi tudi cang cao thi dong thoi chirc
ning tuyén tuy ciing bat dau suy giam kéo theo cac rdi loan vé tin hiéu insulin va chic
ning té bao beta dao tuy ciing suy giam viéc kiém soat glucose mau s& kém hon. Pay 1a
yéu té nguy co c6 thé gop phan 1am ting ty 16 RLTKNT ¢ nhém dbi twong DT > 5 nam.
4.1.1.4. H(t thuéce 1a

HUt thube 14 duge xem nhu mot yéu tdt nguy co tim mach va hd hap doc lap,
g6p phan 1am ton thuong hé noéi mé mach mau, ting dap Gng viém va hé qua 1a ting
tién trinh xo vita mach mau va ngo doc té bao trong dé co té bao than kinh.

Qua thong ké chiing tdi ghi nhan cd su khac biét hat théc 14 & hai d6i tuong nam
va nit (p< 0,001). Ty I& hat thude 14 thudng xuyén & déi tuong nghién ctu 1a 21,57%.
Ching t6i con ghi nhan ¢ nhdém c6 hat thude 14 thi ty 16 RLTKNT dién hinh 12,75%
cao hon nhom c6 RLTKNT nhe 8,82%, khac biét khong c6 ¥ nghia théng ké (p> 0,05).
Qua bang 3.29 va 3.30 chlng tdi ghi nhan ty 18 ton thuong teo ndo la 21,28% & dbi
tugng hut thudc 14 twong dwong véi nhém khong c6 ton thuong teo ndo (21,82%);
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twong tu, c6 dén 20,22% dbi tugng tén thuong vi mach ndo ¢ hit thude 14 va trong
nhom hat thude 14 thi co6 dén 81,81% (18/22) trudng hop c6 tén thwong vi mach néo,
(p> 0,05). Nhu vay, quan sat cho thdy tuy c6 su thay d6i khac biét vé ty 1¢ gia ting
RLTKNT dién hinh ciing nhu ton thuong vi mach ndo & d6i twong hat thude 14 nhung
van chua tim thdy méi lién quan c6 y nghia thong ké giita hat thudc 14 ¢6 1am ning hon
tinh trang RLTKNT hay khong c6 thé do mau nghién ciu cia chang t6i chwa du nhiéu
dé két luan cho sy anh hudng cua thube 14 dén su khac biét nay.

Theo t6 chic ASH Scotland (2013), hat thudc 14 khong chi 1a yéu té nguy co
cuia bénh tim mach, dot quy, dai thao duong ma con 1a yéu té nguy co doc 1ap cua sa
sut tri tué va Alzheimer 1am gia ting hon 70% d6i twong khéng hut thudc 1a. Thudc 14
lam phé hay té bao ndo, gia ting cic mang bam amyloid B, gia ting dap ang viém té
bao than kinh va phé hay soi truc té bao than kinh qua sy phosphoryl hda protein tau.
Theo bao céo tong hop dang tap chi Lancet Neurology ghi nhan hau hét cac co ché lién
quan thudc 14 voi Alzheimer va bénh Iy mach mau théng qua cac qua trinh ton thuong
viém mach, xo vita mach mau va bénh 1y mach mau nio, ngudi mac bénh Alzheimer
c6 hat thudc 14 con bi tac dong bai ngd doc té bao than kinh, gia ting phan ang stress
oxy hoa, dap (ng viém va chét té bao theo chwong trinh [26], [27].
4.1.1.5. Ché dé hoat dong thé luc

Qua diéu tra nghién ciru ching ti ghi nhan chi ¢6 37,25% db6i tugng dam bao
hoat dong thé luc tbi thiéu 30 phut mdi ngay va 150p mdi tuan. Co dén 62,75% ddi
tugng van con han ché hoac khong hoat dong thé luc (bang 3.1). Ty 16 RLTKNT dién
hinh & nhom it/ khong hoat dong thé lyc chiém 71,67% cao hon nhom c6 hoat dong
thé Irc 1 28,33%; ty 16 RLTKNT nhe chiém 50,00% bang nhau & nhém hoat dong thé
luc va it/ khdng hoat dong thé luc, khéac biét co y nghia thdng ké (p <0,05), (bang 3.31).

Diéu nay cho thay ché d6 hoat dong thé luc tt gidp cai thién diém sé trung binh
vé nhan thic va giam ty 16 RLTKNT dién hinh.

Mot s6 nghién ciru gan day ghi nhan, viéc luyén tap thé duc ¢ thoi nién thiéu,
trung nién va khi gia déu lién quan dén giam RLTKNT do cai thién tudi méu mé ciing
nhu kéo dai thoi gian sinh truéng té bao ndo. Hoat dong thé lyc tot con cai thién nong do
glucose méu, tinh trang dé khang insulin, kiém soat huyét &p ciing nhu can ning, ngin
chin bién chang tim mach, giam cang thang, hoa nhap x& hoi tot hon va chong tram cam
tir d6 gbp phan ngin ngira phat trién RLTKNT. Cac bai tp c6 ¥ nghia tdt 1a van dong
stre co, khang lyc kiém soét can nang, tap aerobic va rén luyén su linh hoat can bang.

Theo Espeland M.A. (2018) tinh trang thira can béo phi, it hoat dong thé lyc s&
gay rdi loan chuyén hoa nhu dé khang insulin lam ting nguy co ton thuong teo ndo dic
biét viing hdi hai ma va anh hudng dén cac linh vuc than kinh nhan thic. Tinh trang
béo phi 16i song tinh tai cang xuat hién sém thi cang gia ting bénh ly sa sut tri tué [55].
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Theo Kiwimaki (2019), mot nghién ctru vé anh huéng cua it hoat dong thé luc
lén RLTKNT, 6 triéu ngudi dugc quan sat trung binh 14,5 nam va c6 404804 dbi tuong
méc sa sUt tri tué do moi nguyén nhan va Alzheimer duoc dua vao thong ké danh gia.
Két qua ghi nhan: 10 nam truéc khi méac bénh sa sdt tri tug, tinh trang it hoat dong thé
luc c6 lién quan dén gia ting ty & sa st tri tué do moi nguyén nhan OR= 1,4 (Cl 95%:
1,23-1,71) va mic bénh Alzheimer OR 14 1,36 (Cl 95%:1,12-1,65). Nghién ctu trén
nhom >10 nam thi khong thdy méi lién quan giira it hoat dong thé luc véi su gia ting
sa sut tri tué do moi nguyén nhan va Alzheimer nhung lai gia tang bénh ly tim mach,
dot quy va dai thao dudng. Nhimg ddi twong mac bénh ly tim mach trudc sa sat tri tué
cling ghi nhan thay it hoat dong thé luc khong 1am gia tang thém ty 18 sa stt tri tué [85].

Nguoc lai voi Kiwimaki, theo nghién ctu cia De Bruijn RF (2013) trén 4406
dbi twong 16n tudi ghi nhan, tinh trang hoat dong thé luc tt ¢d thé giam nguy co sa sit
tri tué va ngudi 16n tudi chi can hoat dong thé luc ngan nhung thuong xuyén déu mang
lai hiéu qua hon 15i séng tinh tai [0].
4.1.1.6. Thera can béo phi

Ty & thira can béo phi chiém ty 1& cao 64,71%, voi BMI trung binh Ia:
24,39+2,97, ty 1€ béo bung la 69,60% co6 su khac biét gitra hai gigi (p<0,05). Khdng cé
khac biét vé vong bung trung binh gitra nam va nit (p > 0,05).

O dbi tugng béo phi dic biét béo bung, cac to chirc md da giai phong rat nhiéu
c4c cystokin tién viém nhu TNFa, IL6, IL12...gay dap ung viém tai co quan dich ciing
nhu tham gia vao cac qua trinh stress oxy hoa; gop phan dé khang insulin, cuong insulin
Mau va ton thuong ndi md mach mau ciing nhu phéa hity té bao than kinh.

Béo phi ¢6 lién quan dén qua trinh trao doi chat leptin, mot hormone kiém soét
du trit va huy dong chat béo. Su suy giam ndng do leptin trong noi bao lam ting lwong
amyloid-p ngoai bao va phosphoryl hoa protein tau trén dong vat thuc nghiém. Kiém
soat chuyén hoa leptin c6 thé cai thién kha nang nhan thuc, giam lang dong amyloid-
B ngoai bao va giam phosphoryl hda protein tau. Trong Alzheimer, giam nong do leptin
trong mau twong quan nghich vai muic d6 réi loan than kinh nhan thic [60], [63].

Nghién ctru ching tdi ghi nhan, trong nhém RLTKNT nhe c6 dén 73,81% thira
can béo phi va va 71,43% béo bung; twong tu trong nhém RLTKNT dién hinh c6 dén
58,33% thura can beo phi va 68,33% béo bung so vai nhém binh thuong, khac biét
khong c6 ¥ nghia théng ké (p>0,05) (Bang 3.31).

Tinh trang thira can béo phi va béo bung ting cao c6 thé gay nhiéu hé qua nhu
cuong insulin, d& khang insulin, suy giam tin hiéu dan truyén insulin tai mang sau
synap, ting glucose mau, réi loan lipid mau va ting nguy co bénh ly tim mach, hé qua
Clia qua trinh nay lam gia ting dap tng viém hé thdng, stress oxy hoa va ton thuong té
bao dich trong d6 c6 té bao than kinh [55].
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Diém sb thap vé nhan thic c6 méi trong quan véi tinh trang béo phi va ciing
nhu ting huyét &p, tinh trang béo phi & tudi trung nién din dén RLTKNT ning hon
trong twong lai. Cac nghién ctiru khac chi ra tinh trang dé khang insulin ¢ vai trd quan
trong hon néng do glucose mau trong gia ting nguy co RLTKNT nhe vd RLTKNT
dién hinh [178].

Manuel Rodriguez Perdigon va cong su (2016) cho thay tinh trang dé khéng
insulin c6 lién quan dén sy phat trién Alzheimer [0].

Nghién ciru Bell GA (2017) va cong su da kich thich thu thé insulin bang cach
tiém truc tiép insulin vao ddi thi di cai thién kha niang hoc tap cua cac con chuét binh
thuong [34]. Nhung Mark DR (2009) va cong su nghién ctru trén con chuét bi BDTD thi
hiéu qua kém hon [98]. Hay RLTKNT khdng chi ¢6 mdi co ché giam tin hiéu dan
truyén qua synap cua insulin qua thu thé.

Biessels va cong su (2005) da nghién ctru cach diéu tri ting d6 nhay cua thu thé
insulin tai ndo & cho thay nong d6 amyloid B va phosphoryl héa protein tau ciing da
giam & cac con chudt mac bénh Alzheimer [35]. Tinh trang nay xay ra ca ¢ nhitng
ngudi trung nién khoe manh va ngudi cao tudi, ké ca ngudi 16n bi dé khang insulin hay
tién DTD, giam tin hiéu insulin ndo cd lién quan véi suy giam tri nhg ky @c (tri nho dai
han lién quan dén viéc nhé lai cac su kién), tri nhé tam thoi va chire niang diéu hanh.

Suy cho cling tinh trang thira cin béo phi, dé khang insulin va gia ting nong do
glucose mau & giai doan hoi chung chuyén hoa hay tién DTD hoic TP déu lam gia
taing nguy co RLTKNT tir mic d6 nhe dén dién hinh va dic biét phat trién thanh
Alzheimer trong tuong lai [136], [167].
4.1.1.7. Tinh trang ting huyét ap va kiém soét huyét ap

Tang huyét 4p & nhdm nghién cau chiém ty 18 cao 80,39%, trong d6 dbi tugng
nit 52,94% cao hon nam 27,45%, su khac biét khéng c6 y nghia théng ké (p>0,05).
Trong sé nay ghi nhan thoi gian mac bénh THA trung binh 5,64+5,48, khac biét knong
c¢6 ¥ nghia thong ké giita nam va nix (p>0,05)

THA la nguyén nhan chinh gay ra bénh ly tim mach do xo vira va bién ching
mach mau nhé. Théng qua cac phan ung stress oxy hoa, giam tiét NO gay réi loan
no6i mé mach mau, lam ting tinh thAm mang mach méu ndo, anh huong lén téi sy
tudi méau ndo, 1am hep 1dng mach cua cé4c tiéu dong mach din dén thiéu oxy té chic,
ting su ling dong amyloid B, phosphoryl héa protein tau va pha huy té bao than
kinh vai biéu hién cua nhdi mau 16 khuyét va thay déi chat trang. Cac y vian cho
thay ting huyét 4p don thuan gop phan lam ting nguy co RLTKNT va trén déi twong
DTD type 2 thuong di kém vi THA vi co ché bénh sinh ¢6 nhiéu mdi lién quan véi
nhau qua tinh trang cuwong insulin mau, réi loan lipid mau, rdi loan ndi mdé mach
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mau [114], [111], [168]. Do dé, trén ddi twong dai thao dudng type 2 co ting huyét
ap thuong c6 RLTKNT ting hon cic nhém DTD type 2 khong co ting huyét 4p.
Bang 3.31, ching tdi ghi nhan két qua twong tu nhu cic nghién ctu lién quan, ¢
trong nhom dbi twong RLTKNT nhe thi c6 dén 80,95% bi THA va trong nhom
RLTKNT dién hinh thi c6 dén 80,00% bj THA so v6i nhém khéng THA twong &ng
1a 19,05% va 20,00%. Xét trong cling nhém THA chung t6i ciing nhan thay c6 dén
58,53% (48/82) bi RLTKNT dién hinh cao hon 41,47% (34/82) bi RLTKNT nhe,
khac biét khong co ¥ nghia théng ké (p> 0,05).

Albai O va cong su (2019) ghi nhan & d6i twong dai thao duong type 2, cac roi
loan khac nhu ting huyét ap, réi loan lipid mau tac dong cong gop 1am suy yéu nhanh
chéng chtng ning than kinh nhan thirc. Qua phan tich tac gia ghi nhan ting huyét ap
chiém dén 86,21% & dbi twong MCI, 6333% d6i tuong khéng c6 MCI (p<0,001) [22].

Viéc kiém soat tot HA theo khuyén céo co tac dung du phong nguy co tim mach
do x0 vita va giam ty 1¢ mic bénh RLTKNT [114]. Tuy nhién nhiing nghién ctru gan
day ciing ghi nhan viéc dua huyét 4p vé murc qua tich cuc & bénh nhan TP c6 nguy
co lam gia tang ty 1¢ RLTKNT. Nhitng RLTKNT cling dugc ghi nhan song song vdi
cac ton thwong ndo ¢ bénh nhan diéu tri thudc ha huyét ap qua mirc dudi < 100/70 mmHg
cao hon gap 3 1an so v6i nhom diéu tri huyét 4p & mirc < 130/90 mmHg [38], [177].
4.1.1.8. Tinh trang ha huyét dp tw thé

Ha huyét 4p tur thé ding anh hudng dén 25-30% ddi twong 16n tudi va la nguyén nhan
phé bién gay thiéu mau ndo thoang qua. C4c nghién ciru gan day da cung cép cac co sd khoa
hoc vé tinh trang ha huyét ap tu thé anh huong dén RLTKNT lam ting 15% nguy co RLTKNT
dién hinh dic biét 13 Alzheimer va gia ting 30,6% RLTKNT & dbi twong > 75 tudi [100].

Ha huyét ap tu thé chiém ty I& 7,84%, trong d6 tinh trang ha huyét ap tu thé c6
anh huong dén RLTKNT hay khong ching tdi ghi nhan ¢ bang 3.31 trong 8 d6i tuong
c6 ha huyét ap tu thé di co dén 6 ddi twong (75%) c6 RLTKNT dién hinh va 2 d6i tugng
(25%) c6 RLTKNT nhe. Tuy su khéc biét khong c6 y nghia théng ké (p>0,05) c6 thé
do mau nghién ciu nhé nhung tinh trang ha huyét ap tu thé 1a van dé dang quan tim
boi dbi twong RLTKNT dién hinh & nhdm c6 ha huyét ap tu thé chiém ty Ié cao.

Qua nghién cttu cho thay, trong 8 trudng hop ha huyét ap tu thé diang c6 05 truong
hop (62,50%) c6 ton thuong teo ndo va 03 trudng hop khong teo ndo (37,50%) (bang
3.29). Bang 3.28, chlng t6i ghi nhan c6 06 truong hop (75%) bi ton thuong vi mach
mau ndo va 02 truong hop (25%) khong bi ton thuong vi mach. Bang 3.39, ching toi
ghi nhan diém trung binh cia MoCA (12,00+5,66) va MMSE (18,50+0,71) thip hon rd
rét & phan nhém ha huyét ap tu thé c6 ton thuong nhdi mau ndo ving chién luoc so véi
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nhém khéng c6 ton thwong nhdi mau nio chién lugc (MoCA: 21,33+2,86 va MMSE:
26,50+2,07, twong tng) véi (p< 0,05). Két qua nay cho thay bién chiing ha huyét ap tu
thé ding & bénh nhan dai thao duodng type 2 14 rat dang quan tdm vi lam gia ting ty 18
RLTKNT ciing nhu t6n thuong nio.

Ban luan vé van dé nay ching toi dua ra ba gia thuyét: mot 1 ha huyét ap tu thé
anh huong truc tiép 1A RLTKNT, hai 12 ha huyét ap tu thé 12 bién chiing cua bénh dai
thao duong anh hudng dén hé théng than kinh tu dong hay do qué trinh st dung thude
ha huyét ap gay ra va ba 1a bénh nhan c6 tinh trang ha huyét ap tu thé tir truéc. Theo
tac gia Rawling va cong su (2018) nhan thay tinh trang ha huyét ap tu thé lam ting nguy
co RLTKNT mach mau va Alzheimer ting 1én trong twong lai. Trong cac yéu td nguy
co va co ché bénh sinh tac gia nghién ciru c6 dua ra giai thuyét mot va hai bang kiém
nghiém tir thi cho thay tén thuong vi mach méau ndo va thoai hoa nfo & cac dbi tuong
c6 ha huyét ap tu thé dang [117], diéu nay hoan toan phu hop véi két qua nghién ciu
cua chang toi.

Tir két qua nghién ctiru va thuc nghiém cho thay ha huyét ap tu thé dang 1a van
dé quan trong du do diéu tri hay do bién ching than kinh tu dong & bénh nhan dai thao
duong type 2 déu can dugce quan tim va xem nhu mot co ché sinh bénh quan trong c6
thé gy ra va day nhanh tién trinh RLTKNT mach mau.

Tuy nhién diém yéu cua nghién ctru nay 1a chwa phan 1ap ra ha huyét ap tu thé ¢
nhitng d6i tugng khdng c6 bénh ly tim mach chuyén héa nhu ting huyét ap va dai thao
duong dé xem xét viéc ha huyét ap tu thé c6 phai 1a nguy co doc 1ap cia RLLTKN hay
khong. Tac gia Potuma RB (2018) va cong su ciing cho thay tinh trang ha huyét ap tu
thé xay ra ¢ d6i tuong RLTKNT thé Lewy, tac gia nhan dinh ha huyét ap tu thé dung
la hé qua caa c4c bién cb tim mach anh huong dén RLTKNT khong phai 1a YTNC doc
lap [115]. Nhitng van d& mau thuin nay la nhitng hudng nghién ctru twong lai va can
c¢6 co so khoa hoc chic chian hon dé két luan 1am rd.
4.1.1.9. Tinh trang kiém soét lipid mau

Nong d6 trung binh Cholesterol va HDL.C c6 sy khac biét & nam va nix (p<
0,05), tinh trang rdi loan lipid méau ciing khac biét giita hai gioi (bang 3.09) nhung
khong c6 y nghia théng ké (p>0,05). Panh gia vé mdi lién quan giira tinh trang roi
loan lipid mau véi mac 6 RLTKNT theo DSM 5 chiing tdi nhan thay, nong dé trung
binh cua cac gia tri lipid mau khong cé su khac biét gitra hai nhom RLTKNT nhe va
RLTKNT dién hinh (p> 0,05), (bang 3.30). Ty ¢ vé rdi loan lipid mau & hai nhém
RLTKNT nhe va RLTKNT dién hinh ciing khac biét khéng co ¥ nghia thong ké (p>
0,05). Diéu dang quan tdm 13 ty 1¢ bénh nhan dat muc tiéu diéu tri vé kiém soét lipid
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mau & nhdm nghién cau chiém ty 1¢ cao 61,76% LDL.C < 3,4 mmol/l; 52,94% HDL.C
dat muyc tiéu & nam va nir, 73,53% Cholesterol < 5,2 mmol/l va 52,94% d6i tugng co
TG< 1,7 mmol/l, dbi twong nghién ctru cua chiing t6i da dugc diéu tri va kiém soét tot
vé lipid mau nén khi thuc hién mdi lién quan khéng ghi nhan céc théng tin lién quan
nao cd y nghia théng ké nhu cac nghién ctru cua cac tac gia khac.

Bang 3.27 va 3.28, khi di tim mdi lién quan giira lipid mau véi ton thuong teo
n&o va vi mach ndo ching t6i ghi nhan ndng d6 trung binh cua cac chi sé lipid méau co
su khac biét nhung khong co ¥ nghia théng ké ¢ hai nhém ton thuong va khong ton
thuong ( p> 0,05).

Theo Jason P. Appleton va cong su (2017), RLTKNT mach mau hay sa sut tri
tué mach mau 12 tinh trang suy giam than kinh nhan thac phd bién tha 2 sau Alzheimer
[29]. D6t quy 1a nguyén nhan hang dau caa cac rdi loan chirc ning & ngudi 16n tudi cac
quéc gia phét trién, nguyén nhan chinh tha 2 cua sa sut tri tué va nguyén nhan tir vong
pho bién xép hang thir 3. Cac yéu té nguy co nhu dai thao dudng, ting cholesterol mau,
tang huyét ap, hit thudc 14 cac yéu té nguy co hang dau cia RLTKNT mach mau, tuy
nhién chua c6 co s¢ dé cd thé két luan day du lidu tang cholesterol mau c6 lam gia ting
RLTKNT hay khéng. Trong cac thir nghiém 1am sang vé diéu tri rdi loan lipid mau dé
ngan ngira va diéu tri RLTKNT mach mau da khong tim thay bang chang nao chang
t6 viéc diéu trj rdi loan lipid mau cé cai thién chitc ning than kinh nhan thic. Biéu
quan trong nhat 1a kiém soét lipid mau theo cac khuyén cao nham muc dich phong ngtra
tién phét va thir phat cac bién cd tim mach va mach mau nfo phi hop véi cac khuyén
c4o hién nay van la quan trong nhat dé ngan ngira RLTKNT [145].
4.1.1.10. Tinh trgng kiém soat glucose mau

Gia tri trung binh cua glucose mau luc doi la 8,70+4,25 va HbAlc la 7,46£1,65,
khong c6 su khac biét gitta nam va nix (p>0,05).

Theo ADA 2016 va cap nhat ndm 2019 vé khuyén cao ngudng kiém soat glucose
mau chung 13 HbA 1¢< 7% néu d6i tuong ngudi truong thanh, thoi gian séng dai khdng
mac bénh ly tim mach... Qua théng ké ghi nhan, ha glucose mau 6,86% va ty I¢ doi
tuong c6 ndng dd HbAlc < 7% la 50%, khac biét khong cé ¥ nghia thong ké ¢ hai
nhom < 65 tudi va > 65 tudi, (p> 0,05).

Bang 3.30, chung t6i ghi nhan nong do trung binh HbAlc va glucose mau khac
biét khong c6 y nghia thong ké gitta hai nhdm nhém RLTKNT nhe va RLTKNT dién
hinh véi (p> 0,05).

Bang 3.31, ghi nhan ty I cac ddi tuong c6 HbAlc> 7% bi RLTKNT dién hinh
cao hon so v6i dbi trgng c6 HbALc < 7% (56,67% so vai 43,33%) tuy nhién su khéc
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biét khong c6 ¥ nghia théng ké (p> 0,05). Khi tim hiéu méi lién quan giira ndng do
glucose mau véi ton thuong teo ndo trén hinh anh hoc CHT ching tdi ghi nhan cé sy
khé&c biét vé nong do trung binh ciia HbA lc va Glucose mau cao hon & nhdm teo ndo
so v&i nhom khdng teo néo, (p< 0,05) (bang 3.29). Khdng tim thiy mdi lién quan giita
tén throng vi mach ndo véi ndng d6 glucose mau va HbAlc (p>0,05) (bang 3.30).

