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PANH GIA TAC DUNG AN THAN, CAI THIEN GIAC NGU
CUA BAI THUOC “AN THAN DINH TRI QY”
TREN MO HINH CHUQT THU'C NGHIEM

Nguyén Thanh Ha Tudn'
Tém tit
Mouc tiéu: Panh gid tic dung an than, cai thién gidc ngi cua bai thudc “An
than dinh tri QY” (ATPTQY) trén chudt nhit tring chung Swiss. Phwong phdp
nghién citu: St dung md hinh do hoat dong ky dé danh gi tic dung an than va
md hinh gdy mit ngi & chudt bang caffeine dé danh gid tic dung cai thién giac
ngti pentobarbital. Chudt duoc cho uéng ATPTQY lidu 36 g/kg/ngay va 108
g/kg/ngay (tinh theo duoc liéu kho). Két qud: Trén md hinh do hoat dong ky, tai
cdc thoi diém sau 1 gid va 3 gid udbng ATPTQY & ca 2 muc lidu, sb 1an chudt di
chuyén theo chiéu ngang ciing nhu theo chiéu doc déu giam ré so véi nhém
chimg (p < 0,05 va p < 0,01). Trén m6 hinh gdy mit ngu bang caffeine, ung
ATDTQY ¢ ca 2 mirc lidu déu c6 do tré gidc ngh giam, thoi gian ngu ting so voi
16 ching bénh (p < 0,01). Céc tic dung cua ATDTQY tuong duong vdi
Diazepam liéu 2,4 mg/kg. Két lugn: Bai thubc ATDTQY liéu 36 g/kg/ngay va
108 g/kg/ngay c6 tic dung an than, cai thién gidc ngu trén chudt thuc nghiém,
tuong duong véi Diazepam lidu 2,4 mg/kg.

Tir khéa: An than dinh tri QY; Tdc dung an than; Cai thién giéc ngu.
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EFFECTS OF THE MEDICINE “AN THAN DINH TRI QY”
IN EXPERIMENTAL MICE MODEL
Abstract
Objectives: To evaluate the sedative and sleep improvement effects of the
medicine "An than dinh tri QY" (ATDTQY) on Swiss white mice. Methods:
Using the phylogenetic model to evaluate the sedative effect and the insomnia
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mice model induced by caffeine to evaluate the sleep improvement effect of
pentobarbital. Mice were given ATDTQY at a dose of 36 g/kg/day and
108 g/kg/day (based on dry herbs). Results: In the phylogenetic, at 1 hour and
3 hours after using ATDTQY, the number of times the mice moved horizontally
and vertically decreased significantly compared to that of the control group
(p <0.05 and p < 0.01). In the caffeine-induced insomnia model, using ATDTQY
at both doses reduced sleep latency and increased sleep time compared to those
of the pathology group (p < 0.01). These effects of ATDTQY are equivalent to
that of Diazepam at a dose of 2.4 mg/kg. Conclusion: The ATDTQY at doses of
36 g/kg/day and 108 g/kg/day had a sedative effect and improved sleep quality in

experimental mice, which was equivalent to the Diazepam dose of 2.4 mg/kg.

Keywords: An than dinh tri QY; Sedative effect; Improving the sleep.

DAT VAN DE

Gidc ngu giip phuc hodi cdc qud
trinh sinh 1y va tdm than ctia con
nguoi. Tinh trang mét ngii ¢6 xu hudng
gia tang trong xa hdi do nhiing cing
thing trong cudc séng sinh hoat hodc
ap luc cong viée. Mat ngi kéo dai 1a
nhan t6 1am khoi phét rdi loan lo au,
trdm cam, bénh tat khdc, thdm chi c6
nguy co dan téi tir vong do nhiéu
nguyén nhan khac nhau; do do, can
dugc quan tdm diéu trj [1].

