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TOM TAT

Mé dau: Nhiéu cong trinh nghién cieu khoa hoc di chieng t6 higu qud chong trdm cdm tir cdc cdy thudc, vi
thudc tir dwoc lidu trén cic mo hinh thir nghiém dieoc ly.

Muc tiéu: Vi muc dich nghién citu mgt logi ché’ phim c6 nguon goc tie duwgc liéu, dé tai dugc tiéh hanh
nham khdo sdt tdc dung chong tram cdm cia phdi hop mot s6 duegc ligu sin 6 & Viet Nam nhwe Cam thdo (1é)
Glycyrrhiza glabra L, Nghé (than ré) Curcuma longa L., Nhin sam (ré) Panax ginseng C. A. Mey.

Phuwong phap: Cic phoi hop dieoc ligu diwoc khdo sat qua hai sang loc hoat tinh chong tram cam la mo hinh
boi cudng birc vi md hinh treo dudi chudt. Ngodi ra, khd ning vin dong tw nhién con duwoc khdo sdt bang mo
hinh moi triong mo.

Két qua: Khi uong CT3 gom phoi hop cia 3 cao cam thdo, ngh¢ va nhin sim trong vong 14 ngay théhién
tdc dung chong tram cdm trén cd hai mo hinh doi v6i chudt nhdt. Tac dung nay twong tw nhu fluoxetin ligu 20
mglkg (p.o).

Két ludn: Vigc nghién civu cic tic dung chdng trim cam ciing nhuw liéu stk dung, doc tinh ciin phdi tién hanh
dé’lam sdng t6 kha ning ting dung phoi hop trén trong diéu tri trim cam.

Tir khoa: Cam thao Glycyrrhiza glabra L, Nghé Curcuma longa L., Nhin sam Panax ginseng C. A.
Mey, tram cam
ABSTRACT

ANTIDEPRESSANT-LIKE ACTIVITY OF FORMULAE FROM LIQUORICE, TURMERIC
AND GINSENG EXTRACTS IN MOUSE MODELS OF IMMOBILITY TESTS
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Background: The antidepressant effects of liquorice Glycyrrhiza glabra L., turmeric Curcuma longa, and
ginseng Panax ginseng have been investigated with behavioral despair tests. Our preliminary study suggests the

combination of above-mentioned plants namely Formula 1 (CT1) 2 (CT2) and 3 (CT3) could be beneficial for the
suppression of depression.

Objectives: The present study was undertaken to investigate the antidepressant effects of these three fomulae
by using two behavioral models, the forced swimming test (FST) and tail suspension test (TST) in mice.

Method: These fomulae were administered orally for 14 days and fluoxetine at 20 mg/kg was used as a
positive control.

Results: CT3 significantly reduced immobility time in the FST and TST, although no change of motor
dysfunction was observed with the same dosage in the open field test.

Conclusion: Our results suggest that C13 exert antidepressant-like effects in these two behavioral models.

Key words: Glycyrrhiza glabra L, Curcuma longa L., Panax ginseng C. A. Mey, antidepressant

* Khoa Dugc - Pai hoc Y Dugc Tp.HCM
Dija ch lién h¢: Dinh N Hanh Thuc DT: 0905151016 Email: springflower8485@yahoo.com



DAT VAN DE

Nhiéu cong trinh nghién ctru khoa hoc da
chiing to hiéu qua chdéng tram cam tir cac cay
thudc, vi thudc tir dwoc liéu trén cdc md hinh
tht nghiém dwoc ly(Error! Reference source
not found.). V6i muc dich nghién ctu mét loai
ché pham c6 ngudn gdc tr duwgc liéu, dé tai
duoc tién hanh nham khao sat tac dung chéng
tram cam cta phdi hop mot sd dugc liéu sén
c6 6 Viét Nam. Cac phdi hop nay nham phéi
giam liéu ctia timg duoc liéu riéng 1é ma van
duy tri hiéu qua chong tram cam. Cac budc
tham do budc dau ban dau cho thay vdi cac
phdi hop tir cam thao, nghé va nhan sam c6
kha nang c6 tac dung tec ché tram cam. Nghién
cttu nay nham khao sat tac dung ctia cac phdi
hop trén véi cac mo hinh dwoc ly thiee nghiém.
POITUONG - PHUONG PHAPNGHIEN CUU
Nguyén li¢u

Cam thao (r8) Glycyrrhiza glabra 1, Nghé
(than 18) Curcuma longa L., Nhan sam (ré)
Panax ginseng C. A. Mey. Cac mau duoc liéu
mua tai Cong ty c¢d phan duoc liéu Trung
wong 2, s8 24 Nguyén Thi Nghia, quan 1,
thanh phd Ho6 Chi Minh va cé leu mau tai
Phong Thi nghiém trung tam, Khoa Duoc, DH
Y Dwoc TP. H6 Chi Minh.
Suc vat nghién ctitu

