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LOI CAM ON

Dé hoan thanh ludn vin nay, téi xin trdn trong bay té long biét on
sdu sdc téi:

Pang uy, Ban Giam Pbc, Phong Pao tao sau dai hoc, cic Phong ban
ctia Hoc Vién Y Duoc hoc ¢d truyén Viét Nam di tao diéu kién va gitp do to1
trong qua trinh hoc tap va lam luan van.

bang uy, Ban Giam ddc, BO mon Duge 1y ctia Hoc Vién Quan Y da cho
phép va tao diéu kién thuan loi cho toi trong qua trinh nghién cuu.

PGS.TS.Poan Quang Huy, PGS.TS.Nguyén Hoang Ngan - 1a nhiing
ngudi Thay da tryc tiép hudng dan vo cung tan tinh, chu dao, di day dd, giup
do toi trong subt thoi gian hoc tap, thyc hi¢n nghién ctru va hoan thi¢n luan
van nay.

Cac théy co trong Hoc Vién Y - Dugc hoc cd truyén Viét Nam, nhiing
nguoi di luén day db va diu dat toi trong sudt qué trinh hoc tap tai truong
cling nhu hoan thanh luan van.

Céac Gido su, Pho giao su, Tién si trong Hoi dong: 1a nhiing ngudi
Thay, nhitng Nha Khoa hoc d& dong gop cho t6i nhiéu y kién quy bau va khoa
hoc dé t6i hoan thanh va bao vé thanh cong luan van.

Ciing xin dugc gui 101 cdm on t&i cac nha khoa hoc, cac tac gid nhiing
cong trinh nghién ciru ma t6i da tham khao va sir dung cac sb liéu trong qua
trinh nghién ctru da gitp t61 hoan thién luin van nay.

Loi cam on cudi cung con xin duge bay to long biét on sdu sac t4i toi
bd, me, nhirg nguoi than trong gia dinh da ludn bén canh, khuyén khich con
trong sudt qua trinh hoc tap. Toi xin dugc cam on tdi ban bé dong nghiép da
luon dong vién, khich 18 toi dé vuot qua nhimg khé khin trong qua trinh
nghién ctru va hoan thanh luén van.

Xin trdn trong cam on !

Ha Noi, Ngay... thang... nam...



LOI CAM POAN

Toi la Nguyén Pinh Khanh, hoc vién cao hoc khoa 14 cua Hoc Vién Y
Dugc hoc ¢d truyén Viét Nam, chuyén nganh y hoc cd truyén, xin cam doan:

1. Pay 1a Luan van do ban than toi truc tiép thuc hién dudi sy hudng
dan cua thly PGS.TS.Poan Quang Huy va thiy PGS.TS.Nguyén Hoang
Ngan.

2. Cong trinh nay khéng tring 1ap voi bat ky nghién ctru nao khac da
duoc cong bd tai Viét Nam.

3. Cac s liéu va thong tin trong nghién ciru 13 hoan toan chinh xac,
trung thuc va khach quan, d2 dugc xac nhan va chép nhan cua co s& noi
nghién ctru. Téi xin hoan toan chiu trach nhiém vé nhimg cam két nay.

Ha No6i, Ngay...thang... nam...

Nguoi viet cam doan

Nguyén Dinh Khanh



DANH MUC CAC CHU VIET TAT

MNMT Mt ngii mén tinh

NC Nghién ctru

NREM No Rapid Eye Movement
REM Rapid Eye Movement
RLGN Réi loan gidc ngl

BZD Benzodiazepine

SWS Séng cham

YHCT Y hoc ¢b truyén

YHHD Y hoc hién dai
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PAT VAN PE

Giic ngii 1a mot phan tat yéu quan trong cua cudc sdng. Pong thoi gidc
ngu thuc sy 12 mot qua trinh rét tich cuc lién quan dén mét s thay doi sinh 1y
trong cac co quan cua co thé. Gidc ngu gitp phuc héi lai strc khoe sau mot
ngay thirc dé lam viéc. Mot gidc ngli c6 chat luong t6t 1a mot gidc ngh sau khi
tinh day con ngudi cam thdy khoan khoai, khoe khoan, tran dy ning lugng.
Con chét luong gidc ngti ma kém thi gép phan giy ra bénh tat va sic khoe
kém [1].

Khi nga co thé tiét ra nhitng hormone quan trong gitp qué trinh chuyén
hoa, tich lily ning luong can thiét cho hoat dong trong ngay va qué trinh ting
truong co thé, gitip ndo bd sip xép lai nhirg thong tin mot cach hé thdng,
thiét 1ap va ciing cd kha nang ghi nhé dai han cta ndo bo [1],[2].

Mat ngi dugce dinh nghia 1a sy khong hai long vé so lugng va chat
luong cua giac ngi [5]. Cac rdi loan thudng gip & ngudi bi bénh mat ngu 1a
kho ngu, khi tinh ngii khé ngu lai, ngii khéng sau, tinh gidc nhiéu lan trong
khi ngu [2]. Mt ngti lam giam ning suit lao dong cua con ngudi nhu giam su
tap trung, giam sy tinh tdo dan téi hau qua suy giam hoat dong ban ngay
[4],[5]. Theo mot sb tac gia roi loan gidc nga 1a san pham khong thé tranh
khoi ctia nén vin minh va 1a cin bénh mang tinh toan cau [6]. O nhitng nudc
phat trién, khoang 30-50% dan sb thinh thoang c6 mat ngii va ty 1& mat ngu
mén tinh udc tinh it nhat 5-10% [11]. Ty 1é mat ngi & nhitng nguoi cao tudi
thudng cao hon so voi ngudi tré [74]. Hién nay, ddi véi cac sinh vién thi mat
nga 1a tinh trang phd bién o hoc sinh trén toan thé gidi. Trong giai doan
20152018, ty 1& mét ngu trung binh & hoc sinh & Nam A (An Do, Pakistan,
Nepal va Bangladesh) 1a 52,1%, dao dong tir 35,4% dén 70%. Trong cung

thoi gian, mirc do mat ngi nghiém trong ¢ hoc sinh tir cac qudc gia giau co



lan luot 1a 37.2; 30,5; 19,7 va 7,7% dbi véi hoc sinh Trung Quéc, Na Uy, Ba
Lan va Buc [75].

Hién nay YHHD thudc dé chita mat ngi cht yéu 13 nhom diazepam,
dung 1a diéu tri triéu chimg. Tuy nhién, nhiéu khi chua mang lai hiéu qua toan
dién. Bén canh d6, cac loai thudc ndy thudng gy nghién thudc va din dén
tinh trang phu thudc thudc khi str dung 1au dai [3]. Y hoc ¢6 truyén c6 nhiing
vi thudc va bai thuc quy mat ngi c6 hiéu qua, dua bénh nhan vao gidc ngu
mot cach tu nhién, it tic dung khong mong mudn va khong gay ra tinh trang
cai thudc. Bén canh do, cac loai thudc nay thuong gay nghién thudc va din
dén tinh trang phu thugc thude khi st dung lau dai.

Bai thudc QH duogc xay dung dwa vao 1y luan y hoc ¢b truyén Viét Nam
va kinh nghiém lam sang dé diéu tri mat ngu dem lai hi€u qua cao, cho dén
nay chua c6 mgt cong trinh nghién ctru khoa hoc nao nghién ctru mot cach
day du, co hé théng va khoa hoc vé hiéu qua diéu tri mat ngi cta bai thude
nay. Xuit phat tir thuc tién d6, ching t6i tién hanh dé tai “Nghién cu tac
dung an than, cai thién giic ngi ciia cao 16ng QH trén thwe nghiém” vai
2 muc tiéu:

1. Ddnh gid tic dung an than, giam lo Gu ciia cao long QH trén mé hinh do
hoat dong ky va mo hinh chit thdp ndng cao.

2. Pdnh gid tic dung cdi thién gidc ngi cia cao long QH trén mé hinh
chudt gdy roi loan gidc ngii bang cafein va mé hinh gdy réi loan gidc

ngu man tinh bang stress .



Chuong 1
TONG QUAN TAI LIEU

1.1. Tong quan vé gidc ngi va roi loan gidc nga
1.1.1. Gidc ngi
*Khai ni¢m:

Giic ngtl 13 mot qua trinh sinh hoc quan trong ma con ngudi can dé
hoat dong binh thuong. Gidc ngu d6 1a trang thai lién tuc, kéo dai ctia co thé,
duoc tao nén boi1 su téng hop lai hoat dong cua phtrc hop cac yéu t6 noi sinh
va hod hoc can thiét cho nhitng dao dong ngay-dém va phuc hdi ning luong
sau mdt ngay lam viéc mét moi. Giéc ngu duoc diéu hoa tuong ddi dinh hinh
va lap di lap lai [1],[2]. C& cudc do1 mdt nguoi khoe manh danh khoang 1/3
thdi gian cho ngu va 2/3 thoi gian thirc. Viée tién hanh nghién ctru khoa hoc
gidc ngl c6 mdt ¥ nghia quan trong trong y hoc ndi chung va trong chuyén
nganh tam than hoc noi riéng [2],[9].

Ngay nay v6i nhiing cong nghé hién dai nhu: cong nghé dién ndo do
(Electroencephalogram), ghi chuyén dong dién nhin ciu (A measure eye
movement activity) ma chung ta biét dugc gidc ngti c6 nhiéu giai doan va van
hanh theo mot chu ky nhat dinh. C6 hai pha vé gidc ngu, nga khong van dong
nhin cau nhanh (No Rapid Eye Movement: NREM). Ngui ¢6 van dong nhan
cau nhanh (Rapid Eye Movement: REM). NREM duoc chia thanh bén giai
doan va mdi giai doan gitp co thé ching ta lam nhitng viéc khac nhau nhu
tang cudng hé thong mién dich va stra chira cac té bao cua ching ta.

+ Giai doan dau tién ctia gidc nga thuong chi kéo dai vai phit va dugc
dac trung bo1 hoat dong ctia ndo cham lai va giam truong luc co.

+ Giai doan thtr hai chiém khoang 50-60% tong thoi gian ngi. Giai
doan nay duoc danh dau bang sy suy giam hon nita hoat dong ciia ndo va

giam nhip tim va nhiét d6 co thé.



+ Giai doan thtr ba va thtr tu ctia gidc ngi duoc goi chung 13 gidc ngu
song cham (SWS). Pay 1a giai doan ma co thé dang trong trang thai ngu sau
nhat va khé danh thic nhat. Trong giai doan nay, hé théng mién dich cua co
thé duoc cho la gidi phong cac cytokine, rat quan trong trong viéc chdng
nhiém tring va viém nhiém. Tém lai, cac giai doan khac nhau cua gic ngl
phuc vu mdt chic nang khac nhau trong vi¢c duy tri stc khoe va hanh phuc,
khién mdi ngudi can phai ngt du gidc mdi dém [13],[15],[20],[22].

“Co ché diéu hoa gidc ngii:

Hién c6 rat nhiéu thuyét vé co ché thitc ngu nhung chua c6 sy thong
nhat. Trong d6 c6 thuyét vé trung khu ngu, thuyét thu dong, thuyét tich cuc,
thuyét trc ché ciia Pavlov.

Thuyét thu dong 13 nga chi 1 mét moi, ngimg hoat déng cac ving hung
phﬁn & vung trén cua than ndo thuong goi la hé ludi hoat hoa. Thuyét tich cuc
gidc ngu lai cho rang c6 mot qué trinh tich cuc tai cac phan cua ndo giy ra
ngu. Cac trung tim & phan gitta ctia cAu ndo c6 tac dung chu dong gy e ché
cac phan khac caa néo [20].

Thuyét vé trung khu ngu cho rang trong ndo nguoi co ton tai mot trung
khu gdy ngi va trung khu dam bao trang thai thtc tinh. Thuyét Gc ché cua
Pavlov cho rang ngu 1a qua trinh {rc ché lan toa, ban dau khuéch tan khap vo
ndo roi sau d6 lan tdi ca cac cau trac dudi vo [15].

Gidc ngu 1a trang thai binh thudng ctia hoat dong vo nio, con trang thai
thire duoc duy tri boi sy hoat dong tich cuc cua cdu tao ludi ¢ than ndo. Cau
tao ludi vira ¢6 anh hudng e ché d6i véi vo ndo, nghia 1a nd dong vai tro
hoat dong dan truyén than kinh ciing nhu duy tri thtc tinh. Hoat héa tir cau
tao luGi 1én vo néo 1a kiéu hoat hoa khong dac hiéu trong do cé sy tham gia
ctia vung dudi ddi, ddi thi [1],[2],[14].

*Sinh héa than kinh diéu hoa ciia gidc ngii

Cac nhém chit gy thirc nhu catecholamine, cafein,... Catecholamine



dugce xem nhu chat co tac dung giy thirc. Anh huong giy thirc ciia cafein bao
gdm adenosine. Cac nhom chit lién quan dén gidc ngi nhu serotonin,
melatonin,... Anh hudong giy thic cua cafein bao gdm adenosine. Nhimng
nghién ctru thuc nghiém tir truéc cho thdy nhan rinh xoan cua than ndo san
xuét ra serotonin nhu 1a mot chat din truyén than kinh dau tién tao ra giic
ngu. Serotonin dugc cho 13 chat dan truyén than kinh quan dén viéc tao ra
gidc ngi. Hoat dong cua Serotonine (SHT) ¢ muc tdi thiéu trong gidc ngt sau
nhung dat t6i da lac thirc. Cac chat chil van (Antagorite) ctia Serotonine gay
nén mat ngl Serotonine va cac chét lién két SHT hoat dong o nhiéu diém
[1],[2],[13],[14].

Chat 4-Chloro-DL-phenylalanine methyl ester hydrochloride (PCPA),
13 chat (e ché tryptophan hydroxylase, 1am can kiét 5-HT, gdy mat ngu.
Serotonin (5-HT) déng vai trd quan trong trong viéc diéu hoa giac ngi. PCPA,
mot chat e ché téng hop serotonin, co thé lam can kiét gﬁn 80% ham luong
5-HT trong ndo. Tac dung cua 4-Chloro-DL-phenylalanine (PCPA) da duogc
nghién ctiru & chudt binh thudng va chudt thiéu serotonin. Piéu tri bang PCPA
da lam giam nong do serotonin (5-HT) trong HC (P <0,05) va v6 ndo trudc
tran (PFC; P <0,05) [59].

Acetylcholin ciia nio cling déng mot phan vai trd trong gidc ngi, dic
biét 1a tao ra giéc ngia REM. R&i loan hoat dong cua h¢ théng cholinergic
trung tdm lam thay d6i gidc ngt [21]. Melatonin 12 hormone do tuyén ting
san xudt vao ban dém, dong vai tro 13 tin hiéu thoi gian ctia ddng hd sinh hoc
va thuc day du doan gidc ngu trong mang ché d6 mic dinh cta nio [60].

1.1.2. Réi logn gidc ngii
1.1.2.1. Khadi niém, phan loai

R6i loan giéc ngu (RLGN) Ia nhitng r6i loan vé s luong, chét luong,
vé tinh chu ky ciia gidc nga va cac rdi loan nhip thirc ngu, lién quan dén dién

bién cua gidc ngl: trude khi ngt, trong khi ngt va khi tinh day. Hau qua lam


https://www.sciencedirect.com/topics/medicine-and-dentistry/tryptophan-hydroxylase

cho co thé co cam giac khong thoa man vé gidc ngli (mét moi, lo ling) va co
anh hudng dén hoat dong lac thirc [2],[5],[14],[18].

Rdi loan gidc ngli duoc phan l1am ba loai: rdi loan gidc ngii tién phat,
roi loan gidc ngu tht phat va rdi loan can gide nga [2],[51,[9].

- Réi loan gidc ngii tién phat: 13 r6i loan thoi gian ngu, c¢6 thé mat ngt
va ngu nhiéu.

+ MAat ngu: 13 r6i loan vé s6 luong va chét luong gidc ngu.

+ Ngt nhiéu: 12 nga qua nhiéu so vé6i binh thudng.

- Réi loan gidc ngu thir phdt: 1a mét ngu hodc ngi nhiéu do hau qua
ctia bénh tim than hay bénh thuc ton.

- Réi loan cdn gidc ngii: 1a cic hanh vi bat thuong xay ra trong lac ngi
hodc lac chuyén tir trang thai ngh sang trang thai danh thuec.
1.1.2.2. Nguyén nhan, co ché bénh sinh ciia réi loan gidc ngii
*Bénh nguyén

Do tam 1y, rdi loan cam xc, tdm can: Mat nga thudng xuyén xay ra
sau mot sang chin tdm 1y hodc xay ra sau mdt loat nhiing su kién bat loi trong
cudc song. Sang chan tam 1y hodc stress nhu yéu to gay khoi phat trang thai
mat ngti. Thuong thi trang thai mat ngt tang 1én vao thoi diém co sang chin
tam 1y. Tuy nhién nhiéu trudng hop sang chan tam 1y mat di nhung mét ngi
van tiép tuc kéo dai [2],[16],[22].

Céac nguyén nhan thong thuong: thay d6i cong viéc, rdi loan nhip thirc
ngu, budn rau, suy nhugc, lo ling, stress, qua vui mimg hay kich dong, phong
ngu hay giudng ngu khong dap tmg dugc gidc ngu, tudi tac, phu nit tién man
kinh, ding dot ngdt cac thudc an than. Rdi loan gidc ngi bai nhitng bénh 1y
khac nhau: phi dai tuyén tién liét, dau khép, khi quan bi tic khi nim ngu
[4].[5LI9LI17].

*Bénh sinh réi logn gidc ngi:

-Bénh sinh rdi loan giéc ngu co nhiéu gia thuyét vé than kinh, thé dich,
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gia thiét vé vai tro cua cdu tao ludi & than ndo va ving dudi doi trong viée
diéu hoa gidc ngt duoc thira nhan rong rai. Khi ting hoat hoa hé thong céu
tao luéi ¢ ving than ndo va dudi ddi thi s& gy tac dung hung phan lan toa
trén vo ndo, gy ra trang thai thurc. Va khi hoat héa hé théng cau tao ludi giam
hodc mat di, rdi loan giéc ngu s€ xay ra. nhu vay, hé théng hoat hoa ciu tao
ludi c6 vai trd quan trong trong co ché diéu hoa gidc ngu thong qua cac chat
dan truyén than kinh va ciing tuan thi theo co ché hoat dong than kinh thé
dich, nham hoat héa tich cuc ngugc lai (rc ché lan toa vo ndo trong cic trang
thai thirc ngu [22].

1.2. Mat ngii khong thwe ton

1.2.1. Khdi niém

Theo phan loai bénh quéc té lan th 10 nim 1992 (ICD- 10/1992)
RLGN dugc xép vao muc "F 51". Mat nga khéng thuc ton (nonorganic
insomnia) thuoc muc F 51.0 [18].

