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ABSTRACT

Objective: To investigate the sedative and analgesic effects of aqueous and 99% ethanol
extracts from Nepeta cataria L.

Materials and methods: The sedative-anxiolytic effects were evaluated using the
pentobarbital-induced sleeping test and the light-dark box test. The analgesic effects
were assessed through the acetic acid-induced writhing test in C57BL/6 mice.

Results: The Nepeta cataria ethanol extract at a dose of 162 mg/kg demonstrated
sedative-anxiolytic effects by prolonging pentobarbital-induced sleeping time and
increasing the time spent in the light area, with effects comparable to Diazepam (1 mg/
kg). Additionally, the 162 mg/kg ethanol extract exhibited analgesic effects by reducing the
number of writhings induced by acetic acid which was similar to the effect of diclofenac
potassium (15 mg/kg).

Conclusion: Oral administration of the Nepeta cataria ethanol extract at 162 mg/kg
demonstrated sedative and analgesic effects in mouse models. The aqueous extract at
70 mg/kg did not exhibit significant effects in the conducted experiments.
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ABSTRACT

Muc tiéu: Khao sat tac dung an than va giam dau clia cac cao chiét tr nwdc va cao chiét
tir ethanol 99 % tir cdy Bac ha meo.

Phuong phap: Tac dung an than - giai lo 4u dugc danh gia dua trén thuc nghiém gidc ngu
gay bdi pentobarbital va thuc nghiém hop sang-tdi, tac dung giam dau dugc danh gia trén
thuc nghiém gay dau bang dung dich acid acetic trén dong chudt C57BL/6.

K&t qua: Cao chiét ethanol Bac ha meéo & lidu 162 mg/kg thé hién tac dung an than - giai lo
au thong qua viéc kéo dai thai gian ngll gay bdi pentobarbital va tang thoi gian luu lai ngan
sang, tac dung tuong tu vdi thudc doi chiéu Diazepam liéu 1 mg/kg. Bén canh do, cao chiét
ethanol 162 mg/kg cling thé hién tac dung gidm dau théng qua viéc gidm s con xoan bung
gay ra bdi acid acetic, tac dung tuaong tu véi thudc déi chiéu diclofenac kali ligéu 15 mg/kg.

Két luan: Viéc cho uéng cao chiét ethanol Bac ha meéo lieu 162 mg/kg thé hién tac dung
an than va gidm dau trén mé hinh chudt. Cao chiét nudc lieu 70 mg/kg chua ghi nhan tac

dung trén cac thuc nghiém khao sat.

Terkhoa: An than, giam dau, hop sang - t6i, Bac ha méo, pentobarbital.

1. DAT VAN BE

Stress & mot van dé phé bién va nghiém trong trén
toan thé gidi. Theo thdng ké ndm 2019, hon khoang
mot phan ba dan s6 thé gidi thudng xuyén d6i mét
vdi lo lAng, cang thdng va tic gian [1]. Ap luc va cang
thang trong cudc séng hién dai, cung vdi cac yéu té
kinh t&, xa hoi va cong viéc ngay cang gia tang gop
phan vao nguy co mac cac van dé lién quan dén
stress va anh hudng xau dén sic khode tam ly va thé
chéat. Triéu chirng thong thudng bao gom méat nga,
dau dau thudng lién quan dén cang thang va réi loan
gidc ngl. Cang thang kéo dai c6 thé lam gidn doan
gidc ngu, lam suy y&u hé théng mién dich va lam
tdng sy nhay cdm déi v6i dau [2]. Do do, viéc tim
kiém cac phuong phap an thanva giam dau hiéu qua
ma khong anh hudng dén suirc khoe trd thanh mot
yéu cau cap bach va can thiét.

