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TOMTAT

Dat van dé: Ton thurong gan do thube hodc do rugu co thé gay bénh ly gan cap hay man va anh
hwdng nghiém trong doi voi strc khoe. Bach hoa xa thiét thao—Ban chi lién da dwgc str dung rong
réi trong y hoc ¢é truyén dé hé tro diéu tri ung thuw. Muc tiéu: Danh gié tac dung béo vé gan trén thuc
nghiém cta vién nang phéi hop Bach hoa xa thiét thdo-Ban chi lién (vién BHXTT-BCL). Béi tuong
va phwong phap: Vién BHXTT-BCL dwoc danh gia tac dung bao vé gan trén céc,ch/’ tiéu hoat d6
alanine aminotransaminase (ALT), aspartate aminotransferase (AST) trong huyét trong va ham
lurong malondialdehyd (MDA) va glutathion (GSH) trong gan chudt nhét trang bi gay tén thuong
gan béi paracetamol va ethanol. Silymarin duoc st dung lam dbi chiéu. Két qua: Vién BHXTT-
BCL liéu 1 - 2 vién/kg hodc silymarin (liéu 0,1 g/kg) dwoc cho ubng trén chuét bj tén thuong gan
bang paracetamol hodc ethanol da lam giam hoat do ALT va AST trong huyét tuong, lam gidm
MDA va Iam tang GSH trong gan, dat y nghia thong ké so véi ching khéng diéu tri. Két lugn: Vién
nang Bach hoa xa thiét thao — Ban chi lién cé tac dung bao vé gan khdi ton thurong stress oxy héa
do paracetamol va ethanol.

Twr khéa: Bach hoa xa thiét thao (Hedyotis diffusa) va Ban chi lién (Scutellaria barbata), chudt

bi tén thuong gan bang paracetamol hodc ethanol, stress oxy héa

1.DAT VAN BE

Tén thwong gan do thubc (Drug-induced
liver injury: DILI), cac ché pham b6 sung va
s&n pham coé ngudn gdcthaodwoc, hodccac
chat ngoai lai khac (xenobiotic) dan t&i bat
thwdng trong xét nghiém vé gan hodc rbi
loan chtrc nang gan. Trong 2000 tru’o’ng hop
suy gan cap (acute liver failure - ALF) & My
moi nam, so ca lién quan dén thuéc chiém >
50%, v&i 37% sb6 ca lién quan dén
paracetamol va 13% sb ca do cac phan &ng
c6 hai cta thubc [1]. Viéc lam dung
paracetamol dé ty diéu tri hodc st dung qua
lieu paracetamol c6 thé gay tbén thwong gan
nghiém trong, hoai t&r gan. Bén canh dé
bénh gan do rwou cling la mt trong nhirng
nguyén nhan chinh gay ra tén thwong gan
cap tinh vaman. Nhiéu bang chirng da duoc
tich Iy veé qua trinh bénh ly ciabénh gando
rwou trong sudt nhiéu thap ky qua [2]. Trong
nhirng nam qua, nhiéu nghién ctru da tap
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trungvaoviécslrdungcacsan phémtuthao
dwoc cé chira cac hop chéat chong OoXy hoa,
cé tac dung bao vé gan nham giam tén
thwonggan cip hodcman. Bach hoaxathiét
thao (Hedyotis diffusa) va Ban chi lién
(Scutellaria barbata) dwgc st dung rong rai
trong y hoc ¢cé truyén Trung Quéc va Viét
Nam dé tdng cwdng hiéu qua trong diéu tri
ung thw phdi, ung thw tryc trang, viém gan
cap, xo gan [3-4]. Trén thé gi¢i da co cac dé
tai nghién ctru dwoc thwe hién dya trén sy
két hop cla hai loai thao dwoc nay trén tac
dung chéng ung thw [5 - 6]. Acid ursolic va
oleanolicdwocphanlap tr Bach hoa xathiét
thao cho thay hoat ddng chéng khéi u cu thé
dbéi véiung thw dai trwc trang COLO205, ung
thw gan Hep 3B va cac dong té bao ung thw
phéi H460. Flavonoid toan phan cta Bach
hoa xa thiét thdo da cai thién tén thuwong
niém mac dai trang, tang hoat ddng
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superoxide dismutase (SOD) trong mé rudt
két va giam hoat ddng cula
myeloperoxidase, malondialdehyd (MDA)
va oxit nitric (NO) & chuét mé hinh viém loét
dai trang. Ngoai ra, dich chiét Bach hoa xa
thiétthao clingcoétacdung trcchéviratviém
gan CvavirutDengue véigiatrilC,,vaEC,,
dbi véivirat viem gan C lan lwot1a 131.1 va
49.5 pg/mL. O nébng d6 mau la 25 pg/mL,
chiét xuit metanol ctia Bach hoa xa thiét
thao lam giam biéu hién RNA cla vi rat
Dengue 30,0+ 8.1% [7]. Ban chilién c6 chira
hai hoat chat chinh scutebata S va
scutebata T déu c6 hoat tinh lam giam sy
peroxy héallipid té baovacétacdungbaové
gan; & ndng dé 100 pg/ml, scutebata T (rc
ché duwoc 16.07% sw peroxy héa lipid va
tdng cwdng tilé té bao gan sbng sot duditac
dong cua H,0, t&i 76.21% so v&i 54.74% &
dbichirngamchico H,0,. Banchilién co kha
nang tang cwdng chirc nang dai thwc bao
trong 6ng nghiém, gia tang té bao Iympho
hoat déng té bao NK va interleukin-2 san
xuéatb®ité baolach trén mé hinh chudt dwoc
gayu bang té bao ung thw ' gan [8]. DPé gop
phan hién dai héa san pham phdi hop hai
dwoc liéu Bach hoa xa thiét thdo — Ban chi
liéntheo hwdngtacdungbao vé gan, nghién
cru tién hanh “Danh giatac dung bdo vé gan
cla vién nang Bach hoa xa thiét thao — Ban
chi lién trén thwc nghiém”, nham cung cap
minh ching khoa hoc cho &ng dung lam
sangculachépham.

