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LOI CAM ON

Trong sudt qua trinh thuc hién luan van nay, t6i dd nhan duoc rat nhiéu su
quan tdm, giup d& va dong vién quy bau tir cac thay co, cac ddng nghiép, gia dinh
va ban bé. Bang tat ca sy kinh trong va tinh cam chan thanh nhat, t6i xin bay to long
biét on toi PGS.TS Pau Xuan Canh, giam dé¢ Hoc vién Y duoc hoc C6 truyén Viét
Nam, 12 ngudi thay di hét 1ong quan tAm gitp d3, tan tinh chi bao, truc tiép huéng
dan toi tir nhitng ngay dau lam luan vin.

Xin gri 161 cam on sau sic t6i PGS.TS Nguyén Hoang Ngan cuing toan thé
c4c thay co, dong nghiép va cac anh chi k¥ thuat vién Bo mon Dugc ly thuoc Hoc
vién Quan Y di ludn gan giii, dong vién, giup d& va tao diéu kién tét nhat cho toi
trong qua trinh hoc tap, nghién ctru tai bo mon.

T6i cling xin trdn trong cam on Ban Gidm hiéu, Phong Quan ly Pao tao Sau
dai hoc - Hoc vién Y duoc hoc Co truyén Viét Nam da gitp d& va tao diéu kién
thuan lgi cho tdi trong sudt qua trinh hoc tap va thuc hién luan van.

Cudi cuing, t6i xin bay to 10ng biét on chan thanh nhat téi bd me t6i, gia dinh,
ban bé va nguoi than cua téi, nhiing ngudi da ludn bén canh dong vién, ung ho, gilp
d& cho t6i, sat canh bén t6i vuot qua khé khin trong sudt thoi gian hoc tap, nghién
Cliu ciing nhu trong cudc song.

T6i xin chan thanh cam on!

Ha Noi, ngay 30 thang 09 nam 2020

Hoc vién

Nguyén Hai Phuong



LOI CAM POAN

T6i Nguyén Hai Phuong, 1a hoc vién cao hoc khéa 11 Hoc vién Y duoc hoc Co
truyén Viét Nam, chuy@n nganh Y hoc C6 truyén, xin cam doan:
1. Pay la luan vin do ban than toi truc tiép thuc hién dudi sy huéng din cua
PGS.TS bau Xuan Canh
2. Cong trinh nay khong tring lap véi bat ky nghién ciru nao khac di duoc cong b
tai Viét Nam.
3. Céc sb liéu va thong tin trong nghién ciru 1a hoan toan chinh xéc, trung thuc va
khéach quan.
T6i xin hoan toan chiu trach nhiém vé nhirng cam két nay.

Ha Noi, ngay 30 thang 09 nam 2020

Tac gia

Nguyén Hai Phuong
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PAT VAN DPE

Nam trong nhém bénh ly thoai héa than kinh, sa stt tri tué (SSTT) n6i chung
va bénh Alzheimer néi riéng hién nay 1a mbi quan tdm hang dau caa nhirng nha lao
khoa trén toan thé gisi. O ngudoi cao tudi, SSTT gay suy giam tri nhé va nhiéu linh
vuc nhan thicc khac, kém theo nhitng rdi loan vé hanh vi, khéng nhitng anh huong
nghiém trong dén sinh hoat hang ngay va chit luong séng cua bénh nhan ma con
anh hudng dén gia dinh va toan xa hoi.[1]

Suy giam tri nhé gay anh huéng 16n dén hiéu qua va chat luong cong viéc do
giam kha nang tu duy, tap trung va xur ly cong viéc kém. Ching hay quén thuong
dan dén nhiéu sai sot khong dang c6, tham chi c¢6 thé gay anh huong nghiém trong
dén tinh mang va tai san. Bénh dién tién xau dan va nguoi bénh s& mat cac kha ning
tu duy cling nhu tu chim séc ca nhan va cudi cing dan dén tir vong.

SSTT ¢6 thé gip trong nhiéu bénh canh khac nhau, trong d6 nguyén nhan
pho bién nhat 1a bénh Alzheimer, chiém 60% - 80% tong s6 bénh nhan SSTT.[2] Ca
bénh Alzheimer dau tién dugc md ta vao nam 1906.[3] Tir d6 dén nay, sé lugng ca
bénh Alzheimer dugc bao cdo ngay cang gia tang. Trung binh ctr sau khoang 5 nam
ty 16 SSTT lai ting gap d6i trong quan thé ngudi tir 60 tudi tro 18n.[4] Trén thé gioi
c6 khoang 47,5 triéu ngudi mac SSTT va ¢6 7,7 triéu ca mac méi mdi nim. Du bao
dén nam 2030 sb bénh nhan SSTT Ién t&i 75,6 triéu va con s6 ndy sé ting 1én gap 3
vao nam 2050 tuc khoang 135,5 tri¢u nguoi.[5]

Hau hét nghién ciru vé ty 18 hién mac SSTT Iy méc tudi tir 50 tro Ién, tuy
nhién mot nghién ciu 16n tai cong dong vé SSTT & ngudi tré (Harvey va cs. 2003)
goi y rang ty 1& hién mic SSTT ting theo sé mil va dang ngay cang tré hoa, bat dau
tir do tudi 30.[1],[6]

Cho dén nay, su phat trién cua Y hoc hién dai vin chua thé tim ra nguyén
nhan chinh xac ciing nhu phwong phap diéu tri hoan toan cho cian bénh nay, céc loai
thudc chi 6 tac dung 1am cham qua trinh tién trién caa bénh va hiéu qua cang cao
khi bénh dugc diéu tri cang sém, gilp cho chit lugng cudc séng cua bénh nhan

duoc cai thién hon.[1]



Theo gia thuyét Cholinergic, viéc phét sinh bénh Alzheimer c6 lién quan dén
su thiéu hut chat din truyén than kinh Acetylcholin(ACh) trong no ti gan 90%.
Acetylcholinesterase(AChE) Ia mot enzym cé churc nang lam ngung lai hoat dong
cua chat dan truyén than kinh ACh tai cac synap than kinh cholinergic. O céc bénh
nhan Alzheimer c6 sy suy giam néng d6 ACh dang ké. Do d6, céc thudc wc ché
AChE nham duy tri ndong do ACh déng vai trd quan trong trong viéc ngin chin sy
tién trién bénh Alzheimer néi riéng va hoi ching SSTT ndi chung.[7] Hién nay, day
van 1a nhém thube dau tay trong diéu tri cho cac bénh nhan SSTT ¢ mirc do vira va
nhe. Rat nhidu céc chéat thuoc nhém nay c6 ngudn gbc tir céc loai thuc vat
(Galantamine,...)[1],[8], diéu nay chitng minh thao duoc la ngudn chét liéu nghién
ctiu hitu ich dé tim ra cac chat wc ché AChE. Trong nhitng nim gan day, nghién cau
sang loc cay thudc, bai thudc y hoc cb truyén, hay mot sé hop chat thién nhién theo
huéng e ché AChE ciing da va dang dugc nhiéu nha khoa hoc tiép can.

Minh Nio Vintong dwgc xay dung dua trén bai thuéc kinh nghiém cua
PGS.TS Pau Xuan Canh, trong qua trinh diéu tri bénh nhan véi vai trd hd tro diéu
tri chitng mat nga va thiéu ning tudn hoadn nfo bai thudc da cho thdy nhing tac
dung nhat dinh. Bai thuéc gdm c6 céc vi thude quy nhu: Pong triung ha thao, Vién
chi, Y di, Xa tién, Pinh lang, Nhan sam, Ha thi 6, Xuyén khung, Tam that. Mot s6
vi thudc trong bai thudc nay di duoc nghién ctu don 1é hodc phéi ngii thanh nhitng
bai thudc cd tac dung diéu tri d6i vai cac chiing SSTT, trong dé ¢6 rat nhiéu nghién
ctru dd di theo huéng Gc ché AChE cho thay két qua kha quan.[2],[9],[10],[11]...
Véi thuc té néu trén, dé lam rd hon tac dung thuc sy cua bai thudc ching téi tién
hanh thuc hién dé tai “Nghién ciu tac dung e ché enzym acetylcholinesterase
va tac dung ting cwong kha ning hoc tap va ghi nhé caa bai thuéc Minh Nao
Vintong trén thuc nghiém” vai 2 muc tiéu:

1. Pdnh gid dwoc tac dung itc ché enzym Acetylcholinesterase in vitro cuia bai

thuéc Minh N&o Vintong
2. Panh gia duoc tac dung tang cuong kha nang hoc tdp va ghi nhg cua bai
thude trén mé hinh mé cung meéc (Morris water maze) va trén md hinh mé

16 nhiéu chiz T (Multiple T maze) cua bai thusc Minh N&o Vintong



CHUONG 1: TONG QUAN TAI LIEU

1.1.  H@i chérng sa sut tri tué theo y hoc hién dai
1.1.1. Khai niém sa sat tri tug

Sa sut tri tué (Dementia) 1a mot hoi chirng do nhiéu nguy@n nhan gay nén, gay suy
giam nhiéu kha ning nhén thic, tri nhé, gay can tré hoat dong hang ngay, cong viéc va
quan hé x& hoi. Chan doan SSTT dua vao hoi bénh (thudng duoc cung cap bai ngudi
chim soc hon 13 bénh nhan), khdm thuc thé va danh gi tinh trang tdm than.[1]

Sa st tri tué 13 bénh rat thuong gip ¢ ngudi cao tudi. Khoang 6-10% ngudi trén
60 tudi mic SSTT. Ti 1& mic méi cua SSTT ciing ting nhanh, tir 0,2-0,5% & tudi 60,
tang 1én 4-11% & tudi 85.[12]

Theo s6 lidu thong ké ctia The World Alzheimer Report 2015, nam 2015 ¢6
khoang 46,8 triéu nguoi bi SSTT, trong d6 khoang 60% la bénh Alzheimer va cu
sau mdi 20 nam, sé nguoi mac SSTT lai ting 1én gap ddi. S6 ca bénh mic mai trung
binh la 3 ca/ 1 gidy.[13]

O ngudi cao tudi, qua trinh 3o hoa xuét hién, sy 130 hoa ctia hé than kinh s& dan toi
bién doi cac chirc nang than kinh, tim 1y tAm than — nhat 14 sy suy giam nhan thirc.

Suy giam nhan thirc nhe 1a nhém bénh co thé phat trién thanh SSTT do mét sb
nguyén nhan nhu bénh Alzheimer, bénh mach mau, hodc cling cé thé chi l1a qua
trinh 130 hoa n&o. Tir suy giam nhan thirc phat trién thanh sa sut tri tu¢ nhanh hay
cham la tuy thudc vao tac nhan gay bénh.

Tir gitra nhitng nim 1930 dén nhitng nam 1950, mot sd bac si tim than ngudi
My do David Rothschild dimg dau da dbi pho vai thach thirc ciia bénh SSTT tai cac
bénh vién nha nudc béng cach coi SSTT 1a mot van dé tam Iy xa hoi hon 1a mot
bénh ndo.[14],[15] Rothschild va nhitng ngudi theo ong lap luan rang viée quan sat
cac mbi trong quan khong nhét quan giira cac biéu hién 1am sang cta chimg SSTT
va cac phat hién bénh 1y t6t nhat cé thé duoc giai thich bang kha niang bu dip ton
thuong ndo khic nhau cia moi nguoi. Nhin theo cach ndy, chimg SSTT do tudi tac
khong chi 1a két qua don gian va khong thé tranh khéi cia mot by ndo dang suy

thoai do 140 hoa va/hoic bénh tat. Do 1a su twong tac giira ndo b va bdi canh tam 1y



xa hoi ma nguoi gia dang &. P61 voi cac bac si tdm than ngudi My theo dinh hudng

tam dong hoc, cach tiép can nay 1a mot 1y thuyét théa man hon vé chimg SSTT vi

n6 giai thich su bién thién thudng thay gitta mirc do bénh 1y ndo duoc tim thay khi

kham nghi¢m tir thi va miac do0 SSTT da dugc quan sat trén 1am sang, va nd cung

cap co s6 logic dé thir can thiép tri liéu va chién lugc phong ngira.[15]

1.1.2. Biéu hién 1am sang caa sa sat tri tug

Bao gid ciing c6 rdi loan nhan thic va giam hoat dong chie ning
Thudng ¢6 giam thi giac khong gian va réi loan hanh vi

C4c triéu chung dic hiéu thay doi theo thé bénh SSTT

Giam tri nhg:

Giam kha nang hoc va luu gitt thdng tin mai

Giam kha nang 14y lai thdng tin (khéng thé nhé tén, nhé danh sach tir)
Giam nhé su kién ca nhan

Tri nhé khai bdo (ngir nghia) bi nang hon tri nhé tha tuc

Giam ngon nge:

Khéng nhd duoc danh sach tir (dac biét trong bénh Alzheimer)

Kho khan khi tim tir (dinh danh)

Giam noi luu loat tir

Khéng noi dugc nhitng cau phuc tap

Kha niang hiéu khi nghe ngudi khac néi con tuong d6i tot (co thé hiéu duoc
nhitng huéng dan)

Gidam thg giac khoéng gian:

Giam nhan biét hinh anh (khdng nhan ra khudn mit ngudi quen)
Giam kha nang dinh hudng khong gian (lac ¢ nhitng noi quen thudc, khéng vé
duoc céc hinh theo khong gian 3 chiéu)

Giam chire ning diéu hanh:

Giam kha nang 1én ké hoach, du doan, lién h¢, triru tugng hoa

Giam tiép nhan va xtr ly nhiéu thong tin dé dwa ra quyét dinh



- Giam chic ning diéu hanh thuong 12 biéu hién dau tién dwoc ghi nhan &
nhitng ngudi théng minh, c6 hoc van cao
- Giam rd chtrc niang diéu hanh thuong thay trong SSTT thily tran — thai duong
truéc khi xuat hién suy giam tri nhé
e Giam hogt dong chirc nang:
- Thuong bat dau bang cac hoat dong hang ngay cé si dung cong cu, dung cu
(quan ly chi tiéu, I1ai xe, mua béan, 1am viéc, st dung thuéc...)
- Giai doan muon cé giam cac hoat dong co ban hang ngay (dn, mic quan o, di
vé sinh...)
- Tan suét va kiéu biéu hién giam hoat dong chtrc ning thay doi tly ting cé
nhan va thé bénh
- Luu y: trong giai doan dau cua SSTT ¢6 thé khong co su twong quan rd giira
giam hoat dong hang ngay va suy giam nhan thuc trén cac trac nghiém
e CA4c réi logn vé hanh vi:
- Hau nhu bao gio ciing gip va thuong 13 muc tiéu chinh cua diéu tri
- Thay d6i nhan cach xuat hién sém:
+ Thu dong (tho o, cach ly xa hoi)
+ Mat kiém ché (n6i niang lung tung...)
+ Tu cho minh 14 trung tdm (tinh tré con, thiéu su dai luong)
+ Kich dong, rat thuong gap va thuong nang Ién khi bénh tién trién: kich
dong vé 101 noi, hanh dong, di lang thang...
- Tram cam: dic biét trong bénh Alzheimer va SSTT do mach mau
- Biéu hién tm than:
+ Hoang tuang (mat trom, khdng chung thuy...)
+ R6i loan tiép nhan: thuong la 4o giac thi giac, hay gap ¢ SSTT thé Lewy
- R&i loan giac ngii: mat nga, réi loan chu ky thic — ngi. Mat ngu, di lang thang

va kich dong la nhirng ly do chinh lam kiét strc ngudi cham s6c.[12]

1.1.3. Nguyén nhan gay sa sut ti tué

C6 nhiéu nguyén nhan dan d¢én SSTT nhu:



Bénh Alzheimer va SSTT thé Lewy: 1a nguyén nhan phd bién nhat, chiém
khoang 50-75%, bénh gay mat tri nhd, rdi loan dinh huéng khong gian, thoi
gian, mat kha nang tu duy, 1ap luan, mét ngén ngit va giam cha y
SSTT do tén thuong mach mau ndo, chiém khoang 15-20%: sau tai bién mach
n&o, nhiéu t6 chac ndo bi ton thuwong gy rdi loan hoat dong nhan thirc dan tai sa
sut tri tué
SSTT do ruou
SSTT do teo thily tran - thai dwong: hay gap hon & ngudi dudi 65 tudi
SSTT do HIV: 1a thé SSTT thuong gap nhat ¢ ngudi <55 tudi

Céac nguyén nhan it gap hon:
SSTT do thodi hda tién phéat: SSTT thé Lewy lan toa, SSTT thly tran — thai
duong (bénh Pick, bénh Huntington...)
Cac bénh than kinh phdi hop véi SSTT: trong bénh Parkinson, u ndo, chan
thuong so ndo, tu mau dudi mang cang, bénh mat myelin
Cac nguyén nhan nhiém tring: giang mai than kinh, bénh Lyme, SSTT sau viém
n&o, nhiém trung co hoi hodc ap-xe nédo
Cac nguyén nhan noi khoa: bénh tuyén giap va thuong than, thiéu vitamin
(thiamin, niacin, b12), bénh chuyén héa hoic do ding thudc (an than, thudc ngi,
khang cholinergic...)...[12]