Bac ha méo (Nepeta cataria L.) la m6t loai cay than

*Tac gia lién hé

thdo sdnglau ndm, c6 ngudn goc tir chau Au va chau
A. Tai Viét Nam, cay phan b6 chl yéu & cac vung nui
va khu vuc cé khi hau mat mé. La va hoa cua cay
dugc dan gian Ung dung lam thudc an than, giam
cangthang, hd trg gidc ngl, ngoaira con cé tac dung
gidm dau nhe trong cac trudong hgp dau dau, dau co
va viém khép. Bén canh dé, bac ha méo con dugc
s dung dé ha sét, tri ho va hd trg tiéu héa nho cac
hop chét terpenoid nhu nepetalactone, hoat chéat
chinh c6 &i luc vdi hé than kinh trung wong va thu thé
opioid [3]. Hién nay, nghién cltu vé céc tac dung
dugc ly clia loai cdy nay tai Viét Nam con han ché.
Nghién clru nay dugc thyc hién nhdm danh gia tac
dung an than va gidm dau clia cac dang cao chiét tur
céy bac ha méo, qua doé cung cép dir liéu khoa hoc
ldam cad sd cho viéc phat trién cac ché pham y dugc
tr loai dugc liéu tiém nang nay.
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2. DOI TUONG VA PHUONG PHAP NGHIEN CU'U
2.1. Déi twong nghién ciru

Phan trén mat dat gom than, 14 va hoa clia cay Bac
ha meo dugc thu hai vao thang 02/2025 tai Lam
Dong. Thanva la clia cdy Bac ha méo dugc rira sach,
lam kho trong bong rAm, sau dé tién hanh xay thanh
bét dugce liéu va do 4m dat 8,5%. Bot dugc liéu dugc
chiét ngam kiét déi véi ethanol 99% sau dé ba dugc
liéu dugc tiép tuc chiét nong doi véi nudc cat déu
vdi ti 1& 1:20, dich chiét dugc cd cach thuy dé thu
dugc cac cao chiét dac. Cac cao chiét thu dugc dat
chuén la cao dac va c6 do 8m < 20% (theo DBVN
V). Tham khao tr lidu str dung dugc liéu kho thuc té
trén ngudi suy ra ligu thir nghiém cho céac thinghiém
dugc ly trén chudt (tuvong duong 3 g/ngudi/ ngay)
dua trén hiéu suat chiét.
Bang 1. Liéu thi nghiém, dé am
va hiéu suat chiét ctia cac cao chiét

) ’ Hiéu suat Iéﬁ,g;u%ng
M&u | Bo&m (%) | chistda | §TONE28
tr&r am (%) (n’ig/kg')
Caonudc | 7,50%0,15 | 10,46 74
Cao
ethanol | 9,030,18 | 23,01 162
99%

2.2. Bongvat thi nghiém

Chuét nhat den C57BL/6 (gidng duc, 5 - 6 tuan
tudi, can nang 20 = 2 g) dugc s dung trong c4c thr
nghiém vé an than, gidm dau. Chudt nhat trang ICR
(gi6ng duc va cai, 4 - 5 tuan tudi, trong lugng trung
binh 20 £ 2g) dugc s dung trong th&* nghiém doc
tinh cép. Céc giéng chudt dugc cung cap bdi Khu
nudi Béng vat thi nghiém - Trung tdm Cbéng nghé
sinh hoc Thanh phd H6 Chi Minh. Chudt dugc nudi
trong diéu kién phong thi nghiém dugc kiém soat vé
nhiét dé (26 = 2°C), d6 &m (55 -70 %) va chu ky chiéu
sang 12 gid sang/t6i theo sinh ly ctia chudt. Chudt
dugc cho &n thirc an vién va nudc uéng tiéu chuan
clia ddng vat thi nghiém va dugc nudi 6n dinh 1 tuan
trudce khi ti€n hanh thi nghiém.

2.3. Dia diém va thai gian nghién ciru

Nghién ctru dugc tién hanh tirthang 5 nam 2024 tai
T6 Nudi Dong Vat Thi Nghiém -Trung TAm Céng Nghé
Sinh Hoc TP H® Chi Minh

2.4. Phuong phap nghién ctu
2.4.1. Nghién cttu déc tinh cédp

Chuét nhéat trang ICR dudc chia thanh 03 nhém (5
duc, 5 cai/nhom). Chubt cho nhin déi it nhat 12 gio
va cho uéng: cao nudc, cao ethanol 99% Bac ha
meo, va nudc cat (doi chirng) véi lidu duy nhat toi
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da c6 thé qua kim (thé tich 0,2 mL/10g). Theo déi
va ghi nhan clr déng téng quat, biéu hién vé hanh vi,
trang thai long, 4n udng, tiéu tiéu va so lugng chét
cla chudttrong 72 gid. Néu sau 72 gid, chudt khong
c6 d4au hiéu bat thuong hoac chét, tiép tuc theo doi
trong vong 14 ngay (D__ ). Néu cé chuét chét, giam
ligu, tim liéu t6i thiéu gay chét 100% chuét (LD, ),
lidu t6i da khong gay chét chudtnao (LD ) va lieu gay
chét 50% chudt (LD, ) [4].