2. POI TUQNG VA PHUONG PHAP
NGHIENCUU

2.1.Déitwongnghiénciru

Viénnang clrng Bach hoaxathiétthdo—Ban
chilien (BHXTT-BCL) dat tiéu chuan co sé;
thanh phan ch®a 375 mg cao ddc quy vé
khan, twong rng 1,4 gBach hoaxathiétthao
véO.?gBénchiIiénduccBénhviénYhoccé
truyén Thanh phé H& Chi Minh cung cap
(Khdi lwvgng vién 571 mg, 16 san pham
nghién clru v&i so 16 030921, san xuat ngay
3/9/2021, han dung th&i diém nghién ctru 12
thangvadangtiéptuctheo dai).

2.2.bongvatthinghiém

Cac thr nghiém dwoc thwe hién trén chudt
nhattrdng dwc (Swiss albino), 5 - 6 tuan tudi,
trong lwong 25 + 2 gram. Chudt va thyc
pham nudi dwoc cung cap b&i Vién Vac xin
va Sinh phdm Y té - TP. Nha Trang. Thé tich
cho ubng (p.o.) 1a 10 ml/kg trong lwong
chuét. Cac thi nghiém trén déng vat nghién
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clru dwoc thwe hién theo “Hwéng dan th
nghiém tién 1am sang va 1am sang thubc
déngy, thubc tr dwoc liéu” cha Bo Y té (ban
hanh kém theo quyét dinh sé 141/Qb —
K2DTngay27/10/2015).

2.3.Héachat, thiétbi

Paracetamol (B6t nguyén liéu xuét x& to
Mallinckrodt Inco., My-Lot 637514J027 va
dwoc cung cap bédi Cong ty Cé phan Duoc
phdm DOMESCO, dé tinh khiét 98%),
ethanol 96% (OPC, Viét Nam); acid
trichloroacetic (TCA) (Merck, B, dd tinh
khiét 98%); acid thiobarbituric (TBA, dé tinh
khiét98%), thubc thir ellman[5,5'-dithiobis -
(2-nitrobenzoic acid), dé tinh khiét 99%],
silymarin (Sigma, USA, d6 tinh khiét 98%),
chat chudn MDA va GSH dang kh (Sigma,
USA, d6 tinh khiét 98%). Cac bd kit dinh
lwvgng transaminase AST, ALT cua Human
Co.Ltd., Germany.

