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Tom tat
Sen (Nelumbo nucifera Gaertn.) thuoc dang cay thay sinh ni trén mat nuéc. O Viét
Nam, cac bo phan ciia cdy Sen déu c6 thé sir dung trong y hoc ¢6 truyén. Muc tiéu cua
nghién ctru 1a xac dinh doc tinh cap va tac dung giam dau, an than cua cao chiét ngo
sen. Dung phuong phap ngam Kiét nguyén lidu so ché véi con 70 do dé thu duoc cao
dic. Thir nghiém doc tinh cp sir dung liéu t6i da trén chudt dugc theo ddi trong 14
ngay. Khao sat tac dong giam dau trung wong trén mo hinh nhung duéi chuét, tac dong
giam dau ngoai bién trén md hinh gay dau quan bung bang acid acetic. Tac dong an
thin duoc khao sét bang phuwong phap Rotarod. Két qua dinh tinh xac dinh duoc liéu
dung nap téi da (LD,) ddi véi cao chiét ngd sen la 61,6 g/kg. Cao chiét ngd sen liéu
1,5 g/kg va 3 g/kg thé hién tac dong an than va giam dau ngoai bién nhung khéng co
tac dong giam dau trung wong trén mé hinh thuc nghiém. Két qua nghién ctu co thé
dugc dinh huéng cho cac nghién ciru sau hon vé cac dang ché pham tir ty nhién trong
hd tro diéu tri cac bénh cing thiang, mat ngu.
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l4 Vong nem trén chudt nhit tring” vao nim 2014 da
chitng minh cao chiét nuéc Binh voi, Lac tién, 14 Sen,
la Vong nem c6 tac dung hop ddng gay ngu Véi
thiopental [5]. Cac nha khoa hoc trong nuréc ¢d nhiéu
dé tai nghién ctu vé& hat Sen, hoa Sen, tim Sen,...
nhung nhitng nghién ctu vé ngd sen van con han ché.
Viéc xac dinh tac dung duoc Ii cua cao chiét ngo sen
gop phan chitng minh cho cac @ng dung dan gian.
Nghién ciu tac dong giam dau va an than cua cao
chiét ng6 sen trén md hinh thuc nghiém nham cung
cap thém ngudn di liéu khoa hoc vé tac dung duoc Ii

1 it van dé

O Viét Nam, Sen 1a mot loai thuc vat duoc trong rat
phd bién va co nhiéu loi ich st dung trong dan gian.
D3 c6 nhiéu nghién ctu khoa hoc chirng minh cac tac
dung duoc Ii ctua cay Sen nhu chdng oxi hda, khang
viém, ha duong huyét,... [1-3]. Nhig nim gan day,
cac nha khoa hoc quan tdm nhiéu dén tac dung diéu tri
réi loan than kinh trung uong cua cly Sen nhu giam
cang thang, giam dau, tram cam va rdi loan nhan thirc,
mat ngu. Trong nghién ctu in vitro vao nam 2015,
Mallika Kumarihamy va cong su dia chiang minh

nhitng dan chat chiét tir cdy Sen nhu nuciferine, N-
nor-nuciferine, asimilobine, armepavine, O-
methylcoclaurine, N-methylcoclaurine, coclaurine,
neferine c6 &i luc véi céc thy thé lién quan dén giam
dau va réi loan hanh vi [4]. Tai Viét Nam, tac gia
Nguyén Vin Dan trong dé tai “Nghién ctru doc tinh va
tac dung an than cua cao Binh véi - Lac tién - 14 Sen -

cta duoc liéu ddy tiém ning nay.