Mic du con c6 su khac nhau vé cac tha thuat chinh xac dé xac dinh can
nguyén cua suy giam nhan thac hoac SSTT, viéc danh gia suy giam nhan thic doi
hoi phai khai thac bénh sit mot cach ti mi, kham thuc thé va than kinh, danh gia
trang thai tm than, va mot s6 cac xét nghiém mau, chup hinh ndo. Nhitng bénh
nhan c6 triéu chang tién trién nhanh hozc bat thuong, can duoc tham do k¥ & tuyén
cao hon, noi ¢ cac chuyén gia nhiéu kinh nghiém vé tat ca cac thé SSTT. Céc ky
thuat vé chan doan va diéu tri ngay cang c6 nhiéu tién bo thi cac phuong phap nhu
chup hinh ndo chiic ning co6 thé s& duoc sir dung rong rai hon nhu mot phuong tién

dé chan doan som va theo ddi tién trién caa bénh.[1]



1.1.4. So hrge vé bénh Alzheimer

Bénh Alzheimer (Alzheimer’s disease - AD) do Alois Alzheimer (1864-
1915) — mot bac si tam than 1dm sang va nha diéu tri than kinh dd mo ta 1an dau tién
vao nam 1906 tai Cudc hop lan thir 37 cua céac bac si tim than Tay Nam Dtc tai
Tiubingen, AD 1a bénh thoai hoa - teo ndo, thudng gip & ngudi tudi tir 60 tre
1&n.[16],[3] Bénh Alzheimer la nguyén nhan hang dau gy nén SSTT.[1]

Alois Alzheimer da mo ta mot “qua trinh bénh nghiém trong dac biét cua vo
nd0” & mot bénh nhan nit 51 tudi, Auguste Deter. Sau khi bénh nhan tir vong, Alois
Alzheimer d3 1dy mau sinh thiét ndo bd va tim ra nhitng dau hiéu bat thuong 13
nhiing mang p-amyloid & ngoai té bao than kinh va nhiig dam rdi protein & trong
té bao than kinh khong tan dugc, ling dong & cac té bao than kinh va anh hudng
dén su hoat dong cua ching. Mang va dam rdi hién nay vén 1a thudc do vang dé
chan doan bénh Alzheimer. Nam 1910, Kraepelin da 13y tén 6ng dit cho tén bénh —
bénh Alzheimer trong tai ban lan thtr 8 bai viét tdm than hoc (Psychiatrie) cua
minh.[7],[3]

AD 1a mot bénh 1y t6n thuong thoai hoa té bao than kinh. Bénh dic trung boi
viéc mat dan noron va synap than kinh trong vo ndo va mot s6 ving dudi vo. Pay 1a
yéu td chinh gay su tan tat vé mat nhan thic. Sy mat mat nay dan dén ching teo,
thoai hoa cac ving ndo bi anh hudng, bao gdm thuy thai duong, thuy dinh va mot

phan ctia thiy tran, hoi hai ma.[2]

Nao khong bj bénh N3o bj bénh Alzhelmer

Hinh 1.1: Hinh anh ndo nguoi binh thuong va nao nguoi bi bénh Alzheimer



Bénh Alzheimer dugc chan doan trén 1am sang, don doc hay phdi hop véi
céc thé khéc, chiém toi gan 90% céc truong hop SSTT duoc bao cdo. Hai phan ba
céc truang hop nay c6 cac bénh Iy phédi hop, dac biét 1a ton thwong mach ndo va thé
Lewy, gop phan vao céc tridu ching ciia SSTT (Lim va cs. 1999).[17]

% Triéu chieng 1am sang bénh Alzheimer:

Dic diém triéu chimg ciing nhu phan bd toén thuong bénh hoc cua bénh
Alzheimer doi hoi phai tap trung vao danh gia nhan thic. Mot danh gia tinh trang
tam than tét phai cung cap du thong tin dap ¢ng tiéu chuan chan doan bénh chuan.[1]

Céac biéu hién tdm than caa bénh trdm cam cé thé bao truéc mot chan doan
AD, Vi nhitng hanh vi nhu vay xay ra trung binh hon 2 nim trudc khi dugc chan
doan, trong nhoém thuan tap nay. Cac triéu chiing loan than biéu hién xung quanh
thoi diém chan doan, tham chi co thé thac day chan doan, trong khi céc triéu ching
tram trong xdy ra trong nam dau tién sau khi chan doan. Su phét trién cua cac triéu
chang tam than trong nhom thuan tap nay khac nhau tuy theo do tudi khai phét
bénh, s6 nam hoc chinh thic va gisi tinh.[18]

Dién hinh, bénh Alzheimer tién trién mot cach lién tuc niang dan, mac du co
thé ¢6 nhiing giai doan triéu chung tuong dbi 6n dinh. Cac triéu ching c¢6 xu hudng
tién trién cham hon & giai doan sém va giai doan mudn. Giai doan trung gian tién
trién nhanh nhat, dic biét 1a mat nhanh kha ning thyc hién cac hoat dong hang ngay.
Bénh Alzheimer thudong duoc chia theo cac "giai doan" dé tién cho cac nha cung
cap dich vu, céc cong cu chia giai doan hiém khi duoc sir dung trén 1am sang. Do
biéu hién bénh ly cua bénh tién trién theo kiéu tuyén tinh, nhimg giai doan nhu vay
khéng c6 tuong quan rd vé mit sinh hoc. Bang 1.1 trinh bay cac biéu hién 1am sang

dién hinh theo giai doan nhe, vira, va ning caa bénh Alzheimer.[1]



Giai doan

Biéu hién 1am sang

Nhe

- Tri nhé giam, c6 thé khong ré véi nhimg ngudi thudng xuyén tiép
xuc véi bénh nhan

- Khéng thuc hién duoc cac hoat dong phtc tap hon (vi du chuin bi
bira an, chi tiéu,...)

- Ty cham soc duoc ban than

- Tinh tinh tré nén thu dong

- It hodc khdng c6 cac biéu hién vé hanh vi

Vura

- Tri nhé giam r6

- Khéng thuc hién dugc cac hoat dong thong thuong (vi du str dung
bép, goi dién thoai,...)

- Khéng tu cham soc duoc ban than (vi du tim rira, trang diém,...)

- C6 rdi loan hanh vi (vi du hdi chitng hoang hén, paranoia...)

- K¥ ning giao tiép x4 hoi thay doi

- Can ngudi giam sat

- Tri nhé giam nhiéu, chi con nhitng manh vun
- Khéng nhan biét duoc nguoi than

- Khéng thuc hién dugc moi hoat dong phuc tap
- Giam van dong

- Can nguoi gitip cham soéc

Bang 1.1. Biéu hién 1am sang dién hinh cia bénh Alzheimer

theo mirc d6 nang vira va nhe

% Co ché cia bénh Alzheimer:
Hién nay chua rd co ché chinh xac gay rdi loan va chét té bao than kinh

trong AD. Ngudi ta cho rang AD c¢6 thé do nhiéu co ché bénh sinh khac nhau gay

nén nhu: sy ton tai mang p-Amyloid (AB), su photphoryl héa qué muc protein TAU,

stress oxy hoa, su phd hay myelin trong ndo do 1a0 hda, hoac suy giam nang lugng
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sinh hoc 1a yéu t6 khai phéat Ap...Tuy nhién hau hét cac mé hinh co ché bénh sinh
déu coi sy tich tu mang AP 13 nguyén nhan chinh gay bénh.[2],[1]

Do su hién dién cua cac mang protein dang bot B-Amyloid bam ¢ ndo va cac
dam rdi cua protein TAU lam cho néo bi ton thuong va chét cac té bao than kinh. O
bénh nhan Alzheimer, nhitng mang Ap ndy nam xung quanh cé&c té bao than kinh
chét, mot loai protein ¢ tén Amyloid Precursor ciing ton tai ¢ day gitp cho hoat
dong huy hoai té bao than kinh cia AB. Su c6 mat quéa nhiéu AB s& lam giam chat
trung gian dan truyén than kinh Acetylcholine can thiét cho tri nhé. AB ciing ngin

chan su van chuyén ion K + , Na+ , Ca2+ qua mang té bao.[19],[20]

Healthy microtubule

stabilizing protein tau

] /%—)
\ :

Alzheimer's AR
microtubule tau protein

Hinh 1.2. Bam réi Protein TAU (tangle of TAU protein)
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Alzheimer cells

healthy cells

Hinh 1.3. Mang protein dang bot Amyloid bam quanh cac té bao than kinh

Pong thoi, & bénh nhan Alzheimer c6 sy thiéu hut vé cac chat dan truyén
than kinh,[21] nhu:

Acetylcholine: ACh 13 mot chat dan truyén than kinh dong vai tro quan trong
trong qué trinh hoc tap va tri nhg, dugc giai phong tir té bao than kinh & thuy truéce
synap vao khe synap va sau d6 lién két véi cac thy thé ACh trén mang sau synap, tir
d6 gitp chuyén tin hiéu trén soi than kinh. AChE, ciing nam trén mang sau synap,
cham dut sy truyén tin hiéu bang cach thiy phan ACh. Céc choline giai phong duoc
dua tré vé mot 1an nira bai cac té bao than kinh trude synap va két hop véi acetyl-
CoA dé tao thanh ACh théng qua cac hoat dong cua enzyme Choline
Acetyltransferase.[2],[22]

(e}
I - S
HaC (0] él CH, HyC OH + Ho/\/ EFCHs
Acetylcholine (ACh)  H20 Acetic Acid Choline (Ch)

Hinh 1.4: C4u tao va tac dung cia enzym Acetylcholinesterase
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Theo gia thuyét cholinergic, cac chat d6i khang cholinergic gay ra suy giam
tri nhé va kha nang nhan thic ciia con ngudi con cac chat ddi khang muscarinic thi
c6 tac dung nguoc lai. Do vay, viéc Gc ché AChE s& duy tri nong do va thoi gian
hoat dong cua ACh tai cac khe synap, tir do c6 tac dung duy tri kha nang ghi nhé va
kha ning hoc tap cua con ngudi. Su giam sit ndng d6 ACh thudng gap & cac bénh
nhan Alzheimer, theo nghién ciru cua tac gia Di Giovanni S. va cong su, trong nao
ciia bénh nhan Alzheimer c6 sy thiéu hut dén gan 90% luong chét dan truyén than
kinh nay. Trong khi nguyén nhan gay bénh con chua dugc cac nha khoa hoc lam rd
thi céc chat ic ché AChE 1a lya chon hang dau, théng qua viéc duy tri nong d6 ACh
trong ndo, cac chat nay co tac dung lam giam cac triéu chimg va ngin chin su tién
trién cua bénh.[23]

Monoamin: Thiéu hut norepinephrin va serotonin ciing gop phan gay ra cac
triéu ching nhan thirc cling nhu khong nhan thire, dic biét 1 cac triéu ching vé khi
sic va lo au. Norepinephrin rét quan trong vai thuc tinh, hoc tap va tri nhé. Vi tri
chinh san xuét ra norepinephrin 1a liém xanh trong cudng nio, noi bi mat té bao rat
nhiéu trong AD.[1],[2]

Glutamat: Con nhiéu tranh ci vé cac bang chimg lién quan dén sy bién doi
glutamat & ndo bénh nhan mac AD. Tuy nhién c6 mot sd tac gia cho thay co su
giam thanh thai glutamat tai synap trong giai doan ning cua bénh. Ho cho ring
glutamat con lai tai synap gay kich thich qua mac va réi loan chitc nang ctia cac té
bao than kinh hau synap. Con rét it cac dir kién vé gia thuyét nay trén nguoi.[2]
Ngoai ra, con cac chat din truyén than kinh khac nhu axit y-aminobutyric,
somatostatin cling bi suy giam. Tuy nhién, vai trd cia nhitng thay ddi nay trén cac
triéu chung 1am sang chua ro.[1],[2]

Mot s6 yéu té khac dugc xac dinh cd lién quan Alzheimer 1a yéu té gene,
homocystein, su thiéu hut vitamin nhém B, tram cam, chan thuong dau, va mot sb

yéu té hoan canh, moi truong khac...[21]
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1.1.5. Piéu tri theo y hoc hién dai

Cho dén gan day van chua c6 phuong phap nao thuc su diéu tri khoi SSTT
ndi chung hay bénh Alzheimer néi riéng. Thudc va chim soc bénh nhan 1a nhiing
bién phap cha yéu véi muc dich lam cham qua trinh phét trién caa bénh va cai thién
chat lugng cudc sdng cho ngudi bénh.[2],[24]
e Cac nhom thuéc lam cham tién trién caa bénh:
e Nhom thudc sc ché Acetylcholinesterase (Cholinesterase Inhibitors - ChEIS):

C6 tac dung cai thién tot nhat kha nang nhan thic trong bénh Alzheimer.

Céac thudc trong nhém nay gdm: Tacrin (Cognex) nim 1993, Donepezil
(Aricept) nam 1997, Rivastigmine (Exelon) nam 2000 va Galantamine (Reminyl)
nam 2001. Cac thudc trén déu e ché ¢ hoi phuc AChE. Ngoai ra, Rivastigmine
con ¢ ché co hoi phuc butyrylcholinesterase; Galantamine con c6 tac dung trong
viéc diéu bién céc thu thé nicotinic. Tac dung diéu tri cling nhu tac dung phu cua tat
ca cac thude nay kha gidng nhau, ngoai trir tacrin gay doc véi gan.[1],[12]. Tacrin 1a
mét dan chat caa Aminoacridine, 1a thuc dau tién & My duoc chap nhan dé diéu tri
bénh AD dua trén cac bang chiing nghién ciu. Do nhiing han ché cua thudc vé do
dung nap, sé lan ding va can theo ddi chat ché nén ngay nay tacrine da khong con
duogc sir dung nira.[1] Tac dung phu khang cholinergic cia cac thudc tc ché AChE:

ndn, budn nén, tang tiét acid da day, chudt rat, mét, mat ngu...[12]

Donepezil Rivastigmine Galantamine
(ARICEPT) (EXELON) (REMINIL)

Uc ché butyrylcholinesterase it co it

Piéu bién thy thé nicotinic khong khong co

Thoi gian ban huy 50-70 gio Y-2 Qio 5-7 gio

Liéu khai dau 5mg/ngay | 1,5mg x 2 lan/ngay | 4mg x 2 lan/ngay

Lidu téi d 5-10mg/ngdy |  3-6mg/nga 8-12mgxe

(§] 1 - - 3
o gingay gngay lan/ngay

Bang 1.2: Nhom thudc we ché Acetylcholinesterase
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e Nhom Thuéc khang N-Methyl-D-Aspartat (NMDA):

Memantin (Namenda) 1a thuéc tc ché tac dung cua glutamat & vi tri nay, thudc
cai thién dan truyén synap va/hoic ngin can giai phong Calci — chat c6 thé co tac
dung bao vé than kinh. Memantin duoc hap thu tét, c6 thoi gian ban hay = 70 gio
nhung van duoc sir dung 2 1an mdi ngay dua trén cac két qua nghién ctu trong céc
nam cudi 1990.[12]

Trong thuc hanh 1am sang, Memantin dugc chi dinh cho cac truong hop tur
trung binh dén ning véi liéu khai dau 1a 5mg/ngdy, mdi tuan diéu chinh lidu
5mg/ngay cho dén khi dat 10mg/ngay, 2 1an mdi ngay.

C6 thé gap hién tugng 10 13n thoang qua hodc cam giac ngay ngat trong qué
trinh diéu chinh liéu nhung néi chung Memantin c6 it tac dung phu hon cac thubc
nhém ChEls.[12],[7]

e CA4c thudc bao vé than kinh
- Dinh dudng than kinh: vitamin E, gingko (chdng gbc tu do), giam san xuét
homocysteine (B6, B12), beta-carotene, cerebrolysin...
- Estrogen: nhiéu nghién ctu cho thay diéu tri thay thé hormone c6 tac dung
khong rd rang trong viéc lam cham sy khoi phét bénh AD ¢ mot s6 phu ni
- Statins: lovastatin, pravastatin, simvastatin... ¢ thé c6 tac dung ngin ngira
su lang dong amyloid trong ndo thong qua viéc hinh thanh cholesterol.[12]
e Diéu tri c4c réi loan vé hanh vi
Thay d6i méi truong séng
Diéu trj tram cam
Diéu tri tinh trang kich dong, bao luc
Diéu trj loan than, cac triéu chirng hoang tudng
Diéu tri mat ngu[12]
e Ting cwong hoat dong thé luc va hoat dong xa hoi
Tham gia c4c hoat dong xa hoi va ting cuong thé dyc thé thao, hoat dong thé
luc phd hop cling gop phan nao cai thién chat luong cudc séng caa bénh nhan mac
SSTT.[12]
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1.2.  Sasut tri tué theo y hec cé truyén
1.2.1. Bénh nguyén, bénh co

Theo y hoc ¢6 truyén (YHCT), sach “Y hoc chinh truyén” mé ta bénh sa sat tri
tué trong pham vi chimg “ngu si”, “Tu sinh kinh” moé ta trong “si chirng”, “Canh
Nhac toan thu” goi day la chung “si ngai”, “Lam chirng chi nam y an” goi la ching
“than ngai”[25]

Y hoc c6 truyén cho rang nio 1a noi cao nhat ciia co thé, 1a noi ma tir d6 dua
tinh hoa khi huyét cta tang phu di khip co thé dé phat huy tic dung: trong thi lam
thong tang phu, ngoai thi bao vé co thé. Khi co thé vé gia, hodc do bénh lau ngay,
tang pht hu suy, hodc sau khi b trang phong, 4m dwong bt diéu, khi huyét tinh tay
chuyén ho4 that thuong, khi co thing giang nghich loan, dam tré huyét ngung lam
anh hudng dén cong ning ctia ndo ma gay bénh.