Két qua nghién ctru ciia chung t6i ciing twong ddng véi cac tac gia Van den Berg
(2009), Umegaki (2018) da chizng minh ndng d6 glucose mau cao va gia ting HbAlc
lam suy giam nhanh chirc nang than kinh nhan thtc thdng qua anh hudng caa su lang
dong cac mang bam amyloid B, pha huy cau tric té bao than kinh va tién trinh
Alzheimer [148], [153].

Tang glucose mau do suy giam chtrc ning té bao B dao tuy hay khiém khuyét tac dung
caa insulin hodc do ca hai déu lién quan dén RLTKNT & bénh nhan BTD type 1 hoic 2.
Bén canh ting glucose mau, cac yéu té nguy co khac nhu THA, réi loan lipid méu cd thé
két hop bén canh tac dong cia insulin lam anh hudng dén chirc nang nhan thic théng qua
su gia ting dang ké cac mang amyloid B (AB) va phosphoryl hoa protein tau la diac diém
quan trong trong thoai hda té bao than kinh caa bénh Alzheimer [41], [86], [147], [148].

Albai O va cong su (2019) cho thay, ctr gia ting 1% HbAlc lam gia ting dot
quy 1én 1,15 lan, gia ting cac tai bién lién quan dén mach méu ndo tir 1,5-2 lan. Téc
gia nhan dinh, dai thdo duong lam day nhanh qué trinh pha hay than kinh va suy giam
chire niang nhan thirc hon nhitg nguoi khong mac bénh dai thao duong [22].

Déi v6i nguoi 16n tudi c6 hodc khong c6 DTD type 2 thi bénh mach mau 1a mot
yéu té nguy co suy giam nhan thirc va mat tri nhé. Tuy nhién, mét sé nghién ctu chi
ra ring DTD type 2 chi tac dong doc 1ap trén cau tric ndo va sy thay doi chuc ning
viing V6 ndo va dudi vo khong thé chi dugc giai thich trén co sé cua suy giam tudi mau
va/ hoic ton thuong mach méau. Piéu nay cang khang dinh céc rdi loan noi tiét va
chuyén héa dic trung cia TP type 2 ¢ thé dan dén ton thuong than kinh va/ hoic
thiic day cac thay doi sinh bénh hoc khéc cua té bao than kinh. Mot s6 nghién ciu cho
thay mot sb thanh té trong hoi chiing chuyén héa ciing c6 anh huéng dén RLTKNT.
Pay la van dé quan trong, bai ngay trong giai doan hoi chirg chuyén hoa da c6 nhiing
réi loan nhu cuong insulin mau, ting glucose mau da duoc chiing minh trén thuc
nghiém la anh huong dén RLTKNT va ton thuong ndo. Tai Viét Nam chwa c6 cong trinh
nghién ciu RLTKNT ¢ giai doan tién dai thdo duong va HCCH, do do réat can duoc thuc
hién & nhitng cong trinh nghién ciu khac lon hon tiép sau nghién ciu ciia chdng toi. Két
qua cua c&c nghién ciru ndy chac chan gidp béac sy 1am sang co thé tim soét va quan Iy bénh
nhan c6 RLTKNT ¢ giai doan tién dai thao dudng hozc hoi chimng chuyén hoéa.
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4.1.1.11. Tinh trgng ha glucose mau

Qua thdng ké ching tdi nhan thay: 6,9% dbi twong nghién ctiu ¢ biéu hién ha
glucoe mau trong qué trinh diéu tri dai thdo dudng trong d6 chu yéu 1a ha glucos mau
murc d6 nhe va trung binh, khong c6 trueong hop nao hon mé do ha glucose mau nang.
Khoéng tim thay mdi lién quan giira ha glucose mau véi tinh trang RLTKNT nhe va
dién hinh nhung qua bang 3.28 chling t6i ghi nhan, tinh trang ha glucose méu lam ting
ty & ton thuong vi mach mau ndo hon nhém binh thuong. Trong 07 truong hop ha
glucose mau thi c6 dén 06 truong hop (85,71%) bi ton thwong vi mach méu néo, sy
khéc biét khong c6 ¥ nghia (p>0,05). Nguoc lai, chi c6 14,29% (1/7) dbi twong ha
glucoe mau bi teo ndo, so véi 85,71% (6/7) dbi tuong khong bi teo ndo (p>0,05). Hay
noi cach khac qua thong ké ching toi nhan thay, ha glucose mau cé thé ting ty 18 ton
thuong vi mach ndo ¢ bénh nhan dai thao duong nhung khong lam tang ty 1€ teo ndo &
nhom ddi twong nay. Tuy nhién, so liéu nghién ciu véi mau nho nén khdng co tuong
duong véi cac bao cdo da duoc cong b cua cac tac gia Yaffe Kristine (2013) va Rhee
(2017). Do d6, rat can cac nghién cau tiép sau véi quan sat trén nhiéu ddi tuong ha
glucose mau dé danh gia dic diém ton thuong ndo c6 lién quan dén yéu té nguy co nay
hay khéng. Mot sé nghién citu cua tac gia ciing cho thay ha glucose mau lam ting ty I¢
RLTKNT chung nhu:

Yaffe Kristine (2013) va cong sy da nghién ctru trén 783 ddi tuong dai thao
duong type 2 c¢6 d6 tudi trung binh 74 tudi va phat hién, tinh trang ha glucose méau lam
taing nguy co RLTKNT 1én gap hai 1an, va c6 méi lién quan hai chiéu gitra ha glucose
méu véi RLTKNT [171].

Rhee Sang Youl (2017) nhan manh dén vai tro dai thao duong anh hudng dén
RLTKNT chung ngoai ra trong qua trinh diéu tri can thuc hién c4 nhan hoa dé tranh
nguy co ha glucose mau anh huong dén cac bién cd tim mach dic biét Ia tén thuong
ndo anh hudng dén chirc nang nhan thic cua bénh nhan [120].

R4i loan than kinh nhan thac ¢ su khéac nhau tly thudc vao ngudi tré hay 16n
tudi, DTD type 1 va DTD type 2. Mic di rdi loan than kinh nhan thac cé thé xay ra
trong thoi gian ha glucose mau, nhung anh hudéng cia ha glucose mau lap lai d6i voi
chtre nang nhan thic 1a khéng rd rang & cac dbi twong bénh nhan DTD type 1 tré tudi.
Céc nghién ctru da chi ra két qua IQ sau cac con ha glucose mau khong thay doi dang
ké so véi ban dau ¢ bénh nhan PTD type 1 va ha glucose méau tram trong (dugc dinh
nghia 13 co giat, hdn mé, hodc can su tro gidp tir ben ngoai) so vai ddi twong ha glucose
mau nhe [84], [180].
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4.1.2. Pic diém vé bién chirng dai thao dwong va biéu hién tim mach
4.1.2.1. Pdc diém vé cac bt thuwong dign tim+ siéu am tim

Chi s6 khdi co that trai bat thuong chiém ty 1é 44,12% c6 su khac biét giita nam
va nir (p<0,001). Phan tich trén cac thong sé QTc > 440 ms chiém ty 1¢ 7,84%; suy
tim EF (< 50%) chiém ty 18 16,67% va thiéu mau co tim 18,63% khong c6 su khéc biét
gitra nam va nir (p> 0,05) (bang 3.9).

Chung t6i cling khong tim thay mdi lién quan giira hai nhom binh thuong va bat
thuong vé QTc, LVMI, suy tim va thiéu mau co tim vai tinh trang RLTKNT nhe va
dién hinh p> 0,05. Tuong tu, chiing toi ciing khong tim thdy méi lién quan vé cac thdng
s6 nay anh hudng dén ton thuong teo ndo va vi mach ndo trén CHT (bang 3.27, 3.28, 3.30).

O dbi tuong c6 biéu hién bét thuong trén dién tim va siéu &m tim khdng thay c6 su
khac biét co ¥ nghia thong ké vé ty 18 RLTKNT ciing nhu ton thuong trén CHT so no.

Chiing t6i ciing chwa tim thay c¢6 nhiéu cong trinh nghién ctiu mdi lién quan vé cac
bién chiing tim mach véi bién chitng ndo ¢ bénh nhan dai thao dudng. DU rang tudi mach
mau giéng nhau, nhitng ton thuwong mach mau co quan nay c6 thé goi y ton thuong co quan
khac. Tuy nhién, véi s6 luong déi tugng nghién citu c6 cac ton thwong va biéu hién tim mach
kha it (< 30 truong hop) nén két qua nghién ciru chua thé so sanh va két luan dugc gi trong
méi quan hé ton thuong tim va ndo c6 dién ra dong thoi hay khong. Pay ciing 14 van dé can
nghién ctu tiép sau ndy bang cac quan sét truc tiép nhu xa hinh co tim voi Xa hinh nio dé
danh gia ton thuong & bénh nhan dai thao duong type 2.
4.1.2.2. Dac diém vé xo viva PMC va day IMT PMC

Tinh trang xo vira va day I6p noi trung mac BPMC chung trai va PMC trong trai
khéc biét c6 y nghia thdng ké giira hai nhdm nam va nix (p< 0,05). Ty I& di twong nghién
ctu ¢6 day 16p noi trung mac & DMC tré 1én (IMT > 0,8 mm) 13 90,20 % va trong s6 nay
c6 dén 59,80% dbi twong co xo vita dong mach canh IMT >1,2 mm.

Ty 16 RLTKNT nhe va RLTKNT dién hinh ciing ting cao hon & nhom c6 xo vita
DPMC (57,14% va 61,67%) s0 v6i nhém khong c6 xo vita DMC (42,86% va 8,33%), p>
0,05. Pang lvu y 14 RLTKNT nhe va RLTKNT dién hinh déu chiém ty 1& cao > 90% &
nhom cdé tang do day IMT BDMC (> 0,8mm) S0 V&i nhém c6 IMT DMC (< 0,8 mm), khac
biét khong c6 ¥ nghia théng ké p> 0,05 (bang 3.31).

Tang d6 day IMT dong mach canh ciing khong thdy méi lién quan dén tinh trang
teo ndo trén CHT, tuy nhién vai tinh trang tén thuong vi mach n&o thi khac, bang 3.30
chdng t6i ghi nhan: & trong nhdm RLTKNT nhe ¢ dén 93,26% bi ting do day IMT
dong mach canh (IMT > 0,8 mm), twong ty ¢ trong nhém RLTKNT dién hinh c¢6 dén
69,23% dbi twong c6 ting d6 day IMT dong mach canh, ting cao hon nhom c6 IMT
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binh thuong (IMT< 0,8mm) ¢ hai nhém lan luot 13 ( 6,74% va 30,77%), khac biét co y
nghia thong ké (p< 0,05).

Nhitng thay d6i mach méu c6 thé gidp giai thich su lién quan giira bénh DTD type 2
v6i RLTKNT va sur tién trién ¢én RLTKNT dién hinh. C4c nghién ctu ciing chi ra rang
cac dbi twong DTD type 2 c6 bién ching bénh Iy mach mau 16n nhu nhdi mau co tim,
dot quy hoac can thiép dong mach vanh, dong mach canh, hoac bénh ly mach mau ngoai
vi thi téc do xa 1y thdng tin, chire nang diéu hanh, tri nhé va tu duy triru tegng déu giam
qua cac danh gia kiém tra tdm-than kinh. Bang 3.38, chling toi ghi nhan duoc: & nhém
dbi twong c6 day IMT dong mach canh c6 mdi lién quan c6 ¥ nghia thong ké gitta diém
s6 trung binh thap cia MoCA va MMSE véi ton thuong teo nio (p< 0,001). Ngoai ra,
cling c6 su khac biét vé diém sb trung binh thap cia MoCA Vvéi céc ton thuong vi mach
n&o so vai nhém khdng co ton thuong (p< 0,05).

Theo Joseph F. Polak va cong sy (2015), chimg minh méi lién quan giira day IMT
dong mach canh véi cac cac yéu té nguy co va du phong bién chimg tium mach [77], thi
theo Suemoto C.K va cong su (2010) nhan thiy xo vita dong mach canh tréi mac do niang
lam gia ting nguy co Alzheimer 1én 3,7 1an va RLTKNT mach méu Ién 3,68 lan [128].

Theo Carrington R. Wendell (2012) cho thay ddi tugng day IMT dong mach
canh va ddi twong xo vita hai bén dong mach canh c6 RLTKNT cao hon [157].

Brudel va cong sy (2012), Xiel va cong su (2015) lai cho thay méi lién quan chat
ché gitra twgi mau mo va tinh trang nhan thirc caa bénh nhan [94].

Theo Jeremy J. Pruzin va cong su (2018), dé cap dén mbi tuong quan giita DTD
type 2 v6i suy giam than kinh nhan thirc va chimg minh bénh Iy mach mau nhé va cac
t6n thuong mach mau néi chung. DTD type 2 thuong dan dén RLTKNT mach méu va
Alzheimer do tinh trang teo ndo va hinh thanh cac ton thuong vi mach nhu: thoai hoa
chat tring, nhéi mau ndo da 6, nhdi mau ndo ving chién lugc...Réi loan chuyén hoa
glucose, cuong insulin mau di gop phan rdi loan dong protein qua hang rao méau nio, rdi
loan hé théng bach huyét trong ndo va trong té bao than kinh dém 1 nhiing co ché quan
trong trong hinh thanh mang bam amyloid P va cac chudi protein tau trong té bao soi
truc giy phé hity va thoai hoa té bao than kinh [73], [75], [130].

Nhu vay, day IMT dong mach canh néi chung c6 méi lién quan dén ton thuong
vi mach méau nfo nhu nhoi mau 18 khuyét, nhdi méau chién luge, thoai hoa chat tréng la
nhing t6n thwong dién hinh chiém ty 1& cao 87,25% trong nghién ctru ctia chung toi.
Viéc khao sat IMT dong mach canh c6 gia tri tién luong va du bao nguy co tén thuong
vi mach néo trong thuc hanh 1am sang. Piéu dang quan tim 1a day IMT dong mach canh

xuét hién ngay tai thoi diém c6 RLTKNT nhe va khong c6 su khac biét gitta hai nhom
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RLTKNT nhe va RLTKNT dién hinh. N&i cach khac, day IMT déng mach canh c6 lién
quan dén ton thuong vi mach mau ndo va can quan tim diéu tri ngay tai thoi diém
RLTKNT nhe, khi ma céc rdi loan chic nang nhan thirc chua anh hudng nhiéu dén chit
lwong séng ngudi bénh.

4.1.2.3. Bién chitng ddi thdo dwong

Bién chung dai thao dudng trong nghién ciru ndy ching tdi thong ké nhém bién
chung vong mac dai thao dudng, than kinh ngoai bién.

Qua bang 3.12 va 3.31 ching tdi ghi nhan c6 43,14% d6i twong nghién citu ¢ bién
chitng véng mac DTD, trong nhom ddi teong c6 RLTKNT nhe ¢6 42,86% bi vdng mac
DTD, twong ty trong nhdm RLTKNT dién hinh c6 43,33% bj bién ching véng mac DTH
khac biét khong co y nghia théng ké véi p> 0,05.

Bang 3.37, chling tdi ghi nhan trong nhém ddi twong c6 bién ching véng mac
dai thao dudng co su khac biét vé mie diém sé trung binh caia MoCA va MMSE thap
hon hon nhém c¢6 teo ndo so vi nhém khdng teo ndo qua cac thang diém GCA, MTA,
Koedam va teo hoi hai ma véi p< 0,05. Trong danh gia mbi lién quan giita ton thuong
vi mach mau ndo ching tdi ghi nhan khi cé bién chimmg VM dai thdo duong thi mirc
diém trung binh MoCA thap hon & nhém c¢6 nhdi mau chién lugc 19,50+4,93 S0 Vi
nhom khéng c6 ton thuong 22,79+3,68 khac biét ¢ ¥ nghia thong ké ( p< 0,05).

Ty 1& bién chitng than kinh ngoai bién 1a 16,67%, khong khac biét gitra nam va
nit (p> 0,05). Trong nhom d6i tuong cd RLTKNT nhe ¢6 14,29% bién ching than kinh
ngoai bién va twong ty & nhom RLTKNT dién hinh ty I¢ nay 1a 18,33 khac biét khdng
c6 ¥ nghia théng ké (p> 0,05) (bang 3.31).

Feinkohl | va cong su (2013) ciing ghi nhan dbi twong mac bénh ly tim mach
lam gia tang ty 1€ sa sUt tri tu¢; ngoai ra dot quy, xo vita mach mau, bénh tim mach
dué6i 1am sang ( chwa c6 triéu ching) cling lién quan dén suy giam chic ning nhan thic
& bénh nhan DTD type 2 16n tuoi [59].

Waldstein Shari R va cong su (2003), bénh nhan c6 bénh 1y dong mach hai chi
dudi lam suy giam nhan thac tir 8-67% [155].

Kawamura Takahiko (2015) cho thay cac bién chirng vi mach nhu vong mac dai
thio dudng, bénh than dai thdo duong cé lién quan dén RLTKNT va can cé nhiéu
nghién ctru sdu hon vé vi mach méau & bénh nhan dai thio dudng type 2 [80].

Theo UKPDS, ngay tai thoi diém chan doan dai thio duong type 2 thi bénh nhan
d3 co cac bién chitng mach méu 16n va mach mau nho. Bién chirng mach méu nho bao
gom: bénh than dai thao duong, bénh véng mach dai thao duong, bénh ly than kinh
ngoai bién dai thao duong. Co ché bénh sinh cac bién chung nay da dugc lam rd. Gan
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day, nhiéu nghién ctru vé cac bién chirng mach mau nho nay trén ndo qua hinh anh hoc
CHT ghi nhan céc ton thuong nhdi méau 16 khuyét, thoai hoa chat trang c6 lién quan
dén RLTKNT va lién quan dén céc bién ching vi mach khac nhu bénh than kinh ngoai
bién, bién ching véng mac dai thao duong, mic do ning caa bénh véng mac BTD lién
quan chat ch& véi sy thay dbi vi mach ndo va lién quan véi suy giam chiic ning thi giac
khéng gian. Thoi gian mic bénh dai thao duong cang kéo dai, kiém soat glucose méu
kém hiéu qua thi bién chirng xuat hién cang nhiéu.

Zilliox (2016) va Biessels G. J. (2018) qua céc bang chirng sinh hoc phan tir va
thuc hiém da chimg minh duoc tén thwong mach mau va cau tric cua ndo lién quan rat
nhiéu dén hoat dong viém hé thong, ting glucose mau va cac san pham dudng hoa bac
cao, qué trinh phosphoryl hda, glycat héa hay song hanh véi céc tién trinh ngoé doc ma
va glucose ¢ bénh nhan dai thao duong type 2. Ca hai rdi loan chuyén héa va mach
méu cua bénh DTD type 2 anh huong truc tiép dén rdi loan chirc ning ndo. Quan trong
hon, cac thanh phan chuyén héa va mach mau ciing c6 tuong tac khac, chu yéu thdng
qua stress oxy hoa va yéu té viém. Trong dong thac bénh Iy nay, cac qua trinh hinh
thanh cac phic hop protein tau, amyloid- B va kich hoat qué trinh thuc bao tao hé thong
lugi ndi md, cudi ciing 1a qua trinh chét té bao theo chuong trinh da anh huong truc
tiép dén sy mat dan chirc nang cta ndo [41], [178], [152]. T6m lai, cac roi loan nay lam
tang phan huy té bao than kinh va day nhanh tién trinh RLTKNT.

Song song v&i viée kiém soat cac yéu té nguy co thi viée diéu tri cling lién quan
dén RLTKNT. Téc gia Hsu Chil Cheng va cong su (2016) da chimg minh viéc két hop
diéu tri Metformin va Sulfonylureas lam giam 35% nguy co RLTKNT & bénh nhan
DTD hay mot $6 gia thuyét dat ra viéc su dung statin diéu tri rdi loan lipid méu kéo dai
¢6 hé 1am anh huong dén chirc nang than kinh nhan thirc [69]. Do d6, & bénh nhan dai
thao duong khong chi dimg lai ¢ kiém soat chi s6 glucose mau ma con rat nhiéu van
dé phirc tap lién quan dén tiép can diéu tri, kiém soat cac yéu to nguy 1an bién chimg
dé co thé day 1ui RLTKNT,

Tém lai, con rat nhiéu tranh luan trong co ché chung hinh thanh cac mbi quan
hé giita DTD véi RLTKNT. Tuy vay, nhiéu dong thuan cho thay cac qué trinh réi loan
chuyén hoa, vai trd mach mau, qua trinh viém di thay doi cau tric chic ning té bao
than kinh. Noi troi 1én trén hét 1a nhitng yéu t6 co thé can thiép duoc trong dong thac
roi loan chuyén hoa va kiém soat cac yéu té nguy co nhu béo phi, ting glucose mau,
ha glucsoe mau, ting huyét ap, rdi loan triglycerid mau ... mot cach ca nhan héa va
tiép can diéu trji m&i & cap do phén tir co thé s& gop phan vao tién trinh giam dang ké

téc d6 ton thuong nio do TP giy ra.
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4.2. KHAO SAT PAC PIEM TON THUONG TREN HINH ANH HQC CONG
HUONG TU SQ NAO VA PHAN TANG ROI LOAN THAN KINH NHAN
THU'C O POI TUQNG NGHIEN CUU

C6 3 hinh thai ton thwong CHT so ndo thuong gip co ty 18 nhu sau: ton thuong
vi mach chiém ty 1& cao dén 87,29 %, ty 1é teo ndo 13 46,08%, Ty 1¢ da ton thuong (hai
hinh thai t6n thuong vi mach va teo ndo) 1a 40,20%.

4.2.1. Pic diém ton thwong teo ndo trén hinh anh hoc céng hwéng tir

Teo ndo duoc dinh nghia 13 sy co rit cia nhu mé ndo day 1a két qua cua qué trinh
thoai hoa té bao than kinh nhu mat té bao than kinh va cac mang luéi lién két cua té bao
md dém. Chiing ti sir dung cac thang diém GCA dénh gia teo vo dai ndo, MTA danh
gia teo ndo vung thai duong giira, thang diém Koedam danh gia teo ndo ving dinh
cham, ngoai ra danh gia mirc d6 teo hdi hai ma va teo doi thi. Qua nghién ctzu hinh anh
hoc cong hudng tir so ndo trén 102 dbi twong dai thao duong type 2 c6 RLTKNT ching
t6i ghi nhan cac két qua dudi day:

Tinh trang teo vo dai ndo chiém ty Ié 43,14%, teo thuy thai duong gitra 43,14%,
vung dinh cham 42,16% va teo hdi hai ma 37,25%. Ty Ié RLTKNT dién hinh c6 teo
v6 dai ndo, teo ndo ving thai duong gitra, teo viing dinh cham va teo hoi hai ma chiém
ty 1& cao hon so v&i nhom RLTKNT nhe khac biét c6 v nghia théng ké (p< 0,001),
(bang 3.38). Khong ding lai ¢ két qua nay, ching tdi con ghi nhan 1a ngay tai giai doan
RLTKNT nhe di c6 xuét hién tinh trang teo nio trong d6, teo vo dai ndo chiém ty I¢
21,43% va cb 7,14% teo vo dai ndo murc do vira; 21,43% teo vung thai duong gitra va
c6 8,14% teo muc d6 3,4; 23,81% teo ndo viung dinh cham va c6 16,67% teo mic d6
nhe va 7,14% teo mirc d6 vua (p< 0,05) ( Bang 3.32).

