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CAO CHIET TU CAY MUI MAC TREN THU'C NGHIEM
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TOM TAT

Nghién ctru dénh gia tic dung lam tang phuc hdi tén thuong gan cua cao toan phéan va phan doan
cthylacetat chiét Xuat tir cdy Mai méc trén m6 hinh gy viém gan cap bang paracetamol & chudt nhét
trang. Nghién ciru tién hanh véi cao ddc Miii mac va chudt nhat trang chung Swiss ca 2 gidng khoe
manh, khéi lugng 25 + 2 g do vién V& sinh dich t& TW cung cép. Két qua cho thiy Miii mac phan
doan ethyl acetat liéu 9, 6 g/kg va 28,8 g/kg va Mili méc cao toan phan liéu 9,6 g/kg va 28,8 g/kg co
tac dung tang phuc hdi ton thuong gan cap gay ra boi paracetamol trén chudt nhit tring,

Tir khéa: Miii mdc, phuc hoi ton thwong gan, Desmodium, cé binh, paracetamol

DAT VAN BE

Viém gan do nhiém doc thudc hodc hoa chat
la mét bénh 1y thudng gdp, dac biét 1a viém
gan do dung thudc diéu trj lao va paracetamol
(PAR) c6 xu hudng ngay cang g1a tang [2].
Pé diéu tri viém gan, chi c6 mot sd it truong
hop dung thubc dic hiéu theo nguyén nhén,
hau hét cac truong hop phai dung cac thudce
c6 tac dung bao vé té bao gan, ting cuong kha
nang phuc hoi ton thuwong gan. Cay miii méac
(Desmodium triguetrum L.) thuéc ho Dau
(Fabaceae) dugc biét dén véi cac tén goi
khac nhu cdy Thoc 1ép, cdy Co binh. Theo
dan gian, cdy c6 vi ngot, tinh mat, c6 tac dung
thanh nhiét gidi doc, kién ty tiéu thyc. Tuy
nhién, cho dén nay chua c6 tai liéu nao cong
bd vé thanh phan hoa hoc va tac dung sinh
hoc ctia Miii mac.

Dé danh gia dy du hon tac dung phuc hdi tén
thuong gan cua Mii mac, nghién ctu nay
duoc tién hanh voi muc tiéu: Panh gid tdc dung
lam tang phuc hoi ton thuong gan ciia cao toan
phan va phdn doan ethylacetat chiét xudt tir cay
Miii mdc trén mé hinh gdy viém gan cap bang
paracetamol ¢ chugt nhdt treng.

POl TUONG VA PHUONG PHAP
NGHIEN CUU

Poi twgng nghién ciru
- Thuéc nghién ciru: Miii mac phan doan
ethylacetat va cao toan phin, dang cao dic.
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Lidu dung trén lam sang: 40 g duogc
liéu/nguoi/ngay. Thude duge pha trong dung
moi la CMC 0,5% trude khi cho dong vat thi
nghiém uéng.

- Thuéc va héa chdt phuc vu nghién ciu:
Paracetamol (biét duoc Efferalgan) vién sui
500 mg cua hédng Bristol-Myers Squibb;
Silymarin (biét dugc Silimax) vién nén 70 mg
cia Cong ty Duogc li¢u Trung uong 1; Kit
dinh lwgng AST, ALT cua hang Hospitex
Diagnostics (ltaly); cac héa chét khac du tiéu
chuan phong thi nghiém.

bong vat thec nghiém

Chuét nhat tring chung Swiss, ca 2 giéng
khoe manh, khdi lugng 25 + 2 g do Vién Vé
sinh dich t& trung wong cung c4p. Chuét dugc
nudi trong diéu kién phong thi nghiém 7 ngay
truéc khi tién hanh nghién ciu.

Phwong phap nghién ctru

Chuét nhét tring ching Swiss thi nghiém
duoc chia ngau nhién thanh 7 16, mdi 16 10
con. Gay tén thuong gan chudt bang cach cho
chudt uong paracetamol (PAR) liéu 400 mg/kg
voi thé tich 0,2 ml/10g. Sau khi uéng PAR 2
gio, cho chudt udng dung méi hodc thudc
tuong Umg voi ting 16 trong 4 ngay lién tuc.