Bénh chi yéu 1a & ndo, co quan hé mat thiét véi ngii tang trong co thé. Theo
YHCT: tim tang than, can tang hon, ty tang ¥, phé tang phach, than tang chi.

- Suy giam tri nhd va réi loan ngdn ngit déu lién quan dén tam, than (than chi)

- Tinh khi hanh vi va thay doi nhan cach lién quan dén can (hon)

- Suy nghi triru tuong lién quan dén ty (¥)

- Pinh huéng khong gian, thoi gian, cam giac c6 lién quan dén phé (phéach)

Vé co ché gdy bénh: ndo tiiy bat tuc, am duong khi huyét ctia ngii tang suy tén
1a ban; khi tré, huyét ngung, dam troc 14 tiéu. Pau 14 noi hdi tu cua duong khi. Khi
thanh duong cta luc phu khong thé hoi tu ¢ dau, tiy hai bat tac, than minh that
dudng, cong nang that thuong, khong thé bao vé duoc bén ngoai co thé va ngii quan,
chin khiéu, dan dan sé& giy sa sut tri tu. [25]
¢+ Cac nguyén nhan chinh:

e Thdn khuy tuéi gia

YHCT cho réng: than chu cét, tang chi, sinh ty, ndo la bé cua tuy. Khi than
tinh sung tdc thi chirc ning sinh tiy duoc thinh virgng, ndo tiy ddi dao, tinh lyc tran
tré, tri luc tot, tai thinh, mat tinh, dong tac linh lgi. Khi co thé tré nén 130 hoa, than
tinh suy nhuoc, khong sinh tiy dé bo sung cho ndo dugc giy giam tri nhd, giam

quyét dinh hanh dong ma thanh SSTT.[25]
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o An uong khong diéu dp

Ty chu vén héa, ty tang y. Do dn qué nhiéu dd ngot béo, hodc udng nhiéu ruou
thanh nghién, 1am ton thuong ty vi, chirc nang van hoa bi suy giam, thip troc dinh
tr¢ lai & bén trong co thé 1au ngay hoa dam. Bam troc ndi thinh, dua 1€n trén che lép
thanh khiéu, nhiéu loan than minh, lam y khéng c6 chd tang. Hodc do trong co thé
san c6 dam thép ndi thinh, lai thém ngoai cam nhiét ta, thép nhiét két lai trong co

thé, che 1ap thanh khiéu, nhidu loan than minh ma giy chimg SSTT.[25]

e That tinh ngi thwong

Do tinh chi bat toai kéo dai, lo 4u qua do, tAm ty hao ton, khi huyét hu suy,
1am cho than chi that dudng. Ty hu nén khong thé hod sinh khi huyét, thanh duong
khong thing nén khong thé b sung tinh hoa khi huyét cho ndo duoc. Hodc do tinh
chi bat toai, can khi uat két, khién cho khi huyét nghich loan, nhiéu loan than minh.
Hodc do can uat bat dat, khi co trd tré 1au ngay khién cho tan dich dinh tré, dam két,
anh hudng dén lac mach cta néo, than chi that dudng, 1au ngay dan t6i SSTT.[25]

e Miit cén bang giia lam vigc va nghi ngoi

Do lao lyc qua d6 ma gdy thuong khi, lo lang qua do 1am ton thuong tam ty,
dan t6i khi huyét khuy t6n, ndo khong dugce nudi dudng. Hodc do phong duc qua do
1am than tinh hu hao, tinh khong thé sinh tuy, tiy hai hu suy déu 1a nhitng tic nhan
gay bénh.

Qua an nhan, khong lam viéc, khi huyét van hanh bat xudng, ty vi khong chu
duoc van hoa sinh ra ¢am thap ciing 1a nhitng nguyén nhan gy bénh.[25]

Nhu vy, nguyén nhan gay SSTT chi yéu 13 hu, tuy nhién bénh ¢ ca hu 1an
thuc. Tang phit khi huyét bat tic, am duong that diéu, 1am cho tiy hai khong duoc
sung tic, ndo suy, than nhuoc 13 hu. Khi tré, huyét ngung, dam troc bit tdc cac
khiéu, 1am mat su linh hoat ctia ndo 1a thuc. Trén 1am sang co thé don doc ton tai

chtng thuc hodc chimg hu; cling c6 thé biéu hién hu thuc thac tap.[25]

1.2.2. Phan thé 1am sang va diéu tri
Do nguodi bénh suy giam tri nhg, khong thé tra 1oi chinh x4c cac cAu héi cua

thay thuc 1am anh huong rit nhiéu t&i chan doan xac dinh, dic biét 1a chan doan
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thé bénh theo YHCT. Vi vay, viéc chan doén chu yéu dua vao quan sat chét ludi,
réu ludi va mach chan.
e  Thé thin tinh khuy ton

Chirng hgu: tinh than uy mi, nét mit ngan ngo, rdi loan ngdn ngir, dong tac hodc hanh
dong kho khin, than thai biéu hién ra hai mat giam hogc that than, hai go ma do, liét duong,
dai tiéu tién khong tu chu, chét ludi dam, réu ludi mdéng, mach trAm vi.

Phdp diéu tri: b6 than ich tinh

Phwong dwoc: c6 phuong dung bai Hivu quy hoan hop Quy ljc nhi tién giao

Thuc dia 3209 Son thu 160g
Hoai son 160g Ky tir 160g
D6 trong 160g Duong quy 120g
Tho ty tu 160g Loc giac giao 160g
Nhuc qué 80g Phuy tir ché 80g
Quy ban 80g Nhéan sam 80g

TAt ca tan bot min, luyén mat lam hoan, uéng 16-18g/15n X 2-3 lén/ngéy vol
nude am hodc nude mudi nhat. Hodc co thé 1am thang véi lidu luong thich hop, sdc
ubng ngay 1 thang, chia 2 lan.

Ngoai ra c¢6 thé dung Luc vi dia hoang hoan gia vi

Thuc dia 320g Son thu 1609
Hoai son 160g Trach ta 120g
Bach linh 120g Dan bi 1209
Ky tir 120g Hoang tinh 1209
Qué chi 80g Phu tir ché 409
Tu ha xa 1 céi

Tu ha xa séy kho, tat ca cac vi thudc tan bot min, luyén mat lam hoan, uéng
12-16g/l§n X 2-3 lén/ngéy Vi nude soi dé nguoi hoac nudc mudi nhat. Hodc ¢6 thé
lam thang véi liéu lugng thich hop, sac udng ngay 1 thang, chia 2 lan.

Chdm ciru: Cham bd tir than thong, than dinh, chi cau, thai khé, tam am giao, ndi

quan, thin mén. Thoi gian: 20-30 phit/lan x 1-2 1an/ngay.[25]

e Thé khi huyét ludng huw
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Chirng hdu: Tho 0, mét moi, ngai ndi, doan hoi, tinh thin khong phin chin, do
dan, chAm chap, tri tu¢ giam sut, hoang s¢ bat an, ngu ngay, dém ngu it, run chan
tay, an kém, sic mat vang nhot, chat ludi hf)ng dam, mach vi vo lyc hodc té nhuge.

Phdp diéu tri: ich khi b6 huyét, dudng tAm an than

Phwong dwoc: C6 phuong dung bai Bt trdn thang gia vi

bang sam 159 Phuc linh 159
Bach truat 159 Chich cam thao 10g
Xuyén khung 15¢g Puong quy 15¢
Thuc dia 15¢g Bach thuoc 15¢
fch tri nhan 10g A giao nudng 15¢

Sic ubng ngay 1 thang, chia 2 1an, udng trudc an 30 phut.

Ngoai ra c¢6 thé dung Quy &y thang hop Pwong quy thwoc dwgc tin

bang sam 159 Hoang ky 159
Bach truat sao 15¢g Phuc than 15¢
Puong quy 15¢g Tao nhén 15¢
Vién chi 69 Long nhan 159
Moc huong 10g Bach thuogc 159
Xuyén khung 12g Trach ta 129
Chich cam thao 69 Dai tdo 129
Sinh khuong 3 lat

Sic udng ngay 1 thang, chia 2 1an, udng trude an 30 phit.

Chdm ciru: Cham bo tir than thong, than dinh, chi cau, tic tam 1y, thai khé, tim
du, ndi quan, than mén, huyét hai, tam am giao. Thoi gian: 20-30 phut/lan x 1-2
lan/ngay.[25]

Thé dam troc tré khiéu

Churng hdu: Thé trang béo, tho o, dong tac cham chap, tri tué giam sht nhiéu,
dom nhiéu, ng ngdy, thé hién ngdn ngit kho khan, ludi cing, noi kho, chat ludi
dam béu, réu luoi tréng nhét, mach trAm hoat.

Phdp diéu tri: tao thap hoa troc, trir dam, khai khiéu

Phwong dwoc: Co phuong c6 thé ding mot trong cac bai thudce diéu tri sau
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Dich dam thang gia giam

Ban ha ché 10g Tran bi 08g
Phuc linh 10g Chich cam thao 06g
Dém nam tinh ché gmg  08g Ding sam 129
Xuong bd 08¢ Trac nhyu 08¢
bai tao 10g Phuc linh 10g
Luc khuc 159 Sinh khuong 3 lat

Séc ubng ngay 1 thang, chia 2 lan.

Bdn ha bach trudt thién ma thang

Ban ha ché 08¢ Bach truat 159
Thién ma 15¢g Phuc linh 10g
Trach ta 10g Tréan bi 06g
Cam thao 06g Sinh khuong 3 lat

Sic ubng ngay 1 thang, chia 2 lan.

Cham cizu: Cham bo ta than théng, than dinh, chi cau, tac tam ly; cham ta: phong
long. Thoi gian: 15-30 phat/lan x 1-2 lan/ngay.[25]
e Thé khi tré huyét ngung

Chitng hdu: Nét mat ngan ngo, tri tué giam sat, mat thiéu linh hoat, t& chi lanh,
ngt khong ngon giic, 40 giac, néi nham, Moi nhot, mong tay mong chan nhot, chat
ludi tia hodc c6 diém @ huyét, mach té sap.

Phdp diéu tri: hoat huyét hoa &, thong lac lgi khiéu

Phwong dwoc: Co phuong dung bai Huyét phii truc i thang gia gidm

Puong quy 15¢g Xuyén khung 15¢
Xich thugce 159 Hong hoa 08g
Dao nhan 08g Nguu tat 15¢
Chi xéc 10g Sai ho 15¢
Cét canh 08g Dai hoang 06g
Cam thao 06g Dia long 06g

Séc udng ngay 1 thang, chia 2 1an.

Cham ciru: Cham bo tir than théng, than dinh, chi cau, tic tam 1y, huyét hai.
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Thai gian: 20-30 phat/lan x 1-2 lan/ngay.[25]

1.3.  Tinh hinh nghién c&u tac dung c ché emzym Acetylcholinesterase
Trong nhitng nam gan day, cac nghién ctu sang loc, danh gia vé tac dung
diéu tri hoic hd trg diéu tri chimg SSTT néi chung ciing nhu bénh AD theo nhiéu
huéng van di va dang duoc phat trién, trong d6 c6 rat nhiéu nhitng nghién ctru danh
gia vé céc vi thude, bai thude y hoc cb truyén, hay mét sé hop chat thién nhién theo
huéng e ché AChE ciing di va dang dugc nhiéu nha khoa hoc trong nuéc va trén
thé giai tiép can.
1.3.1. M@t s6 nghién ciru trén thé giéi

-Lin Z., Yan Y., Zhu D. et al (2005). Protective effects of FBD - an
experimental Chinese traditional medicinal formula on memory dysfunction in mice
induced by cerebral ischemia-reperfusion (Tac dung bao vé cua FBD - mot bai
thudc YHCT Trung Qudc thir nghiém d6i vai rdi loan chirc nang tri nhé ¢ chudt do
thiéu mau ndo thiéu mau cuc bd). [9]

- Lee B., Shim I, Lee H. et al (2011): Rehmannia glutinosa ameliorates
scopolamine-induced learning and memory impairment in rats (Nghién cau tac
dung cai thién viéc hoc va suy giam tri nhd do scopolamine cua Pia hoang trén
chuot). Két qua: Pia hoang c6 tac dung cai thién tri nhg trén chudt cong tiém
scopolamin trén md hinh MWM, PAT.[26]

-Ma A. and Guo H. (1998). Effect of Radix Achyranthis bidentatae on
memory and endurance (T4c dung ctiia Nguu tit trén tri nhé va sic chiu dung). Két
qua: Nguu tat c6 tac dung cai thién tri nha trén chudt nhat.[27]

- Manisha et al. (2011): Gastrodia elata modulates amyloid precursor protein
cleavage and cognitive functions in mice (nghién ctu tac dung diéu chinh sy phan
cat protein tién than amyloid va cac chtic ning nhan thic caa Thién ma & chuot).
Két qua: cac thar nghiém tri nhé trén chudt, mé hinh mé cung nuéc (Radial arm
water maze) va md hinh kham pha vat thé la cho két qua c6 su tang cuong nhan

thirc trén chuot ¢ 16 str dung Thién ma so vai 16 d6i chimng.[28]
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1.3.2. Mt sé nghién cru & Viét Nam

- Binh Thi Tuyét Lan (2016): Nghién ctru doc tinh va tac dung cai thién tri
nhd cia CERENEED-caps trén thuc nghiém. CERENEED-caps gom hdng hoa,
xich thuge, dwong quy, xuyén khung, sinh dia, chi xac, sai hd, nguu tat, cam thao.
CERENEED -caps liéu 669,6mg CKDL/kg/ngay va 2008,8mg CKDL/kg/ ngay
udng trong 6 ngay lién tuc c6 tac dung cai thién kha niang hoc tap va tri nhd trén
chudt nhat trang bi gay suy giam tri nhé bang Scopolamin. Tac dung giita 2 liéu
CERENEED-caps la twong dwong nhau va tuwong dwong véi Donepezil liéu
2,4mg/kg (p>0,05).[2]

-Nguyén Bich Hanh (2017): Panh gia tac dung wc ché enzym
Acetylcholinesterase in vitro cua cic phan doan dich chiét hoang lién (coptis
chinensis franch), cho thay tat ca cac phan doan dich chiét nay déu thé hién tac dung
trc ché enzym AChE.[29]

- bang Hoang Quyén (2014): Khao sat kha nang cai thién suy giam tri nhé cua
cao chiét tir sinh khdi Cordyceps spp. trén chuot nhat. Trong hai thir nghiém tri nhé
ngin han, chudt duoc udng cao 3 ngay trudc khi tiém Trimethyltin lidu 2,4mg/kg,
cho thay ¢ sy cai thién tri nhd so vaéi 16 tiém Trimethyltin khi chudt duoc udng cao
Poysaccharide DL0004 véi 2 liéu 100mg/kg va 200mg/kg, cao n-BuOH DL0006
Vvé6i liéu 200mg/kg va cao n-BuOH DLO0015 véi liéu 100mg/kg. Két qua nay cho
thay, mot sb cao chiét caa Cordyceps spp. ¢ tac dung cai thién tinh trang suy giam

tri nhé ngan han & chuot.[10]

1.3.3. Mt s6 phwong phap thwdong dung trong nghién ciu tac dung wc ché
enzym Acetylcholinesterase in vitro

Trong giai doan dau cia qua trinh nghién ciu phat trién thubc mai thuong tién
hanh danh gia hoat tinh cia mot luong 16n cac mau thir. Vi vay, nhitng phuong
phap duoc lva chon dé str dung ¢ giai doan nay phai 1a nhitng phuong phép c6 thé
tién hanh dong thoi nhiéu miu, lugng mau can it, cho két qua nhanh va chi phi thap.

Phuong phap thir in vitro dap tmg duoc tat ca nhitng yéu cau do.
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Déi véi nghién ciru sang loc tac dung e ché AChE in vitro, c6 2 phuong phap
thudng dugc sir dung 13 phuong phap st dung thudc thir Ellman va phuong phap sir
dung thudc thir mudi Fast Blue B.[29],[30]

% Phwong phdp sir dung thuéc thiz Ellman:

Trong sé nhitng phuong phap dugc sir dung danh gia tic dung ac ché AChE in
vitro, phuong phéap st dung thudc thir Ellman dugc xay dung va @ng dung sém
nhat. Hién nay, phuong phap nay van duoc s dung kha pho bién ¢ nhiéu nghién
ctru cung hudng, trong d6 phwong phap do quang duwgc st dung nhiéu hon phuong
phap sic ky 16p mong sinh hoc. Phwong phap nay st dung co chét Ia
Acetylthiocholin lodid (ATCI) va thuéc tht 1a 5,5 - Dithiobis - Nitrobenzoic acid
(DTNB).[29]

e  Phwong phap do quang:

Phuong phap cua Ellman dung dé xac dinh hoat tinh cua enzym AChE dua
vao do quang dugc tac gia ndy mo ta lan dau tién vao nam 1961.[30] Nguyén tic
ctiia phuong phap: co chat ATCI bi thuy phan nhd xuc tac cua Cholinesterase tao
Thiocholin. Thiocholin phan @ng véi thubc thir DTNB giai phong ra hop chat 5-
thio-2-nitrobenzoic acid mau vang. Hop chat nay dugc xac dinh bang cach do do
hap thy cua dung dich & budc séng 412nm.