2.4.2. Kho sét tac dung an than- gidi lo 4u
Thuyc nghiém gidc ngd gay bdi pentobarbital

- Nguyén tac: S dung Pentobarbital dé gay ngli véi
lidu 50 mg/ kg tiém phic mac. Tac déng gay ngli cua
pentobarbital thé hién ngay sau khi tiém, cu thé 1a
chudt bj mat phan xa thang bang.

- Chi tiéu danh gia: Tiém thdi ngd rat ngén va thoi
gian ngu cua pentobarbital kéo dai so vdi 16 ching
la cac chi tiéu dé danh gia tac dung an than, chéng
stress clia thudc thir nghiém [5].

- Tién hanh: Chubt dugc chia ngau nhién thanh cac
6 (n=8); gdm L6 chirng (nu'dc cét), 2 16 thir (cao chiét
nudc liu 74 mg/kg va cao chiét ethanol 99% liéu
162 mg/kg) va |6 déi chiéu (Diazepam lieu 1 mg/kg,
Diazepam 5-Vidipha-Viét Nam, 1 liéu duy nhat vao
ngay thit 7). Chudt & cac 16 dugc cho uéng nudc cat
va thudc thir trong 7 ngay lién tuc.

Mot gig sau An udng cudi cung, chudt dugc tiém
pentobarbital sodium (50 mg/kg, i.p., Sigma -
Aldrich, USA). Quan satva ghi nhén tiém thoi ngu va
thoi gian ngli ctia chuot [6].

- Chitiéu theo déi: so sanh tiém thgi ngli va thdi gian
ngu gitra cac 16 chudt.

+ Tiém thdi ngu: khi chudt dugc tiém pentobarbital
cho dén khi chudt bi mat phan xa thang bang
(righting reflex).

+ Thdi gian ngl: khoadng thdi gian tir khi chudt méat
phan xa thang bang dén khi phuc hoi lai phan xa nay
va c6 nhirng cr déng di chuyén binh thudng.

M6 hinh hdp sang —tadi (light — dark box test)

Thuc nghiém hdp sang - t6i (2 ngan, mot ngan sang
va mot ngan t8i dugc thédng nhau bang mot 18i di
nho) dugc str dung nhu mot thudc do cho hoat tinh
gidi lo au cla thuéc [7]. HOp sang t6i gobm 2 ngan
kich thudc bang nhau (d x r x ¢ = 42 x 20 x 35 cm),
théng vdi nhau bang 1 18i di nhd (7,5 x 5 cm). Do
chiéu sang clia hop t6i < 10 lux, do chi€u sang cua
hop sang > 700 lux.

- Tién hanh: Chubt dugc chia ngau nhién thanh cac
6 (n=8); gdom L6 chirng (nu'dc cét), 2 16 thir (cao chiét
nudc liu 74 mg/kg va cao chiét ethanol 99% lidu
162 mg/kg) va 16 di chi€u (Diazepam liéu 1 mg/kg,
1 lieu duy nhat vao ngay thir 7). Chudt & céac 16 dugc
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cho uéng nudc cat hoac thudc thir trong 7 ngay lién
tuc.

Vao ngay thir 7, 60 phut sau khi uéng tién hanh thir
nghiém. Chuot dugc dat & clra ngan cach vung sang
va t6i, hudng ra ngan sang. Sau dé, chudt dugc tu do
kham pha trong 5 phut. Ghi nhan lai thai gian & vung
sang clia chudt. Chuot dugc tinh la ra vung sang khi
ca 4 chan vuot qua lan phan céch gira 2 vung.