Mit ngu khong thyc ton hay con goi 1a mat ngi mén tinh, mat ngi
nguyén phat dugc dinh nghia: La trang thai khong thoa man vé sb luong va
chat luong gidc ngu, ton tai trong mot thoi gian dai it nhat mot thang, dugc
dic trung bang cac dic diém sau, khé di vao giac ngi, kho duy tri gidc ngi va
thire day som, s luong va chét luong gidc nga khong thoa man, thuong xut
hién d6t ngot sau khi c6 yéu t6 tam 1y, x4 hoi hodc stress [9],[18].

1.2.2. Triéu chirng

+ Céc triéu chtng vé gidc ngt [11]

- Thoi luong gidc ng giam: bénh nhan chi nga dugc 3- 4 giv/24 gio,
tham chi c6 bénh nhan thirc tréng dém.

- Khoé di vao giac ngii: ddy 1a than phién hay gip dau tién. Bénh nhan
khong thdy c6 cam giac budn ngi, tran troc, cang thang, lo du. Thuong mat tir
hon 30 phut dén 1 gio 30 phit méi di vao gidc ngu.

- Hay tinh giac vao ban dém: giac ngu cuia bénh nhan bi chia cat ra, giac



ngu chap chon, khong ngon giac, thuong tinh gidc va khi da tinh gic thi rat
kho ngt lai. Theo Schneider va Helmert thdy bénh nhan mat ngu, thudng
thirc gidc nhiéu hon hai lan mot dém so voi nguoi ngi tot.

- Thirc gidc som: bénh nhan phan nan 1a ngi it qua, tinh ddy sém. Bénh
nhan thuong c6 théi quen nidm lai trén givong dé xem c6 thé ngu lai duogc
khong, vi vay nhiéu khi ho roi khoi givong rat mudn so véi luc chua bi mat
ngu.

- Chét luong gidc nga: c6 su khac biét 16n giita nguoi nga tét va ngudi
mat ngu. Nguoi ngl tét sau mot dém thiy co thé thoai mai, khong mét nhoc,
vé mat tuoi tinh. Nguoi mét ngd sau mot dém vé mat khong tuoi tinh, mét
méi, hai mét thAm quﬁng, dang vé cham chap, hay ngap vat [2],[11].

- C6 su ban tAm vé mat ngu va lo ling vé hau qua ban dém va ban ngay
cua no [22].

- Hé qua ctia mat nga [11].

Mit ngu 12 mét trong nhitng nguyén nhan khién trang thai co thé kém
thoai mai va mét moi vao ban ngdy. Bénh nhén thay co thé suy yéu, thu dong,
it quan tdm dén cong viéc ludn suy nghi vé strc khoe va gidc ngi cua ho, kho
hoan tat cic cong viéc trong ngdy, giam himg thi trong cong viéc va trong
tiép xuc véi gia dinh va ban bé. Bénh nhan c¢6 khuynh hudng tu ding thudc
diéu tri, ting nguy co lam dung thudc. C6 thé ting nguy co bénh tim mach,
dai thao duong, Alzheimer va nguy co tir vong. Nguy co tir vong tang 1€n kha
16 rang d6i voi nhitng bénh nhan ngu it hon 5 tiéng/ngay.

1.2.3. Chén dodn mdt ngii khong thuwc ton
*Chan dodn mat ngu khong thuwce tén theo tiéu chudn ciia ICDI10.

1. Nguoi bénh phan nan kho di vao gidc nga hay khé duy tri gidc ngi,
hay cht luong gidc ngti kém.

2. Réi loan gidc ngu dd xay ra it nhét 13 ba 1an trong mot tuan trong it

nhat 13 mot thang.



3. Réi loan giéc ngd gay nén sy mét moi rd rét trén co thé hoic gay
khé khan trong hoat dong chirc nang luc ban ngay.

4. Khong c6 nguyén nhan ton thuong thyc thé, nhu 14 t6n thuong hé
than kinh hodc nhiig bénh 1y khac, rdi loan hanh vi hodc do dung thudc
[18],[66].

1.2.4. Piéu tri mét ngii khéng thuc ton theo y hoc hi¢n dai
“Muc tiéu diéu tri:

Muc tiéu diéu tri mat ngu tap trung vao cai thién chat luong va thoi
luong gidc ngl, giam nhitng suy nhuoc lién quan dén mat ngu, gitp cho bénh
nhan tinh tdo va tip trung ban ngay. Trong diéu tri mat ngu, co thé sir dung
liéu phap tam 1y, liéu phap dung thudc hodc phdi hop ca hai [11].

“Piéu tri bang tam ly:

- La mot hinh thtc diéu tri tAm 1y dugc sir dung dé cai thién chét luong
gidc ngtl cho nhitng ngudi ¢ vin dé vé gidc ngn. Phuong phép nay dua trén
viéc giam thiéu nhitng théi quen xdu vé gidc ngl va thay thé chung bing
nhitng tho1 quen maéi va lanh manh [22].

- Phuong phap thu gidn dé diéu tri mat ngi rat c6 hiéu qua, gdm cic
phuong phép lam gidn co, thd khi cong, tap tu thé déu c6 lién quan dén co ché
am thi, déu léy am thi lam diém tua, déu nham tac dong qua lai gitra tdm than
va co thé [22].

+Vé sinh gidc ngu:[11],[21].

-Xay dung thoi gian biéu on dinh cho viéc di ngti va thirc gidc o tat ca
cac ngay, ké ca cudi tuan.

-Tranh ngu trua nhiéu hon (hon 20-30 phat) hoic ngi vao budi gan
chiéu ti.

-Tranh thirc udng nhiéu cafein tir sau an trua, tranh udng ruou bia gan

thoi diém di ngu, tranh huat thude 14, ddc biét vao budi toi.
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-Tap thé duc thuong xuyén, nhung nén tap trudc thoi gian di ngi 4-5
tiéng vi c6 thé 1am ting su tinh téo.

-Tao méi trudng ngli thoai mai bang cach tranh nhiét do cao, tiéng on
16n, tiéng dong hd hay chiéu sang trong phong ngu.

-Khong 4n qué no khi gan di nga hay di nga khi dang déi, tranh ubng
nhiéu nuéc vao budi toi de it di tieu vao ban dém.

*Cdc thuéc diéu tri bénh mdt ngii khong thuwe ton
Cac nhom thude duoc chép nhén diéu tri mat ngu tai Viét Nam, Hoa ky

va Anh bao gdm: [11],[12],[22].

-Benzodiazepine

-Chu van chu thé Benzodiazepine (hay con goi thudc non benzodiazepine)

-Thubc chi van thé melatonin

-Thudc d6i khang thu thé orexin

-Céc thude khac mot s6 thude chong trim cam c6 tac dung gdy ngu, khang
histamin H, chéng loan than, melatonin.
+ Nhom thudc Benzodiazepine (BZD) [11],[12].

- Céc thube thudc dan xuat benzodiazepin déu c6 tac dung an than, gay
ngu, nhung do cuong dj tdc dung cua ching khic nhau, vi vay dé tién su
dung nguoi ta tam chia thanh:

-Céac thube cha yéu dung an than gdm: diazepam, clonazepam, lorazepam.
-Céc thude chu yéu dung gay nga gém: flurazepam, estazolam, seduxen 5mg

Co ché tac dung: Khi ¢c6 BZD, do cac BZD c6 4i lyc manh hon nén né
déy protein va chiém chd, déng thoi tao thuén loi dé GABA gén duoc vao
receptor GABA 1am kénh Cl- mé ra, Cl- vio té bio, gy tang uu cyuc lam tang
trc ché than kinh trung wong. Cac BZD chu yéu lam ting tin suat mé kénh Cl-
qua trung gian GABA.

+ Nhom thudc non-benzodiazepine chil van trén thu thé benzodiazepine

Nhém thudc ngi non-benzodiazepine, bao gdm nhém thube zaleplon,
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zolpidem, zopiclone va eszopiclone. Thudc cé it nguy co dung nap, 1¢ thudc
thudc va mat ngt doi nguge nhu BZD. Tuy nhién, nguy co gy ra cac hanh vi
ngu-thirc phirc tap va suy giam chic ning vao ban ngay cua thudc ciing kha
nguy hiém va khong nén duoc xem 1 an toan hon céac thue giy ngi khac.

+ Chu van melatonin

Ramelteon 1a mot chat chil van melatonin, c6 thoi gian ban thai khoang
1,5-5 gid. Thude c6 bang ching cai thién gidc nga ¢ giai doan bét ddu ngu va
tang tong thoi gian ngu.

+ Thudc di khang thu thé orexin

Pay 1a nhom thudc méi trong diéu tri mat ngu. Orexin A va Orexin B
1a cac neuropeptid dudi d6i, dong vai trd quan trong trong thiic ddy su thirc
tinh va diéu hoa chu ky ngu-thirc. Hai thudc trong nhém dugc FDA chip
nhan 1a suvorexant (nam 2014) va lemborexat (nam 2019).

1.3. Y hoc co truyén
1.3.1.Khdi niém:

Mit ngt duoc miéu ta trong pham vi chimg “That mién” caa YHCT,
theo nghia that 1a mat, mién 14 ngu, that mién nghia la chi mat ngi. Biéu hién
chinh 13 kho nhap gidc hodc khé duy tri gidc ngn. Mrc d6 mat ngi biéu hién
cling khac nhau, nhe thi biéu hién 1a kho nhép gidc, ngii khong sau, lic ngi dé
tinh, dé kinh sg thtic giéc, day som, sau khi tinh khé ngu lai. Nang thi tran
troc, sudt dém khong nham dugc mét [30],[34].
1.3.2.Nguyén nhan

Tir trude dén nay c6 nhiéu quan diém khac nhau vé nguyén nhan giy
mat ngu. Trong tat ca cac nguyén nhan vé mat ngu nhin chung céc tac gia déu
théng nhat co ché gidc ngl binh thuong 1a dua vao sy diéu hoa cla cac tang
pha, 4m binh dwong bi, duong nhip vao trong véi am. Néu an udng khong
diéu d9, tinh chi that thuong, mét moi, suy nghi qua do, hodc do tudi tic 1am

cho co thé hu suy, hodc sau mac bénh lau ngay, hoac do tudi tac lam cho co
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thé hu suy. Lam rdi loan cong ning (tinh, khi, thin) ctia cac tang phii dic biét
1a tim, can ty than. Cac nguyén nhan trén lam Am duong mat can bang duong
bat nhap 4m, 4am bat 1iém duong, déu c6 thé dan dén mat ngt [25],[34],[53].

Theo Nam dugc than hiéu thi mat ngti ¢6 3 nguyén nhan: ngudi gia yéu
duong suy hay khi 6m méi khoi con yéu ma khong ngi duge, dam tu & dom
kinh, than khong yén ma khong ngu. Lai c6 ching tam kinh néng phan, dom
kinh han lanh ma ngu khong dugc [26].

Khai quat vé nguyén nhan co ché bénh sinh ching that mién nhu sau:
*Tinh chi bi ton thuwong:

Tir ¢6 xua Y hoc phuong Pong di biét duge tic dong x4u ciia nhiing
cam xuc thai qua ddi véi stiic khoe con ngudi. Cau gian qua thi hai can. Suy
nghi lo ling dau thuwong, dau budn thi hai ty. Ming vui qua anh huéng dén
tam. So hai kinh khing qué anh huéng dén than. Uu sau, budn ba anh huong
dén phé, tim hu doém khiép, vui qua, budn qua ciing din dén tdm than bi
nhiéu hodc tdm than thit dudng ma mat ngu. [34],[41].

Theo Hai thugng lanh 6ng thi tAm 14 noi chira than, thong nhiép huyét
mach, can 1a noi chita phach, chtra huyét, ty 1a noi chira huyét va sinh ra
huyét. Pham ching mat ngt 1a do 4m hu huyét kém than, hon va y déu bi
thuong ton. Cho nén phép chira va xir phuong ciing khong nam ngoai ba kinh
tam, can, ty [35].

*Am thue bat tiét

An nhiéu cac d6 dn béo ngot, sdng lanh, no dé6i qua muc ciing cd thé
t6n thuong ty vi, ty mat kién van, thanh khi bat thing, thanh khiéu that dudng
thi tAm than bat ninh, vi mat hoa giang, thirc an dinh tr¢, tich thép sinh dam
héa nhiét, ddm nhiét thuong nhifu tdm than thi ciing sinh ra ching mat ngt

[35].
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Sach noi kinh noi “Vi khong hoa thi ngi khong yén. Mach hoat co luc
ma khong ngu 1a trong c6 thirc an ngung dong, dam hda, vi vi khong hoa gay
ngu khong yén™ [23].

*Mét méi qua do

M¢ét moi qua do, ton hao tim huyét, tdm khong dugc nudi dudng, than
khong cé chd trl, xuat hién mat ngi. Mét moi lau ngay ciling c6 thé ton
thuong toi tinh cia can than, thiy khong ché hoa, hu hoa thuong nhidu tim
than, tAm than bt ninh, ciing s& dan dén mat ngti. Mét moéi c6 thé thuong ty,
ty mat kién van, dam troc ndi sinh nhiéu tim ma mat ngu [34].

* Bénh lau ngay, nguoi gia co thé hw yéu

Bam t co thé hu suy, ngudi gia co thé suy nhuoc hodc sau khi mic
bénh, chinh khi hu suy, than tinh khuy hu, lam cho tinh cua ngii tang suy
thiéu, tiy hai bat tac thi than minh that dudng, dém ngu bat an. Than tinh
khuy hu, khong thé thuong tu tdm hoa, din dén tdm than bat giao, duong
khong nhép am, ciing dan dén mat nga [34].

1.3.3. Phén thé lim sang

Sau day xin gid1 thi€u cach phan loai cia Gido trinh no1 khoa YHCT
ctia Hoc vién Y Duoc hoc ¢b truyén Viét Nam va Noi khoa y hoc cd truyén va
cac tai lieu YHCT khac:

* Thé tam ty lwdng hu

Tri¢u chirng: cd dém khong ngu, hoac lic ngu luc tinh, hodc mong nhiéu
dé tinh, tim dap hoi hop, hay quén, ngudi mét moi, an khong ngon, sac khong
nhuén, lud1 nhat réu mdéng, mach té nhuoc.

Phép diéu tri: B6 dudng tam ty, sinh huyét .

Phuong thudc: Bai Quy ty thang gia giam [23],[34],[41].
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* Thé tAm thin bat giao
Triéu chimg: mét ngt hu phién , diu vang, tai 1, hong kho, lung yéu, gbi
mém, mong nhiéu, di tinh, triéu nhiét ra moé héi trom, ticu tién do, it, ludi do
khoéng réu, mach té sac. Do tAm than 4m cing hu giy nén.
Phép diéu tri: Giao thong tAm than.
Phuong thudc: Giao thai hoan (nghiém phuong ), Luc vi gia thém hoang
lién, nhuc qué [23],[30],[34],[41].
*Thé tim dém Kkhi hu
Triéu ching: hu phién mat ngt, d& s, cudi ngay lo ling dé phong, dém
méat tAm quy, kém theo khi doadn, ty han, mét moi khong co suc, ludi dam,
mach huyén té.
Phap diéu tri: Ich khi tran kinh, an than dinh chi.
Phuong dung 13:“An than dinh chi hoan hop Toan tio nhan thang gia
giam” [23],[34],[41].
*Thé tAm huyét Am hw
Tri¢u chirng: hu phién mat ngu, hoi hop, tam than mét moi, mong tinh,
quanh mém ludi loét, mach té sac. Do 4m hu huyét thiéu khéng dudng duoc
tam gay nén [34],[41].
Phép diéu trj: B6 ich tAm am.
Bai thudc thuong dung: Thién vuong bd tam dan [41].
1.4. Mot s6 nghién ciru vé diéu tri mét nga trén thuc nghiém tai Viét Nam
va trén thé giéi
1.4.1. Trén thé gidi
Lan Ngoc Diém, Vuong Pich (2007) nghién ciru vé tac dung chdng 3o
hoa cua Thién vuong bd tdim dan cho két qua: Thién vuong bo tim dan ¢ 3
liéu khac nhau déu c6 tac dung chéng 130 hoa, cai thién tri nhé trén chudt
tuong doi tot, tadng hoat tinh SOD va ham lugng MDA & huyét thanh va mo
gan [44].
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Ping Man Trinh, Lé Pong Minh (2012) ¢ Pai hoc Trung Y duoc
Quang Chau tién hanh nghién ctru tic dung an than va anh hudng téi tinh
trang sut giam tri nhd ciia Quy ty thang trén chudt thi nghiém mat ngu, két
luan Quy ty thang c6 tic dung an than va cai thién tri nhé [45].

Suhyeon Kima va céc cong sy (2019), danh gia tac dung tdng cuong
gidc ngu tong hop tiém nang cua hdn hop GABA/I-theanine trén mo hinh thir
nghiém gidc ngi do pentobarbital gy ra cho thiy két qua do tré khi nga giam
(20,7 va 14,9%) va tang thoi luong ngu (87,3 va 26,8%) so voi chi dung
GABA hoac theanine [24].

Cao Q, Jiang Y va cong su (2016), Panh gia tic dung cai thién gidc ngu
& chudt ciia Tenuifolin- mot saponin c6 ngudn goc tir Vién tri cho két qua:
Tenuifolin véi lidu 40 va 80 mg/kg (po) kéo dai dang ké tong thoi gian ngu
[42].
1.4.2.Tqi Viét Nam

Nguyén Thi Minh Ngoc va cong su (2012) Nghién ctru tic dung an
than thyc nghiém cta ché pham Sleep Care cho két qua Sleepy care c6 tac
dung gidn co (md hinh leo day), giai lo (md hinh chi thap ning cao), an than
(kéo dai thoi gian ngt do thiopental) va ¢ ché than kinh trung uong (dbi
khang véi co giat gay ra boi strychnin). Tac dung an than cia sleepy care phu
thudc vao liéu str dung. Sleepy care voi muc liéu bang 2 1an liéu diéu trj trén
ngudi (SC2) thé hién tac dung an than trén tit ca cac mo hinh trén [38].