Diép Trong Khai, Vit Anh Nhi va cong su (2014) ghi nhan: 44,4% bénh nhén sa
sut tri tué co teo vo dai ndo, 100% teo thuy thai duong trong qua MTA va 94,7 % teo
v ndo phia sau [4]. Bdi tugng nghién ctu ciia tac gia 1a 61 bénh nhan bi sa sut tri tug
(RLTKNT dién hinh) khong c6 d6i tuong rdi loan than kinh nhan thic nhe, do d6 ty 1é
t6n thuong teo vo dai ndo tuong ddng véi nghién ctiru cua ching toi, va ty 1é teo thiy
thai duwong thi cao hon rat nhiéu.

Tur nhiéu nam trudc ddy, trong nghién ctru ciia Jack va cong su (1991), 85% thé
tich viing ddi thi vao dau giai doan bénh Alzheimer giam thap hon so véi nhém chung.
Pearlson va cong sy (1992) tim thay céc khu vuc caa ving ddi thi va hoi hai ma ¢ bénh
nhan Alzheimer giam 60% dién tich so vai nhom ching. Scheltens cong su (1992)
quan sat bang truc quan qua hai ving ddi thi va thuy thai dwong thay doi 81% ¢ dbi
tugng c6 Alzheimer. Nam 1993, Killiany va cong su cd thé xac dinh mot cach chinh
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xé&c 100% cuia c4c ton thuong két hop thé tich cua ving ddi thi, thuy thai dwong va ndo
that bén & bénh nhan Alzheimer [83].

Trong nghién ciu cuia ching tdi thé tich ddi thi trung binh da giam & nhom
RLTKNT dién hinh 13 4,58+1,17 so v&i nhém RLTKNT nhe 4,84+0,99, khac biét
khong c6 y nghia théng ké p> 0,05. Mat khéc, tinh trang teo hdi hai ma chung ¢ dbi
tugng nghién cau chiém ty 1& 37,25% trong d6 co 16,67% teo hdi hai ma & nhém cé
RLTKNT nhe va 51,67% ¢ nhom c¢6 RLTKNT dién hinh khéc biét co ¥ nghia thong
ké véi p< 0,05. Nguoc lai, ty 16 khéc biét vé thé tich doi thi ¢ hai nhom RLTKNT nhe
va RLTKNT dién hinh 13 chua 13 rang.

Mot s6 nghién ctru khac cling cho thay dai thao duong 1a gia ting ton thuong
teo ndo dic biét hoi hai ma nhu: Hirabayashi va cong sy (2016), nghién ctru trén 1238
dbi trong nguoi Nhat > 65 tudi ghi nhan: thoi gian mic bénh dai thio duong, nong do
duong mau 2h sau an va glucose mau ngau nhién c6 lién quan dén tinh trang teo hoi hai ma
& bénh nhan dai thao duong [67]. Lehmann M (2011) chimg minh tinh trang teo hdi ndo sau
¢6 lién quan dén bénh 1y Alzheimer mic di khong co teo thily thai giita gitra [90].

Moran (2013) ciing cho két luan twong ty voi cac tac gia trén vé mdi tuong quan
gitta RLTKNT & bénh nhan PTD type 2 v61 tinh trang teo ndo trén CHT lién quan
nhiéu dén thoai héa ndo hon 1a bénh 1y mach mau [104].

Jeroen de Bresser va cong su (2010), cho thdy méi lién quan gitra teo néo va
bénh ly ndo chat trang & bénh nhan DTP qua hinh anh hoc CHT. Nghién ctiu cho thay
méi lién quan giira tang thé tich ndo that bén anh hudng dén qua trinh teo hoi hai ma
va doi thi, cling nhu xuat hién cc ton thuong nhdi mau 16 khuyét dién hinh cho bénh
ly vi mach mau ¢ bénh nhan dai thao duong trén so ndo [48],[168]. Nghién ctu cua
chung t6i ciing ghi nhan dugc duong kinh sing tran ndo that bén cling gia ting & nhom
RLTKNT dién hinh 3,62+1,60 so véi nhom RLTKNT nhe 2,95+1,23, su khac biét co
¥ nghia théng ké (p< 0,05).

Ban luan vé van dé nay ching t6i nhin lai cic twong tac trong vong xoin bénh
ly RLTKNT ¢ d6i twong DTD nhu sau: ndng do insulin ndi bao cua ndo thip va giam
tin hiéu insulin 1am tang qua trinh ling dong AP va ting chudi protein tau, ting glucose
mA&u man tinh lam tang san xuit AGEs vuot qua muc "binh thuong”, AGEs kich hoat
phan tmg viém va ting cuong qué trinh oxy hoa. Tang huyét 4p gay ton thuong noi
mac mach mau va xo vita dong mach, tir d6 1an luot Kich hoat hé thong mién dich va
dong gop vao tao mdi trudng viém va stress oxy hoa. Su hoat hda ciia phan tng mién
dich nay cho thay ton thuong mach mau da bat dau rat sém, va lam gia ting thém céc
hiéu ang két hop vai rdi loan trao d6i chat AB, protein tau va san xuat AGE ting. Tuong
tac bén trong giita cac yéu té mach mau va trao doi chat té bao cudi clng tao ra mot
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loat cac phan wng bén trong néi md mach mau gay rdi loan chirc ning mach mau va
pha huy té bao than kinh, gay teo ndo va tén thwong mach mau ndo, gop phan day
nhanh tién trinh suy giam nhan thtc théng qua viéc tich liy cac thuong ton néi trén
[41], [116], [178].

Cac bang chirng vé hinh anh hoc so ndo va giai phau bénh hoc nio di ching
minh vai trd dai thio duong anh hudng dén RLTKNT [37], [116]. M6t sé nghién ciu
gan day cua tac gia Moran va cong su (2015) da tim thay mdi lién chit ché gitra dai
thao dudng vai tinh trang teo ndo, qua trinh tén thuong teo ndo c6 thé tién trién nhanh
gap 3 1an so véi tién trinh 140 hda ty nhién [104].

4.2.2. Pic diém ton thwong vi mach trén hinh anh hoc cong hwéng tir so néo

To6n thuong vi mach ndo trén CHT bao gém: thoai hda ndo chat trang, nhoi mau
ndo 15 khuyét, nhdi mau néo chién lugc va cac ton thuong phdi hop.

Chlng t6i str dung thang diém Fazekas dé danh gia mirc d6 ton thuong thoai hoa
chat trang trong n&o dua trén phan do sau:

Fazekas 0: khong c6 hoic mot dém ton thuong WML nhu mot ddu cham cau.

Fazekas 1: nhiéu d5m ton thuong dang WML nhu nhiéu dau chiam cau

Fazekas 2: bat dau két hop nhiéu ton thuong dang bac cau

Fazekas 3: ton thuong dang bac cau lan rong

Két qua nghién ctiu ghi nhan tai bang 3.15 chlng t6i nhan thay: Ty 18 Fazekas
c6 bat thuong 69,61%, trong d6 Fazekas 3 diém (18,63%), Fazekas 2 diém (19,61%)
va Fazekas 1 diém (31,37%), khéc biét khong c6 ¥ nghia thong ké p> 0,05. Thang diém
Fazekas trong tién luong nguy co ton thuong chit tring ¢ ngudi cao tudi. Fazekas 1
duoc xem 1a binh thudng ¢ ngudi cao tudi, Fazekas 2 va Fazekas 3 1a bénh Iy, nhiing
truong hop nay van cd thé thiy duoc ¢ nhitng ngudoi hoat dong thé luc binh thuong,
tuy nhién nhitng d6i twong nay cé thé bi ton thwong ndo nang Ién trong twong lai.

Inzitari D, Simoni M (2007), nghién ctru 600 nguoi cao tudi hoat dong binh thuong
cho thay diém sb Fazekas du doan ton thuong chat tring trong mot nam. Trong nhom Fazekas
3, 25% dbi twong nay da bj ton thuong chat trang lan toa trong mot niam theo dbi [73].

Ciing theo Inzitari D, Simoni M (2009), sau 3 nim theo di nhém ddi twong trén
tac gia da ghi nhan ton thuong ndo chat traing mirc d6 nang dan 1én. Piéu d6 cho thay
thang diém Fazekas dy doan nhanh chéng va chinh xac mic d6 suy giam than kinh
nhan thac [74].

Qua khao sat 1125 d6i twong dai thao duong (CASCADE) caa Reinhold Schmidt
va cong su (2004) da cho thdy mdi trong quan kha mat thiét gitta mac do teo néo, ton
thudng ndo chat tring cao, nhdi mau ndo 16 khuyét hon ¢ nhém chiang [135].

Trong nghién ciru ctia chung t6i, nhdi mau 16 khuyét chiém ty 18 rat cao 82,35%

trong d6, nhoi mau ving chién luge chiém dén 41,18%, diy 1a nhing ton thwong nhdi



126

mau 16 khuyét nhung tip trung quanh cac khu vuc quan trong dbi v6i hoat dong nhan
thirc binh thuong cia ndo. Cac tén thuong ndy thuong d& bi bo sot va thuong két luin
chung véi cac nhdi mau 16 khuyét hay ton thuong thoai hoa chét tring dang ndt khac.
Céc nhdi mau ving chién luoc thudng tip trung tai cac ving cAp mau ciia dong mach
ndo gitra nhu Vung dinh- thai dwong hodc thai duong chdm lién quan dén hoi goc
(Angular Gyrus), hay tai khu vuc cAp méu dong mach ndo sau: ving trung gian doi thi,
ving dudi thuy thai duong trung gian, hay nhdi mau ving Watershed & phia trén thiy
tran hodc thuy dinh va nhdi mau 16 khuyét xuit hién hai bén ddi thi. D6 thi, hach nén,
bao trong la cac ciu trac dudi vo quan trong. Vi 3 chirc ning quan trong, ddi thi nhu
mot tram chuyén tiép trén dudng dan truyén cac xung dong cam giac 1én vo ndo: (cam
giac than thé, thi giac, thinh gidc va cac loai kich thich khac). Mot mét xich huéng tim
cua hé thé)ng vung dudi ddi hé vién, thuc hién cac phan xa tu dong phurc tap va diéu hoa
cac qua trinh bén trong co thé va hoat dong clia cac co quan ndi tang nhd c6 mbi quan
hé voi vung duoi ddi va vo ndo. Do d6, khi ton thuong cac khu vuc dudi vo, dac biét la
d6i thi s& nhanh chong lam suy giam chirc nang than kinh nhan thic.

Tinh trang nhdi mau ving chién luoc ¢6 thé anh hudng nhiéu dén linh vyc chirc ning
than kinh nhan thirc cho dui khong c6 hién twong teo ndo. Qua thong ké chung toi ciing ghi
nhdn ty 16 nhoi méau 16 khuyét tip trung thiy trén (21,43%), nhan béo (26,19%), ddi thi
(27,38%), thiy dinh- cham (14,28%) va néo that bén (11,9%) chiém ty 1& cao (bang 3.33).

Vi Anh Nhi va cdng su (2014), danh gia ton thuong MRI s¢ ndo & bénh nhan
sa sut tri tu¢ ghi nhan: 100% bénh nhan c6 bénh mach mau nho, 94,4% xuét hién & sa
stt tri tué thé hdn hop va 31.6% & Alzheimer. Tac gia con ghi nhan nhoi mau ving
chién lugc chiém ty 16 45% & sa st tri tué mach mau va 38,9% & sa st tri tué thé hon
hop twong ddng véi két qua nghién ctru ciia chiing toi.

Theo G. J. Biessels, nghién cau RLTKNT & nhém dai thao duong va nhdm
ching ghi nhan: ty 1€ bénh Alzheimer 36% so vai 28%, chitng RLTKNT mach mau
5% s0 vai 2%; suy giam nhan thirc nhe 24% so véi 17%, c6 su khéc biét nhung khong
c6 ¥ nghia thong ké. Trén phan tich hinh anh CHT so nfo tac gia ciing ghi nhan: nhdi
mau ndo 16 khuyét, nhdi mau ving vé ndo va teo ndo chiém ty 18 cao & bénh nhan dai
thao dudng. Nguoc lai, mic do ning cua ton thuong nio chat trang khong khac biét
gitta hai nhom [35],[40]. Nghién ciu nay cho thay, nhoi méau 16 khuyét, nhoi mau
vung chién luogc 1a chi diém quan trong va thuong gap & bénh nhan dai thao duong
type 2 c6 RLTKNT két qua twong tu véi tic gia Ryan, J. P va cong su (2014), Shubei
Ma (2018) [126], [139].

Trong nghién ctu cua ching toi cling ghi nhan trong nhom RLTKNT nhe tinh
trang nhdi mau 16 khuyét chiém khoang 73,81% trong d6 ¢6 30,95% la cac nhdi mau



127

vuing chién luoc; trong tu trong nhom RLTKNT dién hinh c6 dén 88,33% c6 nhdi mau
15 khuyét va 48,33% nhoi mau ving chién luoc. Sy khéc biét khong co ¥ nghia giira
hai nhdm RLTKNT nhe va RLTKNT dién hinh (p> 0,05) (bang 3.33). Day 1a diém
noi bat quan trong ¢ ddi twong dai thao dudng type 2 véi tinh trang nhoi mau 15 khuyét
xuat hién kha sém trong tién trinh RLTKNT dic biét cac ton thuong tai cac ving chién
lugc c6 thé day nhanh tién trién RLTKNT tir nhe dén dién hinh.
4.2.3. Pic diém da tén thwong trén hinh anh hoc cng hwéng tir so ndo

Ty 18 d6i twong cd tinh trang da ton thuong bao gdm teo ndo va tén thuong vi
mach ndo chiém ty 1& 40,20%; trong d6 & nhém RLTKNT nhe cé da ton thwong chiém
ty 1& 26,19% va nhom RLTKNT dién hinh c¢6 da ton thuwong chiém ty I¢ 50,00%, khéac
biét c6 y nghia thong ké (p< 0,05). Picu nay cho thay tinh trang da ton thuong cang
tang ty Ié thuan voéi tién trinh RLTKNT. Pay la ton thuong két hop teo ndo va ton
thuong vi mach ndo, mét trong nhiing dang ton thuong phdi hop thudng gap ¢ cac bénh
nhéan co6 bénh ly mach mau nhu THA, DTD. Trong nghién ciru cua ching tdi ghi nhan
ty I¢ két hop ton thuong nay chiém ty 1¢ khé cao.

Theo Smith E, Egorova va cong su (2008) ghi nhan thoai hoa chit tring trén
CHT so no c6 lién quan dén tién trinh tir nhan thirc binh thuong dén RLTKNT nhe va
dién hinh, teo ndo co lién quan dén RLTKNT. Mot s6 ton thuong khac ciing hay gip
trong bénh Iy mach mau nhé nhu: nhoi mau nio 18 khuyét, thoai hoa chat tring c6 lién
quan dén RLTKNT mach mau [134].

Nghién ciru CASCADE cho thdy nguy co tang tién trinh sa st tri tué Alzheimer
1én 4 1an hon & dbi twong dai thao dudng so véi nhdm chimng [129].

Theo Reinhold Schmidt va cong sy (2004) ghi nhan hinh anh CHT s¢ ndo ¢
bénh nhéan déi thao duong va nhém chiing co6 su khac biét vé cac dic diém: ton thuong
chat trang, nhdi méau 15 khuyét, teo cac khu vuc trong ndo viung doi thi, hoi hai ma
nhung khong c¢6 ¥ nghia thong ké, nguoc lai tinh trang ting thé tich no that khac biét
15 va co y nghia thong k& ¢ hai nhém bénh va nhém ching [129].

Nghién ctru ctia Val Harten va cong sy (2007) chwa ghi nhan thay tinh trang ton
thwong CHT so ndo & bénh nhin dai thdo dudng 16n tudi c6 lién quan dén RLTKNT.

Weili Xu va cong su (2008) ghi nhan, & ddi twong < 65 tudi, dai thio dudng type
2 lam ting nguy co sa sut tri tué gap 2,95 lan nhém ching, ting Alzheimer gap 2,33
lan va sa sut tri tué mach mau gap 4,94 lan; tuong tu, & ddi twong > 65 tudi, dai thao
duong type 2 1am ting nguy co sa st tri tué gap 2,12 lan, ting Alzheimer gip 1,88 lan
va sa sUt tri tu¢ mach mau gap 2,90 lan [166].

Audrey M. Tiehuis va cong su (2008) cho thdy tinh trang teo ndo va ton thuong

vi mach méu ndo gia tang & bénh nhan dai thdo duong type 2, dac biét c¢o lién quan
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dén ndng d6 glucose mau, thoi gian mic bénh dai thao dudng [25].

Yael Reijmer (2012) trng dung CHT trong nghién ctru suy giam nhan thirc-
mach mau ¢ bénh nhan dai thao duong type 2, day la tinh trang suy giam nhan thirc
do c4c bénh ly mach méau ndo gay ra 1a két qua cua sy tvong tac gitra mot loat cac
yéu té nguy co tim mach nhu ting huyét ap, béo phi, réi loan lipid mau, dai thdo
duong, dot quy va nhdi mau ndo im ling. Bao gébm SSTT- mach méau (Vascular
Dementia), bénh Alzheimer va SSTT mach mau muc do nhe (Mild Vascular
Cognitive Impairment). SSTT mach méau nhe c6 thé biéu hién sau dot quy do ton
thuong cac mach 16n hodc tir thay ddi trong cac mach ndo nhé c6 thé 12 nhdi mau 16
khuyét gay nhdi méau ndo im lang hoic nhitng 6 xuat huyét nho phat hién trén CHT
so ndo [168], [169].

Mark A. Esplelan va cong su 2013, nghién ciru trén 1366 d6i tuong 13 phu nit 16n
tudi tir 72-89 tudi cling ghi nhan dugc dai thao dudng type 2 ¢6 lién quan dén ton thuong
teo ndo, lam giam thé tich ndo toan phan 0,6%, giam thé tich chat xam 1,5% va gia ting
t6n thuong nhdi mau 16 khuyét 12 21,8%:; dai thao duong ciing lién quan dén diém s6 thap
qua céc bai kiém tra danh gia than kinh. Tuy nhién, nghién ctru tip trung vao di tugng
phu nit 16n tudi dé chimg minh tudi 1a yéu t6 nguy co, song tinh trang dai thio dudng
d3 1am tién trién tdc d6 pha huy cdu tric ndo dién ra nhanh chong va dé dan dén sa sut
tri tu¢ nhanh [96].

Qua dic diém ton thuong trén hinh anh hoc cong hudng tir so ndo ching toi ghi
nhan: tén thuong teo ndo va vi mach mau nio di xuét hién tir rat sém ngay tai thoi
diém bénh nhan c6 RLTKNT nhe va phét trién ting dan vai ty 1¢ cao cac ton thuong
tap trung & nhém c¢6 RLTKNT dién hinh. Tinh trang nhoi mau ndo 16 khuyét va nhoi
méu ndo ving chién lugc dai dién cho cé4c tén thuong vi mach méau nio ciing déng bod
Xuat hién ngay trong giai doan RLTKNT nhe va khac biét vé loai ton thwong nay & hai
nhém RLTKNT nhe va RLTKNT dién hinh 1a khéng c6 giéng nhu cac ton thuong khac
(bang 3.32 va 3.33). Nhitng ton thwong mach mau ¢ bénh nhan dai thao duong thudng
song hanh vai nhau gém ca vi mach va mach mau Ién, do d6 nhitng tén thuong vi mach
mau dai dién 12 nhoi méau ndo 16 khuyét da xuat hién trong nhém nghién ctu. Ton
thwong nay xuat hién ting dan theo mirc 46 RLTKNT lam gia tang ty 16 RLTKNT
mach mau & bénh nhan dai thao dudng type 2. Bén canh ton thuwong mach méu, nhitng
réi loan chuyén héa glucose do san pham duong hoa bac cao, tién trinh viém hé thong,
chét té bao theo chwong trinh di ton thwong cau tric cua ndo, su thay doi trong cau tric
rd rang nhat 1a thay doi thé tich doi thi giam dan véi mic do suy giam than kinh nhan
thirc, giam thé tich hoi hai md ma nguyén nhan do nhiéu nguy co c6 lién quan dén sy
ling dong cac mang bam amyloid- B va su hinh thanh cac protein tau lam ton thuong
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khong phuc hdi cac soi dan truyén than kinh ciing nhu té bao than kinh. Hé qua Ia tinh
trang thoai hda chit tring va qua trinh teo ndo hinh thanh, 14 tién dé cho sy xuat hién
RLTKNT dién hinh nhu RLTKNT mach méau va Alzheimer [41], [112].

4.2.4. Phan tang réi loan than kinh nhan thic qua thang diém MMSE, MoCA

Dua vao phan loai DSM5 ching toi ghi nhan ¢ bang 3.20: ty 1& dbi tuong c6
RLTKNT nhe 1a 41,18% va RLTKNT dién hinh 12 58,82%.

Trong d6 77,45% dbi tugng c6 mirc diém MMSE >24 va déi twong ¢6 muc diém
MMSE< 24 chiém ty 1& 22,55%, MMSE < 19 chiém ty I¢ 11,76% va MMSE 20-23
chiém ty 18 10,78%, (bang 3.18).

Diém nhan thirc trung binh theo MoCA 20,73+5,08, khdng c6 su khac biét gitra nam
Va nit, trong d6 MoCA < 26 diém c6 RLTKNT chiém ty l¢ 84,31%, (bang 3.19).

Déi twong dua vao mau nghién ciu la nhitng nguoi c6 RLTKNT; so v§i DSMS5,
ty 1¢ tim soat RLTKNT theo MoCA chiém ty Ié cao hon MMSE. Do d6, & dbi tugng
DTPD néu chi sir dung MMSE dé tam soat RLTKNT sé& bi bo sét bénh. Ching téi c6
Kiém tra gié tri cia hai thang diém trong tim soat RLTKNT va duoc két qua nhu phan
tich tiép sau day.

4.2.5. So sanh vai tro tam soat RLTKNT hai thang diém MMSE va MoCA

Néu chi ding mot thang diém MMSE dé tim soat cac RLTKNT s& bo st truong
hop RLTKNT ma diém MMSE > 24 & mirc binh thudng (77,45%). Néu sir dung thang diém
MOoCA thi ty 16 RLTKNT phét hién ¢ déi trong dai thao dudng type 2 cao hon (82,35%).
Van dé chiing t6i dit ra, liéu rang bénh nhan déi thio dudng type 2 c6 ngudng diém cit theo
MMSE va MoCA cao hon cac nhom ddi tuong khac hay khéng? Vai trd cta hai thang diém
nay trong tam soat cac RLTKNT nhe ¢ ddi tuong déi thio dudng type 2 thé nao?

Bang 3.21, thong ké diém trung binh cia MMSE va MoCA trong danh gia
RLTKNT chiing tdi ghi nhan: diém s6 trung binh cia MMSE & d6i tuong RLTKNT nhe
14 27,83+1,87 va RLTKNT dién hinh 12 24,23+4,56 khac biét c6 y nghia thong ké véi (p<
0,001), nhu vay véi ngudng gia tri trung binh nay cao hon diém cat khuyén cado MMSE
véi cac mirc do RLTKNT nhe 20-23 diém va RLTKNT vira, nang MMSE < 19 diém.

Diém sb trung binh cua MoCA ¢ ddi tugng RLTKNT nhe la 24,86+2,62 va
RLTKNT dién hinh la 17,83+4,33 khac biét co y nghia thong ké p< 0,001; véi ngudng
diém cat nay ching t6i thay thip hon diém cat khuyén céo cho tam soat RLTKNT theo
MoCA 14 26 diém. Thang diém MoCA khdng phan loai RLTKNT nhe, vira nang nhu
MMSE cho nén khéng xép loai rd rang dugc mirc d6 nang nhe nhu thé nao.

Khi tién hanh danh gia d6 nhay, do dic hiéu va tim diém cat cua hai thang diém
MMSE va MoCA trong tam soat RLTKNT ¢ ddi twong dai thao dudng type 2 ching toi
ghi nhan: thang diém MoCA c6 gia tri dudi duong cong cao hon thang diém MMSE



130

trong chan doan RLTKNT ( 92,60% so vai 75,30%) véi diém cit tuong tng MoCA 21,5
(21) (Se: 80,4% va Sp: 85,7%, Cl 95%: 0,878- 0,973) va diém cit MMSE 23,5 (23) (Se:
67,4% va Sp: 75,0%, Cl 95%: 0,661- 0,845), khac biét c6 y nghia thong ké p< 0,001
(bang 3.22).