L6 1 (ching sinh hoc): CMC 0,5%

L6 2 (m6 hinh): PAR + CMC 0,5%

L6 3 (chirng duong): PAR + silymarin lidu 70
mag/kg
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L6 4: PAR + Mii mac ethylacetat lidu 9,6
g/kg/ngay (lidu 1am sang).
L6 5: PAR + Miii mac ethylacetat lidu 28.8
g/kg/ngay (gap 3 1am sang).
L6 6: PAR + Miii méc cao toan phan liéu 9.6
g/kg/ngay (lidu 1am sang).
L6 7: PAR + Miii mac cao toan phan liéu 28,8
g/kg/ngay (gap 3 1am sang).
Sau 4 ngay udng thudc, giét chuot, ldy méu
dong mach canh dé dinh luong cac enzym
AST, ALT, liy gan dé xac dinh khéi luong,
quan sat hinh anh ton thuong dai thé. K¥ thuat
dinh lugng AST, ALT trong huyét turong theo
phuong phap Kinetic. Lay gan & cac 16 dé xac
dinh nong @6 malondialdehyd (MDA)).
MDA duoc dinh lugng théng qua phan ng
voi acid thiobarbituric: MDA duoc sinh ra
trong qué trinh peroxy héa lipid. Khi cho phan
ung vai acid thiobarbituric, mot phan tc MDA
phan wng voi hai phan tir acid thiobarbituric
tao phirc hop mau hong hap thu cuc dai & budc
song 532 nm. Phan ung thuc hién & moi
truong pH 2 — 3, & nhiét do 90 — 100°C trong
vong 10 — 15 phut.
Sau 4 ngay ubng thudc, kiém tra ngau nhién
cau trdc vi thé gan & 30% sb chudt & mai 16.
Xir ly sé liéu: sb liu dwoc nhap va xa ly
bang phan mém Microsoft Excel. Su khac
biét c6 y nghia thong ké khi p < 0,05
p= p= p=
0,05 0,01 0,001

Khac biét so voi 16 - o .
chitng sinh hoc
Khac biét so voi 16
mo hinh
KET QUA NGHIEN CUU

Bang 1. Anh hieong ciia Miii mdc 1én khoi lirong

4 a4 444

Két qua bang 1 cho thay khdi luong gan chuot
016 m6 hinh (16 2) tang rd so vai 16 chang (16
1), su khac biét co y nghia thong ké (p< 0,05).
Khéi lugng gan chugt ¢ 16 udng silymarin
140 mg/kg (16 3) va cac 16 uéng Miii méc
(phan doan ethylacetat) liéu thip khdng 1am
giam khéi lugng gan so vai 16 mé hinh, lidu cao
¢6 xu huéng giam khdi luong gan so vai 16 md
hinh nhung sy khac biét chua co y nghia thong
ké (p>0,05). Cac 16 udng Miii méac (cao toan
phan) ca 2 liéu khdng lam giam khéi lugng gan
S0 Vi 16 m6 hinh.
Béng 2. Anh hwong ciia Miii méc lén hoat dg
transaminase trong huyét thanh chugt

Lo

nghién AST (UI/L) ALT (UI/L)
curu
L61 186,10 + 50,33 77,20 + 14,57
L62 469,20 + 183,37*** 100,90 + 15,76**
L63  308,00+117,88**% 88,20+ 10,14 °
L6 4 337,40+ 132,76%* 99,10+26,90
L65 258,50+ 70,35*“%  82,30+15,39%
L66 583,10 +193,38*** 88,60 + 7,97
L67 341,20 +119,34**  84,20+11,91%

gan chugt
Lo Khéi lwgng D50 16 D50 16

ngr]ién gan (g/10g thé ching ma hinh

cuu trong)

L61 0,43 £ 0,05

L62 0,52+0,11 p<0,05

L63 0,53+0,11 p<0,01 p>0,05

L6 4 0,54+ 0,12 p<0,05 p>0,05

L6 5 0,48+ 0,06 p>0,05 p>0,05

LO66 0,55 + 0,07 p<0,001 p>0,05

L67 0,54 +0,10 p<0,01 p>0,05
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Két qua bang 2 cho thay:

Hoat d6 AST & 16 m6 hinh tang rd rét so voi
16 chang sinh hoc (p<0,001 va p<0,01).
Silymarin lidu 140 mg/kg c6 tac dung giam rd
hoat d6 AST 50 V&i 16 md hinh (p<0,05). Miii
méc (phan doan ethylacetat) lidu thap c6 xu
huéng lam giam hoat do6 AST so véi 16 md
hinh nhung su khac biét chuwa c6 y nghia
thong ké (p>0,05). Miii mac (phan doan
ethylacetat) liéu cao c6 tac dung lam giam rd
hoat d6 AST so vai 16 mé hinh, sy khac biét
¢6 y nghia théng ké (p< 0,01). Miii méac (cao
toan phan) liéu thap khong cé tac dung lam
giam hoat d6 AST so V6i 16 md hinh. Mii
mac (cao toan phan) liéu cao c6 xu husng lam
giam hoat @6 AST so véi 16 mo6 hinh nhung
su khéc biét chua c6 ¥ nghia théng ké
(p>0,05).