Duong Thi Huong Ly, Nguyén Thi Bach Thiy (2016), Panh gia tac
dung an than gidi lo au cua bai thudc “Ché an than” trén dong vat thuc
nghiém cho két qua: véi lidu 2 g/kg, Che an than c6 tac dung an than, giam lo
lang va gidn co t6t thong qua viéc: 1am tang sb 1an va thoi gian chudt di vao
tay hé trong mo hinh chir thap ning cao (EPM), lam giam sé diém bam trén
day trong mo hinh leo day Grip, lam giam thoi gian bam trén may quay

Rota-Rod va lam gidm thoi gian boi trong mé hinh chudt boi [39].
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Nguyén Phuong Dung, Lé Thi Thu Huong (2018), Khdo sat tac dung
an than cia bai thudc B4 tir dudng tdm hoan khong co6 thach xuwong bd trén
thuc nghiém cho két qua: Co thé khang dinh rang cao chiét nudc bai thude
nay c¢6 do an toan khé cao. Cao thudc lidu 2,29 g/kg chudt va liéu 4,57 g/kg
chudt, tai thoi diém 60 phut, thoi gian ra ngan sang ting c6 y nghia thong ké
so voi 16 ching (16 udng nude cat) ching to cao thudce co tic dung an than
gidi lo au [40].

Pham Quéc Binh, Nguyén Ptrc Nhan, Pham Thi Van Anh, Nguyén Thi
Lan (2021), Panh Gia tac dung an than cua Vién nén ich Khi an than - HVY
Trén thuc nghi€ém cho két qua tac dung an than duoc khéng dinh qua cac béng
ching thuc nghiém: Ting s6 lan, thoi gian luu lai nhanh mé, giam ty 18 né
tranh nhanh mo va rat ngan thoi gian luu lai nhanh déng. Giam sd 1an chuot
di chuyén theo chiéu ngang va chiéu doc. Giam thoi gian bam va giam stc
bam ctia chudt nhat tring trén truc quay Rotarod va trén may do sitc bam [33].

Tran Thanh, B., Truong Thi, TH, Hoang Cong, H., Pham Thi, VA, &
Luu Hong, S. (2021). Panh gia doc cip cp va hoat dong an than cta vién an
than - Tn trén dong vat thi nghiém. Cho két luan liéu 35,4375 gam cao duogc
lidu/kg (gap 39,1 1an liéu trén ngudi) cb tac dung an than va khong gy doc
tinh cap. Liéu 1,44 vién/kg/ngay c6 xu hudng tac dung an than nhung chua rd
rét [36].

Nguyén Vian Tam, Nguyén Tran Giang Huong, Pham Thi Van Anh, D3
Thi Phuong, Tran Thi Thanh Loan (2017), Nghién ciru tac dung an than, giai
lo 4u ctia cao 1ong Dudng tdm an than trén thyc nghiém cho két qua: cao 1ong
Dudng tim an than liéu 13,3ml/kg/ngdy va lidu 39,9ml/kg/ngdy cé tic dung
an than giai lo Au trén thyc nghiém [32].

Nguyén Vin Tam va cong su (2016), Nghién ctru doc tinh cdp va anh
huéng ciia cao 16ng Dudng tdm an than lén cac chi sd huyét hoc trén thyc

nghiém cho két qua cao 1ong Dudng tdm an than khéng c6 doc tinh cip va
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chua x4c dinh duoc LD50 trén chudt nhat tring theo duong udng. Sau 8 tuin
chudt cong dugc udng cao 16ng Dudng tam an than véi liéu 9,24g/kg/ngay va
lidu 27,72g/kg/ngay khong thdy anh hudng dén thé trang, chirc ning tao mau
ctia chudt cong [19].
1.5. Mot s6 mé hinh nghién ciru
1.5.1. M6 hinh gdy mdt ngii bang tic nhdn vit ly

Mo hinh leo day (Grip test) mot trong nhiing thir nghiém dugc st dung
kha rong rai dé nghién ctru tac dung an than kiéu benzodiazepin cta thudc
[39],[43]. Thi nghiém nay danh gia kha ning deo bam va phdi hop van dong
ctia chudt, tir d6 danh gia duoc tic dung gidn co ciing nhu tic dung an than
ctia thudc. Hau hét cac thude an than loai diazepam déu cé tac dung gidn co.
Dung cu cho thi nghiém Grip 1a 01 sgi day thép dai 50 cm, dugc dat trén 2
thanh d& cach mat dat 45 cm. Khi tién hanh thi nghiém, chudt dugc dit 1én
day bang hai chan trudc. Quan sat kha nang bam trén ddy cta chudt va cho
diém theo thang diém sau: 0 diém: chudt bi roi; 1 diém: giit nguyén tu thé trén
day; 2 diém: giit nguyén tu thé, co cb ging tréo 1én; 3 diém: treo trén day
bé“mg 2 chan trudce cong voi mot hoac 2 chan sau; 4 diém: treo trén day bf:ing
ca 4 chan cong véi quan dudi quanh day; 5 diém: chay duoc trén day [39].

Thir nghiém chudt boi thudng dugc sir dung dé phat hién tac dung an
than va chéng tram cam. Co sé cia thir nghiém ciing 1a dya trén su phéi hop
van dong than kinh-co va ban ning séng sot cua dong vat. Thude an than lam
giam sy phdi hop than kinh-co cta dong vat, do do, khi udng thube an than,
kha nang boi ctia chuot sé gidm di. Thir nghiém dua trén su quan sat chudt boi
trong nudce [39],[55].

M6 hinh do sttc bam cia chudt cua Robert M.J. Deacon, danh gid quan
trong la phai xdc dinh xem kha nang van dong ctia mot con chudt. Theo
truyén théng, sur phéi hop van dong da dugc danh gia & chudt nhét va chudt

céng bﬁng thur nghiém rotarod, trong dé con vat dugc dat trén mot thanh nam
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ngang quay quanh truc dai cia nd; con vat phai di vé phia trudc dé dung
thang va khong bi ngd. Ba thir nghiém khac (thanh ngang, thanh tinh va thanh
song song) déu do su phdi hop trén thiét bi tinh. Ngoai mé hinh trén, c6 thé st
dung thyc nghiém bang mo hinh miat phang nghiéng (Inclined plane) va mo
hinh dng khoéi (Chimney test). Sau khi udng thudc 1 gio va 3 gid, chudt duoc
do sirc bam trén may. Tac dung thu gidn an than cia thudc lam cho strc bam
cua chuot bi giam, duoc thé hién trén may do [33],[39],[71].

Mo hinh khung quay Rotarod ciing 12 mdt trong nhitng thtr nghiém
dugc ap dung nhiéu trong nghién ctru tic dung an than cta thue. Nghién ciru
ctia Duaham va Myia nim 1956 cho rang tic dung gidn co cua thudc c6 thé
dugc danh gia thong qua kha nang bam trén truc quay. Lyc quay cua thanh
khac nhau dugc xac dinh boi ting nghién ctru. Thir nghiém nay co6 hiéu qua
t6t ¢ NC tac dung gidn co cua cac thudc twong tu nhu benzodiazepin. Hon
nita, mo hinh con duoc dung dé nghién ctru doc tinh trén than kinh-co. Co s&
cta thir nghiém nay 13 dua trén kha niang phdi hop than kinh-co, kha ning
dinh hudng khong gian, stc cing co, kha niang giir thing bang cua dong vat.
Thanh quay c6 thé coi nhu tic nhan kich thich 1am ting phan xa bam giir cia
chudt. Thudc an than e ché than kinh-co, giam kha ning giit thang bang va
dinh hudéng khong gian nén gidm kha nang bam cta chudt trén thanh quay .
Su giam thoi gian bam cua chudt trén thanh quay so v6i nhom chimg 13 bang
chtng cho tac dung an than cta thude nghién ctru [19].

Nhiéu nghién ctru khac nhau da xem xét anh hudng cua cing thang dén
gidc ngu ¢ loai gdm nham. Vi dy, tiép xtic véi cing thang kiém ché cip tinh
trong 0,5-2 gio 1am ting REMS. Cing thang thét bai xa hoi ciing c6 tac dong
tuong ty. REMS ting trong giai doan den t6i bat ké thoi diém tiép xuc voi
cing thang. Su gia ting REMS nay sau khi bi cing thang hang ngay duoc duy
tri trong sudt khoang thoi gian 10 ngay tiép xtc lau dai. Tuy nhién, mot

nghién ctru dd bao cdo rang luong REMS ting dang ké chi sau vai ngay tiép
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xlc v6i cang thang hang ngdy. Shinosuke Yasugaki va cong su (2019), cho
chudt nhit C57BL/6J ngdm nudc 2 gid/ngdy x 6 ngay/tuan x 3 tuan lién tuc
gy trc ché man tinh, theo ddi dién ndo d6 vao ngay thir 7 mdi tuan. Két qua
chudt c6 biéu hién giam tinh tdo trong vong 24 gid sau 1, 2 va 3 tuan bi kich
thich cing thang, thoi gian NREMS va REMS ting c6 ¥ nghia ngay trong
tuan dau tién [47].

Mo hinh chit thip ning cao 13 phuong phéap thuc hién ton nhiéu thoi
gian, tuy nhién 13 thir nghiém déang tin cdy va dugc dung rong rdi nhat hién
nay khi danh gia tac dung an than, giai lo au. Thi nghiém nay dua trén ban
nang cua chudt 1a ty v€ va thich kham pha. Trong thir nghi¢m nay, hanh vi tu
vé biéu hién bang viéc tim noi tri 4n trong tay kin, con ban niang kham pha
biéu hién béng viéc di vao tay hd. Binh thuong, khi duoc dat trong dung cu
hinh chit thap trén cao, do cam giac lo ling vé d6 cao nén chudt it tiép xuc véi
tay ho, va thuong tim dén noi tri 4n an toan trong tay kin. Tuy nhién, khi
dugce dung thude 1am giam lo ling, chudt khong con cam giac sg do cao nita
va s€ thich di ra tay hé hon, do ban nang thich kham pha [39],[62],[63],[72].
1.5.2. M6 hinh gdy mdt ngi bang tic nhan héa hoc

- M6 hinh mét ngu do Caffeine: Co ché hoat dong cua caffeine trong
mo hinh nay duong nhu phu hop véi su ddi khang adenosinergic. Su kich
hoat van dong, ting than nhiét va gian doan gidc ngti do caffeine gy ra phu
thudc vao lidu xay ra & cac lidu trudc day cho thiy co tac dung dbi khang tac
dung chlrc nang cua chit chu van adenosine, tac dong 1én thu thé adenosine
A, va A,, Hon nita, cac hiéu tmg dién nio dd cho thay su suy giam co thé xay
ra ciia kiéu quang pho giy ra bdi xu huéng ngii ting 1én duoc cho 1a dudi su
kiém soat ctia adenosinergic. Tac dung bat loi cia caffeine d6i voi cau trac
gidc ngi 14 rd rang, voi phan tng véi lidu 10 va 30 mg/kg duogc cong bd rd
rang hon. Nhitng anh hudng chinh 14 dén cac thong sd gidc ngt NREM va
REM. Do dai con NREM va REM giam dang ké. Tong hop lai, co vé nhu
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trong khi su ddi khang adenosine cua caffeine s& din dén sy kich thich tong
quat; nhi¢t do co thé tang, hoat dong van dong tang va roi loan giéc ngu [67].

Theo Dool-Ri Oh va cs (2019), tién hanh nghién ctru danh gia cac hoat
dong an than va thoi mién ctia Vaccinium bracteatum Thunb. Fruit (VBFW)
trong mod hinh dong vat. 4-Chloro-DL-phenylalanine methyl ester
hydrochloride (PCPA), chit tric ché tryptophan hydroxylase, lam can kiét
5-HT, gay mat ngu. Serotonin (5-HT) déng vai trd quan trong trong viéc diéu
hoa giéc ngu. PCPA, mdt chét trc ché téng hop serotonin, co thé lam can kiét
gan 80% ham luong 5-HT trong ndo. Ddi véi thir nghiém diéu tri bang PCPA,
dong vat dugc xtr Iy trude bang VBFW (100 mg/kg/ngay, udng), escitalopram
oxalate (EO, 10 mg/kg/ngdy, udng) hoic ta dugc trong khoang thoi gian tir
10:00 dén 11:00 mdt 1an mdi ngay cho 14 ngay lién tiép. diéu tri bang PCPA
d3 lam giam ndng do serotonin (5-HT) & ving ddi thi (HC) (P < 0,05) va vo
ndo trudce tran (PFC; P < 0,05) [59].

Mo hinh gay co giat bang Nikethamid nham danh gia tac dung an than
ctia thudc thong qua xu huéng kéo dai thoi gian khoi phat con co giat va thoi
gian chuot chét sau khi tiém Nikethamid. M6 hinh nghién ctru lya chon
Nikethamid 12 do thudc d& kiém, d& sir dung, hdp thu nhanh. Nikethamid 1a
thudc kich thich than kinh trung wong wa tién trén hanh tiy, dic biét trén trung
tam ho hap va tuan hoan, lam ting nhip thd, ting 46 nhay cam CO, cua trung
tam ho hap, ting sirc co bop co tim, ting nhip tim, ting nhe huyét ap. Khi
dung Nikethamid liéu cao sé& gay kich thich toan bo than kinh trung wong gay
cac con co giat rung [33],[68].

1.5.3. M6 hinh gdy mét ngii do bénh Iy

Trén mé hinh rdi loan gidc ngt thir phat do dau man tinh gy ra. Theo
Hisakatsu Ito va cs (2020), tién hanh tao ra mot md hinh dau than kinh mén
tinh béng cach that mot phﬁn day than kinh toa. Cach tién hanh tao mot mé

hinh dau than kinh mén tinh bang cach that mot phan day than kinh toa dudi
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gay mé toan than voi 3% isoflurane nhu Seltzer va cong sy da mo ta trudc
day. Chi mot nira d6 day cua ddy than kinh toa chung & dui sau bén phai cia
chudt duc C57BL/6J duoc thit bang 8 soi to phau thuat. Viéc phan tich EEG
va EMG cho thdy chudt mo hinh bi dau than kinh biéu hién thoi gian thirc
tang 1én va giam gidc ngt khong REM & trang thai dau man tinh [69].

Theo Minoru Narita va cs, nam 2011, trén m6 hinh rdi loan giéo ngu
trong tinh trang gidng nhu dau than kinh & chudt. Trong md hinh nay, tién
hanh tao ra mot vét thuong ddy than kinh toa mot phan bang cach budc day
ching chit bang chi lya 8-0 khoang mot phan ba dén mot nira dudng kinh cia
day than kinh toa ¢ bén phai (phia cing bén) dudi kinh hién vi anh sang
(SD30, Olympus, Tokyo, Nhat Ban) nhu da mé ta trudc day. O dong vat duoc
van hanh gia, day than kinh bi 16 ra ngoai ma khong bi that. Chiing toi nhan
thdy mtrc do tinh tdo ting 1én va giam kha ning chuyén dong mat khong
nhanh khi ngi trong trang thai gidng nhu dau than kinh. Trong nghién ctru da
xac nhan rang viéc thit diy than kinh hong giy ra ching ting than nhiét va
ching mat ngii xtc giac ¢ chudt. Tir quan diém 1am sang, mdi quan hé giira
ching mat nga va con dau man tinh dudng nhu rat don gian: con dau gay ra
hung phan va kich thich cam xuc can trod kha ning bit ddu va duy tri gidc ngu.
Nhiing con chudt bi day than kinh toa c6 biéu hién rdi loan diéu hoa tuong
duong cua sy tinh tdo va giac ngt NREM. Nhiing phat hién nay phu hop véi
Su giam tinh tdo nay xdy ra cung luc vai sy gia tding NREM [70].
1.6.Tong quan vé bai thudéc QH
1.6.1.Nguén goc xudt xir :

Pay 14 bai thuéc kinh nghiém nhiéu nim dugc sir dung bai PGS-TS
Doan Quang Huy.
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-Bai thubc QH:

HaTha OP6  30g Tran ChauMiu  30g Thach Quyét Minh 30g
Lac Tién 15¢ Lién Tam 15g Han Lién Thao 15¢

N Trinh Tt 15¢  Thao Quyét Minh 30g Binh Voi 15¢

Trong bai thudc: Tran chau mau, Thach quyét minh co tic dung trdn
trong an than 13 quan. Lac tién, Ngai tuong, Thao quyét minh, Lién tdm c6 tac
dung an than chita mat ngu la than. Ha tha 6 do, Nt trinh tir, Han lién thao bod
huyét bo than dan hoa quy nguyén 14 ta va st.

1.6.2. Cdc vi thuéc trong bai thuéc QH

*Han Lién Théo:

Hinh 1.1: Han lién thao (Herba Ecliptae)

- Tén khoa hoc bd phan dung: Herba Ecliptae [49]

- Tén khac: ¢6 muc, ¢é nho noi

- B phan dung: toan b phan trén mat dat dat phoi hay sdy kho cia cay
¢ nho ndi (Eclipta alba hassk). Ho Clc (Asteraceae).

- Ché bién: thu héi ,bo phan ré va phoi kho [49].

- Thanh phﬁn héa hoc: tinh diu, tannin, caroten, chat déng va ancaloit
goi la ecliptin [50].

- Tac dung duoc ly:
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Co muc c6 tinh khang khuan in vitro yéu nhung thé hién rd trén 1am
sang, lam ting ti 1& prothrombin twong ty nhu vitamin K, c6 tac dung cim
mau. Dung dai ngay co tac dung chong sbc phan vé, khang histamin, khang
viém va c6 tac dung tc ché mot sb vi khuan [27].

V& doc tinh, thir nghiém trén chudt bach véi lidu 5 dén 80 1an liéu 1am
sang khong co triéu ching doc [50]. Hoat dong chdng ting sinh ung thu biéu
md té bao gan cua Ecliptae herba chu yéu duge thuc hién boi hai hoat chat
(quercetin va wedelolactone), gitip (rc ché su tang sinh cua cac t& bao HCC
(HepG2 va Huh-7) bang cach trc ché tin hiéu PI3K-AKT [54].

- Tinh vi, quy kinh cam, toan, han. Vao hai kinh can, than.

- Cong nang, chu tri luong huyét, chi huyét, bd can than.

- Chu tri: can, than am hu, cac chung huyét nhiét, chirng ho ra méau, nén
ra mau, dai tién va tiéu tién ra mau, chdy mau cam, chay mau dudi da, bang
huyét, rong huyét [49].

* Binh voi:

Hinh 1.2: Binh voi ( Tuber Stephaniae)
- Tén khoa hoc bg phan dung: Tuber Stephaniae [49]
- Tén khac: Ngai tuong
- B6 phan dung: Phan gbc than phinh ra thanh cu dé cao bo vo niu den &
ngoai hodc thai thanh miéng phoi hay say khé cta cdy Binh voi [Stephania
glabra (Roxb.) Miers] hoic mot sé loai Binh voi khac co chira

L-tetrahydropalmatin, ho Tiét dé (Menispermaceae).
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- Ché bién: C6 thé thu hai quanh nam, dao léy cu, rua sach, cao bo vo
den, thai méng, phoi hay say kho [49].

