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LOI CAM ON

Hoan thanh ludn van ndy, véi tdt cd 1ong kinh trong va biér on sdu sdc,
t6i xin dwoc quii 101 cam on dén DBdng iy, Ban Gidm déc, Phong dao tao Sau
Pai hoc, cac Bg mon, Khoa phong Hoc vién Y diroc hoc 6 truyén Viét Nam,
la noi truc tiép dao tao Va tdn tinh givip dé toi trong qud trinh hoc tdp, nghién
ctru dé hoan thanh ludn van.

T6i xin bay té long kinh trong va biér on sdu sdac téi PGS.TS. Vii Nam,
TS Tran Minh Hiéu - ngwoi thay heong ddn tryc tiép luén theo sdt, thwong
xuyén gitip dé, cho t6i nhiéu y kién quy bau, sét theec trong qué trinh hoc tap,
nghién cizu dé hoan thanh ludn vén nay.

T6i xin tran trong cam on Ban Gidm doc, B6 mén Duoc Iy — Hoc vién
Oudn Y da quan tam, tao diéu kién tét nhdt cho toi trong viéc nghién cizu, thu
thdp, hoan thién sé liéu d@é hoan thanh dé tai.

T6i xin dwoc Qiri 101 cam on dén cac thay, cac co trong Héi dong théng
qua dé cwong ludn van dd cho t6i nhiéu y kién quy bau trong qué trinh hoan
thién lugn van nay.

Toi vO clng biét on PGS.TS. Nguyén Thanh Phong, Cuc trueng Cuc An
toan thuc pham, cdc Pe:Lanh dao cuc An todn thuc phdam Lanh dao phong
GSNPTP & TTTT, Lanh dao Trung tim UD & PT An toan thuc pham va gia
dinh, ban beé, anh chi em dong nghiép da déng vién, gitip dé toi trong suot
qua trinh hoc tap, nghién cizu va hoan thanh ludn van.

Mdc dit dd cé gang rat nhiéu, nhung ludn vin khéng tranh khéi nhiing
thiéu sét; tac gid rat mong nhdn dwoc sw théng cam, chi ddn, giip dé va déng
gop y kién cia cac nha khoa hoc, cia quy thay cd, cac can bg quan Iy va céac
ban dong nghiép.

Xin chan thanh cam on!

Hoc vién
Lé Van Nam



LO1 CAM POAN
Luan vian nay do ban than toi tryc tiép thuc hién dudi sy huéng dan
khoa hoc cta Thay PGS.TS.Vii Nam, TS.Tran Minh Hiéu. Cac sb liéu va
théng tin trong nghién ctru la hoan toan chinh xac, trung thuc va khach quan,
da duoc x4c nhan va chap thuan cua co sé noi nghién cttu. Cong trinh nay
khéng trung lap voi bat ky nghién ctru ndo khac da dugc cong bd tai Viét
Nam.
Toi xin hoan toan chiu trach nhiém truéc phép luat vé nhirng cam két
nay.
Ha Ngi, ngay 18 thang 12 nam 2020.

Nguoi Viét cam doan

Lé Van Nam
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PAT VAN PE

Huyét ap thap 1a bénh ly phd bién chiém ty 18 tir 10 — 20% dan s6 &
Viét Nam ciing nhu cac nudce trén thé gigi. Huyét 4p thap dang gia ting trong
cong dong dac biét 1a nhimg nguoi tré dang d6 tudi lao dong, bénh ciing hay
gap ¢ ngudi cang thang, thé trang yéu, suy dinh dudng, phu nit, ngudi bénh
tim mach, béo phi, tiéu duong... Bénh gay anh hudng truc tiép dén sic khoe,
chat lwong cudc song caa nguoi bénh [1],[2],[4].

Theo thong ké vé tinh hinh sitc khoe cua mét sé co quan, doanh nghiép
tai Ha Noi trong nim 2008 c6 t&i 12% s6 can bo cong nhan vién co huyét ap
tam thu thap hon 90mmHg va huyét &4p tdm truong thap hon 60mmHg. Pay
thue su 1a mot van dé dang quan tim cta nganh y té [1],[2],[6]

Huyét &p cang thap, nguoi bénh bi suy giam tri nhd (sa sdt tri tug) cang
cao, gan lién véi bénh mat tri nhd do Alzheimer gay ra. Néu huyét ap tam
truong dudi 70mmHg thi rat c6 kha nang bi mat tri nhg, gay kho khan cho cac
hoat dong thudng ngay va cac quan hé xa hdi cta nguoi bénh. Huyét ap qua
thap cling c6 thé 1am nhip tim nhanh, gy choang, ngat. Truéc diy, nguoi ta
van nghi huyét 4p cao méi gay tai bién mach mau ndo nhung huyét 4p thap
cling gay tai bién chiém ty 1& 10 — 15%. 30% s6 ngudi nhdi mau ndo va 25%
s6 ngudi nhdi mau co tim 1a do huyét &p thap [3],[5].[7].

Y hoc hién dai diéu tri huyét ap thap di c6 nhitng két qua nhat dinh, tuy
nhién viéc sir dung cac thudc nhu ephedrine, dihydroergotamin, heptamil...
chi c6 tac dung diéu tri triéu chiang, khéng bén vitng va nhiéu tac dung khéng
mong mudn. Chinh vi vay, viéc nghién cau thudc c6 ngudn goc thao duoc
tién ich 1a can thiét va c6 y nghia thuc tién diéu tri hiéu qua cac triéu chang;
giam tri nhg, chong mat, dau dau, mat nga do huyét ap thap dac biét 1a con

thiéu mau ndo cap, co that mach ndo, nhdi mau nio lién quan dén huyét ap



thap. Mit khéc, thubc y hoc ¢ truyén thuong khéng doc, khdng gay tac dung
khéng mong mudn dén chire ning cac co quan trong co thé.

Bai thudc ich khi dudng ndo dua trén Iy luan y hoc c6 truyén va tac
dung duoc Iy cua cac vi thude trong bai c6 tac dung thdng kinh hoat lac, ting
cudng strc co bop co tim, lam gidn va thong mach mau, cai thién vi tuan hoan,
tc ché ngung tap tiéu cau, chong déng mau, chéng ha huyét ap, giap luu
théng mau dé dang. DBé sang té hon tac dung cua bai thuéc dong thai co thé
dua thudc va sir dung thuan tién hon trén 1am sang, ching toi tién hanh dé tai
“Panh gia tac dung cai thién tri nhé va nang chi so huyét ap cia vién
nang cirng “ich khi dwéng nio” trén thuc nghiém” véi 2 muc tiéu sau:

1. Panh gid tac dung cdi thién tri nhé cua vién nang cing “Ich khi
duwdong ndo "trén thyc nghiém.

2. Pdnh gia tac dung nang chi sé huyét ap cua vién nang citng “ich khi

dwdng ndo” trén thuc nghiém.



Chwong 1
TONG QUAN TAI LIEU

1.1. Téng quan vé huyét ap thap
1.1.1. Huyét ap va cac yéu té anh hwéng dén huyét ap
1.1.1.1. Khéi niém huyét ap

Huyét &p la 4p suat nhat dinh dé mau chay duoc trong 10ng mach, duoc
biéu thi bang hai tri s6 [5],[6].
- Huyét ap tbi da (huyét 4p tam thu): 1a &p suat mau do duoc trong thoi ky tam
thu. Tri s6 binh thuong & nguoi truong thanh 13 90 — 140 mmHg.
- Huyét ap tbi thiéu (huyét 4p tam truong): 13 4p suat mau do dugc trong thoi
ky tim truong. Tri $6 binh thudng & ngudi trudng thanh 1a 60 — 90 mmHg.
- Huyét ap trung binh duoc coi 12 huyét ap dwa mau 1én ndo, duoc tinh theo
cong thtc:

HATT—HATTr
3

1.1.1.2. CAc yéu t6 anh hwéng dén huyét ap

HATB = + HATTYr

- Huyét &p phai giit dwoc muc cho phép thi mao mach cua hé thng tuan hoan
méi duge tudi mau day du. Huyét ap dong mach phu thudc vao thé tich mau
do that trai day vao hé théng mach mau theo don vi thoi gian (con goi la cung
lugng tim) va tré khang dbi véi ludsng méau mao mach ngoai vi (con goi la sic
can ngoai vi).

- Huyét &p, luu lwong mau va stc can ngoai vi ¢c6 méi lién quan chat ché vai
nhau theo cong thuac: P = (L x R)/K

Trong d6: P 1a huyét 4p, L 14 luu lwong tuan hoan, R 1a stc can ngoai vi, K 13
hang so.

- Khi lvu lugng tuan hoan giam, sac can ngoai vi giam thi huyét ap s& giam

va nguoc lai [5],[6].



Cung luong tim (hay luu lugng tim): phu thudc vao thé tich tam thu va nhip
tim, ma thé tich tam thu lai phu thudc vao luc co bop co tim va nhip tim
[5],[6]. - Thé tich tdm thu do tam that trai (hay tam that phai) téng dugc vao
dong mach chu (hay dong mach phoi) trong mdi nhat bop cua tim o thi tam
thu. Hé théng tinh mach dong vai tro rit quan trong vi nd cé thé chira 65 —
67% toan bo thé tich mau cho nén & mau tinh mach ciing s& lam giam luu
lugng tim [5],[6].

- Luc co bdp cua tim: dé mau tré vé tim duoc nhiéu, tim phai c6 kha niang day
duoc nhiéu mau di. Co tim co bop cang yéu thi thé tich tam thu cang giam,
lru lugng tim giam 1am cho huyét ap giam [5],[6].

- Nhip tim: khi tim dap cham ma thé tich tam thu khong ting thi luu lugng
tim giam va huyét ap giam. Khi tim dap nhanh, tuy thé tich tm thu khong
ting nhung van lam cho luu luong ting vi vay huyét ap ting. Nhung khi tim
dap quéa nhanh do thoi gian tAm truong ngin, lugng mau vé tim giam vi vay
thé tich tdm thu giam nhiéu lam cho luu luong tim giam va huyét &p giam
[51.[6].

- Strc can ngoai vi: 14 tro luc ma tdm that trai phai thing dé c6 thé day duoc
mau tir tam that tréi téi cac mach mau ngoai vi, tré lyc nay phu thudc vao:

+ Do nhét ctia mau: khi d6 nhdt mau tang, doi hoi mot suc co bop 16n
hon méi diy mau luu thong dugc trong 10ng mach, cho nén khi ¢6 nhét mau
giam ciing gop phan lam huyét ap giam [5],[6].

+ Stc dan hdi cua thanh mach: tré khang cua mot mach mau ti 1¢
nghich véi ban kinh lity thira bac 4 cia mach mau d6. Nhu vay, huyét ap phu
thuoc nhiéu vao mic do co gidn co tron cua thanh mach. Stc dan hoi cua
thanh mach 1a yéu té chinh anh huéng t6i sac can ngoai vi. Khi gidn mach,
SUC can ngoai vi giam dan téi huyét ap giam.

- Céc yéu t6 anh huong téi huyét ap da néu trén hoat dong phéi hop chat ché

dé duy tri huyét 4p & mac on dinh. Néu mot trong cac yéu to trén thay doi,



nhitng yéu té con lai s& hoat dong bu ngay dudi sy kiém soat diéu hoa cua hai
co ché than kinh va thé dich [5],[6].

1.1.2. Huyét &p thap theo Y hoc hién dai

1.1.2.1. Pinh nghia huyét ap thdp

Huyét ap thap (Hypotension arterielle) 13 huyét ap ludn ludn ¢ con sb
thap hon da s nguoi binh thuong [1],[5],[3],[5].

Mot nguoi huyét ap thap nghia 1a huyét p cta ngudi d6 ludn thap hon
so véi mac binh thuong cta nguoi cung la tudi [3],[4],[5]. Khéng ké nhiing
truong hop ha huyét ap trong soc cap ciru nhu: mat mau, mat nude... ma chi
néi toi nhitng ngudi ¢d huyét ap thap lién tuc, tir trude tdi nay van thap hoic
thap trong thoi gian dai khong cé tinh chat dot ngot, nguoi truang thanh co
huyét ap t6i da trong gidi han 90 — 140 mmHg, huyét ap téi thieu 60 — 90
mmHg, dudi mac chi sb sau day 13 huyét ap thap [5],[6],[7]:

Huyét ap tbi da (huyét 4p tam thu): < 90 mmHg

Huyét ap tbi thiéu (huyét ap tim treong): < 60 mmHg
1.1.2.2. Phan logi huyét &p thdp

Huyét &p thap Ia biéu hién su rdi loan chirc ning vo ndo cua trung khu
than kinh van mach [4]. Huyét ap thap duoc chia ra 1am hai loai: huyét &4p
thap tién phat va huyét 4p thap thi phat [7],[13].

- Huyét 4p thap tién phat: ¢6 nhitng ngudi thuong xuyén c6 huyét ap
thap. Huyét &p tam thu tir 85 — 90 mmHg nhung suc khoe hoan toan binh
thuong, chi khi do huyét 4p mai phat hién ra huyét ap bi thap. Pay la nhitng
ngudi €6 thé tang dic biét, tir nho téi 16n huyét 4p van nhu thé nhung khong
hé c6 biéu hién ton thuong ¢ bo phan nao trong co thé. Nhitng ngudi nay van
sinh hoat binh thuong. Tuy nhién, khi ging suc thi vin c6 thé chong mat
[7],[13].[14]. Do d6 da phan khong duoc coi la bénh ly va khéng can diéu tri
gi.



- Huyét ap thir phat: 1 nhitng trudng hop trude do van c6 huyét ap binh
thudng, nhung sau huyét 4p bi giam dan sau mot dén ba thang. Huyét ap thap
thir phat nay thuong gap ¢ nhirng ngudi suy nhuoc kéo dai, mic cac bénh nhu
nhiém khuan, lao, thiéu ning tuan hoan ndo, nhidm doc kéo dai.

Huyét ap thap thudng ¢ anh hudng rd rét téi kha ning lam viéc va stc
khoe ciia nguoi bénh [7],[13],[15]. Pay 1a loai bénh can duoc diéu tri kip thoi
tranh gay hau qua cho bénh nhan, dong thoi co thé dé phong céc bién chiing
nguy hiém xay ra cho nguoi bénh.
1.1.2.3. Trigu chigng 1am sang va chédn dodn huyét ap thap

- Triéu chimg co niang: mét moi, hoa mat, chong mat, hay quén, giam
tap trung tri lyc, nhat 1a khi thay di tu thé c6 thé choang hodc ngat. Néu dé
bénh nhan & tu thé nam thi sau 1 — 2 phat cac triéu chiing cé thé giam dan ri
hét han [4], [6],[7],[13].

- Triéu ching thuc thé: nhip tim nhanh, cé khi ¢ ngoai tdm thu, c6 khi
¢6 nhip cham, cung lugng tim giam ro rét.

- Chan doan: chan doan huyét ap thap dua vao do huyét 4p nhiéu lan
(nén theo ddi huyét &p lién tuc 24 gio bang Holter) ¢ nhiéu tu thé khac nhau.
Huyét 4p tdm thu < 90 mmHg va huyét ap tim truong < 60 mmHg thi 1a tinh
trang huyét ap thap.

- Chan doan phan biét: két hop 1am sang véi can 1am sang dé phan biét
huyét ap thap tién phéat hay thir phat sau con dong kinh, ha canxi huyét, ha
dwong huyét [6],[71,[9].
1.1.2.4. Piéu tri huyét ap thdp
* Nguyén tic diéu tri: bao gom 2 nguyén tac chinh

- Panh gia cac thyuc thé bénh chinh ¢ kha nang hdi phuc.

- Phuong thirc dic hiéu cho huyét ap thap khdng hoi phuc.

* Pidu tri;



Ngoai viéc diéu tri nguyén nhan, viéc diéu tri huyét &p thip can cha y
t6i nghi ngoi, ting cudng dn udng, rén luyén than thé tac dong dén trang thai
than kinh, chirc ning co bop ctia tim va diéu tiét cac mach méu cé tac dung
nang huyét &p.

Thudc thuong dung: trong diéu tri ngudi bénh cd huyét 4p thip thu
phét, cac thudc sau thuong dugc xem xét va sir dung cho phl hop véi ting
ngudoi bénh va mic do bénh:

- Ephedrin: c6 tac dung co mach, ting huyét 4p. Tuy la loai thudc chu
yéu dé chita va phong con hen suyén song ciing c6 tic dung nang huyét &p voi
liu dung ngay 1 — 3 lan, mdi lan 1 vién 10mg [8],[9],[10]

- Cafein: ¢6 tac dung tro tim, kich thich hé than kinh, tiém duéi da véi
lidu 0,25 — 1,5g/24h hoic udng tir 0,5 — 1,5¢/24h [8],[9],[10]

- Dyhyroergotamin: thudc c6 tac dung chong suy tuan hoan tinh mach
ngoai vi lam tang huyét ap, diéu chinh cac réi loan vé than kinh thuc vat. Vién
nén 1mg udng mdi lan 1 vién, ngay 1 — 3 lan [8],[9],[10]

- Heptamyl: c0 tac dung trg tim mach, tang stcc co bop co tim (tang luu
lwong tim va lvu luong vanh). Vién nén 1878mg, ngay uéng 3 lan, mdi lan 1-
2 vién.

- Pantocxin: la dang cao 16ng con nuéc ché tir nhung cua ba loai huou
ctia Nga c6 tac dung bdi bo co thé, kich thich tim mach. Udng hoac tiém, ong
tiém 01ml tiém dudi da hodc tiém bap 1 — 2 dng/ngay [6], [21].

- Bioton: chdng suy nhuoc co thé, tang tri lyc, thé lyc. Ong 10ml chira
3,42 cao con Kola; 0,75 acidphosphoric; 0,29 inositocalcium; 0,58g Mn
glycerophosphat. Liéu thudng dung dé uéng 10ml/éng x 2 6ng/ ngay.