2.4.2. Khao sat tac dung giam dau
Phuong phap gay dau xoan bung bang acid acetic

Ti€én hanh: Chuét dugc chia ngiu nhiénthanh cac 16
(n = 8); gdm 6 ching (nudc cét), 2 16 thir (cao chiét
nudc lieu 74 mg/kg va cao chiét ethanol 99% liéu
162 mg/kg) va L6 doi chiéu (Diclofenac kali liéu 15
mg/kg, Cataflam 25-Novartis-Thé Nhi Ky, 1 liéu duy
nhét vao ngay thr 7). Chudt & céc 16 dugc cho udng
nudc cat va thudc thirtrong 7 ngay lién tiép.

Vao ngay thir 7, 60 phut sau khi cho chudt udng, tién
hanh gay dau bang cach tiém phic mac acid acetic
1% (10 mU/kg thé trong). Ghi nhan hanh vi dau cla
chudt thé hién qua sé lan xoan bung tuong &ng vdi 3
giaidoan: 0- 10 phut, 10 - 20 phut, 20 - 30 phut trong
téng thoi gian 30 phut [8].

2.5. Panh gi két qua

Céc s6 liéu dugc biéu thi bang tri s6 trung binh: M
+ SEM (Standard Error of the Mean — sai s& chuén
clia gia tri trung binh) va x&r ly théng ké dwa vao phép
kiém One-Way ANOVA, hau kiém bang T-test (phan
mém SigmasStat), tinh toan (phdn mém Excel). K&t
qua thir nghiém dat y nghia théng ké vdi dé tin cay
95% khi p <0,05.

2.6. Dao durc trong nghién ctru

Toan bd quy trinh nghién cfu gom ché dé cham séc
va thi&r nghiém da dugc phé duyét bdi Hoi dong tu
van dao durc trong nghién clu trén déng vat Trung
tam Cong nghé sinh hoc Thanh Phé H6 ChiMinh (Ma
s6 phé duyét: 01-2024-DDDV)

3. KET QUA
3.1. Dgc tinh cap duong udong

P6i vSi cao chiét ethanol 99% cua Bac ha méo,
khong ghi nhan bat ki ddu hiéu bat thudng nao xayra
trén chudtthd nghiém. Tat ca cac chudtdéu anudng
va hoat dong binh thudng, khéng c6 chudt chét, xac
dinh dugc liéu t6i da bom dugc qua kim (D__ ) cua
cao chiét ethanol la 35,6 g/kg. Doi vdi cao chiét
nudc tir Bac ha meéo ghinhan dugc ty & tlrvong thap
hon 100% & liéu t6i da bom dugce qua kim, tir do xéac
dinh liéu t6i da khong gay chét chuét nao (LD,) cua
cao chiétnudc la 8,4 g/kg. Liu tuong doi an toan DS
dungtrén cac thuc nghiém co gia trithap hon 1/5 gia
trictaD__ hoac LD,

3.2. Tac dung kéo dai thaoi gian ngti véi pentobarbital

*
I I I .
[ | [ [} Y

Ching Cao ethanol

g0

80

Th&i gian (phat)
5 8 &5 82 g2 =2

-
=

(=]

Cao nudc Diazepam

mTiémthdingd mTheoigian ngu

*p < 0,05 so vdi 16 chd'ng cung loai

Hinh 1. Tiém thdi ngd va thai gian ngd ctia chudt
trong thir nghiém gidc ngu gay bdi pentobarbital

K&t qua cho thay viéc cho udng cao ethanol ligu 162
mg/kg va uong Diazepam lieu 1 mg/kg lam tang thoi
gian ngli dat khac biét thong ké so vdi 16 chirng. Bén
canh dé diéu tri v&i Diazepam con rdt ngan tiém thoi
ngu dat khac biét théng ké so vdi L6 ching. Viéc cho
udng cao nudc chua cho thay khac biétthong ké & 2
chitiéu trén (Hinh 1).