Sau d6, nhiéu nghién cau sang loc vé tac dung uc ché AChE in vitro khac tiép
tuc duoc thuc hién. Tuy nhién, so véi phuong phap gdc duoc c¢éng bd bai Ellman,
phuong phap duoc trién khai trong cac nghién ctu sau d6 déu cé mot sé thay doi
vé: ngudn gbc va hoat d6 cia enzym, loai dém st dung, nong d6 dung dich co chat
va thudc thir... cling nhu ty & phéi hop cua chiing vao hdn hop phan tng.[29]

e Phwong phdp sic ky lép méng sinh hoc

Trén co s& phuong phap do quang st dung thuéc thir Ellman, phwong phap
sac ky 16p mong sinh hoc da dugc phat trién. O phuong phéap nay, sau khi ban mong
dugc trién khai, hdn hop gom dung dich thudc thit DTNB va co chat ATCI dugc
phun 1&n ban méng, sau d6 méi phun dung dich enzym. Nhiing chat gay tc ché

AChE s& lam xuat hién cac vét mau trang trén nén vang.
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Mot trong nhitng han ché caa phuong phap sic ky 16p mong sinh hoc 1a ¢6 thé
gap phai hién twong duong tinh gia, hién twong vét mau trang xuat hién trén ban
mong khong phai do tac dung ¢ ché enzym AChE. Dé khic phuc han ché nay, bén
canh ban mong thtr phai tién hanh 1am thi nghiém véi moét ban mong khac (ban déi
chiéu). Cac budc tién hanh trén ban ddi chiéu twong tu nhu trén ban thir chi khéac ¢
giai doan phun thudc ther hién mau. Ddi véi ban thir, hdn hop dung dich thudc thi
DTNB va co chit ATCI dwoc phun trude, sau d6 mai phun dung dich enzym
AChE. Véi ban d6i chiéu, dung dich thuéc thir DTNB dugc phun trude, sau dé hon
hop gém dung dich co chat ATCI va dung dich enzym AChE duoc phun sau. Cach
bd tri thir nghiém nhu trén nham dam bao nhitng vét mau trang xuat hién trén ca hai
ban Ia nhitng vét cho phan tng duong tinh gia.[29]

% Phwong phdp sir dung thuéc thiz muéi Fast Blue B

So véi phuong phéap st dung thube thir Ellman, sé lwong nghién ctiru st dung
phuong phap nay dé sang loc tac dung uc ché AChE in vitro kha han ché. Phuong
phap nay su dung co chét 1a o-naphthyl acetat va thubc thir 1a mudi Fast Blue B
(mubi O-dianisidin bis(diazotized) zinc double).[29]

o  Phwong phap do quang

Tha nghiém do quang str dung thudc thar mudi Fast Blue B duoc cong b lan
dau tién boi tac gia Van Asperen K. vao nam 1962.[31] Co chét a-naphthyl acetat bi
thiy phan béi enzym esterase giai phong chat a-naphthol. Chat nay sau dé phan tng
vé6i thude tha mudi Fast Blue B tao thanh san pham mau diazo. Hop chat nay duoc
xac dinh bang cach do d6 hap thu caa dung dich & budc séng 600nm.

Tuy nhién, sau d6 khong cé nhiéu nghién ciu st dung phuong phap nay dé
nghién ciru sang loc tac dung &c ché AChE in vitro va mot trong s6 dé 1a nghién
ctu cua tac gia Di Giovanni S.[23] Phuong phap duoc su dung trong nghién cau
cua tac gia ndy cd mot sb thay do6i so véi phuong phéap cua tac gia Van Asperen vé
ngudn gbc va hoat ¢ ciia enzym, hoa chat dé bat hoat enzym va nong do dung dich
co chat.

e Phwong phdp sic ky lép méng sinh hec
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Mubi Fast Blue B ciing duoc sir dung nhu mét thudc thir trong phwong phap sic
ky 16p mong sinh hoc dé nghién ctiu sang loc tac dung &c ché enzym AChE in vitro
va dugc phat trién boi Marston nam 2002. O phuong phap nay, sau khi ban méng
dugc trién khai, dung dich enzym dugc phun 18n ban moéng. Sau d6, hdn hop gém
dung dich co chat a-naphthyl acetat va dung dich thuéc thir mubi Fast Blue B duoc
phun 18n ban mong. Nhitng chat gay uc ché AChE s& lam xuat hién cac vét mau
tring trén nén mau tim sam.

Ciing gibng phuong phéap sic ky 16p mong sinh hoc sir dung thubc thir Ellman,
phuong phép sic ky 16p mong sinh hoc st dung thuéc thir mudi Fast Blue B ciing
c6 thé gap phai hién tuong dwong tinh gia. Dé loai trir cac vét duong tinh gia, mot
ban mong doi chiéu twong tu v4i ban mong thir duoc trién khai. Sau do, cac dung
dich a-naphthol va mubi Fast Blue B duoc phun 18n ban méng ma khdng c6 dung
dich enzym. Néu xuat hién vét mau trang thi vét dé 1a vét duong tinh gia.[29]

Bén canh 2 phuong phap duogc trinh bay ¢ trén, phuong phap dién di mao quan
cling da duoc st dung dé nghién cau sang loc tac dung uc ché AChE in vitro trong
nghién cau cua Tang Z. M. (2007)[32]. Tuy nhién, méi chi c6 rat it nghién ctu sir
dung phuong phap nay duoc cdng bb. Ly do 1a boi phwong phap nay doi hoi phai c6
trang thiét bi phd hop véi thao tac thir nghiém twong ddi phirc tap. Ngoai ra, han ché
vé s6 lwong mau thir dugc danh gia & mdi lan thao tac may ciing gbp phan can tro
viéc tng dung phuong phap dién di mao quan trong nghién ctu sang loc. [29]

Véi muc tiéu nghién cau ddnh gid tdc dung irc ché enzym acetylcholinesterase
in vitro cua bai thusc Minh N&o Vintong, phuong phép do quang sir dung thudc thir

Ellman duoc lya chon dé 4p dung trong nghién ciru dé tai nay.

1.3.4. Mgt s6 md hinh danh gia tac dung ting cwong kha niing hoc tap va ghi
nhé trén dong vat thuc nghiém
¢+ M0 hinh gay suy gi@m tri nh¢

Pé nghién ciru thude cai thién tri nho thi trudc tién phai gy duoc md hinh suy
giam tri nhé. Béi twong nghién ctru thuong duoc sir dung 1a déng vat gam nham
nhu chudt cong va chudt nhat.[2],[33],[26]
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C6 nhiéu tac nhan duoc dung dé gay suy giam tri nhé dugc nghién ciu va &p
dung thanh cong trén dong vat thuc nghiém:
e Scopolamin

Ké tir cac bao cao dau tién vé sy suy giam cholinergic trung wong lién quan
dén AD, ngudi ta da tim ra mdi lién quan giita suy giam nhan thic va tri nhé ¢ bénh
nhan AD véi tac dung cua céc thudc khang cholinergic.

Scopolamin 1 alkaloid c6 cu triic gan giéng voi atropin. Co ché tac dung cua
scopolamin 1a tranh chap déi khang véi ACh tai receptor M cua hé muscarinic. Tac
dung ddi khang nay 1a khéng chon loc trén cac receptor M cua ca hé than kinh trung
wong va ngoai vi. Thudc 1am mat tac dung cia ACh trén hé than kinh trung wong, tir
d6 gay suy giam tri nhé dac biét véi licu cao.

Chudt duoc tiém mang bung scopolamin la mot mé hinh thuc nghiém thuong
duogc sir dung dé danh gia kha nang hoc tap va tri nhé.[2]

e  Trimethyltin

Trimethyltin 1a mot chat c6 tac dung gay doc té bao than kinh do gay stress
oxy hoa va hinh thanh cac géc tu do, van dé nay c6 thé duoc cai thién bai cac chat
chéng oxy hoa. Chat ndy c6 kha nang gay ra cai chét cap tinh c6 chon loc cua céc té
bao than kinh thudc hoi hai ma, tiép dén 1a sy suy giam nhan thic. Trimethyltin
cling 1am ting hoat dong cua AChE bén trong 16p phan ti cua hdi ring dan dén 1am
giam noéng do6 ACh.[2]

e Paraguat

Paraquat 13 tén thuong mai cta hop chit N,N’-dimethyl-4,4’-bipyridium
dichlorid, 1a mét trong nhitng chét diét co dugc s dung rong rai trén thé gisi. Gan
day mot sd dé tai nghién ctru da dung Paraquat lam chét gay thoai hda té bao than
kinh d& lam md hinh nghién ctu vé su thoai hda va chong thoai hoa té bao than
kinh.[2]

e Carbon monoxid
Carbon monoxid ciing 1a mot chat dugc ding lam tac nhan gay md hinh thoai

hoa té bao than kinh, duoc nhiéu nha khoa hoc tng dung do carbon monoxid gay
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chét céc té bao than kinh thudc hdi hai ma va réi loan chic ning hé cholinergic tai
c4c té bao than kinh trong vé nio phia truéc, thé van.[2]

Ngoai ra, con ¢ cac tac nhan khac nhu: Chudt bién d6i gen, gay thiéu méu
ndo cuc bo[34], tiém AP, sdc dién, acid ibotenic, colchicin, ion kim loai ning nhu
sat, nhom, chi, dong...[35],[2].

Trong nghién cau nay, mé hinh gay suy giam tri nhé bang Scopolamin duoc
lya chon dé 1am nghién ctu.

s Mo hinh mé cung nwoc (Morris water maze - MWM)

Pay la mot thu nghiém danh gia kha nang hoc tap va tri nhé khéng gian trong
moi truong nudc. Chudt duge dit trong mot bé boi hinh tron Ién va nhiém vu cua
no la tim thay bén dd dé thoat khoi nudc. C6 3 chién thuat co ban dé chudt thoat
khoi mé cung: ghi nhé cac dong tac co ban dé dén duoc bén dd, st dung cac dau
hiéu truc quan dé tim dén bén dd, sir dung cac tin hiéu xa 1am diém tham chiéu dé
xac dinh vi tri n6 dang boi va vi tri bén dd. Pic biét sy linh hoat trong qué trinh
nhan thic cia chudt con co thé duoc duge danh gia bang cach sir dung md hinh mé
cung nudc trong d6 bén d6 duogc gidu di, hodc thay doi vi tri xuat phat cua
chuét.[2],[36]

CAu tao mé cung nuéc Morris: Mot bé chira nude hinh tron, dwong kinh
120cm, cao 50cm, mat trong mau den. Bé duoc chia thanh 4 phan bang nhau. Xung
quanh c6 dit cac hinh anh nhan biét dé dinh hudéng khong gian va xac dinh diém
Xuat phét khi tién hanh thir nghiém. Nhiét ¢6 nudc 6n dinh ¢ 20 + 2°C. M6t bén 46
c6 mat trén bang phang dé chudt co thé ding viing duong kinh 10cm, cao 25cm.
Bén d6 duoc dit ¢ dinh ¢ chinh giita 1 goc 1/4 bé.[2](hinh 1.5)
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Hinh 1.5. C4u tao mé hinh mé cung nuéc Morris
< M0 hinh mé 1 nhiéu ché T (Multiple T maze - MTM)

Pay la mo6 hinh danh gia kha nang hoc tap va tri nhéd khéng gian phuc tap,
duoc ghép bai nhiéu khic hinh chir T, kha thach thie véi chudt. Bong luc thdi thic
chudt hoc tap va ghi nhé 1a thie an — phan thudng trong khoang dich. Trong nghién
ctru nay, chudt hoc cach tim ra khoang dich dya trén tri nhg cua chlng vé cac nhanh
cia mé cung chung da di trudc ddy. Piéu nay doi hoi chudt phai tao ra mot ban do
nhan thirc vé mé cung trong qué trinh kham pha.[33]

CAu tao mé cung nhiéu chit T: Mé cung duoc lam biang chat liéu nhya
composit, c6 kich ¢& chiéu dai - rong - cao twong tng 1a 150 x 130 x 15cm, duong
di c¢6 do rong 8 cm. (hinh 1.6)[2]
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Start Goal
Box Box

Hinh 1.6. CAu tao m6 hinh mé 16 nhiéu chit T
¢ MO0 hinh né tranh cha déng — Active avoidance test (AAT)

Mo hinh duoc ciu tao dang hinh hop chit nhat c6 2 ngan giéng nhau, & giira c6
ctra thdng. Tién hanh gay kich thich so hai cho chudt bang dién giat (trudc d6 da co
anh sang va coi bao hiéu) ¢ ngin ma chudt dang dung. Néu chudt co tri nhé tét s&
c6 phan xa né tranh dién giat bang cach nhay qua ctra ngin cach sang ngan doi dién
khi c6 cdi va dén bao (phan xa c6 diéu kién) hay khi dang bi sc dién (phan xa vo
diéu kién).[2],[37]

% M0 hinh né tranh thu déng — Passive avoidance test (PAT)

Chu6t bam sinh luén c6 xu hudng thich bong téi. O thir nghiém nay chuot
duoc dit vao mot hinh hop chir nhat ¢ 2 ngin sang va téi. Tién hanh dit chudt vao
ngan sang va khi chudt di sang ngan téi thi ngay 1ap tac bi dién giat. Chudt phai hoc
cach tranh kich thich so hai trong bong téi bang viéc duy tri vi tri trong phong c6
anh sang nhan tao va khong budc vao phong ti, noi ma né nhan kich kich so héi.
Chudt nao khong c6 kha nang ghi nhé thi sé budc qua ranh gidi sém hon.[36]
< M0 hinh kham pha vt thé lg (tri nhé hinh d@nh)

Mo hinh danh gia tri nhé hinh anh bang céch cho chudt kham pha céc vat thé

c6 mau sic va hinh dang khac nhau. Chuét c6 tri nhé va kha ning nhan thic tét s&
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¢6 xu hudng kham phé vt thé la nhiéu hon vat thé cii. Chi sé danh gia bang phan
tram thoi gian kham pha vt thé 1a.[36],[10]

Ngoai ra con mot sé6 mo hinh khac nhu: mé cung chir Y [10],[20], md hinh
danh gia tri nhd mui...ciing duoc sir dung dé nghién cau.

Trong nghién ciru ndy, dé danh gia tac dung ting cudng kha ning hoc tap va
ghi nhé cua bai thubc Minh Nio Vintong trén dong vat thuc nghiém, ching toi sir
dung 2 mo hinh d6 12 mé hinh mé cung nwéc va md hinh mé 1 nhiéu chi T. Pay
déu 12 2 m6 hinh danh gié tri nhd khéng gian ¢é nhiéu vu thé nhu don gian, d& thuc

hién, thoi gian nghién ciru ngan, do tap trung cua dong vat nghién ctu cao.

1.4. Téng quan vé bai thuéc Minh ndo Vintong
1.4.1. Thanh phan bai thuéc
Bai thudc gdm nhiing vi thudc sau:

Dong trung ha thao (Ophiocordyceps sinensis) 05g

Vién chi (Radix Polygalae) 10g
Y di (Semen Coicis) 10g
Xa tién (Semen Plantaginis) 05g
binh lang (Polyscias fruticosa) 10g
Nhéan sdm (Radix Ginseng) 05¢g
Ha thu 6 (Radix Fallopiae multiflorae) 10g
Xuyén khung (Rhizoma Ligustici wallichii) 05g
Tam that (Radix Panasis notoginseng) Olg

1.4.2. Phan tich tac dung ciia bai thudc

Bai thudc Minh ndo Vintong dugc xay dung trén bai thuéc kinh nghiém cua
PGS.TS Pau Xuan Canh, végi cac thanh phan chinh nhu dong tring ha thao, vién chi,
y di, xuyén khung, tam that, ha thu 6, dinh ling, nhan sam va xa tién, cac vi thudc
nay c6 cong dung chinh 1a dai b6 nguyén khi, bé khi huyét, hanh khi hoat huyét, trir
dam, bd can than, ich tri, an than, tang cuong tuan hoan ndo. Hién nay chua co
nghién ctru nao danh gia tac dung cai thién qua trinh hoc tap va tri nhé caa bai

thudc nay. Tuy nhién mot s6 vi thudc co trong bai thude da duoc cac nha nghién
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ctu khao sat tdc dung cai thién tri nhé trén dong vat thuc nghiém va trong céc thir
nghiém lam sang.

Pong trang ha thao 1a 1 vi thuéc quy c6 ban chat 1a chung nim
Ophiocordyceps sinensis ky sinh trén au trung sau, dd c6 rat nhiéu nghién ctru vé
cong dung ctia ching nam nay, Két qua caa mot vai nghién cieu cho thidy mét sé
cao chiét cua Cordyceps spp. ¢6 tac dung cai thién tinh trang suy giam tri nhé ngan
han ¢ chuot. [10]

Nhan sam (Radix ginseng) 1a mét trong nhing vi thudc y hoc c6 truyén quy c6
tir 1au doi, dugc sir dung rong réi trong hang ngan nam nhu mot vi thudc bo truyén
théng. Mot s6 nghién ctu vé hé than kinh gan day ciing dd chung minh rang
ginsenosides c6 trong nhan sam thé hién nhiéu tac dung co loi vé mit duoc ly in
vitro va in vivo trén cidc mo hinh dong vat lién quan dén cac bénh thoai hoa than
kinh nhw AD[38],[39],[40].