2 Phuong phap nghién ciu

2.1 Tha vat thir nghiém

Chuot nhit tring, duc, truong thanh, chung Swiss
albino, khéi luong (22 — 25) g, khoe manh, khong di
tat do Vién Vac xin va Sinh pham Y té Nha Trang
cung cap. Chudt dugc chia nudi trong cac hop nhua



trang (8 — 10) con, cho quen vé&i méi trudng it nhat 2
ngay trudc khi tién hanh thir nghiém.
2.2 Duoc liéu nghién ciru va chét déi chang
Duoc liéu nghién ciru: ngo6 sen duogc thu hai tai huyén
Hong Ngu, tinh Bong Thép.
Ngo6 sen sau khi thu hai rira sach dem phoi trong 5
ngiy dén khi kho hoan toan. Sau d6 dem ng6 sen kho
di xay nhuyén thanh bot.
Chiét ngdm kiét vai dung mdi con 70 do. C6 thanh cao
dic trén bép cach thuy & nhiét do 70 °C.
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Hinh 1 a- ngd sen tuoi; b - ngod sen kho; ¢ — bot ngd sen
Chat di chtng trong md hinh giam dau:
- Aspirin (acid acetylsalicylic, Mekophar) ham lugng
500 mg. C6 tac dung giam dau, ha sbt, khang viém, la
thudc ddi ching dung trong giam dau ngoai bién.
- Morphin (morphin sulfat, Céng ty C6 phan Dugc
pham Trung wong 2) ham lugng 30 mg; morphin la
thuéc giam dau manh, tac dong cha yéu 1én hé than
kinh trung wong, dugc dung lam chat dbi chang trong
thu nghiém giam dau trung wong.
Chat dbi chung trong mé hinh an than:
- Diazepam (Vidipha): ham lugng 5 mg diazepam. Co
tac dung an than, gay ngu, la thudc ddi chung dung
trong thir nghiém an than.
Khdo sdt déc tinh cdp dwrong uéng
Chon chudt ngau nhién, 16 6 con (gém 3 con duc va 3
con céi). Cho chugt thir nghiém ubng nuéc binh
thuong va nhin déi it nhat 12 gio. Cho chudt udng cao
duoc lidu vai lidu tdi da co thé qua duong ubng (ndng
do6 dac nhat qua kim udng, voi thé tich uéng 0,5
mL/10 g trong luong chudt). Theo ddi va ghi nhan tat
ca cac cir dong, biéu hién, sb luong chét cua chuot
trong 72 gid dau va tiép tuc theo ddi dén 14 ngay. Mé
va quan sat dai thé cua nhitng con chét va sb con con
sdng sau 14 ngay quan sét [6].
Khdo sdt tic dong giam dau trung wong
Chuét duoc ¢b dinh véi dudi tha tu do. Nhing ngap
dudi chudt khong qua 5 cm vao nudc ndng trong bép
cach thuy da duoc cai dat o nhiét do 6n dinh (55 *
0,5) °C. Tiém thoi giat dudi la thoi gian tinh tir ldc
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nhing dudi chudt vao nude dén khi chudt giat manh
dudi ra khoi mat nudce.

Trudc khi tién hanh thi nghiém, nhitng chudt c6 tiém
thoi giat dubi khong qua 5 gidy duge dua vao thi
nghiém. Chudt dat tiéu chuan chia ngau nhién vao cac
16, mdi 16 gdm 9 con. Chudt duoc cho udng liéu duy
nhat véi thé tich 0,1 mL/10 g trong luong chudt [7]:

- L6 ching: udng nudc cat

- L6 ddi chang: udng morphin liéu 5 mg/kg

- L6 thir nghiém 1: udng cao ng6 sen lidu 1,5 g/kg

- L6 thtr nghiém 2: udng cao ng6 sen liéu 3 g/kg

Po tiém thoi giat dudi tai cac thoi diém (30, 60, 90,
120) phat sau khi ding thude. Lau khé dudi chudt sau
mdi lan do, néu chudt khong phan wng sau 10 gidy thi
nhac chudt ra dé tranh bong duéi chudt. Po 2 1an lién
tiép va ghi nhan tiém thoi dai hon.