- Prednisolon: ¢6 thé dung trong truong hop ning, lidu thudng dung dé
uong 5 — 20 mg/ngay, mot dot tir 5 — 15 ngay [8],[9],[10]



1.1.3. Huyét 4p thip theo y hoc co truyén
Huyét ap thap thuoc pham vi chieng huy&n vang cua YHCT, biéu hién
hoa mit, c6 cam gi4c toi sim, vang dau, thdy dau xoay chuyén, c6 cam giac
chong chanh nhu ngdi trén thuyén, hai triéu chirng ndy thudng xuat hién cling
nhau nén goi la chiang huyén vang [11],[12].
1.1.3.1. Cac thé 1am sang
a. Thé tam dwong bat tic
- Chung trang: tinh than mét moi, hoa mat, chong mat, vang dau, budn
ngt, chan tay lanh, chat ludi béu, réu ludi trang nhuan, mach tram vé luc hoac
mach tram té.
- Phap diéu tri: On bo tam duong
- Phuong thuéc: Qué chi cam thao thang gia vi [11],[12],[19],[20].
b. Thé ty vi hu nhwoc
- Ching trang: mét moi, hoi thd ngan, vang dau, hoi hop, co nhuc nhéo, so
lanh, d& ra mo6 héi, an kém, day bung, chat ludi nhot, réu ludi tring, mach
tram vo luc.
- Phap diéu tri: B6 trung, ich khi, kién ty.
- Phuong thuéc: Bo trung ich khi thang dé [11],[12],[19],[20].
c. Thé khi huyét luong hw
- Chang trang: dau dau, hoa mat chéng mat, mat nga, chat ludi nhot,
réu ludi tring mong, mach hu vo luc.
- Phap diéu tri: B6 dudng khi huyét
- Phuong thubc: Quy ty thang gia giam [11],[12],[19],[20].



1.2. Tong quan vé sa sut tri tué
1.2.1. Pinh nghia va yéu tdé nguy co sa sit tri tué theo y hoc hién dai
1.2.1.1. Dinh nghia

Sa sUt tri tué 1a cum tir & mo ta mot sé bénh rdi loan thuc thé cta ndo
do nguyén nhan khéc nhau gy ra. Nhitng bénh nay c6 dic diém chung 1a suy
giam chtic nang tam than, dac biét 1a tri nhé [1],[7],[16].

Suy giam tri nhé c6 thé xay ra do rat nhiéu nguy@n nhan khéc nhau
chang han nhu tai nan gy chan thuong so ndo, tudi cao, viém ndo... hau qua
la huyét 4p caa bénh nhan thip hon so vdi binh thudng gay nén mot sb biéu
hién cua thiéu mau ndo. Ldc nay, cac té bao than kinh s& khéng duoc nudi
dudng day du, qua trinh thoai hda dién ra nhanh hon binh thuong dan toi
nhiéu hé qua dbi voi sic khoe nhu kho tap trung, hay quén, suy giam tri nhé
[1].[7].[16].[24].
1.2.1.2. Cac yéu té nguy co
a. C4c yéu to ca nhan, gia dinh, tAm 1y xi hdi va nép song

Cac yéu té thudc ca nhan va gia dinh nhu: tudi, gigi tinh, tién st gia
dinh c6 ngudi mac sa sut tri tué da duoc rat nhiéu nghién cau tim ra méi lién
quan véi sa sut tri tug. Cac nghién ciru dich t& da goi y rang mot sé yéu t tam
ly - x& hoi nhu hoc van, hoat dong xa hoi, giai tri, hoat dong thé luc c6 vai trd
nhat dinh trong phét trién sa sut tri tué [16],[24],[23].

b. C4c yéu té nguy co bénh ly vé tim mach va chuyén héa

- Huyét ap: Nhiéu nghién ciru cho thay huyét ap ting cao & tudi trung
nién 13 ting nguy co sa sut tri tug, tham chi bénh Alzheimer. Tang huyét ap c6
lién quan dén cac dau an (marker) thoai hoé than kinh trong ndo, goi y riang
tang huyét 4p (THA) man tinh c6 thé c6 vai tro trong bénh sinh cua bénh
Alzheimer, lién quan dén qua trinh thoai hoa than kinh hoic gy teo ndo. O
nhdm tudi rat gia, tac dung c6 hai cua ting huyét ap 1a khong rd, trong khi

huyét ap ha thiap duong nhu lai bao truéc kha ning bi sa sut tri tué va bénh



10

Alzheimer. Tuy nhién, mét sé nghién ctu doc, theo ddi hon sdu nim lai
khang dinh su phdi hop nhu vay, goi y rang su tham gia cua huyét 4p thap &
tudi gia va giam tudi mau ndo trong su phat trién cua sa sut tri tué va bénh
Alzheimer. Nhitng dit kién nay goi y rang méi lién quan giira huyét ap va sa
sut tri tué c6 thé phu thudc vao tudi [16],[24],[23],[42]

- Bénh mach mau no: Nhéi mau ndo nhiéu 6, con dot quy ndo tai phat
va dot quy ndo & vi tri chién luoc la nhitng yéu t6 nguy co chinh giy sa sit tri
tué sau dot quy ndo. Con dot quy ndo tham ling va c4c ton thuong chat trang
thay trén phim chup cat 16p vi tinh ndo phdi hop Vvéi ting nguy co sa sut tri
tu¢ va suy giam nhan thac [24],[17],[23].

- Bénh tim: Bénh tim - mach phéi hop véi nhau ting sy lién quan sa st
tri tué va bénh Alzheimer, dac biét & nhirng nguoi co bénh mach ngoai vi, goi
y riang vira xo dong mach ngoai vi lan toa 1a mét yéu té nguy co cua sa st tri
tué. Ngoai ra, suy tim va rung nhi c6 thé ¢ méi lién quan doc 1ap véi ting
lién quan sa sut tri tué [23],[38]

- Tang lipid mdu: Mot sb nghién cau goi y V& su phéi hop gitta ting
cholesterol mau & tudi trung nién voi bénh Alzheimer khi vé gia [23]. Mot
nghién cau caa Phap cho thay c6 su phdi hop gitta ting lipid mau véi ting
lién quan sa sut tri tué, dic biét I1a loai khdng Alzheimer, trong khi mot sé
nghién cau thuan tap khdng thay su phdi hop nay, tham chi thay c6 méi lién
quan nguoc gitra cholesterol toan phan véi lién quan sa st tri tu¢. Nghién ciu
mai day cho thay cd su giam vé cholesterol toan phan it nhat mudi lim nim
trugc khi khoi phét sa sit tri tué. Ngoai ra, mot sé nghién ctru quan sat 30 goi
y vai tro cua statin trong viéc lam giam lién quan sa sut tri tué va bénh
Alzheimer, nhung diéu nay chua dugc khang dinh qua céc thir nghiém Iam
sang [24],[17],[23]
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1.2.2. Tiéu chuin chan doan sa sut tri tué
a. Tiéu chuin chan doan sa st tri tué theo bang phan loai quéc té cac
bénh tat lan thir 10 (ICD-X)

C6 bang chting suy giam ca tri nhé va tu duy da dé gay can tro cudc
séng hang ngay cua ca nhan. Sy suy giam tri nhg dién hinh trong ghi nhan,
bao ton va tai hién thdng tin moi, nhung nhimg tu liéu quen thudc thu nhan
trude kia cling cO thé mat di, dic biét & giai doan sau. Mat tri nhé nhiéu hon
loan nho.

C6 su suy yéu vé tu duy va niang luc suy luan, giam sat dong tu duy.
Qua trinh tiép thu thong tin bi suy yéu, kho khan hon khi phai tiép thu nhiéu
kich thich ciing mét Itc, khi phai tro chuyén véi nhiéu nguoi va khi chuyén su
tap trung chd y tir cha dé nay sang chi dé khéc.

Y thtrc bénh nhan tinh tdo. Bénh nhan khéng bi mé sang.

CAc triéu chang trén phai rd rang trong vong it nhat 6 thang dé c6 mot
chan doan 1am sang tin cay
b. Tiéu chuan chan do4n sa sut tri tué theo DSM-1V-TR

A. Su hinh thanh nhitng ri loan trong céc linh vic khac nhau cua nhan
thire dugc thé hién bang céc triéu chiing sau [23],[30]:

1. Giam tri nhé (giam kha nang hoc thong tin mai va nha lai nhirtng théng tin
cll), kém theo.

2. C6 mot (hoic nhiéu) rdi loan nhan thirc sau day:

a. Mat ngon ngir: (aphasia)

b. Mat kha ning sir dung dong tac (apraxia): khéng ¢ kha ning thuc hién céc
dong tdc mac du chire nang van dong binh thuong:

c. Mat nhan biét do vat (agnosia): khong c6 kha ning nhan ra va xac dinh
nhitng &6 vat mac di céc giac quan binh thuong.

d. Rbi loan kha ning thyc hién nhiém vu (excutive dysfunction): (vi du: 1&n

ké hoach, t chirc, phdi hop, triru tegng hod)
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B. Sy suy giam nhan thac trong tiéu chuan Al va A2 1am giam dang ké
chie nang nghé nghiép va xa hoi va giam rd rét so véi trudc.

C. C4c rbi loan trén khong chi xay ra trong con sang.

D. Nhitng réi loan nay khéng phu hop véi chan doan khac (trdm cam
niang, tim than phan liét).

1.2.3. Piéu tri sa sut tri tué
a.Thuéc ting cwonng hogt tinh hé cholinergic

Bao gom céc tién chat cua acetylcholon (Ach), cac chat giong choline,
va c4c chat e ché enzyme acetylcholinesterase (AchE).

Nhom thudc nay duoc sir dung dua trén sy nhan xét rang cac neuron
cholinergic giam chon loc trong AD va tac dung gay hai trén tri nhé cua thuée
khang cholinergic. Trong d6 cac chat tc ché AchE co tac dung cai tién tot
nhat kha ning nhan thic trong AD. Céc thudc trong nhém nay gom : tacrin
(Cognex), donepezil (Aricept), rivastigmin (Exelon), galantamin (Exelon).
Cac thudc nay déu duoc co quan quan 1y duoc pham va thuc pham Hoa Ky
(FDA) cap phép cho chi dinh diéu tri AD. Trong d6 donepezil dugc FDA cip
phép diéu tri trong tat ca cac giai doan cua AD. Pay 13 chéat ac ché co hoi
phuc AchE, tir d6 giup ngin ngira su giam ham lugng acetylcholine, mot chit
dan truyén than kinh quan trong cho qué trinh ghi nhé va hoc hoi. Bang cach
gitt cho ham lwong Ach ¢ mic cao, nhitng loai thudc nay s& hd tro qua trinh
truyén tin hiéu gitra cac té bao than kinh [23],[30]

b. Thuéc khang thu thé N-Methyl-D-Aspatat (NMDA)

Nhom nay c¢6 memantin Ia thudc déi khang thu thé NMDA cua hé
thdng glutamate, gitp diéu hoa hoat dong cua glutamat, mot loai chat chuyén
dan truyén than kinh khac lién quan dén qué trinh ghi nhé va hoc hoi. Loai
thudc nay dugc FDA cap phép dung diéu tri AD trong giai doan vira va ning.

c. Thuéde ting cwong hoat tinh cia serotonin
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Nhém thudc nay gitp ting cuong tai hip thu serotonin chon loc, gom c6
fluoxentin, setralin, citalopram, escitalopram, paroxetine [23],[30].
1.2.4. Tong quan vé sa sut tri tué theo Y hec co truyén

Nhitng rdi loan tAm than nhu hay quén, hoat dong tri 6c giam sut, y hoc
cb truyén xép vao ching kién vong [12],[37],[30].
1.2.4.1. Bénh nguyén

Do thét tinh (ndi nhan) nhu gidn, lo sg giy ton thuong 3 tang Ty, Can,
Than. Do mic bénh lau ngay (ndi thuong), lam co thé suy yéu, Than am,
Than duong suy. Than 4m suy hu héa bdc 1én. Than duong suy chan duong bi
hu ton suy gidm. Do co dia yéu (Tién thién bat tac - khong diy du)
[121,[371,[30].
1.2.4.2. Cac thé 1am sang sa sut tri tué theo Y hec cé truyén
a. Thé than tinh khuy ton:
- Triéu chang: Tinh than uy mi, nét mat ngan ngo, rdi loan ngbn ngit, dong
tac hodac hanh dong khé khan, than thai biéu hién ra hai mat giam hoic that
than, hai gd méa do, liét duong, dai tiéu tién khéng tu chu, chat ludi dam, réu
ludi mong, mach tram vi.
- Phap diéu tri: B6 ich than tinh.
- Phuong thuéc: Hitu quy hoan [27],[30,[37]
b.Thé khi huyét lwong hu
- Triéu chtrng: mét moi ngai néi, doan hoi, tinh than khdng phan chan, cham
chap, tri tué giam sat, hoang so bat an, ngay nga nhiéu, dém ngu it, run chan
tay, an kém, sac mat vang nhot, chat ludi vang nhot, mach té nhuoc.
- Phap diéu tri: ich khi b6 huyét, dudng tam an than
- Phuong diéu tri: Bat tran thang [27],[30,[37]

c. Thé dam troc tré khiéu
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- Triéu chung: tri tué giam sat nhiéu, thé trang béo, thd o, dong tac cham
chap, dom nhiéu nga ngay, thé hién ngbn ngit khé khan, ludi cang néi kho,
chat ludi dam, réu ludi tring nhét, mach tram hoat.

- Phép diéu tri: Tao thap hda troc, trir dam khai khiéu.

- Phuong diéu tri: Ban han bach truat thién ma thang [27],[30,[37].

d. Thé khi tré huyét ngung

- Triéu ching: tri tué giam sGt, nét mat ngan ngo, mat thiéu linh hoat, tir chi
lanh, ngu khdng ngon gic, 40 giac n6i nham, méi nhot, méng chan méng tay
nhot, ludi tia hodc co diém & huyét, mach té sap.

- Phap diéu tri: hoat huyét hoa @, thong lac khai khiéu.

- Phuong diéu tri: Huyét phu truc & thang [27],[30,[37].

1.3. Tinh hinh nghién ciru vé huyét ap thap va sa sut tri tué trén thé gioi
va Viét Nam

1.3.1. Trén thé giéi

Nghién ctiru caa Warkentin.S va cong su (1997) cho biét huyét ap thap
thudng xuyén cé ty 18 sa sut tri tué cao hon ngudi c6 chi s6 huyét 4p binh
thuong [9].

Nghién ctru cua Pirodda.A va cong su (1997) vé bénh Iy huyét ap thap
c6 lién quan dén tén thuong dc tai, tién dinh, mat sic nghe [10].

Buzzy va cong su nghién ciru trong 3 ndm trén cac bénh nhan huyét ap
thap cho két qua ty Ié tir vong & nhitng bénh nhan nay ting nhanh song hanh
cung cac bénh ly kem theo hoac rai ro nhu tai nan [18].

Guo.Z va cong su da chirng minh huyét ap thdp di gy ching xo nio
va déng vai tro quan trong trong qua trinh tién trién bénh sa sut tri tué & nguoi
cao tudi [36].

L. L. Cheng, X. N. Chen, Y. Wang et al (2011), phan lap Z-ligustilide
tr Puong Quy danh gia tac dung cai thién tinh trang suy giam tri nhd do

scopolamine ¢ chuot. Két qua cho thay Z-ligustilide cai thién dang ké bo nhg
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dai han khong gian va suy giam tri nhé ngidn han, tc ché hoat dong
acetylcholinesterase (AChE) va tang hoat dong choline acetyltransferase
(ChAT) [42].

B. Lee, I. Shim, H. Lee et al (2011), Bia hoang cai thién viéc hoc tap va
suy giam tri nhé gay ra do scopolamine trén tho [43].

1.3.2. Tai Viét Nam

Nguyén Thi Minh Tam, Nguyén Nhugc Kim, Nguyén Trong Minh
nghién ctu thc dung diéu tri huyét ap thap cua tra tan Sinh mach bao nguyén.
Sau 30 ngay diéu tri, cac triéu chung lam sang (mét moi, dau dau, hoa mat
chéng mat, mat ngu, choang vang khi diing day) déu cai thién, ting huyét &p
cho 93,33% s6 bénh nhan. HATT ting tir 84,70 + 3,93 mmHg lén 111,03 +
7,97 mmHg. HATTr tang tur 58,17 £ 3,59 I1én 75,03 = 3,9 mmHg [44].

Ngd Trong Kim, Lé Vian Thanh nghién ctu tac dung bai thudc sinh
mach tan gia giam trong diéu tri huyét ap thap. Két qua nghién cau cho thiy
sau 30 ngay diéu tri HATT ting trung binh 19 mmHg, HATTr ting trung binh
10 mmHg, sé bénh nhan c6 huyét 4p bién d6i c6 hiéu qua chiém 83,3[45].

Ngd Quyét Chién, L& Hitu Thuyén nghién ctu tac dung diéu tri huyét
&p thap cua vién Thang ap TA. Sau mét thang diéu tri cho 162 bénh nhan, cac
triéu ching cua huyét ap thap giam tir 81,4 dén 96,2%; ty 1& bénh nhan co
huyét ap tang tir 6 — 20 mmHg chiém 92,6% [46].

Ha Vian Dién (2010): nghién ctu tac dung diéu tri huyét ap thap cua
vién Hong mach khang trén 60 bénh nhan cho két qua kha tét 96,7% [47].

Tran Thi Dung (2011): nghién ciru tac dung diéu tri huyét ap thap cua
bai thubc Hoang ky bd huyét thang cho két qua ty 1¢ dat hiéu qua 1a 90% [48].

Tran Thi Quyén (2014): nghién ciru doc tinh va hiéu qua diéu tri huyét
&p thap thir phét cua vién hoan Thang ap dudng ndo. Két qua nghién ctiu cho
thdy c6 tang ca 3 chi sb huyét ap (HATT, HATTr, HATB) trén 98,3% tong s6
bénh nhan [15].
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Tran Hoang Phi Yén, Duong Phudc An va Tran Lé Tuyét Chau (2012).
Khao sat md hinh giy suy giam tri nhé do trimethyllin trén chudt nhit tring
cho két qua tiém thoi gdy suy giam tri nhd cua TMT 1a 7 ngdy, voi lidu duy
nhét 2,4 mg/kg chudt thuc nghiém, 4p dung cho cd moé hinh thur tri nhé ngén
han (Thr nghiém mé cung chit Y, thtr nghiém tim vat la, tht nghi¢m tim
nudc) va mo hinh thir tri nhé dai han (Thir nghiém mé cung nudce) [35].