Hoat d6 ALT & 16 mod hinh ting rd rét so voi
16 chang sinh hoc (p<0,01). Silymarin liéu
140 mg/kg c6 tac dung giam rd hoat do ALT
S0 vé&i 16 md hinh (p<0,05). Miii mac (phan
doan ethylacetat) lidu thap co xu hudng lam
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giam hoat do ALT so véi 16 mo hinh nhung
su khéc biét chua c6 y nghia thong ké
(p>0,05). Miii mac (phan doan ethylacetat)
lidu cao c6 tac dung lam giam rd hoat d6 ALT
so vai 16 md hinh, sy khac biét chua co y
nghia thong ké (p<0,05 va p<0,01). Miii mac
(cao toan phan) liéu thap c6 tac dung lam

Két qua bang 3 cho thiy ham lwong MDA ¢ 16
mo hinh tang rd so voi 16 chung sinh hoc
(p<0,05). Silymarin liéu 140 mg/kg va Miii mac
hai phan doan, ca 2 liéu khdng c6 tac dung lam
giam ham lugng MDA so véi 16 md hinh.
Bang 5. Anh huong ciia Mii mdc 1én hinh anh vi
thé gan chugt sau 4 ngay dieu tri

giam hoat do ALT so vgi 16 md hinh L6 nghién . .z
N \ Y A - Keét qua vi thé
(p<0,05). Miii mac (cao toan phan) liéu cao ciu _ i i
c6 tac dung giam rd rét hoat ¢ ALT so véi 16 ?’;lﬂ;':g 3}1 3 méli)‘binllll pham ¢6 cau tric vi
mé hinh (p<0.05). sinh hoc t € gan bin t uong. i —
(7p 05) ) . 1/3 mau bénh pham c6 thodi hoéa
Bang 3. Anh huong cia Miii mdc 1én chi so6 MDA R mitre d6 vira
trong gan chugt Mohinh 3" au bénh phim c6 thoai hoa
L6 R R muc do nhe
o MDA psolé pso 16 1A z , -
ngrjlen (nmol/L) chieng  mo hinh Silymarin 1/3‘mau benI; phAam o gan bm,h
cwu 140 ma/k thuong; 2/3 mau bénh pham co thoai
L61  532,10%122,22 99 héa mirc d¢ nhe
L6 2 634,50+92,63  p<0,05 Mii mdac  1/3 mau bénh pham c6 gan binh
L6 3 625,30£100,76  p>0,05 p>0,05 ethylacetat thudng; 2/3 mau bénh pham c6 thoai
Lo 4 597,70£187,54 p>0,05 p>0,05 9,6 g/kg h6éa mirc d6 nhe
L6 5 598,70 £85,52  p>0,05 p>0,05 Mii mdc  2/3 mau bénh pham c6 gan binh
L6 6 664,00+193,12 p>0,05  p>0,05 ethylacetat thuong; 1/3 mau bénh pham c6 thoai
L67 576,60£74,00 p>0,05 p>0,05 28,8 g/kg hoda muc d nhe
Bang 4. Anh huong ciia Miii mdc lén hinh anh dai ggitr:aa: 2/3 miu bénh phim co gan binh
thé gan chugt sau 4 ngay dieu trj hin 9.6 thuong; 1/3 mau bénh pham cé thoai
L6 nghién Loz phan 2, hdéa mirc d6 nhe
cirU Dai the g/kg
Chirng Gan mau do, mat nhan, mat do [ném, é‘g’élt’:aa: 2/3 miu bénh pham c6 gan binh
sinh hoc khéng phu né, khéng xung huyét. 3 thuong; 1/3 mau bénh pham c6 thoai
R VI ST —— phan 28,8 , S A
Mb hinh Gan mot so mau do tham, phu né, Ik hoa muic do nhe
xung huyet, beé mat san sui, co g ‘g -
nhiéu cham xuét huyét. Mot sb c6 BAN LUAN
thaAu bac, Fr’ﬁu né,Abﬁ mat san sul, Pé danh gia kha ning phuc hdi ton thuong
- - ong ro cham xuat huyet - gan, can phai gdy dugc mé hinh gy viém gan
Silymarin  Gan mau do, xung huyét nhe, th hiem. Mo hinh
140 mg/kg  khéng nhin ro diém ton thuong. we nghi¢m. Md hinh gdy viém gan cang gan