Két qua ciia mot khao sét vé tac dung diéu tri bénh Alzheimer cua cac vi thude
co truyén Trung Qudc cho thay Vién chi, xuyén khung, duong quy hay mot vai vi
thude khéc cling c6 tac dung cai thién tri nhd va co tiém nang cao trong diéu tri AD
no6i riéng ciing nhu chirng SSTT noi chung vai tac dung phuy it hon cac nhém thudce
thong thuong.[41]

Bén canh nhiing nghién ctru doc vi, cac bai thudc co truyén ciing duoc quan
tam nghién ctu dya trén cong dung chinh cua bai thudc. Trong d6 c6 nhiéu nghién
ctru ma trong thanh phan cua bai thudc duoc nghién ciu ¢ nhimg duoc liéu nam
trong bai thuéc Minh N&o Vintong. C6 thé ké dén cac nghién ciru sau: Theo tac gia
Z. Lin va cong su (2005), da nghién citu mot bai thubc YHCT c¢6 vi duoc lidu
Xuyén khung va Nhan sam. Bai thudc da duoc chizng minh ¢6 tac dung cai thién tri
nhd ¢ chudt bi thiéu mau ndo cuc bd trén md hinh né tranh cha dong.[9] Mot nghién
cru gan day nam 2012, tic gia Chen M. va cong su ciing di tién hanh nghién cau
mét bai thudc ¢ truyén trong thanh phan ciing c6 Ha tha 6, Vién chi. Nghién cau
tién hanh trén chuot cbng tring da bi gay suy giam tri nhé bang céach tiém hdn hop

axit ibotenic va AP, két qua cho thay bai thubc cé tac dung cai thién tri nhé trén mo
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hinh MWM d6ng thoi lam cho ham luong AP trong ndo giam xubng va hinh thai
cua té bao than kinh tré vé binh thuong.[42]

Nhu vay, 6 it nhat 5 trén 9 duoc liéu bao gdm dong trung ha thao, vién chi,
ha thu 8, xuyén khung, nhan sam c6 céc két qua nghién cuu trén thé gisi vé tac
dung cai thién tri nhé. Trong d6, da sb 1a nghién ctu céc bai thudc két hop nhiéu vi
dugc lidu. C6 thé thiy, bai thubc Minh N&o Vintong khéng chi dua trén nhirng kinh
nghiém YHCT ma moét sé duoc liéu trong bai thude da duoc chang minh tac dung

cai thién tri nhé bang céc nghién ciu y hoc hién dai.
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CHUONG 2:
CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Chit liéu nghién ciu
2.1.1. Bai thuéc nghién ciu
Bai thuéc Minh ndo Vintong duoc sic thanh dang thuc nudc, twong duong véi 61g

cac duoc liéu kho:

bong trung ha thao (Ophiocordyceps sinensis) 05g
Vién chi (Radix Polygalae) 10g
Y di (Semen Coicis) 10g
Xa tién (Semen Plantaginis) 05g
binh lang (Polyscias fruticosa) 10g
Nhéan sdm (Radix Ginseng) 05g
Ha thu 6 (Radix Fallopiae multiflorae) 10g
Xuyén khung (Rhizoma Ligustici wallichii) 05g
Tam that (Radix Panasis notoginseng) Olg

Bang 2.1: Thanh phan cua bai thuéc Minh néo Vintong
Tat ca cac vi thudc trong bai thudc déu dugc bao ché theo tiéu chuan dugc
dién Viét Nam V, riéng vi thudc Pong tring ha thao dugc bao ché theo tiéu chuan
duge dién Trung Québc 2015. Thude dugc sic va dong tai theo quy trinh tai khoa
duoc, bénh vién Tué Tinh.
Liéu dung dw kién trén ngwoi: sic uéng 1 thang/ngdy, twong dwong véi 61g duoc
lidu/ngudi/ngay.

Mot ngudi trung binh nang 50kg. Do d6 liéu dung trung binh trén nguoi 1a 61g
duogc lidu/50kg/ngay, trong duong 1,229 duoc liéu/kg/ngay. Hé sb ngoai suy cua
chuot nhat 1 12 lan lidu trén nguoi.[43],[2] Vay, liéu dung trén chudt nhat thi
nghiém nhu sau:

Liéu thap = 1,22g duoc lidu/kg(thé trong ngudi)/ngay x 12= 14,64g/kg(thé
trong chudt)/ngay (trong duwong lidu 1am sang)

Liéu cao = 14,64g duoc liéu/kg(thé trong chudt)/ngay x 3 = 43,92g/kg/ngay

(gap 3 1an liéu 1am sang)
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2.1.2. Hoa chat dung trong nghién ciu

- Acetylthiocholine iodide (30 mM pha trong dém phosphate 0.05M, pH=7.2);
DTNB (10 mM pha trong dém phosphate 0.05M, pH=7.2) va cic hoa chat khéc
(Sigma Aldrich, Hoa Ky).

- Chat gay suy giam tri nhé: Scopolamin hydrobromid lo 1g (Sigma Aldrich, Hoa K3).

- Thudc tham chiéu: Donepezil hydrochlorid vién nén 5mg, tén biét duroc: Aricept (Pfizer).

- Nuéc mudi 0,9% chai 500ml (B.Braun, Viét Nam).

- C4c hod chat xét nghiém va lam tiéu ban mé bénh hoc can thiét khac.

2.1.3. Dung cu va trang thiét bi nghién ciru
- C4c thiét bi nghién ciu than kinh: Mé cung nudc Morris, mé 16 nhiéu chix T
- May ly tam lanh Microtube (MikRo 22R, Hettich - Buc).
- Can phan tich, d6 chinh xac 10™g (Sartorius).
- May do pH (pH metter F-51, Horiba-Kyoto-Nhat Ban).

- Ong nghiém, bom tiém va mot s6 thiét bi, dung cu phu tro khac.

2.2. Péi twong nghién ciu
Chuot nhit tring dong Swiss truong thanh, khoé manh, can ning 20 + 2g.
(hinh 2.1)

Hinh 2.1. Chudt nhit tring dong Swiss truong thanh dung trong nghién ctu
Pong vat do Ban chin nudi - Hoc vién Quan y cung cap, nudi dudng trong

diéu kién phong thi nghiém it nhat 1 tuan trude khi 1am thi nghiém, an thtc in theo
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tiéu chuan thic an cho dong vat nghién ctru (do ban chin nudi Hoc vién Quan y
cung cap), nude (dun s6i dé nguoi) udng tu do.

2.3. Pia diém va thoi gian nghién ciu:
- bia diém: B mén dugc ly hoc vién Quan Y
- Thoi gian: Thang 3/2020 — 9/2020

2.4. Phuwong phap nghién ctru:

Bai thudc
Minh ndo Vintong

— T~

Nghién cau tac dung uc Nghién ctru tac dung M& hinh mé

ché enzym taing cuong kha ning )

acetylcholinesterase hoc tap va ghi nhg /™ cungnuoc

cua bai thuéc Minh Nio cua bai thuéc Minh

Vintong in vitro néo Vintong Mo hinh mé 16
™ nhiduchix T

Hinh 2.2. So d tdm tit cac ndi dung nghién ctu

2.4.1. Nghién ctru tac dung wc ché enzym Acetylcholinesterase in vitro caa bai
thuéc Minh N&o Vintong

Phuong phap do quang in vitro dung dé danh gia tac dung Gc ché AChE
dugc xay dung va sir dung trong nghién ctu rat pho bién hién nay.

Nguyén tic cua phuong phap nhu sau: Co chat acetylthiocholin iodid (ACTI)
bi thiy phan nho xUc tac caa AChE tao thiocholin. San pham thiocholin phan tng
vé6i thude thir acid 5-5’- dithiobis-2-nitrobenzoic (DTNB) tao thanh hop chat acid 5-
thio-2-nitro benzoic c6 mau vang. Luong hop chat mau duoc tao thanh nay ty Ié
thuan véi hoat do cia AChE. Dya vao xac dinh d6 hap thu cia mau thar ¢ 412 nm

dé danh gia hoat tinh cia AChE. Phuong trinh phan tng duoc trinh bay ¢ hinh 2.3.
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CH;-CO-S-CH;CHsN (CHs)s + H,O Lh'b (CH3:N CH.CH;-S + CH:COO +2H
Co chit ATCI Thiocholin
(CH;:N'CH,CH-S + o / \> $—$ <\ / NO,
Thiocholin

¢ Thube thir DTNB o0

(CH)N'CH.CHoS- 5 NO#+ ON s

00C 00C

Miu viang

Hinh 2.3. Qua trinh phan &ng dién ra trong phwong phap do quang st dung thudc
tht Ellman
D3 c6 rat nhidu nghién ctu sang loc ap dung hudng thuc hién nay tuy nhién
mdi nghién ciru déu ¢ nhitng diéu chinh phl hop véi diéu kién nghién ctu veé:
Nong d6 dung dich co chat ACTI, néng d6 thubc thir DTNB, hoat d6 cua AChE,
thoi gian u,...

< Quy trinh pha cac dung dich dung trong thi nghiém:

e Pha dém natri phosphat pH=8
- Dung dich mononatri orthophosphat 0,2M: 27,8¢g NaH2PO4 trong 500ml nudc
cat (dung dich a).
- Dung dich dinatri hydropphosphat 0,2M: 53,05g Na2HPO4.7H20 trong 500ml
nuéc cat (dung dich b).
- L4y 26,5ml dung dich a, 437,5ml dung dich b va 500ml nuéc cat dinh muc
trong binh dinh mic 1000ml.
- Kiém tra lai pH ctua dém bang may do pH va diéu chinh pH bang dung dich
chuan HCI hozc NaOH 1M.
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e Pha enzym AChE, co chat, thuéc the
- Enzym AChE: Can chinh xac 1mg bot AChE (m4 sé EC 3.1.1.7) tuong tGng
véi 265 don vi (265 1U) pha trong 53ml dung dich dém tris-HCI tao thanh dung
dich 5 1U/ml, tir dung dich nay pha lodng 20 lan thu dwgc dung dich enzym ndng
d6 0,25 1U/ml sir dung cho phuong phap do quang.
- Co chat: can 0,1446g ACTI pha trong 25ml nuéc cét tao thanh dung dich c6
nong do 20mM, tir dung dich d6 pha lodng 8 1an thu duoc dung dich co chat c6
nong d6 2,5mM.
- Thubc thu: Can 0,1982g thudc thir DTNB pha trong 25ml dung dich dém
phosphat tao thanh dung dich c6 nong d6 20mM, pha lodng dung dich nay 8 lan
thu dugc dung dich thubc thir ndng d6 2,5mM.

e Pha cac ddi nong dé dung dich mdu thi va mdu doi chiing
- Dung dich mau thir: dung dich bai thudc Minh ndo Vintong.
- Dung dich di chang: Can chinh xac 1mg berberin clorid hoa tan trong 2ml
dung dich MeOH thu duoc dung dich c6 néng do 500ug/ml; tir dung dich nay
pha lodng thanh cac ndng d6 10pg/ml; 2ug/ml; 0,1ug/ml va 0,05ug/ml.

% Céch tién hanh thir nghiém:
Thém lan luot tirng dung dich gdm: dung dich dém natri phosphat pH=8, dung

dich mau thir hoic miu chirng va dung dich enzym vao cuvet 1cm. Hon hop céc
dung dich nay duoc tron déu va u ¢ 25°C trong 15 phut. Sau d6, dung dich thudc
thir DTNB va dung dich co chat ACTI lan luot duoc thém vao hdn hop va tron déu.
Tiép tuc u hdn hop trong 10 phit & 25°C, sau d6 dung dich duoc do d6 hap thu &
buéc séng 412nm. Madi thir nghiém duoc lap di 1ap lai 3 1an. Chat chimg duong st
dung 1a Berberin clorid. Quy trinh thir nghiém dugc tom tat & hinh 2.4.
% Chi s6 d4anh gia
Téc dung Gc ché AChE in vitro caa mau thir duoc xac dinh bang gia tri phan

tram tc ché hoat do enzym AChE (% I) dugc tinh theo cong thuc:
%I = (Ac — At)/(Ac — Ao) x 100
Trong do:



37

%] phan tram hoat tinh AChE bj trc ché
Ac: d6 hap thu cia mau chirng (khong chira 100p1 dung dich thir)
At: d6 hip thu cua mau thir
Ao0: d6 hap thu caa mau tring (1000uL dung dich dém natri phosphat)
Tir gia tri 1% xéac dinh duoc, tién hanh tinh gia tri 1C50 (néng do cua mau Gc
ché 50% hoat tinh enzym) cuaa tirng mau thir nhu sau:
- Pha 1 ddy nong d6 ciia mau thi, xac dinh 1% cua tirng nong do mau thir do.
- Véi nhitng mau thtr ¢6 sy twong quan tuyén tinh giita gia tri 1% va ndng do,
tién hanh xay dung dudng hoi quy tuyén tinh y = a.x + b, trong do, y 1a gid tri %
tac dung ¢ ché enzym va x 1a nong ¢6 mau thir.
- Vi nhitng mau khdng c6 su tuong quan tuyén tinh giita 1% va nong do, tién
hanh xay dung dudng hdi quy tuyén tinh y = a.log(x) + b.
- Thay gia tri y = 50% vao phuong trinh tuyén tinh méi xay dung duoc tir d6
tinh duoc gia trji ciia ndng do x. Gid tri tim dwoc nay chinh 1a gié tri 1C50.
Pé ¢6 co so danh gia tac dung Gc ché AChE in vitro cia mau nghién cuu,
Berberin clorid dwoc sir dung 1am mau chimmg dwong. Hop chat nay da dwoc nghién
ctru va chung minh tac dung &c ché AChE kha manh duoc st dung 1am mau chang

duong trong nhiéu nghién ciru.[44],[29]

Mau thir/ddi chimg/mau —
Dung dich dém pH=8 trine Dung dich AChE 0.25 IU/ml

H,\\\KHH l| /

Hon hop triede phin

l 15 phﬁtérlS':'C
Dung dich DTNE 2.5 mM

Hbn hep trirée phan img sau i

LN Dung dich ACTI 2.5 mM

L
Hoén hep phan tmg

U 10 phit & 25°%C

Do d hép thu

Hinh 2.4. So d6 quy trinh thir nghiém tac dung wc ché AchE in vitro
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2.4.2. Panh gia tac dung ting cwdng kha ning hoc tap va ghi nhé caa bai thudc
Minh N&o Vintong trén bai tip mé cung nwéc

Thtr nghiém duoc thuc hién theo phuong phap cua Lee va cong su (2011).[26]
< Phuong phap tién hanh:

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

L& 1 (chang sinh hoc):Tiém mang bung nudc mudi sinh Iy 0,1ml1/10g.

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

Lo 3 (Donepezil): Udng thudc chimg dwong donepezil lidu 2,4mg/kg, 0,2ml/10g,
sau d6 30 phit tiém mang bung scopolamin liéu 1mg/kg, 0,1ml/10kg.

Lo 4 (Tri 1): Udng Minh ndo Vintong liéu 14,64g/kg/ngay, sau 30 phit tiém mang
bung Scopolamin liéu 1mg/kg, 0,1ml/10g.

L& 5 (Tri 2): Udng Minh ndo Vintong liéu 43,92g/kg/ngay, sau 30 phdt tiém mang
bung scopolamin liéu 1mg/kg, 0,1ml/10g.

Thé tich cho ubng va tiém 1a 0,1ml/10g. Hang ngay cho chudt udng trudc khi
tiém phdc mac 30 phat. Chudt duoc tiém va cho udng thudc trong 6 ngay lién tiép.
> Thir nghiém gom 2 giai doan:

e Giai doan 1 - huan luyén
Thoi gian 5 ngay, chia thanh 2 bai tap:

- Bai tdp nhin thdy bén dé

Vao ngay thur 1 sau khi tiém scopolamin 30 phut, chuot duoc lam quen moi
trudong nude trong 1 phit. Sau d6 chudt duge hudng dén vi tri bén dd (cao hon muc
nuéc lem) va dit 18n vi tri bén dd trong 15 gidy dé nhan biét. Lan luot dwa chudt
dén cac vi tri 1/4 con lai cua bé, huéng dau chudt vao thanh bé. Chudt s& dugc
huéng dan néu nd khong tu tim thay bén dd trong 2 phut (néu trong khoang thoi
gian d6 ma chuot khdng tim thay bén dd thi lay két qua 1a 2 phat). Sau khi két thic
mdi lan thir, 1ay chudt ra va dung khin bong lau kho chudt, 4 4m bang dén hong
ngoai trong 10 - 15 giay.

MJdi ngay chudt dugc tap 2 1an, vi tri xuat phat 1an 1 ¢ goc phan tu d6i dién
Vé6i vi tri bén d, 1an 2 & goc phan tu canh bén phai géc phan tu chira bén d6, mdi

lan cach nhau 15 phdt.
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- Bai tdp khong nhin thdy bén dé:

Ngay thir 2, 3, 4 va 5 tién hanh nhu ngay 1, nhung luc ndy bén dd duoc gidu di
bang cach dit dudi myc nudc lem.
Chi 6 ddnh gid:

- Thoi gian chudt tim thiy bén d

- Chiéu dai quing duong chudt tim thiy bén dd
e Giai doan 2 - tham do tri nh&

Thuce hién vao ngay thir 6, bén dd dugc bo ra khoi bé, chudt duoc tha vao vi tri
dbi dién vai goc 1/4 bé trude d6 chira bén dd. Cho chudt dugce boi mot 1an duy nhat
trong bé 1 phat. Néu c6 tri nhé tét, chudt sé dua vao céc vat dinh hudng khdng gian
trong phong va c6 xu hudng boi lau tai 1/4 bé co dat bén dd tir nhitng ngay tap
trudc.