Tran Hoang Phi Yén, Duong Phudc An, Nguyén Ngoc Khéi va cong su
(2012) nghién ctru Tac dung khang cholinesterase cua Actiso, Tra xanh va
Huong nhu tia lién quan dén kha ning chéng suy giam tri nhg trén chudt nhat
trang cho két qua vé hoat tinh khang cholinesterase d3 gép phan 1am sang to
vai trd bao vé ndo, chdng lai sy suy giam tri nhé do TMT giy ra trong diéu
kién thuc nghiém. Poc tinh cia TMT ddi voi cac neuron cholinergic 1a mot
mo hinh rit co gia tri cho cac thir nghiém tim kiém cac hop chit khang
cholinesterase, hudng dén chéng suy giam tri nhd, diéu tri cho cic bénh lién
quan dén suy giam tri nhé nhu bénh alzheimer, parkinson, hungtinton... [50].

bing Hoang Quyén, Tran Phi Hoang Yén, V& Thi Xuyén et al (2014),
Khao sat kha ning cai thién tri nhd caa cao chiét sinh tir khbi Cordyceps spp.
trén chudt nhat cho két qua mot sé cao chiét caa Cordyceps spp. ¢ tac dung

cai thién tinh trang suy giam tri nhé ngan han & chuét [51].
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1.4. Téng quan vé thudc nghién ciru

1.4.1. Thanh phan bai thuéc y hoc co truyén dung dé bao ché vién thuéc

Tén thuéc Tén la tinh Ham hrgng
(gam)
Ping sam Radix Codonopsis 129
Hoang ky Radix Atragali 209
Xuyén khung Rhizoma Ligustici Wallichii 129
Duong quy Radix Angeliacae Sinensis 129
Bach truat Rhizoma Atractylodis macrocephalae 129
Thang ma Rhizoma Cimicifugae 129
Sai ho Radix Bupleuri 12g
Hong hoa Flos Carthami 08g
Cam thao Radix Glycyrrhizae 04g
bia long Pheretima Asiatica Michaelsen 059
Tran bi Pericarpium Citri reticutae perenne 069

- Tac dung: Bo khi dudng huyét, hoat huyét thing duong

- Chu tri: ding cho bénh nhan suy giam tri nhg, huyét ap thap tha phat, bénh
nhan thiéu ning tuan hoan nio...

1.4.2. Tac dung dwoc ly, tinh vi quy kinh cuaa tirng vi thudc

1.4.2.1. Pang sam (Radix Codonopsis)

- Bo phan dung: 1a ré phoi say khd cua nhiéu loai Codonopsis thudc ho hoa
chubng

- Thanh phan hda hoc: ¢6 saponin, dudng

- Tinh vi quy kinh: vi ngot tinh binh. Quy kinh phé, ty

- Tac dung dugc 1y: tiém duéi da dung dich dang sam 20% (4ml/kg thé trong)
hoic cho udng (mdi ngay 20g) déu thay hong cau ting 1én, bach cau giam
xudng. CAc tac gia cho rang Pang sam c6 1 hoic 2 chat anh huong tgi huyét
cau [25],[26].
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1.4.2.2. Hoang ky (Radix Atragali)

- B6 phan dung: ré phoi hodc say kho

- Thanh phan héa hoc: c6 Sacarosa, nhiéu loai Acid Amin, Protid (6,16-
9,9%), Cholin, Betain, Acid Folic, Vitamin P, Amylase.

- Tinh vi quy kinh: vi ngot, tinh 4m. Quy kinh phé, ty.

- Tac dung duoc ly: hoang ky ting cudng mién dich khong dic hiéu, ting
chtrc nang cua té bao lympho — T, thuc day mién dich dich thé rd rét, gidn
mach ngoai vi, mach ndo, mach vanh, cai thién tot vi tuan hoan. Cé thé cuong
tim, giam huyét 4p nhanh chong chi thoang qua. Thuc day su phét trién va
truong thanh caa cac té bao mau, cai thién chirc niang than, cé tac dung khang
viém, khang khuan, khang virus va tac dung chéng l3o hoa [25],[26].

1.4.2.3. Xuyén khung (Rhizoma Ligustici Wallichii)

- Bo phan dung: than hoic ré phoi kho. Thudc ho Hoa tan

- Thanh phan héa hoc: alkaloid, acid, saponin

- Tinh vi quy kinh: vi ding, tinh 4m. Quy kinh can, dom, tam bao.

- Tac dung duoc ly: xuyén khung c6 tac dung tran tinh than kinh trung wong,
gidn mach ngoai vi, tang luu luong mau ¢ mach vanh, cai thién tinh trang
thiéu mau ¢ tim, ting luu lwong mau ndo, giam phu ndo, phong ching dau
nira dau do thiéu mau ndo, chéng ngung két tiéu cau va sy hinh thanh cuc
mau dong. C6 tac dung khang khuan, an than [25],[26].

1.4.2.4. Duwong quy (Radix Angeliacae Sinensis)

- B6 phan dung: ré phoi hay sy khd cua ciy duong quy, thudc ho hoa tan.

- Thanh phan hoéa hoc: Butylidene phthalide, n-valerophenone-o-carboxylic
acid, dihydrophthalic, sucrose, vitamine B12, carotene, beta-sitosterol.

- Tinh vi quy Kinh: vi ngot cay. Quy kinh tam, can, ty.

- Tac dung dugc ly: duong quy c6 tac dung kéo dai thoi gian gay ngu cua

thudc ngu, giai nhiét chong viém, giam kha niang dong mau, diéu kinh, nhuan
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trang, kich thich mién dich, gay hoat héa lympho bao B va T lam ting san
sinh khéang thé [25],[26].

1.4.2.5. Bach trugt (Rhizoma Atractylodis macrocephalae

- B6 phan dung: than ré phoi hay sdy khd cua cy bach truat, ho Cuc.

- Thanh phan hda hoc: Atractylol, atractylon, vitamin A.

- Tinh vi quy Kinh: vi ngot dang, tinh hoi 6n. Quy kinh ty, vi

- Tac dung duoc ly: Bo ich cuong trang (trén thuc nghiém, thudc co tac dung
1am tang trong chudt, tang strc boi 16i, ting kha nang thuc bao cua hé théng té
bao ludi, ting cuong chic niang mién dich té bao, lam ting cao IgG trong
huyét thanh, c6 tac dung ting bach cau va bao vé gan. Bach truat c6 tac dung
tang sy tong hop protein cua rudt non). Nudc sac Bach truat c6 tac dung chita
tdo bon va tiéu chay, co tac dung bao vé gan, phong ngua dugc su giam sut
glycogen & gan. Thuc nghiém ching minh nuéc sac bach truat déu cé tac
dung chdng dong mau, din mach. Bach truat cd tdc dung ha duong huyét.
Bach truat c6 tac dung chéng loét. Trén stc vat thuc nghiém chang minh
thudc c6 tac dung an than véi liéu luong nho chat tinh dau [25],[26].

1.4.2.6. Thang ma (Rhizoma Cimicifugae)

- Bo phan dung: than ré phoi kho cua céc loai thing ma, thudc ho Hoang lién.

- Thanh phan héa hoc: C6 chat ding la Cimitin, c6 cha mét it ancaloit,
salicylic acid, sebum acidum.

- Tinh vi quy kinh: Vi cay ngot, tinh hoi han, hoi dang. Quy kinh phé, dai
trang, ty vi.

- Tac dung dugc ly: Nudc chiét xuat Thing ma c6 tac dung ha nhiét, giam
dau, chong viém, chdng co giat, giai doc. Uc ché tim: 1am cham nhip tim, ha
huyét ap, tc ché rudt va tir cung cd lap cé thai nhung hung phan bang quang
va tir cung khong c6 thai. Thubc co tac dung ddi vai vi khuan lao va mot s6
bénh nim ngoai da [25],[26].
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1.4.2.7. Sai hé (Radix Bupleuri)

- B6 phan dung: ré cua cy sai ho sy hodc phoi kho, thuoc ho Hoa tan.

- Thanh phan héa hoc: trong Sai hd cé chirng 0,50% chat saponin, mot chat
ruou goi 1a Bupleurumola, phytosterola va mét it tinh dau. Trong than va l4
c6 chat rutin.

- Tinh vi quy kinh: vi ding tinh hoi han. Quy kinh can, dom.

- Tac dung duoc ly: 4c dung ha nhiét, an than, giam dau, giam ho rd rét. Tac
dung khang viém nhu cocticoit. Bao vé gan va lgi mat. Ha maé trong mau. Tac
dung tang cuong thé dich mién dich va mién dich té bao. Tang kha ning tong
hop protein cua chudt. Nudc siac Sai ho co tdc dung tc ché manh lién cau
khuan tan huyét, phay khuan tho ta, truc khuan lao, leptospira, virut cam.
Thudc con c6 tac dung khang virut viém gan, virut viém tay typ I, vi tring sét
rét [25],[26].

1.4.2.8. Hong hoa (Flos Carthami)

- B6 phan dung: hoa phoi sdy kho cua cay hoa hdng, thuoc ho Clc.

- Thanh phan héa hoc: Trong Hong hoa c6 chirng 0,3 - 0,6% chat gluxit goi 1a
cactamin (Carthamin) C12H22011 (sac té mau héng), mot sé sac té mau vang
c6 cdng thitc C24H30015 tan trong nudc va rugu. Dung dich nudc rat chong
bi phan giai. Carthamin 13 mét chat tinh thé mau dé khi tac dung véi HCI lanh
s& cho Iso-Carthamin thily phan sé& cho glucoza va Carthamindin (Hong hoa
t5).

- Tinh vi quy Kinh: vi cay tinh 6n. Quy kinh can, tam.

- Tac dung duogc ly: Hong hoa c6 tac dung ting co bop tir cung rd rét, licu
lugng nho 1am cho tir cung co bop déu, lugng Ion 1am cho tr cung co bdp
tang nhip, tham chi lam rung co tir cung, d6i véi tir cung cua dong vat ¢ thai
tac dung lam ting co bop cang rd. Dbi vdi co tron cua rudt, thude cling b tac
dung hung phan thoi gian ngan. Thudc c6 tac dung ha 4p: lam ting luu lugng

mau dinh dudng co tim va luu lwgng mau dong mach vanh cua cho dugc gay
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mé. Thudc c6 tac dung e ché su ngung tap tiéu cau. Thudc con cd tac dung
bao vé chdng nhdi mau co tim trén md hinh thit d6ng mach vanh cua ché
hoic gay thiéu mau co tim trén chudt bach 16n [25],[26].

1.4.2.9. Cam thdo (Radix Glycyrrhizae)

- B6 phan dung: ré phoi hay sdy kho cua cay cam thao, thudc ho Pau.

- Thanh phan hoa hoc: Glycyrrhizic acid, glycyrrhetinic acid, glycyrrhizin,
uralenic acid, liquirintigenin, isoliquiriti-genin, liquiritin, neoliquiritin,
neoisoliquiritin, licurazid.

- Tinh vi quy kinh: vi ngot, tinh binh. Quy kinh tam, phé, ty, vi.

- Tac dung duoc ly: giai doc, kich thich xuat tiét lam loang dom, cam thao giir
mudi va thai kali, chéng loét dudng tiéu hda, chdng co thit co tron dudng tiéu
hoa, c¢6 tac dung noi tiét td trén am dao chudt bach. Cam thao con c6 tac dung
ha lipid mau, khang khuan [25],[26].

1.4.2.10. bia long (Pheretima Asiatica Michaelsen)

- B6 phan dung: dung toan than d ché bién ctia con giun dat, ho Cu dan.

- Thanh phan héa hoc: Lumbroferine, lumbritin, terrestro-lumbrolysin,
hypoxanthine, xanthine, adenine, guanine, choline, guanidine, nhiéu loai acid
amin, vitamin va mudi vo co.

- Tinh vi quy kinh: vi man tinh han. Quy kinh can, ty, bang quang.

- Tac dung duoc ly: chéng hinh thanh huyét khdi, lam tang hoat tinh dung giai
cua Fibrin, ha huyét &p, chéng co giat [25],[26].

1.4.2.11. Tran bi (Pericarpium Citri reticutae perenne)

- B6 phan ding: vo qua quyt chin da phoi kho hoic siy khé dé 1au nam, thudc
ho Cam.

- Thanh phan hoéa hoc: ¢6 chira tinh dau 3,8% (2.000 dén 2.500 qua cho 1 lit
tinh dau), nudc va thanh phan béc hoi co 61,25% Besperidin, Vitamin A, B
va churng 0,8% tro.

- Tinh vi quy kinh: vi cay dang, tinh 6n. Quy kinh phé, ty.
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- T4c dung dugc ly: tinh dau caa Tran bi ¢6 tac dung kich thich nhe déi véi
duong tiéu hoa gitp cho rudt bai khi tich tré ra ngoai dé dang, tang tiét dich vi
c6 loi cho tiéu hda, c6 tac dung lam gidn co tron da day va rudt. Thude kich
thich niém mac duong hd hip lam ting dich tiét, 1am lodng dam dé& khac ra.
Xuyén tran bi 1am gidn phé quan ha con hen. Dich con chiét xuit Quét bi véi
nong d6 0,02g (thudc séng)/ml hoan toan ngin chan dugc con co that phé
quan chudt lang do histamin gay nén. Tran bi c6 tac dung khang viém, chéng
l6et. Nudc sac Tran bi twoi va dich chiét con véi liéu luong binh thuong c6
tac dung hung phan tim, liéu luong Ién c6 tac dung Gc ché, néu chich thubc
nhanh vao tinh mach tho va cho, huyét ap tang cao, nhung bom vao da day thi
khong co tac dung d6. Quang tran bi trong ong nghiém, c6 tac dung Gc ché
sinh truéng cua tu cau khuan, truc khuan dung huyét, ai huyét. Tran bi con c6
tac dung chéng di ang, loi mat, Gc ché co tron cua tir cung [25],[26].
1.4.3. Phan tich bai thudc theo phdi ngii Y hoc cé truyén

Bai thudc ich khi dudng ndo 1a su két hop cua bai thubc B6 trung ich
khi gia thém Héng hoa, Xuyén khung, Pia long. Thanh phan bai thuéc cé 11
vi €6 tac dung hoat huyét thing duong, bd khi dudng huyét. Trong d6 Pang
sam, Hoang Ky, Bach truat c6 tac dung bo khi sinh huyét quy kinh ty, can,
than, cai thién tinh trang dau dau hoa mat & ngudi huyét ap thap do huyét hu.
Xuyén khung, duong quy vira ly khi, vira bo huyét, giap Bang sam, Hoang ky
ich khi sinh huyét. Tran bi, Pia long, Hong hoa c6 tac dung hoat huyét hanh
khi 1am khi huyét luu thong. Thing ma, sai ho ¢6 tac dung thing duwong, gitp
cho huyét di 1én trén, nudi dudng ndo tir d6 cai thién duoc tinh trang suy giam
tri nhd, va cling lam ting huyét 4p. Cam thao diéu hoa cac vi thubc [25],[26].

Nhu vay toan bai ¢ tac bé khi sinh huyét, 1am khi huyét Iuu thong nho
tac dung thing duong khi cia thing ma sai ho dua huyét 1én nfo b, tir d6

gian dugc tinh trang suy giam tri nhd déng thoi cai thién duoc huyét ap.



23

Chwong 2

CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Chat li¢u, déi tweng nghién ciu

2.1.1. Thuéc nghién ciru:

- Vién nang cang fch khi dudng ndo, ham lugng: 500mg/vién, déng lo 60

vién/lo.
, ) Ham lwgng ) .
Tén thuoc Tén latinh Tiéu chuan
(mg)
Pang sam Radix Codonopsis 42,9mg
Hoang ky Radix Atragali 71,4mg
Xuyén khung | Rhizoma Ligustici Wallichii 42,9mg
Duong quy Radix Angeliacae Sinensis 42,9mg Dugc dién
Rhizoma Atractylodis Viét Nam
Bach truat 42,9mg , N
macrocephalae xuat ban lan
Thing ma Rhizoma Cimicifugae 42,9mg thur 5 [26]
o . : va tiéu
Sai ho Radix Bupleuri 42,9mg )
chuan co s¢
Hong hoa Flos Carthami 28,6mg (phu luc 1)
Cam thao Radix Glycyrrhizae 14,3mg
bia long Pheretima Asiatica Michaelsen 17,9mg
. Pericarpium Citri reticutae
Tran bi 21,4mg

perenne

Bang 2.1. Cong thire 1 vién nang Ich khi dwéng ndo 500mg
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ICH KHI DUGONG ~
i (180 vign)

-{ 7-.;-1:”"-'

Anh 2.1. Vién nang citng Ich khi dieong ndo
- Co s& san xuat: Bénh vién Y hoc co truyén Trung wong, dat tiéu chuan co
SO.
- Tac dung: Bo khi dudng huyét, hoat huyét thing duong.
- Liéu dung duoc tinh theo gram bot cao duoc liéu/kg/ngay. Mai vién nang cing
chira 500mg bét cao duoc liéu. Liéu du kién st dung trén ngudi 1a 10 vién
nang/nguoi/ngay, tuong tng 5000 mg/nguoi/ngay.
2.1.2. Péi twong nghién ciu
- Chuét nhat trang, 150 con, chung Swiss, ca hai giéng, khoe manh, trong
luong 20 £ 2g, dugc dung cho nghién ciru tac dung cai thién tri nho.
- Chuot cdng trang, 40 con, chung Wistar, ca hai giéng, khoe manh, trong
luong 160 — 180g, dugc dung cho nghién ctu thc dung nang chi sé huyét ap
Pong vat dugc cung cap boi Ban cung cap dong vat thi nghiém - Hoc

vién Quan y, nudi dudng trong phong nudi dong vat thi nghiém it nhat mot
tuan truge khi tién hanh thi nghiem.