Véi két qua nay da giai quyét cau hoi cua van dé 1 va 2, ¢ ddi twong dai thao
dudng type 2 thang diém MoCA c¢6 gia tri tam soat RLTKNT tét hon MMSE. Biém cit
MoCA 21 phil hop véi RLTKNT dién hinh, tuong tu véi diém cit thang diém MMSE
23 can duoc xem c6 RLTKNT dién hinh & d6i turong dai thao duong type 2. Nghién ctu
ctia chling toi két qua tuwong tw Vai CAC tac gia:

Nguyén Pinh Toan (2016) so sanh gia trj thang diém MoCA va MMSE trong
tam soat RLTKNT ¢ bénh nhan dai thao dudng ghi nhan: diém cit MoCA 17 diém co
d6 nhay cao hon (84,8%) so véi MMSE 23 diém 14 (78,3%) trong chan do4an SSTT hay
RLTKNT dién hinh [13].

Yukiko Mori., Futamura H., (2015) ghi nhan trén 33 ddi twong dai thdo duong
type 2 & Nhat bang thang diém tam soat MoCA hiéu chinh va phan loai RLTKNT bang
DSM 1V, cho thay ty 16 RLTKNT nhe chiém da s6 72% tuwong tng vai diém trung binh
MoCA 14 22,1 + 2,8 diém va kém véi cac rdi loan chirc nang ngon ngit, chiic nang thily tran
cling giam c6 y nghia thong ké so vai ddi tugng dai thao duong khong cd6 RLTKNT [105].

Nghién ctru ctia Rotterdam trén 6.000 bénh nhan tur 55 tré 1€n trong khoang thoi
gian 2 nam bang cach st dung 2 thang diém MMSE va Geriatric Mental State Schedule
cho thiy PTP type 2 ting nguy co phét trien RLTKNT dién hinh 1én gap doi. Nhitng bénh
nhan dugc diéu tri bang Insulin ¢6 nguy co twong ddi cao hon 3 dén 4 lan. Arvanitakis va
cong su da nghién ctu tién ciru 800 nit tu va linh muc hon 9 ndm, 15% s ngudi nay co
hozc phéat trién BTD type 2 va cho thiy 65% ting nguy co phat trién Alzheimer [28].

Mousiolis A (2016), nghién ciru 135 d6i twong dai thao duong type 2 c6
RLTKNT nhe va binh thuong ghi nhan diém cat MoCA 23 va MMSE 28 phtl hop cho
chan doan RLTKNT nhe [106]

Két qua cua chiing t6i gop thém vao dé xuat nang diém cat tim soat RLTKNT
& d6i twong dai thao dudng type 2 theo MMSE 1a 23 diém va MoCA 1a 21 diém, dic
biét can sir dung thang diém MoCA trong tam soat RLTKNT & dbi twong dai thao
duong type 2 thay vi chi ding mot thang diém MMSE sé& bo s6t cac RLTKNT.

4.2.6. Phan tang réi loan cac linh vuc chire niing than kinh nhan thirc & ddi twong
nghién cau

Cin cr vao danh gia dién tich dudi dudng cong ROC, thang diém MoCA c6
dién tich dudi duong cong cao hon MMSE (92,60% so vai 75,30%) va c6 do nhay va
dic hiéu tot hon nén chung t6i sir dung thang diém MoCA dé phan loai cac linh vuc
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chtre ning than kinh nhan thirc bao gém cac linh virc sau: chire nang diéu hanh, thi giéc
khong gian, tap trung chd y, hoc tap va tri nhg, chirc nang ngon ngt, chuc nang tu duy
triru tuong va chire ning dinh hudng thoi gian, khong gian. Két qua thng ké ghi nhan
duoc céc rdi loan nhu sau:

Panh gia cac rdi loan chirc ning nhan thuc theo phan nhém tudi ghi nhan:
diém trung binh cua chtrc ning diéu hanh, hoc tap tri nhé thap hon & nhém > 65 tudi
so véi nhém < 65 tudi, sy khac biét c6 ¥ nghia thdng ké (p< 0,05). Céc linh vuc
chirc nang nhan thirc khac nhu thi gidc khéng gian, chirc nang ngdén ngir, tu duy triru
twong va dinh huéng khéng gian thoi gian c6 diém sé trung binh giam thap hon ¢
nhom > 65 tudi nhung khéc biét khong c6 ¥ nghia thong ké (p> 0,05). Hay néi céch
khac, chirc ning diéu hanh va hoc tap tri nhd 6 thé bi anh huong bai qué trinh 150
héa tu nhién. Nhung cac linh vuc than kinh nhan thirc khac thi ¢ thé khdng bi anh
huong bai qué trinh 140 héa tu nhién ma lién quan nhiéu dén cac chuyén hoa va ciu
tric té bao than kinh.

So séanh cac roi loan chtic ning nhan thic theo thang diém MoCA chiing toi
nhan thay: khac biét c6 y nghia thong ké ¢ cac linh vuc chic niang nhan thic véi cac
ngudng diém cit MoCA> 21 va MoCA< 21 theo nghién ctu ciia ching t6i (p< 0,001).
Dic biét quan trong mirc diém trung binh cac linh vuc chire nang nhan thirc nhu chic
nang diéu hanh, thi giac khdng gian, tap trung cha y, hoc tap tri nhé va tu duy triru
tuong giam nhiéu & ngudng MoCA< 21 so vi MoCA> 21 (p< 0,001), (bang 3.24).

So sanh vé khéc biét réi loan cac linh vuc chirc nang than kinh nhan thic theo
phan loai DSMS5 chiing t6i nhan thay: khéc biét c6 ¥ nghia théng ké vé murc diém trung
binh cua cac linh vuc chirc nang nhan thac gitra hai nhom RLTKNT nhe va RLTKNT
dién hinh, phan bé muac diém trung binh ¢ nhom RLTKNT dién hinh thap hon c6 y
nghia thong ké so vi nhom RLTKNT nhe, p< 0,001. Ngoai ra chdng tdi con ghi nhan
tit ca cac linh vuc chirc nang than kinh nhan thiic suy giam déu cd ty 1é cao hon & nhém
RLTKNT dién hinh so voi nhém RLTKNT nhe voi p< 0,01. Cac linh vuc chirc ning
TKNT bi rdi loan chiém ty 1& cao 1a: chirc ning ngon ngit (87,25%), hoc tap tri nho
(86,27%), tap trung ch(  (77,45%), chirc nang didu hanh (75,49%), tu duy triru twong
(59,80%) va thi giac khong gian (50,98%) (bang 3.26). Cac nghién ctru lién quan cling
cho cac két qua twong tu V& tinh trang suy giam cac linh vuc than kinh nhan thuc:

Miles va Root (1992), trong nhitng mé ta dau tién vé mdi lién quan giita dai thao
duong véi rdi loan chitc nang nhan thirc, c4c tac gia quan sét thay bénh nhan dai thao
duong c6 su suy giam Ve tri nho, toe do xir ly théng tin va chl ¥ hon dbi twong khong
méc bénh dai thao duong [40]
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Theo Van den Berg, Bisessels G.J va cong su (2009), ghi nhan ¢ bénh nhan dai
thdo duong type 2 6 tinh trang suy giam nhanh chéng cac linh vuc than kinh nhan thic
nhu: chirc ning diéu hanh, tc do xir ly thdng tin, kha ning tap trung cha y [153]. Biéu
dang luu ¥ trong tong quan vé bénh nio dai thio dudng cua Bisessels (2015) co dé cap
dén tinh trang suy giam cac linh vuc chtre ning than kinh nhan thirc khéng chi gip & bénh
nhan dai thao duong ma con & giai doan tién dai thdo duong [40]. V&i sy xuat hién cac
qua trinh rdi loan chuyén hoa nhu tinh trang dé khang insulin, ting triglycerid mau, giam
HDL.C, gia ting vong bung, ting huyét 4p va gia ting nong d6 glucose mau da gop phan
cong gop vao rdi loan chire ning than kinh nhan thic ¢ ddi tugng tién dai thao dudng. Pay
la mot hudng nghién ciru mai trong twong lai ¢ thé xac dinh dwoc s6m hon céc ton thuong
ndo anh hudng dén chirc ning than kinh nhan thic trong giai doan nay.

Ngay trong giai doan RLTKNT nhe d3 ¢ rdi loan trong cac linh vyc chtic ning
nhan thirc, trong d6 nhom chire ning nhan thic giam >50% nghiéng vé chirc ning ngén
ngir giam chiém 76,19%, hoc tap tri nh giam chiém 71,43%, chiic ning diéu hanh giam
chiém 52,38% va chtic nang tap trung chd y 1a 61,90%. Diéu nay ciling hoan toan phit hop
VGi c4c réi loan nhu quén tir, 1ap tir thiéu tir ngit dé dién dat, kha ning ghi nhé kém hon
hozc tri nhé ngan han giam thuong gap ¢ ddi twong ¢é biéu hién RLTKNT nhe lién quan
dén ton thuong nhdi mau 16 khuyét cac ving chién Iugc va ving hoi hai ma.

Pay 1a cac triéu chiing quan trong can dugc quan tdm ¢ bénh nhan dai thao
duong tré tudi (< 65 tudi) khi sy thoéi hda chét tring, ton thuong teo ndo xuat hién kha
sém nhu phén tich ¢ trén c6 lién quan dén cac yéu td nguy co va bién chiing cua dai
thao dudng va c6 thé ngin ngira dé 1am cham phét trién RLTKNT dién hinh. Trong khi
& do tudi 16n > 65 tudi do nhiéu yéu té tac dong tir bién chimg dai thao dudng va tudi
tac kém theo véi muc tiéu diéu tri khong kiém soat tét nhu glucose mau va nong do
TG nhu phan tich & trén c6 thé gia ting ton thuong teo ndo hoic vi mach ndo khé co
thé phuc hoi lai dugc.

Cac réi loan trong céac linh vuc chitc nang than kinh nhan thic thuong lién
quan dén céc ton thuong trén ndo bo twong tng. Ching toi sé& tiép tuc trinh bay sau
day cac ton thuong hay gap trén hinh anh hoc cong huong tir so ndo & ddi tugng dai
thao dudng type 2 ¢c6 RLTKNT va so sanh méi lién quan gitta réi loan céc linh vuc
chtrc niang voéi ton thwong dinh khu trén hinh anh hoc, so sanh méi lién quan giira ton
thuong trén ndo voi hai nhom RLTKNT nhe va RLTKNT dién hinh ¢6 su gidng va
khac nhau gi hay khong?.
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4.3. PANH GIA MOI LIEN QUAN VA TUONG QUAN GIUA CAC YEU TO
NGUY CO VA HINH ANH HQC CONG HUONG TU SQ NAO VOI CAC MUC
PO ROI LOAN CHUC NANG THAN KINH NHAN THUC O POI TUQNG
NGHIEN CUU
4.3.1. Phén tich méi lién quan va twong quan giira cic yéu to nguy co va tinh trang
kiém soat dai thao dwong véi ton thwong trén hinh dnh hoc CHT so nio:

Qua thdng ké chung t6i ghi nhan & bénh nhan dai thao dudng type 2 cac yéu td
nguy co sau can duge cha ¥ ¢ thé gay ton thuong ndo dién hinh:
4.3.1.1. Cdc yéu té nguy co khong can thiép dwoc:

Qua thdng ké nghién ctru chung toi ghi nhan tudi 1a yéu to nguy co c6 lién quan
dén ton thuong teo ndo va vi mach ndo. Tudi c6 lién quan dén tinh trang teo ndo
(p<0,001) va ton thuwong vi mach ndo (p< 0,05). Cu thé, & bénh nhan dai thao duong
type 2 tinh trang ton thuong teo ndo xuat hién & d6 tudi trung binh 1a: 71,81+7,01 va
ton thuong vi mach ndo c6 do tudi trung binh 1a 67,12 £ 8,15, khac biét c6 y nghia
thng ké gitta hai nhém c6 t6n thuong va khong ton thuong (p < 0,05) (bang 3.27,
3.28). Piém cit cho do tudi co nguy co t6n thuong ndo chung 1a 61,5 tudi (61) voi Se
77,8% va Sp: 83,30%; (CI 95%: 70,10-94), p< 0,001, trong d6, diém cit cho ton thuong
teo ndo 1a 66,5 tudi (Se:74,5%, Sp: 83,6%, p<0,001)) va ton thuong vi mach ndo la
61,5 tudi (Se: 77,5%, Sp: 76,9%, p< 0,05) (bang 3.44, 3.45). Piéu nay cho thay tén
thwong vi mach nio di xut hién kha sém & bénh nhan dai thdo duong type 2 pht hop
v6i 16i loan than kinh nhén thirc mach mau ma dic trung la tdn thuong vi mach ndo
chiém 87,25% trong d6 c6 dén 40,20% 1a da ton thuong bao gdm teo ndo va ton thuong
vi mach phu hop véi réi loan than kinh nhan thtrc hdn hop (bang 3.14).

Theo Weil Xu va cong su (2008) nghién ctru trén 13,693 dbi twong dai thao
dudng > 65 tudi tai Thuy Dién ghi nhan: dai thdo dudng lam gia tang ty 1& Alzheimer
va sa sut tri tué mach mau. Nguy co cao hon khi mac bénh & giai doan trung nién va
giai doan 16n tudi, nghién cau nay thém vao cac bang chung vé méi lién quan gita
bénh dai thao duong véi ton thuong mach méau va nhitng thay d6i thoai hoa than kinh
trong ndo [22]

Khi tudi cang cao c4c chirc ning tim mach, hd hap, tuan hoan bi suy giam, tinh
trang tudi mau md va cung cip oxygen ciing giam theo, cling véi né ving doi thi 1a
khu vuc quan trong lién quan dén sy hinh thanh va thu nhan ky tc thuong giam kich
thudce khi 1én tudi, cac hormon va protein bao vé va sira chita cac bat thudng trong no
cling thay doi, hé qua 1a anh hudng dén suy giam than kinh nhan thirc. Pac biét & bénh
nhan déi thdo duong type 2 16n tudi thudng trai qua nhiéu nam mac bénh, da phan té
bao beta dao tuy bi suy Kkiét va giam san xuat insulin, su thié hut insulin ciing 13 mot
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trong nhitng co ché bénh sinh quan trong anh wong dén tinh trang teo nio dic biét cac
hoi ndo nhu ving dudi ddi, hoi hai ma va hé qua 1a suy giam chirc nang than kinh nhan
thirc. Tuy nhién, khdng phai 12 tat yéu suy giam than kinh nhan thirc xay ra & ngui 16n
tudi. Ty thudc rat nhiéu vao viéc sir dung thudng xuyén ndo bo hay khéng, ché do
dinh dudng 16i séng, ky ning séng hing ngay viéc nay ciing gibng nhu viéc st dung
co bap hang ngay cé thé 6n dinh chi sé co hoic ciing c6 thé gy teo co nhanh.

4.3.1.2. C4C yéu té nguy co can thiép dwoc

Qua phan tich chiing tdi ghi nhan: tinh trang hoat dong thé luc, ndng do HbALc,

glucose méu c6 méi lién quan dén ton thuong teo ndo, bén canh d6 rdi loan IMT dong
mach canh lai c6 méi lién quan véi ton thuong vi mach mau ndo. Cu thé:
(i). Hoar déng thé lyc: Bang 3.27 va 3.28 cho thay tinh trang it hoat dong thé hrc 1am
gia tang ty & teo ndo 74,47% so vSi nhdm hoat dong thé luc 25,53%, khac biét co y
nghia thong ké (p< 0,05), nhung khéng c6 mai lién quan dén ton thuwong vi mach nio
(p>0,05).

Theo Espeland M.A. (2018) tinh trang thira can béo phi, it hoat dong thé luc s&
gay rdi loan chuyén héa nhu dé khang insulin lam ting nguy co ton thuong teo ndo dic
biét viing hoi hai ma va anh hudng dén cac linh vuc than kinh nhan thic. Tinh trang
béo phi 16i sdng tinh tai cang xuat hién sém thi cang gia ting bénh 1y sa sut tri tué [55].

Theo Kiwimaki (2019), mot nghién ciru vé anh huong cua it hoat dong thé
luc [én RLTKNT, 6 triéu nguoi dugc quan sat trung binh 14,5 nam va c6 404804
dbi twong mac sa sut tri tué do moi nguyén nhan va Alzheimer dugc dua vao théng
ké danh gia. Két qua ghi nhan: 10 nam trude khi mac bénh sa sut tri tug, tinh trang
it hoat dong thé luc co lién quan dén gia tang ty 1& sa st tri tué do moi nguy@n nhan
OR= 1,4 (Cl 95%: 1,23-1,71) va mac bénh Alzheimer OR 14 1,36 (Cl 95%:1,12-
1,65). Nghién ctru trén nhém >10 nam thi khong thay mdi lién quan gita it hoat
dong thé luc véi su gia ting sa st tri tué do moi nguyén nhan va Alzheimer nhung
lai gia ting bénh ly tim mach, dot quy va dai thao duong. Nhitng dbi twong mic
bénh Iy tim mach trudc sa st tri tué ciing ghi nhan thay it hoat dong thé lyc khdng
lam gia tang thém ty 1€ sa sut tri tué [85].

Nguoc lai véi Kiwimaki, theo nghién ctu caa De Bruijn RF (2013) trén 4406
d6i twong 16n tudi ghi nhan, tinh trang hoat dong thé luc tt ¢d thé giam nguy co sa sit
tri tué va ngudi 16n tudi chi can hoat dong thé lyc ngan nhung thuong xuyén déu mang
lai hiéu qua hon 15i song tinh tai [0].

(ii). Nong dg glucose mau va HbAlc: Su gia tang nong d6 HbALc va glucose méau déi
cling lién quan dén tinh trang teo ndo. Nong d6 HbA1c trung binh & hai nhém teo ndo
va khong teo lan luot 1a: 7,89+1,83 so véi 7,09+1,4 (p<0,05) va ndng do glucosse mau
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doi twong tng 1a 9,80+5,20 so vai 7,76+2,96 (p< 0,05).

Cac phan tich & trén vé mdi lién quan giita HbAlc véi ndng d6 glucose mau da
ching minh dwoc sy anh hudng cua chung dén ton thuong teo nio trong ddi twong
nghién ctru caa chdng t6i. Co ché ting glucose mau anh huong dén RLTKNT di dugc
lam rd, tuy nhién viéc kiém soat glucose mau dat muyc tiéu c6 1am giam ty 16 RLTKNT
va ton thuong nio hay khong thi chua 1am sang t6 va néu c6 thi diém cét an toan cua
glucse mau d6i va HbAlc 1a bao nhiéu dé giam thiéu ton thuong nio ¢ bénh nhan dai
thao duong type 2?

Khi phan tich dudi nhém vé méi lién quan gitra ton thuong ndo v4i muc tiéu
kiém soat HbAlc ching tdi nhan thay: & nhom ddi tuong > 65 tudi kiém soat HbAlc
khong khong dat muyc tiéu (> 7%) 1am tang ty 18 ton thuong teo vo dai ndo (GCA)
24.51% so v&i nhdm kiém soat HbA ¢ dat muc tiéu 11,76% khac biét c6 ¥ nghia théng
ké (p< 0,05), twong tu khi khao sat chung cac d6i twong nghién ciu khong phan biét
d6 tudi viéc kiém soat HbA 1c khong dat muc tiéu lam tang ty Ié ton thuong teo vo dai
ndo hon so vi nhom con lai (28,43% so véi 14,71%, p< 0,05). Két qua ciing tuong tu
véi tinh trang teo ndo qua cac thang diém MTA, Koedam va teo hoi hai ma ma khdng
lién quan dén do tudi véi p< 0,05. Hay néi cach khac, viéc kiém soat HbAlc dat muc
tiéu (< 7%) c6 y nghia quan trong trong viéc giam ty Ié teo ndo va teo hoi hai ma ma
khéng lién quan dén do tudi.

Qua bang 3.46 trong phan tich da bién, danh gia mirc do anh huong cac YTNC
dén ton thuong teo ndo, chung t6i ghi nhan diém cat HbAlc 1a 7,05%, Se: 63,80 va Sp:
61,80 (CI: 95%, 36,9-74,1) c6 ¥ nghia théng ké vai véi p < 0,05.

Két qua ching toi pht hop vai cac nghién ciru cua cac tac gia khac nhu Biessels
va cong su (2014), Stoeckel LE (2016), Yale D. Reijmer (2010) [35], [38], [41], [140],
[168], [169]. Mot s6 nghién ctru so sanh gitta hai nhom ddi twong c6 méac bénh dai thao
duong va nhém chitng khdng mac bénh dai thao dudng, da cho thay nong do glucose
mau cao anh huéng dén chirc nang than kinh nhan thuc trong cac linh vuc chirc ning
va tong sé diém trung binh chung thap cia MMSE hoic MoCA [148].

Nghién ctu ACCORD- MIND, mét nghién ciru trén quan thé Ion, thir nghiém
va c6 so sanh d6i chirng cho thay viéc kiém soat glucose mau qué téi uu ciing khong
lam cai thién thé tich ndo ciing nhu chtc ning than kinh nhan thire, dic biét déi véi
ngudi 16n tudi, lam gia ting Alzheimer va sa sut tri tué mach mau [88].

Tuy nhién, chua co cong trinh nghién ciu ching minh dugc kiém soat dugc
glucose mau tot s& day Iui dwoc RLTKNT hay khong. Theo Biselle va cong su (2018)
ghi nhan trén céc thi nghiém & chudt khi tién hanh gy dai thao duong bang cach tiém
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doc chat dé huy chic ning té bao beta dao tuy, ca tac gia ghi nhan co su teo ddi thi va
hdi hai ma cua cac chl chudt nay, sau khi tiém insulin dé diéu tri thi cac hoi hai ma va
ddi thi dugc phuc hdi trg lai [41]. Thir nghiém nay cho thiy y nghia cua viéc diéu tri
dai thao duong ciing nhu kiém soat glucose mau c6 lién quan dén cai thién chirc ning
than kinh nhan thirc caa ngudi bénh.

(iii). Kiém soat Triglycerid mau:

Déi véi kiém soat TG dat muyc tiéu & nhom dbi twong >65 tudi ty 16 ton thuong
chat tring 15,69% thap hon so v&i nhdm kiém soat TG khong dat muc tiéu 1 25,49%
(p< 0,05) va két qua twong tu khi xét cho ca nhom khéng lién quan dén tudi (p<0,05).
Véi két qua twong tu chung toi ciing ghi nhan viéc kiém soat Triglycerid dat muc tiéu
thi ty 1é & nhom ton thuong nhoi mau ndo ving chién lugc 1a 10,787% va da ton thuong
la 11,76% thap hon so v6i nhom TG khong dat muc tiéu 1a 19,61% va 21,57%, tuong
ing & doi tugng >65 tudi (bang 3.29).

Nhu vay két qua nghién cttu phan anh dwgc viéc kiém soat TG dat muc tiéu co
¥ nghia 1am giam tinh trang t6n thuong nhdi mau chién luoc va da ton thuong & nguoi
> 65 tudi (p<0,05), nhung khong 1am giam ty 18 chung cua dbi twong nghién ciu. Mat
khac kiém soat TG dat myc tiéu 1am giam duoc ty 1é chung va ¢ nhom ddi tuong > 65
tudi vé tén thuong chat trang (p<0,05). TG c6 lién quan dén ton thuong vi mach mau
ndo & d6i twong nghién ciu. Tuy nhién, khi phan tich da bién vé cac YTNC anh huong
dén ton thuong vi mach thi ching tdi khong thay vai tro cua TG (bang 3.47).