Chi sé ddnh gid:

- Phan tram thoi gian chudt & 1/4 bé trude d6 dat bén dd.

2.4.3. Panh gia tic dung ting cwdng kha ning hoc tap va ghi nhé ciaa bai thudc
Minh N&o Vintong trén mé hinh mé 16 nhiéu chir T

Thir nghiém tién hanh theo phwong phap cua Falsafi S. K. va cong su
(2012).[45]
> Phuong phap tién hanh:

- Chuét nhat trang duoc can va chia 16 gidng nhu o trén.

- Chudt duoc tiém va cho ubng thudc trong 8 ngay lién tiép, bat dau tir 01 ngay
sau khi két thuc thir nghiém trén Bai tdp mé cung nudc. Chudt dugce huin luyén
trong 5 ngay dau dé danh gia kha niang hoc hoi va tri nhé ngan han, ngoai ra ngay
thar 8 con danh gia tri nhé dai han.

- Thtr nghiém dugc tién hanh sau khi tiém Scopolamin 30 phuit.

- Trudc mdi thir nghiém, chudt duoc nhin dn 16 gid tao dong lec tim kiém thuc

an.

- Chudt duoc dit & khoang xuat phat 1a mot budng téi trong 10 giay.
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- Khi bt dau thir nghiém, budng téi duoc mé ra, chudt bat dau hanh trinh di tim
kiém thac dn & khoang dich. Néu thoi gian tim quéa 8 phat ma chudt khong tim dén
khoang dich goi 1a tim kiém that bai va lay két qua la 8 phuit.

- Khi téi dugce khoang dich, chudt nhan dugc phan thuéng 1a mét vién cam nho,
sau d6 chudt duoc tra vé 16ng cii va duoc cho an 120g/kg thé trong dé duy tri trong
lwong, sau do6 tiép tuc dé chudt nhin déi nhiam chuan bi cho céac thtr nghiém ngay
hom sau.

- Khi két thac mdi thir nghiém, toan bo mé cung duoc lau sach lai bang cén 70%.
» Thir nghiém chia thanh 2 giai doan:

e Giai doan 1 - huan luyén
Trudc khi thir nghiém chudt dugc 1am quen va khdm pha mé cung vao ngay 0

(chuot chua duogc tiém va udng thudc), nhitng chudt nao tim duoc dén khoang dich
trong 8 phdt méi duoc lva chon tiép tuc dua vao thar nghiém. Sau d6 chudt dugc
hoc hoi trong 5 ngay lién tiép tinh tir ngay dau tién cho chudt tiém va uéng thuéc, 1
lan/ngay.
e Giai doan 2 - tham do tri nhé

Vao ngay 8 cua thir nghiém chudt dugc dua vao mé cung mét lan duy nhat
twong tu nhu trén.
Chi sé danh gid:

- Thoi gian chudt tim téi dugc khoang dich.

- Chiéu dai quing dudng chudt di dé téi dugc khoang dich.
- S6 quyét dinh sai (khi chuot dit ca 4 chan vao nhanh d6 méi duoc tinh 1a mot

lan lya chon).

2.5. Phwong phap xir Iy s6 liéu

Tat ca céc s6 liéu thu duoc déu duoc xur ly theo phan mém excel 2007 va SPSS
20.0

Sir dung thuat todn T-test student vda ONE - WAY ANOVA dé so sanh gia tri
trung binh. Sé lidu duogc trinh bay duéi dang MEAN =+ SD. Sy khéc biét c6 y nghia
thdng ké khi p < 0,05.
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CHUONG 3: KET QUA
3.1. Panh gia tic dung wc ché emzym Acetylcholinesterase cia bai thudc
Minh n&o Vintong
Téc dung tc ché AChE caa mau thir 1a bai thuéc Minh ndo Vintong va chat

chuan duong Berberin clorid duoc thé hién théng qua gié tri 1C50.

Bdng 3.1. Gia tri 1C50 cia bai thusc Minh ndo Vintong va Berberin clorid

Dung dich IC50 (ug/mL)
Minh ndo Vintong (mau thtr) 0,179 £ 0,042
Berberin clorid (mau ching duong) 0,166 + 0,038

Nhan xét: Két qua bang 3.1 cho thay:

Minh n&o Vintong c6 tac dung wc ché enzym AChE véi ICsy 1a 0,179 +
0,042 pg/mL, twong duwong véi Berberin clorid c6 tac dung wc ché enzym AChE véi
ICs0 12 0,166 + 0,038.

3.2. Tac dung ting cwong kha ning hoc tap va ghi nhé caa bai thuéc Minh N&o
Vintong trén bai tip mé cung nwéc

Téc dung cai thién tri nhé cua bai thuéec Minh ndo Vintong duoc danh gia trén
mo hinh mé cung nuéc Morris, théng qua cac chi sb:

- Giai doan 1 — huan luyén (ngay 1-5): Thoi gian, quing dudng chudt tim thay
bén db.

- Giai doan 2- tham do tri nhé (ngay 6): Ty & phan tram thoi gian chudt boi

trong 1/4 bé truée d6 chira bén dd.
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Giai doan 1 — huén luyén:

Bdng 3.2. Anh hwéng cia bai thuéc Minh ndo Vintong dén théi gian chugét tim
thdy bén dé

Thoi gian tim thay bén d6 X + SD (n=10) (giay)
L6 thi Bé}i tap nhin
nghiém | thay bén @6

Bai tap khong nhin thay bén 44

Ngay 1 Ngay 2 Ngay 3 Ngay 4 Ngay 5
Chiing 22,98 +
sinhhoc | 41194431 | 4369452 | 37064392 | 3212364 | 02"

1)

MOhinh | o) 154800 | 84384605 | 74014724 | 6998+652 | 0020%

(2) 6,49
Donepezil | o) oc 4546 | 66144603 | 51.24+506 | 4926+445 | Hi8*
(3) 381
. 3816 +
Tril(4) | 5921%545 | 69294702 | 5624569 |5186+513| ~,
. 3331 +
Tri2(5) | 5612+588 | 6584+626 | 5337517 | 49684503 | .5,

p P21 <0,001; p3as-2 <0,01; Pyiga cac 163,45 > 0,05

Nhan xét: Tai tit ca cac ngay danh gid, chudt & 16 mé hinh (gay suy giam tri nho
bang scopolamin) c6 thoi gian tim thdy chan dé dai hon so véi chudt & 16 ching
khdng gay suy giam tri nhé (p < 0,001). Chuét ¢ cac 16 dung Minh ndo Vintong (16
tri 1 va tri 2), ciing nhu 16 ding donepezil c6 thdi gian tim thay chan dé ngan hon so
véi chudt ¢ 16 bénh ly (p < 0,01). T&c dung nay la tuong duong khi so sanh thoi
gian chudt tim thay chan dé ¢ 2 16 dung Minh ndo Vintong véi nhau ciing nhu khi

so sanh vai 16 dung donepezil (p > 0,05).
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Bdng 3.3. Anh hwéng cia bai thuéc Minh nio Vintong dén quing dwong chuét
tim thdy bén d@é

Quing dudng chudt tim thay bén d (m)

L6 thi Bai tap nhin

nghiem théy bén dd Bai tap khdng nhin thay bén do

Ngay 1 Ngay 2 Ngay 3 Ngay 4 Ngay 5
Chh‘zrt‘:g(ii)”h 1330+0,86 | 1296+1,14 | 11,13+094 | 990+096 | 745+0,74
Mczzh)' | 20364228 | 23204193 | 22,16+1,79 | 2086+ 139 | 1896+ 162
DO”(ZF)’eZ” 1426+114 | 1717+1,05 | 16,14+1,33 | 1209+0,91 | 7,67+0,64

Tril(4) | 1453+124 | 1809+148 | 1682+1,15 | 1315+1,06 | 859+0,86

Tri2(5) | 13)94+117 | 1695+1,63 | 1591+1,28 | 11,95+1,12 | 7,46+0,79

p P21 < 0,001; p3as-2 <0,01; Pyia cac 16 3,45 > 0,05

Nhan xét: Tai tit ca cac ngay danh gid, chudt ¢ 16 mé hinh (gay suy giam tri nho
bang scopolamin) c6 quang duong tim thdy chan dé dai hon so vé&i chudt & 16 ching
khong gay suy giam tri nhé (p < 0,001). Chuét ¢ cac 16 dung Minh ndo Vintong (16
tri 1 va tri 2), cling nhu 16 ding donepezil c¢6 quing duong tim thay chan dé ngan
hon so voi chudt ¢ 16 bénh ly (p < 0,01). Tac dung nay la twong dwong khi so sanh
quing duong chudt tim thiy chan dé ¢ 2 16 dung Minh ndo Vintong voi nhau ciing

nhu khi so sanh véi 16 dung donepezil (p > 0,05).
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Giai doan 2 — tham do tri nho:

Bdng 3.4. Anh hwéng cia bai thuéc Minh néo Vintong dén ti 1¢ phan tram thoi
gian chugt boi trong 1/4 bé trude dé dit bén dé (ngay 6)

Phan trim thoi gian . .
o , | Phan tram giam | Phan tram tang
LO thi nghiém | chudt boi trong Y4 bé o o
.. so vai 16 1(%) so voi 16 2(%)
truede do6 dat bén do(%)
Chu’”g(i')”h hoe 26,94 + 1,12 i 186,29 %
M® hinh (2) 9,41 £ 0,63 65,07 % -
Donepezil (3) 24,72 £ 1,26 8,24 % 162,70 %
Tri 1 (4) 24,16 + 1,09 10,32 % 156,75 %
Tri 2 (5) 25,02+ 1,15 7,13% 165,89 %
p P2.1 < 0,01; paas2 <0,01; Pyigacacio 345> 0,05

Nhan xét: Chudt & 16 md hinh (gay suy giam tri nhé bang scopolamin) c6 phan trim thoi gian
trong 1 phit chudt trai qua trong ¥ bé truée d6 dat chan dé ngén hon so véi chudt ¢ 16 ching
khdng gay suy giam tri nhd (p < 0,01). Chudt ¢ cac 16 dung Minh ndo Vintong (16 tri 1 va tri 2),
ciing nhur 16 ding donepezil c6 phan trim thoi gian trong 1 phit chudt trai qua trong ¥4 bé trude
d6 diit chan dé dai hon so vé6i chudt & 16 bénh Iy (p < 0,01). T4c dung nay 14 trong duong khi so
sanh phan tram thoi gian trong 1 phit chudt trai qua trong ¥4 bé trude d6 dit chan dé ¢ 2 16 diing
Minh ndo vintong véi nhau ciing nhu khi so sanh véi 16 dung donepezil (p > 0,05).
3.3. T&c dung ting cwdong kha ning hoc tip va ghi nhé cia bai thudc Minh
N&o Vintong trén mé hinh mé 1§ nhiéu chix T

Téc dung cai thién tri nhd cua bai thuéc Minh ndo Vintong dugc danh gia trén
mo6 hinh mé 16 nhiéu chir T chia thanh 2 giai doan: giai doan 1 — huan luyén (ngay
1-5) va giai doan 2 — tham do tri nhé (ngay 8), théng qua cac chi sb: thoi gian,

quing duong chudt tim thiy khoang dich.
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Giai doan 1 — huén luyén:

Bdng 3.5. Anh hwéng cia bai thuéc Minh ndo Vintong dén théi gian chugt tim
thdy khoang dich

L6 thi Thoi gian tim thiy khoang dich X + SD (n=10) (gidy)
nghiém Ngay 1 Ngay 2 Ngay 3 Ngay 4 Ngay 5
Chungsinh | 120,74 114,23 90,38 73,22 121,01
hoc (1) +11,26 +9,54 + 8,15 +7,02 + 10,69
. 311,57 289 44 28515 251 83 308,16
Mohinh () | 1936 | +1668 | +1727 | +2018 | +19.38
Donepezil | 225,13 157,18 124.96 98,66 2249 4
3) + 20,14 + 14,42 +12.35 +9,03 + 15,31
1) 230,84 159,69 122.36 99,42 230,63
' +1226 | +£1194 | +12.26 +8,96 +16.28
26 22219 153,25 122.19 95,16 223.96
' +1631 | +1297 | +1602 +9,39 +18.85

p P21 <0,001; psas2<0,01; Pyia cac 16 3.4,5 > 0,05

Nhan xét: Tir két qua trén cho thay, thoi gian chudt tim thay khoang dich & 16 mo
hinh dai hon 16 chting sinh hoc ¢ tit ca cac ngay (p < 0,001); & 16 Donepezil, 16 trj 1
va 16 tri 2 (dung Minh n&o Vintong) déu ngan hon & 16 md hinh tai tat ca cac ngay
nghién ctru (p < 0,01); ¢ 18 tri 1 (dung Minh n&o Vintong liéu thap) va 16 tri 2 (dung
Minh no Vintong liéu cao) twong duong nhau va twong duong voi 16 Donepezil &

c4c thoi diém nghién ciu (p > 0,05).
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Bdng 3.6. Anh hwéng ciia bai thuéc Minh néio Vintong dén quing dwong tim
thdy khoang dich

L6 thi Quing dudng chudt tim thiy khoang dich (m)
nghi¢m Ngay 1 Ngay 2 Ngay 3 Ngay 4 Ngay 5
Chung sinh 46,32 28,69 18,91 15,24 47,03
hoc (1) +2,15 +1,64 +1,28 +1,42 +1,75
M6 hinh 92,14 71,95 68,23 63,26 92,98
(2) + 3,66 +2.93 +2.69 +2,37 + 3,85
Donepezil 56,96 37,64 33,83 30,14 56,82
(3) +2,86 +215 +221 +2,19 +1,98
_ 61,39 39,90 33,07 31,52 60,94
Tri 1 (4)
+3,13 +3,26 +242 +2,16 +2.84
, 57,32 37,21 30,98 29,93 57,02
Tri 2 (5)
+351 +2,88 +1,96 +2,05 +3,37
p P21 < 0,001; psas2 <0,01; Pyitacicio 345> 0,05

Nhan xét: Két qua bang 3.5 cho thay quing duong tim thiy khoang dich & 16 mé hinh dai hon 16
ching sinh hoc & tat ca cac ngay (p < 0,001); & 16 Donepezil, 16 tri 1 va 16 tri 2 (ding Minh néo
Vintong) déu ngan hon 16 mé hinh & c4c ngay nghién ctu (p < 0,01); & 16 tri 1 (ding Minh néo
Vintong liéu thap) va 16 tri 2 (ding Minh ndo Vintong lidu cao) tuong duong nhau va tuong

duong vai 16 Donepezil ¢ céc thoi diém nghién cau (p > 0,05).
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Giai doan 2 — tham do tri nho:

Bing 3.7. Anh hwéng cia bai thuéc Minh nio Vintong dén théi gian tim thdy

khoang dich trong ngay 8

o Thoi gian tim thiy khoang dich
L6 thi nghiém . .
trong ngay 8 (Giay)
Chuang sinh hoc (1) 60,12 = 5,07
Mo hinh (2) 254,36 + 18,45
Donepezil (3) 76,93 £ 6,16
Tril(4) 82,69 £ 8,01
Tri 2 (5) 76,71 £ 5,94
P21 < 0,001;
p P345-2 < 0,01;
pgi&a cac 16 3,4,5 > 0105

Nhan xét: Két qua bang 3.7 tai thoi diém danh gia tri nhé dai han (N8), thoi gian
chuot tim téi duwoc khoang dich ¢ 16 m6 hinh 16n hon ¢ 16 ching sinh hoc (p <
0,001); ¢ 16 Donepezil, 16 tri 1 va 16 tri 2 (dung Minh ndo Vintong) déu nho hon 16
mé hinh (p < 0,01); ¢ 16 tri 1 (dung Minh ndo Vintong liéu thap) va 16 tri 2 (dung
Minh ndo Vintong liéu cao) twong dwong nhau va twong duong véi 16 Donepezil
(p > 0,05).
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Bdng 3.8. Anh hwéng ciia bai thuéc Minh néio Vintong dén quing dwong tim

thdy khoang dich trong ngay 8

o Quing dudng tim thiy khoang dich
Lo thi nghiém .
trong ngay 8 (m)
Chung sinh hoc (1) 12,32 +1,41
M® hinh (2) 54,96 + 3,94
Donepezil (3) 22,35 +1,89
Tril(4) 23,08 £2,12
Tri 2 (5) 22,53 £ 2,06
P21 < 0,001;
p P345-2 < 0,01;
Pyiira cac 16 3,4,5 > 0,05

Nhan xét: Két qua bang 3.8 tai thoi diém danh gia tri nhé dai han (N8), quéng
duong chudt tim toi duge khoang dich ¢ 16 mo hinh déu 16n hon 16 ching sinh hoc
(p < 0,001); & Donepezil, 16 tri 1 va 16 tri 2 (ding Minh ndo Vintong) déu ngan hon
16 md hinh (p < 0,01); ¢ (ding Minh ndo Vintong liéu thap) va 16 tri 2 (ding Minh
ndo Vintong liéu cao) twong duong nhau va twong dwong véi 16 Donepezil (p >
0,05).
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CHUONG 4: BAN LUAN
4.1. Ban luan vé tac dung wc ché enzym Acetylcholinesterase caa bai thudc
Minh N&o Vintong
4.1.1. Ban luan vé phwong phap in vitro

Duoc liéu trong ty nhién 13 mot ngudn da dang, phong ph céc hop chat sinh
hoc va hoa hoc. Cac céu tric doc dao va phuc tap cua cac hop chat ty nhién rat kho
c6 thé tong hop duoc bang cac phuong phap tong hop hoa hoc. Hién nay, nhiéu loai
duoc lidu da dugc sir dung trong céac bai thuéc YHCT, mang lai hiéu qua cao trong
diéu tri bénh. Viéc nghién cau sang loc cac duogc liéu duoc sir dung theo kinh
nghiém dan gian trong phuc hoi tri nhé, an than ich tri theo huéng tc ché enzym
AChE 1a mot huong nghién cau tim kiém thuéc mai ¢6 tac dung cai thién tri nho
trong bénh Alzheimer dwgc nhiéu nha khoa hoc tiép can. Trong qué trinh nghién
ctru sang loc duoc lidu va tim kiém cac hop chat méi c6 tac dung uc ché enzym
AChE, ngoai phuong phap do quang in vitro duoc dé cip & trén con c6 hai phuong
phap khac cling dugc su dung la phuong phap ex vivo va phuong phap in vivo.