Chuot nhat duc tréng (chting Swiss abino,
5-6 tuan tudi, khoi luong tir 20-25g) duoc
cung cap boi Vién Vacxin & Sinh pham Y t&
Nha Trang. Chudt dwgc nudi 6n dinh mot tuan
bang thitc &n thuong trude khi tién hanh thir
nghiém.
Hoa chat

Cac chdt chuan ginsenosid Rbi va
ginsenosid Rg: (Wako, Nhat Ban), curcumin
(ttt cdc nghién cttu trudc day tai Phong Thi
nghiém trung tam, Khoa Dwoc, PH Y Duoc
TP. H6 Chi Minh, d¢ tinh khiét 98,97%.),
fluoxetin (Kalxetin®).

Chiét xuat

Nguyén liéu dwgc sdy ¢ 50°C trong 4 gio,
dem xay dé€ dat kich thudc 1 - 3 mm. Cam thao
dugc chiét bang nudc bang phuong phép dun
hoi Iwu (2 Tan). Nghé duoc chiét bang con 96°
theo phuong phap ngdm kiét. Nhan sam duoc
chiét Tan lugt bang phuwong phap dun héi luu
véi con 90 do (3 lan) va con 45° (3 Tan). Ty 1é
dung méi: duoc liéu 1: 10. Tat ca dich chiét sau
d6 duoc c6 giam ap dén khi duoc cao long. Két
qua chiét xuat duoc tinh sau khi da trir d6 am.
Dinh lugng

Cao cam thdo: Dinh lugng saponin bang
phuong phap can(1). Can chinh xac khoang 1 g
cao, hoa 10 ml nudc vao trong 1 becher. Acid
hoa dich trong becher bang cach rét HCl 10%,
vita rét vira khudy déu dén pH= 1-2 (thit bang
gidy pH). Acid glycyrrhizic te do sé cho két
ta mau nau lang thanh mot khéi déo dudi
day becher. Gan bo dich, rtta tiia bang nwdc cat
nhiéu [an dén khi nudc rira trung tinh. Can taa,
tinh hiéu suat dua trén cao da trir do am.

Cao nghé: Dinh lwgng curcumin I trong cao
nghé bang phuong phap HPLC. May sac ky
long hiéu nang cao Waters, cot Sulfire RP-Cis;
250 x 4 mm; 5 pm, Pha dong: dung moi A:
acetonitril, dung moi B: acid acetic 0,5%.
chuong trinh rtra giai gradient véi dung moéi A
tang tir 40 1én dén 60 % tir 0 dén 25 phit. Mau
thit: can chinh xac khoang 2 mg can, hoa tan
trong pha dong vao binh dinh mtc 10 ml, Ioc
qua loc 0,45 um trudc khi bom vao may.
Detector PDA: budc song phat hién 428 nm,
toc do dong: 0,95 ml/phat, thé tich tiém mau:
20 ul

Cao nhdn sam: Dinh lugng G-Rb1 va G-Rg1
trong saponin toan phan tir cao nhan sam bang
phuong phap HPLC. May HPLC LC-10AD
(Shimadzu, Nhat), cot Supelcosil LC18 (250 x
4,6 mm), kich thuéc hat 5 um, kem cét bao v¢
Supelguard (20x4,6 mm), pha dong: acetonitril
— nudc (33: 67), toc do dong: 0,7 ml/ phut. Can
6,63 mg saponin toan phan, hoa tan trong pha



dong, loc qua loc 0,45 um trudc khi bom vao
mdy HPLC véi thé tich bom: 10 pl, dectector
PDA, buéc song phat hién: 203 nm.

Cac quy trinh dinh lwgng trén da dwoc
tham dinh vé d6 dung va dd chinh xac (duoc
xay dung d€ dinh luong saponin sam Triéu
Tién va nghé tai Phong Thi nghiém trung tam,
Khoa Dugc, PH Y Dugc TP. H6 Chi Minh).
Céc cong thitc phdi hop dugc liéu duge
khao sat

Dua trén liéu da tht nghiém co tac dung
ciaa cac duwoc liéu: cam thao 150 mg/kg(4),
nghé 50 mg/kg(7), nhan sam 100 mg/kg(5)
riéng 1é két hop véi cac nghién ctu tham do
ban dau, trong nghién ctru nay, 3 cong thirc
duoc khao sat c6 thanh phan nhu sau (Tinh
trén kg thé trong chudt):

- Cong thtec 1: Cao nghé 25
mg
Cao cam thao 100 mg
- Cong thtrc 2: Cao nghé 25
mg
Cao cam thao 75 mg
- (Cong thtrc 3: Cao nghé 25
mg
Cao cam thao 100 mg
Caonhansam 25mg
B4 tri thi nghiém

Chudt duoc chia ngﬁu nhién thanh 5 nhom:
- Nhoém 1: nhém chiing, udng nudce cat.