- Thanh phan héa hoc: Binh v6i chita nhiéu alcaloid, chu yéu 1a
L-tetrahydropalmatin (con goi la rotundin), stepharin, roemerin,
cycleanin,...[46].

- Téc dung duoc ly:

+ L-tetrahydropalpatin c6 tic dung an than, gdy ngu, véi lidu 25-50
mg/kg lam giam hoat dong tu nhién cta chudt trong thi nghiém. Dung vdi liéu
cao xuat hién loan van dong. Vi liéu thap dbi khang kich thich 1am ting hoat
dong cua chudt do phenamin gay nén. L-tetrahydropalpatin kéo dai thoi gian
gdy ngt cua thiopentan gip 1,5 1an. Véi lidu cao c6 tac dung khang co giat va
bao vé dugc mot phﬁn suc vat thi nghiém khéi bi tir vong.

+ Roemenin: c6 tic dung gay té niém mac, dung dich 0,5% c6 tac dung
gay t€ twong duong voi dung dich 1,8% clohydrat cocain. Roemein co6 tac
dung gidn mach gay ha huyét ap [46].

Tinh vi khd, cam, lvong. Quy kinh: can, ty.

Cong nang: an than, tuyén phé. Chu tri: mat ngi, s6t nong, nhirc dau,
dau da day, ho nhiéu dom, hen suyén khoé tha [27],[49].

* Lac tién

Hinh 1.3: Lac tién (Herba Passiflorae foetidae)
- Tén khoa hoc bd phan dung: Herba Passiflorae foetidae [49]
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- Tén goi khac: Nhan 16ng, chum bao.

- B phan dung: Phan trén mit dat da phoi hodc sdy kho cua cay Lac tién
(Passiflora foetida L.), ho Lac tién (Passifloraceae).

- Ché bién: Thu hoach vao mua xuén, ha. cit léy day, 14, hoa Lac tién,
thai ngan, phoi hoic siy kho

- Thanh phan hoa hoc: Trong ciy Lac tién c6 ham lugng flavonoid toan
phan 13 0,074%. Ngoai ra, cAy con chtra alcaloid 0,033%, trong d6 c6 harman
[37].

- Tac dung duoc ly:

Alcaloid toan phan chiét tir cdy lac tién di duoc chimg minh 13 c6 tac
dung lam gidm hoat dong cua chudt nhét duoc kich thich dung cafein va kéo
dai thoi gian gay ngti ciia hexobarbital [37]. Cac alkaloid c6 tac dung an than,
chira mat ngu. Cac flavonoid hd tro chirng tim dap nhanh, tim hoi hop [27].

Tinh vi: cam, vi kho, luong. Vao cac kinh tam, can.

Cong nang, chu tri : An than, gidi nhiét mat gan. Chu tri: Suy nhuoc than
kinh, tim hdi hop, mat ngd, ngt mo [27],[49].
*Ha thu 6 do:

Hinh 1.4: Ha thu 6 d6 (Radix Fallopiae multiflorae )
- Tén khoa hoc bg phan dung: Radix Fallopiae multiflorae [49]
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- B6 phan dung: 1& cii phoi hay sdy kho cua cay Ha tha 6 do (Fallopia
multiflora (thunb.). Ho Rau Ram (Polygonaceae).

- Ché duoc liéu: Rua sach ci, ngdm nude vo gao 1 ngdy 1 dém, sau do
rira lai. P6 nude dau den cho ngap (ctr 1kg Ha thu 6 can 100g Pau den, 2L
nude, nau dén khi dau den nhur nat), nau dén khi gﬁn can,can dao ludn cho
chin déu. Khi cii d@ mém, 13y ra,bo 15i (néu c6). Néu con nude dau den thi
tam phoi cho hét. Lam sach vun nat. Thai hodc cao mong roi phoi kho. Néu
d6 thi d6 9 1an ri phoi 9 1an (ctru chung ctru sai) thi cang tét. Khi dun nén dit
vi & day ndi cho khoi chay duoc lidu [49].

- Thanh phan héa hoc: Ha thu 6 d6 chira 1,7% Anthraglucozit trong d6
c6 Chrysophanola, Emodin, Rhein, 1,1% Protid, 45,2% tinh bdt, 3,1% lipid,
4,5% chat vo co (K, Ca, Mn, Ni, Cr), 26,4% chét tan trong nudc, lexitin [50].

- Tac dung duoc ly:

+Dich chiét ha thu 6 c¢6 tac dung nhuén trang, ha dudng huyét, chong
viém, c6 tac dung tbt voi cac trudng hop suy nhuoce than kinh va bénh vé than
kinh, 1am ting hoat dong cta tim, giup sinh huyét dich [27].

+Lexitin 13 thanh phan chu yéu ctia than kinh hé cho nén ha thu 6 co thé
dung trong nhirng trudng hop suy nhugc than kinh va bénh than kinh. Lexitin
con gitp su sinh ra huyét dich va bd tim. Anthraglucozit cé tac dung lam xtic
tién sy co bop rudt, cai thién dinh dudng [46],[50].

- Tinh vi, quy kinh: khd, cam, sap, On. Vao cac kinh can, than.

- Cong ning: dudng huyét, bo can than, nhuin trang thong tién, 1am xanh
toc.

- Chu tri:chtra than suy, gan yéu, than kinh suy nhuoc, ngu kém, sOt rét
kinh nién, dau moéi géi, huyét hu thiéu mau, da xanh, gﬁy, dau lung, di tinh,

tdc bac som, tdo bon [27],[46],[49].
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*Lién tam

Hinh 1.5: Lién tam (Embryo Nelumbinis nuciferae)
- Tén khoa hoc bo phan dung: Embryo Nelumbinis nuciferae [49]
- B6 phan dung 1a chdi mam phoi hay sy kho 14y tir hat sen (Nelumbo
nucifera Gaertn), ho Sen (Nelumbonaceae).
- Ché bién: Léy hat ngdm nudc mat 1at, u mém, loai bé tAm sen, phoi
hoic sdy kho hat [49].
- Tac dung duoc ly:

Demetylcoclaurin c6 tac dung giai co that co tron .Tir tAm sen chiét
dugc liensinin va mot alcaloid khac khong két tinh, chét nay c6 tac dung ha ap
manh hon liensinin.

Céc cong trinh nghién ciru trén cdy sen moc ¢ Viét Nam cho két qua
nhu sau: Dich triét va alcaloid toan phan cua tdm va 14 sen c6 tac dung an
than, ting truong luc va co bop co tir cung thd, chdng co thit co tron rudt giy
nén bai histamin va acetylcholin. TAm sen c6 tac dung chéng thao cudng kich
dong, e ché trang thai than kinh gy hung dit, ting van dong & chudt cong
trang do tiém noradrenalin vao ndo that. Tac dung nay ctia tAm sen hiép dong
v6i tac dung ctia aminazin trong diéu trj tim than phan liét & giam thiéu va
giam doc tinh aminazin [37].

- Tinh vi, quy kinh kho, han. Quy vao cdc kinh tdm, than.
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- Cong nang, chu tri thanh tam, trir nhiét, chi huyét, sap tinh. chu tri: tam
phién mét ngu, di tinh, thd huyét [50].
*Thao quyét minh:

Hinh 1.6: Thao quyét minh (Semen Sennae torae)

- Tén khoa hoc bg phan dung: Semen Sennae torae [49]

- B6 phan dung: Hat gia da phoi hay say kho cta cdy Thao quyét minh
con goi 13 Quvét minh tr, Mudng [Senna tora (L.) Roxb.; Syn. Cassia tora
L.], ho Pau (Fabaceae).

- Ché bién: Loai bo tap chét, rira sach, phoi hoac séy kho & 50 °c dén 60
°c, khi dung xay v& vun [49].

- Thanh phan héa hoc: Anthranoid (chii yéu emodin, rhein va
chrysophanol), naptho-o-pyron-toralacton, chat béo va protid [27].

- Tac dung duoc ly:

+Théo quyét minh va thanh phan anthranoid c6 tic dung ha ap, an than,
nhudn trang, tiy x6, khang khuan, khang nam, chdng oxy hoa boi ting cuong
hoat dong cua cic enzym chéng oxy hoa, kich thich hé mién dich, ha lipid
huyét. Dich chiét ctia hat c6 tac dung ngin su bién di gdy bdi hoa chat [27].

+Do cac chat antraglucozit, thao quyét minh co tac dung ting su co bop
ctia rudt 1am cho su tiéu hoa dugc ting 1én, dai tién d&, phan mém, khong gay
dau bung. Ngoai ra con c6 tdc dung diét khuén, dung trong diéu tri bénh hic

130, ndm & ngoai da nhu cham tré em [50].
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+T4c dung an than: thyc nghiém trén tho, thao quyét minh c6 tac dung
an than, biéu hién trén dién ndo d6 lam tang cac thanh phﬁn song cham, giam
cac song nhanh, giam cac hoat hoa dbi véi té bao than kinh cua thé ludi va vo
nao [37].
- Tinh vi: Ham, binh vi han. Quy vao céc kinh can, than, dai trang.
- Cong nang, chu tri:
Thanh can gidng hoa, ich than minh muc, an than, nhuan trang. Chu tri:
Pau mit do, so anh sang, mét mo, chay nudc mét (sao vang), dai tién bi két
(dung sdng), mat ngu (sao den) sao vang pha nudc udng cb tac dung loi tiéu,
thanh nhiét [27],[28],[49].
*Thach quyét minh :

Hinh 1.7: Thach quyét minh (Concha Haliotidis)

- Tén khoa hoc bd phan dung: Concha Haliotidis

- Tén khac: Ciru khong

- B6 Phan Dung: vo phoi khd cua nhiéu loai bao ngu ¢ tén khoa hoc
khac nhau nhu: Haliotis diversicolor Reeve (Ciru khong bao), Haliotidis
gigantea discus Reeve (Bao dai ndo), Haliotis ovina Gmelin (Duong bao).
thudc ho Haliotis avinana L. (Nhi bao), Haliotis laevigata Donovan (Bach
bao). Thudc ho Haliotidae, 16p Phuc tic (Gastropoda) nganh Nhuyén thé
(Mollusca).
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- Ché bién: Khi bat vé, rira sach dat cat, réu rong bam vao bao ngu, sau
d6 rira bang nuéc mudi pha lodng, cudi cung cay vo bo riéng phoi kho dung
dé lam thudc, con rudt dem nau chin, phoi kho ban riéng lam mén an rat quy.

- Thanh phan hoéa hoc: trong vo cac chat vo co, chu yéu la canxi
cacbonat, mudi canxi khac va céc chat hitu co, nhung sau nung, chi con chét
vo co [50].

- Tac dung dugc 1y: Thach quyét minh (Concha Haliotidis) c6 thé lam
tang canxi huyét thanh va giam huyét ap [56].

Vi min tinh binh. Quy kinh can va phé

Tac dung: binh can tiém duong, thanh can minh muc

Chu tri dung chita ching dau choang, mét hoa, xwong dau nhirc, thong
manh mo mat [50].

*Tran chau mau

Hinh 1.8: Tran chau mau (Concha pteriae)
- Tén khoa hoc bd phan dung: Concha pteriae.
- B6 phan dung:1a nhiing hat san sui ndi 1én trong cirng cua con trai. Tran
chdu miu cling dung nhu trin chau nhung khong quy bang.
- Tinh vi ngot, man tinh han. Quy kinh tdm can.
- Cong nang: binh can tiem duong, thanh can minh muc, tran kinh, sinh co

nhuc .
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- Chu tri: kinh phong, tam than khoéng yén, budn phién, nong s6t, khat,
hong dau, dung ngoai tri mét co mang mong, mun nhot v& khong lién mi¢ng
[50].

*Nir Trinh Tw

Hinh 1.9: N trinh t& (Fructus Ligustri Lucidi)

- Tén khoa hoc bg phan dung: Fructus Ligustri Lucidi

- B6 phén st dung: qua chin cta cay Ligustrum lucidum Ait. Ho nhai
Oleaceae.

- Ché bién: qua chin phoi hoic siy kho

-Thanh phan hoéa hoc: triterpenoid, cyclic ethers terpenoids, phenyl
ethanol va flavonoid, nhu axit oleanolic, axit ursolic, quercetin, v.v [57].

- Tac dung duoc ly:

Fructus Ligustri Lucidi ¢6 tac dung ndi bat trong viéc ngan ngira lodng
xuong & trén chudt nghién ctru bang cach tc ché stress oxy hoa, ting mat do
khoang ctia xwong, cai thién ciu trac vi mé cua xuong [58].

- Vi déng, ngot, tinh lvong. Quy kinh can than

- Cong nang: bo can than, thanh nhiét, minh muc, manh lung géi

- Chu tri: chung dau méi lung géi, mét mo, toc bac, U tai, diéc tai, hoa
mét chong mat [51]. Tu than dudng am: tri than a&m bat tac, cbt chung, lao
nhiét. Sach ban kinh : c6 tac dung Bb trung, an nam tang, trir bach bénh. Ly

Thoi Tran : cuong duong, manh lung gdi, den toc sang mat [28].
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Chuong 2
CHAT LIEU, POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Chat liéu nghién ciru
2.1.1. Thudc nghién ciu

Chét liéu nghién ctru 1a cao long QH véi thanh phan gém cac vi thudc
duoc trinh bay ¢ bang 2.1 nhu sau:

Bing 2.1. Thanh phdn bai thuéc OH

Thanh phin Tén khoa hoc Ham lugng (g)
Ha thu 6 do Radix Fallopiae multiflorae 30
Lac tién Herba Passiflorae foetidae 15
Binh voi Tuber Stephaniae 15
Thach quyét Concha Haliotidis 30
minh
Thao quyét Semen Sennae torae 30
minh
Tran chau mau Concha pteriae. 30
Nt trinh tr Fructus Ligustri Lucidi 15
Han lién thao Herba Ecliptae 15
Lién tam Embryo Nelumbinis nuciferae 15

Céc vi thudc sir dung trong nghién ctru dat tiéu chuin chat luong cua
Duoc dién Viét Nam V [49] va cac vi thudc nhu Nit trinh tir, TrAn chdu mau,
Han lién thao va Thach quyét minh dat tiéu chuin vi thube y hoc co truyén
[52].

Cao long QH c6 ty 18 3:1 (3g dugc liéu bao ché ra Iml cao 10ng), duoc
san xudt theo quy trinh bao ché va xay dung tiéu chuan co so tai cong ty cd

phan Dugc pham Pha Tin (phu luc 1).


https://docs.google.com/document/d/15X7EtqEPQV7biE8IuvBnx-vEeWghXA34/edit#heading=h.25b2l0r
https://docs.google.com/document/d/15X7EtqEPQV7biE8IuvBnx-vEeWghXA34/edit#heading=h.25b2l0r
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Chudt duoc cho ubng thube nghién ciru (cao 1ong) bang kim cong dau
to chuyén dung. Bai thudc co téng duoc liéu 1a 195g, bao ché ra 65ml cao
long QH, dugc du kién st dung trén nguoi trong 1 ngy, tirc liéu dung trén
nguoi du kién 13 1,3 ml/kg/ngay. Quy doi ra liéu twong duong trén chudt nhét
v6i hé sd quy doi 1a 12 thi lidu du kién co tic dung trén chudt nhat 13
15,6ml/kg/24h.

2.1.2. Thubc ddi chirng (chirng dwong):

Thudc chimg duong dung trong nghién ctru: Diazepam, vién nén Smg,
Cong ty C6 phan Dugc pham Trung wong Vidipha, s6 16 110, han dung dén
10/2025.

2.2. Poi twong nghién ciu

Chudt nhit tring chung Swiss, ca 2 giéng khoe manh, trong luong
2242¢ do Vién vé sinh Dich t& Trung wong cung cép.

Dong vat thi nghiém dugc nuoi 7 ngay trude khi nghién clru va trong
sudt thoi gian nghién ciru trong diéu kién phong thi nghiém véi day du thic
in va nude udng tai Bo mén Duoc 1y — Hoc vién Quan vy.

2.3. May méc va héa chit sir dung trong nghién ctru
- Cafein dang vién nén 200mg (Ostrovit, Ba lan).
- Phenobarbital, ong tiém 200mg/2ml, céng ty cd phan dugc DANAPHA
- Sucrose, JHD Chemical, Trung Quéc, CAS 57-50-1 C12H22011 lo
500g Saccharose
- MO0 hinh do hoat dong ky.
- May do hoat dong ky Activity cage cua Hang Ugo-Basile (Italy);
- M0 hinh chir thap nang cao;
- Bong, con 70% dé vé sinh may moc sau mdi 1an do;
- Poéng hd bam giay.
- Kim cong dau ti chuyén dung dung cho chudt ung thudc (Nhat Ban).
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2.4. Phuong phap nghién ciru
2.4.1. Panh gia tic dung an than, giam lo Au cia cao 16ng QH trén mé
hinh do hoat dong ky va mo hinh chir thap nang cao
*Panh gid tac dung an than trén mé hinh do hoat déng ky
M6 hinh Hoat dong ky dugc thuc hi¢n theo phuong phap cia Mill J va

cong sy (2002), [73].

Mo hinh gdm c6 mdt 1dng kinh hinh hop chir nhat véi kich thude 40 x
40 x 30 cm, bo cam bién di chuyén cua chudt va thiét bi dién tir c6 man hinh
hién thi giap tu dong ghi lai s6 1an céac hoat dong cua chudt. Khi ¢ trong moi
truong toi va it tiéng on chudt c6 xu hudng kham pha 1dng duoc biéu hién
bang cac hoat dong di chuyén theo chiéu ngang va hoat dong di chuyén 1én
cao theo chiéu doc. Giam s6 lan di chuyén theo chiéu ngang va giam s6 lan di
chuyén theo chiéu doc thé hién tac dung an than cua thudc.

Tién hanh nghién ciru:

Chudt nhat tring chia ngau nhién thanh 4 16, mdi 16 10 con

L6 1 (n=10): (Chirng): Udng nudc cat liéu 0,2 ml/10g.

L6 2 (n = 10): (Diazepam): Ubng diazepam liéu 2,4 mg/kg.

L6 3 (n = 10): (NC1): Ubng cao 16ng QH liéu 15,6ml/kg/24h..