Y hoc ¢6 truyén c¢6 nhiéu bai thube
c6 hiéu qua va an toan trong diéu trj
mat ngu, gidp ngudi bénh di vao gidc
ngu ty nhién, it mét mdi, it bi phu
thudc thube [2]. Bai thuéc ATDTQY la
bai thudc kinh nghiém, gém toan tdo
nhan, bd t&r nhan, vién tri, lac tién c6
tdc dung dudng tim an than. Két hop
véi céc vi thude dudng am thanh nhiét,
X0 can giai uat dé diéu tri vao co ché
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bénh sinh ctia mat nga [2]. Nghién ctru
nay dugc thuc hién nham: Pdnh gid
tac dung an than, cdi thién gicfc ngu
cia bai thuéc trén dong vdat thuc
nghiém; tw do, dwa ra co so khoa hoc
vé hiéu qua trong diéu tri mat ngi,
ndng cao tinh g dung ciia bai thuéc.

POI TUONG VA PHUONG PHAP
NGHIEN CUU

1. Chét li¢u, déi twgng va thiét bi
nghién ciru

* Thudc nghién ciru:

Bai thudc ATPTQY gdm: Sinh dia
(Radix Rehmaniae glutinosae) 10g, dang
sam (Radix Codonopsis javanica) 15g,
dan sam (Radix Salviae multiorrhizae)
10g, mdc huong (Radix Aucklandiae)
8g, vién chi (RadixPolygalae) 10g,
bach linh (Poria cocos Wolf) 12g, cam
thiao (Radix Glycyrrhizae) 5g, sai hd
(Radix Bupleuri) 8g, ba tir nhan
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(Semen Thuja orientalis) 10g, lac ti€n
(Herba Passiflorae) 15g, mach mon
(Radix Ophiopogonis) 12g, duong quy
(Radix Angelicae Sinensis) 10g, tdo
nhan (Semen Zizyphus jujuba) 10g,
mau 1& (Concha Ostreae) 15¢. Téng
bai thubc 150g duoc lidu kho. Cic
duoc lidu déu dat tiéu chuan Dugc dién
Viét Nam V [3]. Bai thubc duoc chiét
xudt véi dung mdi 12 nudc tai Cong ty
cd phén duogc phém Phu Tin, thanh cao
long ATPTQY voi ty 1€ W:V 1a 5:1
(ImL cao twong Ung 5Smg dugc li¢u
kho) dat tiéu chuén co sé. Tir cao 5:1,
thuéc nghién ctru duge pha lodng véi
nude cat thanh cao 1ong c6 ty 1é thich
hop véi lidu ding va thé tich khi cho
chudt udng bang kim cong dau ti
chuyén dung. Liéu diing dugc tinh theo
gram dugc lidu kho. Liéu ding & nguoi
la 150 g/nguoi/ngay (tuong duong 3g
dugc liéu/kg/ngay ¢ ngudi 50kg thé
trong). Quy ddi ra liéu trén chudt nhat
trang (hé s6 12) 1a 36 g/kg/ngay. O
mtrc liéu nay chudt uéng cao 1ong cé
ty 1€ 3:1, 36g dugc liéu kho/kg/ngay
twong ung 12mL cao 16ng 3:1/kg/ngay
(hay 0,12 mL/10g/ngay). O muc lidu
cao chudt duoc cho udng cao 1ong ¢
ty 1¢€ 5:1, 108g duoc li¢u khd/kg/ngay
tuong Ung 21,mL cao long
5:1/kg/ngay (hay 0,216 mL/10g/ngay).

* Doi twong nghién ciru: 90 chudt
nhét trang, ching Swiss truéng thanh,
khée manh, can nang tuo 18 - 20g, do

Hoc vién Quan y cép, duoc nudi dudng
theo tiéu chuan dong vat nghién ctru.

* Thubc, héa chat ding trong
nghién cuu: Diazepam 5mg, vién nén
(cong ty Gedeon Richter) dugc nghién
nho thanh bot; Caffeine dang bdt (cong
ty Sigma- Aldrich); Pentobarbital 50
mg/mL (cong ty Sagent). Cic bot
thudc, hod chat duoc hoa tan hoan toan
trong nudc cét ngay trude khi s dung.