— Nhoém 2: nhém d6i chiéu, udng fluoxetin
liéu 20 mg/kg.
- Nhoém 3: nhém tht, udng cao dwoc liéu

cong thirc 1.

- Nhoém 4: nhém tht, udng cao dwoc liéu

cong thirc 2.

- Nhoém 5: nhém tht, udng cao dwoc liéu

cong thirc 3.

Céc cong thuc 1, 2, 3 tu cao duoc ligu va
fluoxetin dugc pha loang bang nudc cit. Thé
tich cho uéng tuong tng véi liéu 0,1 ml/10 g
chudt. Chudt duoc cho udng cac cao thudc lién

tuc trong 14 ngay roi tién hanh thtr nghiém.
Sau mdi thtr nghiém, mo6 hinh dwoc lau sach
bang EtOH 20% dé tranh mui hoéc thay nuéc
d6éi véi moé hinh boi cudng bic. Cac thui
nghiém déu dugc ghi hinh bang camera dugc
ddt o vi tri thich hop, cdc hanh vi cta chuét
trong cac thit nghiém dugc phan tich bang
phan mém Eventlog 1.0 (EMCO software) boi
mot nguoi ¢d kinh nghiém va khong biét ma
s0 cua chudt.

Mo hinh méi treong mé (Open field test):
gom 1 hop kich thudc 40x40x40 cm, voi tuong
trong sudt, day hop duoc chia ra lam 16 6
vuong cé kich thuéc bang nhau. Cuong do
chiéu sang ¢ san la 100 lux. Tat ca chuot duoc
dat cd dinh vao 1 géc cia mo hinh, thyc hién
thtr nghiém trong 5 phut, ghi nhéan s6 6 vudng
chudt di chuyén vao (bang ca 4 chan), s6 lan
dting lén.

M0 hinh boi cedng birc (Forced swimming
test): BO dung cu la mot binh hinh tru dwoc
lam bang Plexiglas (cao 20 cm, duong kinh 12
cm), nude (24+1°C) dugc cho vao binh dén
murc 15 cm. Chudt thte nghiém dwoc cho udng
60 phut treede khi tht nghiém.Chuot duoc dat
vao binh va thuc hién thtt nghiém trong 6
phat. Cho chudt boi tw do trong 2 phut dau.
Twr phat tha 3, thoi gian bat dong cua chudt
(khi chudt ¢ trang thai ding nuwdc) dwoc ghi
nhan bang camera.

Mo hinh treo dudi chuét (Tail suspension
test): BO dung cu gom mét thanh st dwoc gén
¢ dinh trén gia, cao hon mat dat 50 cm. Chuot
thtr nghiém duwoc cho udéng 60 phut trude khi
thir nghiém. Dung bang dinh dan dudi chuot
trén thanh sét (dan khoang 1 cm, ké tir dinh
dudi). Thoi gian bat dong duoc theo doi trong
thir nghiém kéo dai 6 phut.

Xt 1y s6 liéu thyc nghiém

Cac dir liéu duoc biéu thi dwdi dang
Mean+SEM. Qua phan tich cic s6 liéu bang
phép kiém Kolmogorov-Smirnov cho thdy cé
st phan bd khong binh thuwong & mot s6 day
sO liéu. Do d6 viéc xtt ly thdng ké st dung



phan mém SPSS phién ban 16, véi phép kiém
Kruskal-Wallis, tiép theo dung phép kiém
Mann-Whitney-U test d€ so sanh su khac biét
gitta cac 16. Sy khac nhau duoc xem la cd y

nghia khi gia tri p<0,05.