Phuong phap in vitro duoc lua chon trong giai doan nghién ciu sang loc ban
dau cac mau dich chiét tir duogc liéu,... boi wu diém cua no 1a cho két qua nhanh, tién
hanh dong thoi dugc nhidu mau va it ton kém. Pong thoi, qua thu thap tai liéu cho
thdy, hau hét cac nghién ctu lién quan tc ché AChE déu st dung phuong phéap do
quang cua Ellman véi cach tién hanh va doi hoi diéu kién phong thi nghiém don
gian, cho két qua dang tin cdy hon cac phwong phap dung Fast Blue B. Vi vay,
nghién ciru nay chung toi ciing st dung phuong phap do quang Ellman dé danh gia
Vi su thay ddi mot vai yéu td dé phu hop hon véi diéu kién nghién cau.

Khi tién hanh phuong phap in vitro, bén canh viéc xac dinh cac diéu kién thir
nghiém phu hop, viéc lua chon chat ching duong cé vai trd quan trong trong nghién
clru, gitp dinh lugng twong ddi tAc dung cua cdc mau nghién ciu khi so sanh voi
cling mot chat chuan. Véi nghién cau sang loc tac dung ac ché AChE in vitro, cac
chat chiing duong thuong s dung 13 galanthamin, tacrin va berberin
clorid.[23],[44],[46] Méc du berberin clorid chua tirng dugc sir dung trén 1am sang

dé diéu tri bénh Alzheimer, nhung berberin clorid van duwgc lya chon Iam chat



50

chung duong trong mot s6 nghién ciru in vitro do c6 tc dung &c ché AChE in vitro
manh, ddng thai sén ¢ va gia thanh ré hon nhiéu so véi 2 chat con lai. Vi vay, viéc
lya chon berberin clorid 1am chat chiing duong cua nghién cau nay 1a pha hop véi
nhitng nghién ciru trude day vé sang loc tac dung tc ché AChE in vitro cling nhu
phl hop véi diéu kién thuc tién & Viét Nam hién nay.

4.1.2. Ban luan vé két qua danh gia tac dung wuc ché AchE ciia bai thuéc Minh
ndo Vintong

O nhiéu nuéc, céc loai thude thao duoc truyén thong dugc sir dung dé ngin
ngtra hodc diéu tri cac rdi loan thoéi hoa than kinh trong cac chung bénh SSTT, va
mét s dd dugc phat trién thanh thuc pham chire nang va thude dung trén 1am sang.
Cac triéu chung xuat hién do ling dong c4c mang B-amyloid va cac dam rdi than
kinh. Bénh 1y hoc cua bénh Alzheimer va mot sé chiing bénh SSTT déu lién quan
dén sy thiéu hut ACh trong ndo. ACh 1a mét trong nhitng chat dan truyén than kinh
quan trong nhat trong hé théng than kinh trung wong va 42 ngoai bién, do vay kha
nang ¢ ché enzym AChE déng vai tro nhu mot marker sinh hoc chi diém lién quan
dén cac rdi loan than kinh. Pé diéu tri, nguoi ta nang cao chic ning cholinergic
bang viéc sir dung cac hoat chét hay bai thudc cé tac dung @c ché AChE nham cai
thién mot phan bénh tat.

Qua két qua danh gia tac dung wc ché AchE cua bai thubc Minh ndo Vintong
bang phuong phap in vitro, cho thiy bai thudc cé tac dung tc ché enzym AChE.

So véi chat ching duong 1a berberin clorid, tac dung tc ché AChE cua bai
thudéc Minh nfo Vintong gan twong dwong nhau. Minh nfo Vintong véi 1Cs, la
0,179 + 0,042 pug/mL, con vai Berberin clorid cé ICsq 12 0,166 = 0,038.

Két qua nay sé 1a co s dit liéu quan trong dé tiép tuc tién hanh cac nghién
ctru sdu hon vé cdng dung cua bai thuéc Minh ndo Vintong d6i véi chitng SSTT.
4.2. Ban luan vé tac dung ting cwong kha ning hoc tap va ghi nhé caa bai
thudéc Minh N&o Vintong
4.2.1. Ban luan vé bai tip mé cung nwéc

Pay 1a mé cung nudc duoc phat trién boi nha khoa hoc Richard Morris vao

nam 1984 nham danh gia kha ning hoc tap va tri nhé khéng gian. M6 hinh nay khé
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hitu ich dé danh gia nhirng tic déng cua qua trinh 140 héa, nhiing ton thuong trén
thuc nghiém hay tac dung cua cac thudc trén qué trinh hoc tap va tri nhg dac biét ¢
loai dong vat gam nhim. MWM 13 mé hinh dénh gia tri nhé khong gian duoc sir
dung rong réi nhat va duoc chap nhan béi rat nhiéu cac nha nghién ciu vé sinh Iy
hoc hanh vi va dugc ly hoc. Mt sé bang chiang xac nhan wvu thé cia md hinh
nghién ciru ndy trén cac bénh 1y cé thoai hoa than kinh, suy giam nhan thic (vi du
nhu bénh Alzheimer, Parkinson, tam than phan liét).[47]

Trong mé hinh nay, déng luc dé chudt hoc tap va ghi nhé khong gian 1a
nham thoat khoi tinh trang bi ngap nudc. C6 3 chién thuat co ban dé chuot thoat
khoi mé cung: ghi nhé cac dong tac co ban dé dén duoc bén dd, st dung cac dau
hiéu truc quan dé tim dén bén dd (bai tap nhin thay bén dd), sir dung céc tin hiéu xa
lam diém tham chiéu dé xac dinh vi tri n6 dang boi va vi tri bén dd. Pic biét sy linh
hoat trong qua trinh nhan thic cua chudt con duoc danh gia bang cach thay doi vj tri
Xuat phat ctia chudt trong cé4c 1an luyén tap. Nhu vay day 1a mot mé cung day thach
thire, doi hoi chudt can phai st dung mét loat cac qua trinh ghi nha tinh vi. Cac qué
trinh nay bao gdm viéc ghi nh¢ lai va dinh huéng khéng gian nho céc tin hiéu thi
giac (cac hinh anh duoc dat xung quanh), sau d6 dugc xu ly, tdng hop, luu git lai
va dua ra ap dung dé hudng dén vi tri bén dd. Hé thong rém, vach ngin va viéc lap
dit hé théng camera theo di trén cao gilp giam su mat tap trung caa chudt. Ngoai
ra MWM con c6 nhitng wu diém nhu: Thoi gian nghién ciru ngan (thuong chi mat
vai ngay nghién ctru), dung cu nghién ciru don gian, thich hop véi ca cac phong thi
nghiém nho, d& ton kém, phuong phap tién hanh dé dang, loai trir dugc mét cach
tuong d6i cac yéu td gay nhidu so véi cac mo hinh khac nhu: trong luong co thé,
mui (dong luc dé chudt hoc tap va ghi nhé trong cac mé cung trén can thuong la
thire an).[47],[48] Vi nhiing wu diém trén, ching tdi nhan thay day 1a mot md hinh
hitu ich trong nghién ctu phét trién thude tac dung trén kha nang nhan thac va ghi
nhé.

Mo hinh mé cung nuéc 1a mé hinh dé danh gia vé kha ning hoc tap va ghi

nha trén thuc nghiém. Chudt c6 kha nang ghi nhé khong gian tot, dua vao cac
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dic diém khong gian cua phong nghién ciu (duoc gitt ¢b dinh trong subt thoi
gian nghién ctru) dé dinh hudng boi tim dén chan dé - bén 4.

Két qua danh gia trong pha hudn luyén cho phép danh gia kha ning hoc
tap cua chudt. Chudt & 16 gay suy giam tri nhé bang scopolamine cé thoi gian
tim thdy chan dé - bén d6 va chiéu dai quang duong tim thiy chan dé - bén dd
dai hon so vai 16 khéng tiém scopolamine (p < 0,001). Su suy giam tri nhéd gay
ra do tiém scopolamine d3 tic dong manh mé& dén kha ning hoc tap cia chudt,
lam kha niang hoc cua chudt sa sut rd rét. O 16 chudt udng thubc tham chiéu
donepezil, cling nhu cac 16 chudt uéng Minh ndo Vintong, thoi gian tim thay
chan dé - bén dd va chiéu dai quing duong tim thay chan dé - bén d4 giam di o
rét so véi ¢ 16 mé hinh (p < 0,01). Thudc tham chiéu donepezil 1a thudc da biét
rd co tac dung ting cudng tri nhé do we ché AChE nén lam ting cudng chat dan
truyén than kinh ACh & ndo. Két qua thtr nghiém vai ché pham Minh néo
vintong cho két qua cai thién kha ning hoc tap & pha huan luyén tét tvong duong
so va&i thudc tham chiéu, cho phép khang dinh tac dung caa ché pham Minh n&o
vintong lam tang cuong kha nang hoc tap va ghi nhd khi danh gia trén mo hinh
thuc nghiém. Véi 2 muac lidu the nghiém (muac lidu cao va mac liéu thap), tac
dung ting cuong kha niang hoc tap va ghi nhé & muac liéu cao c6 xu hudng tot
hon, tuy nhién chua co su khac biét co6 ¥ nghia théng ké. Biéu nay cho thiy ¢
muc lidu thap (14,64g/kg/ngay & chudt nhat trang), tac dung ting cudng kha ning
hoc tap va ghi nhé da dugc thé hién rd. Tac dung nay ting khong dang ké khi
tang mac lidu 1én. Pay 1a co sd dé dinh muc lidu cho sir dung trén 1am sang.

Téc dung ting cudng kha nang ghi nhd duoc danh gia cu thé boi pha tham do
tri nhé. O pha thir nghiém nay, chan dé - bén d6 da duoc lay di, chudt dua trén kha
nang ghi nhé s& ¢6 gang tim chan dé - bén dd & goc ¥4 bé trudce d6 dat chan dé, do
d6 thoi gian chudt boi trong goc phan tu nay s& nhiéu hon. Két qua nghién ciu cho
thay, chuot ¢ 16 gay suy giam tri nhé bang scopolamine, phan tram thoi gian chuot
trai qua trong ¥ bé truéc d6 dat chan dé giam rd rét so véi 16 ching (p < 0,001).
Céc 16 dung Minh n&o vintongciing nhu 16 dung thudc tham chiéu donepezil, phan

tram thoi gian chuét trai qua trong ¥4 bé trude d6 dit chan dé ting 1én 15 (p < 0,01
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so véi 16 mé hinh), chiing to tac dung ting cuong kha ning ghi nhd cua thude
nghién cuu.
4.2.2. Ban luan vé mé hinh mé 16 nhiéu chix T

Pay cling 1a m6 hinh danh gia kha nang hoc tap va tri nhé khong gian ¢ dong
vat gam nham. Tuy nhién, khac véi MWM m6 hinh nay danh gia tri nhd khong gian
& mdi truong trén can va dong lec dé chudt hoc tap va ghi nhé mé cung la thirc an -
phan thudng trong khoang dich. Mé cung nay ciing c6 nhirng vu diém twong ty nhu
MWM nhu: thoi gian nghién ctu ngén, dung cu don gian, dé thyuc hién, it tbn kém,
do tap trung ctia dong vat nghién ctu cao. Quan trong hon, chung to6i lya chon mé
cung nay Vi so véi cac mé cung danh gia tri nhd khéng gian trén can khac (vi du
nhu: mé cung chit T, mé cung chit Y, mé hinh d6i xing toa tron...) thi day la mé
cung dang tin cay nhat thé hién ¢ su phuc tap, mac do thach thic cao (8 1an lya
chon nhanh mé cung dung/sai), doi hoi chudt phai hinh thanh mot ban d6 nhan thic
mé cung trong subt qua trinh kham ph4,[45] tir d6 giam thiéu nhiing yéu té gay
nhiu nhu: may man hoac thoi quen.

Viéc kham pha mé cung nay dé tim kiém thirc an 12 mot nhiém vy kho khin
doi hoi chudt phai c6 kha ning dinh huéng khdng gian, cé tri nhé tét, kha nang xu
ly, tong hop, luu giir théng tin vé nhitng nhanh mé cung ching di di qua, dé co
nhitng quyét dinh chinh xéc rut ngin dugc quing duong va thoi gian kham pha.

Pé khang dinh dugc tac dyung cua ché pham nghién ciu, mot bo gom nhiéu
cac thtr nghiém duoc tién hanh. Cac mé hinh nghién ciu vira c6 vai trd bod khuyét
cho nhau, vira c6 vai tro khang dinh lai tdc dung di duoc thir nghiém ¢ md hinh kia.
Trong md hinh mé 16 nhiéu chir T, kha ning ghi nhé duong cua chudt duoc ap dung
1a co so khoa hoc cho thir nghiém. G mé hinh nay, chuét ciing duoc trai qua pha
huan luyén trong 4 ngay, sau d6 1a pha tham do tri nhé tai 2 thoi diém, Ngay 5(N5)
dé tham do tri nhé ngan han va Ngay 8(N8) dé tham do tri nhé dai han. Khoang thoi
gian 4 ngay huan luyén da duoc cac nghién ciu trude d6 chi ra la da dé chudt co
dugc cac budc tién déu din cua giai doan hoc tap va hinh thanh duoc tri nhd vé
duong di tim thic an trong mé 16. Céc chi tiéu dénh gia trong mo6 hinh nay bao gom

thoi gian chudt tim toi duge khoang dich, chiéu dai quing duong chudt di dé téi
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dugc khoang dich va sé 1an quyét dinh sai (khi chudt dit ca 4 chan vao nhanh d6
méi duoc tinh 12 mot 1an lya chon). Céc chi tiéu nay duoc dung dé danh gia cho ca
pha huan luyén va pha tham do kha ning ghi nhé.

Két qua nghién ciu trén md hinh nay cho thay, chudt bi gay suy giam tri nhé
boi Scopolamine s& c6 thoi gian tim téi duoc khoang dich dai hon, chiéu dai quing
duong chudt di dé t6i duoc khoang dich 16n hon va sb 1an quyét dinh sai nhiéu hon
so véi 16 chiing (p < 0,001) ¢ tat ca cac ngay caa pha huan luyén ciing nhu pha
tham do tri nhé. Cac 16 chudt dung Minh ndo vintong ciing nhu 16 dung thudc tham
chiéu donepezil c6 thoi gian tim téi dugc khoang dich nhanh hon (p < 0,01), chiéu
dai quang duong chudt di dé téi duoc khoang dich nho hon (p < 0,01) va sb lan
quyét dinh sai it hon (p < 0,05) so v&i 16 mo hinh & tat ca cac ngay nghién ctu. Két
qua nay cho thay bai thudc Minh ndo Vintong c6 tac dung lam tang cuong kha ning
hoc tap, ting cudng tri nhd 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 vai két qua danh gia trén
mo hinh mé cung nudc. Su khdng khéac biét khi so sanh giita cac 16 ding thudc
chang té Minh ndo vintong dung liéu 14,64g/kg/ngay va 43,92g/kg/ngay trén chuot
nhét tring da thé hién tac dung tét, twong duong véi donepezil lidu 2,4mg/kg. Su ting
lidu cua Minh ndo Vintong ¢6 xu hudng lam ting tac dung nhung khong dang ké.
4.2.3. Ban luan vé bai thuéc Minh ndo Vintong

Qua qué trinh nghién cau in vitro va véi 2 mé hinh thyc nghiém: mé cung
nuéc Morris, mé 16 nhiéu chit T két qua nghién ciu cho thay bai thuéc Minh ndo
Vintong & ca 2 mic lidu twong duong 1am sang va lidu gap 3 lan 1am sang déu c6
tac dung cai thién kha nang hoc tap va tri nhé trén chudt nhat trang bi gay suy giam
tri nha bang Scopolamin.

Hién nay, trén thé giéi c6 kha nhiéu cac nghién cau va bao céo vé tac dung
cai thién tri nhé cua mot sé vi duogc liéu c6 trong bai thuéec Minh ndo Vintong khi
dung don doc nhu: Pong tring ha thao, vién chi, tam that. ..