Ban luan vé van dé nay ching toi cd mot so kién giai: thir 1 dai thao dudng type
2 khai phat dau tién boi tinh trang dé khang insulin trong bdi canh chung cta Hoi ching
chuyén héa bao gom giam HDL.C, ting TG méu, ting glucose mau va ting vong bung.
Thir 2 viée gia ting TG kéo theo tinh trang dé khang insulin tai té bao dich trong d6 c6
té bao than kinh anh huéng dén qué trinh chuyén hoa nang luong té bao than kinh. Tinh
trang dé khang insulin khién cho su hap thu caa insulin qua hang rao méau nao giam trong
khi d6i mat vai insulin & ngoai vi tang. Diéu ndy tao ra mot trang thai giam insulin ndo, ma
két qua ctia qua trinh nay lam giam men phan hay insulin va giam men phan hay amyloid-
B. Tién trinh ndy kéo dai 1am tich ty amyloid-p trong nio, gop phan lang dong va sy hinh
thanh mang bam amyloid-p. Giam tin hiéu insulin nio ciing ¢ ché cac enzym tham gia
trong chudi phosphoryl hda protein tau, ma cui cling gop phan vao su hinh thanh cia cac
dam rdi xo hoa té bao than kinh. Tang TG khong gay ting nguy co tén thuong mach mau
|6n nhung gdp phan gia ting ton thwong vi mach khong phai chi riéng ndo ma cac co
quan khac nhu tim va vi véng mac mat, cau than... [30], [20], [41],[131], [177].

Céc két qua ma ching toi tim ra trong nghién ctru ndy va ciing phit hop véi nghién
cuu cua tac gia Sang Mo Hong, Kyungdo va cong su (2019), thuc hién nghién ciru quan
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sat trong thoi gian trung binh 5,26 nim trén 13 triéu ngudi cho thiy ty sb TyG
(TG/Glucose) 1a thdng sb quan trong phan &nh tinh trang d& khang insulin ¢ lién quan
dén sy gia ting nguy co RLTKNT va Alzheimer va ciing 13 yéu té nguy co tim mach
truyén thong doc lap [127].

(iv). Bé day lép ngi trung mac (IMT) déng mach canh

Ty 1 tén thuong vi mach ndo & d6i tuong c6 ting d6 day lép ndi trung mac
(IMT) dong mach canh dén 93,26%. Trong phan tich da bién chling t6i ghi nhan: ting
d6 day 16p noi trung mach BMC c6 dién tich dudi dudng cong ROC cao nhéat ( AUC
ROC > 70% véi p< 0,05) la yéu t6 anh huong dén tén thuong ndo nhiéu hon cac yéu
t: glucose mau doi, HbA lc, Cholesterol, HDL.C va TG (AUC ROC<70%, p> 0,05)
(bang 3.28 va 3.45).

Piém cat cho tang d6 day I6p ndi trung mac c6 nguy co ton thuong nio 1a 0,75-
0,85 mm vaéi do nhay Se: 66,70%-82,2% va d dac hiéu Sp: 40%- 75%. DBac biét day
I6p ndi trung mac dong mach canh chung trai c6 dién tich dudi duong cong ROC 73,3%
cao hon céc vi tri va nhanh dong mach khac.

Khi xét riéng dudi nhém teo ndo va nhdm tén thuong vi mach véi cac yéu té
nguy co chung t61 ghi nhan:

Xét riéng trong nhdm teo ndo ching tdi ghi nhan tudi, dudng mau d6i, HbAlc
va bé day 16p noi trung mac dong mach canh phai la yéu t nguy co quan trong anh
hudng dén tinh trang teo no, ¢6 dién tich dudi dudng ROC > 60%, p< 0,05.

Xét riéng trong nhém ton thuong vi mach ching t6i lai ghi nhan: tudi, bé day
16p ndi trung mac dong mach canh trai va DPMC trong phai 12 yéu té nguy co quan trong
anh huong dén tinh trang ton thwong vi mach mau ndo trén CHT, c6 dién tich dudi
duong cong ROC > 70%, p< 0,05.

Nhu vay, trong cac yéu tb c6 thé can thiép duoc thi day IMT dong mach phai
c6 lién quan dén ton thuong teo ndo va day IMT dong mach canh trai c6 lién quan dén
tén thuong vi mach mau néo.

Ban luan vé van dé nay c6 thé lién quan dén cau tric giai phiu PMC chung trai
Xuat phat ngay tir gbc dong mach chu khong thong qua than dong mach canh tay dau
nhu dong mach canh phai, chinh vi Iy do nay ma kha ning cac réi loan lién quan dén
noi md mach mau, dong chay, ap luc tudi mau mé nhu: nong do glucose méu, chi sd
HbA1c, ha huyét ap tu thé, huyét ap dong mach, ndng do triglyceride mau. . .nhu phan
tich & trén gop phan 1am gia ting t6n thuong vi mach mau néo.

Theo Suemoto C.K va cong su (2010) nhan thiy xo vita dong mach canh tréi
muc d6 nang lam gia tang nguy co Alzheimer 1én 3,7 1an va RLTKNT mach mau Ién
3,68 lan [128].
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Theo Carrington R. Wendell (2012) cho thiy dbi twong day IMT dong mach
canh va déi twong xo vita hai bén dong mach canh co6 RLTKNT cao hon [157].

Brudel va cong su (2012), Xiel va cong su (2015) lai cho thay méi lién quan chat
ché gitra tugi mau mo va tinh trang nhan thac cta bénh nhan [94].

Theo Ferdinando Giacco, and Michael Brownlee (2010), cling ghi nhan cac doan
gene hoat hoa phén tir SDF 1 va VEGF trong hinh thanh mang ludi vi mach mau cling nhu
phan tr CXR4 va eNOS trong tiy xwong kich thich tao phan tir EPCs 0 vai tro kich thich
16p Ndi MO mach mau ting sinh, kién tao tao ra truong tai tudi mau nudi khi co su tic
ngh&n xay ra. Vai trd caa phan tir ARNT-1 va P300 nhu mdt coenzym trong qué trinh két
hop vai tin hiéu HIF-1a khi c6 tinh trang thiéu mau mé xay ra va kich hoat chudi phan wing
cua gene hoat hda [62]. Tuy nhién, diéu nay da khong xay ra khi bénh nhan bi PTD. Chinh
ndng d6 glucose méau ting da kich hoat tao ra cac phan tir methylglyoxal wrc ché hoat dong
cac coenzyme ARNT-1 va p300. Phirc hop nay di bat hoat tin hiéu kich thich gen hoat
hoa khong kich thich dugc tuy xuong giai phong cac yéu to EPCs, nén khong tan tao ra
duoc mang ludi tudi mau nudi té bao than kinh [40], [62]. Viéc nay gop phan 1am gia ting
tinh trang cung cap thiéu hut ngudn oxygen, dudng chét ciing nhu cac hormone sinh trudng
cho té bao than kinh & bénh nhan dai thao dudng type 2.

O bénh nhan dai thio dudng type 2, nguy co rdi loan chirc ning ndéi mé mach
mau, sy gia ting cac san pham dudng hda bac cao AGES, sy ting dong, gia ting dap
rng viém cua qua trinh stress oxy hda hay suy giam NO mét chit c6 kha ning gin
mach, ting tai cau tric té bao co tron... dong thac bénh sinh nay 1am thac day nhanh
tén thwong ndi mac mach mau, gia ting cac nguy co tic cac vi mach va tén thuong té
bao than kinh qua co ché mach mau nhu di trinh bay trong phan tong quan.

R&i loan ndi mach mau vira 1a bién chung cua dai thao duong vira 1a YTNC
quan trong cua ton thuong teo ndo va vi mach méau néo, két qua ghi nhan thay tinh
trang ting do day 16p noi trung mac & DMC trai ¢ lién quan nhiéu hon véi ton thuong
Vi mach ndo so véi dong mach canh phai va tang d6 day Iop noi trung mac dong mach
canh phai thi tuong quan véi tinh trang teo ndo. Nhu vay, bién chang day IMT dong
mach canh can duoc xem 1a mot mdi nguy co cia RLTKNT c6 thé 1am anh huong dén
tinh trang teo ndo ciing nhu tén thuong vi mach mau nao.

Diéu quan trong trong phan tich ching toi ghi nhan dwoc: Tinh trang kiém soat
HATT < 110 mmHg va HATTr < 60 mmHg c6 thé gia ting nguy co ton thuong vi
mach méu ndo. Nhu vay, khac véi bénh Iy tim mach, kiém soat tét HA c6 thé cai thién
ty 1¢ tr vong chung nhu nghién ctu SPRINT, tinh trang RLTKNT do ton thuong vi
mach mau n&o co thé tang 1én néu kiém soat HA qua tich cuc, dac biét trén d6i tuong
l6n tudi, ddi twong c6 ha huyét ap tu thé thi mac do tuong quan rat mat thiét.
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Theo nghién ctru ACCORD- MIND chiing ta thiy dugc nhitng khac biét vé
RLTKNT ¢ déi trgng dai thio dimg type 2, ty 16 teo ndo dd gidm so v6i nhom diéu tri
co ban, nghién ctru ndy con cho thdy ¢ nhom kiém soat huyét 4p t6i wu cho thiy tinh
trang teo ndo lai tang 1€n so véi diéu tri chun, c6 1& nhu nhiing tiéu chuin bao vé tim
mach trén bénh nhan DTD chua chic di bao vé tot cho ndo [38].

Peila R (2012) nhan thiy giai doan tién DTD véi tinh trang cuong insulin,
HCCH, tang huyét ap, réi loan lipid mau va béo phi di cho thdy mdi lién hé véi ting
ty 1& suy giam nhan thic theo thoi gian méc bénh. Ca hai bénh DTD va hoi ching
chuyén hoa c6 lién quan véi nguy co gia ting bénh mach mau nhé va mach mau lén va
cac ton thwong mach mau ndo véi cac biéu hién SSTT. Hoi chirng chuyén hoa don doc
khong kém bénh BTD 14 tién dé cho bénh Alzheimer [113]. Pay 1a mot hudng goi mo
cho cac nghién ctu tiép sau vé RLTKNT 6 giai doan tién dai thao duong hay trén doi
tugng bénh nhan cé hoi ching chuyén hoa.

T6m lai, qua phan tich méi lién quan va tuong quan chdng tdi nhan thay tudi 1a
yéu t6 nguy co khong can thiép duoc ¢ anh huéng dén ton thuong teo ndo va vi mach
ndo ¢ bénh nhan dai thao duong cé RLTKNT.

Hoat dong thé luc, ndng do glucose mau, chi sé HbAlc va mirc d6 kiém soét
theo khuyén c4o ADA, day 16p noi trung mac (IMT) dong mach canh phai c6 lién quan
dén ton thuong teo ndo. Tinh trang kiém soat TG, day IMT dong mach canh tréi ¢ lién
quan dén ton thuong vi mach mau 1a nhiing yéu t6 c6 thé can thiép duoc.

4.3.2. Phan tich méi lién quan va twong quan giira ton thwong trén hinh anh hoc
CHT so ndo véi cac thang diém tim soat RLTKNT

Qua thong ké chung tbi ghi nhan:

4.3.2.1. Thang diém MoCA trong méi lién quan véi ton thwong néo

V& ton thuong teo ndo: tinh trang teo vé dai ndo, teo thuy thai duong giita, teo
thity dinh cham va hoi hai ma c6 lién quan véi diém sb trung binh thap caa MoCA khac
biét co y nghia thong ké véi p < 0,001. Ty Ié teo ndo ¢ phan nhém MoCA< 21 cao hon
phan nhém MoCA> 21, khac biét co y nghia thong ké vai p< 0,001. Vi ngudng diém
cat MoCA < 26 va MoCA > 26 ty 1é teo ndo ¢ hai phan nhém nay ciing khac nhau vu thé &
diém s6 MoCA thap < 26, su khac biét co ¥ nghia théng ké p< 0,05 (bang 3.35).

Stng thai duong ndo that bén & nhém MoCA < 21 1a 3,92+1,65 gian 16n hon
MoCA >21 14 2,76+1,05 khéc biét c6 y nghia thong ké véi p<0,001. Thé tich ddi thi
cling teo nhd & nhom MoCA <21 1a 4,41+1,11 so véi nhom MoCA> 21 la 4,96+1,05
khéc biét c6 ¥ nghia thdng ké vai p< 0,05. O ngudng diém cit MoCA 26 ching toi
khong ghi nhan thay su khéc biét vé khoang cach trung binh cua sirng thai duong nio
that bén va doi thi (p>0,05) (bang 3.40). Hay ndi cach khéc véi ngudng diém cit tuong
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ng cho tim soat RLTKNT dién hinh MoCA < 21 thi ton thuong teo ddi thi va gidn
rong sirng thai duong nio that bén 1a dang quan tam vi c6 sy khéc biét c6 ¥ nghia théng
ké so v&i ngudng diém cit MoCA <26. Gia tri MoCA <26 phl hop ciing ¢ su khac
biét trong ty 1¢ ton thuong teo ndo qua cac thang diém GCA, MTA, Koedam va teo hoi
hai md nén ciing c¢6 thé duoc xem gidi han cho danh gia RLTKNT nhe.

V& ton thuong vi mach ndo nhu thoai hoa chat tring, nhdi méau I8 khuyét, nhoi
mau ving chién lugc véi diém sb thip & thang diém MoCA véi (p < 0,05).

Ty Ié tén thuwong vi mach ching ti ghi nhan thay ton thuong thoai hoa chét
trang, nhdi mau 18i khuyét, nhoi mau vaing chién lugc c6 ty 18 cao hon & nhém MoCA
< 21 s0 v4i nhom MoCA >21 diém, su khac biét c6 ¥ nghia thong ké (p< 0,05). O
ngudng diém ciat MoCA 26 ciing cho thay sy khac biét vé ty Ié ton thuong vi mach
mau trén CHT so ndo ¢ nhém MoCA < 26 cao hon nhéom MoCA >26, nhung khac biét
khong ¢ ¥ nghia théng ké (p> 0,05).

V& tinh trang da t6n thuong c6 lién quan dén diém s6 thap MoCA véi (p< 0,001),
(bang 3.35). O ngudng diém cat MoCA 21 chidng t6i ghi nhan cé sy khéac biét co y
nghia thong ké vé ty 1é da ton thuong & nhém MoCA < 21 so voi nhém MoCA >21
diém vai (p< 0,001). O ngudng diém cat MoCA 26 thi khdng co su khéc biét vé ty 1é
da ton thuong & hai nhom.

Khi kiém tra mdi twong quan cia MoCA véi cac ton thuong teo ndo va vi mach
n&o ching toi ghi nhan c6 méi trong quan nghich giira tén thuong teo vo dai ndo GCA,
teo thai dwong gitra MTA, teo dinh cham Koedam, teo hoi hai ma, thoai hda chat trang
qua thang diém Fazekas va khoang cach simg thai duong ndo that bén voi diém sé
MoCA (p<0,001), c6 méi tuong quan thuan giira nhoi méau 15 khuyét, nhdi méau ving
chién lugc, thé tich ddi thi va da ton thuong véi diém s6 MoCA (p< 0,05).

Del Brutto, O. H va cong su (2015), phan tich méi lién quan gitra teo ndo véi MoCA
ghi nhan: mic diém trung binh cia MoCA trong danh gia RLTKNT 14 18,5 + 4,7 diém, va
MoCA c6 mdi lién quan véi thang diém GCA trong danh gi4 ton thuong teo ndo trén CHT
so ndo voi B =2,78, SE = 1.07, p= 0,027, tuy nhién con phu thudc vao trinh d6 hoc van va
muc song ciia d6i twong nghién ctiu [49].

TOm lai vé thang diém MoCA ¢ gia tri diém trung binh thap va c6 méi lién quan
twong quan véi ton thuong teo no, vi mach ndo va da ton thuong. Ngudng diém cit MoCA
21 cho thay c6 méi lién quan véi cac ton thuong teo ndo, vi mach ndo va da ton thuong hon
S0 vé6i ngudng diém cit MoCA 26.
4.3.2.2. Thang diém MMSE trong méi lién quan véi ton thirong néo:

Vé ton thuong teo ndo: tinh trang teo vé dai nio, teo thily thai duong giira, teo
thuy dinh cham va hoi hai ma c6 lién quan voi diém sé trung binh thap cia MMSE
khéc biét c6 ¥ nghia thong ké véi (p < 0,001).
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Bang 3.36 ching t6i ghi nhan, & ngudng diém cit MMSE 23 chiing t6i cling ghi
nhan c6 su khac biét vé ty 18 teo ndo toan bo (GCA), teo ving dinh cham (Koedam)
(p< 0,001); teo viing thai duong gitra (MTA) (p< 0,05), teo hdi hai ma(p< 0,001) cao
hon & nhom MMSE< 23 so voi MMSE> 23.

Khoang céch stumg thai dwong ndo thit bén gidn Ion & nhdm MMSE< 23
(3,96%1,43) 50 Vi nhom MMSE > 23 (3,16+1,47), (p < 0,05). Thé tich ddi thi teo nho hon
& nhém MMSE< 23 (4,24+0,91) so v&i nhém MMSE> 23 (4,81+1,12), (p< 0,05).

Vé ton thuong vi mach: chdng t6i chi ghi nhan khac biét khong c¢6 ¥ nghia thong
ké vé diém trung binh cia MMSE trong méi lién quan véi ton thwong vi mach (p>0,05).

Trong danh gia mbi tuong quan gitra MMSE Vvéi ton thuong nio ching t6i ghi
nhan: c6 mdi twong quan nghich giira ton thuong teo cac ving ndo, teo hdi hai mé, thang
diém danh gi4 thoai hoa chét tring Fazekas va gidn simg thai dudng n&o that bén (p<0,001)
va c6 mbi twong quan thuan vai thé tich doi thi va da ton thuong (p<0,001).

TOm lai vé thang diem MMSE c6 diém s6 trung binh thap va méi lién quan va
tuong quan voi ton thuong teo ndo nhung khong c6 mdi lién quan va twong quan voi
ton thuong vi mach no.

Bang 3.49 ching t6i con ghi nhan: Trong danh gia teo nao, MoCA c6 dién tich
dudi dudng cong cao hon MMSE (77,30% so v&i 70,40%) véi diém cat tuong wng
MoCA 1a 20,5 (20) (Se= 80,00%, Sp= 72,30%) va diém cit MMSE 12 23,5 (23) (Se=
92,70%, Sp= 40,40%), khac biét co ¥ nghia théng ké (p< 0,001)

Tuong tu, trong danh gia vi mach ndo, MoCA c0 dién tich dudi duong cong cao
hon MMSE (65,40% so véi 53,60%), véi diém cat MoCA 20,5 (20) (Se= 84,60 va Sp=
48,3, p< 0,05) va diém cat MMSE 22,5 (22) (Se= 100,00%, Sp= 19,10%, p > 0,05) do
d6 MoCA c6 ¥ nghia trong danh gi4 ton thuong vi mach hon MMSE.

Nhu vay, thang diém MoCA ¢ méi lién quan va twong quan trong danh gia ton
thuong vi mach néo tot hon thang diém MMSE. Trong dénh gia ton thuong teo ndo va
da ton thuong thang diém MMSE va MoCA ¢4 gia tri tuong duong nhau.
4.3.2.3. Khi két hgp thang d@iém MoCA véi cac bién chitng di kém chiing téi nhan thay:

O phan nhém c¢6 mét bién chang ching toi ghi nhan ¢6 maéi lién quan gitra diém
s6 MoCA thap véi cac ton thuong teo ndo (p< 0,05) va teo hdi hai ma (p< 0,05) ciing
nhu lién quan véi ton thuong chét tring (p<0,05) va da ton thuong (p< 0,05).

O phan nhom da bién chang ching toi ghi nhan thay khéc biét ¢6 ¥ nghia thng
ké vé diém sé thap cia MoCA véi teo cac ving ndo va hdi hai ma (p<0,05), nhdi mau
chién lugc (p<0,001), ton thuong chat trang (p<0,05) va da ton thuong (p<0,05) so V6i
nhom khéng ton thuong.
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4.3.2.4. Khi két hop thang diém MMSE véi cac bién chitng di kém chiing t6i nhan thay:

O phan nhém c6 mét bién ching ching tdi nhan thiy c6 méi lién quan giira ton
thwong teo cac vung ndo (p< 0,05) va teo hdi hai mi (p< 0,05) va da tén thuong (p<
0,05) véi diém sb thap cua MMSE so véi nhém khong bi ton thwong.

O phan nhém da bién chiig chding t6i ghi nhan thiy c6 méi lién quan gitra diém sb
thap cia MMSE véi ton thuong teo cac viing nio (p< 0,05)va teo héi hai ma (p< 0,001)
ciing nhu nhdi mau viing chién luge (p< 0,05) va da tn thuong (p < 0,05).

Tom lai: O dbi twong c6 nhiéu bién ching dai thao dudng thi diém s MoCA
thip hay diém s6 MMSE thip goi ¥ ton thuong teo ndo va vi mach mau nio. Tuong
tu & nhom ddi twong c¢6 1 bién chung thi diém s6 MoCA thap goi ¥ ton thuong teo
nio, thoai hoa chét tring va da ton thwong nhiéu hon. Trong khi d6 diém s6 MMSE thap &
nhém c6 1 bién ching goi ¥ ton thuong teo ndo nhiéu hon ton thuong vi mach mau nio.

Trong cac bién ching cua dai thao duong thi bién chimg VM PTD va day IMT
dong mach canh c6 mdi lién quan dén ton thuong teo nio, teo hoi hai ma va vi mach
mau ndo ¢ ddi tuong nghién ciru, sy xuat hién cac bién ching nay ciing song hanh
diém s6 MoCA thép voi su hién dién ton thwong teo ndo, vi mach nio va da ton
thuong. Piém s6 MMSE thap ¢ phan nhém nay chi ¢c6 méi lién quan véi tén thuong
teo ndo va da tén thuong, con ton thuong vi mach mau nio thi khong c6 lién quan.

Vai tro thang diém MMSE va MoCA ¢6 gia tri gan nhu nhau trong méi lién quan
va twong quan voi ton thuong trén CHT so ndo; tuy nhién, thang diém MMSE kém nhay
hon trong danh gia cac ton thuong vi mach mau trong d6 c6 nhdi mau 16 khuyét von chiém
ty 16 cao & d6i tuong nghién ciru c6 bénh 1y dai thdo duong c6 hay khong co kém theo bién
ching. Trong khi danh gia teo ndo thi MoCA va MMSE lai c6 gia tri twong duwong nhau,
nhung d6 nhay va d6 dac hiéu khac nhau.

Két qua cta ching toi twong ty Voi cac cdng bd cua cac tac gia Sanne M
Manschot (2006), Smith E (2008) Yael D. Reijmer va cong su (2011), Moran (2013),
Roberts (2014), Van Bussel (2018), Sheila. K. Patel va cong sy (2018) vé vai trd MoCA
trong danh gia cac rdi loan than kinh nhan thirc & bénh nhéan dai thao dudng type 2.
4.3.3. Phan tich méi lién quan giira tén thwong trén hinh anh hoc CHT so n&o véi
cac linh vuc than kinh nhan thic

Tim hiéu mdi lién quan giira ton thuong trén CHT so ndo vai c&c rdi loan linh
vuc than kinh nhan thirc khdng chi giap dinh khu chan dodn ma con goi y cac ton
thwong khi triéu chizng than kinh nhan thirc xuat hién. Hién tuong két ndi céc ving ndo
gitp cho viéc tiép nhan luu trir va phan hdi cac thong tin tic dong dén cac ving chuc
nang vo nao va dudi vO.