Miii mdc Gan mau d6, xung huyet, co it
phan dogn cham xuit huyét. Mot sé gan c6
ethylacetat mau bac, pht né, bé mat san sui.
9,6 g/kg

Mii mdc Gan mau do, xung huyét, co it
phdn doan cham xuét huyét. Mot s6 gan co
ethylacetat mau bac, pht né, bé mat san sui.
28,8 g/kg

Mii mdce Gan mau do, xung huyét, co it
cao toan cham xuat huyét. Mot sd gan cé
phan 9,6 mau bac, phti né, bé mat san sui.
g/kg

Miii mdc Gan mau do, xung huyet, co it
cao toan chim xuat huyet Mot 30 gan co
phin 28,8 mau bac, phu né, bé mit san sui.

gkg

v6i thuc té va 16 rang Ve co ché thi tinh tng
dung cang cao. Thuc té cho thdy c6 ba nhom
nguyén nhan chinh gay viém gan la do virus,
do thudc va do hoa chat. Vi vay viéc xdy
dung mo hinh gay viém gan trén thuc nghiém
thuong dua vao ba nhém nguyén nhan nay.
Néu gy duoc md hinh viém gan do virus s&
12 m6 hinh rat tét, c6 pham vi tmg dung 16n vi
hién nay viém gan do virus ciing 1a vin dé ndi
com. Tuy nhién, cho dén nay, ching toi chua
tim thdy tai liéu tham khao nao dé xay dung
dugc mo hinh nay.

Hién nay, dé nghién cuu tac dung bao vé va
phuc hdi tén thuong gan, thudng sir dung cac
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md hinh giy viém gan bang thuc hodc hoa
chét. Cé nhiéu loai thudc/ héa chét duoc sir
dung dé gdy mo hinh viém gan nhu PAR,
carbon tetrachlorid, D-  galactosamin,
ethanol, erythromycin estolat, aflatoxin Bl1,
thioacetamid [6], [7], [8], [10]. T4t ca cac mo
hinh trén déu da duoc chimg minh rd rang vé
co ché gay ton thuong gan, viéc lya chon md
hinh nao cho nghién ctru tuy thudc vao muc
tiéu nghién ciru va diéu kién thyc té. Trong dé
tai nay chung t6i chon mo hinh giy viém gan
bang paracetamol.

S¢ di chung t6i lwa chon mo hinh nay vi PAR
la thudc ha sét, giam dau thong thuong duoc
sir dung rat rong ri trén toan thé gidi ciing
nhu & Viét Nam. Paracetamol dugc dung dé
diéu trj triéu chung trong nhiéu bénh, thudc
dé dung nap, it gdy tai bién & dudng tiéu hoa
va khong can ké don. Chinh vi 1y do d6 ma
tinh trang lam dung thudc hodc st dung qua
lidu din dén doc tinh cua thudc thudng xay
ra. Lidu dung théng thuong cia PAR cho
ngudi 16n tir 0,5- 1,0 g/lan, cac 1an ding cach
nhau it nhat 4 gio, khong dugc ding qua 4,0
g/ ngay. Véi lidu diéu tri théng thuong, PAR
rat it gy doc cho gan. Chi khi dung liéu cao (
> 10,0 g), sau thoi gian tiém tang 24 gio, té
bao gan bi viém cép va hoai tir do tao lugng
l6n  chat chuyén héa  N-acetyl-p-
benzoquinoneimin (NAPQI) gay doc cho gan,
luong NAPQI tr do qua thira s& gin vao
protein clia té bao gan va gy ra hoai tir té bao
gan, lam ting qua trinh peroxy hoa lipid, lam
mang té bao gan bi ton thuong, giai phong
cac enzym cla gan vao mau [4], [9]. Két qua
nghién ciru cho thiy, sau 4 ngay gy doc bang
ubng PAR liéu 400 mg/kg, chudt nhét tring &
16 md hinh (16 2) di ¢ su ting dang ké khdi
luong gan (ting 20,9%), tang hoat d§ cac
transaminase trong huyét thanh (AST ting
152,3%, ALT tang 30,7%) va ham luong
MDA trong dich dong thé gan (ting 19,2%)
s0 v6i 16 chimg sinh hoc (bang 1, 2, 3). Piéu
nay phu hop véi két qua nghién ciru clia mot
s tac gia trong nudce [1], [3]. Sau 4 ngay diéu
tri, Miii mac phan doan ethylacetat liéu 9,6
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g/kg/ngay va 28,8 g/kg/ngay c6 tac dung tang
phuc hdi ton thwong gan cdp gy ra boi
paracetamol trén chuot nhét tréng, thé hién
qua tac dung lam giam hoat do AST, ALT va
cai thién cdu trac vi thé gan. Miii mac cao
toan phan liéu 9,6 g/kg/ngdy va 28,8
g/kg/ngdy c6 tac dung ting phuc hdi ton
thuong gan cip giy ra boi paracetamol trén
chudt nhat tr:fmg, thé hién qua tac dung lam
giam hoat dd ALT, cai thién cdu tric vi thé
gan chudt, nhung chua lam giam dugc hoat
do AST.