Cac chuot khoe manh duoc danh gia gom: 1ong muot, mat trong, hau
moén khd, hoat dong, van dong binh thudng, an udng binh thuong, chat thai
binh thuong. Viéc lya chon chudt nghién ctu duoc tién hanh bai 2 ky thuat



25

vién c6 nhiéu kinh nghiém. Sau khi lra chon xong, truc tiép can bo nghién
ctru kiém tra, danh gié lai.

Chuét thi nghiém duoc cho in thire dn theo tiéu chuan thirc in cho dong
vat nghién ctru, nudc sach dun séi dé ngudi udng tu do. Hang ngay theo doi
ghi chép din bién két qua thi nghiém.

2.1.3. Pia diém va thoi gian nghién ciu

- bia diém: B6 mon Duoc Iy — Hoc vién Quan Y

- Thoi gian: thang 06/2020 — thang 09/2020

2.1.4. Hoa chat, dung cu trang thiét bi nghién cau

2.1.4.1. Thuéc - hda chat

- Scopolamin hydrobromid lo 1g (Sigma Aldrich, Hoa Ky).

- Donepezil hydrochlorid vién nén 5mg, tén biét duoc Aricept (Pfizer).
- Nuéc mubi 0,9%.

2.1.4.2. Dung cu va trang thiét by

- M@ 16 nuéc Morris (Morris water maze)

- M@ 16 nhiéu chit T (Multiple T maze)

- M0 hinh thanh quay Rotarod cia hdng Ugo Basile, model 7650.

- May anh k§ thuat s6 Canon Zoom Lens 8X

- Phan mém phan tich két qua Anymaze, Céng ty US Biotech, Hoa Ky
- Hé thong Powerlab va phan mém thu thap va xi ly sé liéu.

2.2. Phuwong phap nghién ciru

2.2.1. Panh gia tac dung cai thién tri nhé caa vién nang cirng “ich khi
dwdng nao” trén thuc nghiém

2.2.1.1. bong vat thi nghié¢m:

- Chudt nhat trang 20 — 22g, nudi trong phong thi nghiém, dn udng tu do.
2.2.1.2. Phwong phdp tién hanh:

a) M6 hinh mé cung nwéc — Morris water maze
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Mg cung nudc Morris 1a mé hinh danh gia kha nang hoc tap khéng gian
cho dong vat gam nham, dinh hudng tir vi tri bat dau, xung quanh chu vi cua
mot khu vuc boi dé xac dinh vi tri mot bén dd nhiam tranh khoi ngap nudc dua
trén cac dau hiéu goi y ngoai vi.

Chuét thudng duoc gay suy giam tri nhé bang scopolamin sau d6 danh
gia tac dung cua thube tht [52],[53],[54],[55].

Céu tric mé cung nuwéc:

+ Mot bé chira nude hinh tron, duong Kinh tir 1,2m cao 50 cm, mit
trong mau den. Nudc 6n dinh & nhiét do 20 + 2 do C.

+ Bé duoc chia thanh 4 phan bang nhau. Xung quanh c6 dit cac hinh
anh nhan biét dé dinh huéng khong gian va xac dinh diém xuét phat khi tién
hanh thi nghiém.

+ Mot chan dé c6 mat trén bang phang dé chudt cé thé dung viing
duong kinh 10cm, cao 25¢cm. Muc nudce cao hon chian dé khoang 1 cm (muc
dich dé chuot khong thé nhin thiy dugc chan dé). Chan dé duoc dat ¢b dinh &
chinh gitra ¥ bé.

insertion point N

insertion point insertion point

visual landmark

| ) 150cm

Hinh 2.1. Cdu teo md hinh Morris water maze
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Qui trinh tién hanh:

Chuét nhat tring chia ngau nhién thanh 5 16, mdi 16 10 con:

- L6 1 (chung trang): Tiém mang bung nudc mubi sinh 1y 0,1ml/10g

- L6 2 (md hinh): Tiém mang bung scopolamin liéu 1mg/kg, 0,1ml/10g

- L6 3 (chung duong): Ubng donepezil liéu 2,4 mg/kg, 0,2 ml/10g, sau d6 30
pht tiém mang bung scopolamin liéu 1mg/kg, 0,1ml/10g.

- L6 4 (ich khi dudng ndo liéu thap): Uéng fch khi dudng ndo licu
1200mg/kg/ngay (liéu twong duong 1am sang tinh hé s6 ngoai suy 12), sau 30
pht tiém mang bung scopolamin liéu 1mg/kg, 0,1ml/10g.

- L6 5 (ich khi dudng ndo liéu cao): Udng thudc thir ich khi dudng ndo liéu
2400mg/kg/ngay (gap 2 1an 16 tri 1), sau 30 phat tiém mang bung scopolamin
licu 1mg/kg, 0,1ml/10g.

Chudt dugc tiém va cho udng thubc trong 6 ngay lién tiép
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|
Ngay 1 1 STG

So do 2.1. Quy trinh bai tdp trén test mé cung nwéc Morris

Thir nghiém gom 2 giai doan:

Giai doan 1: pha hudn luyén (hoc héi)

Thoi gian 5 ngay
« Bai tap nhin thdy chan dé (bén dé)

Vao ngay thr 1 sau khi tiém scopolamin 30 phut [53], chudt hoc bai dau tién
la bai nhin thiy chan dé, mdi chudt truéc khi tién hanh thir nghiém duoc cho
boi tu do trong bé trong 1 phut dé lam quen méi trudng nude. Sau d6 chudt
dugc hudng dén vi tri chan dé va dat I1én vi tri chan dé trong 15 gidy dé nhan
biét. LAn luot dua chudt dén céc vi tri ¥ con lai cua bé, hudng dau chudt vao
thanh bé, tinh thoi gian chudt tim thiy chan dé. Chudt s& dugc hudng dan néu
n6 khong ty tim thiy bén d6 trong 2 phit (néu trén khoang d6 ma chudt
khong tim thiy chan dé thi lay két qua 1a 2 phat). Sau khi tim thay bén 46
chuot s& dugc & d6 15 gidy. Sau khi két thic mdi lan thi, 1ay chudt ra va ding
khin bong lau kho chudt, & am bang dén hong ngoai trong 10 -15 gidy dé bat
dau 1an thir tiép (tdy thuéc moéi truong, nhiét do). Mdi ngay chudt duoc tap 3
lan, mdi 1an cach nhau 20 phat. Chi sé danh gia 1a trung binh thoi gian chuot

tim thay bén dd cua cac lan tap luyén trong ngay.
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e Bai tap khong nhin thay chan dé
Ngay thir 2,3,4,5 cua pha hoc hoi tién hanh nhu ngay 1, nhung lac nay chan
dé duoc dau di bang cach dat dudi muc nude lem.
Chi sé ddnh gid:

~ Thoi gian chudt tim thiy chin dé - bén d6.

~ Chiéu dai quing duong chudt tim thay chin dé - bén d.

~  Phan tram thoi gian chudt & goc ¥4 ¢6 bén dd

Giai doan 2: pha tham do tri nho

— Thuc hién vao ngay thtr 6: chan dé dugc bo ra khoi bé, chudt dugc tha
vao vi tri ddi dién véi goc ¥ bé trude d6 chira chan dé. Cho chudt duge
boi mot 1an duy nhat trong bé 1 phat. Néu c6 tri nhé tdt, chudt sé dua
vao cac vat dinh huéng khong gian trong phong va c¢6 xu hudng boi lau
tai ¥4 ctia mé 16 co dit chan dé tir nhirng ngay tap trudce.
~ Chi sé danh gia: Phan tram thoi gian trong 1 phdt chudt trai qua trong
Ya bé trude d6 dit chan dé.
b) M6 hinh Multiple T maze

Tha nghiém kéo dai trong 8 ngay, chudt dugc huan luyén trong 5 ngay
dau dé danh gia kha nang hoc hoi va tri nhé ngan han, ngoai ra con danh gia
ngay tha 8 danh gia tri nhd dai han.
CAu tao cua Multiple T maze:

Mé cung duoc lam bang nhya composit, ¢6 kich ¢& 150 x 130 x 15 cm,

dudng di rong 8 cm.
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Start Goal
Box Box
ol
.
L
- |

1

Hinh 2.2. Cdu tao md hinh Multiple T maze

Qui trinh tién hanh:
Chuot nhat trang duoc chia ngau nhién thanh 5 16, mdi 16 10 con:

- L& 1 (Chung sinh hoc): Tiém mang bung nudc mudi sinh ly
0,1ml/10g

- L6 2 (m6 hinh): Tiém mang bung scopolamin liéu 1mg/kg, 0,1ml/10g

- L6 3 (chang duong): Udng thubc chimg duong donepezil liéu 2,4
mg/kg, 0,2 ml/10g, sau d6 30 phat tiém mang bung scopolamin liéu 1mg/kg,
0,1ml/10g

- L6 4 (Iich khi dudng ndo liéu thip): Udng thudc thi ich khi dudng ndo
litu 1200mg/kg/ngay (lidu twong duong 1am sang, tinh hé s6 ngoai suy 12),
sau 30 phut tiém mang bung scopolamin liéu 1mg/kg, 0,1ml/10g

- L6 5 (fich khi dudng ndo liéu cao): Udng thude thir ich khi dudng néo
lidu 2400mg/kg/ngay (gap 2 lan 16 tri 1), sau 30 phat tiém mang bung
scopolamin liéu 1mg/kg, 0,1ml/10g.
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| | |
Ngay O 5 8

Sl

So do 2.2. Cac buéc tién hanh thi: nghiém trén mo hinh Multiple T maze
Thir nghiém chia thanh 2 giai doan:

Giai doan 1- pha hudn luyén

Trudc khi thuc hién thir nghiém chinh thic, chudt duoc huan luyén 3 1an mdi
ngay khoang cach gitra 2 1an huan luyén 20 phdt, trong 4 ngay.

Giai doan 2- pha tham do tri nho

Vao ngay tht 5 va ngay 8 cua thur nghiém chudt dugc dua vao mé cung mot
lan duy nhat tuong tu nhu trén dé tham do tri nhd ngan han va dai han.
Céac chi sé ddnh gid:

— Thoi gian chudt tim t&i dugc khoang dich

— Chiéu dai quing duong chudt di dé t6i duoc khoang dich.
S6 quyét dinh sai (khi chudt dit ca 4 chin vao nhanh d6 méi duoc tinh 1a mot
lan lya chon).

¢) M6 hinh thanh quay Rotarod
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Céac thar nghiém Rotarod dugc thiét ké dé danh gia su phdi hop van
dong va thing bang cua chudt bang cach cho chudt chay trén thanh quay hinh

tru tron.

Hinh 2.3. Truc quay rotarod
* Qui trinh tién hanh

Chuét nhat trang duoc chia ngau nhién thanh 5 16, mdi 16 10 con:

- L6 1 (chtrng trang): Tiém mang bung nuéc mudi sinh 1y 0,1ml/10g

- L6 2 (mb hinh): Tiém mang bung scopolamin liéu 1mg/kg, 0,1ml/10g

- Lo 3 (chung duong): Ubng thudc chung duong donepezil liéu 2,4
mg/kg, 0,2 ml/10g, sau d6 30 phut tiém mang bung scopolamin liéu 1mg/kg,
0,1ml/10g

- L6 4 (ich khi dudng néo liéu thap): Ubng thubc thir ich khi dudng ndo
liu 1200mg/kg/ngay, sau 30 phat tiém mang bung scopolamin liéu 1mg/kg,
0,1ml/10g

- L6 5 (fich khi dudng ndo liéu cao): Udng thudc thir ich khi dudng no
lidu 2400mg/kg/ngay (gap 2 lan 16 tri 1), sau 30 phat tiém mang bung
scopolamin liéu 1mg/kg, 0,1ml/10g.

Chuot duoc tiém va cho udng thudc trong 7 ngay lién tiép. Trudc mdi
thir nghiém chuot phai dugc dua vao phong thur nghiém trudc 30 phut.

Thir nghiém dwgc chia thanh 2 giai doan
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Giai doan 1- pha hudn luyén

Chuot dugc huan luyén vao ngay 6 tinh tir ngay dau tién dang thudc, sau khi
tiém scopolamin 30 phdt tién hanh thi nghiém 3 1an, mdi 1an cach nhau 10
phut. Cai dat may dé ting toc do tir 4 dén 40 vong/phdt trong 8 phit. May s&
gitt nguyén téc d6 4 vong/phat khong doi cho dén khi bat dau chinh thuc ghi
thoi gian. Lan lugt cho chudt 18n thanh quay.

Sau mdi lan huan luyén lau sach may véi con 70%.

Giai doan 2- pha tham do

Tién hanh vao ngay 7, tinh tr ngay dau tién ding thudc, sau khi tiém
scopolamin 30 phat. Lam twong ty nhu pha huan luyén. Ghi lai thoi gian
chudt roi khoi truc quay. Néu qua 8 phit ma chudt van khong roi khoi truc
quay thi dirng lai va ghi két qua 8 phat. Mdi chudt s& duoc thir nghiém 3 lan,
khoang cach giira cac 1an tha it nhat 30 pht, két qua duoc chon la thoi gian
lau nhat chuot & lai trén truc quay trong 3 lan tham do.
Chi sé ddnh gid: Thoi gian chudt o lai trén truc quay
2.2.2. Panh gia tic dung nang chi sé huyét ap caa vién nang cirng “ich
khi duwéng niao” trén thuc nghiém

Nghién cau tac dung nang chi s huyét 4p trén mé hinh gay ha huyét ap
bang diltiazem hydrochloride.
2.2.2.1. bong vdt thi nghiém

Chuot cdng trang truang thanh, dong Wistar, ca hai giong khoe manh,
trong Iugng tuor 160 — 180g/con.
2.2.2.2. Phwong phdp tién hanh

Tién hanh danh gia theo phuong phap nghién ciru dugc mod ta boi
Shinya Yokote va cong su (2012). Véi viéc tiém tir tir thudc ha huyét ap chen
kénh canxi, huyét &p chudt sé ha tir tu.
- Chuot cbng trang 12 tuan tudi, chia ngau nhién thanh 4 16, mdi 16 10 con:

+ Lo 1 (16 ching): udng nudc cat + khdng gay ha huyét ap
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+ L6 2 (md hinh): Udng nudc cat + gay ha huyét ap

+ L6 3 (tri 1): Ubng vién nang cting ich khi dudng ndo liéu 700mg/kg +
gay ha huyét &p.

+ L6 4 (tri 2): Udng vién nang cang ich khi dudng ndo liéu 1400mg/kg
+ gay ha huyét ap.
- Tién hanh: Chuot dugc cho udng thudc hoic nudc cat trong 14 ngay. Vao
ngay thtr 14, sau uéng thuéc 2 gid, chudt duoc gay ha huyét 4p va theo ddi su
bién d6i ctia huyét ap dong mach theo thoi gian. Cac chudt dugc gay mé bang
isoflurane va dugc dit nam trén tim soi. Ludn catheter vao dong mach chu
bung thong qua dd6ng mach dui bén trai, catheter duoc do day nudgc mubi sinh
ly chira heparin (100 UI/ml) dé do 4p luc dong mach trung binh (Mean
arterial bloo pressure — MAP) nho hé théng chuyén doi va do huyét ap cua hé
théng powerlab. Catheter thir hai dugc dat vao tinh mach dui trai dé tiém
diltiazem (16 2 dén 16 4), 16 1 khong tiém. Diltiazem hydrochloride (Sigma —
Aldrich, St. Louis, MO) dugc hoa tan trong nuéc mudi sinh 1y (5mg/ml) va
duoc bom qua tinh mach dui trai bang bom dién tir, vai liéu 0,025 mg/kg/phit
trong 2 gio, va sau d6 1a lidu 0,05 mg/kg/phut trong 2 gio nira. Huyét ap duogc
theo ddi trong sudt thoi gian tir l0c bit dau tiém diltiazem cho dén hét 360
phut sau do6.

- Chi tiéu theo dbi: Ap luc ddong mach trung binh tai cac thoi diém danh gia



2.2.2.3. Quy trinh nghién ceiu

35

Chuét cong tring 12 tuan tudi, chia
ngau nhién thanh 4 16, mi 16 10 con

!

Udng thudc hozc nude cét trong 14 ngay

|

A\ 4

L6 1 L6 2
Chuing sinh hoc Nudc cat

L6 3
Tri 1

L6 4
Tri 2

!

Ap luc ddong mach trung binh tai cac thoi diém danh gia

So do 2.3. Nghién citu tac dung nang chi sé huyét ap cia Ich khi dwéng ndo trén

2.3. Phwong phap xir Iy so liéu

thuc nghiém

Cac s6 liéu nghién ctru dugc xir ly bang thuat toan théng ké y sinh hoc
vé&i sy hd trg caa phan mém Microsoft Excel 2007 va SPSS 16.0. Su khac biét

¢ y nghia thong ké khi p<0,05.