O bénh nhan dai thio duong type 2, véi c4c ton thuong tai vd ndo nhu teo nio
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thuong dic trung cho bénh Alzheimer va sa sit tri tué tran — thai duong; véi cac ton
thwong ving dudi vé nhu thoai hoa chét tring hodc nhoi mau no 16 khuyét, nhdi mau
ndo vung chién lugc dic trung cho sa sat tri tué mach mau do thiéu mau cuc bo gay
nén c4c ton thuong vi mach ving dudi vo; hodc da tén thuong ving vo ndo va dudi vo
n&o trong bénh sa sat tri tué thé Lewy va thoéi hda hach nén vo ndo. Trong nghién ctu
cua ching t6i, ty 18 tén thuong vi mach chiém ty 1& cao dén 87,29 %, ty Ié teo ndo la
46,08%, ty 1¢ da ton thuong (hai hinh théi ton thwong vi mach va teo néo) la 40,20%.
4.3.3.1. Phan tich lién quan giira tén thwong teo néo véi cac réi loan linh vuc than
kinh nhgn thac:

Pai nfo gdm hai ban cau dai ndo phai va trai, ngan cach vaéi nhau béi ranh gian
ban cau. M6i ban cau dai ndo c6 mot 16p chat xam day 2-4mm bao xung quanh goi la
v6 ndo. Vo ndo duoc chia lam 4 thuy chinh: Thuy tran, thuy dinh, thiy cham va thiy
thai duwong. V6 ndo la trung tdm cua nhiéu chtc nang than kinh quan trong: chiic nang
van dong, cam giac, giac quan, thuc vat va hoat dong than kinh cao cap nhu tu duy
logic, tinh cam.... Teo ndo dugc dinh nghia 1 su co rdt ciia nhu mo ndo day 1a két qua
ctia qua trinh thoai hoa té bao than kinh nhu mat té bao than kinh va cac mang luai lién
két ciia té bao mo dém. Ton thuong teo ndo trén CHT & bénh nhan DTD type 2 da anh
hudng dén céc chirc ning TKNT nhu: tri nhé, su tap trung chd y, chirc ning diéu hanh,
téc do xur ly thdng tin, thi gidc khdng gian. Tién trién teo ndo cling lién quan dén muc
do RLTKNT [41], [150], [174], [168].

Trong bénh Alzheimer, su teo vung vo ndo phia sau (posterior neocortex) va hé
vién dan dén suy giam thi giac khdng gian (visuospatial impairment), thuc hién dong
tac, réi loan vé ngdn ngir tri nhg, song van duy tri dugc nhan cach (personality). Trong
sa sUt tri tué tran thai duong (frontotemporal dementia), sy teo vung vo ndo phia trudc
(anterior neocortex) dan dén rdi loan chic nang diéu hanh, réi loan vé hanh vi va nhan
cach, song van bao tén dwoc chtc ning thi gidc- khdng gian, thuc hién dong tac va
ngdn ngtr tri nho.

Két qua nghién ciru caa ching tdi khi ghi nhan duogc ton thuong teo hdi hai ma
va thiy thai duong giita qua thang diém MTA va teo v dai ndo hay teo nio ving dinh
noi chung cd lién quan rat nhiéu dén tt ca cac linh vuc than kinh nhan thic. Riéng réi
loan chirc ning ngdn ngir, tu duy triru twong bén canh xuat hién trong c4c ton thuong teo
ndo con co lién quan dén ton thuong vi mach hon cac nhém linh vuc than kinh nhan thirc
khéc. Phan tich dinh khu va su két ndi cac viing chire nang trong ndo ching tdi ghi nhan:

Thay tran c6 vai tro quan trong trong tap trung cha y, hoc tap tri nhé va chic
ning diéu hanh. Trong khi thuy thai duong déng vai trd quan trong trong dap ung biéu
16 cam x0c va tri nhé. Céc thong tin duoc tiép nhan tai thly trén s& duoc hoat hoa va
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két ndi voi doi thi thue hién cac dap wng biéu 16 cam xtc; lién quan dén tri nhé cé su
tham gia cua thuy thai dwong vai hoi hai ma va cac két ndi cua hé vién. Thuy dinh tiép
nhan va hiéu duoc cac thdng tin cam giac dic biét cam gidc ban thé. Thuy dinh & ban
cau khong wu thé giit chie ning thi giac khdng gian, va & ban ciu wu thé ¢d chirc ning
thuc hanh, hinh thanh y tuéng, tu duy triru teong cling nhu thuc hién cac hanh dong co
chu dich dap wng céc tiép nhan tai thuy tran guri 18n. Su két ndi mat thiét giira cac ving
thily trén, thuy dinh, thuy thai duong tao ra c4c lién két viing quan trong trong cac hoat
dong chirc nang than kinh nhan thirc. Boi Iy do d6, ma khi c6 hién twgng teo vé dai ndo
(GCA\) hay teo thuy thai duong gitta (MTA), hay teo vo ndo vung dinh (Koedam) lam
anh huong cac linh vire than kinh nhan thire tly vao vi tri teo vo ndo phia trudc hoic
phia sau hay chirc nang ban cau ndo uu thé hay khéng.

Trong khi chirc nang ngon ngir lai anh huong boi thuy tran va thai duwong. Vung
chinh cua ngdn ngit tiép nhan 1a ving Wernicke & phan sau cia thiy thai duong trén
(h6i thai dwong I) ban cau uu thé ( dién 41,42 hay ving Wernike). Py 1a ving rat quan
trong trong viéc hinh thanh tiéng néi va tu duy 1a viing hiéu ngén ngix. Ving ngon ngi
dién dat, ving Broca (dién 44, 45) & phan sau cta thuy tran dudi ban cau wu thé. Ving
turong tng ¢ ban cau uu thé c6 vai tro quan trong trong giao tiép khéng loi néi va cam
xuc ciing nhu ngir diéu cua ngdn ngir. Do d6 ma két qua nghién ctru ciing ghi nhan:
chire nang ngdn ngit giam chi lién quan nhiéu dén teo thuy thai duong giita véi p <0,05
va ton thuong chat tring (Fazekas + WML) (p< 0,05), khong lién quan dén teo vo dai
ndo va teo vung dinh cham (p>0,05).

Thiy cham c6 vai trd trong nhan thic théng tin thi giac, gidp cho ndo bo c6 thé
nhan dién, phan tich hiéu biét hinh anh tiép nhan duoc. Vung voé ndo thi giac lién két
thai dwong dudi nhan thirc dugc mau sic va hinh dang cling nhu nhan thirc vé mat. Tur
thiy cham kéo dai dén ving dinh-thai dwong trén nhan thirc cac d6 vat chuyén dong.
Céc két ndi ving cham — thai duong, cham- tran, cham- dinh cé vai trd quan trong
trong van hanh céac chirc nang than kinh nhan thie binh thuong. Do d6 ton thuong ving
dinh cham (Koedam) c6 lién quan dén chirc nang diéu hanh (p< 0,001); chirc ning thi
giac khong gian, tap trung chua y, tu duy triru tegng, dinh hudng thoi gian, khdng gian
va hoc tap, tri nhé (p<0,05), khong lién quan dén chirc ning ngdn ngit (p> 0,05)

Teo hoi hai mi c6 lién quan dén cac rdi loan chirc nang than kinh nhan thic nhur:
chirc nang diéu hanh, thi giac khong gian, dinh huéng thoi gian khdng gian (p<0,001) va
lién quan dén su tap trung chd v, hoc tap tri nhd, ngdn ngi, tu duy triru tuong (p < 0,05).
Hoi h&i m lién quan dén viéc Iuu trix théng tin cam giac khac nhau va rat nhay cam véi cac
hoat hoa nhu yéu t6 stress. Hoi hai ma dong vai trd quan trong trong viéc giit va goi lai tri
nhé vé cam xdc va nhan thic. Cu thé:



145

Lién quan dén su hinh thanh tri nhé cac tac gia chia ra nhiéu loai tly vao qué trinh
hinh thanh va dic diém cac ving tiép nhan thong tin, cac duong lién két tam thoi ¢ vo ndo,
hé vién (hdi hai ma, hach hanh nhan...) ma c6 tri nh¢ hinh twong, tri nhé van déng, tri nho
cam xuc hay tri nhd ngén ngit. Tri nhé hinh twong dugc hinh thanh trén co sé tiép nhan cac
kich thich thdng qua cac giac quan, tiy theo co quan tiép nhan phan tich ma nguoi ta chia
tri nhé hinh tuong ra thanh tri nhé hinh twong thi giac, tri nhd hinh tuong thinh giac, xdc
gi4c hay vi gi4c; nhiéu khi cac hinh trong nay tiép nhan bai nhiéu giac quan tao ra phan tich
da chiéu va tri nhé nay nhanh chéng hinh thanh va ton tai rat bén viing tai cac ving trén v
ndo va luu trit 1au dai tai hdi hai ma. Tri nhé van dong dugc hinh thanh trén co sé thuc hién
cac dong tac cu thé, vi du nhu danh dan, diéu khién may mac, tap thé duc, dap xe dap...loai
tri nhé nay gidp ching ta hinh thanh cac ki ning, ki xao trong nghé nghiép khac nhau.
Nhirmg thong tin luu trir tir tri nhd van dong nay cing dugc méd hoa va kich hoat qua cac con
duong két ndi tir cac viing vo ndo thuy tran, thuy dinh...dén hdi hai ma. Tuong tu cc tri nhé
cam xuc duoc hinh thanh tir cac phan ing cam xuc khi co thé tiép xtc vai cac ndi budn, vui,
lo lang, théa man... hay tri nhd ngdn ngii- logic duoc hinh thanh khi tiép nhan ngén ngir
(tiéng ndi- chir viét); thong tin luu trix tri nhd ngdn ngir khong phai 14 hinh tuong cu thé
khong phai 12 &m thanh, mau sic ma 1a nhiing tir, nhitng cau néi vai ndi dung ¥ nghia chia
dung bén trong. Tri nhé ngdn ngir chi c6 ¢ nguoi va ciing 1a tri nhé chi dao ¢ nguoi, vi no
duoc thé hién trong tat ca cac loai tri nhé khac nhau, giir vai trd chi yéu trong viéc linh hoi
moi tri thirc va tich lity kinh nghiém cua loai nguoi. Ty theo thoi gian ton tai ma co tri nhé
ngan han va tri nhé dai han.

Hbi hai m&, hanh nhan va vo ndo thay tran gitra 1a cac cau tric vién, day 1a dich
dén cua cac hormon steroid tuyén thuong than. Glucocorticoid cé thé tro thanh doc t6
than kinh gay pha hay hdi hai ma va irc ché sy san sinh té bao than kinh khi co thé tiép
xuc thuong xuyén vai cac yéu to stress, 1o au... Chinh céc tac nhan nay dan dén viéc
giai phong noi tiét to huéng vo thuong than (CRH: Corticotrophin-releasing hormon),
ACTH va cortisol théng qua sy hoat hoa truc ha ddi tuyén yén- thuong than, 1am gia tang
nong do cortisol trong huyét twong, tinh trang cing thang lo au kéo dai khién co ché diéu
hoa nguoc bi réi loan. Cac thu thé glucocorticoid ¢ té bao ngoai vi giam va gia ting cac
thyu thé nay trong ndo véi mat do cao & cac vung lién quan dén cing thang va lo u nhu
viing ha doi, hdi hai ma, cac té bao thudc hé thdng serotonergic va noradrenegic. Do d6
ma viéc lap di lap lai cac yéu td gay stress thuong xuyén khién cac viing ndo nay bi ton
thuong do glucocorticoid. Hé qua cua qua trinh nay 1a rdi loan vé tri nhé va chire ning
than kinh nhan thtc. M6t s6 nghién ciru cho thiy & dbi tuong DTD type 2 ¢6 lién quan
dén céc yéu td stress kéo dai va gop phan ton thwong hdi hai ma [39], [40].
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4.3.3.2. Phan tich lién quan gida tén thwong vi mach mau nio véi cac réi logn linh
vrc than kinh nhdn theec:

Dic diém ton thwong vi mach mau ndo & bénh nhan dai thao duong type 2
thuong gap 12: nhdi mau ndo 16 khuyét, nhdi méau ndo chién lugc, nhdi mau nio da o,
thodi hda chat tring va cac vi xuat huyét. Ton thuong vi mach ndo thuong xuét hién
vung dudi vo tap trung ¢ doi thi, bao trong va hach nén. Két qua nghién ciru ciing ghi
nhan: chirc nang diéu hanh giam c6 lién quan dén nhdi méu chién lugc (p< 0,05), chirc
ning ngdn ngir giam c6 mdi lién quan véi thang diém Fazekas danh gia ton thuong
thodi hoa chat tring, (p< 0,05). Tu duy triru twong giam co lién quan dén nhdi mau
viing chién lugc va thoi hda chét trang qua thang diém Fazekas, (p< 0,05). Chirc ning
dinh hudng thoi gian, khéng gian giam c6 lién quan dén ton thuong thoai hoa chét trang
qua thang diém Fazekas, (p< 0,05).

Thodi hoa chat trang c6 lién quan dén chtic nang ngon ngi, tu duy triru tugng
va dinh huéng thoi gian khdng gian, (p< 0,05). Pa ton thuong trén CHT so néo ciing ¢6
méi lién quan dén suy giam cac chirc nang diéu hanh, thi giac khong gian va dinh hudng
thoi gian, khdng gian véi (p< 0,05). Trong khi nhdi méau 16 khuyét khdng 1am anh huong
nhiéu céc linh virc than kinh nhan thirc, tuy rang déy 1a ton thuong chiém ty 1¢ cao nht trén
CHT so néo.

Theo Smith E, Egorova va cong su (2008) ghi nhan teo ndo c6 lién quan dén
RLTKNT. Moran (2013) ciing cho két luan vé mbi twong quan giita RLTKNT & bénh
nhan DTD type 2 v6i tinh trang teo ndo trén CHT lién quan nhiéu dén thoai hoa nio
hon 1a bénh ly mach mau [104].

Theo Roberts, R. O., Knopman, D. S va cdng su (2014), nghién ctru trén 1437
dbi twong ghi nhan PTP type 2 co lién quan dén RLTKNT murc d6 nhe, chirc ning
diéu hanh, tri nhé va ngdn ngit, lién quan dén ton thuong nhdi mau ndo dudi vo, teo
n&o, thodi hoa chat tring, giam thé tich cac ving ndo. Tac gia con cho thdy bénh Iy THA
ciing anh huong dén chirc nang diéu hanh thong qua tinh trang ton thuong mach mau nho
va mach mau 16n [122].

Rusinnek va cong su (2015) cho thiy kha ning néi luu loat lién quan dén tinh
trang tuGi mau chat xam va tri nhé co lién quan dén tinh trang tudi mau vang hoi hai
ma duoc do bang ky thuat IVIM [123]. Nhiing két qua nay chiing minh cac mdi lién
quan giira cu tric va chic ning cac ving trong nio va co ché mach mau tham gia rat
nhiéu vao rdi loan than kinh nhan thirc & bénh nhan dai thao duong. K thuat CHT tién
tién nhu ASL va IVIM da gop phan vao sy hiéu biét vé co ché bénh sinh rdi loan than
kinh nhan thic & bénh nhan dai thao duong type 2.
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Mot vai nghién ctru da ching minh & ddi twong DTP c6 sy suy giam dang ké
murc diém danh gia chung qua cac thang diém MMSE hoic MoCA va giam cac chic
nang trong linh vyc than kinh nhan thie nhu: kha ning diéu hanh, toc d6 xu ly thdng
tin, hoc tap tri nhé, tap trung chd y so véi nhém chang. Suy giam chire ning diéu hanh
va tri nhé co lién quan dén giam mat d6 chat xam va chuyén hoa glucose & vo ndo ving
nao trudc tran, thai duong [178].

Véi viéc khao sat cac yéu té nguy co ciia dbi trong nghién ciu anh hudng dén
réi loan than kinh nhan thirc, tim ra cac méi lién quan va tuong quan giita cac yéu td
nguy co ndy véi tén thuong trén CHT so nio, ciing nhu tim ra cac mdi lién quan gia
tén thuong dinh khu trén CHT so ndo véi cac rdi loan linh vuc than kinh nhan thie. Két
qua phan tang rdi loan chiic niang nhan thirc ndy phi hop vai ton thuong teo ndo va vi
mach méau ndo trén hinh anh hoc CHT so ndo. Tuy vao dic diém ton thuong, vi tri ton
thwong ma anh hudng dén chirc ning than kinh nhan thire khac nhau. Néu ddi twong c6
réi loan tat ca cac linh vuc chirc nang than kinh nhan thic thi kha ning bi teo ndo dic
biét teo hoi hai ma va thuy thai duong gitra (p< 0,05). Néu dbi twong chi bi rdi loan mot
vai chirc nang than kinh nhan thirc nhu chi rdi loan chitc ning ngén ngit hoac tu duy triru
tuong thi kha nang c6 ton thuong thoai hoa chat trang hoac nhdi mau ving chién luoc
(p< 0,05). Piac biét réi loan chic ning ngdn ngi chi 6 mbi lién quan dén ton thuong
thuy thai duong giita, hdi hai ma va thoai hda chét trang (bang 3.42, 3.43, 3.44).

Két qua cta ching toi twong ty Voi cac cdng bd cua cac tac gia Sanne M
Manschot (2006), Smith E (2008) Yael D. Reijmer va céng su (2011), Moran (2013),
Roberts (2014), Van Bussel (2018), Sheila. K. Patel va cong su (2018).

Kappelle L.J, (2016) va Bisseles G.J (2018) da dua ra thuat ngit bénh nao dai
thao duong dé hudng dén cac doi tuong dai thao duong bi réi loan than kinh nhan thic
no6i chung va dai thao duong type 2 néi riéng. Vi cac bang chitng vé co ché bénh sinh
va hinh anh hoc so ndo trén bénh nhan dai thao duong type 2 ¢c6 RLTKNT ciing nhu
bang chimg trén dong vat thi nghiém di cho chung ta thdy ddi twong dai thao dudng
type 2 da c6 ton thuong ndo ngay tir khi ¢6 biéu hien RLTKNT nhe, hay n6i mot cach
khéc ton thuong ndo di dién ra song hanh véi tién trinh phat trién bénh 1y dai thao
duong. Bénh ndo dai thao dudong nhu mot thuat ngit dé chi bién ching RLTKNT ¢ bénh
nhén dai thao duong can duoc quan thm tim soat va chan doan som va c6 két hoic theo dai
diéu tri som nham ngin ngtra tién trién thanh RLTKNT dién hinh.

Day 1a két qua nghién ciru bude dau, s& con nhiéu van dé chua sang to can co
nhiéu nghién ciu vé RLTKNT ¢ ¢& mau 16n hon, k¥ thuat tién tién hon va & cac giai
doan nhu hoi ching chuyén hda hay tién dai thao dudng trong tuong lai, nham muc
dich co thé phat hién sém cac thay doi chirc nang than kinh nhan thirc dé c6 phuong
phap diéu tri du phong hiéu qua hon.
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4.4, PHUONG TRINH HOI QUY PA BIEN DU'BAO NGUY CO TON THUONG
NAO TREN BENH NHAN PAI THAO PUONG

Ngay nay, véi ty Ié bénh nhan dai thdo duong khong duoc chan doan va chan
doan muon ngay mot gia tang thi ty 18 bénh nhan bi bién ching tim mach, than kinh,
dot quy, suy than, véng mac ngay mot gia tang. Cling v6i d6 viéc tm soét va quan ly
t6t bién chirng RLTKNT hay bénh nio dai thao duong dugc nhiéu tac gia quan tam.

Cin cir vao cac phan tich lién quan, trong quan vé cac yéu té anh huong dén
RLTKNT, ching tdi sir dung phuwong trinh hdi quy da bién, loai bo hién twong da cong
tuyén va cac yéu té nhidu xay dung dugc phuong trinh dir bao nhu sau:

Phuong trinh du béo teo ndo:

Y1=2,739- 0,028x Tudi- 0,026x MoCA

Véi dién tich dudi dudng cong AUC ROC dat 84,07%, diém cit -16,43 c6 do
nhay Se 83,60% va d¢ dac hiéu 74,50% vaéi p< 0,001 (Khoang tin cay 95%: 77,4%-
92,0%) thi dy la phuong trinh du bao t6t, chi c6 hai thong tin quan trong la tudi va
diém MoCA dé c6 thé dy bao tinh trang teo néo véi diém cat nhu trinh bay trén.

Phwong trinh dy b&o tén thwong ndo (teo ndo va vi mach ndo):

Y2= 2,575 -0,025x Tudi + 0,28x HDL.C+ 0,024x MoCA

Véi dién tich dudi duong cong AUC ROC dat 74,10%, diém cat 4,85 c6 do nhay
Se 84,40% va @6 dac hiéu 50,00% vaoi p< 0,05 (Khoang tin cay 95%: 54,3%-88,0%)
thi day 1a phwong trinh du béo tét cho ton thuong ndo bao gom teo ndo hoic vi mach
mau ndo. Véi 3 thdng sé quan trong 1a tudi, HDL.C va diém MoCA.

Két qua nay co thé ap dung tai cac dia phuong khong trang bi may CHT, dé c6
thé du bao danh gia ton thuong ndo ¢ bénh nhan co biéu hién RLTKNT sau khi tam
S04t bang cac thang diém MMSE hoiac MoCA. Két hop vai cac réi loan linh vuc than
kinh nhan thtc c6 thé du bao duoc dinh khu dugc ton thuong trén nio.
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KET LUAN

Qua nghién ctru 102 dbi twong dai thdo dudng type 2 ¢6 RLTKNT chiing t6i di
dén mot sb két luan nhu sau:

1. Pic diém mot sb yéu té nguy co va kiém soat dii thiao dwong & doi twong
nghién ctru.

Do tudi trung binh 14 66,22 + 8,47 nim, trong d6 d6 tudi < 65 chiém ty 16 45,10%
va > 65 tudi chiém ty 1& 54,90% (p> 0,05).

O dbi twong dai thao duong type 2, tinh trang RLTKNT nhe ¢ d6 tudi < 65
chiém ty I& 64,29% cao hon 1,8 1an & do tudi > 65 tudi 14 31,67%. Tinh trang RLTKNT
dién hinh & d6 tudi > 65 chiém ty Ié 68,33% cao hon gap 2,16 1an so véi do tudi < 65
la 31,67 (p<0,001).

It hoat dong thé luc co lién quan dén RLTKNT chung chiém ty 18 62,75%, trong d6
nhém RLTKNT dién hinh 1a 71,67%, RLTKNT nhe 50% (p < 0,05).

Ty Ié béo bung la 69,61% co6 su khac biét gitra hai gidi (p<0,05)

Ty ¢ ddi twong kiém soat TG dat muc tiéu 52,94%, LDL.C dat myc tiéu la
61,76% (p> 0,05) va kiém soat HDL.C dat muc tiéu 1a 52,94% (p< 0,001).

O nhém d6i tuong < 65 tudi, kiém soat HbAlc dat muc tiéu (< 7%) la 58,70%
cao hon & nhom dbi tuong > 65 tudi 1a 42,86%.

Pic diém vé céac bién chung: Bénh vong mac DTD 43,14%; bénh ly TKNB:
16,7%; tang bé day Iop noi trung mac BPMC (IMT > 0,8 mm) chiém ty 18 90,2 % va
trong d6 c6 dén 30,4% bi xo vita DPMC (IMT >1,2 mm).

2. Pic diém hinh anh hoc céng hwéng tir so ndo va phin ting cac rdi loan thian
kinh nhén thirc & doi nghién ciru.

Hinh thai ton thuong CHT so ndo thudng gap ¢ bénh nhan déi thao dudng type
2 13: ton thuong vi mach chiém ty 1& cao dén 87,29 %, ty 18 teo ndo 12 46,08%, ty I¢ da
tén thuwong (hai hinh thai ton thuong vi mach va teo ndo) 1a 40,20%.

Tinh trang teo vo dai ndo chiém ty 1¢ 43,14%, teo thuy thai duong giita 43,14%
va ving dinh cham 42,16% va teo hoi hai ma 37,25%.

Ty I8 nhoi mau 16 khuyét chiém ty I¢ cao 82,35% trong d6 nhdi mau ving chién
lugc chiém ty & kha cao 41,18% thuong tap trung thly tran (21,43%), nhan béo
(26,19%) va doi thi (27,38%).

Theo phan loai DSM 5, RLTKNT nhe chiém ty 18 41,18% va RLTKNT dién
hinh 1a 58,82%.