Péng tring ha thao(Ophiocordyceps sinensis) tir 1au di 13 mot vi thudc cb
truyén quy hiém vai nhiéu tac dung dugc ly. Trén thé gii da c6 rat nhiéu nghién

ctzu nham 1am rd céng dung than ky cua vi thudc nay, va da ching minh dugc mét
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s6 tac dung dang chi y nhu chéng viém, ngin chin cac khéi u, diéu hoa hé mién
dich va chdng oxy hda.[49],[50],[51] Ngoai cé4c tac dung trén, kha nang cai thién tri
nhé cling nhu chirng hay quén trén bénh nhan SSTT ciing dugc nghién ciru va chi'y
rat nhiéu.[52],[10],[11],[53]. ...

Chiba T va cong su (2010) ciing da tién hanh nghién ctru tac dung diéu hoa
thu thé M1 muscarinic acetylcholine (M1 mAChR) — mét trong nhitng hudng di
chinh phat trién thudc diéu tri AD cua chiét xuat tir Pong triung ha thao. Cac tac gia
d3 xac dinh duoc chit chiét xuit tir Pong trung ha thao co tac dung thuc day chirc
nang cia M1 mAChR. Nghién ctru ciing da kiém tra thém anh hudng cua viéc udng
chiét xuat tr Pong tring ha thao trén chudt bi gdy suy giam tri nhd bang
scopolamine, két qua cho thay chiét xuat Pong trung ha thao ¢ kha ning cai thién
chtng hay quén do scopolamine gay ra trén co thé séng.[11]

Theo nghién ctiu cua tac gia Pang Hoang Quyén va cong su (2014) véi chat
liéu nghién ctu 1a 3 cao chiét Cordyceps gom Polysaccharide DL0004, n-BuOH
DL0006 va nBuOH DLO0015, dugc chiét tir Cordyceps spp. cho két qua: trong hai
ther nghiém tri nhé ngan han, chudt duoc udng cao chiét Cordyceps spp. 3 ngay
trude khi tiém Trimethyltin liéu 2,4mg/kg, cho thay cé su cai thién tri nhé so véi 16
Trimethyltin khi chudt duoc udng cao Poysaccharide DL0004 véi 2 liéu 100mg/kg
va 200mg/kg, cao n-BuOH DL0006 vai lidu 200mg/kg va cao n-BuOH DL0015 Vi
licu 100mg/kg. Két qua nay ciing cho thay, mot s6 cao chiét caa Cordyceps spp. ¢o
tac dung cai thién tinh trang suy giam tri nhé ngan han & chudt.

Nhan sdm (Radix ginseng) da duoc st dung rong réi & cac nuéc vién dong
nhu Trung Qubc, Nhat Ban va Han Quéc trong hang ngan nim nhu mot vi thudc bd
truyén théng dé kéo dai tudi tho. Hién nay, nhan sim dugc st dung nhu mét loai
thuc pham chic ning va/hoic mot loai thudc bo trén toan thé gidi.[24]
Ginsenosides (con duoc goi 1a saponin ginseng) 1a nhitng hoat chat dau tién duoc
phén 1ap tir nh&n sdm. C6 khoang 30 ginsenosides da dugc xac dinh tir nhan sam,
bang cach st dung cac phuong phap ché bién nhan sam hién nay. Nhan sam va
ginsenosides thé hién nhiéu tac dung duoc Iy co loi bén ngoai hé than kinh, chang

han nhu tac dung chéng ung thu, chéng viém, chdng oxy héa va gidn mach
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[54],[55],[56],[57]. Trong c4c nghién ctu vé& hé than kinh gan ddy ciing di chang
minh rang ginsenosides thé hién nhiéu tac dung c6 loi vé mat duoc ly in vitro va in
vivo trén cac md hinh dong vat lién quan dén céc bénh thoai hda than kinh nhu
AD[38],[39],[40].

Niam 2010, Choi va cong su da tién hanh nghién ctu mét Flavonol Glycoside
dugc phan 1ap tir ré caa Tam that (RNFG), quercetin 3-O-B-D-xylopyranosyl-p-D-
galactopyranoside, vé kha ning lam giam doc tinh than kinh do AP gay ra ¢ cac té
bao than kinh dwoc nudi cdy, nham huéng dén phat trién thudc diéu tri AD. Trong
s6 cac dic tinh sinh hoc khac nhau da duoc thir nghiém, RNFG cho thay kha ning
manh mg& trong viéc ngan chin qua trinh chét té bao do AP gay ra. Trong maot thir
nghiém in vitro, RNFG tc ché su két hop cuia AP theo cach phu thudc vao lidu
luong. Hon nita, tng dung RNFG trong té bao than kinh vo ndo dwoc nudi cay,
hoidc té bao PC12, di lam giam qué trinh chét té bao do AP gay ra theo cach xu ly
phu thudc vao thoi gian va liéu lwong, voi viéc ngin chin su phan manh DNA do
APB gay ra va hoat hoa caspase-3. Trong cac té bao than kinh dugc nudi cay, viéc
diéu tri trudc RNFG da loai bo sy gia ting huy dong Ca2+ do AB kich hoat. Trong
cac thi nghiém vé suy giam tri nhg sir dung nhiém vu tranh thu dong, viéc str dung
RNFG lam giam ton thwong ndo & chudt gay suy giam tri nhé bang scopolamine.
Do d6, nhitng két qua nay cho thay Tam thét rat c6 kha ning trong viéc phat trién
c4c chat bo sung thuc pham dé phong ngira hoic diéu tri AD.[58]

Nam 2018, Huang J. L. cling cac cong su ciing da tién hanh nghién ctu vé
kha ning diéu chinh cac ARN vong (acid Ribonucleic) — mét dai phan tu sinh hoc
dong vai trd quan trong trong co ché bénh sinh cua AD cua Tam that trén chuot. Két
qua nghién ciu chi ra rang tac dung diéu tri cua Tam that doi véi AD c6 thé thong
qua viéc diéu chinh sy biéu hién cua cac ARN vong lién quan dén AD va goi Y rang
Tam that 12 mot vi thudc tiém ning chéng lai AD ciing nhu céc triéu ching
SSTT.[59]

Vién chi 1a mot vi thudc y hoc ¢6 truyén da duoc st dung nhu mét loai thube
an than va cai thién tri nhg trong nhiéu nim. Nam 2015, Huan Zhao va cong su da

tién hanh nghién ciu kha nang giam AP cua vién chi. Két qua cho thay sy tiét Ap da
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giam rd rét sau khi diéu tri bang Vién chi, va su giam nay xay ra tly thuc vao liéu
luong dung.[60] Ngoai ra, BT-11, mot chiét xuat cua Vién chi, dugc béo céo 1a co
kha nang phuc hdi tri nhé ¢ chudt mat tri nhé do stress hoic do scopolamine (Park
et al., 2002; Shin et al., 2009),[61],[62] va tang cuong tri nhd & nguoi khoe manh
(Lee etal., 2009).[63]

Mot cudc khao sét vé tac dung diéu tri bénh Alzheimer cua cac vi thudc cd
truyén Trung Qudc ciing cho thdy mot sé vi thuée nhu Vién chi, Xuyén khung,
DPuong quy hay mét vai vi thudc khac ciing 6 tac dung cai thién tri nhé va c6 tiém
nang cao trong diéu tri AD néi riéng ciing nhu chung SSTT ndi chung véi tac dung
phu it hon cac nhom thudc thong thuong.[41]

Tong két lai, co rat nhiéu bang chiing cho thay tac dung cai thién tri nhg, kha
nang hoc tap theo nhiéu co ché tac dung cua cac vi thudc cé trong thanh phan bai
thuéc Minh N&o Vintong.

Qua két qua nghién cau ndy cua ching t6i cho thiy, bai thubc Minh N&o
Vintong co tac dung cai thién kha nang hoc tap va tri nhé trén cac mo hinh dugc ly
thue nghiém & ca 2 muac lidu twong duwong 1am sang va lidu gap 3 lan liéu twong
duong 1am sang. Két qua nay cho thay tiém ning sir dung ché pham trén 1am sang

dé hd tro diéu tri cac ching suy giam tri nhé va sa st tri tug.
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KET LUAN

Tir két qua nghién ctru, chung toi xin dwa ra két luan:

1. Téc dung tic ché enzym Acetylcholinesterase:

Minh N&o Vintong ¢ tac dung tc ché enzym AChE véi IC50 13 0,176 + 0,034
ng/mL. Trong cung diéu kién nghién ctu, thuéc tham chiéu Becberin clorid c6 tac
dung tc ché enzym AChE véi IC50 12 0,165 + 0,036.

2. Téc dung tang cwong kha nang hoc tap va ghi nhé:

2.1. Trén mo6 hinh mé cung nwoéc

Bai thuéc Minh N&o Vintong liéu 14,64g/kg thé trong chudt/ngay va liéu
43,92g/kg thé trong chudt/ngay udng trong 6 ngay lién tuc co tac dung ting cudng
kha ning hoc tap va ghi nhé trén chudt nhat tring bi gay suy giam tri nhd bang
scopolamin.

2.2.  Trén moé hinh mé 16 nhiéu chir T

Bai thuéc Minh N&o Vintong liéu 14,64g/kg thé trong chudt/ngay va lidu
43,92g/kg thé trong chudt/ngay udng trong 8 ngay lién tuc co tac dung ting cudng
kha ning hoc tap va ghi nhé trén chudt nhat tring bi gay suy giam tri nhd bang

scopolamin.
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KIEN NGHI
Tir két qua nghién ciru tac dung we ché enzym acetylcholinesterase va tac
dung ting cwong kha ning hoc tap va ghi nhé caa bai thuéc Minh Nao Vintong
trén thuc nghiém, chiing t6i xin dé xuét 2 kién nghi sau:
- Tiép tuc thuc hién cac nghién ciru di sau dé tim hiéu co ché tac dung cua
bai thuéc Minh No Vintong.
- Trién khai nghién ctu trén 1am sang trén nhom ddi twong bénh nhan

Alzheimer.
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PHU LUC 1

Cé4c vi thuéc c6 trong bai thuéc Minh ndo Vintong
e Dong trung ha thao:
Bé phdn dimg: Ca ndm va sau non, nim Ophiocordyceps Sinensis thuoc nhém
nam Ascomycetes trén co thé au trong cia mot vai loai buém trong
chi Thitarodes Viette, 1968 (truéc day phan loai trong chi Hepialus Fabricius,
1775).
Tinh vi, quy kinh: Vi ngot, tinh 6n. Vao hai kinh phé va than.
Cong dung: Bdi bd co thé nguoi dm, ich phé, ) than, bd tinh tay, cAm mau, hoa
dom
Chu tri: Dung chita hu hao sinh ho, ho mau, 1iét duong, lung dau moi géi, di tinh,
dau tim.[64]
e Vién chi:
Bé phdn ding: R& phoi hay say kho caa cay Vién chi 1a nho va cay Vién chi Xiberi
tac Vién chi 14 trang, ho Vién chi (Polygalaceae).
Tinh vi, quy kinh: Kho, tan, on. Vao kinh tam, than, phé.
Céng nang: An than ich tri, trir dom chi khai.
Chui tri: Mat ngu, hay mé, hay quén, hoi hop, danh trong nguec, tinh than hoang hét,
ho ddm nhiéu, myn nhot, va sung dau.[65]
e Ydi
Bé phdn dimg: Hat cta qua chin d3 phoi hay siy kho cia cdy Y di, ho Lua
(Poaceae).
Tinh vi, quy kinh: Cam, han. Quy vao kinh ty, phé.
Céng nang: Kién ty, bd phé, thanh nhiét, chi ta, bai nung, loi thap.
Chui tri: Phu thiing, té thip chan tay co rit, ia chdy do ty hu, phé ung, truong ung,
cudc khi, bi tiéu.[65]
e Xa tién:
Xa tien ti:
B¢ phdn dung: Hat di phoi hay say kho cua cdy Ma dé, ho Ma dé (Plantaginaceae).

Xa tién thdo:



B¢ phdn dung: L4 da phoi hay sdy kho cua cdy Mi dé, ho Ma dé (Plantaginaceae).
Tinh vi, quy kinh: Cam, han. Vao cac kinh can, phé, than, tiéu trudng, bang quang.
Céng nang: Thanh nhiét trir dam, loi tiéu thdng 1am, chi huyét.

Chu tri: Ho, viém amidan, viém phé quan, viém than, viém bang quang, bf tiéu tién,
chay mau cam, nén ra mau.[65]

e Dinh lang:

Bé phdn ding: RE d3 phoi hay sdy khé cia cdy Dinh Ling, ho Nhan sim
(Araliaceae).

Tinh vi, quy kinh: Ngot, binh. Quy vao kinh phé, ty, than.

Céng nang: B6 khi, loi sira, giai doc.

Chai tri: Suy nhugc co thé, suy nhuoc than kinh, tiéu hda kém, ngu kém, phu nit sau
dé it sira.[65]

e Nhansam

B¢ phan ding: Than ré va ré da phoi hay sy khd cua cady Nhan sam, ho Nhan sam
(Araliaceae). Sam trdng goi la vién sam, sam moc hoang goi 14 son sam.

Tinh vi, quy kinh: Cam, kho, binh. Vao kinh ty, phé, tam.

Céng nang: Dai bd nguyén khi, ich huyét, kién ty ich phé, sinh tan, an than ich tri.
Cha tri: Khi hu mudn thoat, chan tay lanh, mach vi, ty hu, kém an, phé hu ho
suyén, tan dich thuong tén, miéng khat nuéc, ndi nhiét tiéu khat, dai thao, bénh lau
ngay gay yéu, tam hoi hop, suy tim Kiét stc, hay choang ngat.[65]

e Hathuo

Ha thu o do:

Bé phdn dimg: R& cu phoi hay sdy kho cua cdy Ha thu 6 do6, ho Rau rim
(Polygonaceae).

Tinh vi, quy kinh: Kho, cam, sap, 6n. Vao cac kinh can, than.

Céng nang: Dudng huyét, bd can than, nhudn trang thong tién, 1am xanh téc.

Chu tri Huyét hu thiéu mau, da xanh, g?ly, dau lung, di tinh, toc bac sém, tdo
bon.[65]



e Xuyén khung

B phdn dung: Than ré da phoi hay say khd cua cay Xuyén khung, ho hoa tan
(Apiaceae).

Tinh v, quy kinh: Tan, 6n. Vao cac kinh can, dom, tdm bao.

Céng nang: Hanh khi hoat huyét, trir phong, giam dau.

Chu tri: Diéu kinh, tri nhizc dau, hoa mit, cam mao phong han, phong thap nhic
moi, nguc bung dau tic, nhot doc sung dau.[65]

e Tam thét

Bé phdn dimg: R& ci d3 phoi hay siy kho cua cdy Tam thit, ho Nhan sim
(Araliaceae).

Tinh vi, quy kinh: Cam, kho, 6n. Vao kinh can, vi.

Céng nang: Tan @ chi huyét, tiéu sung giam dau.

Chii tri: Céc loai chay mau, nhét 1a chay mau c6  huyét nhu: thd huyét, khdi huyét,

nuc huyét, tiéu tién ra huyét, sung dau do chan thwong, nguc bung dau nhoi.[65]



PHU LUC 2

BOYTE CONG HOA XA HQI CHU NGHIA VIET NAM
HOQC VIEN YDHCT VIET NAM Poc 1ap — Tw Do — Hanh phc

QUY TRINH BAO CHE CAO MINH NAO VINTONG
Phuc vu dé tai khoa khoc cép co so

Tén dé tai: Nghién ctu tc dung tc ché enzym acetylcholinesterase va tac dung
tang cuong kha ning hoc tap va ghi nhé cua bai thudc Minh Ndo Vintong trén thuc
nghiém

Chii nhiém dé tai: PGS.TS. Pau Xuan Canh

1. Nguyén li¢u:
Thanh phan cua bai thuéc Minh Néo Vintong

Dong trung ha thao........ 059 Nhén sam.................... 059
Viénchi..................... 109 HaThuo..........oooenvnines 109
Y dieoiii 10g Xuyén khung.................. 059
Xatién.......oevevinnn... 059 Tamthat..............cooee 01g
Pinhlang .................... 10g

Cac duoc liéu trong bai thuéc dugc dung dudi dang dugc lidu kho va dat tiéu chuan
trong Dugc dién Viét Nam V, riéng vi thudc Pong triung ha thao duoc bao ché theo

tiéu chuan duoc dién Trung Quéc.



2. Quy trinh bao ché:

Duoc liéu (50 thang
Minh Nao Vintong)

+501 nuéc, sic trong 4h

r

\

Dich chiét 1

Pun c6 can trén bép
dén thé thich con 4850ml

Xéc dinh thé tich chinh xac, gop

Ba duoc liéu
+501 nuéc, sac trong 4h
Bi duoc ligu Dich chiét 2
A

Cao long Minh

N&o Vintona

San pham:

606,25g cao dac

3. Ngay bao ché: 01/5/2020

4. San pham:

dich chiét, tiép tuc co dic

Tir 50 thang duoc liéu qua qua trinh bao ché tai BV Tué Tinh tao ra 4850ml
cao long ti 16 1:1 (1gam duoc liéu trong 1ml cao long), tiép tuc co dic tai
Hoc vién Quan Y tao ra 606,25g cao dac Minh N&o Vintong.