Can phan tich Ohaus (My), may ly tam lanh
(Hermle- Btrc), may do quang phd UV-Vis
Beckman Coulter (B&rc), may nghién déng
thé T25 (Prc), may do pH (HI210- Hana),
may khudy gia nhiét (Arec-Velp), bé diéu
nhiét (BH627-CE-Ovan).

2.4. Phwong phapnghiénctru

- Thiétké thienghiém: Thucnghiém in vivo,
bé tringau nhién, cé danh giasosanhvéilo
chirngkhdng diéu triva |6 dbichiéu.

- Khéo sat déc tinh cap dworng uéng: Cac
chu6t ubng mau the nghiém cung mét liéu
dam dac qua kim 31 vién BHXTT-BCL/kg
thé trong chudt véi thé tich cho ubng 20
ml/kg (n=10, 5 con chudt nhat dwc va 5 con
chudt nhat cai). Sy danh gia dwa vao phan
(ng toan ng hay b4t rng (sbéng hay chét)
nhan thay & mébi chudt trong nhém sau 72
gio. Chudt duwoc tiép tuc theo dbi sau 14
ngay ubng dé ghi nhan nhirng triéu chirng
batthwdng (néuco)[9].

- Khao sat tac dung bao vé gan trén thwc
nghiém géay tén thwong gan bang
paracetamol [10, 11]: Chudt dwgc chia
ngau nhién thanh 2 nhém: Nhém binh
thwdngvanhémbénhly.

Trong nhém binh thwd'ng, chubt dwoc chia
thanh 2 16 (n=8): L6 chng sinh ly ubng
nwéccatvaldoudngvien BHXTT-BCLIiéu 2
vién/kgtrong 7 ngay.

Trong nhém bénh ly, chuét dwgc cho uéng
paracetamol liédu 250 mg/kg trong 14 ngay.
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Ngay thw 8, tién hanh lwa chon chudt co ham
lwogng AST-ALT trén 80 U/L dé chia thanh 4
16 diéu tri (n=8): L& chirng bénh ly ubng
nwdc cat; 16 udng vién BHXTT-BCL liéu 1
vién/kg; 16 ubng vién BHXTT-BCL liéu 2
vién/kg va 16 ubng thubc dbi chiéu la
silymarinliéu 0,1 g/kg trong 7 ngay tiép theo.
Sau 7 ngay uéng mau thir, ca hai nhom tho
nghiém déu tién hanh lay mau dudi chudt dé
dinh lwvong hoat d6 AST, ALT trong huyét
twong (quy trinh thwc hién theo Kit AST, ALT
cta Human- B&c). Sau d6 tién hanh kéo
giam dbt séng cb chudt cho chudt hy sinh roi
md tach Iy gan chu6t dem dinh lwong
malondialdehyd (MDA), glutathion (GSH).

- Khao sat tac dung bao vé gan trén thwc
nghiém géay tén thwong gan bang
ethanol [11]: Chuét dwoc chia ngau nhién
thanh 2 nhém: Nhém binh thwdng va nhém
bénhly.

O nhém binh thwerng (ETOH -) sau mét gio
cho chudt ubng vién nang BHXTT-BCL (1
vién/kg) tién hanh cho chudt ubng nuwéc
cét, trong vong 4 tuan. Thwc hién lay mau
dudi chudt kiém tra hoat o AST, ALT vao
tudn2vatuan4 & caclothi nghiém.

O nhém bénh ly (ETOH +) cho chudt uéng
nwédc cat, vien nang BHXTT-BCL (1
vién/kg- 2 vién/kg) hay silymarin (0,1 g/kg).
M6t gi& sau doé tiép tuc cho chudt ubng
ethanol chu6t theo ndng dé tang dan tirng
tuan (10%, 20%, 30%, 40%) trong vong 4
tuan. Vao tuan th& 5 cac 16 thir nghiém chi
dwoc cho ubng mau thr, khéng cho ubng
ethanol.

Chubtduwoc Iéy mau dudi chubt dinh lvgng
hoat d0 AST, ALT & cac thoi diém sau tuan
thtr 2 va th 4 cta thi nghiém. O tuan th 4,
tién hanh tach gan chudt dé dinh lwong
MDAva GSHtronggan[10,11].