Khdo sdt tic dong giam dau ngogi bién

Chia chugt ngau nhién vao cac 16, mdi 16 gom 9 con.
Chuét dugc cho ubng lidu duy nhit véi thé tich 0,1
mL/10 g trong lugng chuot [7]:

- L6 chtng: udng nudc cat

- L6 ddi ching: udng aspirin liéu 50 mg/kg

- L6 thir nghiém 1: udng cao ngd sen liéu 1,5 g/kg

- L6 thtr nghiém 2: udng cao ng6 sen liéu 3 g/kg

Sau khi dung thudc 60 phut, tit ca cac chudt duoc gay
dau bang céch tiém phac md dung dich acid acetic
1 % (0,1 mL/10 g). Mdi chudt duoc dat vao bocal
thity tinh riéng. Dém sé lan dau quan ¢ chugt (bicu
hién: toan than vuon dai, udn cong ngudi, hop bung
va dudi it nhat mot chan sau) trong cac khoang thoi
gian: (5 — 10) phat, (10 — 15) phat, (15 - 20) phat, (20
_ 25) phiit, (25 — 30) phat, (30 — 35) pht, (35 — 40)
pht, tinh tir thoi diém tiém dung dich acid acetic.
Khdo sdt tdc déng an than

Chuot duoc tap chay trén truc quay Rotarod véi tée do
36 vong/phut, 3 phut mdi ngay trong 3 ngay truéc khi
tién hanh thi nghiém. Vao ngay thir 4, nhitng chudt
b&dm trén truc quay Rotarod trong hon 3 phit dugc
dua vao thi nghiém [8, 9].

Chia chudt ngau nhién vao céc 16, mdi 16 gém 9 con

— L6 chang: udng nudc cét.

— L6 dbi chiing: uéng diazepam liéu 10 mg/kg.

— L6 thir nghiém 1: udng cao ng6 sen lidu 1,5 g/kg.

— L& ther nghiém 2: udng cao ngo sen lidu 3 g/kg

Cho chugt dung thube véi thé tich 0,1 mL/10 g trong
luong chudt. Sau khi udng thudc 30 phut, dit chudt
Ién truc quay Rotarod véi toc do 36 vong/phat. Quan
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sat trong 10 phat. Ghi nhan thoi gian chudt bam trén
may quay ¢ cac thoi diém sau khi dung thude (30, 60
va 90) phat cia mai 16.

3 Két qua va thao luan

3.1 Khao sét doc tinh cap

Sau khi chudt nhin d6i 12 gio, cho chudt uéng cao
ngd sen voi ndng do dic nhat qua kim udng 1a 1,23
g/mL (twong Gng véi lidu 61,6 g/kg), thé tich cho
ubng 13 0,5 mL/10 g thé trong chudt. Quan sat thiy
sau 24 gio dau & 16 udng cao ngod sen, toan bd chudt
khong c6 diu hiéu bit thuong, vAn an ubng binh
thuong. Tiép tuc quan sat trong 48 gio va 72 gio,
khong c6 hién twong la xay ra. Theo ddi tiép tuc 14
ngay, chudt van séng khoe manh va binh thuong.
Chudt dugc giai phiu dé quan sat cac co quan trong
co thé. Két qua cho thdy khong c6 bat ki thay doi ¢
cac dai thé nhu tim, gan, than, phéi, hé tiéu hoa.

@ (b)
Hinh 2 Dai thé (a) chudt duc va (b) chudt cai
sinh li sau 14 ngay

(@ (b)
Hinh 3 Dai the (a) chudt duc va (b) chudt cai dung cao
lieu 61,6 g/kg theo dudng udng sau 14 ngay theo ddi

Nhu vay, cao ng6é sen khong xac dinh dugc LDsy,
khong thé hién doc tinh cap duong udng véi lidu tdi
da c6 thé cho udng qua kim (Dmax) 12 61,6 g/kg.

3.2 Khao sat tac dong giam dau trung wong

Két qua khdo sdt tdc déng giam dau trung wong cia
cao ngo sen

Két qua khao sat tac dong giam dau trung uong cua
cao ngd sen trén chudt nhit dugc ghi nhan nhu sau
(Hinh 4):
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¢ (*): p<0.05; (**): p<0,01 thé hién su khac biét c6 ¥ nghia
théng ké cia cde 16 khéc so véi 16 chimg & cling thdi didm.

(#): p<0.05; (##): p<0,01 thé hién su khdc biét c6 § nghia
théng ké cua cac 16 khac so voi 16 déi chimg & cling thoi diém.