* Pia diém va thoi gian nghién ciru:
Nghién ctru tién hanh tai Labo Dugc ly
Thyuc nghiém, B moén Duoc ly - Vién
bao tao Dugc, Hoc vién Quan vy, tu
thang 02/2023 - 5/2023.

2. Phwong phap nghién ciru

* Pdnh gid tdc dung an than trén
mo hinh do hoat dong ky:

- Nguyén ly: Tién hanh nghién ciru
theo phuong phip dugc mo tad boi
Obese va CS (2021) [4]. Thiét bi do
hoat dong ky Activity cage (Ugo-
Basile, Y) gom 01 16ng kinh hinh hop
chit nhat véi kich thudc 40 x 40 x
30cm, bo cam bién di chuyén cua
chudt va thiét bi dién tir c6 man hinh
hién thi gitip tu dong ghi lai s6 lan cic
hoat dong cua chudt. Khi ¢ trong mdi
truong tdi va it tiéng On, chudt cé xu
huéng kham phd 16ng dugc biéu hién
bang cdc hoat dong di chuyén theo
chiéu ngang va 1én cao theo chiéu doc.
Giam sd lan di chuyén theo chiéu
ngang va chiéu doc thé hién tic dung
an than cta thudc.
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- Céch tién hanh: Chudt nhit tring
40 con dugc chia déu ngiu nhién thanh
4 16: Lo 1 (chtrng sinh hoc, n = 10):
Ubng nudc cat 0,2 mL/10g; 16 2 (16
tham chiéu, n = 10: Udng Diazepam
liéu 2,4 mg/kg; 16 3 (NC1; n = 10):
Ubng ATDTQY lidu 36 g/kg/ngay; 16
4 (NC2, n = 10): Ubng ATPTQY liéu
108 g/kg/ngay. Chudt duoc udng nude
hoic thudc thir (theo phan 18) vao 8 gid
sang (ldc d6i) hang ngay trong 7 ngay
lién tiép.

- Chi tiéu danh gid: S6 1an chuot di
chuyén theo chiéu ngang va chiéu doc.
Diénh gia tai cdc thoi diém trude udng
thudc (Dy), sau khi uéng thude 1 gid va
3 gio ¢ ngay thir 7. Pua chudt vao
phong nghién ctru 30 phut truéc khi
tién hanh ddnh gid. Chudt duoc dit nhe
nhang vao trong 16ng hoat dong ky va
duogc theo déi trong 2 phit nho hé
thdng dién tir cia thiét bi. Sau mdi thir
nghiém, léng hoat dong ky dugc lau
chui sach bang con 70%.

* Pdnh gid tdc dung cdi thién gidc
ngi trén chudt bi réi logn gidc ngi
bang caffeine:

- Nguyén ly: Tién hanh nghién ciru
theo phuong phip mé6 ta bdi Yong-
Hyun Ko va CS (2018) [5]. Chudt
dugc gdy ngi bang pentobarbital 40
mg/kg tiém phiic mac. Cdc chudt ubng
caffeine 50 mg/kg, thé trong bi kich
thich 1am tang do tré ctia gidc nga va
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giam thoi gian ngi. Thude c6 tic dung
trc ché kich thich, cai thién gidc ngu s&
lam giam do tré cta gidc ngu va ting
thoi gian ngu.

- Céch tién hanh: Chudt nhit tring
50 con duogc chia ngiu nhién thanh 5
16: L6 1 (chung sinh hoc, n =10): Uéng
nuéc cit 0,2 mL/10g, khong udng
caffeine; 16 2 (chung bénh ly, n = 10):
Ubng nudc cat + caffeine 50 mg/kg; 16
3 (16 tham chiéu, n = 10): Udng
Diazepam 2,4 mg/kg + caffeine 50
mg/kg; 16 4 (NC1, n = 10): Ubng
ATDTQY 36 g/kg/ngay + caffeine 50
mg/kg; 16 5 (NC2, n = 10): Udng
ATDTQY 108 g/kg/ngay + caffeine 50
mg/kg. Cdc chudt 7 tuan tudi dugc
nudi 6n dinh trong 1 tuan. O ngay thir
8, chudt duoc cho nhin an 24 gio, sau
d6 cho udng nhu phan 16. Caffeine lidu
50 mg/kg dugc cho chudt udng sau khi
ubng thudc hodc nudc cit 30 phit &
cdc 16 tir 16 2 - 5. Sau mot gio ké tir khi
ubng phic
Pentobarbital licu 40 mg/kg dé giy

thuoc, tiém mac

gi4c ngu trén chudt.