L6 4 (n = 10): (NC2): Ubng cao 16ng QH liéu 31,2ml/kg/24h.
- Chudt duoc udng nudc va thude thir twong Gmg trong 7 ngay lién tiép (chudt
ubng thudc khi d6i). S6 lidu duoc 1ay vao cac thoi diém trude khi udng thude,
ngay thir 7 sau khi ung thudc 1 gio va sau udng thudc 3 gio. Pua chudt vao
phong nghién ctru 30 phat trude khi tién hanh thir nghiém. Sau khi uéng
thudc 1 gio va 3 gio, chudt duoc dat nhe nhang vao trong 1ong hoat dong ky
theo ddi trong 2 phut. Khi chudt di chuyén thi s& duoc thiét bi dién tir ghi lai
va sau khi hét 2 phut ta ghi lai sd liéu ra gidy. Sau mdi thir nghiém, 16ng hoat
dong ky duoc lau chui sach véi con 70%. Bé dam bao thoi gian tac dung ctua

thude, chia céac 16 chudt thanh 2 16 nhé, cho uéng thudc cach nhau 1 gio.
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Chi 56 dinh gid:
- S6 1an chuét di chuyén theo chiéu ngang.
- S6 1an chudt di chuyén theo chiéu doc.
* Danh gia tac dung giam lo au trén moé hinh chir thdp nang cao
Nghién ctru dugc tién hanh theo phuong phap cua G. Olayiwola va
cong su [48].

Chuot nhat tréng duoc chia 16 nhu sau:

-L6 1 (n=10) (chimg sinh hoc): ubng nudc cat 20ml/kg/ngay
-L6 2 (n=10): udng diazepam liéu 2,4 mg/kg/ngay

-L6 3 (n=10): ubng cao long QH liéu 15,6ml/kg/24h.

-L6 4 (n=10): udng cao long QH liéu 31,2 ml/kg/24h..

Chudt duoc udng nude cat/ching duong/thude thir vao budi sang trong 7
ngay lién tuc. Theo ddi cac chi tiéu ¢ 2 thoi diém: trude udng thude thir va 1
gid sau khi udng thudc thir 1an cudi vao ngay thi 7. Tai mdi thoi diém: chudt
dugc dat nhe nhang vao vung trung tim ctia mo hinh huéng dau vao nhanh
ma, theo doi trong 5 phut. Chudt dugc tinh vao cac nhanh khi ¢4 4 chan chuot
dit vao nhanh dé6. Sau moéi thir nghiém, mé hinh duoc lau béng con 70. Chudt
duogc luyén tip 2 ngdy trude khi tién hanh thi nghiém.

Chi tiéu theo doi trudc va trong qua trinh nghién ctru:

-S6 1an chudt vao nhanh mao, thoi gian chudt & nhanh mo;

-S4 1an chudt vao nhanh déng, thoi gian chudt & nhanh dong;

-Ty 1& né tranh nhanh m¢& = (% sb 1an chudt vao nhanh doéng + %
tho1 gian chudt & nhanh dong)/2 x100%.
2.4.2 Pdnh gid tic dung cdi thién gidc ngii ciia cao long QH trén mé hinh
chudt gdy roi loan gidc ngii bang cafein va mé hinh réi logn gidc ngii man

tinh bang stress


https://docs.google.com/document/d/15X7EtqEPQV7biE8IuvBnx-vEeWghXA34/edit#heading=h.kgcv8k
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*Panh gid tac dung ikc ché kich thich, cdi thién gidc ngi trén mé hinh gdy roi
loan gidc ngi bang cafein ¢ chudt nhdt tring

Trén md hinh gay rdi loan gidc ngu do cafein gay ra, hiéu qua cai thién
gidc ngu cia thude NC duge danh gia thong qua tac dung tc ché kich thich,
cai thién cac chi sb cua gidc ng. Cafein dugc st dung & liéu 50mg/kg thé
trong, gy tac dung kich thich sy hung phan lam ting d6 tré cia gidc ngi va
giam thoi gian ngu. Thude nghién ctru (e ché kich thich, cai thién gidc ngu
lam giam do tré cua gidc ngl va ting thoi gian ngu.

Tién hanh nghién ciru:

Chuét nhét tring chia ngu nhién thanh 5 16, mdi 16 10 con.

-L6 1 (n =10): (Ching sinh hoc): Ubng nudc cat 0,2 ml/10g

-L6 2 (n = 10): (Chung bénh): Udng caffeine 50mg/kg + udéng nudc cat.

-L6 3 (n = 10): (Diazepam): Udng caffeine 50mg/kg + udng diazepam 2,4
mg/kg.

-L6 4 (n = 10): (NC1): Ubng caffeine 50mg/kg + udng cao long QH liéu
15,6ml/kg/24h.

-L6 5 (n = 10): (NC2): Ubng caffeine 50mg/kg + udng Udng cao long
QH liéu 31,2 ml/kg/24h..

Céc chudt 7 tuan tudi duoc nudi on dinh trong 1 tuan. O tuan tudi thir 8,
chuot duoc cho nhin an 24h, sau do6 duogc cho uéng nhu phan 16. Cafein liéu
50mg/kg dugc cho chudt udng ngay trude khi udng thude hodc nude cat & cac
16 tir 16 2 dén 16 5. Sau 45 phat ké tir khi uéng thudc, tiém phic mac
Pentobarbital liéu 42 mg/kg dé gay gidc ngu trén chudt.

Chi sé ddnh gid:

- P tré gidc ngh: 1a thoi gian tinh tir khi tiém Pentobarbital cho dén khi
chudt ngu (xac dinh bang mét phan xa lat sip, chudt duoc cho ndm ngira va

khong con kha niang 14t sap lai).



37

- Thoi gian gidc ngl: 1a thoi gian tir khi chudt bat dau ngu dén khi
chudt thuc day (chudt dang & tu thé nam ngtra thyc hién phan xa lat sép, tré
vé tu thé ndm sdp bang bdn chan).

*Panh gid tdc dung cdi thién gidc ngii trén mé hinh gdy réi loan gidc ngi
man tinh bang stress.
+ Phdn 1o chudt nghién ciru

Chuét nhét tring chia ngu nhién thanh 5 16, mdi 16 10 con.

L6 1 (n =10): (Chimg sinh hoc): Khong giy rdi loan gidc ngu, udng
nudc cat 0,2 ml/10g.

L6 2 (n = 10): (Chirng bénh): Gay ri loan gidc ngi + udng nude cét 0,2
ml/10g.

L6 3 (n = 10): (Diazepam): Gay ri loan gic ngu + udng diazepam 2,4
mg/kg.

L6 4 (n = 10): (NC1): Gay rbi loan gidc nga + udng cao long QH liéu
15,6ml/kg/24h...

L6 5 (n = 10): (NC2): Ubng caffeine 50mg/kg + ubng cao 1ong QH liéu
31,2 ml/kg/24h..
+Gdy mé hinh réi loan gidc ngii man tinh

M hinh chudt rdi loan giéc ngu man tinh do stress dugc tién hanh theo
phuong phap mé ta boi Shinosuke Yasugaki va cs (2019) [47]. Cu thé, chudt
dugc giam giir trong thiét bi giam gitr bang nhya dé han ché van dong, dong
thoi phan than va dudi dugc ngam trong nude (nhiét do 22,0 + 1,00C) trong 2
gid. Chudt chiu tac dong stress nay mdi ngay mot 1an,6 ngay lién tuc trong 1
tudn va trong 3 tuan lién tyc.

Chi sé ddnh gid:

- Téng tho1 gian ngu cua chudt: chudt dugc nudi riéng mdi chudt mot
chudng va dugc dit trong hé thdng ghi danh gia hoat dong trong 72h. Nham

dé chudt co thoi gian lam quen véi vot viéc nudi nhot riéng va hé thong theo
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ddi, chi phan tich danh gia trong khoang thoi gian 48h cudi (Rachel Michelle
Sare va cs, 2019) [61]. Hoat dong cua chudt dugc ghi lai trong cac epoch, moi
epoch 10s. Ctr 4 epoch lién tiép chuot khong hoat dong duoc ghi danh dau 1a
chudt ngl. Tong thdi gian ngii & cac pha chu ky ngay dém dugc ghi lai.

- Panh gia can nang chudt.

- Thur nghiém Sucrose Preference Test (Shinosuke Yasugaki va cs, nam
2019) [47]: ngay 1, chudt dugc 1am quen voi chudng nudi ¢ 2 lo chira nude
ubng. Vao ngay thir 2, mot chai nudc udbng duogc thay bang sucrose 2% (W/v).
Chai nudc udng va chai nudc sucrose 2% dugce dit ngau nhién & hai 16 chira
chai nudc uéng dé tranh chudt trd nén thich uéng & mot bén ¢b dinh. Can
nang cua chai nudc dugc do ¢ thoi diém bat dau va 24h sau. Vi tri cia 2 chai
dugc thay d6i mdi 12h. Chi s yéu thich sucrose dugc danh gia theo cong
thirc:

-Can nang cua lugng nudc sucrose ti€u thy/(can cua lugng nudc sucrose
va nudc udng tiéu thu x 100 %).
2.5.Dia diém, thoi gian nghién ciru

Dia diém: B6 moén Duoc Iy — Hoc vién Quan y

Thoi gian: tir thang thang 3/2023 dén thang 12/2023
2.6.Phwong phap xir 1y sé liéu

Céc sd liéu thu thap duoc xtr 1y bang phuong phap thong ké y sinh hoc
theo T test-Student va test trudc-sau (Avant-aprés). Két qua dugc trinh bay
dudi dang X £+ SD. Sy khac biét c6 y nghia khi p <0,05.

2.7. Sai s6 va phwong phap khong ché sai so

- Sai s6 cac phuong phap thu thap sé liu

- Cac phuong phap dugc ap dung dé han ché téi da cac sai s6 co thé
Xy ra trong qua trinh thu thap, phan tich va xir 1y s liéu:

+ Pdng vat nghién ctru dugc lya chon tuong ddi déng déu, khoe manh,
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khong c6 di tat hay ddu hiéu bat thuong. Thoi gian thuc hién cac budc thi
nghiém giira cac 16 chudt 1 thdng nhit cing mot thoi diém.

+ S4 lidu dugce do dac can than va chinh xéc béng cac dung cy, may
moc tai phong thi nghiém. Luu trit s6 liéu, thong tin bang s6 ghi chép, chup
anh.

- Xtr 1y s6 liéu bang phan mém chuyén dung trén may tinh.

2.8. Pao dirc trong nghién ciru

-Nghién ctru dugc thuc hién trén chudt nhét trrflng va chudt céng tréng,
s6 luong dong vat sir dung trong cac mo hinh thi nghiém phu hop, du dé thu
dugce két qua dam bao do tin cdy va du xu 1y théng ké. S6 chudt sau khi thi
nghiém hoan thanh déu duogc xu 1y theo ding quy dinh. Viéc lya chon dong
vat thi nghiém, diéu kién nuoi, cham séc va sir dung dong vat déu tuan thu
chit ché theo “Hudng dan ndi dung co ban tham dinh két qua nghién ctru tién
lam sang thudc tan duoc, thude cd truyén, vac xin va sinh pham y t&” cua Bo

Y té.
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2.9. So' @6 nghién ciu

Cao long QH

Nghién ctru tac dung an than, cai thi¢n giac ngu
cua cao long QH trén thuc nghiém

Mo hinh Mo hinh chuot / \

chir thap Mé hinh do v 6 | Mo hinh roi loan

nng H ' gay ro1 loan
hoat dong ky

s . giﬁc ngu man tinh
cao glac ngu bang

bang stress

cafein

N/ N AN AN J
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Chuong 3

KET QUA NGHIEN CUU

3.1.Két qua danh gia tic dung an than, giam lo 4u ciia cao 1éng QH trén

mo hinh do hoat dong ky va mo hinh chir thap nang cao

3.1.1.Tdc dung an than cia cao léng QH trén mé hinh do hoat dong ky

Bing 3.1. Anh hwéng ciia cao léng QH Ién so6 lan di chuyén theo chiéu

ngang ciia chudt (n = 10 6 méi 16, X + SD)

L0 nghién

S6 1an chudt di chuyén theo chiéu ngang

] Trude NC Sau udng Sau udng Pb.ca Peb
e (a) thudc 1h (b) | thudc 3h (c)
Chung (1) | 243,50+34,47 | 242,10+35,82 | 245,40+41,34 | > 0.05 | > 0.05
Diazepam 2,4 | 244,80+34,31 | 181,60+34,46 | 191,80+36,16 | <0.01 | > 0.05
(2)

QH 15,6 (3) | 252,60+32,69 | 203,20+36,91 | 209,40+26,42 | <0.01 | > 0.05
QH 31,2 (4) | 250,20+£27,06 | 190,70+24,21 | 196,80+28,31 | <0.01 | > 0.05

P21 >0.05 <0.01 <0.01 - -

Ps.1 >0.05 <0.05 <0.01 - -

P41 >0.05 <0.01 <0.01 - -

P34 >0.05 >0.05 >0.05 - -

Pas >0.05 >0.05 >0.05 - -
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Nhan xét:

*So sanh giira cac 16 tai cing mot thoi diém danh gia

So voi 16 chung, chudt ¢ cac 16 dung thube (2,3, 4) co s6 lan di chuyén
theo chiéu ngang tai cac thoi diém sau udng thudc (1h va 3h) giam cé y nghia
thng ké (p < 0,05 va p < 0,01).

- So sanh gitta 3 16 dung thudc (2, 3, 4), s6 lan di chuyén theo chiéu
ngang cua chudt & cac 16 nay khong co su khac biét co y nghia théng ké (p >
0,05).

* So sanh trong cung 19 tai cac thoi diém danh gia

- So v6i trude NC, sb 1an di chuyén theo chiéu ngang cua chudt tai cac
thoi diém sau udng thudc (1h va 3h) & cac 16 dung thude giam cé ¥ nghia
théng k& (p <0,01).

- So sanh giita thoi diém 1h va 3h sau udng thude, s6 lan di chuyén theo
chiéu ngang cta chudt khong co sy khac biét co y nghia thong ké (p >
0,05).

Bing 3.2. Anh huéng ciia cao long QH lén sé lin di chuyén theo

chiéu doc ciia chuét (n = 10 ¢ méi 16, X + SD)

S6 1an di chuyén theo chiéu doc

Lo nghién Sau ubng ’

ctru Trudoe NC i Sau uong

thuoc 1h , Pov,c-a Peb
(a) thuoce 3h (c)
(b)
Chirng

) 20,20+ 4,08 | 19,90 £3,35 | 20,70+ 3,65 | > 0,05 [ > 0,05

Diazepam > 0,05

19,80 +3,52 | 11,70 £2,91 | 12,40 + 3,66 | < 0,01
2,4 (2
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QH 15,6 > 0,05
5 20,60 2,67 | 12,30 £3,33 | 12,80+ 3,19 | <0,01

QH 31,2 (4)| 19,80+3,33 | 12,00 +2,67 | 12,50+2,92 | <0,01 | > 0,05

Paa >0,05 <0,01 <0,01 - ;
Pas >0,05 <0,01 <0,01 ; -
Pa >0,05 <0,01 <0,01 . ;
Piss > 0,05 > 0,05 > 0,05 - .
Pas >0,05 > 0,05 >0,05 - ;

Nhan xét:

*So sanh giira cac 16 tai cing mét thoi diém danh gia

- So v6i 16 chung, chudt & cac 16 dung thude (2,3, 4) ¢ sb lan di
chuyén theo chiéu doc tai cac thoi diém sau udng thudc (1h va 3h) giam co
y nghia théng ké (p < 0,01).

- So sanh gitra 3 16 dung thudc (2, 3, 4), s6 1an di chuyén theo chiéu doc
ctia chudt ¢ cac 16 ndy khong cé su khac biét c6 y nghia thong ké (p >
0,05).

* So sanh trong cuing 19 tai cac thoi diém danh gia

- So véi trude NC, sb 1an di chuyén theo chiéu doc cua chudt tai céc
thoi diém sau udng thude (1h va 3h) & cac 16 dung thude giam c6 y nghia
thong ké (p < 0,01).

- So sanh giita thoi diém 1h va 3h sau udng thude, s6 1an di chuyén theo

chiéu doc ctia chudt khong cé su khac biét c6 ¥ nghia thong ké (p > 0,05)

3.1.2. Tac dung giam lo du cua cao long QH trén mo hinh chir thap ndng

cao

Két qua duoc trinh by ¢ cac bang tir bang 3.3 dén bang 3.7
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Bing 3.3. Anh hwéng ciia cao léng QH dén sé lin chudt vao nhanh dong

(n =10 6 méi 16, X + SD)

S6 1an chudt vao nhanh déng
Lo nghién ¢ty | Tryge udng thudc | Sau 7 ngay udng
(a) thube (b) P

Ching (1) 11,20 + 1,69 10,60 + 1,58 > 0,05
Diazepam 2,4 (2) 11,50 £ 2,07 6,50 £ 1,84 <0,01
QH 15,6 (3) 10,60 = 2,01 6,80 + 1,32 <0,01
QH 31,2 4) 10,90 + 1,66 6,60 £ 1,07 <0,01

P2341 > 0,05 <0,01 -

P34 > 0,05 > 0,05 -

P43 > 0,05 > 0,05 -

Nhan xét:

*So sanh giira cc 10 tai ciing mot thoi diém danh gia

- Tai thoi diém trude uéng thude, sd 1an chudt vao nhanh dong & cac 16
nghién ctru la nhu nhau (p > 0,05).

- Tai thoi diém sau 7 ngay udng thudc, & cac 16 chudt ubng diazepam
lidu 2,4 mg/kg/ngdy va cao long QH liéu 15,6 ml/kg/ngay va liéu 31,2
ml/kg/ngay, s6 1an chudt vao nhanh dong giam hon so véi 16 ching (p <
0,01).

- S6 1an chudt vao nhanh déng ¢ cac 16 udng cao long QH liéu 15,6
ml/kg/ngay va lidu 31,2 ml/kg/ngdy va 16 udng diazepam liéu 2,4 13 twong
duong (p > 0,05).
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* So sanh trong cung 19 tai cac thoi diém danh gia

- O 16 ching, sb 1an chudt vao nhanh dong ¢ hai thoi diém danh gia 1a
tuong duong (p > 0,05).

- O cac 16 chudt ubng diazepam liéu 2,4 mg/kg/ngiy va cao long QH liéu
15,6 ml/kg/ngay va liéu 31,2 ml/kg/ngay, s6 1an chudt vao nhanh déng & thoi
diém sau 7 ngay ubng thubc giam hon so véi & thoi diém trude udng thude (p
<0,01).