= L déi chimg
L5 thit nghiém 1
L6 thir nghism 2
Hinh 4 Tiém thoi giat dudi giira cac 16
vao cac khoang thoi gian

Sau thir nghiém, 16 d6i chang dung morphin liéu 5
mg/kg dudng udng co tiém thoi giat dudi ting thong
ké so véi 16 chung trong sudt thoi gian thir nghiém (p
< 0,01) tai tat ca cac thoi diém (30, 60 va 90) phat.
Céc 16 thir nghiém str dung cao ngé sen liéu 1,5 g/kg
va 3 g/kg déu khdng thé hién tac dong giam dau trung
wong, tiém thoi giat dudi khac biét khong c6 ¥ nghia
thong ké so véi 16 ching (p > 0,05).
3.3 Khao sat tac dong giam dau ngoai bién
Két qua khdo sdt tic dong gidm dau ngoai bién cao
ngo sen
Vi 16 thir nghiém 1, két qua khao sat tac dong giam
dau ngoai bién cua cao ngo sen dugc trinh bay nhu
sau (Hinh 5):
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= L6 déi chimg - nghia théng ké so véi 16 chimg & cimg thoi diém.

L4 thir nghiém 1
Hinh 5 S6 lan dau quan cua 16 chimg, 16 ddi ching,
16 thir nghiém 1
S6 lan dau quan cua chuodt ¢ 16 ddi chirng st dung
aspirin liéu 50 mg/kg giam c6 ¥ nghia thong ké (p <
0,05) so véi chudt ¢ 16 ching bat dau tir phat thar 5 va
kéo dai dén hét qué trinh thi nghiém. L6 thir nghiém 1
sir dung cao ng6 sen voi liéu 1,5 g/kg c6 s6 lan dau
quan giam c6 ¥ nghia théng ké (p < 0,05) so véi 16



ching trong sudt thoi gian thir nghiém. O phat 25 dén
phat 30 s lan dau quan cua 16 ther nghiém 1 giam 3,5
1an so véi 16 chirng. Vao céac khoang thoi gian con lai
s6 lan dau quan giam khoang 2 lan so véi 16 chang.
So véi 16 dbi chimg, sb lan dau quan cia 16 thi
nghiém 1 giam hon tir phat tha 5 dén phat thi 30
nhung sy khac biét nay khong c6 y nghia thong ké (p
> 0,05).

Véi 16 thir nghiém 2, két qua duoc trinh bay nhu Hinh
6:
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ké s0 v6i 16 déi chitng & ciing thoi diém

L6 thi nghiém 2
Hinh 6 Sé lan dau quan cua
16 chimg, 16 dbi chang, 16 thir nghiém 2

L6 thir nghiém 2 sir dung cao ngo sen véi liéu 3 g/kg
c6 sb lan dau quan giam co y nghia théng ké (p <
0,01) so véi 16 chiing trong sudt thoi gian thir nghiém.
S6 1an dau quan cua 16 thir nghiém giam nhiéu nhat so
véi 16 ching & phat 30 dén phut 35 trong qua trinh thu
nghiém. So véi 16 di chang, 16 st dung aspirin lidu
50 mg/kg, 16 thir nghiém 2 c6 sé lan dau quan giam
hon va ¢o y nghia thng k& (p < 0,05) ¢ phat thir 10
dén phat thu 25.

So sanh tac dong giam dau giita 2 muc liéu cua cao
ngd sen, két qua duoc trinh bay nhu Hinh 7:
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Hinh 7 So sénh sb lan dau quan giira 2 16 thir nghiém
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O phat thee 5 dén phat 10, 16 thr nghiém 2 st dung
cao ngd sen 3 g/kg c6 s lan dau quin nhiéu hon 16
thur nghiém 1 sir dung cao ngo sen 1,5 g/kg nhung su
khéc biét nay khong co ¥ nghia thong ké (p > 0,05). O
phut thir 10 ¢én phat thir 40 caa 16 thir nghiém 2 lai ¢6
s6 1an dau quin it hon 16 thir nghiém 1 nhung su khéc
biét khong co y nghia théng ké (p > 0,05).