- Chi tiéu danh gia:

+ Do tré gidc ngu: Thoi gian tinh tir
khi tiém Pentobarbital cho dén khi
chudt ngi (chudt bat dau ngu khi: Xdc
dinh béng mat phéan xa lat sép, sau khi
tiém thubc chudt chuyén tir dimg sang
tu thé nam sdp, cho chudt nam ngira va
chuot khong con kha nang 14t sap lai).
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+ Thoi gian ngu: Thoi gian to khi
chudt bit dau nga dén khi chudt thirc
day (chuot thic khi: Chudt dang ¢ tu
thé nam ngua thuc hién phan xa lat sép,
tré vé tu thé nam sap bang bdn chan).

* Xup Iy 56 lidu: Xir 1y s6 liéu bang
phan mém Microsoft Excel 2010 va
SPSS 22.0, so sanh gid tri trung binh
st dung thuat todn T-test student va
ONE-WAY ANOVA, Tukey's post

hoc tests. SO liéu duoc trinh bay dudi
dang X #* SD, khéic biét c6 y nghia
thong ké khi p < 0,05.

3. Pao dirc nghién ciru

Nghién ctru dugc tién hanh dudi su
chép thuan cua Hoi d@)ng Khoa hoc
Hoc vién Quan y va tuan thu cic tiéu
chuin vé dao dirc trong Nghién ciru
Y hoc.

KET QUA NGHIEN CUU
1. Két qua danh gia tic dung an than trén mé hinh do hoat dong ky
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Biéu d6 1. So sénh hoat dong cua chudt
theo chiéu ngang ¢ cac 16
trong cung mat thoi diém danh gia.

56 141 caudt di chayén theo chidu ngang

Biéu do 2. So sénh hoat dong trong
cung mot 16 theo chiéu ngang
tai cac thoi diém danh gia.

So sdnh gitta cdc 16 tai cing mot thoi diém danh gid: Tai thoi diém trudce khi
ubng thube, s6 1an chudt di chudt di chuyén theo chidu ngang khong c6 sy khdc
biét gitra cic 16 (p > 0,05); tai cdc thoi diém sau udng thude (1 gio va 3 giv), sb
lan chudt di chuyén theo chiéu ngang & cic 16 dung thubc (Diazepam, NCI,
NC2) giam c6 y nghia théng ké so véi 16 chiing (p < 0,05 vﬁ p< 0,01). So sanh
trong cling 16 tai céc thoi diém ddnh g1a So VO’l truée NC, sb 1an di chuyén theo
chiéu ngang ctia chudt tai cdc thoi diém sau udng thude (1 gio va 3 gio) ¢ céc 16
ding thubc (Diazepam, NC1, NC2) giam, p < 0,01; so sdnh giita thoi diém 1 gid
va 3 gio sau udng thude, s6 1an chudt di chuyén theo chidu ngang khong cé su

khéc biét (p > 0,05).
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Biéu d6 3. So sénh hoat dong Biéu d 4. So sénh hoat dong
cua chuot theo chiéu doc & cac 16 chudt trong cung mat 16 theo chiéu doc
trong ciing mot thoi diém danh gia. tai cdc thoi diém ddnh gia.