Bing 3.4. Anh hwéng ciia cao léng QH dén thoi gian chugt vio nhdnh

déng (n =10 6 méi 16, X £ SD)

Thoi gian chudt vao nhanh dong

Lo nghién ciru Trudc udng thude | Sau 7 ngay udng

: Pb-a
(a) thuoc (b) "

Chirng (1) 176,55 + 29,76 183,64 + 37,06 > 0,05

Diazepam 2,4 (2) | 174,27 +32,85 123,76 £22,11 | <0,01

QH 15,6 (3) 180,69 + 22,97 130,95 £ 13,25 <0,01
QH 31,2 (4) 179,53 + 24,88 123,64 £ 17,14 <0,01
P234-1 > 0,05 <0,01 -

P34 > 0,05 > 0,05 _

Pas >0,05 > 0,05 ;
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Nhan xét:

*So sanh giira cac 16 tai cing mot thoi diém danh gia

- Tai thoi diém trude udng thude, thoi gian chudt vao nhanh dong & cac
16 nghién ctru 1a nhu nhau (p > 0,05).

- Tai thoi diém sau 7 ngay udng thude, & cac 16 chudt udng diazepam
liéu 2,4 mg/kg/ngdy va cao long QH liéu 15,6 ml/kg/ngay va liéu 31,2
ml/kg/ngay, thoi gian chudt vao nhanh dong gidm hon so voi 16 ching (p <
0,01).

- Thoi gian chudt vao nhanh déng & cac 16 udng cao long QH lidu 15,6
ml/kg/ngay va lidu 31,2 ml/kg/ngdy va 16 udng diazepam liéu 2,4 13 twong
duong (p > 0,05).

* So sanh trong cung 16 tai cac thoi diém danh gia

- O 16 chtig, thoi gian chudt vao nhanh dong o hai thoi diém dénh gia 1a
tuong duong (p > 0,05).

- O cic 16 chudt ubng diazepam liéu 2,4 mg/kg/ngdy va cao 1ong QH liéu
15,6 ml/kg/ngay va lidu 31,2 ml/kg/ngdy, thoi gian chudt vao nhanh déng &
thoi diém sau 7 ngdy udng thudc giam hon so v6i ¢ thoi diém trude udng
thude (p < 0,01).

Bing 3.5. Anh hwéng ciia cao long QH dén sé lan chudt vao nhdnh mé
(n =10 6 méi 1o, = SD)

S0 1an chuft vao nhanh mé

Lo nghién ciru Trudc udng Sau 7 ngay udng

X X pb-a
thuoc (a) thuoc (b)

Ching (1) 3,80 + 1,03 3,60 + 0,97 > 0,05




Diazepam 2,4
4,00 + 1,05 6,90 + 2,13 <0,01
0))

QH 15,6 (3) 4,20+ 1,14 6,30 + 1,70 <0,01
QH 31,2 (4) 4,10 £ 1,10 6,70 + 2,00 <0,01

P2,3,441 > (0,05 <0,01 -

P34 > 0,05 > (0,05 -

P43 > 0,05 > 0,05 -

Nhan xét:

*So sanh giira cac 16 tai cing mot thoi diém danh gia

- Tai thoi diém trudce uéng thude, sd 1an chudt vao nhanh mé & cac 16
nghién ctru 1a nhu nhau (p > 0,05).

- Tai thoi diém sau 7 ngdy udng thude, & cac 16 chudt udng diazepam
lidu 2,4 mg/kg/ngdy va cao long QH liéu 15,6 ml/kg/ngay va liéu 31,2
ml/kg/ngay, s6 1an chudt vao nhanh mé ting hon so véi 16 chimg (p < 0,01).

- S6 lan chudt vao nhanh md ¢ cac 16 udng cao long QH lidu 15,6
ml/kg/ngay va lidu 31,2 ml/kg/ngdy va 16 udng diazepam liéu 2,4 13 twong
duong (p > 0,05).

* So sanh trong cung 19 tai cac thoi diém danh gia

- O 16 chimg, s6 1an chudt vao nhanh md ¢ hai thoi diém danh gia 1a
tuong duong (p > 0,05).

- O cic 16 chudt ubng diazepam liéu 2,4 mg/kg/ngdy va cao long QH liéu
15,6 ml/kg/ngay va liéu 31,2 ml/kg/ngdy, s6 lan chudt vao nhanh mo & thoi
diém sau 7 ngay udng thudc ting hon so véi o thoi diém trudc udng thude

(p<0,01).
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Bing 3.6. Anh hwéng ciia cao léng QH dén thoi gian chudt vao nhdnh mé

(n =10 6 méi 16, X + SD)

Thoi gian chut vao nhanh mé
Lo nghién ciru Truéc udng thuée | Sau 7 ngay udng
(a) thube (b) P
Chung (1) 88,80 £ 19,79 86,92 + 19,54 > 0,05
Diazepam 2,4 (2) 91,55 +22,69 149,80 + 35,24 <0,01
QH 15,6 (3) 93,02+ 16,16 141,62 + 31,38 <0,01
QH 31,2 (4) 93,94 + 20,55 145,71 + 30,42 <0,01
P23.41 > 0,05 <0,01 -
P34 > 0,05 > 0,05 -
Pas > 0,05 > 0,05 -

Nhan xét bang 3.6:

*So sanh giira cc 10 tai ciing mot thoi diém danh gia

- Tai thoi diém truée ué)ng thude, thoi gian chudt vao nhanh mo & cac 16
nghién ctru la nhu nhau (p > 0,05).

- Tai thoi diém sau 7 ngay udng thudc, & cac 16 chudt uéng diazepam
lidu 2,4 mg/kg/ngdy va cao long QH liéu 15,6 ml/kg/ngay va liéu 31,2
ml/kg/ngay, thoi gian chudt vao nhanh m¢ tdng hon so véi 16 ching (p <
0,01).
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- Thoi gian chudt vao nhanh mé & cac 16 ubng cao long QH lidu 15,6
ml/kg/ngay va lidu 31,2 ml/kg/ngay va 16 udng diazepam liéu 2.4 13 twong
duong (p > 0,05).

* So sanh trong cung 19 tai cac thoi diém danh gia

- O 16 chtng, thoi gian chudt vao nhanh md ¢ hai thoi diém danh gid 1a
tuong duong (p > 0,05).

- O cic 16 chudt ubng diazepam liéu 2,4 mg/kg/ngay va cao 1ong QH liéu
15,6 ml/kg/ngay va liéu 31,2 ml/kg/ngay, thoi gian chudt vao nhanh mo & thoi
diém sau 7 ngay udng thudc ting hon so voi ¢ thoi diém trude udng thude (p
<0,01).

Bing 3.7. Anh huéng ciia cao long QH dén 1y Ié né tranh nhdnh mé ciia

chugt (n = 10 6 méi 16, X + SD)

Ty 1€ né tranh nhanh mé (%)
Lo nghién ciru Trudc udng thuée | Sau 7 ngay udng
(a) thubc (b) Po-

Ching (1) 70,65 + 5,77 71,23 £ 4,25 > 0,05
Diazepam 2,4 (2) 69,85 +£ 5,08 47,09 + 4,41 <0,01
QH 15,6 (3) 68,69 £4,12 50,53 +5,71 <0,01
QH 31,2 (4) 69,23 £4,15 48,28 +5,77 <0,01

P21 D234 <0,01 -

P34-2 P34 >0,05 -

Pas Pas > 0,05 -
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Nhan xét:

*So sanh giira cc 16 tai cing mét thoi diém danh gia

- Tai thoi diém trudc udng thude, ty 1é né tranh nhanh mé & cac 16
nghién ctru 1a nhu nhau (p > 0,05).

- Tai thoi diém sau 7 ngay udng thude, & cac 16 chudt udng diazepam
liéu 2,4 mg/kg/ngdy va cao long QH liéu 15,6 ml/kg/ngay va liéu 31,2
ml/kg/ngay, ty I¢ né trdnh nhanh mé gidm so véi 16 chiung (p < 0,01).

- Ty 1& né tranh nhdanh md & cac 16 udng cao long QH lidu 15,6
ml/kg/ngay va lidu 31,2 ml/kg/ngdy va 16 udng diazepam liéu 2.4 13 twong
duong (p > 0,05).

* So sanh trong cung 16 tai cic thoi diém danh gia

- O 16 chtng, ty 18 né tranh nhanh m& & hai thoi diém danh gia 1a twong
duong (p > 0,05).

- O cic 16 chudt ubng diazepam liéu 2,4 mg/kg/ngay va cao long QH liéu
15,6 ml/kg/ngay va liéu 31,2 ml/kg/ngay, ty 1& né tranh nhanh mé ¢ thoi diém
sau 7 ngay udng thudc giam so v6i & thoi diém trude udng thube (p < 0,01).
3.2. Két qua danh gia tic dung cai thién gidc ngi clia cao l6ng QH trén
mo hinh chudt giy rdi loan gidc ngii bang cafein

Két qua dugc trinh bay ¢ bang 3.8 va bang 3.9.

Bing 3.8. Anh hwéng ciia cao long QH dén dj tré gidc ngii ciia chut

D§ tré gidc ngii (s) | oy ting % giam
L0 nghién ciru n B
(X + SD) so voi (1) S0 voi (2)

Chirng sinh hgc
(1)

10 215,60 + 36,95 - -

Chimg bénh (2) | 10 | 399,90 + 62,88 85,48 ;
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Diazepam 2,4 (3) | 10 237,50 + 35,64 10,16 40,61
QH 15,6 (4) 10 253,70 £39,45 17,67 36,56
QH 31,2 (5) 10 248,00 + 31,76 15,03 37,98

P21 < 0,001 - .

P3as2 <0,01 - -

P3451 > 0,05 - -

Pass > 0,05 - -

Psa > (0,05 - -

Nhan xét bang 3.8:

- So véi 16 chirg sinh hoc, chudt & 16 ching bénh c6 do tré giéc ngu

ting 85,48%, khac biét c6 ¥ nghia thong ké vai p < 0,001.

- So vé6i 16 chimg bénh, chudt ¢ cac 16 dung thude (3, 4, 5) c¢6 do tré
giéc ngu giam lan luot 1a 40,61%, 36,56% va 37,98%, khac biét co y nghia
thdng ké v6ip < 0,01.

- So sanh gitra 3 16 dung thudc (3, 4, 5), d6 tré gidc ngl ciia chudt & cac

16 nay tuong duong (p > 0,05).

Bing 3.9. Anh huwéng ciia cao long QH dén thoi gian ngii ciia chuét

L6 nghién ciru n | Thoi gian ngu (s) [ % giam % tang
( X 4+ SD) so voi (1) so voi (2)
Chirng sinh hoc (1) [ 10 | 2499,70 + 403,50 - -
Ching bénh (2) |10 | 1527,90 +217,15 38,88 -




52

Diazepam 2,4 (3) |10 | 2338,60 + 342,52 6,44 53,06
QH 15,6 (4) 10 | 2169,90 + 349,34 13,19 42,02
QH 15,6 (4) 10 | 2213,30+ 289,43 11,46 44,86

P21 < 0,001 - -
P3.452 <0,01 - -
Pass > 0,05 - -
Ps.4 > 0,05 - -

Nhan xét bang 3.9:

- So v6i 16 chung sinh hoc, chudt ¢ 16 chung bénh c6 thoi gian ngu

giam 38,88%, khac biét c6 y nghia thong ké vdi p < 0,001.

- So véi 16 chung bénh, chudt ¢ cac 16 dung thube (3,4, 5) co thoi gian

ngt tang 1an luot 1a 53,06%; 42,02% va 44,86%, khac biét c6 ¥ nghia thong

ké véip <0,01.

- So sanh gitra 3 16 dung thude (3, 4, 5), d0 tré giéc ngu cua chudt ¢ cac

16 nay tuong duong (p > 0,05).

3.3. Tac dung cai thién gidc ngi va hanh vi cao 16ng QH trén mé hinh

chudt gay roi loan giac ngi man tinh bang stress

Két qua duoc trinh by & cac bang 3.10, 3.11 va 3.12.
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Tong thoi gian ngi

Tong thoi gian ngii

L6 nghién ciru ¢ pha sang (%) & pha t6i (%)
(X + SD) (X +SD)
Chirng sinh hgc 26,75 + 3,31 65,81 + 8,32
1)
21,16 + 2,62 53,19 £ 6,74
Chirng bénh (2)
25,83 £3,18 62,49 + 7,21
Diazepam 2,4 (3)
24,92 + 3,54 60,96 + 6,25
QH 15,6 (4)
26,16 + 3,39 64,18+ 7,11
QH 31,2 (5)
P2 <0,05 <0,05
P3452 <0,05 < 0,05
Pas3 > 0,05 > 0,05
Ps4 > 0,05 > 0,05
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- So v6i 16 chimg sinh hoc, chudt & 16 chtng bénh c6 tong thoi gian ngt

ca pha sang va pha toi giam, khac biét c6 ¥ nghia thong ké véi p < 0,05.

- So v6i 16 ching bénh, chudt & cac 16 dung thude (3, 4, 5) ¢ tong thoi

gian ngll ca pha sang va pha tdi ting, khac biét c6 y nghia théng ké véi p <

0,05.

- So sanh gitra 3 16 dung thudc (3, 4, 5), tong thoi gian ngt ca pha sang

va pha toi ctia chudt & cac 16 nay twong duong (p > 0,05).

Bing 3.11. Anh hwéng cia cao long QH dén sw thay déi can ning ciia

chugt
o —ix o o=
Su thay doi cin nang cia /o glam | Y ting
Lo nghién ciru n _ SO VOi SO VOi
chugt X+ SD
Churng sinh hoc 0 2,86 £ 0,35
1)
, n 10
Chirng bénh (2) 0,83 +0,12 67,13 -
. 10
Diazepam 2,4 (3) 1,94 £ 0,26 32,17 106,38
10
QH 15,6 (4) 1,75+ 0,22 38,81 86,17
10
QH 31,2 (5) 2,08 0,31 27,27 121,28
P21 <0,01 - -
P3452 <0,05 - -
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> 0,05 - -

P4s-3

Ps.4 >0,05 - -

Nhan xét bang 3.11:

- So v&6i 16 ching sinh hoc, chudt & 16 chung bénh c6 su thay ddi can
ning giam 67,13%, khac biét co y nghia théng ké véi p < 0,01.

- So v6i 16 chimg bénh, chudt ¢ cac 16 dung thude (3, 4, 5) c6 su thay
d6i can ning ting lan luot 13 106,38%; 86,17% va 121,28%, khac biét c6 y
nghia théng ké vai p < 0,05.

- So sanh giita 3 16 dung thudc (3, 4, 5), su thay d6i cin ning ctia chudt
¢ cac 16 nay tuong duong (p > 0,05).

Bing 3.12. Anh hwéng ciia cao léng QH dén chi sé yéu thich sucrose ciia

chugt
Chi s6 yéu thich Sucrose | o, giam | % ting
L0 nghién ciru n (%) s0 voi SO vOi
(X + SD) 1) (2)
Churng sinh hgc o 74,16 + 7,54
1)
10
Chirng bénh (2) 60,45 + 6,92 18,49 -
. 10
Diazepam 2,4 (3) 68,92 + 6,53 7,07 14,01
10
QH 15,6 (4) 66,89 + 6,38 9,80 10,65
10
QH 31,2 (5) 71,43 £ 7,12 3,68 18,16
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P21 <0,01 - -
P345-2 <0,05 - -
Pas-3 > 0,05 - -
Ps4 > 0,05 - -

Nhan xét bang 3.12:

- So véi 16 chung sinh hoc, chudt ¢ 16 chirng bénh c6 chi $6 yéu thich
sucrose giam 18,49%, khac biét co y nghia théng ké véi p < 0,01.

- So vé6i 16 chimg bénh, chudt ¢ cac 16 dung thude (3, 4, 5) o chi sb
yéu thich sucrose tang lan luot 12 14,01%:; 10,65% va 18,16%, khac biét co v
nghia théng ké vai p < 0,05.

- So sanh giita 3 16 dung thudc (3, 4, 5), chi s6 yéu thich sucrose cia

chudt ¢ cac 16 nay tuong duong (p > 0,05).
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Chuong 4
BAN LUAN

4.1. Ban ludn vé tac dung an thén, giam lo Au cda cao l6ng QH trén mé
hinh do hoat dong ky va mo hinh chir thap ning cao

4.1.1. Tac dung an thin, giam lo 4u ciia cao 16ng QH trén md hinh do
hoat dong ky

Tai bang 3.1 ¢ 16 thtr 2 cho thdy sau khi udng chudt udng thudc
diazepam liéu 2.4mg/kg/ngdy 1 gio va chudt sau udng thude 3 gio thi sd 1an
chudt di chuyén theo chiéu ngang lan luot 13 181,60 + 34,46 va 191,80 +
36,16. Nhan xét sau khi cho chudt udng diazepam 1 gio va 3 gid thi s6 lan
chudt di chuyén theo chiéu ngang giam so voi trude thoi diém chudt ubng
thudc.

Tai 16 chudt udng cao long QH licu 15,6ml/kg/24h sau 1 gid va sau 3
gi0, sb 1an hoat dong di chuyén theo chiéu ngang lan luot 1a 203,20 + 36,91
va 209,40 + 26,42. Nhan thay s6 lan hoat dong di chuyén theo chiéu ngang
ctia chudt sau khi ubng thude cao long QH liéu 15,6ml/kg/24h giam so voi
trude thoi diém chudt udng cao 1ong.

Tai 16 chudt udng thudc cao 16ng QH lidu 31,2ml/kg/24h sau 1 gio va
sau 3 gio, s6 lan hoat dong di chuyén theo chiéu ngang lan luot 13 190,70 +
24,21 va 196,80 + 28,31. Nhan thay so lan hoat dong di chuyén theo chiéu
ngang cta chudt sau khi ubng thube cao long QH liéu 31,2ml/kg/24h giam so
trude thoi diém chudt udng cao 1ong.

So vé6i truée NC, s6 1an di chuyén theo chiéu ngang ctia chudt tai cac
thoi diém sau udng thude (1 gid va 3 gid) ¢ cac 16 dung thudc diazepam va
cao long QH giam c6 ¥ nghia thong ké (p < 0,01).

So v&i 16 chimg, chudt & cac 16 dung thudc va dung cao 1ong QH c6 sd

lan di chuyén theo chiéu ngang tai cac thoi diém sau udng thude (1 gior va 3
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gid) giam c6 y nghia théng ké (p < 0,05 va p < 0,01). So sanh giira 3 16 dung
thudc va dung cao long QH, s 1an di chuyén theo chiéu ngang cta chudt &
cac 16 nay khong ¢ su khac biét co y nghia thong ké (p > 0,05).

Tai bang 3.2 cho thy hoat dong cta chudt di chuyén theo chiéu doc &
cac 16 1 (nhém chimg) ¢ thoi diém trude udng thude va sau udng thude 1 gid
va 3 gio udng thude 1an luot 14 20,20 + 4,08; 19,90 + 3,35 va 20,70 + 3,65.
Tai thoi diém sau 1 gio udng thudc ¢ cac 16 chudt udng thude diazepam va
ubng cao long QH lidu 1 va lidu 2 1an luot c6 két qua 1an lwot 1a 11,70 +2,91;
12,30 + 3,33 va 12,00 + 2,67. Nhan thay & thoi diém sau 1 gio udng thude sb
lan di chuyén theo chiéu doc & 16 udng cao 16ng QH liéu 1 va lidu 2 nhu nhau
va khong c6 su khac biét v6i 16 udng thude diazepam véi p >0,05.