Phwong phap dinh Iwong malonyl
dialdehyd (MDA) va glutathlon (GSH)
trong gan: Tachganchudtva nghién ddng
thé trong dung dich dém KCI 1.15% (ti Ié
1:10). Sau d0, lay 2 mL dich déng thé (cho
dinh lwong MDA) hoac 1 ml dich déng thé
(cho dinh lwvong GSH), bd sung dung dich
dém Tris (pH=7,4) vira da 3 ml. U hén hop
phan &ng & 37°C trong 60 phuat va dirng
phan &rng bang 1 ml acid trichloroacetic
10%. Sau d6, dem ly tdAm hén hop & 10.000
vong/phattrong 10 phat& 5°C[10-11].
Pinh lvong MDA: Sau khi ly tam lay 2 ml
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dich trong cho phan ng véi 1 ml acid
thiobarbituric 0.8% & 100°C trong 15 phut
vadoquang & A=532nm. HamIlwong MDA
(nM/g proteln)dwo’ctlnhtheo phuwongtrinh
hdi quy tuyén tinh ctia chat chudn MDA: y =
0.0796x+0,0035 (R*=0.9992)[7, 9].

Pinh lwong GSH: Sau khi ly tam 14y 1 ml
dich trong cho phan (rng v&i 0.2 mL thubc
th Ellman la 5,5'-dithiobis-(2-
nitrobenzoic acid) va thém dém phosphat-
EDTA vira di 3 mL. D& 3 phat & nhiét do
phong va tién hanh do quang & buéc séng
=412 nm. Ham lvong GSH (nM/g protein)
dwoc tinh theo phwong trinh hdi quy tuyén
tinh cGia chat chudn GSH: y = 0,0043x -
0,0033 (R?=0,9997)[10, 11]

-Danh gia kétqua: Cacsblieuduoc biéu thi
bang tri s trung binh: M + SEM (Standard
Error of the Mean — sai s chuan cla gia tri
trung binh) va xt ly théng ké dwa vao phép
kiém One—Way ANOVA va hau kiém bang
Student-Newman-Keuls test (phan mém
SigmaStat-3.5, USA). Két qua thir nghiém
datynghiathéngké v&ido tin cay 95% khip
<0.05.

3.KETQUAVATHAOLUAN
3.1.Khaosatdoctinh cap dwongudng
Chubt dwoc cho uéng vién BHXTT-BCL v&i
lidu cao nhét c6 thé bom dwoc qua kim cho
chudtudngla 31 vién/kg thé trong chuot. Két
qua cho thay sau khi uéng 72 gi® va sau 14
ngay khoéng co6 chubt t&r vong, do dé khdng
xac dinh duwoc liéu LD,,, chi xac dinh dwoc
lidu D,,, =31 vién/kg thé trong chudt. Liéu
thtr tac dungdwocly trén chuétnhéttréng sé
duoc chontrong khoang antoancuaD,,, va
dwoc ngoai suy tw lidu dw kién st dung cua
vién nang BHXTT-BCL trén lam sang theo
cdng thirc quy ddi nhw sau: Lidu trén chudt
/kg/ngay = (Liéu trén ngudi/ngay x
11.76)/thé trong nguwdi 50 kg [9]. Dé tai da
chon hai liéu 1 vién/kg thé trong chuét va 2
vién/kg thé trong chudt cho cac th&r nghiém
khaosattacdungbaovégan.

3.2. Khao sat tac dung bao vé gan trén
thwc nghiém gay tén thwong gan bang
paracetamol

Két qua tr Bang 1 va Bang 2 cho thay vién
BHXTT-BCLIiéu 2 vién/kgkhdénganh huwéng
dén hoat dd AST-ALT trong huyét twong va
ham lwgng MDA-GSH trong gan & chudt
binh thuworng sau 4 tudn choudng mau.
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Bang 1. Hoat d& AST va ALT cla cac 16 chudt trong thwe nghiém gay tbn thwong gan bdi

paracetamol
Nhom L6 (n=8) Hoat d6 AST (U/L) Hoat d6 ALT (U/L)
Chirng sinh ly 48.75 £ 1.07 49.25+1.16
Paracetamol (-) | vién BHXTT-5CL 53.63 + 3.58 51.88 + 1.13
ieu 2 vién/kg
Chirng bénh ly 145.63 £ 2.50™ 157.38 £ 6.97