3.3. Tac dung giai lo 4u trén mé hinh hdp sang —tai
Viéc cho udng cao ethanol lieu 162 mg/kg va Diaz-
epam lieu 1 mg/kg lam tang thoi gian lwu lai ngan
sang dat y nghia théng ké so vdi 16 ching. Viéc cho
udng cao nudc khong cho thay khac biét thong ké &
chitiéu nay (Hinh 2).
100

90

80

70

60

*
N
50
40
30
20
10
0

Ching Cao Nudc

Thai gian sang (%)

Cao ethanol Diazepam

*p < 0,05 so vailé ching

Hinh 2. Thai gian liu lai ngan sang clia chudt
trong thir nghiém trén mé hinh hép sang - téi
3.4. Tac dung gidm dau trén thuc nghiém gay dau

xoan bung bang acid acetic

K&t qua tng s6 lan xodn bung cla chudt trong 30
phut dugc trinh bay trong Hinh 3, cho thay cao etha-

2 Crossrefd 311 -
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nolliéu 162 mg/kg va thudc d6i chiéu Diclofenac kali
litu 15 mg/kg déu lam gidm s6 lan dau xoan bung
clia chuét trong tong khoang thai gian 30 phut daty
nghia thong ké so véi 16 chirng.

Chung

80,00
70,00
60,00
50,00
40,00

30,00

56 lan xoan bung (lan)

20,00
10,00

0,00

Caoethanol Caonudc Diclofenac

*p < 0,05 so vdi l6 chung

Hinh 3. Téng s& lan xoan bung thuc nghiém
gay dau bang acid acetic

Bang 2. Dién bién cac con dau xoan bung ctia chudt

L6 th&* nghiém (n = 8)

Lisu thir S6 con xoan bung cua chuét (lan)
(Me/ke) | .10 phut | 10-20 phat | 20-30 phat
Chuing

- 20,3+ 3,2 24,4%+25 18,1+1,3
Cao nudc
74 24,2+4.3 21,0+ 3,9 13,7+2,0
Cao ethanol
162 17,6+2,4 18,6 +2,3 9,5%1,4*
Diclofenac kali
15 10,2+2,6* 17,6+ 3,4 10,1+1,57*

*p < 0,05 so vdil6 ching

K&t qua ghi nhan dién bién s6 con xoan bung cua
chubt trong tirng L6 thr nghiém duoc trinh bay trong
Bang 2. Viéc cho uéng cao chiét ethanol va Di-
clofenac kali cho thdy tac dung giam sé lan dau xoan
bung khac biét dat y nghia thong ké trong khoang 20
- 30 phut so véi 16 ching. Trong khodng thai gian 0
- 10 phut chi duy nhét 16 uéng Diclofenac kali c6 s6
lan dau xoén bung & chudt gidm dat khéac biét daty
nghia thong ké so véi 16 chirng.
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4. BAN LUAN
4.1. Kha nang an than, giam lo 4u

Nhom thudc barbiturat duge s dung nhu thudc
an than va gay ngu, hoat dong bang cach tac dong
én thu thé GABAA trong hé than kinh trung uong.
O ndng do6 thap, nhom thude nay hd trg hoat dong
cuia hé théng dan truyén than kinh GABA, trong khi
& ndng dé cao hon, chung cé thé kich hoat truc
ti€p thu thé GABAA. Ngoai ra, cac barbiturat cling
c6 kha nang chan céc thu thé AMPA (a-amino-3-
hydroxy-5-methyl-4-isoxazolepropionic acid), ngan
cantin hiéu kich thich glutamate tir k&t ndi vdi nhirng
thu thé nay. Pentobarbital la mét vi du dién hinh cla
nhém barbiturat, vdi tac dung gdy mé va chéng co
giat trong nhirng tinh huéng khan cap [9].

Diazepam la mot thubc thuéc nhém benzodiazepin,
c6 tac dung tadng cudng gian ti€p tin hiéu Gc ché
synap clia GABA. Véi hoat tinh chui van trén thu thé
benzodiazepin trong hé théng GABAA, Diazepam
thé hién tac dung hiép luc véi pentobarbital - mot
barbiturat - théng qua co ché doéng van trén hé
thong GABAA nay. Su két hop clia Diazepam va
pentobarbital sé gitip giam tiém thdi ngl va kéo dai
thoi gian ngll dugc gay ra bdi pentobarbital [10].