2.4. Pia diém va thoi gian nghién ciu

- Pija diém: B6 mon Dugc ly — Hoc vién Quan Y
- Thoi gian: thang 06/2020 dén thang 09/2020
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Chwong 3

KET QUA NGHIEN CUU

3.1. Két qua nghién ciru tac dung cai thién tri nhé caa vién nang ciéng

“ich khi dwd'ng niao” trén thwc nghiém

3.1.1. Két qua nghién ciru tac dung cai thién kha niang hoc tap va ghi nhé

trén mo6 hinh Morris water maze

3.1.1.1. K&t qud bai tdp danh gid khd ning hoc tap

- Anh huong cua Ich khi dudng ndo dén thoi gian tim thay chan dé (X + SD,

giay)
L6 thuc Thai gian chudt tim thay chan dé (s)
nghiém Ngay 1 Ngay 2 Ngay 3 Ngay 4 Ngay 5
L6 1: chung
, 40,68+4,16 | 44,76 +3,95 | 36,98 +3,64 | 31,68+3,59 | 22,28 +2,68
trang (1)
L0 2: m6 hinh
) 81,62+6,03 | 84,63+£6,36 | 73,12+7,03 | 69,85+6,18 | 66,84 £5,90
Lo 3:
_ 5315+520 | 64,94+592 | 50,68+4,96 | 48,92+3,95 | 33,41 £3,04
donepezil (3)
L6 4: Ich khi
dudng ndo liéu | 5891+4,92 | 68,98+6,49 | 5597 +5,62 | 51,03+4,91 | 37,69 +3,93
thap (4)
L6 5: Ich khi
dudng ndo liéu | 55,74 +561 | 6527 +5,75 | 53,10 +4,89 | 49,34+3,94 | 32,98 +3,88
cao (5)

P

P21 <0,001; p3as2<0,01; Pgivacaclo 345> 0,05

Bang 3.1. Anh huwong ciia Ich khi diedng néo dén thoi gian tim thay
chan dé (X + SD, giay)

Nhdgn xét: Tai tit ca cac ngay danh gia, chudt & 16 bénh ly (gay suy
giam tri nhd bang scopolamin) c6 thai gian tim thay chan dé dai hon so véi
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chudt ¢ 16 chirng khdng gay suy giam tri nhé (p < 0,001). Chudt ¢ céc 16 dung
fch khi dudng ndo (16 tri 1 va 16 tri 2), ciing nhu 16 dung donepezil cé thoi
gian tim thiy chan dé ngan hon so véi chudt ¢ 16 bénh Iy (p < 0,01). Tac dung
nay 1a twong dwong khi so sanh thdi gian chudt tim thdy chan dé & 2 16 ding
fch khi dudng ndo véi nhau ciing nhu khi so sanh véi 16 ding donepezil (p >

0,05).

- Anh huong cua fch khi dudng ndo dén quang duong tim thdy chan dé
- bén @4 (X + SD, m)

L6 thuc | Chiéu dai quang dwong chudt tim thay chan dé - bén dd (m)
nghiém Ngay 1 Ngay 2 Ngay 3 Ngay 4 Ngay 5
Lo 1: chang

, 13,06+0,82 | 12,93+1,01 | 11,05+0,93 | 9,84+0,86 | 7,37 £ 0,65
trang (1)
L6 2: m6 hinh
) 20,15+1,69 | 23,46+1,64 | 22,16+1,79 | 20,88+1,32 | 18,95+1,67
Lo 3:

_ 14,16+1,12 | 17,15+1,05 | 16,14+1,33 | 12,09+0,91 | 7,66+ 0,84

donepezil (3)
L6 4: Ich khi
dudng ndo liéu | 14,53+1,24 | 18,09+1,48 | 16,92+1,17 | 13,16+1,06 | 8,68+0,89
thap (4)
L6 5: ich khi
dudng ndo liéu | 13,98+1,15 | 16,96+1,61 | 15,94+1,21 | 11,95+1,10 | 7,42+0,73
cao (5)

p

P21 <0,001; p3as2<0,01; Pgisacaclo 345> 0,05

bén dé (X + SD, m)
Nhgn xét: Tai tat ca cac ngay danh gia, chudt & 16 bénh Iy (gay suy

Bang 3.2. Anh hwong cua Ich khi duedng néo dén quang dwong tim thday chdn dé -

giam tri nh¢ bang scopolamin) c¢6 quing dudng tim thay chan dé dai hon so

vai chuot ¢ 16 chirng khdng gay suy giam tri nhd (p < 0,001). Chuét ¢ cac 16

dung fch khi dudng ndo (I6 tri 1 va tri 2), cling nhu 16 dung donepezil c6

quing duong tim thdy chan dé ngan hon so va&i chudt ¢ 16 bénh Iy (p < 0,01).
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Téc dung nay 1a trong duong khi so sanh quing duong chudt tim thiy chan
dé ¢ 2 16 dung Ich khi dudng ndovéi nhau ciing nhu khi so sanh véi 16 ding
donepezil (p > 0,05).

3.1.1.2. Két qud bai tdp ddnh gid khd néing ghi nhé

- Anh huéng cua Ich khi dudng ndo dén phéri tram thoi gian trong 1 phat
chudt trai qua trong ¥4 bé trudc do dat chan dé (X = SD, %)

Phan trim thoi gian trong . .
A ] _ Phan tram | Phan trim
L6 thuc 1 phut chudt trai qua _ _ _
_ ., glam so vl | tang so vol
nghiém trong ¥ bé truéce do dat
, 161 16 2
chan de (%)
L6 1: chung
, 26,92 £ 1,04 - 188,22 %
trang (1)
L0 2: m6 hinh
9,34 £ 0,58 65,30 % -
)
Lo 3:
_ 23,85 = 0,96 11,40 % 155,35 %
donepezil (3)
L6 4: ich khi
dudng ndo liéu 24,21 + 1,10 10,07 % 159,21 %
thap (4)
L6 5: ich khi
dudng néo liéu 25,06 = 0,88 6,91 % 168,31 %
cao (5)
p P21 < 0,01; p3as-2<0,01; pyivacacio3as> 0,05

Bdng 3.3. Anh huong cuia Ich khi dedng ndo dén phan tram thoi gian
trong 1 phlt chuét trdi qua trong ¥4 bé truée dé dat chan de (X + SD, %)

Nhgn xét: Chuot & 16 bénh Iy (gay suy giam tri nhd bang scopolamin)
c6 phan trim thoi gian trong 1 phat chudt trai qua trong ¥ bé truée do dat
chan dé ngan hon so vé&i chudt ¢ 16 chirng khong gay suy giam tri nhd (p <

0,01). Chuot & cac 16 dung fch khi dudng ndo (16 tri 1 va tri 2), ciing nhu 16
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dung donepezil ¢ phan trim thoi gian trong 1 phat chudt trai qua trong ¥ bé
truée d6 dat chan dé dai hon so véi chudt & 16 bénh Iy (p < 0,01). Tac dung
nay 1a twong duong khi so sanh phan tram thoi gian trong 1 phit chudt trai
qua trong ¥ bé trudc d6 dit chan dé ¢ 2 16 dung Ich khi dudng ndo véi nhau
cting nhu khi so sanh v&i 16 dung donepezil (p > 0,05).

3.1.2. Két qua nghién ciru tac dung cai thién kha niang hoc tap va ghi nhé

trén mo hinh Multiple T maze

3.1.2.1. K&t qud ddnh gid khd néing hoc tap

- Anh hwoéng cua Ich khi dwong ndo dén thoi gian tim téi duwoc khoang dich

(X £SD, s)
L6 thuc Thoi gian chugt tim téi dwge khoang dich (s)
nghiém Ngay 1 Ngay 2 Ngay 3 Ngay 4
L6 1: chung
, 121,06 £9,82 | 112,18 £ 8,46 | 89,54 + 8,01 | 72,33 + 6,69
trang (1)
L6 2: mo hinh
) 310,22+15,47 | 286,20+14,36 | 284,91+16,03 | 249,63+12,75
Lo 3:
_ 224,58+12,96 | 156,12+11,39 | 124,55 + 9,85 | 98,34 + 8,82
donepezil (3)
L6 4: Ich khi
dudng ndo liéu | 231,42+12,09 | 159,02+10,98 | 121,79+ 1,67 | 97,61 + 9,95
thap (4)
L6 5: Ich khi
dudng ndo 220,85+14,32 | 151,18+12,63 | 122,93+11,58 | 93,62 + 8,91
liéu cao (5)
p P21 < 0,001; paas-2 < 0,01; Pgiaciciozas> 0,05

Bang 3.4. Anh huong ciia Ich khi dirdng ndo dén thoi gian tim téi duroc
khoang dich (X + SD, s)
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Nhdgn xét: Két qua tai bang 3.4 cho thay, thoi gian ¢ 16 2 dai hon16 1 &
tat ca cac ngay (p < 0,001); & 16 3, 16 4 va 16 5 déu ngan hon 16 2 & c4c ngay
nghién cuu (p < 0,01); 616 4 va 16 5 twong duong nhau va tuong duong vai 16
3 ¢ cé4c thoi diém nghién ciu (p > 0,05).

- Anh huong cua fch khi dudng ndo dén chiéu dai quing duong chuot

di dé toi dugc khoang dich (X + SD, m)

L6 thuc Chiéu dai quiing dwong chudt di dé toi dwoc khoang dich

nghiém Ngay 1 Ngay 2 Ngay 3 Ngay 4

Lo 1: chang

) 4698 +1,02 | 28,25+0,82 | 18,34+0,69 | 14,99 +0,93
trang (1)
L6 2: mo6 hinh
) 02,08+3,24 | 71,62+283 | 68,15+2,18 | 62,96 + 1,84
L6 3:

_ 56,72+ 1,26 | 37,12+191 | 33,65+2,16 | 30,08 +1,49

donepezil (3)
L6 4: Ich khi
dudng ndo lieu | 61,35+2,17 | 39,88+1,64 | 32,96 +258 | 31,14+ 1,73
thép 4)
L6 5: Ich khi
dudng ndo 57,96 +3,28 | 36,96 +2,05 | 30,81 +1,65 | 29,68+ 1,96
lidu cao (5)

P P2.1< 0,001; p3as-2<0,01; Pgivacaciozas > 0,05

Bang 3.5. Anh hwong ciia Ich khi diedng néo dén chiéu dai quing dwong
chugt di dé téi dwroc khoang dich (X + SD, m)

Nhgn xét: Két qua bang 3.5 cho thay quing duong & 16 2 dai hon 16 1 &
tat ca cac ngay (p < 0,001); 616 3,16 4 va 16 5 déu ngan hon 16 2 & c4c ngay
nghién cuu (p < 0,01); 616 4 va 16 5 tuong duong nhau va tuong duong voi 16

3 ¢ céc thoi diém nghién cau (p > 0,05).




- Anh huong cua fch khi dudng ndo dén sé 1an quyét dinh sai

41

(X +SD, lan)
L6 thuc S6 lan quyét dinh sai (1an)
nghiém Ngay 1 Ngay 2 Ngay 3 Ngay 4
Lo 1: chung
) 6,42 + 0,16 4,02 £0,21 3,23+0,12 2,89+0,18
trang (1)
L6 2: md hinh
) 11,54+0,28 | 743+0,35 | 6,98+0,42 | 6,15+0,29
L6 3:
_ 9,17 £ 0,27 527 +0,19 5,20 £ 0,23 4,86 +£ 0,16
donepezil (3)
L6 4: Ich khi
dudngndo liéu | 9,22+0,18 | 544+0,22 | 525+0,36 | 5,09+0,15
thap (4)
Lo 5: Ich khi
dudng nao 9,12+0,24 | 523+026 | 518+0,17 | 4,92+0,20
lidu cao (5)
P P21 < 0,01; p3ss2 < 0,05; Pyigacac163.4,5> 0,05

Bang 3.6. Anh hwong ciia Ich khi diedng néo dén soé ldan quyét dinh sali

Nhgn xét:

(X = SD, ldn)

Két qua bang 3.6 cho thay sé 1an quyét dinh sai ¢ 16 2 nhiéu hon 16 1 ¢
tat ca cac ngay (p < 0,01); 6 16 3, 16 4 va 16 5 déu it hon 16 2 & cac ngay
nghién cuu (p < 0,05); 616 4 va 16 5 tuong duong nhau va tuong duong voi 16

3 ¢ céc thoi diém nghién ciu (p > 0,05).
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3.1.2.2. Két qud ddnh gid tri nhé ngdn han
- Anh hudng cua ich khi dudng ndo dén cac chi sé danh gia tri nhé ngan han

(N5) trén md hinh Multiple T maze

o Chiéu dai quéng
Thoi gian chugt
. _ . duong chuot di sé 1An
L6 thuc nghiém tim téi duoc . . _
de toi duwoc quyet dinh sai
khoang dich (s)
khoang dich (m)
L6 1: chirng trang
o 58,32 £ 2,32 10,31 £ 0,65 2,82 £ 0,08
L6 2: md hinh (2) 236,93 + 9,85 47,72 + 1,46 6,25+ 0,12
L0 3: donepezil
74,16 £ 2,16 19,98 + 1,04 3,91 +0,09
3)
L6 4: ich khi
dudng néo liéu 76,95+ 1,73 20,82 £ 2,01 4,03+0,10
thap (4)
L6 5: Ich khi
dudng néo licu 73,98 = 2,07 19,12 £ 1,82 3,88 £ 0,06
cao (5)
P2-1 < 0,001; P21 < 0,01;
P P3452 < 0,01; P3.4,52 < 0,05;
Pgita cac 16 3,45 > 0,05 Pgitaciclo345> 0,05

Bang 3.7. Anh hwong Cua Ich khi dwéng ndo den cac chi so danh gid tri nhé
ngan han (N5) trén mé hinh Multiple T maze

Nhgn xét: Két qua bang 3.7 cho thay tai thoi diém danh gia tri nho
ngan han (N5), thoi gian chudt tim téi duge khoang dich, chiéu dai quang
duong chuot di dé t6i duoc khoang dich, va sb 1an quyét dinh sai & 16 2 déu 16n
hon 16 1 (p < 0,001 va p < 0,01); & 16 3, 16 4 va 16 5 déu it hon 16 2 (p < 0,01
va p <0,05); 616 4 va 16 5 twong duong nhau va twong duong vai 16 3 (p >
0,05).
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3.1.2.3. Két qud ddnh gid tri nhé dai han
- Anh huong cua fch khi dudng anxo dén cac chi sé danh gia tri nhé dai han

(N8) trén md hinh Multiple T maze

o Chiéu dai quang
Thoi gian chudt . ,
A _ . duong chuot di | So lan quyét dinh
L0 thuc nghiém tim to1 duoc , ]
dé to1 duoc sal
khoang dich (s)
khoang dich (m)
Lo 1: chung
, 60,04 £+ 3,15 12,09 + 1,04 2,96 £ 0,13
trang (1)
L6 2: mo hinh
@ 258,98 + 8,93 56,32 £ 2,16 6,36 £ 0,15
Lo 3: donepezil
77,79 £ 2,92 21,64 +1,74 4,81 +0,10
3)
L6 4: Ich khi
dudng ndo liu 82,04 + 3,03 22,11 + 1,58 4,88 + 0,09
thap (4)
L6 5: Ich khi
dudng ndo liéu 76,63 + 2,69 21,98 + 2,08 4,56 + 0,08
cao (5)
P2-1 < 0,001; P21 < 0,01;
p P345-2 < 0,01; P3.45-2 < 0,05;
Pgita cac 16 3,45 > 0,05 Pgitaciclo345> 0,05

Bdng 3.8. Anh huong cia Ich khi dwéng anxo dén cac chi sé danh gid tri
nho dai han (N8) trén mé hinh Multiple T maze

Nhgn xét: Két qua bang 3.8 cho thay tai thoi diém danh gia tri nhé dai
han (N8), thoi gian chudt tim téi dugc khoang dich, chiéu dai quing duong

chudt di dé téi duoc khoang dich, va s6 lan quyét dinh sai ¢ 16 2 déu 16n hon 16
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1(p<0,001vap<0,01);0163,1604valo5déuithonldo?2 (p<0,01vap<
0,05); 616 4 va 16 5 twong duong nhau va tuong duong véi 16 3 (p > 0,05).
3.1.3. Két qua danh gia trén kha ning bam giir va phdi hop van dong
trén mo hinh Rotarod

3.1.4. - Anh hwéng cia fch khi dudng nao dén thoi gian chudt & lai trén

truc quay Rotarod

Thoi gian chugt . 5

A _ o Phan tram giam | Phan tram tang

L6 thwc nghiém | & lai trén truc o o
sovei 101 S0 véi 10 2
quay (s)

L6 1: chang

, 25,14 + 2,20 - 56,83 %
trang (1)
L6 2: md hinh

16,03 £ 1,47 36,24 % -
)
L6 3: donepezil
20,36 £ 1,65 19,01 % 27,01 %

3)
L6 4: lch khi
dudng ndo lieu| 19,45+ 1,59 22,63 % 21,33 %
thap (4)
L6 5: Ich khi
dudng ndo liéu| 20,81+1,92 17,22 % 29,82 %
cao (5)
Giatrip P2-1< 0,001; p34s5-2 < 0,01; Pyitacac 1o 3.45> 0,05

Bdng 3.9. Anh hwong cia Ich khi diedng ndo dén thoi gian chugt ¢ lgi trén
truc quay Rotarod

Nhgn xét: Két qua tai bang 3.9 cho thay, thoi gian chuot & lai trén truc
quay ¢ 16 2 nho hon 16 1 (p < 0,001); 6 16 3, 16 4 va 16 5 16n hon 16 2 (p <
0,01); 616 4 va 16 5 twong duong nhau va tuong duong véi 16 3 (p > 0,05).
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3.2. Két qua nghién ciru tac dung nang chi so6 huyét ap trén dong vat thi

nghiém caa vién nang cimg Ich khi duwéng ndo

3.3. - Anh hwéng ciia ich khi duéng ndo 1én ap lwe déng mach trung binh

(mmHg) (Mean arterial blood pressure — MAP) cua cac 16 chudt nghién

cuu
Lo nghién A gL
o g | L2 | Lox | Lo
) tring mo hinh tri 1 tri 2 p

Thoi diem 1) (2) 3) (4)

danh gia

Xuat phat diém

(Trude tiém 96,83 +8,24 | 95,98 9,21 | 98,65+9,96 | 97,26+9,15| p > 0,05

Diltiazem)