Vién BHXTT-BCL

70.13 + 3.98"" ## 78.75 + 4.00™" ##

lidu 1 vién/kg

Paracetamol (+) | Vién BHXTT-BCL g —
by 2 vienkg 61.38 + 4.02 74.25 + 2.96
Silymarin 64.63 + 454" # 70.00 +4.76" ###
lieu 0,1 g/kg

0:p<0.05 so v&i 16 chirng sinh ly;:p<0.01 so véi 16 ching sinh ly; “”:p<0.001 so v&i 16 chimg

(Hi#) .

sinh ly, :p<0.001 so voi 16 chirng bénh ly.

Sau 7 ngay diéu tri, két qué Bang 1 cho thay 16
chirng bénh ly bi gay tbn thwong gan bang cac
lidu 13p lai paracetamol sau 2 tuan co6 hoat do
AST tang 198.72% va hoat dé ALT tang
219.54%, dat y nghia thdng ké so v&i 16 chirng
sinh ly (p<0.001). L& bénh cho ubng silymarin
liéu 0,1 g/kg c6 hoat dd AST va ALT gidm daty
nghia thdng k& so v&i 16 chirng bénh ly
(p<0.001). L6 chudt dwgc cho ubng vién

BHXTT-BCL li&u 1 vién/kg va 2 vién/kg déu thé
hién tac dung lam giam ttr 51.85%- 57.85% doi
v&i hoat A0 AST va giam tr 49.96%- 52.82%
dbéi véihoat do ALT trong huyét twong va co sy
khac biét dat y nghia théng ké so voi 16 chirng
bénh ly. Vién BHXTT-BCL & ca 2 liéu tho
nghiém déu thé hién tac dung lam gidm hoat
dd AST, ALT twong ty tac dung cta silymarin
liéu 0.1 g/kg.

Bang 2. Ham lwong MDA va GSH cuia cac |6 chudt trong thuc nghiém gay tén thwong gan bdi

paracetamol
Nhém L6 (n=8) Ham lwong MDA Ham lwong GSH
(nM/g protein) (nM/g protein)
Chirng sinh ly 31.59+1.38 8,733.39 + 224.80
Paracetamol (-) | Vién BHXTT-BCL 30.26 + 0.95 8,415.04 + 217.42
lieu 2 vién/kg
Chirng bénh ly 66.47 £ 4.78™ 5,807.29 + 138.40™

Vién BHXTT-BCL

51.79 £ 4.037##

6,974.71 + 267.94™ #

lidu 1 vien/kg

Paracetamol (+) | Vien BHXTI-BCL 39.25+2.96%455 | 8,081.03 + 325.55%#5
ligu 2 vién/kg T R
Silymarin 31.89 + 1.70%## 7.882.62 + 311.86%##
lieu 0,1 g/kg

:p<0.001 so v&i 16 ching sinh ly

":0<0.01 so v&i 16 chirng bénh ly;

().

(###)

:p<0.001 so vé&i I6 chimg bénh Iy

(%).

Két qua Bang 2 cho thay 16 chirng bénh ly bi
gay tén thwong gan bang cac liéu lap lai
paracetamol sau 2 tuan c6 ham lwong MDA
(marker cta tén thwong peroxy héa lipid) tdng
110.44% va GSH (chat chéng oxy hoa ndi sinh)
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:p<0.05sovadilé cho uépg Vién BHXTT-BCL /iéy 1 vién/kg trong cung chitiéu khao sat
: p<0.01 so v&ilé cho ubng Vién BHXTT-BCL liéu 1 vién/kg trong cung chi tiéu khao sat