K&t qua trén cac thuc nghiém gidc ngu gay bdi
pentobarbital va thuc nghiém hop sang - tdi cho
thay cao chiét ethanol tirBac ha méo lieu 160 mg/kg
c6 tac dung an than, gidm lo au théng qua viéc kéo
dai thoi gian ngui va tang thai gian luu lai ngan sang.
Bac ha meo chira nepetalactone, cac terpenoid va
flavonoid ....Céc hgp chat nay c6 kha nang tuong tac
vG@i hé than kinh trung uwong. Nepetalactone tuong
tac v6i hé théng dan truyén than kinh GABAergic,
dac biét la thu thé GABAA dan dén phan cuc mang
té bao va giam kha nang kich thich. Zhang va cong
su (2018) chirng minh rang nepetalactone lam tang
dong chloride qua thu thé GABAA & t&€ bao than kinh
chuét tuong tu co ché cla benzodiazepine dan
dén giam lo &u va gay budn ngl [11]. Bén canh dé,
nepetalactone la mot hop chat hitu ca it phan cuc,
tan tot hon trong cac dung moi hiru co phan cuc vira
hoac khéng phan cuc hon la trong nudc. Do dé viéc
chiét xuat Bac ha méo bang ethanol mang lai ham
lwgng nepetalactone t8i uwu hon, dan dén nhirng tac
dung sinh hoc t6t han clia cao chiét ethanol so vdi
cao chiét nudc trén cac thuc nghiém khao sat. Két
qua clia nghién cltu nay clng tuaong ty véi mot s6
nghién ctru khac trén thé gidi. Aydin va cong su
(1998) cho thay chiét xuat Bac ha meéo gilup kéo dai
thoi gian ngl gay bdi pentobarbital & chudt [12].
Ngoai ra, nghién c(ru cia Rezvani va cong su (2010)
trén Nepeta menthoides mot loai ho hang gan cua
Bac ha méo trén mo hinh hép sang-tGi cling cho thay
sutang thdi gian chudt @ ngan sang thé hién sy giam
hanh vilo 4u & chu6t[13].
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4.2. Kha nang giam dau clia cac cao chiét Bac ha
meo

Hoat tinh gidm dau culia cao chiét Bac ha méo dugc
danh gia bang mé hinh gay dau quén do acid acetic
gay ra & chu6t. M6 hinh gay dau do acid acetic gay
ra thé hién cdm giadc dau bang cach kich hoat phan
ing viém cuc bd. Acid acetic dugc s dung dé gay
dau do giai phéng cac chat ndi sinh, tir dé kich thich
céc dau day than kinh dau. Phan (rng dau do acid
acetic gay ra la mot quy trinh danh gia thudc giam
dau tac dung ngoai vi. Phan &ng dugc cho la dugc
thuc hién qua trung gian t€ bao phuc mac, cac kénh
ion cdm nhéan acid va con dudng prostaglandin.
Murc do tang PGE2 va PGF2a trong dich phuc mac
da dugc cho la nguyén nhan gay ra cam giac dau do
tiém acid acetic vao trong phuc mac [14]. Nghién
cttu clia Reichert va cong sy (2020) cho thdy co ché
tuong tac clia nepetalactone véi hé théng opioid noi
sinh, day la hé théng lién quan dén giam dau, thu
gian va diéu hda cdm xuc. Kich hoat thu thé opioid
dan dén gidi phéng endorphin, la mot chat gidm dau
ndisinhva trc ché dan truyéntin hiéu dau qua neuron
than kinh [15]. K&t quéa clia nghién clru nay cho thay
cao chiét ethanol tlr Bac ha meéo lieu 160 mg/kg co
kha nang gidm dau trén thuc nghiém gay dau bang
acid acetic. Aydin va cong su (1998) da phan lap va
thtr nghiém tac dung clia nepetalactone tr Nepeta
caesarea (ho hang cta Bac ha meéo) clng cho thay
tac dung gidam 55% s6 xoan bung & chudt trén mo
hinh gay dau bang acid acetic [16]. Ngoai ra, nghién
cttu ctia Formisano (2011) trén Bac ha méo cho thay
viéc trc ché COX-2, enzyme quan trong trong phan
(rng viém va dau trén mo hinh dau cép tinh [17].

5. KET LUAN

Viéc cho uéng cao chiét ethanol tir Bac ha méo lidu
160 mg/kg trén chudt cé tac dung an than — giai lo
autrén 2 thuc nghiém gidc ngli gay bdi pentobarpital
va mo hinh hop sang —tdi va tac dung giam dau trén
thuc nghiém gay dau bang acid acetic.
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