MoCA c6 gia tri hon MMSE trong tim soat RLTKNT ¢ ddi tuong dai thao
duong type 2 véi diém cat MoCA 1a 21 diém (AUC ROC 92,6%; Se: 92,9%:; Sp: 80%,
p< 0,001) so v6i MMSE 23 diém (AUC ROC 75,3%; Se 100%, Sp 38,3%, p< 0,001).
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Céc linh vyuc chie ning than kinh nhan thire bi suy giam chiém ty I¢ cao la: chirc
nang ngén nglr (87,25%), hoc tap tri nhé (86,27%), tap trung chu y (77,45%), chac
nang diéu hanh (75,49%), tu duy triru tuong (59,80%) va thi giac khong gian (50,98%).
Ngay trong giai doan RLTKNT nhe di c6 suy giam cac linh vuic chire nang than kinh
nhan thic nhu: chirc nang ngén ngir (76,19%), hoc tap- tri nhé (71,43%), tap trung chu
y (61,90%), chtrc ning diéu hanh (52,38%).

3. Panh gia mdi lién quan giira cic yéu té nguy co va hinh anh hoc cong huéng
tir so niio véi cac mire d roi loan chire ning than kinh nhan thirc ¢ déi twong dai
thao dwong type 2

Lién quan gizza yéu t6 nguy co véi Cong hwong tir:

Tudi c6 lién quan dén ton thuong teo ndo va vi mach ndo. Piém cét 61,5 tudi
cho nguy co ton thuong ndo & bénh nhan dai thio duong type 2 c6 RLTKNT véi Se
77,8%; Sp: 83,30%; (Cl 95%: 70,10-94), p< 0,001.

Nong do glucse mau doi, HbA I ¢ lién quan dén tinh trang teo ndo (p<0,05). Kiém
soat HbA 1c khong dat hidu qua 1am gia tang ty 18 ton thuong teo vo dai ndo, teo thily
thai duong giita, teo thity dinh-cham va hoi hai ma ma khong lién quan dén tuoi.

Kiém soat TG khong dat muc tiéu lam tang ty 18 ton thwong vi mach nfo bao gom
thoai hda ndo chat trang, nhoi mau 16 khuyét va da ton thuong & dbi tugng > 65 tudi.

R4i loan IMT dong mach canh trai c6 lién quan dén ton thuong vi mach ndo va
réi loan IMT dong mach canh phai c6 lién quan dén gia ting ty 18 ton thuong teo nio.
Lién quan giira céng hwong tir véi mize dg réi logn than kinh nhdn tharc:

T6n thuong teo ndo trén CHT ¢ bénh nhan DTD type 2 da xay ra ngay tir khi bénh
nhan ¢ biéu hién RLTKNT nhe qua céc thang diém GCA, MTA, Koedam, teo héi hai
m4, khéc biét c6 ¥ nghia thong ké giita hai nhom RLTKNT nhe va diém hinh, p< 0,001.

Ty 1é d6i twong nhdi méu 16 khuyét, nhoi mau ving chién lugc, thodi hda chat trang
khéng cd su khéc biét gitra hai nhém RLTKNT nhe va RLTKNT dién hinh, p>0,05.

Ty 1é d6i tuong ¢ tinh trang da ton thuong & nhom RLTKNT nhe chiém ty Ié
26,19% va nhom c6 RLTKNT dién hinh chiém ty Ié 50%%, p< 0,05.

Ton thuong teo hoi hai ma, thuy thai duong giita qua thang diém (MTA), teo vo
dai ndo (GCA), teo nio dinh- cham (Koedam) c6 lién quan dén céc linh vyc than kinh
nhan thic nhu chire nang diéu hanh, thi giac khong gian, tap trung chi y, hoc tap tri
nhé, ngdn ngir, tu duy triru twong, dinh huéng thoi gian khdng gian. Riéng rdi loan
chtrc ning ngdn ngit, tu duy triru tuegng ¢ lién quan dén ton thuong vi mach (thoai hoa
chét trang, nhdi mau chién lugc hon cac nhém linh vyc than kinh nhan thire khac.

MoCA c6 twong quan voi teo ndo, da ton thwong va vi mach ndo. Piém cit
MoCA 20 diém goi Y ton thuong teo ndo va vi mach mau néo, p< 0,001.
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PE XUAT VA KIEN NGHI

Qua két qua nghién ctru dé tai ching toi c6 mot s6 kién nghi va dé xuat nhu sau:

1. Nén tam soat RLTKNT ¢ tat ca bénh nhan dai thao duong type 2 méi phat
hién, dac biét & d6i twong c6 nhiéu YTNC nhu tudi cao, ting triglycerid mau, kiém
soat HbAlc chua dat muc tiéu va bién chiing day IMT hoic xo vira DMC.

2. Céc yéu t6 nguy co ¢ thé thay doi duoc nhu béo phi, 16i sdng tinh tai, kiém
soat glucose va triglycerid mau kém c6 lién quan dén tinh trang teo ndo va vi mach
méu ndo do d6 can khuyén khich bénh nhan thay doi 16i song va kiém soat nong do
lipid mau cting nhu HbAlc.

3. Bé nghi st dung MoCA trong danh gia RLTKNT & bénh nhan déi thao duong.

4. Ngay tai thoi diém RLTKNT nhe di c6 ton thuong trén ndo, do d6 dé xuat
khao sat cong huong tir so ndo cho cac bénh nhan dai thao duong type 2 c6 RLTKNT
duoc tim soat qua thang diém MoCA, MMSE hay ¢ than phién vé nhan thic.

5. O mét sé noi khong co trang bi may CHT thi ¢6 thé sir dung phuong trinh dy
bao nguy c6 ton thuong teo ndo va vi mach nao:

Phuong trinh du b&o teo ndo: Y1= 2,739- 0,028x Tudi- 0,026x MoCA

Phuong trinh du béo ton thuong ndo (teo ndo va vi mach néo):

Y2= 2,575 -0,025x Tudi + 0,28x HDL.C+ 0,024x MoCA
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PHU LUC



THANG PIEM MMSE

Thang ddnh gid trang thai tam than toi thiéu cia Folstein (Mini-Mental State

Examination: MMSE) [62], [137]

Chiic nang

Y Iénh

Tinh diém

13.Pinh Hom nay 1a tha may? MJdi phan mot diém | 5

hudng thoi HOm nay ngay bao nhiéu?

gian Théng nay Ia thang may?

Mua nay la mua gi?
Nam nay la nam gi?

14.Pinh Nudc minh tén gi? MJdi phan mot diém | 5

huéng khdng | Tinh/ thanh phb nay tén gi?

gian Quan/ huyén nay tén gi?

Xa phuong nay tén gi?/ Bénh vién nay tén gi?
Thén nay tén gi?/ Tang nay la ting may?

15.Ghi nhé 3 | Tdi s& doc ba tir, sau khi doc xong dé nghi 6ng/ ba | M&i vat mot diém | 3

do vat nhic lai. Ong/ ba phai nha that ki vi lat nira ti s&
hoi lai.

Poc cham rai ba tir, giita mdi tir nghi khoang maot
gidy: bong ban, é to, truong hoc

16.Cha y va | Lam phép tinh 100 trir di 7 cho dén khi bao MOi lan trir ding 5

tinh toan nging, dém nam lan: duoc mot diém
100-7 =93 79-7=172

93-7 =86 72-7 =65
86-7 =79

17.Nhé lai 3 | Bénh nhan nh¢ lai 3 d6 vat & phan kham trudc: Mdi d6 vat nhé 3

do vat bong ban, 6 to, truong hoc ding dugc mot

diém

18.Goi tn | Chi cai dong hd hay cay viét chi va hoi bénh nhan | M&i cau tra 1oi dung | 2

do vat la céi gi dugc mot diém

19.Nhic lai | Bao bénh nhan néi: “khéng néu va hodc nhung” | Pugc mot diém néu | 1

cau no6i diing ngay 1an

dau tién

20.Ménh Pua mot to gidy cho bénh nhan va néi: Hay cam | Mot diém chomdi | 3

lénh 16i n6i | ldy tor gidy nay véi ban tay phdi, gdp déi né lai va | hanh dong ding
dat lén san nha”.

21.Ménh Hay doc nhitng tir ghi trong to gidy nay va thuc Mot diém néu bénh | 1

lénh viét hién theo yéu cau ghi trong d6. Pua bénh nhan nhan nham mat
mét to gidy cd in chir: “Hay nhim mat lai”

22.  Viét | Pua bénh nhan mot to giay va cay bat chi roi noi: | Mot diémnéucau | 1
“Ong/ ba hay viét bat ky mét cau vao dwdi dong | co da chi ngir, dong
nay” tur va c6 y nghia

23. V&lai | Cho bénh nhan xem hinh v& bén duéi, va bao Mot diém néu c6 10 | 1

hinh bénh nhan v hai hinh ngii giac giao nhau sang goc va hai duong
bén canh: giao nhau

24. TONG 30




* Cdu tritc thang: Thang diém MMSE dugc xdy dung nham danh gia chirc niang chu
¥, dinh hudng, tri nhé... duge cau tric bai bd cau hoi ngdn ngit, sé va hinh anh, gdm

ba phan:

- Phan 1 (dinh hudng, tri nhé, cha y): dinh hudng khong gian, thoi gian c6 10 cau
hoi. Tri nhé tirc thi, nhic lai ba tir dwoc nghe. Chua ¥ va kha ning tinh nham: 100 — 7,
lam nam lan. Tri nhé gén, nhéc lai ba tir ma bénh nhan da nghe khi kiém tra tri nhé tirc
thi (sau it nhét ba pht).

- Phan 2 (kha ning ngdn ngit) c6 tam cau hoi: hai cau hoi vé goi tén do vat; mot
cau hoi yéu cau nhac lai mot cau; mot cau hoi gdm ba yéu cau: cam to gidy, gap va dat
xudng san (hiéu ngdn ngit n6i); mot cau yéu cau bénh nhan doc va lam theo ndi dung
trong to gidy (hiéu ngdn ngit doc); mot cdu yéu cau bénh nhan viét mot cdu hoan chinh

(kha nang ngdn ngir viét).
- Phan 3: yéu ciu sao lai hinh v&.
* Cdch tién hanh va danh gid két qua:

Trac nghiém duoc lam tai khoa 1am sang, phong kham, diéu kién lam trac nghiém
khong yéu cau qua cao. C6 30 cau hoi va yéu cau. Moi cau hdi va yéu cau lam ding
duoc 1 diém. Tong s6 di€m toi da cua thang 1a 30 diém.

Panh gia két qua kiém tra MMSE:

Pi¢m s6 MMSE Panh gia
> 24 Binh thuong
20-<23 Suy giam TKNT nhe
14-<19 Suy gidm TKNT vira
<14 Suy gidm TKNT néng




THANG PANH GIA NHAN THUC MONTREAL
(MONTREAL COGNITIVE ASSESSEMENT)

Thang danh gia nhan thiec Montreal (Montreal Cognitive Assessment) (Phién béan
Tiéng Viét Verion 7,1) [167]

THANG DANH GIA NHAN THU'C MOTREAL(MOCA)

TEN NGUOI BENH:

Trinh dé hoc van:
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* Cdu triic thang va ddnh gid:

Thang c6 cac phan danh gia chi tiét tc do xir Iy thdng tin, kha ning diéu hanh,
tri nha, tri nhé tri hodn, ngbn ngtr, tu duy triru tuwong, su dinh hudng.

Thoi gian dé thuc hién dé 4n MoCA nay khoang 10 phdit.

Cong thém 1 diém cho cac ddi tuong cé trinh d6 hoc van duédi 12 nam.

Tong s6 diém co thé 1a 30 diém, sb diém > 26 duoc xem 1 binh thuong va
MoCA <26 duoc xem 1 bét thuong (Sp > 94%, Se < 60%) [7], [178], [176].

* Céch thuec hién va hwong dén ghi diém:

- Vé cde dwong néi theo thir tir xen ké:

Céch thyc hién: Ngudoi khdm hudéng dan bénh nhan: “Hay néi mér dwong tir mét
diém dén mét dwong thang theo thir tie tiang dan. Bat dau ¢ ddy so 1 [ chi vao sé 1] néi
deén chir A sau dé noi dén sé 2 va tiép tuc. két thiic ¢ ddy [chi vao chiz E] .

Ghi diém: Cho mot diém néu ngudi bénh vé dung theo miu vé& sau: 1-A-2-B-3C-
4-D-5-E, khong bi nét gach chéo nao. Néu c6 16i ma khdng ty sita ngay, cho diém O.

- Vé hinh khoi:

Cach thuc hién: Ngudi kham chi vao hinh khéi va chi dan nhu sau: “Hay vé lai

hinh nay vao ché tréng bén dwdi mét cach cang chinh xac cang tor”.

Ghi diém: s& duoc mot diém cho nét vé dung.

« Hinh v& 3 chiéu.

« V& tat ca cac canh.

» Khong c6 canh thura.

« Cac canh vé phai song song va c6 chiéu dai bang nhau (hinh hop chix nhat van
duoc chap nhan).

Khoéng cho diém néu mot trong cac tiéu chuan trén khong dat.

- Vé hinh anh cia dong ho:

Céch thuc hién: N6i chi dan sau day: “Vé mgt mar dong ho. Vé tat ca cac chi
s6 chi gio va dong hé dang chi 11 gio 10 phit”.

Ghi diém: Mét diém cho mdi tiéu chuan sau:

e Mat dong ho (1diém): B& mat dong hd phai hinh tron, c¢é thé cho phép léch
mot chat khi vé nét dong cua vong tron.

e S (1diém): Céc sb day du, thi ty ding, vi tri dung, chap nhan néu viét bang s6

e La m4, c4c sé phai nam trong vong tron

e Kim (1diém): Phai du 2 kim chi ding theo gio duoc yéu cau, kim gio phai
ngan hon kim phut, gbc kim nam dang vi tri gitra mat dong ho va kim phai nam trong
mat dong ho.

Trir 1 diém néu khong dat mot trong cac yéu cau trén



- Doc tén:

Cach thyc hién: Bt dau tir phia bén trai, chi vao tirng hinh anh va néi: “Hay néi
cho t6i biét tén cua con vdt nay”.

Ghi diém: Cho 1 diém néu chi dang mdi con vat (1): CHO, (2): TRAU, (3): GA

- Trinhd:

Céch thyc hién: Nguoi kham doc 5 tir vai te d6 mot gidy mot tir, yéu cau: “Pdy
la phan kiém tra tri nhé. Toi sé doc mét danh sach céc tir ma co/chd/anh/ch;i phdi nhé
ngay bay gio va nhdc lai mét 1t niza. Hay chii y nghe. Khi téi doc xong, hdy ndi cho
t6i biét cac tir ma minh nhé duwrgc. Khong can theo tha tue. ”

DPanh dau vao vi tri cia mdi tir & 1an kiém tra thir nhat. Khi bénh nhan noi 1a da
xong (nhd dugc tat ca cac tir) hoac khéng nhé thém tir nao nita, doc danh sach tir mot
lan nita va noi: “T6i sé doc danh sach nay mét lan niza. Hay ghi nhé va cho toi biét cd/
chd/ anh/ chi nhé dwec bao nhiéu tir, bao gom ca cac tir vira nhé duoc lic trude”.
Panh dau vao vi tri mdi tir kiém tra 1an tha hai.

Khi két thac 1an kiém tra tht hai, cho bénh nhan biét ho s& dugc yéu cau nhé lai
nhitng tir ndy: “Téi sé yéu cau cd/ cha// chi nhdc lai cac tir ndy vao cudi bai kiém tra”

Ghi diém: Khong cho diém dbi vai lan kiém tra 1 va 2

- Swchuy:

+ Poc nhitng con s6 theo chiéu xudi: Cach thuc hién: Theo cach chi din sau:
“Téi sé doc Mm@t vai con sé va khi téi doci xong, hay nhac lai chinh xdc nhw nhiing gi
16i n6i”. Poc 5 s6 lién tiép ¢ toc d6 mot sé mot giay.

+ Poc nhitng con s theo chiéu nguoc: Céch thuc hién: Theo cach chi dan sau:
“Bady gio t0i sé doc Vai Sé nita, nhung khi téi nging lai, cd/chi/anh/chi phdi lap lai
cho t6i nghe theo chiéu ngwroc lai”. Poc 3 s6 lién tiép vai tée 46 mot sb mot giay.

Ghi diém: Ghi 1 diém cho mdi s6 14p lai dung, (ghi chu, tht ty dang doc nguoc
lai 13 2-4-7).

+ Poc danh sach cac chir cai: Ngudi kham doc danh sach cac chit céi véi tée do
1 chir 1 gidy, yéu cau: “Téi sé doc danh sach cac chiz cai. Moi khi t6i doc chir A, hay
dap tay 1&n ban mét lan. Néu 16i doc chit khéc, co/chi/anh/chi dirng dap tay.”

Ghi diém: Cho mot diém néu khong sai hoac sai 1 15i (1 13i 1a khong vd tay khi
doc chir A hoic vé tay khi khong doc chir A).

+ Kha ning tinh toan bang phép trir 7 lién tiép:

Céach thuc hién: Ngudi kham dua ra chi dan sau: “Bdy gio tdi sé yéu cau
cd/chi/anh/ch; ldy 100 trir 7 lién tiép, tiép tuc trir 7 cho d@én khi ti bao ngirng ”. Nhac
lai chi dan hai lan néu thay can.



Ghi diém: Phan nay duogc cho 3 diém. Néu trir khong ding thi s& khong duoc
diém, 1 diém cho mot phép trir dung, 2 diém cho 2 dén 3 Ian trir dung va 3 diém néu trir
dung 4 dén 5 lan.

M3i phép trir duoc thuc hién doc lap, co nghia 1a bénh nhan ra mot két qua sai,
nhung lai 1am dung khi 14y két qua ndy trir di 7 van dugc tinh 1 diém.

Vi du: 92-85-78-71-64 khi 92 1a két qua sai, nhung cac két qua sau 1a dung. Day
la 1 15i va muc ndy van duoc cho 1a 3 diém.

- Nhdc lgi cAu:

Céch thyc hién: Nguoi kham dua ra chi dan: “T6i sé doc mét cau. Nhdc lgi chinh
xdc theo téi: “Toi chi biét rang Nam 1a ngwoi can giip hém nay”

Sau d6 noi: “Bay gid ti s& doc mot cau khac. Nhic lai chinh xac theo toi: “con
meo ludn ludn nap duéi di viing khi c6 con cho & trong phong

Ghi diém: Cho 1 diém cho mdi cau nhac lai ding. Su nhac lai can phai chinh xac. Chl
¥ dén cac 15i bi bo s6t (vi du : bo sot “chi”, “luén uén™) va 15i thay thé/bd sung (vi du: Nam
14 nguoi di gitip dd hom nay”, thay thé tir “nap” bang tir “ da nap™, ddi thanh s6 nhicu,...)

- Noi lvu loat tur:

Céch thuc hién: Nguoi kham dua ra chi dan: "N6i cho t6i biét cang nhiéu tir cang tot
bat dau bang mét chi cai ma toi sé ndi sau day. Co/chii/anh/chi c6 thé ké bat cit tir ndo. Khi
nao hét mét phit tdi sé yéu cau ding lgi. Co/chi/anh/chi da san sang chua? [nghi]. Nao,
haly ké tat ca cac tir bac biet bar dau bang chiz L [thoi gian 60 gidy]. Ding lai."

Ghi diém: Cho 1 diém néu bénh nhan néi dugc trén 11 tir. Ghi c4c cau tra cua
bénh nhan vao cubi trang hoic bén 1&. Yéu cau: Céc tir bat dau bang chix L phai cd y
nghia hoan toan khac nhau.

- Truu twong hda:

Céch thyc hién: Ngudoi kham yéu cau bénh nhan chi ra diém chung trong méi
cap tir, bat dau bang vi du: “Cho t6i biét qua cam va qud chudi ¢é diém gi giong nhau?”

Néu bénh nhan tra 1oi dung, chi yéu cau thém mat 1an nita: "Cho t6i biét ching
con c6 gi giong nhau niza khéng?"

Néu bénh nhan chua dua ra cau tra loi phi hop (hoa qua), néi : "Puing, ching
con déu 1a hoa qua nira”. Khéng chi dan hoac giai thich thém.

Sau khi da 1am xong vi du, néi: "Bay gio cho t6i biét tau héa va xe dap c6 diém
gi giong nhau? . Sau khi bénh nhan tra loi, hoi tiép: "Bay gio cho toi biét thudc ké va
dong hé cé diém gi giong nhau?".

Khong dua ra chi dan thém.



Ghi diém: Chi cho diém 2 cau sau, mdi cdu ding cho 1 diém. C4c cau tra |0i sau
dugc chap nhan:

Tau hoa - xe dap = phuong tién giao théng, phuong tién di lai, ban di lai bang ching.

Thudce ké - ddong hd = dung cu do dac, duoc dung dé do

Cau tra 101 khong duoc chap nhan 1a:

Tau hoa - xe dap: Chung déu c6 banh

Thuéc ké - ddng hd: Ching c6 sd

- Nhd lai 06 tri hoén:

Cach thyc hién: Ngudi kham dua ra chi dan: "76i da doc cho bac vai tir lic
triedc, bay gio toi sé yéu cdu bac nhé lai. N6i cho t6i biét bac nhé diroc bao nhiéu ter."
Panh dau vao mdi tir bénh nhan nha dugc ma khdng can goi y.

Ghi diém: Cho 1 diém cho mdi tir bénh nhan ty nhé dugc ma khéng can goi y

Lwa chon: Sau khi bénh nhan ty nhé lai, goi ¥ cho bénh nhan ddi véi nhitng tir
ma bénh nhan chua nhé duge. Panh dau dudi nhirng tir bénh nhan nhé lai duoc sau khi
duoc goi y. Néu bénh nhan khong nhé lai duoc sau khi dugc goi ¥ vé chang loai, goi
y cho ho bang cach dua ra nhiéu lya chon:" Cé/chi/anh/chj nghi tir nay 1 tir ndo trong
s6 CAC tir sau: MUI - MAT hay TAY?”

Sir dung chung loai va/hoic goi y lua chon cho mdi tir:

VE MAT: Goi y chang loai: M6t bo phan trén co thé

Goi y lya chon: Miii, mat, tay
VAI NHUNG: Goi y ching loai: Mot loai vai
Goi ¥ lura chon: Vai bdng chéo, vai bong, nhung

NHA THO: Goi y chung loai: Mot cong trinh xay dung

Goi y lva chon: Nha tho, truong hoc, bénh vién
HOA cUC: Goi y ching loai: Mot loai hoa

Goi ¥ lua chon: Hoa hong, hoa cc, hoa tuy lip
MAU bO: Goi ¥ chung loai: Mot loai mau

Goi y lua chon: Mau do, xanh da troi, xanh la cay
Ghi diém: Khong cho diém néu nhé lai vai goi y: Goi y chi duoc ding cho muc
dich thong tin 1am sang va cho ngudi kham thém thong tin vé loai réi loan tri nha. Néu
thiéu sot tri nhé do thu thap, két qua sé cai thién néu co goi y, néu thiéu sét tri nhg do

quéa trinh m& hoa thong tin, két qua sé khéng cai thién.



- Dinh huong:

Cach thyc hién: Ngudi khdm chi dan: "Cho t6i biét hdm nay la ngay bao
nhiéu?". Néu bénh nhan khong dua ra cau tra o1 hoan chinh, goi y tiép bang cach noi
"Cho t6i biét hdm nay Ia thiz may trong tudn, ngay, thang, nam, nao?". Sau d6 néi "Bay
gio cho biét tén cuia noi nay, né nam & thanh pho nao?"

Ghi diém: 1 diém cho mdi cau tra 161 dung. Bénh nhan phai néi dwgc chinh xéac
ngay, dia diém (tén cua bénh vién, phong kham, van phong). Khong cho diém néu tra
161 sai ten ngay va thi trong tuan.



CHI SO KATZ TRONG PANH GIA
HOAT PONG CHU'C NANG CO BAN (ADL)

Go6m 6 hoat dong chire niang co ban hang ngay nhu: tim rira, mic quan 4o, di vé

sinh, van dong di chuyén, tiéu tiéu tu cha, an udng.
Cach thirc thuc hién:
Ghi tén ngudi bénh 1én phiéu danh gia

Yeéu cau nguoi bénh lan lugt thye hién cac hang muc can danh gia.

Quan sat nguo1 bénh thuc hién cac hang muc can danh gia hodc phdng van nguoi

cham soc chinh.