gidm 33.50%; dat y nghia théng ké so v&i 16
chng sinh ly (p<0.001; twong tng). L6 bénh
cho udng silymarin liéu 0.1 g/kg c6 ham lwong
MDA giam 52,03% va GSH tang 35.74%, daty
nghia théng ké so v&i 16 chirng bénh ly
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(p<0.001; twong ung); diéu nay cho thay
silymarin thé hién tac dung bdo vé gan dwa
ham lwgng MDA va phuc hdi ham lwong GSH
tr& vé gia tri binh thworng khi so sanh véi chirng
sinh ly (p=0.948; p=0.07; twong tng). Twong
tw, vién nang BHXTT-BCL & ca 2 liéu th
nghiém 1 vién/kg va 2 vién/kg déu thé hién tac
dung lam gidm ham lwong MDA va phuc hdi
ham lwgng GSH trong gan, khac biét c6 y
nghia théng ké so vé&i 16 chirng bénh ly. Trong
do, vien nang BHXTT-BCL & liéu 2 vién/kg thé
hién tac dung lam giam ham luvgng MDA va
phuc héi ham lwong GSH trong gan tét hon,
khac biét co6 y nghia théng ké so véi liéu 1
vien/kg (p=0.01; p=0.014; tuong tmg); diéu
nay cho thdy rang tac dung bdo vé gan cua
vién nang BHXTT-BCL c6 su twong quan vé
liéu thtr nghiém trén mé hinh gay tén thuwong
gan bang paracetamol. Dong thoi, két qua con
cho thdy vién nang BHXTT-BCL & liéu 2
vién/kg thé hién tac dung twong tw nhw
silymarin liéu 0.1 g/kg; dwa tri s6 MDA va GSH

vé gan gia tri binh thwong khi so véi chirng
sinh ly (p=0.231; p=0.088; twong tng), chirng
td vién nang BHXTT-BCL giup bao vé gan
chudt trwdc ton thwong oxy héa gay bdi
paracetamol.

3.2. Khao sattac dung bao vé gantrén thwc
nghiém gay tén thwong gan bang ethanol

Két qua Bang 3 cho thdy 16 chudt binh
thwong ubng vién nang BHXTT-BCL liéu 2
vién/kg cé hoat d AST, ALT trong huyét
twong va ham lwogng MDA, GSH trong gan
khong khac biét v&i 16 chirng sinh ly & cung
thoi diém khao sat; diéu nay cho thay vién
nang BHXTT-BCL liéu 2 vién/kg khéng anh
hwédng dén cac chi sb nay trén chudt binh
thwong. L6 chirng bénh ly cb hoat d6 AST
khéng khac biét so véilé chirng sinh ly sau 2
tuadn dau gay ton thwong gan bdi ethanol, do
do khéng danh gia dwocanh hwdng cuavién
nang BHXTT-BCL cling nhw silymarinlén gia
triAST trong huyét twong sau 2 tuan diéu trj.

Bang 3. Hoat dd AST & céc 16 chuét trong thuc nghiém gay tén thwong gan béi ethanol

Nhom L6 (n=8) Hoat do AST (UL)
Tuan 2 Tuan 4
Chirng sinh Iy 37.50 + 2,01 4175+ 3.22
] Vién BHXTT-BCL

ETOR() 80 2 vien/kg 40.50 + 2,95 47.88 +1.87
Chirng bénh Iy 44.50 £ 2.28 60.13 £ 5.58"
Vién BHXTT-BCL 39.13 £ 1,29 44.25 + 1.33#
lieu 1 vién/kg

ETOH(+) Vién BHXTT-BCL 42.00 + 2.51 41.13 + 2.07#
lieu 2 vién/kg
Silymarin 4113 +2.73 43.63 + 3.79%
lieu 0,1 g/kg

©:p<0.01 so v&i 16 ching sinh ly; ™

Trong khi d6 Bang 4 cho thay 16 chirng bénh ly
c6 hoat d6 ALT tang 39.82%, dat khac biét
thdng ké so v&i 16 chirng sinh ly (p=0.019).
Hoat d§ ALT & cac 16 cho uong BHXTT-BCL
liéu 1 vién/kg va 2 V|en/kg déu giam (29.11%;
33.12%; twong (rng) dat y nghia théng ké voi
16 chirng bénh ly (p=0.03; p=0.017; tuong
tng), twong tw nhw 16 ubng silymarin liéu 0.1
g/kg (p=0.803; p=0.73; twong trng). Hoat do
ALT tr& vé gia tri binh thwdng khi so sanh voi
ching sinh ly (p=0.95; p=0.888; twong (ng)
sau 2tuandiéu tri.