Thoi diém 60 phtit 01542 < 0,05

(kétrlicbatdau | 92,95 47,69 | 83,45 9,15 | 89,16+9,74 | 90,88+9,32 | p341> 0,05

tiém Diltiazem) D34 > 0,05

Thoi diem 120 phit D152 < 0,05

(ketirlocbatdau | 94,76 +£8,12 | 83,91 +8,68 | 89,04+9,33 | 90,09+8,94 | p3 41> 0,05

tiém Diltiazem) D34 > 0,05

Thoi diém 180 phut P21 < 0(50015

(tirlichitdau | 92,59 0,02 | 79,62:47,94 | 86,9628,19 | 88,63+8,06 | P42

tiém Diltiazem) P31 < 0,05
P3-4 > 0,05

Thoi diém 240 phit p2-1< 0,01

(kétirlicbitdiu | 91,68 +8,19 | 72,3547,09 | 82,54+8,28 | 85,5948,16 | P2 < 005

tiém Diltiazem) P31 < 0,05
P3-4 > 0,05

Thoi diém 300 phit P21 < 00,0015

(Kt licbitdiu | 90,98+ 8,61 | 66,52+ 6,82 | 75,91+7,63 | 81,90+8,08 | P342 = 00

tiém Diltiazem) P341<0,01
p3-4 > 0,05

Thoi diém 360 phit P21 < 0,01

(kEtirlGcbitdiu | 90,67+9,73 | 61,04+ 7,24 | 73,96+7,75 | 77,03:7,01 | Pae2 <005

tiém Diltiazem) P34-1<0,01
P3-4 > 0,05

Bang 3.10. Anh hwong cia Ich khi diwéng ndo 18n ap luc déng mach trung binh
(mmHg) (Mean arterial blood pressure — MAP) cua céac 16 chugt nghién cizu
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Nhén xét:
- Tai thoi diém xuat phat diém, ap luc dong mach trung binh cua chuét & céc
16 1a tuong duong (p > 0,05).
- Tai céc thoi diém do sau khi bat dau tiém Diltiazem, ap luc dong mach trung
binh cta chudt & 16 mé hinh giam c6 ¥ nghia théng ké so véi 16 ching trang
(p < 0,05 tai thoi diém 60 phat va 120 phat, p < 0,01 tai c4c thoi diém 180,
240, 300 va 360 pht).
- Tai c4c thoi diém do sau khi bat dau tiém Diltiazem, ap luc dong mach trung
binh cta chudt cta hai 16 dung fch khi dudng ndo ludn cao hon so v4i 16 mo
hinh véi p < 0,05.
- O 16 dung Ich khi dudng ndo liéu cao, &p luc dong mach trung binh cua
chudt ludn ¢ xu hudng cao hon so véi ¢ 16 dung fch khi dudng néo liéu thap,

tuy nhién su khéc biét khong c6 y nghia thong ké (p > 0,05).
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Chwong 4
BAN LUAN
4.1. Ban luan vé dic diém ciaa ddi twong nghién ciu

Nghién ctru thudc trén dong vat thuc nghiém la mét viéc bit budc phai
tién hanh truéce khi thuée duoc dua ra dé diéu tri trén 1am sang. Nghién ctu
ctia ching tdi lva chon di tuong nghién ctu 1a chudt nhat trang dé tién hanh
thi nghiém.

Chuot thi nghiém dam bao dong déu vé cac tiéu chuan: chudt nhat trang
chung Swiss thuan chang, ca hai giéi, truong thanh, ning 20 + 2 gram do
Vién Vé sinh dich t& Trung wong cung cap, duoc nudi trong diéu kién day du
thire an va nudc udng tai phong thi nghiém caua Bé mén Duoc 1y 7 ngay trudc
va trong sudt thoi gian nghién ctu. Nhirng tiéu chuan trén nham dam bao sy
ddng déu vé dap tng sinh hoc cua chudt thuc nghiém. Pa c6 nhiéu nghién
ctru st dung nhirng sdc vat khac nhau nhu tho, lon, bo, khi..., nhung chudt
nhat tring 13 dong vat chon lam thi nghiém pho bién hon ca do nd c6 mot sb
ru diém: tudi sinh truong cta chudt nhat trang ngan hon ca do d6 cac qua
trinh sinh hoc Xay ra trong co thé nhanh chdng hon, tic dung cta thudc trén
co thé chiing xay ra sém hon so c4c stc vat khac co thoi gian sinh truong kéo
dai hon, chuét nhat trang ¢ su tuong d6i ddng nhat giira cac ca thé, cé thé
ding véi mot sé lwong 16n ma it co sy khéc biét giira cac ca thé. Do do, thoi
gian tién hanh thi nghiém ngin hon, cac hoa chét, dugc liéu ding trong
nghién ctiru d& ton kém hon, viée cho dn, chim soc d& dang, tién loi, an toan
s0 Vai stc vat khac. Hon nita gia thanh cua chudt nhat trang ré hon so véi cac

dong vat 1én khac nén chon dong vat nay sé tiét kiém duoc chi phi [52].
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4.2.Ban luan vé dung cai thién tri nhé cia vién nang cirng “ich
khidwong nao” trén thuc nghiém

4.2.1. Ban luan vé tac dung cai thién tri nhé caa vién nang cirng Ich khi
dwdng ndo trén md hinh Morris water maze

Mé cung nudc Morris 1a mot thir nghiém danh gia kha nang hoc hoi va
tri nhd khong gian dai han [52],[53]. Chudt dugc dit trong mot bé boi cd hinh
tron 16n va nhiém vu cua né 1a tim th:fly bén dd dé thoat khoi nude. C6 nhidu
yéu t6 1am anh huéng dén hiéu suat ctia chudt bao gdbm moi truong, gidi tinh,
thude. .. [54],[55]. C6 3 chién thuat co ban dé chudt thoat khoi mé 16: ghi nhé
cac dong tac co ban dé dén duoc bén do, sir dung céc d4u hiéu truc quan dé
tim dé tim dén bén dd, su dung cac tin hi¢u xa lam diém tham chiéu dé xac
dinh vi tri n6 dang boi va vi tri bén dd. Dic biét sy linh hoat trong qua trinh
nhan thirc cta chudt con cd thé duoc duoc danh gia béng cach sur dung mo
hinh mé 16 nudc trong d6 bén d6 bi dau di, hoic chudt lién tuc bi thay d6i vi
tri [54],[55].

Suy giam tri nhé 1a bénh ly thoai hoa than kinh thuong gap ¢ lta tudi
trung nién va cao tudi vai cac biéu hién: Giam kha ning tu duy, d6 tap trung
kém, hay quén, dang tri. O nhitng nguoi c6 biéu hién suy giam tri nhé nhiéu,
thudng ¢ su mat synap lan téa & cac viing cua vo ndo, trong d6 cd cac nhan
X4m & nén ndo trude 13 noi san xuat nhiéu acetylcholine - mét chat dan truyén
than kinh dong vai tro quan trong trong qua trinh hoc tap va tri nho [55].

Nhu vay, & ngudi ¢6 su giam sit luong acetylcholin trén than kinh trung
wong, d6 1a mot trong nhitng nguy@n nhan 1am anh huéng dén kha nang hoc
hoi va tri nhé cua bénh nhan sa sdt tri tué. Scopolamin 1a 1 chat da duoc
chting minh c6 thé gay ra nhitng bién d6i vé hoat dong than kinh (nhan thuc,
dién ndo d6...) gibng nhu & ngudi sa sit tri tué [52],[53]. Co ché tac dung
ctia scopolamin 13 déi khang canh tranh véi acetylcholin tai receptor M cua hé

Muscarinic, khi vao co thé scopolamin nhanh chéng duoc phan phéi nhiéu
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Va0 ndo, tai day chat ndy lam mat tic dung cua acetylcholin trén hé than kinh
trung wong va c6 thé gay suy giam tri nhé dac biét véi liéu cao. Chinh vi vay,
nhiéu nghién ctru da st dung scopolamin dé gdy md hinh suy giam kha ning hoc
hoi va tri nhé trén dong vat thuc nghiém [55].

Hién nay, dé diéu tri sa sut tri tué trén 1am sang, nhém thudc gidp lam
cham tién trién va giam triéu chiing hiéu qua nhat 13 nhém thuéc ac ché enzym
acetylcholinesterase — enzyme thuy phan acetylcholin. Donepezil la mot trong
cac thude duoc FDA cap phép dé diéu tri chiing sa sGt tri tué. Dua trén co ché
tac dung va thuc té trén 1am sang day 1a thude duoc ding rat pho bién, ching toi
da lya chon donepezil lam thuéc ching duong [57],[58].

Két qua nghién ctiu ctia chiing toi cho thay, khi so sanh ngay 2,3,4,5 véi
ngay dau tién & timg 16 déu c6 su khac biét c6 y nghia thong ké vé kha nang hoc
tap va ghi nhé caa chudt, diéu nay ching to rang chudt ¢ cac nhom déu cé kha
nang hoc tap va ghi nhé (bang 3.1, 3.2, 3.3).

Tai 16 md hinh & céc bang 3.1, 3.2, 3.3 cho thiy dung scopolamin (16 2)
trén chudt nhat trang da lam kéo dai thoi gian va quang duong tim thay chan dé,
lam giam ty 1¢ boi trong 1/4 bé c6 chan dé, qua d6 cho thiy scopolamin da gay
suy giam tri nhé trén chudt nhat trang. Nhu vy dé tai da thanh cong trong viéc
su dung mo hinh gay suy giam tri nhé trén chuét.

Trén md hinh gay suy giam tri nhd bang scopolamin, sau d6 dung
donepezil 1am thubc chimg duong cho thay donepezil lidu 2,4mg/kg giam rd
rét thoi gian va quang duong tim thiy chan dé, 1am ting 1 rét phan tram thoi
gian boi ctia chudt trong ¥ bé c6 chan dé. Biéu nay cho thay thuéc Donepezil
thuc su cho thay hiéu qua trén chudt bi suy giam tri nho. L6 4 udng ich khi
dudng ndo liéu thap lam giam thoi gian va quing duong tim thy chan dé ((p
< 0,01), lam tang phan tram thoi gian boi cta chudt trong % bé cd chan dé

khéc biét c6 ¥ nghia thong ké so vai nhém ching bénh ly (p < 0,001).
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Nhém chudt udng ich khi dudng ndo liéu thip c6 kha ning hoc tap va
tri nhé tét hon so voi nhém chang bénh 1y, diéu nay ciing bude dau cho thiy
fch khi dudng ndo gilp cai thién kha nang nhé caa chudt o bai tap khong nhin
thdy bén dd.

O 16 udng ich khi dudng néo liéu cao ciing cho thiy tac dung lam giam
thoi gian va quing duong tim thiy chan dé ((p < 0,01), 1am ting phan trim
thoi gian boi ctia chudt trong ¥ bé co chan dé khac biét c6 ¥ nghia thong ké
so v&i nhdm chieng bénh ly (p < 0,001).

Nhu vay, két qua the nghiém voi vién nang cting fch khi dudng ndo
cho két qua cai thién kha ning hoc tap ¢ pha huan luyén tét twong duong so
vai thude tham chiéu, cho phép khiang dinh tac dung cua ché pham ich khi
dudng nédo lam tang cuong kha nang hoc tap va ghi nhé khi danh gia trén mo
hinh thuc nghiém. Véi 2 mac lieu tha nghiém (muc lidu cao va mac lidu
thap), tac dung tang cuong kha ning hoc tap va ghi nhd & muc lidu cao co xu
huéng tét hon, tuy nhién chua c6 su khac biét ¢ ¥ nghia thong ké. Diéu nay
cho thay & muc lidu thap (1200 mg/kg/ngay & chudt nhat trang), tic dung ting
cudng kha ning hoc tap va ghi nhd da duogc thé hién rd. Tac dung nay ting
khong dang ké khi ting muc lidu 1én. Pay 1 co so dé dinh mtc liéu cho st
dung trén lam sang.

4.2.2, Ban luan vé tac dung cai thién tri nhé caa vién nang cirng Ich khi
dwdng nédo trén mo hinh Multiple T maze

Pé khang dinh duoc tac dung ctia ché pham nghién ciu, mot bo géom
nhiéu céc thir nghiém duoc tién hanh. Cac md hinh nghién ctu vira c6 vai trd
bd khuyét cho nhau, vira ¢ vai trd khiang dinh lai tdc dung di duoc thir
nghiém & mod hinh kia.

Trong mo hinh mé 16 nhiéu chit T, kha ning ghi nhd dudng cua chuot
dugc ap dung 1a co so khoa hoc cho thir nghiém. Trong nghién cau nay, chudt

hoc cach tim ra khoang dich dya trén tri nhé cua ching vé nhanh cua mé cung
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chung da di trude day. Day 1a mot mé 16 phuc tap duoc ghép bai nhiéu khic
hinh chit T va la mé 16 thach thuc véi chuot, dong luc théi thde chdng la thac
an - phan thudng trong khoang dich. Cac con chudt kham pha mé 19, hoc cach
nhé tim kiém thtc an. Cu thé : chudt duoc trai qua pha huan luyén trong 4
ngdy, sau d6 1a pha thim do tri nhé tai 2 thoi diém, N5 dé tham do tri nhé
ngan han va N8 dé tham do tri nhd dai han. Khoang thoi gian 4 ngay huan
luyén d3 dugc cac nghién ciru trude d6 chi ra 1a da dé chudt co duoc cac budc
tién déu dan cua giai doan hoc tap va hinh thanh duoc tri nhd vé dudng di tim
thirc dn trong mé 16. CAc chi tiéu danh gia trong mo hinh nay bao gdém thoi
gian chuot tim toi dugc khoang dich, chiéu dai quang duong chudt di dé téi
duoc khoang dich va s 1an quyét dinh sai (khi chudt dat ca 4 chan vao nhanh
d6 méi dugc tinh 1a mot 1an lya chon). Céc chi tiéu nay dugc ding dé danh
gia cho ca pha huan luyén va pha thim do kha ning ghi nhé.

Két qua nghién cau bang 3.4, 3.5, 3.6, 3.7 trén md hinh nay cho thay,
chudt bi gay suy giam tri nhé boi Scopolamine s€ ¢o thoi gian tim téi duoc
khoang dich dai hon, chiéu dai quang duong chudt di dé téi dugc khoang dich
I6n hon va sd lan quyét dinh sai nhiéu hon so véi 16 ching (p < 0,001) ¢ tat ca
cac ngay cua pha huan luyén ciing nhu pha thim do tri nhd. Cac 16 chuot
ding ich khi dudng ndo ciing nhu 16 ding thudc tham chiéu donepezil ¢6 thoi
gian tim t6i dugc khoang dich nhanh hon (p < 0,01), chiéu dai quing duong
chuot di dé t6i duoc khoang dich nhd hon (p < 0,01) va sb lan quyét dinh sai
it hon vién nang ctng Ich khi dudng ndo c6 tac dung lam ting cuong kha
nang hoc tap, ting cudng tri nhé ngan han va tri nhé dai han khi danh gia trén
mo hinh mé 16 nhiéu chir T. Két qua nay ciing hoan toan phu hop véi két qua
danh gia trén mo6 hinh mé cung nudce. Sy khong khéc biét khi so sanh gitta cac
16 dung thudc ching to ich khi dudng ndo dung liéu 1200 mg/kg/ngay va 2400

mg/kg/ngay trén chudt nhat trang da thé hién tac dung tot, twong duong vai
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donepezil liéu 2,4mg/kg. Su ting liéu cta ich khi dudng ndocé xu huéng lam
tang tac dung nhung khong dang ké.

Nhu vay, Mé cung nhiéu chit T da chirng minh ring nhiing con chuét
c6 kha ning tao ra mot ban do nhan thuc khi tiép xdc véi moi trudng xung
quanh va c6 thé xir ly théng tin nay khi can thiét ¢ hoan thanh mét nhiém vu
va Ich khi dudng nfo ¢ ca 2 muc lidu déu lam giam rd rét thoi gian va quang
duong tim thay khoang dich, lam giam s6 lan quyét dinh sai cua chudt so voi
16 md hinh, tac dung cai thién tri nhd cua thudc thir gitta 2 lidu 13 tuong
duong nhau va tuong duong v4i donepezil liéu 2,4mg/kg.

4.2.3. Ban luan veé tac dung cai thién tri nhé caa vién nang cirng Ich khi
dwdng ndo trén mo hinh truc quay Rotarod

Cac bénh Iy do sy anh hudng dén hoat dong cua than kinh trung wong
thuong khdng chi gay anh hudng dén kha ning hoc tap, ghi nhd ma con anh
huong 1én nhiéu chac ning khac, dac biét 1a kha niang phdi hop van dong va
giit thang bang. Md hinh rotarod 1a mé hinh tién hanh don gian nhung c6 do
tin cdy cao dé danh gia chtrc ning nay.

Tha nghiém Rotarod dugc thiét ké dya trén sy phéi hop van dong va
thing bang cua chudt bang cach cho chudt chay trén thanh quay hinh tru tron
nhim danh gi4 tri nhé ngan han caa chudt. Chi s6 danh gia 1a thoi gian chudt
& trén try quay. Pay 1a mé hinh duoc st dung dé danh gid nhiéu chirc ning
khac nhau trén d6ng vat gim nhidm nhu: an than, co lyc, tri nhg. TOy vao muc
tiéu nghién ciru ma thiét ké nghién ctu sé khac nhau. Véi muc dich danh gia
tri nhé thi thiét ké nghién ctru s& duogc chia thanh 2 giai doan: hoc hoi va danh
gia chinh thitc. Chudt ndo cd tri nhé tét hon thi thoi gian chudt o lai trén truc
quay ¢ giai doan danh gia chinh thuc s€ 1au hon [54],[55].

Két qua nghién ctu trén md hinh cho thay, Thudc scopolamin khong
chi 1am anh huong dén kha ning hoc tap va ghi nhd cua chudt, con cd tac

dung wc ché than kinh trung wong, 1am giam phdi hop than kinh-co, giam kha
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nang gitr thing bang va dinh hudng khong gian nén giam kha ning deo bam
trén thanh quay. Thoi gian chudt ¢ lai trén truc quay ¢ 10 tiém Scopolamine
giam rd so vai 16 chang (p < 0,001). Thudc tham chiéu donepezil va vién
nang cung fch khi dudng ndo lam tang thoi gian chudt & lai trén truc quay so
v6i 16 md hinh (p < 0,01). So sanh gitra cac 16 dung thudc nghién ctu véi 16
dung donepezil khéng thay cé su khéc biét (p > 0,05). Nhu vay, thudc ich khi
dudng ndo dung liéu 1200 mg/kg/ngay va 2400 mg/kg/ngay trén chudt nhat
trang da thé hién tac dung lam ting kha ning kha niang phdi hop van dong va
giit thang bang trén md hinh Rotarod tot, twong duwong voi donepezil liu
2,4mg/kg. Sy ting lidu cta ich khi dudng ndo c6 xu hudng lam ting tac dung
nay cua thuéc nhung khong dang ké.