Ghi diém: Diém 1=Doc lap (khdng can giam sat hudng dan va hd tro)
Diém 0= Phy thudc (c6 su giam sat, hudng dan hoic hd tro)
Thong sb Poc lap Phu thudc
Tam rira (1 diém) Ty tdm hoan toan hoic | (0 diém) Can gilp tim nhiéu
(Piém.....) chi can giGip & mot phan co thé nhu | hon mot phan co thé, gilp

lung, ving sinh duc hoac chi bi tat

vao hoac ra bon tim hoic voi
sen. Can gip tim hoan toan

M3ic quan 4o
Piém....)

(1 diém) Lay quan 4o tir ta hoic
ngin kéo va mic quan 40, & khoAc,
tu cai nut. C6 thé can gitp cot day
giay.

(0 diém) Can giGip mac quan
ao hoac giup hoan toan

bi vé sinh
Piém.....)

(1 diém) Ty dén nha vé sinh, di vé
sinh, mic lai quan 4o, tu 1am sach
vung sinh duc.

(0 diém) Can gidp di chuyén
tai nha vé sinh, giup ria sach
hoic dung bd hay ghé 15

Di chuyén
Piém.....)

(1 diém) Ty di chuyén vao va ra
khoi givong hoac ghé. C6 thé chap
nhan c6 dung cu hd tro co hoc

(0 diém) Can gidp di chuyén
tir givong ra ghé hoic can
gilp di chuyén hoan toan

Tiéu tiéu tu chu

(1 diém) Hoan toan kiém soat

(0 diém) Tiéu tiéu khong tu

chuan bi bita dn

Piém.....) duoc di tiéu tiéu cha mot phan hoic hoan toan
An udng (1 diém) Ty dua thic an tir dia vao | (0 diém) Can gidp mot phan
(Diém.....) miéng. CO thé c6 nguoi khac | hodc hoan toan viéc an uéng

hoic can nudi an tinh mach

Panh gia: Tong diém: 6 diém: Poc lap; 0 diém: Hoan toan phu thudc; bi han ché
khi khong lam dugc mot trong cac hoat dong trén



THANG PIEM LAWTON- BRODY
TRONG PANH GIA HOAT PONG CHUC NANG SINH HOAT
(INSTRUMENTAL ACTIVITIES OF DAILY LIVING SCALE: IADLS)

Go6m 8 hoat dong sinh hoat: sir dung dién thoai, cac phuong tién giao thdng, 1am
cac cong viéc nha: nau nuéng, don dep nha cira, giat giil, tw quan ly thuéc men, quan
ly tai chinh va mua sam

Cach thirc thuc hién:

Ghi tén ngudi bénh 1én phiéu danh gia

Yéu ciu nguoi bénh lan luot thuc hién céc hang muc can danh gia.

Quan sat nguoi bénh thuc hién cac hang muc can danh gid hodc phong van nguoi
cham soc chinh.

Ghi diém:  Cho diém 1 hozc 0 d6i voi mo ta pht hop nhat.

Trong mdi muc sau day, chon dung véi tinh trang bénh nhan nhat cho diém 1 va

0 vao cot bén:

1 | Sir dung dién thoai

1.1. Dung dién thoai mot cach tu chi, tim va goi s6 dién thoai 1d
1.2.  Goi mot vai s dién thoai da biét 1d
1.3. Biét cach tra loi dién thoai, nhung khong goi dugc 1d
1.4. Hoan toan khéng sir dung dugc dién thoai 0d
2 | Mua sam
2.1. Ty mua sim tat ca cac tha can thiét mot cach doc lap 1d
2.2.  C6 thé ty mua sam duoc nhirng thir 14t vat 0d
2.3.  Can nguoi di kém gitp khi mua sam 0d
2.4, Hoan toan khdng thé dén ctra hang 0d
3 | Niu in

3.1. Ty Ién ké hoach, chuan bj va phuc vu cac bita an mot cach doc lap | 1d

3.2. Chuan bj bira an day du néu duoc cung cip céc vat dung 0d

3.3. Ham nong va phuc vy bira an dwgc chuan bi sdn hogc chuan bj bira | 0d
an nhung khong dam bao duoc ché d¢ an uong day du

3.4. Can c6 nguoi chuan bi va phuc vu bita dn 0d




Don dep nha cira

4.1. Ty don dep nha mgt minh hoge doi khi can c6 ngudi trg gilp nhitng | 1d
cbng viéc nang

4.1. Lam dugc nhitng viéc nhe hang ngay nhu rtra bat, don giuwong 1d
4.2. Lam duoc nhiing viéc nhe nhung khong thé gifr duoc sach s& can | 1d
thiét

4.3. Can ngudi gitp dd trong tat ca viéc nha 1d
4.4. Khoéng tham gia vao bat ky viéc nha nao 0d
Giit giii quan 4o

5.1. Tu giit gidl quan 4o cta ban than (tu 1am hoac st dung may méc) | 1d
5.2. Giat nhitng do nhe nhu quan o 16t, tat, vo... 1d
5.3. Can nguoi khac giat giti moi thir 0d
Sir dung phwong tién giao thong

6.1. Str dung doc lap cac phuong tién giao théng céng cong hoac tu lai | 1d
Xe

6.2. Tu thu xép di bang taxi, nhung khong sir dung duoc phuong tién 1d
céng cong khéc.

6.3. Pi bang phuong tién cdng cong khi duoc hd trg hodc di kém voi 1d
nguoi khéc.

6.4. Bi gidi han vai taxi hoac 6td vai su trg gitp nguoi kKhac. 0d
6.5. Khéng ty di dugc phuong tién ndo ca 0d
Sir dung thuéc

7.1. Ty ubng thude dung lidu luong dung thoi diém 1d
7.2. Ty udng thudc néu co ngudi chuan bi sin theo liéu lugng 0d
7.3. Khong c6 kha nang ty udng thudc 0d
Kha niang quan ly tai chinh

8.1. Quan ly céc van d¢ tai chinh mot cach doc Iap (ngan séch, viét 1d
ngan phieu, tra tién thué nha, hoéa don); lanh va theo doéi thu nhap.

8.2. Quan 1y chi tiéu hang ngay nhung can c6 ngudi giup d& 1d
8.3. Khong cé kha nang quan ly tai chinh 0d

Panh gia: Tong diém: 0 diém (phy thudc hoan toan) dén 8 diém (hoan toan

doc lap) d6i véi nir va tir 0 dén 5 diém ddi véi nam [89], [95].




ban cam thdy trong sudt mot tudn qua. Khong ¢ cdu tra 101 ding hay sai. Va ding

THANG DIEM DANH GIA TRAM CAM- LO AU- STRESS

Depression Anxiety Stress Scales (DASS21)

Hay doc moi cau va khoanh tron vao cac s6 0, 1, 2 va 3 ing véi tinh trang ma

dirng lai qua 1au ¢ bt ky cau nao.

Muc d6 dénh gid:  0: Khong dung voi toi chut nao ca

1: Dung vdi téi phan nao, hodc thinh thodng méi ding

2: Piing véi téi phan nhiéu, hodc phan lém thoi gian la ding

3: Hoan toan diing véi t6i, hodc hau hét thoi gian la diing

S |1. |Tai thiy khé ma thoai mai dugc 0123
A|2. | To6i bi kho miéng 0123
D (3. |T6i dudng nhu chang c6 chit cam xtc tich cuc nao 0123
Al I;)rll ;)j roi loan nhip thd (thd gap, kho the du chang lam viée gi 012 3
D|5. |Téi thay kho bt tay vao cong viéc 0123
S |6. |Toi c6 xu huéng phan Gng thai qua véi moi tinh hudng 0123
A|7. | T6i bi ramd héi (chang han nhuw md hdi tay...) 0123
S |8. |Toi thiy minh dang suy nghi qua nhiéu 0123
Alg. T.(A)A’i loAl‘éng vé nl}frng Finh huéng c6 thé 1am toi hoang s¢ hoac 012 3
bién t61 thanh tro cuoi
D [10. | T6i thdy minh chang c6 gi dé mong doi ca 0123
S |11.| T6i thay ban than dé bi kich dong 0123
S |12.|Tai thay khé thu gian duoc 0123
D |[13.|T6i cam thdy chan nan, that vong 0123
s |14 ;l;)(i)idI;I;angé rcr:lhép nhan dugc viéc co céi gi d6 xen vao can trd vige 012 3
A|15.|T6i thdy minh gin nhu hoang loan 0123
D |16.| Toi khong thay hang hai véi bat ky viéc gi nira 0123
D |17.|Téi cam thdy minh chang dang lam ngudi 0123
S |18.|Tbi thdy minh kh4 d& phat ¥, tu 4i 0123
Al1o. T?i nghg théy r? tién% nhip tim du chrfmg lam viéc gi ca (vi du, 0123
tiéng nhip tim tang, tiéng tim loan nhip)
A|[20.|Toi hay s¢ vo co 123
D |21.|Téi thdy cudc song v nghia 123




Cach tinh diém:
biém cua Tram cam, Lo au va Stress duoc tinh bang cach cong diém cac dé

muc thanh phan, rdi nhan hé s6 2 [66]

Mikc dd Trim cam Lo au Stress
Binh thuong 0-9 0-7 0-14
Nhe 10-13 8-9 15-18
Vira 14 -20 10-14 19 -25
INang 21 - 27 15-19 26 — 33
RAt ning >28 >20 >34




PROTOCOL THU THAP SO LIEU MRI SQ NAO

1. PHAN HANH CHINH

2. KET QUA
2.1. Thang diém GCA (Global Cortical Atrophy):

Phan Tiéu chuan Panh gia trén
do MRI
0 Khéng teo vo ndo
1 Teo nhe: mo rong cac khe néo
2 Teo vira: giam thé tich cua cac hoi ndo
3 Teo ning (giai doan cudi): teo dang ludi dao (knife
blade)

2.2. Thang diém MTA (Medial Temporal lobe Atrophy):

Phan do Tidu chuan Danh gia trén
MTA MRI
0 Khéng teo vo nédo
1 Chi gidn rong khe mang mach
2 Gian stng thai dwong ciia ndo that bén
3 Giam the tich viing hoi hai ma mue do trung binh
(giam chiéu cao)
4 Giam thé tich hoi hai m3 muc d6 nang

2.3. Thang diém Fazekas danh gia thoai héa nio chat tring:

Phan do Tidu chudn Danh gia trén
Fazekas MRI

Khong c¢6 hoic mot dém ton thwong WMH nhu mot

0 diu  cham cau

! Nhiéu dém ton thuong dang WMH nhu nhiéu dau cham
cau

2 Bt dau két hop nhiéu tén thuong dang béc cau

3 To6n thuong dang bac cau lan rong




2.4. Thang di¢ém Koedam trong danh gis teo nio ving dinh- cham:

Phan do Tiéu chuin Danh gia
Koedam trén MRI
0 Khong teo vo ndo | Thuy dinh va thiy cham khép kin
. V6 néo sau va ranh dinh — cham gién
1 Teo vo ndo nhe o
rong nhe
2 Teovo ndovira | CAc rdnh vo ndo gian rong dang ké
3 Giai doan cudi teo | V6 ndo sau va ranh dinh — cham gin
“ludi dao” rong cuc do
2.5. Nhoi mau vung chién lwec hay nhdi mau 16 khuyét
Dic diem vung Vi tri nhdi mau Danh gia
cap mau : trén MRI
o Ao Vung dinh- thai duong hodc thai duong
bong mach néo gitra 2 O A FUNN
cham lién quan dén vung Angular Gyrus
Pang mach ndo sau Vl}pg trung gian QOI thi, vang dudi thay
thai duong trung gian
Nhoi méu ving e
Watershed Phia trén thuy tran hoac thuy dinh
Nhoi mau ndo 16 khuyét | Hai bén doi thi
Nhoi mau ndo 16 khuyét | Vi tri khac
2.6. Thé tich ndo that bén:
2.7. Thé tich d@bi thi va ving dwéi doi:
2.8. Teo hdi hai ma:
Murc do Danh gia MRI
0 Khdng teo
1 Teo nhe
2 Teo vua
3 Teo nang




2.9. Cac ddu higu sa sut tri tug can tim trén MRI

DA4u (+) c6 ton thuong, dau (-) khong c6 ton thuong

Tuy theo murc d6 ton thuwong phan ra +, ++ hay +++

Dau higu can tim trén MRI
Viing ton thwong . SSTT | SSTT Tran | SSTT Lewi
Alzheimer mach mau | thai dwong bodies
Teo ddi thi, hdi hai ma +++ + + -
Teo thai duong ++ +++ -
Teo thuy tran - +++ -
Teo thuy dinh ++ - -
Nhoi mau 15 khuyét - +++ - -
Thoéi hda chit tring - +++ ; -
Nhdi mau ving chién luoc - +++ - B
2.10. Cac tiéu chi quan trong danh gid sa sut tri tué
Pic diém ton thwong Goi y chian doén tI: grl:lll\/lgli?él

Teo ndo toan thé

SSTT mach méu hoic 140 héa tudi gia

Teo ndo thuy thai duong
trung gian

Alzheimer, SSTT tran thai duong

Teo ndo thuy tran

SSTT tran thai duong

WML’s- Thoai hoa chét
trang

SSTT mach méu hoic 140 héa tudi gia

Nhoi mau n&o viing chién
luoc

Sa sut tri tué mach mau

Bic si doc két qua (Ky tén):




PHIEU PIEU TRA

PHAN HANH CHINH

|
1 Hovaténbénhnhan:...................oooooini.l Tudi: covveeneieeeannn., Gibi:.........
2 DI CNI: oo,
3 ID: oo S T
4. Ngay kham bénh:.............................. 5.S6 ho so nghién cru.................
STT TEN BIEN PHAN LOAI

1 |TIENSU

1.1. | TGDTDb <1nam O | 1-3 namO] 3-5nam O >5 nam O
1.2 | TG THA Sénam: | ... .

1.9 | Tién st THA con Khong O
1.10 | Hypoglycemia cod Mure do: Khéng O
1.11 | Thubc 14 con Khéng O

2 | LAM SANG

2.1 | Léisbng Khoéng/it van dong O C6 van dong O

2.2 | Trinh @6 hoc van | Ticuhoc O |THCSO | THPT O Cb,PHO

2.3 | Ngh? nghiép gu'u tri (élc“)ng nhan gﬁng dan \E/Ién phong chigrr:h g Ehéc
2.4 | Dinh dudng Khong tuan thu O Tuén thu O

2.5 | Thao duoc cend Khéng O

26 ;Egr(:; dai thao

,7 |Thubcha | ARB/ACE | CCB | Loitiéu |Phdihop 2-3 logi thU_c‘}c Khic O

HA O O O ARB + ACE + Loi tieu O

2.8 | Vitamin B12 cod Khong O

2.9 | Bénh khéac
2.10 | HATT nam
2.11 | HATTr nam
2.12 | HATT bung
2.13 | HATTr bung
2.14 | Ha HA tu thé con Khéng O
2.15 | Tang HA con Khéng O
2.16 | Vong bung
2.17 | BMI

3 | Canlam sang

3.1 | Glucose

3.2 | HbAlc

3.3 | Insullin




3.4

Cholesterol

3.5

LDL.C

3.6

HDL.C

3.7

Triglycerid

3.8

Ure

3.9

Cre

3.10

rGFA

3.11

SGOT

3.12

SGPT

3.13

GGT

3.14

Protein niéu cond

Khéng O

3.15

bong mach canh chung Phai

3.16

bong mach canh trong Phai

3.17

bong mach canh chung Trai

3.18

bong mach canh trong Trai

3.19

Day
that
TMCT NMCT Trai
ECG O O O

Day
nhi Ngoai Binh
Trai | tdmthu | thuong

Khéc

Mach

QTc

3.20

EF

FS

Siéu am tim
LVMI

Khac

3.21

MINICOG

3.22

MoCA

3.23

MMSE

3.24

DSM5 RLTKNT nhe O

RTKNT dién hinh O

3.25

ADL

3.26

IADL

3.27

Churc nang diéu hanh

3.28

Thi giac khdng gian

3.29

Tap trung cha y

3.30

Hoc tap- Tri nhé

3.31

Chuc nang ngdn ngit

3.32

Tu duy- triru tuong

3.33

Dinh hudng thoi gian, khong gian




3.34 | Teo hdi hai ma Khélg? teo Tecl):I nhe Tecl):I vua Teo I:rllaﬁng
3.35 | Buong kinh ndo that
3.36 | GOc sung trén
3.37 | V ndo thét
3.38 | V doi thi
3.39 GCA o Khéng teo | Teo nhe Teo vira Teo nang
(Teo ndo toan bo) O O O O

0 Khéng teo

O Gién rach khe mang mach
3.40 | MTA O Giam sung thai duong nio that bén

O Giam thé tich hoi hai ma mue do trung binh

O Giam thé tich hoi hai ma muac do ning
3.41 | Koedam o 10 20 30
3.42 | Fazenkas 00O 10 20 30
3.43 | NMN I6 khuyét coen Khong O
3.44 | NM chién luoc coen Khong O
345 | Vit NMN 15 Thuy tran | Thay | Thay cham Thai Bao trong

Khuyet O dinh O O Duong O O
3.46 | WML conOd Khong O
3.47 | Pa t6n thuong c6nO Khong O
4. | Bién chitng
Duc TTT coend Khong O

4.1 | Mat VMDTD (E:_cl)_ DDR(SC)aC giai doan Khong O
4.2 | Than kinh xa géc chi E'?Ag)(cac ton thuong Khong O
4.3 | Ton luu bang quang cond Khéng O

Ngwoi nhdp ligu




CONG HOA XA HQI CHU NGHIA VIET NAM
Doc 1ap — Ty do — Hanh phic
©3.. 20

PON XIN XAC NHAN

Kinh géi:

- Ban Giam Ddc bénh vién Pa Khoa Gia Dinh Pa Ning

- Truéng phong K¢ hoach tong hop bénh vién Da Khoa Gia Pinh, Da Ning.

Téitén la: NGUYEN VAN VY HAU, Sinh nim: 1984

Thuéc don vi: Trung tdm noi tiét dai thao duong, bénh vién Pa Khoa Gia Dinh Pa Nﬁng

Hién dang la nghién ciru sinh truong Dai hoc Y Duoc Hué.

Tén dé tai: Nghién ciru méi lién quan gitra rdi loan than kinh nhan thirc v6i hinh anh hoc cong
hudng tir so ndo ¢ bénh nhan dai thio duong type 2.

Ta1 lam don nay kinh xin quy bénh vién x4c nhin cho t6i duoc thuc hanh nghién ctru tai vién va
str dung ho so ctia cac bénh nhan sau:

STT ID Tén bénh nhin Gidi tinh
1 536663 | TRUONG THI MINH Nir
3 88646 | PHAM PHUOC Nam
3 145114 | DOAN DUNG Nam
4 338008 | NGUYEN NGOC KHANH Nam
5 74389 | LE LAP Nam
6 103769 | NGUYEN THI SO Nir
7 530424 | TON THI THANH HOA Nit
8 349396 | VO THI BO Nix
9 223453 | TRAN THI THU HUONG Nir
10 381077 | LE THI CHIN Nir
11 82971 | NGUYEN THI HONG Nit
12 220724 | CAI THI KIM HOA Nir
13 83686 | PHAM NGOC NHI Nam
14 251809 | HA THI SAC Nir
15 146199 | TRUONG THI TU Nit
16 485897 | PHAN VAN NGUYEN Nam
17 236721 | PHAM SOC Nam
18 457473 | HOANG CU Nam




19 102148 | HUYNH QUANG Nam
20 230826 | NGUYEN THI NGHIA Nir
21 316832 | NGUYEN THANH KHOI Nam
22 537615 | TRUONG THANH LIEN Nam
23 528865 | HUYNH THI AN Nir
24 539074 | LE LIEN Nam
25 177572 | LE QUANG SINH Nam
26 492088 | PHAM VINH Nam
27 290010 | CHAUKYLY Nam
28 547319 | TRAN VAN DAI Nam
29 510796 | LE BON Nam
30 508702 | NGUYEN BUC Nam
31 102019 | HONG QUOC CUONG Nam
32 519460 | PHAN DINH NONG Nam
33 150185 | LE VIET ANH Nam
34 181833 | NGUYEN THI LIEN Nit
35 509446 | TRAN THI CAM VAN Nir
36 203973 | NGUYEN NHU THIEN Nam
37 351947 | NGUYEN NGOC THANG Nam
38 527341 | LE DINH PHO Nam
39 556801 | PHUNG OI Nam
40 400279 | DINH XUAN THUONG Nam
41 254704 | TRAN NAM Nam
42 98124 | CAO XUAN THAI Nam
43 192429 | TRAN THI CUONG Nir
44 72926 | NGUYEN VIET TIEN Nam
45 396129 | NGO VAN QUANG Nam
46 174835 | DANG MANH THUONG Nam
47 393189 | HO VIEN Nam
48 212419 | NGUYEN THI HUNG Nit
49 177130 | LAM THI HOA Nir
50 447450 | TRAN HUU MINH Nam
51 166076 | NGUYEN NGOC LOC Nam
52 197076 | NGUYEN THI HA Nit
53 353811 | DAO THI SUONG Nit
54 373316 | PHAM THI TUONG Nit
55 320089 | NGUYEN THI NHI Nir
56 412636 | TRAN THI HOA Nir
57 29282 | NGO THI HOA _ Nir
58 226796 | NGUYEN THI KIM THUYET Nit




59 539942 | DAO THI HIEN Nit
60 441848 | LE THI TRUYEN Nit
61 450145 | HOANG THI YEN Nir
62 211174 | NGO THI CAM Nix
63 191109 | TRAN THI VAN Nit
64 75063 | PHAM THI LIEN Nir
65 62336 | TRUONG CAM THUY Nit
66 300018 | HOANG THI CHINH Nir
67 273468 | NGUYEN THI KIM HANG Nir
68 72027 | TRAN THI HY Nit
69 509669 | PHAN THI RIEU Ni
70 37273 | NNGUYEN THI DINH Nit
71 378303 | TAN THI CUU Nit
72 180589 | DINH THI PHI Nit
73 158620 | HA THI PHONG Nit
74 77277 | HUYNH DIEM Nam
75 182595 | HUYNH THI BA Nix
76 198498 | NGUYEN THI SINH Nit
77 | 412939 | NGUYEN THI VUONG Nit
78 418820 | DOAN THI THAN Nit
79 284453 | NGUYEN THI MINH CHAU Ni
80 171609 | NGUYEN THI ANH TUYET Nit
81 100599 | DAO THI XUAN DAO Nit
82 173690 | NGUYEN THI EM Nit
83 75588 | VAN THI HUONG Nit
84 57383 | KIEU THI TUONG Nir
85 341360 | LE THI TUYET MAI Nit
86 474273 | NGUYEN THI HONG Nit
87 109152 | DO THI PHIEN Nit
88 275257 | TRAN VIET DON Nam
89 395467 | TRAN THI HUONG Nit
90 133653 | NGUYEN THI NHUONG Nir
91 314836 | HOANG THI HA Nir
92 361623 | TRUONG THI HIEN Nit
93 9669 NGUYEN THI CAM Nit
94 477275 | NGUYEN THI BINH Nir
95 231370 | NGUYEN THI NUONG Nit
96 129316 | NGUYEN THI HAQO Nit
97 267020 | HUYNH THI BACH TUYET Nir
98 368744 | DANG TAN THANH Nam

\Q\E <> 2° %5



99 55642 VO THI MUOI Nir
100 244247 | DOAN THI THIET Nix
101 460974 | TRUONG THI HOA Nir
102 497547 | NGUYEN THI KIA Nir

T61 xin cam doan:

1. Nhirng thong tin trén bénh nhan & trén 1a dung va chi sir dung thong tin lién quan dén hé so
bénh nhan cho muc dich nghién ciru khoa hoc.

2. Céc théng tin ho so duoc sir dung trong nghién ciru la ding su that va tring khép véi hd so
bénh nhan trén phﬁn mém ndi bd ctia bénh vién.

Da Ning, Ngay X thing % nam 2019

Xac nhan cta bénh vién Nghién ciru sinh
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