MDA 1a san pham cudi cung cua qué trinh
peroxy hoa lipid mang t& bao [5]. Béi vay,
dinh lugng MDA trong dich dong thé gan ¢
thé danh gia gian tiép co ché gy ton thuong
gan cua tic nhan gy bénh ciing nhu co ché
bao vé, phuc hdi tén thuong gan cia thude
can nghién ctru.

Trong md hinh gy doc voi gan bang PAR
liéu cao trén chudt nhét tréng, mirc do tdn
thuong gan tuy thudc vao liéu luong va
duong dung. Lidu cang cao thi su ton thuong
té bao gan cang nang, c6 thé dan dén tir vong.
Sau khi tham khdo tai li¢u cua céc tac gia
trong va ngoai nudc va nghién ctu tham do,
chung t6i chon lidu PAR giy doc gan trén
chudt nhit 1a 400 mg/kg theo dudng udng.
Véi lidu gay doc nay, chudt khong chét sau
khi gy doc, co thé quan sat dugc ton thuong
gan & muc d6 vua phai. Lya chon mé hinh
gdy doc gan bing PAR theo dudong udng la
phu hop v6i thyc tién 1am sang, vi ngudi bénh
chu yéu bi ngod doc thude theo duong udng.
Véi két qua tac dung trén gan ciia Miii mac
thé hién & cao toan phan va phan doan
ethylacetat da lam sang t6 thém viéc st dung
dugc lidu trong diéu tri cac bénh vé gan trong
dan gian 14 hoan toan phu hop. Mit khac, két
qua phan 1ap hoéa hoc phan doan ethylacetat
cling thu dugc mot s6 flavonoid nhu
quercetin, quercitrin, isoquercitrin,
kaempferon c6 nhiéu tac dung dd duoc ching
minh trong d6 ¢6 tac dung chong viém, chong
oxy hoéa tét, do vay c6 thé 1y giai tac dung
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tang phuc hoi ton thuong gan cta dugc liu
mili méc bang mdi lién quan thanh phan hoa
hoc — tac dung sinh hoc

KET LUAN

Mili méac phan doan ethyl acetat liéu 9,6 g/kg
va 28,8 g/kg va Mili mac cao toan phan licu
9,6 g/kg va 28,8 g/kg co6 tac dung tang phuc
hdéi ton thwong gan cip gdy ra boi
paracetamol trén chudt nhat tring,
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EFFECT OF MUI MAC IN MOUSE LIVER INJURY

INDUCED BY PARACETAMOL

Nong Thi Anh Thu'", Nguyen Trong Thong?,

Pham Thi Van Anh?, Nguyen Thi Bich Thu?

YTNU - University of Medicine and Pharmacy, 2Hanoi Medical University

Effect of Mui mac was studied on acute liver injury induced by single dose of paracetamol 400
mg/kg, po, in mice. Activity was monitored by estimating the serum transaminases (ALT and
AST), MDA content in liver homogenates, and by histopathological changes in the livers of
experimental mice. The results showed that segment ethylacetate and total extraction of Mui mac
with dose of 9.6 grs/kg per day and 28.8 grs/kg per day reduced in the level of serum ALT, AST
and ameliorated paracetamol-induced histopathological changes in the livers of experimental mice.
The results suggest that Mui mac has acceleratedofliver injury recover against paracetamol

intoxication in mice.

Keywords: Mui mac, liver injury recover, Desmodium, Co Binh, paracetamol
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