Tai thoi diém sau 3 gid udng thudc & cac 16 chudt udng thube diazepam
va udng cao 1ong QH liéu 1 va lidu 2 1an luot c6 két qua 1an luot 1a 12,40 +
3,66; 12,80 + 3,19 va 12,50 + 2,92. Nhan thay ¢ thoi diém sau 3 gio udng
thudc sb 1an di chuyén theo chiéu doc ¢ 16 udng cao 16ng QH lidu 1 va liéu 2
nhu nhau va khong ¢ su khac biét véi 16 udng thude diazepam véi p >0,05.
Nhu vay s6 lan chudt di chuyén theo chiéu doc tai thoi diém 1 gid va 3 gio o
cac 10 udng cao long QH liéu 15,6 ml/kg/ngay va lidu 31,2 ml/kg/ngay va 16
ubng diazepam liéu 2,4mg/kg /24h 1a tuong duong (p > 0,05).

Tai thoi diém 1 gio va 3 gid sau dung thude, ¢ 16 udng diazepam thé
hién tac dung giam sb 1an chudt di chuyén theo chiéu doc so v6i 16 ching sinh
hoc (p < 0,01). L6 chudt nghién ctru udng cao long QH udng 15,6ml/kg/24h
c6 s6 1an chudt di chuyén theo chiéu doc sau 1 gid udng thude va sau 3 gid so
v6i 16 ching giam c6 ¥ nghia thong ké (p<0,01). Lo chudt nghién ciru udng
cao 1ong QH ubng 31,2ml/kg/24h ¢6 s6 lan chudt di chuyén theo chiéu doc
sau 1 gio ubng thude va sau 3 gid so v6i 16 chung giam c6 ¥ nghia thong ké (p

<0,01).
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Két qua bang 3.2 cho théy, trén mo hinh do hoat dong ky, chudt ¢ 16
ubng diazepam va céc 16 ubng cao long QH ¢ 2 lidu déu thé thé hién tac dung
giam lo au bang s6 1an di chuyén theo chiéu doc giam so véi 16 ching sinh
hoc mot cach ro rét.

Nhu vay khi chudt ¢ trong moi truong yén tinh va it &nh sang thi chuot
¢6 xu huéng kham pha moi trudng xung quanh dugc biéu hién bang cac hoat
dong di chuyén theo chiéu ngang va hoat dong di chuyén 1én cao theo chiéu
doc. Nhung khi dung cao 1ong QH va diazepam c6 tac dung trc ché than kinh
trung wong, s& lam giam hoat dong binh thuong cta chudt. Giam s 1an di
chuyén theo chiéu ngang va giam s6 1an di chuyén theo chiéu doc thé hién tac
dung an than cta diazepam va cao 1ong QH.

Co so ciia md hinh dua vao tic dung trc ché than kinh trung wong
cia thudc 1am giam hoat dong ty nhién nhu di chuyén, dig 1én, tham do...
cua dong vat thi nghiém [38]. M6 hinh do hoat dong ky day la mot trong
nhirng thir nghiém duogc ap dung nhiéu trong nghién ctru thuc nghiém nhu cta
Tran Thanh Binh va cong su (2021). Panh gia doc tinh cp va tac dung an
than cua vién nén an than-TN trén dong vat thuc nghiém cho két qua vién nén
an than- TN liéu 4,32 vién/kg/ngay c6 tic dung an than va giam hoat dong di
chuyén ctia chudt trén moé hinh do hoat dong ky [36].

Nim 2019, tac gia Nguyén Vin Tam nghién ctru tac dung giai lo au,
an than cta cao 1ong Dudng tim an than trén thuc nghiém cho thay cao long
Dudng tam an than thé hién tac dung giai lo au thong qua giam sb 1an chudt di
chuyén theo chiéu ngang va giam s 1an chudt di chuyén theo chiéu doc ¢o ¥
nghia thong ké so véi 16 chimg sinh hoc & ca thoi diém 1 gio va 3 gio sau
ubng thude (véi p<0,05) [19].

4.1.2. Tac dung an thin, giam lo Au ciia cao 16ng QH trén mé hinh chir
thap nang cao

O m6 hinh chit thip nang cao thi ting thoi gian va sb 1an & nhanh
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mo hay giam thoi gian va s6 1an ¢ nhanh dong thé hién tac dung an than cua
thude.

Tai bang 3.3 cho thdy & 16 1 (chtng sinh hoc) sé 1an chudt vao nhanh
dong & 2 thoi diém 1a trude khi ubng nudce cat va sau 07 ngay udng nudc cat
1a nhu nhau c6 s6 ligu lan luot 1a 11,20 £ 1,69 va 10,60 + 1,58 .Khong c6 su
khac biét gitta trude va sau 7 ngay udng nude cat véi p > 0,05.

O 16 thtr 2 chudt udbng diazepam lidu 2,4 mg/kg/ngay c6 sd lan vao
nhanh dong tai 2 thoi diém nghién ctu 1an lan luot 13 11,50 + 2,07 va 6,50 +
1,84 . Ta thay s 1an vao nhanh déng tai thoi diém trudc udng diazepam giam
so voi sau thoi diém udng diazepam sau 7 ngay.

Lo chudt nghién ciu ubng thudc cao léong QH liéu 1 udng
15,6ml/kg/24h c6 sb 1an vao nhanh dong tai 2 thoi diém nghién ctu trude khi
ubng thudc va sau 7 ngay udng thude lan lugt 1a 10,60 + 2,01 va 6,80 + 1,32.
Ta thay s6 1an chudt nhat trang vao nhanh déng tai thoi diém nghién ciru sau 7
ngay giam rd rét voi trude thoi diém nghién ciru.

L6 chudt nghién ctu udng thudc cao long QH lidu 2 udng
31,2ml/kg/24h c6 s6 lan vao nhanh dong tai 2 thoi diém nghién ctru trude khi
ubng thudc va sau 7 ngay udng thude 1an lugt 1a 10,90 + 1,66 va 6,60 + 1,07.
Ta thay s lan chudt nhét tring vao nhanh déng tai thoi diém nghién ctru sau 7
ngdy giam rd rét voi trude thoi diém nghién ciru. So véi sd 1an vao nhanh
dong ¢ chudt thude QH lidu 1 va lidu 2, mic du luong thube & lidu 2 cao gip
d6i so v6i lidu 1 nhung cho ra sd liéu gan nhu twong dwong véi nhau vé s6 1an
chudt vao nhanh déng. S6 1an chudt vao nhanh déng ¢ cac 16 udng cao long
QH liéu 15,6 ml/kg/ngay va liéu 31,2 ml/kg/ngay va 16 udng diazepam liéu
2,4 1a tuong duong (p > 0,05).

Tai bang 3.4, cho thdy ¢ 16 1 (chung sinh hoc) thoi gian chudt vao
nhanh déng & 2 thoi diém 1a trude khi ubng nude cat 20ml/kg/ngay va sau 07

ngay ué)ng nude cat 1a nhu nhau ¢6 s liéu 1an lugt 13 176,55 + 29,76 va
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183,64 + 37,06. O 16 tht 2 chudt uéng diazepam liéu 2.4 mg/kg/ngdy c6 thoi
gian vao nhanh dong tai 2 thoi diém nghién ctu lan luot 14 174,27 + 32,85 va
123,76 + 22,11. Ta thay thoi gian vao nhanh déng sau 7 ngay udng thudc
giam rd rét véi trudc udng thude.

L6 chudt nghién ctu udng thudc cao long QH liu 1 udng
15,6ml/kg/24h c6 thoi gian vao nhanh déng tai 2 thoi diém nghién ciru trude
khi udng thudc va sau 7 ngay udng thude 1an lugt 1a 180,69 + 22,97 va 130,95
+ 13,25. Ta thiy thoi gian chudt nhat tring vao nhanh dong tai thoi diém
nghién ctru sau 7 ngdy giam 13 rét v4i trude thoi diém nghién ciru.

L6 chudt nghién ctu udng thudc cao long QH lidu 2 udng
31,2ml/kg/24h c6 thoi gian vao nhanh dong tai 2 thoi diém nghién ciru trude
khi udng thudc va sau 7 ngay udng thudc lan lugt 1a 179,53 + 24,88 va 123,64
+ 17,14. Ta thiy thoi gian chudt nhit tring vao nhanh dong tai thoi diém
nghién ctru sau 7 ngdy giam rd rét véi trude thoi diém nghién ciru. So véi s6
lan vao nhanh déng & chudt thude QH lidu 1 va lidu 2, mac du lugng thude &
lidu 2 cao gap d6i so véi liéu 1 nhung cho ra s liéu twong dwong voi nhau vé
thoi gian chudt vao nhanh dong. Thoi gian chudt vao nhanh dong & céc 16
ubng cao long QH liéu 15,6 ml/kg/ngay va lidu 31,2 ml/kg/ngay va 16 udng
diazepam liéu 2.4 13 twong duong (p > 0,05).

Tai bang 3.5, tai thoi diém trudc uéng thude, sd 1an chudt vao nhanh
m¢ ¢ cac 16 nghién cru 1a nhu nhau (p > 0,05).

- Trén md hinh chir thip ning cao thi ¢ 16 1(nhém sinh hoc) sb lan
chudt vao nhanh mé & 2 thoi diém 1a trude khi udng nude cat 20ml/kg/ngay
va sau 7 ngay udng nudc cat 1a nhu nhau c¢6 sb liéu lan luot 14 3,80 + 1,03 va
3,60 +0,97.

- Tai thoi diém sau 7 ngay udng thudc, & cac 16 chudt udng diazepam
lidu 2,4 mg/kg/ngdy va cao long QH liéu 15,6 ml/kg/ngay va liéu 31,2

ml/kg/ngay, s6 1an chudt vao nhanh mé ting hon so véi 16 chimg (p < 0,01).
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- Tai thoi diém sau 7 ngay udng thudc, sé 1an chudt vao nhanh mé & céc
16 udng cao 1ong QH liéu 15,6 ml/kg/ngay va liéu 31,2 ml/kg/ngay va 16 udng
diazepam liéu 2.4 13 twong duong (p > 0,05).

- O cac 16 chudt ubng diazepam liéu 2,4 mg/kg/ngiy va cao long QH liéu
15,6 ml/kg/ngay va lidu 31,2 ml/kg/ngdy, sd 1an chudt vao nhanh mo & thoi
diém sau 7 ngay uéng thudc ting hon so véi & thoi diém trudc udng thude (p
<0,01).

O bang 3.6, trén mo hinh chit thap nang cao cho thiy thoi gian chudt &
nhanh md ¢ 16 1(nhém sinh hoc) & ca 2 thoi diém nghién ciu: trude udng
thude thir va 1 gio sau khi uéng thudc thir 1an cudi vao ngay thtr 7, déu khong
c6 su ting hay giam thoi gian chudt vao nhanh mé, két qua 2 lan do lan luot
la 88,80 + 19,79 va 86,92 £+ 19,54 voi p >0,05.

O 16 2 nhém chimg dwong chudt nhit ubng diazepam lidu 2.4
mg/kg/ngdy, thoi gian chudt & nhanh mé & 2 thdi diém nghién ctu 1an luot 12
91,55 +£ 22,69 va 149,80 + 35,24. Ta nhan théy thot gian chudt vao nhanh mé
& thoi diém sau 7 ngay udng thubc ting hon so véi ¢ thoi diém trude udng
thude (p < 0,01).

O 16 3 nhom nghién ctru chudt nhit udng cao long QH liéu 15,6
mg/kg/ngay, thoi gian chudt & nhanh mé ¢ 2 thoi diém nghién ctru 1an luot 1a
93,02 + 16,16 va 141,62 + 31,38. Ta nhan théy thot gian chudt vao nhanh mé
& thoi diém sau 7 ngay udng thudc ting hon so véi ¢ thoi diém trude udng
thude (p < 0,01).

O 16 4 nhém nghién ctru chudt nhit udéng cao long QH lidu
31,2mg/kg/ngay thoi gian chudt ¢ nhanh md & 2 thoi diém nghién ciru 1an
lwot 1a 93,94 + 20,55 wva 145,71 + 30,42. Nhan théy thoi gian chudt vao
nhanh md ¢ thoi diém sau 7 ngay udng thudc ting hon so véi ¢ thoi diém

truée udng thude (p < 0,01).
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Cac 16 2 va 16 3, 16 4 co két qua tai thoi diém sau khi uéng thudc thir
1an cubi vao ngay thir 7 thi c6 thoi gian ¢ nhanh mé twong Gng véi 149,80 +
35,24; 141,62 + 31,38 va 145,71 + 30,42. Tur két qua trén cho hiéu qua viéc
ubng thube diazepam liéu 2,4 mg/kg/ngdy so v6i thude QH véi 2 lidu lan luot
la 15,6 mg/kg/ngay va 31,2 mg/kg/ngay la tuong duong nhau

Tai bang 3.7 trén mo6 hinh chit thap ning cao thi ¢ 16 1(nhom sinh hgc)
cho thdy ty 18 tranh nhanh mé cua chudt ¢ 2 thoi diém 1a trude khi udng nude
cat 20 ml/kg/ngay va sau 07 ngdy udng nudc cit thi gan twong dwong nhau co
s6 liéu 1an luot 14 70,65 + 5,77 va 71,23 + 4,25. Khong c6 su khac biét giita ty
1€ né tranh nhanh mo cua chudt gitra thot diém trudc va sau uéng nudc vol
p>0,05.

O 16 chudt udng diazepam liéu 2,4 mg/kg/ngdy c6 két qua ty 1 né tranh
nhanh mo tai thoi diém trude udng thude 13 69,85 + 5,08 va thoi diém sau 7
ngay udng thubc 1a 47,09 + 4,41. C6 ty 1& né tranh nhanh mé cta chudt & 16
ubng diazepam sau 7 ngdy giam so voi thoi diém trude udng thude véi
p<0,01. Két qua & cac bang 3.7, trén mo hinh chir thap nang cao sau 7 ngay ty
1¢ né tranh nhanh mé cta chudt & 16 udng thudce diazepam so véi 16 ching
sinh hoc giam vé1 p<0,01.

Tai 16 chudt udng cao long QH liéu 15,6 ml/kg/ngay cho thdy két qua
ty I¢ né tranh nhanh moé cua chuot lan luot 1a 68,69 + 4,12 va 50,53 + 5,71
tuong ng voi cc thoi diém trude udng thude va sau udng thude 7 ngay. Co
ty 1& né tranh nhanh mo ctia chudt ¢ 16 uéng cao long QH liéu 15,6ml/kg/ngay
sau 7 ngay giam so voi thoi diém trude udng cao 1ong véi p<0,01.

Tai 16 chudt udng cao long QH lidu 31,2 ml/kg/ngay cho thdy két qua
ty I¢ né tranh nhanh moé cua chuot lan luot 14 69,23 + 4,15 va 48,28 + 5,77
tuong ng voi cc thoi diém trude udng thude va sau udng thude 7 ngay. Co
ty 1 né tranh nhanh mo cta chudt & 16 udng cao long QH liéu 31,2ml/kg/ngay

sau 7 ngay giam so v&i thoi diém trude uong cao long voi p <0,01.
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Nhan théy khong c6 su khéc biét vé ty 1€ né tranh nhanh m& cua chuot
giira cac 16 udng cao long QH liéu 1 va lidu 2 so véi 16 ubng diazepam véi p>
0,05. Tai thoi diém sau 7 ngay udng thude, ¢ 16 udng cao long QH liéu 15,6
ml/kg/ngay va lidu 31,2 ml/kg/ngdy, ty 1é né tranh nhanh mo giam so véi 16
ching (p <0,01).

Nhu vay c6 thé néi, khi chudt udng cao 1éng QH viéc ting thoi gian va
s6 1an ¢ nhanh mé& hay giam thoi gian va sb 1an ¢ nhanh déng thé hién tac
dung an than cta cao 1ong QH d6i voi chudt.

Mo hinh chit thap nang cao nham muc dich danh gia tac dung giai lo au
cta thudc trén chudt dya trén tdm 1y cing thing so hii cua chudt khi ¢ khu
vuc trén cao. Mo hinh chit thap nang cao 1a phuong phap thyc hién ton nhiéu
thoi gian, tuy nhién 1a thir nghiém dang tin cdy va dugc dung rong rai khi
danh gia tac dung giai lo au. Hién nay, c6 nhiéu cai tién ctia phuong phap nay
nhu mo6 hinh chit T ndng cao. Tuy nhién, thir nghi€ém nay bi anh hudng boi
mot sd yéu td nhu d0 tudi, gio1 cua dong vat thuc nghiém, thoi gian thu
nghiém va anh sang [7],[39].

Theo Silvaf va Frussa-Filho [10], mé hinh dau cong nang cao co thé
danh gid dugc ca tdc dung trén tri nhd va tac dung giai lo au. Thir nghiém
danh gia tri nhd qua thoi gian trong nhanh déng va danh gia tac dung an than
qua phan trdm thoi gian chudt & nhanh mé [8].

Tran Thanh Binh va cong su (2021) Panh gia doc tinh cdp va tac
dung an than ctia vién nén an than-TN trén dong vat thuc nghiém cho théy an
than TN lam giam rd rét s6 1an va thoi gian chudt vao nhanh déng, ting sb 1an
va thot gian chudt vao nhanh mé va lam gidm ty I¢ né tranh nhanh m¢& cua
chudt so véi thoi diém trude dung thudc thir va so véi 16 ching sinh hoc, su
khac biét c6 ¥ nghia thong ké (p<0,0001) [36].

Niam 2019, tac gia Nguyén Vin TAm nghién ctru tac dung giai lo au,

an than cta cao long Dudng tdm an than trén thuc nghiém cho thiy cao long
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Dudng tdm an than c6 ting sb 1an, thoi gian luu tai nhanh ma, giam ty 1é né
tranh nhanh mo va rat ngin thoi gian luu lai nhanh dong [19].

4.2. Ban luin vé tac dung cai thién gidc ngi cia cao léng QH trén mé
hinh chudt giy roi loan giac ngii bing cafein va mé hinh gay roi loan gidc
ngi man tinh bing stress

4.2.1. Tac dung cai thién gidc ngi ciia cao 16ng QH trén mé hinh chudt
gay roi loan gidc ngi bang cafein

Tai két qua & bang 3.8, anh huong cta thudc NC dén do tré gidc ngl
ctia chudt ta nhan thdy do tré gidc ngu cia chudt & cac 16 ching sinh hoc va
chirng bénh lan luot 14 215,60 £ 36,95 va 399,90 + 62.88. So véi 16 chiing
sinh hoc, chudt ¢ 16 chimg bénh c6 do tré gidc ngt ting 85,48%, khac biét co
¥y nghia théng ké vai p < 0,001.