So sanh gifra cic 16 tai cing mot thoi diém danh gid: Tai thoi diém trude khi
uéng thude, s6 1an chudt di chudt di chuyén theo chiéu doc khong c6 su khac biét
giita cdc 16 (p > 0,05); tai cdc thoi diém sau udng thude (1 gio va 3 gid), sd lan
chudt di chuyén theo chiéu doc & céc 16 dung thude (Diazepam, NC1, NC2) giam
6 y nghia thong ké so vai 16 chimg (p < 0,01). So sdnh trong ciing 16 tai cic thoi
diém dénh gid: So vdi trudéc NC, sb 1an di chuyén theo chiéu doc ciia chudt tai
cdc thoi diém sau udng thube (1 gid va 3 gid) ¢ cdc 16 ding thudc (Diazepam,
NC1, NC2) giam, p < 0,01; so sdnh gitra thoi diém 1 gio va 3 gio sau udng thudc,
s6 1an chudt di chuyén theo chiéu doc khong c6 su khac biét (p > 0,05).

2. Két qua danh gia tic dung cai thién giic ngi trén md hinh chudt giy
mét ngi bing caffeine

Biéu dd 5. Két qua danh gid anh huong cua thude nghién ctru dén do tré gidc ngu
va thoi gian nga ctia chudt nhat tring (n = 10/16, X + SD).
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So véi 16 chting bénh 1y, chudt ¢ cdc
16 ding thudc (Diazepam, NC1, NC2)
c6 d6 tré gidc ngu giam, thoi gian ngl
tang (p < 0,01) vé murc trong duong so
véi 16 chung sinh 1y (p > 0,05). So
sanh gitta 16 ding thudc Diazepam va
hai 16 uéng thudc nghién cuu, do tré
gidc ngt cling nhu thoi gian ngu cua
chudt ¢ ciac 16 nay la twong duong
(p > 0,05).

BAN LUAN

Trén mo hinh do hoat dong ky, tat
cd cac hoat dong ty nhién cua chudt
duoc ghi lai bang thiét bi cam bién di
chuyén dién tir. Khi ¢ trong mdi trudng
t6i va it tiéng on chudt c6 xu hudng
kham phé 1dng dwoc biéu hién bing
cic hoat dong theo chiéu ngang va di
chuyén 1én cao theo chiéu doc. Mo
hinh nay da dwoc nhiéu tic gia trong
va ngoai nudc dp dung vao nghién clru
thuc nghiém vé tic dung an than giai
lo 4u [4, 6]. Chudt & 16 udng Diazepam
va cdc 16 ubng ATDTQY thé hién tic
dung an than ¢ hai nhém nay thong
qua giam sd lan chudt di chuyén theo
chiéu ngang va giam sé lan chudt di
chuyén theo chiéu doc c6 y nghia
thong ké so véi 16 ching sinh hoc & ca
thoi diém 1 gid va 3 gio sau udng
thudc (p < 0,05). Két qua nay twong
ddng véi két qua trong cdc nghién ciru
cua Obese va CS (2021) cling nhu cua
Duong Thi Ly Huong va CS (2016) [4,
6]. Trén mo hinh chudt gy mat ngu

béng caffeine, chudt & 10 uéng
Diazepam va hai 16 udng ATPTQY c6
do tré gidc ngl giam va thoi gian ngu
tang c6 y nghia thong ké (p < 0,01) so
v6i 16 ching bénh 1y, thé hién tdc dung
cai thién gidc ngu trén chudt dugc kich
thich bang caffeine. Két qua nay twong
ddng v6i nghién cru coa Yong-Hyun
Ko va CS (2018) cling nhu cua Shi R
va CS (2019) [5, 71.