Nhu vay, 16 thir nghiém sir dung cao ng6é sen liéu
1,5 g/kg va 3 g/kg c6 sb lan dau quan giam c6 y nghia
thong ké so véi 16 ching (p < 0,05) va kha ning giam
dau khac nhau khong c6 ¥ nghia gitra hai mc liéu thi
nghiém. Vay cao ngo sen & lidu 1,5 g/kg va 3 g/kg thé
hién tac dong giam dau ngoai bién trén mé hinh thir
nghiém.

3.4 Khao sat tac dong an than cua cao ngo sen

Két qua khao sat tic dong an than duoc trinh bay nhu
sau (Hinh 8):
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Hinh 8 Thoi gian chudt bam trén truc quay Rotarod tai cac

thoi diém sau dung thudc cua céc 16
L6 déi chimng sir dung diazepam liéu 10 mg/kg bang
duong ubng cho két qua an than co y nghia thong ké
so v6i 16 chung tai tat ca cac thoi diém cua thu
nghiém. Tac dong lam giam thoi gian bam trén truc
quay Rotarod cua chudt uéng cao ngod sen liéu 1,5
g/kg va lidu 3 g/kg déu khac biét co ¥ nghia thong ké
s0 v6i 16 chung ¢ céc thoi diém khao sat. Tuy nhién,
tac dong lam giam thoi gian bam trén may quay Rota-
Rod cuaa chudt ubng cao ngo sen liéu 1,5 g/kg va lidu
3 g/kg déu Ion hon so vdi 16 dbi ching va su khac biét
ndy c6 y nghia théng ké. Nhu vay, cao ngd sen thé
hién tic dong an than trén md hinh thuc nghiém,
nhung tac dong ndy yéu hon so voi diazepam 10
mg/kg (PO).
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hon vé c&c dang ché pham ty nhién nhiam hd trg bénh
nhan trong diéu tri giam dau hay giam lo 4u, cing
thang.

4 Két luan

Két qua cua nghién cau cho thay cao ngo sen lidu 1,5

g/kg va 3 g/kg thé hién tac dong an than va giam dau  Léi cdm on

ngoai bién nhung khong c6 tic dong giam dau trung  Nghién clru duoc tai trg boi Quy phat trién Khoa hoc
uong trén md hinh thuc nghiém. Két qua cua nghién  va Cong nghé - Pai hoc Nguyén Tat Thanh, mi dé tai
ctru ¢6 thé duoc dinh hudng cho cac nghién ctu sau 2021.01.83/HD-KHCN.
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Evaluation of analgesic and anxiolytic activities of extract from the rhizome of Nelumbo nucifera
Gaertn. Nelumbonaceae

Vo Thi Thu Ha, Thai Gia Man, Mai Thi Ngoc Anh
Pharmacy Faculty, Nguyen Tat Thanh University
vitha@ntt.edu.vn

Abstract In Viet Nam, Nelumbo nucifera Gaertn. Nelumbonaceae is a popular aquatic plant. All parts of
Nelumbo nucifera Gaertn. have been used in traditional medicine. The objective of this study was to evaluate
acute toxicity, analgesic and anxiolytic effects of extract of Nelumbo nucifera Gaertn. The percolation method
with 70 % ethanol was conducted to obtain the extract. Acute toxicity test was performed on Swiss albino mice at
the maximum possible oral dose. Mice were observed up to 14 days post-treatment. Central analgesic effect was
evaluated with tail immersion model, peripheral analgesic effect was evaluated with writhing test using 1 %
acetic acid in mice. The anxiolytic effect was investigated based on Rotarod performance. The results revealed
that the maximum possible infralethal dose of the extract at 61,6 g/kg mouse body weight. The rhizome of
Nelumbo nucifera Gaertn. extract at doses of 1,5 g/kg and 3 g/kg mouse body weight show anxiolytic and
peripheral analgesic effects but no central analgesic effects. The results of this study would be useful for further
study on natural medicine used in supporting the treatment of conditions as stress, insomnia.

Keywords Nelumbo nucifera Gaertn, acute toxicity, analgesic, anxiolytic, Rotarod.
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