C6 thé giai thich tac dung cai thién kha nang hoc tap va tri nhé cua vién
nang cang ich khi dudng nao trén cac moé hinh nhu sau:

Vién nang cing Ich khi dudng ndo vai thanh phan 1 11 vi thudc co tac
dung hoat huyét, ich khi dudng huyét. Ting thanh phan trong vién nang da
duoc chimg minh trén dugc 1y hién dai cho thiy kha ning cai thién tri nhé va
hoc tap nhu: saponin trong Bang sam, Xuyén khung, Sai hd ¢é tac dung nang
cao su tap trung, chong mét moi. Hoang ky trong thanh phan cé cac acid amin
c6 vai trd quan trong trong qué trinh tong hop cac protein va tham gia tryuc
tiép vao su séng cua co thé con nguoi, co tac dung tong hop mot sb céac loai
noi tiét to va chat dan truyén trong hé than kinh trung wong, ting cuong mién
dich khong dac hiéu va tac dung chéng 140 héa. Puong quy co tac dung kéo
dai thoi gian gay nga cua thudc nga, kich thich mién dich, gay hoat hoa
lympho bao B va T lam ting san sinh khang thé. Bach truat cé tac dung lam
tang trong chudt, ting stc boi 161, ting kha niang thuc bao cua hé théng té bao
ludi, ting cudng chac ning mién dich té bao, an than két hop véi tac dung
ctia Bang sam, xuyén khung lam cho hé than kinh hoat d6ng nhip nhang hon,

tir 46 kha nang hoc tap va ghi nh¢ tét hon. Thiang ma, Tran bi, Cam thao, Dia
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long, Hong hoa déu dugc chirng minh trén thuc nghiém c6 tac dung diéu hoa
huyét ap, lam ting luu luong méau do vay ma cai thién duoc su nudi dudng té
bao ndo, gitp kha ning hoc tap tét hon [25],[26],[20].

Theo Y hoc ¢é truyén, cé cac tang phu rat quan trong doi véi tri nhg do
la tang than, tang tdm va tang ty va ndo bo, do d6 dé cai thién suy giam tri
nhé can diéu hoa diéu chinh chirc ning cua cac tang pha ndy cing véi chic
nang chung cla co thé. Ich khi dudng nao Déng sam, Hoang Ky, Bach truat
c6 tac dung bo khi sinh huyét quy kinh ty, can, than, cé tac dung cai thién tinh
trang dau dau hoa mat & nguoi huyét ap thap do huyét hu. Xuyén khung,
Puong quy vira ly khi, vira b huyét, giap Pang sam, Hoang ky ich khi sinh
huyét. Tran bi, dia long, hdng hoa cé tac dung hoat huyét hanh khi 1am khi
huyét luu thong. Thing ma, sai hd c6 tac dung thing dwong khi, gilp cho
huyét tya vao khi di 1én trén, nudi dudng ndo tir d6 cai thién duoc tinh trang
suy giam tri nhd, va ciing lam ting huyét 4p. Cam thao gilp diéu hoa céc vi
thudc [19],[20].

4.3. Ban luan vé tac dung nang chi sé huyét ap vién nang cing ich khi
dwdng ndo trén thuc nghiém

Huyét ap 1a &p luc day do su tuan hoan cua mau trong cac mach mau,
duoc xac dinh khi chi sé huyét ap dudi 90/60 mmHg, trong d6, huyét ap tam
thu <90 mmHg hoac huyét ap tam truong <60 mmHg. Hau qua cta huyét ap
thap kéo dai 1a 1am tang kha ning bi mat tri nhé cao gap hai lan. Huyét ap
quéa thap ciing c6 thé 1am nhip tim nhanh, gay choang, ngat. Huyét ap thap
cling 12 nguyén nhan gy tai bién mach mau ndo. 30% sé ngudi nhdi mau
ndo va 25% sé ngudi nhdi mau co tim 1a do huyét &p thap. Do do, dé giam
thiéu t6i da nhitng hau qua nay thi viéc du phong huyét ap thap 1a can thiét.
Nghién ciru cua ching téi nham danh gia tac dung nang chi s huyét ap cua
san pham nghién ctu trén md hinh gay ha huyét &p bang diltiazem

hydrochloride.


https://vi.wikipedia.org/wiki/%C3%81p_l%E1%BB%B1c
https://vi.wikipedia.org/wiki/M%C3%A1u
https://vi.wikipedia.org/wiki/M%E1%BA%A1ch_m%C3%A1u
https://www.vinmec.com/vi/tin-tuc/thong-tin-suc-khoe/tim-mach/huyet-ap-tam-thu-la-gi/
https://www.vinmec.com/vi/tin-tuc/thong-tin-suc-khoe/tim-mach/huyet-ap-tam-thu-la-gi/
https://www.vinmec.com/vi/tin-tuc/thong-tin-suc-khoe/huyet-ap-tam-truong-la-gi-chi-so-nao-la-binh-thuong-thap-cao/
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Diltiazem hydrochloride 13 mot thuc chen kénh canxi duoc st dung dé
diéu tri huyét ap cao, dau thiat nguc va mét sé ching rdi loan nhip tim. N6
cling c6 thé duoc str dung trong cuong giap néu khdng thé si dung thudce chen
beta. N6 duoc ubng qua miéng hoic tiém vao tinh mach. Khi duge dua vao co
thé bang viéc tiém thi hiéu tng thuong bit dau trong vong vai phat va kéo dai
mot vai gio. Tuy nhién, thuc thuong cé tac dung phu la 1am cham nhip tim
va ha huyét ap, déng thoi thudc chen kénh canxi diltiazem duogc coi la thube
diéu tri ting huyét 4p an toan va hiéu qua so vai cac nhom khac, dé d6 chung
t6i lya chon dé gay md hinh ha huyét 4p [22]

Két qua nghién ciu cho thay:

Trudc khi tiém diltiazem hydrochloride, ap luc dong mach trung binh
cua cac 16 chudt khong cd su khac biét (p > 0,05), diéu nay chiing to trong
nghién cau caa ching toi, chudt duoc lya chon 13 tuong ddi ddng nhat.

Sau khi tiém Diltiazem, ap luc dong mach trung binh cua chudt 16 mo
hinh d3 giam so v&i 16 ching tring tai tit ca cac thoi diém 60 phut, 120 phat
(p < 0,05), 180 phut, 240 phat, 300 phut, 360 phut (p < 0,01). Nhu vay, chung
t61 d3 gay dung thanh cong md hinh ha huyét ap trén chudt bang thudc huyét
ap chen kénh canxi. Ap lyc dong mach trung binh cua chudt cta hai 16 dung
fch khi dudng ndo liéu cao va liéu thip cao hon so v&i 16 mo hinh véi p <
0,05 tai tat ca cac thoi diém. Mic du sau qué trinh giy giam huyét 4p, vién
nang fch khi dudng nio khong duoc tiép tuc dua vao trong co thé chudt, tuy
nhién véi lugng thude fch khi dudng ndo di dwa vao co thé chudt trude do,
thudc “Ich khi dudng ndo” van thé hién tic dung 1am nang cao chi sé ap luc
dong mach trung binh cta chudt so véoi 16 mo hinh. Diéu nay ching té fch khi
dudng ndo co6 tdc dung nang cao chi ) ap luc dong mach trung binh tir d6 cai
thién huyét ap. Tac dung cua ich khi dudng ndo 1én 4p luc dong mach chudt

sau khi tiém thudc 13 tuong duong nhau. Nhu vay, budc dau chua khing dinh


https://vi.wikipedia.org/wiki/Thu%E1%BB%91c_ch%E1%BA%B9n_k%C3%AAnh_canxi
https://vi.wikipedia.org/wiki/Cao_huy%E1%BA%BFt_%C3%A1p
https://vi.wikipedia.org/wiki/%C4%90au_th%E1%BA%AFt_ng%E1%BB%B1c
https://vi.wikipedia.org/wiki/R%E1%BB%91i_lo%E1%BA%A1n_nh%E1%BB%8Bp_tim
https://vi.wikipedia.org/wiki/C%C6%B0%E1%BB%9Dng_gi%C3%A1p
https://vi.wikipedia.org/wiki/Thu%E1%BB%91c_ch%E1%BA%B9n_beta
https://vi.wikipedia.org/wiki/Thu%E1%BB%91c_ch%E1%BA%B9n_beta
https://vi.wikipedia.org/wiki/Ti%C3%AAm_t%C4%A9nh_m%E1%BA%A1ch
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duogc tac dung nang chi s huyét 4p cua fch khi dudng ndo phu thudc vao liéu
dung.

Téc dung nay cua fch khi dudng ndo do trong thanh phan c6: Bang sam
da dugc chang minh trén thuc nghiém khi tiém tinh mach cé tdc dung tang
cuong do co bop cua tim, tang luu Iwgng mau cho ndo, chan va noi tang;
Hoang ky c0 tac dung lam co mach va lam nhanh nhip tim thé; Xuyén khung
lam tang lwu lugng mau 1én ndo; Tinh dau Puong qui duoc chiang minh 1
lam huyét ap tang; Hong hoa 1am tang luu luong mau dinh dudng co tim va
lwu lugng mau dong mach vanh; Tran bi ¢6 tac dung hung phan tim, lam tang
huyét ap. Nhu vay, vai cac tac dung nhu trén chirng to rang, vién nang ich khi
duong ndo cé tac dung nang chi s6 huyét &p phu hop vai két qua thu duoc.

M3t khac, theo YHCT huyét &4p thap thuoc pham vi chitng Huyén vung
va chang Kién vong do cac nguyén nhan do khi hu, huyét hu, ty hu, nhung
trong d6 thé khi huyét ludng hu 1a thuong gap nhat. Khi cd thé sinh ra van
vat, boi bd va dinh dudng cho tat ca cac tang trong co thé, nhd d6 ma diéu
hoa dugc nhitng hoat dong co ning ciia cic co quan trong co thé. Su tuan
hoan cua khi huyét phai nho khi 1am dong luc, huyét khéng c6 khi thi nging
ma khong luu thong, khi khdng cé huyét thi khong c6 diém tia dé hoat dong.
Do d6, khi huyét phai dua vao nhau mai hoat dong duoc. Néu khi huyét
khong day du thi ndo khong dugc nudi dudng ma gay nén Huyén vung. Toan
phuong bai thudc cu thanh nén vién nang ich khi dudng ndo la bai B6 trung
ich khi voi Bang sam, Bach truat, Cam thao c6 tac dung kién ty, ty manh thi
tinh hau thién dugc b sung khéng ngirng ma sinh ra huyét dich nudi dudng
ndo két hop Pao nhan, Hong Hoa hanh khi hoat huyét, khi hanh thi huyét
hanh. Tran bi, Xuyén khung, Puong quy cé tac dung hanh huyét, 1y khi, dua
khi huyét di diing duong. Hoang Ky bé trung ich khi két hop véi Thang ma,

Sai ho thic day din thude di 1én trén tir d6 kéo theo khi huyét 1én nudi dudng
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ndo ma giam duoc huyén vung [19],[20]. Tac dung nay phu hop véi nhitng

tac dung cai nang chi sé huyét ap theo duoc Iy hién dai.
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KET LUAN

1. Vién nang cirng “ich khi dwdng ndo” co tac dung cai thién tri nhé trén
thwc nghiém.

Vién nang ctng “ich khi dudng ndo” liéu 1200 mg/kg/ngay va 2400
mg/kg/ngay cé tac dung phuc hoi tri nhé va hoc tap, ting kha ning phdi hop
van dong trén chudt nhat trang bi gay suy giam tri nhé bang scopolamin, cu
thé:

- Trén md hinh mé 16 nudc Morris: Ich khi dudng ndo lam giam thoi
gian va quang dudng tim thay chan dé, lam ting phan tram thoi gian boi cua
chuot trong 1/4 bé ¢6 chan dé (p < 0,01).

- Trén mé 16 nhiéu chir T: ich khi dudng ndo 1am giam thoi gian va quang
duong tim thay khoang dich, 1am giam sé lan quyét dinh sai (p < 0,05 va p < 0,01).

- Trén m6 hinh thanh quay Rotarod: Ich khi dudng ndo 1am ting thoi gian
chudt o trén tru quay (p < 0,01).

Téc dung cua Ich khi dudng néo liéu thip (trong duong liéu 1am sang)
va liéu cao (gap doi liéu 1am sang) 1a trong duong nhau va tuong duong voi
donepezil liéu 2,4mg/kg (p > 0,05).

2. Vién nang cieng “ich khi duwdng ndo” ¢é tac dung nang chi sé huyét ap
trén thuc nghiém

Vién nang cung “Ich khi dudng ndo” liéu 700mg/kg/ngay va
1400mg/kg/ngay c6 tac dung nang chi sé huyét &p trén chuot cbng trang bi
gay ha huyét ap bang Diltiazem hydrochloride, théng qua viéc lam ting ap luc

dong mach trung binh cta chudt (p < 0,05).
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KIEN NGHI

Trén co so két qua thu duoc tir nghién ciru Panh gia tac dung cai thién
tri nhé va nang chi s huyét ap cua Vién nang cting “ich khi dudng ndo” trén
thuc nghiém, chdng tdi kién nghi nhu sau:

- Nghién ctru doc tinh cip va doc tinh ban trudng dién cua vién nang
ctirng fch khi dudng ndo.

- Nghién ctru, danh gia tac dung cai thién tri nhé va nang chi sé huyét

ap cua vién nang cimg “Ich khi dudng ndo” trén 1am sang.
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ngosi & bude song UV 366nm (djch tih Hodng k),
Két qua: Trén sic ky @b cla dung dich thir phai c6 vét cing mau vé gi trj R v6i vét rén
sic ky' db cia céc dung dich déi chiéu, ‘.
2.5.2. Dinh tinh Bach trut (Phuong phip SKLM) '
2.5.2.1. Dung cu, thude thie:

- Ban méng Silica gel G trang sin cita Merck, hogt hoa & 105°C trong 30 phit.

- Dung dich ethanol 96%, 1-propanol, n-Butanol, acid acetic, ninhydrin (TT)
- Dung méi trién khai: 1-Propanol — n-butanol — acid acetic — nudre (3:1:1:1)
- Hién méau: Phun dung dich Ninhydrin 0,3% trong ethanol 96%, sdy, quan st & énh séng
thuémg.
2.5.2.2, Cdch thic :
- Dung dich doi chiéu: Liy 2g Bach trudt (miiu d6i chiéu), thém 30ml ethanol 96%, dun
héi luu cich thuy khodng 30 phit, ngudi, lpe. Dem ¢ dung djch trén 14y céin, hoa cén véi
2ml ethanol 96% durgc dung dich chim sic ky.
- Dung djch thir: Liy bt ché phim trong 20 vién, thém 50ml ethanol 96%, dun hdi luu
céch thuy khodng 30 philt, ngudi, loc. Pem cd dung dich trén ldy cin, hoa cin véi 2ml
ethanol 96% duge dung dich chim séc ky.
- Cdch tién hanh: Chim riéng biét 1én ban mong khodng 151 -20ul mdi dung dich thir vi
dung dich d6i chiéu. ménkhusukyankmamgmammm-lmﬁym_;___‘jj"
ra, 0é kho bin méng & nhiét d9 phong rbi phun thubc thir hign mau, sy & 1000 cmgs

phit, quan sét vét & dnh séng thutmg.




2.3.3.2. Céch thik ;

- Dung dich thie: Liy bt ché phim trong 15 vién, thém 70ml nuée, dun si chodn,
pmaéuguognw.chuyénmm.mmmmsomdhylmiﬁﬂ

16p dung moi, ¢6 can trén céch thiy. H&ae&nvoiz:nlethmrmmma@g
séc ky. |

Tﬁénuuisécwdénwdmsmoididuoc l&IZcmlﬁybdnmmms.@"
¢ nhiét o phong rdi phun thude thir hién mau, sy & 100C trong 5 phit, quan sét céc vét &
anh séng thudng,

sdc ky dd cia dung dich déi chidy.

2.5.4. Dinh tinh Xuyén khung (Phuong phip SKLM)

2.5.4.1. Dung cu, thudc thi:
-Banméngsme.gelom;ineuammk.huthaaws'cm~
- Toluen, ethyl acetat, acid formic, cloroform, amoniac, ethanol 96%
- Dung m#i trién Khai: Toluen — ethyl acetat ~ acid formic (9:4:1)
- Hi¢n méu: Dung dich acid sulfuric 10% trong cn 96%, soi &

o
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Trién khai sic ky dén khi dung moi di duge 10-12em, ldy bin mong ra, dé khd ,
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duéi dén tir ngogi & budc séng UV 366nm.
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siic ky db cia dung dich dbi chiu.

2.5.5. Dinh tink Dja long (Phuong phip SKLM) A

2.5.5.1. Dung cu, thude this:
- Bin mong Silica gel G tring siin ciia Merck, hoat héa & 105°C trong 30 phit. .é
- Dung dich ethanol 96%, toluen, methanol, acid sulfuric (TT) o

- Dung méi trién khai: Toluen - methanol (95:5)

- Hién mau: Phun dung dich acid sulfuric 10% trong ethanol 96%, sy, soi UV366 nm
2.5.5.2 Cdch thir :

- Dung djch d6i chiéu: Lay 2g Dia long (mAu d6i chiéu), thém 30ml cloroform, ngim I‘1
khodng 2 gid, thinh thoang lic, loc. Dem ¢6 dung dich trén Iy cin, hoa cén véi 2ml ethanol
96% dugc dung dich chim sic ky.