Bai thuéc ATDTQY 1a bai thudc
kinh nghiém gém 14 vi thudc, duoc
xay dung theo phdp tu am thanh nhiét,
so can giai ut, dudng tim an than.
Trong bai thudc nay, sinh dia phia trén
thi dudng tdm huyét, phia dudi thi tu
dudng than thuy, dong thoi thanh tiét
hu hoa 1am cho tdm than khong bi hu
héa nhiéu loan 1a quian dugc. Mach
mon cé tic dyng tu am thanh nhiét,
dudng 4m sinh tan, trdng thay ché hoa;
tdo nhan, ba t& nhan, lac tién co tac
dung dudng tdim an than. Bén vi trén
két hop v6i nhau phat huy tic dung
thanh nhiét trir phién, dudng tim an
than déu 1a than duoc. Puong quy bod
huyét hoa huyét, dudng tdm trir phién;
vién chi giao théng tim than, an than
dinh chi; déng sdm, bach linh ich tim
khi, an tAm than lam cho khi vuong ma
sinh 4m huyét; sai hd c6 tic dung so
can giai uat trir phién gidp cho tang
phu hoat dong binh thuong, khi co
thong dat; dan sam hoat huyét hoéa 1;
mau 1é binh @rc can hoa, gilr cho hu hda
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khong di 1én; moc huong cé tic dung
hanh khi tinh ty, gidp cho ty kién van
dé sinh khi héa huyét, dong thoi lam
giam tinh han cua bai thuc khong 1am
tén thuwong téi ty khi. Tam vi thudc
phdi hop véi nhau vira ¢6 tic dung bd
khi sinh huyét, dudng tim an than,
binh can tiém dwong gitp cho quan
dugc phat huy tic dung déu 1a ta duoc.
Cam thao 1a st duoc, c6 tic dung dan
thudc vao bach mach va trung hoa cdc
vi thudc. Toan bd céc vi thude trong
bai thubc ATPTQY phdi hop véi y
nghia diéu tri toan dién vdo co ché
bénh sinh cua thit mién, tiéu ban dong
tri theo bién ching luén tri cia y hoc
co truyén [2, 8, 9].

Bénh mét ngu (that mién) theo y hoc
¢6 truyén c6 nguyén nhan co ché bénh
sinh phtc tap, néu chi dung lai ¢ diéu
tri triéu chung (dudng tam an than) thi
hi¢u qua diéu tri chi dat duoc diéu tri
phén ngon (triéu chung), nhu vay bénh
s& som tdi phdt va chat luong gidc ngu
dugc cai thién khong cao. Cac thude
tay y hién nay ph?m nhiéu chi dung lai
& diéu tri triéu chung; vi vay, qua trinh
diéu tri thuong kéo dai va 18 thudc vao
thudc, 1am anh hudng khong it dén
chéat luong cudc sdng. Véi tic dung
chinh la “tu &m thanh nhiét, so can giai
uat, dudng tim an than”, vé mit ly
ludn di tap trung giai quyét nguyén
nhan co ché bénh sinh (gc bénh) [9].
Két qua thuc nghiém cho thiy bai
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thudc & lidu 36 g/kg/ngay (twong ting
v6i lidu qui d6i ra lidu dung trén ngudi
1a 1 thang thudc 150 g/nguoi/ngay) da
thé hién rd tic dung an than va tic
dung cai thién gidc ngu. Khi ting lidu
lén muc cao hon gip 3 lan (108
g/kg/ngay), cic tic dung nay hau nhu
khong khac biét. Nhu vay, voi viée tac
dong vao cin nguyén bénh, thudc
khong gdy anh hudng qua 16n dén than
kinh trung wong khi ding liéu cao; do
d6, ¢6 tinh an toan, hdu nhu khong giy
su phu thudc liéu nén tranh duoc su
phu thudc thudc nhu mot sé thudc an
than gay ngu tay y.

KET LUAN

Bai thudc ATDTQY liéu 36 g/kg/ngay
va 108 g/kg/ngay (tinh theo dugc liéu
kho), chiét xuit cao 10ng, ding dudng
ubng, c6 tic dung an than trén chudt
nhit tring trong thir nghiém do hoat
dong ky, lam giam sd lan chudt di
chuyén theo chiéu ngang va chiéu doc
tai cdc thoi diém sau ubng thudc 1 gio
va 3 gio va cai thién gidc nga & chudt
nhit tring bi rdi loan gidc ng bang
caffeine, 1am giam d6 tré gidc nga va
ting thoi gian ngl cha gidc ngu
pentobarbital.

Téc dung an than, cai thién gidc ngu
ctia bai thubc ATDTQY & 2 muc lidu
36 g/kg/ngay va 108 g/kg/ngay la
tuong duong nhau va tuong duong véi
Diazepam 2,4 g/kg/ngay.
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