KET QUA VA BAN LUAN

Bang 1. Két qua chiét xuat cua cdc dwoc liéu

G-Rg,

o 10 20 30 40 min

Hinh 1. Sic d6 HPLC khi phén tich nghé (A) va

Khé lwon Kho - nhin sam (B). Cur: curcumin, G-Rbi: ginsenosid
Dwoc d lia 9 | Hiéu suat Ro1. G-Rou: oi id R
ligu w?lZ; )u_eu wq?g)cao chiét (%) g1, G-Rgqu: ginsenosid Rg:
Két qua dinh luon
Cam thao 35 650 18,57 qua i g
Nghé 3.0 505 16.83 - Cao cam thiao: Ham luong acid glycyrrhizic
Nhan sam 04 180 45 trong cao cam thao 9,97 %

- Cao nghé: Ham lwong curcumin la 21,72 %
= Cao nhan sdm: Ham leong G-Rbl va G-Rgl
lan luot 1a 1,73 % va 1,04%.
M6 hinh méi treong mo
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Hinh 2. Anh hwéng cia ciia CT 1, CT 2, CT 3 vi fluoxetin trén s6'6 di chuyén va soTin dieng 1én trong thie
nghi¢m mao hinh moi trieomg mo. n thé hign s6'chudt trong moi nhém.
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Hinh 3. Anh huwéng trén thoi gian bit dong do CT 1, CT 2 v CT 3 trong thir nghiém mé hinh boi ging stk (A) vi
md hinh treo dudi chudt (B), n thé’hién so chudt trong moi nhom.*p<0,05, ** p<0,01 so véi nhém chirng (nhém 1)
M6 hinh chu¢t boi cudng bic (Forced
swimming test-FST) duoc Porsolt va cac cong su
thiét 1ap la the nghiém khoi dau doi voi cac
thuGc chong tram cam (1977). Cho dén nay, day

van la mot trong nhitng mo hinh thtr nghiém tot
nhat d€ danh gia kha nang chong tram cam. Dya
vao thoi gian bat dong cua chudt thtr nghiém dé
danh gia hanh vi ctia chuét trong mot moi



trueong bat 1oi (bi gay stress). Thoi gian bat dong
cang ngan cang thé hién kha nang vuot qua cac
diéu kién kho khan, bat lgi, diéu nay dac biét lién
quan dén cac thu6c chéng tram cam (Error!
Reference source not found.).

Mo hinh treo dudi chudt dwa trén sy theo
doi hanh vi cta chudt trong moét cudc thie
nghiém ngan. Chuot duoc gay stress co lap va
khong thé thoat khoi do tinh trang bi treo
nguoc sé gia tang hanh vi bat dong ¢ chudt
thit nghiém (3). Néu thoi gian bat dong giam
sé danh gia kha nang vuot qua cac tac nhan
stress, tinh trang tuyét vong, tram cam va cé
mo&i lién hé dén cac phuong phap diéu tri tram
cam. Chinh vi thé ma ngay nay, ca hai m6 hinh
FST va TST déu la nhiing m6 hinh c6 gia tri
tién doan cao d6i véi cac liéu phap diéu tri
tram cam mdi, dac biét 1a nhing nghién ctu
vé thudc moi.

Twr két qua thtt nghiém trén mé hinh moi
truong mo, cac cong thirc thit nghiém va
fluoxetin khong lam anh huong lén kha nang
van dong ty nhién cta chudt thir nghiém. Dac
biét trén ca 2 md hinh chuot boi gang stic va
treo dudi chudt, CT 3 gobm cac cao duoc liéu
tng voi cac liéu sau: nghé 25 mg/ kg, cam thao
100 mg/kg, nhan sam 25 mg/ kg déu lam giam
thoi gian bat dong cua chudt so voi nhom
chiing (nhém 1). Day la thong sd cho thdy tac
dung chong tram cam cua CT 3 da giam liéu ¢
mdi duoc liéu so véi liéu cong bd. Két qua nay
hoan toan phu hgp véi nhitng cong bd trudce
day vé tac dung chong tram cam cua tung
duoc liéu co trong cong thirc nay.

Mot cong bo gan day vé tac dung chong
tram cam tr phoi hop ctia cac cao duoc liéu
gom nhan sam, cam thao va hat tao da duoc
dang ky ban quyén chau Au cang khing dinh
vai tro cua cac dugc liéu va sy phdi hop cac

dwoc liéu trong diéu tri bénh tram cam (Error!
Reference source not found.).

KET LUAN

Qua hai mé hinh duoc ly thuc nghiém pho
bién hién nay la md hinh boi cudng btrc va mo
hinh treo dudi chudt, khi uéng CT3 gém phdi
hop cua 3 cao cam thdo, nghé va nhan sam
trong vong 14 ngay thé hién tac dung chong
tram cam trén ca hai mo hinh d6i vdi chudt
nhat. Tac dung nay twong tu nhu fluoxetin liéu
20 mg/kg (p.o). Viéc nghién cttu cac tac dung
chdng tram cam ctng nhu liéu st dung, doc
tinh can phai tién hanh d€ lam sang to kha
nang ung dung phdi hop trén trong diéu tri
tram cam.
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