Do tré gidc ngu cua chudt ¢ cac 16 dung diazepam va cao 1ong QH liéu
15,6 va 31,2 lan luot 12 237,50 + 35,64; 253,70 + 39,45 va 248,00 = 31,76. So
sanh giita 3 16 dung thudc (3, 4, 5), d6 tré gidc ngl cua chudt & cac 16 nay
tuong dwong (p > 0,05). So voi 16 chimg bénh, chudt ¢ cac 16 dung thube (3,
4, 5) c6 do tré gidc ngu giam lan luot 13 40,61%; 36,56% va 37,98%, khac
biét c6 ¥ nghia théng ké véi p < 0,01.

Tai két qua bang 3.9, trén md hinh chudt gay rdi loan gidc ngu bang
cafein , So v&i 16 ching sinh hoc, chuot ¢ 16 chung bénh c6 thoi gian ngu
giam 38,88%, khac biét co y nghia thong ké véi p < 0,001. So véi 16 ching
bénh, chudt ¢ cac 16 dung thube (3, 4, 5) ¢ thoi gian ngu ting lan luot 1a
53,06%; 42,02% va 44,86%, khac biét co y nghia théng ké véi p < 0,01. So
sanh gitta 3 16 dung thudc (3, 4, 5), d6 tré gidc ngl cua chudt & cac 16 nay
tuong duong (p > 0,05).

Nhén thiy thoi gian ngi ctua chudt ¢ cac 16 udng thudc diazepam, 16
sinh hoc va 16 uéng cao 1éng QH liéu 1 va lidu 2 khong c6 qua nhiéu sy khac

biét.
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Két qua nghién ciru cia ching t6i cling twong duwong véi két qua
nghién ciru ctia mot sb tac gia nudc ngoai vé danh gia tac dung cai thién giac
ngi trén md hinh chudt gay rdi loan giac nga bang cafein nhu:

-Nim 2019, Suhyeon Kima va cic cong sy tién hanh nghién ctru diéu
tra tic dung ting cuong gidc ngli tong hop tiém niang cta hdn hop
GABA/I-theanine trén mo hinh thir nghiém giac nga do pentobarbital gay ra
cho thiy két qua do tré khi ngu giam (20,7 va 14,9%) va ting thoi luong ngu
(87,3 va 26,8%) so véi chi dung GABA hodc theanine [24].

-Hyo-Won Kim va cs, naim 2019 tién hanh nghién ctru tac dong cua
chiét xuat rau diép romaine xanh (GRE) d6i véi viéc cai thién gidc ngu trén
mo hinh thuc nghiém cho két qua trong moé hinh mét ngii do caffeine gay ra,
tong thoi gian ngu ting dang ké khi st dung GRE 100 mg/kg so vi nhom
duogc diéu tri bang caffeine (p< 0,05) [29].

-Singeun Kim va céc cs, ndm 2021 tién hanh nghién ctu tac dung cia
chiét xut 14 sen chira Quercetin-3- O -glucuronide ddi véi sb luong va chit
luong gidc ngd & mo hinh loai gdm nham cho két qua lidu cao (300 mg/kg)
chiét xuat 14 sen etanolic 1am ting dang ké thoi gian ngii so voi nhém binh
thuong (p < 0,01). Str dung chiét xut liéu thap (150 mg/kg) va lidu cao (300
mg/kg) 1am ting ddng ké chat lugng gidc ngii. Nhiing két qua nay chi ra rang
nhirng chiét xuit 14 sen (dic biét 13 quercetin-3-Oglucuronide) thé hién hoat
dong ting cuong sb6 luong va chit luong gidc nga thong qua con dudng
GABAergic [65].

-Yejin Ahna va cs, ndm 2022 tién hanh nghién ctru hoat dong thiic day
gidc ngil cua chiét xuat nudc than ré sen (Nelumbo nucifera) thong qua Thu
thé GABAA trén md hinh mét ngii do cafein gy ra cho két qua dung dudng
ubng 150 mg/kg chiét xuat nudc than ré sen lam ting dang ké thoi gian ngu

1én 24% so v&i d6i ching. Hon nita, chiét xuat nude than ré sen 1am ting giac
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nga chuyén dong mat khong nhanh (NREM) bang cach ting stc manh theta
va delta [64].

4.2.2. Tac dung cai thién gidc ngi cia cao 16ng QH trén mé hinh chudt
gy gay roi loan gidc ngii man tinh bang stress

Két qua ¢ bang 3.10 cho thay: trén mo hinh chudt gay rdi loan gidc ngt
bang cafein cho thay tong thoi gian ngl ctia chudt ¢ pha sang & cac 16 ching,
16 bénh, 16 uéng thube diazepam, cao long QH liéu 15,6 va 31,2 1an lugt 1a
26,75 £ 3,31; 21,16 + 2,62; 25,83 + 3,18; 24,92 + 3,54; 26,16 + 3,39. Con &
tong thoi gian ngl clia chudt & pha t6i & cac 16 ching, 16 bénh, 16 udng thude
diazepam, cao long QH liéu 15,6 va 31,2 lan luot 1a 65,81 + 8,32; 53,19 +
6,74; 62,49 + 7.21; 60,96 + 6,25; 64,18 + 7,11. Nhan théy so véi 16 chung
sinh hoc, chudt ¢ 16 chimg bénh c6 tong thoi gian ngti ca pha sang va pha tbi
giam, khéc biét c6 ¥ nghia thdng ké vai p < 0,05. So voi 16 chimg bénh, chudt
& cac 16 dung thude (3, 4, 5) ¢ tong thoi gian ngl ca pha sang va pha téi ting,
khac biét co ¥ nghia théng ké véi p < 0,05. So sanh giita 3 16 dung thude (3,
4, 5), tong thoi gian ngt ca pha sang va pha tdi cta chudt ¢ cac 16 nay tuong
duong (p > 0,05)

Két qua ¢ bang 3.11 cho thay: trén mo hinh gay rdi loan gidc ngi min
tinh bang stress c6 két qua can niang ctia nhém chudt & nhom ching sinh hoc
va ching bénh 1a 2,86 £ 0,35 va 0,83 £+ 0,12. Can nang cua chudt & nhém
ubng cta cao long QH liéu 15,6 va liéu 31,2 va chudt udng diazepam lan luot
la 1,75 £ 0,22; 2,08 £ 0,31 va 1,94 + 0,26. Khi so sanh 16 chirng sinh hoc,
chudt ¢ 16 chung bénh c6 sy thay ddi can nang giam 67,13%, khac biét co6 ¥
nghia thong ké v&i p < 0,01. So v&i 16 chimg bénh, chudt & cac 16 ding thube
(3, 4, 5) co sy thay doi can nang ting lan luot 1a 106,38%; 86,17% va
121,28%, khéac biét c6 ¥ nghia thong ké véi p < 0,05. So sanh giita 3 16 dung
thudc (3, 4, 5), su thay ddi can nang ctia chudt ¢ cac 16 nay tuong duong (p >

0,05).
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Két qua ¢ bang 3.12 cho thay: trén mo hinh gy rdi loan gidc ngi man
tinh bang stress ¢6 chi sd yéu thich sucrose ctia chudt & cac 16 chimg sinh hoc
va ching bénh lan luot 1a 74,16 + 7,54 va 60,45 + 6,92. Nhan thiy so vdi 16
ching sinh hoc, chudt & 16 chung bénh cé chi sb yéu thich sucrose giam
18,49%, khac biét c6 ¥ nghia thong ké voi p < 0,01.

Chi sb yéu thich sucrose ctia chudt & cac 16 chudt uéng diazepam va
cac 16 udng cao long QH liéu 15,6 va liéu 31,2 1an luot 12 68,92 + 6,53, 66,89
+ 6,38 va 71,43 + 7,12. So sanh giita 3 16 dung thubc (3, 4, 5), chi sb yéu
thich sucrose ctia chudt & cac 16 nay tuong duong (p > 0,05). Nhan thay viéc
ubng diazepam va céc 16 cao 1ong QH déu khién chi sé yéu thich sucrose cua
chudt giam nhung so véi 16 chtng bénh thi ting chi s6 yéu thich 1én. So véi 16
chting bénh, chudt & cac 16 dung thude (3, 4, 5) ¢6 chi sd yéu thich sucrose
tang 1an luot 1a 14,01%; 10,65% va 18,16%, khac biét co ¥ nghia thong ké véi
p <0,05.

Nhitng két qua ndy ching minh rang cac chi s6 vé thoi gian ngu, can
ning va chi sd yéu thich sucrose ctia chudt déu thay d6i dang ké sau khi lap
mo hinh, cho thdy mé hinh chudt bi mat ngi do cang thang di duoc thiét lap
thanh cong va mo hinh dong vat ndy s& cung cap co s& dé kham pha thém co
ché co ban. cang thang man tinh trong chimg mét ngu.

Mo hinh nay sat voi thue té 1am sang bi mat nga do stress vé6i cac chi
sO danh gia 4m tinh ,thoi gian ngl ,can nang, chi sé yéu thich sucrose, phu
hop voi cac thé bénh. Két qua ching t6i nghién ctru twong ddng véi mot sb
tac gia khac nhu Yu Ri Kim va cs (2022), Panh gia tac dung cua chiét xuét
Hibiscus syriacus Linnaeus va thanh phan hoat chét ctia nd, saponarin, trong
moé hinh dong vat vé rdi loan gidc ngt do cing thing va gidc ngi do
pentobarbital gdy ra cho két qua & chudt bi rdi loan gidc nga do cing thang,

chiét xuat Hibiscus syriacus Linnaeus va thanh phan hoat chat saponarin cua
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né ¢ tac dung co loi d6i véi su cin bing gidc ngu sang/tdi va thoi gian duy
tri gidc ngu [31].
4.3. Ban vé co ché tic dung ciia cao 16ng QH
* Ban vé co ché tac dung ciia cao 16ng QH theo Y hoc co truyén

Bai thudc nghién ctru QH c6 xut x@ tir 12 bai thude kinh nghiém nhiéu
nam dugc st dung boi PGS-TS Poan Quang Huy. Trong cao léng QH c6 du
quan, than, t4, st theo ciu triic cia mot bai cd phuwong. Trong dé: Tran chau
mau, Thach quyét minh c6 tac dung tran trong an than 1a quan. Lac tién, Binh
v6i, Thao quyét minh, Lién tdm c6 tac dung an than chira mat ngu 13 than. Ha
tht 6 d6, Nit trinh ttr, Han lién thao bd huyét b than din hoa quy nguyén 1 ta
va str.

Mat ngi duoc miéu ta trong pham vi chimg “That mién” caa YHCT,
theo nghia that 1a mat, mién 13 ngi, thit mién nghia 1a chi mat ngu. Biéu hién
chinh 14 kho nhdp gidc hoic khé duy tri gide ngu. Tir ¢d xua Y hoc phuong
Pong da biét duoc tic dong x4u cua nhitng cam xuc thai qua dbi voi strc khoe
con ngudi. Cau gian qua thi hai can. Suy nghi lo ling dau thuong, dau budn
thi hai ty. Ming vui qué anh huéng dén tdm. So hai kinh khung qua anh
huong dén than. Uu sdu, budn bi anh hudng dén phé, tim hu dom khiép, vui
qua, budn qua ciing din dén tAm than bi nhidu hodc tdm than that dudng ma
mat ngu [34],[41]. Theo Hai thuong 1anh ong thi tAm 13 noi chita than, thong
nhiép huyét mach, can 1a noi chita phach, chira huyét, ty 13 noi chira huyét va
sinh ra huyét. Pham ching mat ngii 1a do 4m hu huyét kém than, hon va y déu
bi thuong ton. Cho nén phép chita va xir phuong ciing khong nim ngoai ba
kinh tam, can, ty [35]. Cac vi thube quy vao kinh can than nhu Han lién thao,
Nit trinh tir, Ha thi 6 d6, Thao quyét minh gitp bo tinh cua can than. Céac vi
nhu Lac tién, Lién tdm, déu quy vao kinh tdm, gitip thanh tdm trir phién,
dudng tAm ma an than. Véi thanh phan 1a cac vi thudc co tic dung dudng tdm

an than nhu Binh voi, Lac tién, Thao quyét minh, Lién tdm hay trong trin an
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than nhu Thach quyét minh, Tran chau mau, tac dung bo can than nhu Ni
trinh t&r, Han lién thdo, Ha thu 6, tdc dung dudng huyét, luong huyét, chi
huyét & cac vi lan luot 1a Ha thu 6 do, Lién tam, Han lién thao. Nhu vy céc
vi thudc phdi hop hd trg voi nhau lam cho toan bai co tac dung trong trdn an
than, binh can tiém duong, dudng huyét, luvong huyét, bo can than.
* Ban vé co ché tic dung ciia cao 16ng QH theo Y hoc hién dai

Két qua thu duogc trén mo hinh thuc nghiém, tai bang 3.1, 3.2 va 3.3
dén bang 3.7: O ca 2 liéu déu c6 tac dung giai lo du giam hoat dong, thé hién
qua tim 1y cang thang so hai khi chudt & khu vyc h, trén cao thuéc moé hinh
chir thap nang cao, giam di chuyén theo chiéu ngang va chiéu doc theo mo
hinh do hoat dong ky va khong co su khac biét véi 16 udng diazepam (p
>0,05).

Tac dung an than cua bai thubc QH c6 thé giai thich do trong thanh
phan cuta cao 16ng QH c6 nhiéu vi thuéc nhu Thao quyét minh, Lac tién, Binh
voi, Lién thm c6 chtra cdc hoat chét co tac dung trin tinh an than da dugc
chimg minh bang cac nghién ciru khoa hoc:

Thao quyét minh va thanh phan anthranoid c6 tac dung ha ap, an than,
nhudn trang, tiy x6, khang khuan, khang nam, chdng oxy hoa boi ting cuong
hoat dong cua cacsenzym chdng oxy hoa, kich thich hé mién dich, ha lipid
huyét. Dich chiét cua hat co tac dung ngin su bién di gy bai hoa chit [27].
Tac dung an than: thuc nghiém trén tho, thao quyét minh c6 tac dung an than,
biéu hién trén dién ndo do lam ting cac thanh phan séng cham, giam céc song
nhanh, giam cac hoat hoa ddi véi té bao than kinh cua thé ludi va vo ndo [37].

Alcaloid toan phan chiét tir cdy lac tién da dugc ching minh 14 c6 tac
dung lam gidm hoat dong cua chuot nhat duoc kich thich dung cafein va kéo
dai thoi gian gdy ngti ctia hexobarbital [37]. Cac alkaloid c6 tac dung an than,

chita mét ngu. Céc flavonoid hd trg chimg tim dap nhanh, tim hoi hop [27].
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Céc cong trinh nghién ciru trén cdy sen moc ¢ Viét Nam cho két qua
nhu sau: Dich triét va alcaloid toan phan cua tdm va 14 sen c6 tac dung an
than, ting truong luc va co bop co tir cung tho, chdng co thit co tron rudt gy
nén boi histamin va acetylcholin. TAm sen c6 tac dung chong thao cudng kich
dong, e ché trang thai than kinh giy hung dit, ting van dong & chudt cong
trang do tiém noradrenalin vao ndo that. Tac dung nay cua tim sen hiép dong
v6i tac dung ctia aminazin trong diéu trj tim than phan liét & giam thiéu va
gidm ddc tinh aminazin [37].

Binh voi chtra nhiéu alcaloid, trong d6 L-tetrahydropalpatin c6 tic dung
an than, gdy ngt, voi lidu 25-50 mg/kg 1am giam hoat dong tu nhién cia
chuot trong thi nghiém. Dung véi lidu cao xuat hién loan van dong. Voi lidu
thap d6i khang kich thich 1am ting hoat dong ctia chudt do phenamin gay nén.
L-tetrahydropalpatin kéo dai thoi gian gdy ngii cta thiopentan gip 1,5 lan.
Véi lidu cao c6 tac dung khang co giat va bao vé dugc mot phan sac vt thi

nghié¢m khoi bi tir vong [46].
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KET LUAN

1. Cao long QH & ca 2 muc lidu (15,6 ml/kg/ngay va lidu 31,2
ml/kg/ngdy trén chudt nhat tring) cé tac dung an than, giam lo 4u cia cao
long QH trén mo hinh do hoat dong ky va mo hinh chit thap nang cao, tuong
duong v6i diazepam 2,4mg/kg/ngay, cu thé:

- Trén mo6 hinh do hoat dong ky lam giam hoat dong (sé lan di
chuyén theo chiéu ngang va chiéu doc)

- Trén md hinh chir thap trén cao lam giam rd rét s6 lan va thoi gian
chudt vao nhanh dong, ting sd lan va thoi gian chudt vao nhdanh mé va lam
giam ty 18 né tranh nhanh mo cta chudt so voi thoi diém trude dung thude thir
va so voi 16 chung sinh ly.

-Cao long QH & ca 2 muc lidu (15,6 ml/kg/ngay va liéu 31,2
ml/kg/ngay) déu lam giam rd rét s6 1an va thoi gian chudt vao nhanh dong,
tang s6 1an va thoi gian chudt vao nhanh mé va 1am giam ty 18 né tranh nhanh
mé cua chudt so v6i thdi diém trude dung thude thir va so véi 16 ching sinh
ly.

2. Cao long QH & ca 2 muc lidu (15,6 ml/kg/ngay va lidu 31,2
ml/kg/ngay trén chudt nhit tring) c6 tac dung cai thién gidc ngl cua cao 1ong
QH trén md hinh chudt gay rdi loan gidc ngii bang cafein va mé hinh gay rbi
loan gidc ngi man tinh bing stress, twong duwong v6i diazepam
2,4mg/kg/ngay, cu thé:

- Lam giam do tré cua gidc ngu, ting thoi gian nga cta chudt trén
mo hinh chudt gy rdi loan gidc ngu bang cafein.

- Lam giam stress thong qua 1am ting chi sd yéu thich sucrose, hoi
phuc su ting can ning, ting tong thoi gian ngl ¢ ca pha sing va pha tdi cla

chu ky chiéu sang.
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KIEN NGHI
- Panh gia doc tinh cap va ban trudng dién cua cao 16ng QH trén dong
vat thuc nghiém.
- Panh gia tinh an toan va tac dung cai thién gic ngi ctia cao long QH

trén lam sang.
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