- Dung dich thir: Liy bot ché phém trong 20 vién, thém 30ml cloroform, nghm khodng 2
gio, thinh thodng lic, loc. Dem ¢ dung dich trén 1y cén, hoa cin véi 2ml ethanol 96%
duge dung dich chém siic ky.
- Cdch tién hanh: Chim riéng biét 1én ban méng khodng 15ul -20u1 mbi dung dich th
dung dich dbi chiéu. Trién khai sic ky dén khi dung mai di dwge 10-12cm,
6




May siéu dm ~
B sinh han

Nbi cach thiy

Cin phén tich d§ chinh xdc dén 0,1mg

Céc c6 md dung tich 100mi

Binh dinh mirc dung tich 50ml, 100ml, 20ml,...
Binh nén niit mai dung tich 100ml

Pipet chinh xac dung tich 1,0ml; 2,0ml; 5,0ml...
Lo dyng miu thé tich 2ml

Ming loc méu kich thude 13 loc 0,45um.
2.6.2.Hoa chiit va thude thic

Acetonitril (CH5CN) logi ding cho se ky
Nurée tinh khiét (H20) loai diing cho sic ky
Acid phosphoric (H3POs) PA >84% (kI/kl)
Methanol PA

Dung dich Methanol 70%

Tron déu 700ml Methanol (6.4) véi 300ml nude tinh khiét.

: o . VL. e
Sl ‘:.:.*l—"f RPN
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dung dich Methanol 70%,Iic déu mmmmﬁ < ning do

2.6.3. Chuiin bj miu

] 2.6.3.1.Chudn bf dung dich chudn O ;.
Hiit chinh xdc 1,0ml dung dich chudn gdc Acid ferulic ndng d9 500ug/ml vdo binh djnh
mirc 25ml, b5 sung vira di thé tich bing dung dich Methanol 70%lic déu dugc dung dich ;
chufin ¢6 ndng dp 20ug/ml. Loc qua ming loc 0,45um. )
2.6.3.2.Chuan bj mdu thir: )
Liy 10 vién, xéo dinh khdi lirgng trung binh bot cbm trong vién, tron déu ddng nhit miu.
Cén chinh x4c lugng ché phim twong émg véi 1mg acid ferulic vao binh djnh mire !
manknoangsomldmgd;chMahml7msxwmsophm,aangm.bbmgm
thé tich biing dung dich Methanol 70%, lic déu. Loc qua mang loc 0,45um.
2.6.4. Tién hanh thic nghigm
2.6.4.1. Diéu kign séc ky
Cot sic ky pha ddo C18 (250 x 4.6 mm; 5.0um).
Pha djng: Pha ddng A : Pha dong B (83 : 17) (C6 thé thay a3 ti 1¢ néu cin thiét)
Tée 49 dong: 1,3 ml/min
Thé tich tiém: 10yl
Bude séng phat hién: 321 nm.
2642 Trink tie tiém méu
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M: Khdi lugng trung binh vién (g). L
2.7. Giéi han ohiém khuin: 1
2.7.1. Chuiin bj méu: -
- Dung dich pha loéing tao huyén phis ban diu : % \
+ Nude mudi pepton (PBS); A ;“
Casein thily phén bing Enzyme  1,0g
Natri clorua 85¢g ! 5!
Nude 1000m! \ :
diéu chinh pH sao cho pH sau khir triing 14 7,0 £0,2,
* Dung dich d¢m pepton (PBW, ding tiing sinh so b§ cho chi tiéu Salmonella,):
MG dv thiy phin bing Enzyme  10,0g
Natri clorua 50¢g
Na;HPOq. 12H:0 90g
KHaPO4 15g
Nude 1000m!

didu chinh pH sao cho pH sau khir tring 13 7,0 40,2



Rmdlmmmmmm~we !
hoa tan true tiép vito 225 ml dung dich mude mwwo :
duge dung dich ché phim 6 dich pha loding 10", Thyc hign tiép theo TCVN 10780-
2.7.2. Téng 56 vi sinh mm«mmmmmmols
2.7.3. Ting 58 nim men, ném méc: Thit theo TCVN 8275-3:2010
2.7.4. E. coli: Thir theo TCVN 6846:2007
2.7.5. 8. aureus: Thir theo TCVN 4830-1:2005
2.7.6. Salmonella spp: Thir theo TCVN 4829:2005 (TCVN 10780-1:2017)
3. PONG GOI - GHI NHAN - BAO QUAN
- Ddng gdi; Ché phim déng trong lo, m&i lp 60 vién,
- Ghi nhan: Nhiin rd ring, ding quy ché .
- Bio qudn: Bio quén noi kho ro, thodng mit.
- Han ding: 24 thing ké tir ngay sin xudt.
Ha Ngi, ngdy 4 thing € nam 2020,

|
[
|




TAI LIEU THAM KHAO

Bd mon Sinh ly — Trudng Pai hoc Y Ha Ni (2004), “Sinh ly tuan

5 hoan déng mach”, Sinh 1y hoc tap 1, NXB y hoc, tr.192-202

[2] | Pham Thi Minh Pic (2007), “Sinh Iy tuan hoan”, Sinh 1y hoc, NXB
y hoc, tr.138-141

[3] | Pham Gia Khai (dich) (1999), “Céac thay déi huyét ap va hgi chiing
soc”, Harrison, NXB y hoc tap I, tr.271-277

[4] | Nguyén Pha Khang (2001), “Bénh huyét &p thap”, Lam sang tim
mach, NXB y hoc, tr.143-145

[5] | B& mén mién dich — sinh ly bénh Trwong Pai hoc y Ha Noi
(2008), “Sinh 1y bénh tugn hoan”, Sinh 1y bénh, NXB y hoc, tr.367-
369.

[6] | Kapoor M.D Wishwa N (1992), “Hypotension and syncope”, Heart
diease 14th, W.B Saunders Company, tr. 35-39

[7] | Pao Phong Tan (1994), “ Luu huyét ndo trong bénh huyét ap thap”,
Y hoc thyc hanh, sé 307, tr. 8-11

[8] | Héi tim mach hoc Viét Nam (2008), “Khuyén céo 2008 vé cac bénh
ly tim mgach va chuyén héa”, Thanh phdé H6 Chi Minh, tr. 238-240.

[9] | Pasant-U, Warkentin-S va Gustafson-L (1997), “ Orthotatic
hypotension and low bleed pressure in organic dementia: a study of
prevalence and realated clinical characterics”, Int-j-geratr-
Psychiatry, 12(3), tr.395-403.

[10] | Piordda-A, Saggese-D, Giausa-G va cac cong sw (1997), “the role
hypotension in the pathogenesis of sudden hearing loss”, Audiology,
36(2), tr 98-108.

[11] | Tran Thay (2006), “ Chuyén dé ngi khoa y hoc cé truyén”, NXB y

hoc, tr.151-155, tr.471-474.




[12]

Khoa y hoc cé truyén - Trudng Pai hoc Y Ha Ni (2012), “ Bénh
hoc ngi khoa y hoc ¢é truyén”, NXB y hoc, tr. 35-39.

[13]

Nguyén Thi Ngoec Thay (2010), “Khdo sat phan logi huyét ap thdp
theo cac thé cua Y hoc cé truyén trén 1am sang”, Khoa luan tot
nghiép Bac si chuyén khoa y hoc co truyén, Truong Pai hoc Y Ha
NOI.

[14]

Phan Thanh Hai (2015), “Pdnh gid tic dung cua bai thusc Hdu
Thién bat vi phwong trong diéu tri bénh nhan huyét ap thdp thi
phat”, Luan van Thac siy hoc, Truong Pai hoc Y Ha Noi

[15]

Tran Thi Quyén (2014), “Nghién cizu déc tinh va hiéu qud dieu tri
huyét ap thir phat cia vién hoan Théing dp dwéng ndo”, Luan vin Bac

si chuyén khoa II, Truong Dai hoc Y Ha Noi.

[16]

Lé Vin Tuin (2014), “Pdc diém dich té hoc sa st tri tué ¢ nguoi
cao tuooit tgi hai quan huyén Ha Ngi”, Luan an Tién si, Vién Vé sinh

dich t& Trung wong.

[17]

Tran Thé Linh (2016), “Nghién citu tac dung cdi thién tri nhé cua
vién nang Hogt huyét an ndo trén thxc nghiém va 1am sang”, Luan

van Thac si'Y hoc, Truong Dai hoc Y Ha Noi.

[18]

Busby.WJ, Campbell. AJ va Roberton.MC (1996), “low blood
pressure is not an independent determinant of survival in an elderly
population”, Ae-Ageing, 25(6), tr. 49-52.

[19]

AR RSB, 11 07 7 F (1964
(Hoc vién Trung y Nam Kinh. Trung y phuong té hoc giang nghia
1964)

[20]

R FEFERE, HE U 1975.
(Hoc vién Trung y Bac Kinh, Trung y bao ché giang nghia 1975)

[21]

Phi Thi Ngoc (2009), “Nghién cizu tac dung diéu tri huyet ap thap

cua bai thude Nhdn sam dwéng vinh thang”, Luan vian Bac si chuyén




khoa II, Truong Pai hoc Y Théi Binh.

[22]

Ha Vin Dién (2010), “Pdnh gid tic dung tang huyét ap trong bénh
huyét ap thap cua vién Hong mach khang trén 1am sang”, Lun vin

bac si chuyén khoa II, Truong Pai hoc Y Ha Noi.

[23]

Pham Thing (2010). Bénh Alzheimer va cac thé sa sut tri tué khac,
Nha xuét ban Y hoc, Ha Noi

[24]

Qiu-C, Fratiglioni-L, Winblad-B va cac cong sw (2003), “ The age-
dependent relation of blood pressure to congnitive function and

dementia”’, The Lancet Neurology, Volum 4, Isure 8, tr.487-499.

[25]

Pd Tat Loi (2004), “ Nhing cay thudc va vi thusc Viét Nam”, NXB
y hoc, tr. 391-392, 715, 783 -786, 811- 813, 863-867, 872-875, 877-
881, 887-889.

[26]

Bo Y té (2018), “Duoc dién Viét Nam V?, NXB y ho, tr. 1036, 1066,
267, 2068.

[27]

Hai Thwong Y Tong Tam Linh (2012), “Hiéu phong tan phuong”,
NXB y hoc, tr. 393 — 394.

[28]

Hai Thwong Lan Ong (1995), Y trung quan niém va huyén tan phat
vi”, NXB y hoc, tr.41.

[29]

BritiE, BB (1996), HEFEESEAHE, THER G
Ik, H+8E.

(Tran Quy Dinh, Duong Tu Chu (1996), Tap chi Trung Tay y két
hop, vién nang ting ap diéu tri huyét &p thap, quyén tha 10).

[30]

Bd Y té (2009), “L&o khoa Y hoc cé truyén”, Nha xuat ban gido duc
Viét Nam, tr.212 — 240.

[31]

Bd Y té (2010), “Phwong phdp ché bién dam bdo chdt heong doi voi
85 vj thuoc dong y”’, NXB y hoc, Ha Noi

[32]

Pham Xuan Sinh (2006), “Phwong phdp ché bién thuéc y hoc co
truyén”, NXB y hoc, Ha Noi.




[33]

T6 chiec Y té thé gigi (2000), General Guidelines of Methodocogies
on Research and Evaluation of Tranditional Medicine. Geneva, 28-
31.

[34]

Litchfield JT Jr, Wilcoxon F (1949). A simplified method of
evaluating close-efect experiment. J.pharmacol Exp, Ther, 96(2), 99-
113.

[35]

Tran Hoang Phi Yén, Duwong Phwéc An va Tran Lé Tuyét Chau
(2012), “Khao sat mo hinh gay suy giam tri nho do trimethyllin trén
chugt nhdt trang”, Tap chi Dugc hoc, 431, 41-45.

[36]

Guo — Z, Viitamen — M, Winblad — B (1997), Clinical correalates of
low blood presure in old people, I Am Geriatr Soc, 45(6), 701 — 705

[37]

Bo mén Y hoc dan tde Truong Pai hoc Y Ha ndi, Vién Y hoc co
truyén Viét Nam (1996), Chdan dodn theo phwong phdp y hoC cé
truyén, Nha xuat ban Y hoc, Ha Noi, 50 — 53.

[38]

Prencipe M, Ferretti C, Casini AR, Lattanzio MT, Fiorelli M,
Culasso F (1996), "Prevalence of dementia in an elderly rural
population: effects of age, sex, and education", J Neurol Neurosurg
Psychiatry, 60 (6), pp: 628-33. 183.

[39]

Launer LJ, Ott A, Jama JW, et al (1997), "Histamine H2 blocking
drugs and the risk of Alzheimer’s disease: the Rotterdam Study",
Neurobiol Aging, 18, pp. 257-159.

[40]

Ferri CP, Brayne C, Prince M, et al (2005), "Global prevalence of
dementia: a Delphi consensus study", Lancet, 366, pp. 2112-2117.

[41]

Zhang MY, Katzman R, Salmon D, Jin H, Cai GJ, Wang ZY, Qu
GY, Grant I, Yu E, Levy P, et al (1990), "The prevalence of
dementia and Alzheimer's disease in Shanghai, China: impact of age,
gender, and education”, Ann Neurol, 27 (4), pp: 428-37.

[42]

L. L. Cheng, X. N. Chen, Y. Wang et al (2011). Z-ligustilide




isolated from Radix Angelicae sinensis ameliorates the memory
impairment induced by scopolamine in mice. Fitoterapia, 82(7),
1128-1132.

[43]

B. Lee, I. Shim, H. Lee et al (2011). Rehmannia glutinosa
ameliorates scopolamine-induced learning and memory impairment
in rat. J Microbiol Biotechnol, 21(8), 874-883 .

[44]

Nguyén Thi Minh Tam, Nguyén Nhwoc Kim, Nguyén Trong
Minh (2004), “Nghién ctru tac dung diéu tri huyét ap thap cua tra tan
Sinh mach Bao Nguyén”, Théng tin y dwoc, s6 3/2004, tr.27-29.

[45]

Ngod Trong Kim, Lé Van Thanh (2003), “Nghién ctru tac dung cua
bai thuéc Sinh mach tan gia giam trong diéu tri huyét ap thap”, Tap
chi'y hoc quan s, s6 6/2004, tr.45-47.

[46]

Ngd Quyét Chién, L& Hiru Thuyén (2009), “Nghién ctru tdc dung
diéu tri huyét 4p thap cua vién Thiang ap TA”, Tap chi sinh Iy hoc
Viét Nam, tap 13, s6 1, tr.3-8.

[47]

Ha Vin Dién (2010), “Panh gi4 tac dung ting huyét ap trong bénh
huyét ap thip cua vién Hong mach khang trén 1am sang”, Ludn vin

bdc st chuyén khoa II, Truong Pai hoc Y Ha Noi.

[48]

Tran Thi Dung (2011), “Panh gia tac dung diéu tri huyét ap thap cua
bai thudc Hoang ky bo huyét thang”.

[49]

Tran Hoang Phi Yén, Dwong Phuéc An va Tran Lé Tuyét Chau
(2012). Khao sat md hinh gay suy giam tri nhéd do trimethyllin trén
chuét nhat trang. Tap chi Duoc hoc, 431, 41-45.

[50]

Tran Hoang Phi Yén, Duwong Phuéc An, Nguyén Ngoc Khoi va
cong sw (2012). Tac dung khang cholinesterase cua Actiso, Tra xanh
va Huong nhu tia lién quan dén kha ning chdng suy giam tri nhg trén

chuét nhat trang. Tap chi diwroc hoc, 437, 10-13.

[51]

Pang Hoang Quyén, Tran Phi Hoang Yén, V& Thi Xuyén et al




(2014). Khao sat kha ning cai thién tri nhé caa cao chiét sinh tir khoi
Cordyceps spp. trén chudt nhat, Tap chi sinh hoc, 36(1), 203-208

[52]

Morgan, D; Buccafusco, JJ (2009), Water Maze Tasks in Mice:

Special Reference to Alzheimer's Transgenic Mice.

[53]

Maei HR, Zaslavsky K, Teixeira CM, Frankland PW (2009),What
iIs the Most Sensitive Measure of Water Maze Probe Test

Performance?. Front Integr Neurosci 3: 4.

[54]

Crusio, Wim (1999), Methodological considerations for testing
learning in mice. In Crusio, W.E.; Gerlai, R.T.Handbook of
molecular-genetic techniques for brain and behavior research (1st
ed.). Amsterdam: Elsevier. 638-651.

[55]

Soheil Keihan Falsafi et al. (2012), Scopolamine administration
modulates muscarinic, nicotinic and NMDA receptor system, PLoS
One, 7(2): 1-12.

[56]

A. Ma and H.Guo (1998). Effect of Radix Achyranthis bidentatae on
memory and endurance. Zhong Yao Cai, 21(12), 6240626.

[57]

Y. Wang, Y. Xu, Y. Pan et al (2013), Radix Achyranthis Bidentatae
improves learning and memory capabilities in ovariectomized rats.
Neutral Regen Res, 8(18), 1644-1654.

[58]

Y. J. Yun. B. Lee, D.H. Hahm et al (2007). Neuroprotective effect
of Palmul-Chongmyeong-tang on ischemia-induced learning and
memory deficits in the rat. Biol Pharm Bull, 30(2), 337-342.

[59]

Z. Lin, Y. Yan, D. Zhu et al (2005). Protective effects of FBD—an
experimental Chinese traditional medicinal formula on memory
dysfunction in mice induced by cerebral ischemia-reperfusion. J.
Ethnopharmacol, 97(3), 477-483.

[60]

Yu He, H. W.,,, Yueguang Du, Xiaodong Bie, Tao Zhao, Wei Fu,

Panke Xing Protective effect of Danhong injection on cerebral



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2659169
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2659169
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2659169
https://en.wikipedia.org/wiki/Wim_Crusio
https://en.wikipedia.org/wiki/Robert_Gerlai

iIschemia—reperfusion injury in rats. Journal of Ethnopharmacology
Volume 144(lIssue 2): Pages 387—-394.