Sau 4 tuan gay tén thwong gan bang ethanol,
két qua Bang 3 va Bang 4 cho thay hoat do
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:p<0.01 so voi 16 ching bénh ly

AST,ALT trong huyét twong ctia 16 chirng bénh
Iy tang (44.01%;62.65%; tu’ong (rng) khac biét
c6 y nghia théng ké so v&i 16 chung sinh ly
(p=0.004; p<0.001). L6 bénh ly udng vién Jnang
BHXTT-BCL liéu 1 V|en/kg 2 vién/kg déu cod
hoat d6 AST, ALT giam dat y nghia thong ké so
V@i 16 chirng bénh ly cung thdi diém khao sat.
Vién nang BHXTT-BCL ca 2 liéu thtr nghiém
deu thé hién tac dung dwa gia tri men gan tr&
vé gia tri binh thwdng khi so sanh véi chirng
sinh ly (p=0.871; - p= =0.901; p=0.541; p=0.709;
twong (rng); thé hién tac dung tuwong tw
silymarin 0,1 g/kg (p=0.901; p=0.871 p=0.934;
p=0.861; tvong trng) trén md hinh gay tn
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thwong man bang ethanol.

Két qua tr Bang 5 cho chudt ubng ethanol
hang ngay vailiéu tang dan theo tuan lam tang
ham lugng MDA trong dich dong thé gan chuét
dat y nghia thong ké so v@&i 16 chirng sinh ly
(tang  77/.60%), dbng thoi lam giam ham
lwong GSH dat y nghia thong ké so v&i 16
chirng sinh ly (giam 25.31%) (p=0.002;
p=0.01; tvong tng).

L& bénh cho udng silymarin liéu 0.1 g/kg c6
ham Iwgng MDA giam 47.90% va GSH tang
40.36% dat y nghta thdng ké so v&i 16 chirng
bénh ly (p=0.001; p=0.003; twong tng); diéu
nay cho thay silymarin thé hién tac dung bao
vé gan, lam gidm ham lwong MDA va phuc hoi
ham lwong GSH tré vé gia tri binh thwong khi
so sanh v&i chirng sinh ly (p=0.709; p=0.523;
twong tng).

Bang 4. Hoat dd ALT & cac 16 chuét trong thuc nghiém gay tén thwong gan béi ethanol

, . Hoat @6 ALT (U/L)
Nhom L0 (n=8) Tudn 2 Tudn 4

Chirng sinh Iy 42.38% 3.69 48.05 + 2.47

ETOH() | Vién BHXTT-BCL
iBu 2 vibnkg 40.25 + 1.51 42.50 + 2.92
Chirng bénh Iy 59.25 % 5.95' 6913 527"
Vién BHXTT-BCL 42.00 + 4.33" 46.00+ 327
lieu 1 vién/kg

ETOH(+) | Vién BHXTT-BCL 39.63 + 3.47* 47.00 + 4174
liu 2 vién/kg
Silymarin 45.75 + 3.12¢ 48.00 + 4.00%##
lieu 0,1 g/kg

0:p<0.05 so véi 16 chimg sinh ly cung thoi diém:;

™:p<0.001 so véi 16 chumg sinh ly cung thoi diém

%:0<0.05 so véi I6 chumg bénh ly cung thoi diém; *:p<0.001 so véi 16 chimg bénh ly cung thoi diém

Bang 5. Ham lwvong MDA va GSH & cac 16 chuét trong thuc nghiém gay tén thwong gan béi ethanol

. A o Ham lwgng MDA Ham lwong GSH
Nhom L0 (n=8) (nM/g protein) (nM/g protein)

Ching sinh Iy 40.70 + 3.09 8,281.82 + 378.72

ETOH(-) | Vién BHXTT-BCL 49.35+3.95 7.859.61 + 544.24
lieu 2 vién/kg
Chirng bénh Iy 72.29%6.14" 6,185.85 £ 403.69"
Vien BHXT T-BCL 46.09 + 3.63* 8,104.04 + 406.42*
lieu 1 vién/kg

ETOH(*) | Vién BHXTT-BCL 4567 + 3.75% 7,720.72 + 488.12
lieu 2 vién/kg
Silymarin 37.66 + 2.88H# 8,682.60 + 506.02#
lieu 0,1 g/kg

™:0<0.01 so véi 16 ching sinh ly; *:p<0.05 so véi 16 ching bénh ly;

(##) . (##H#) .

L& bénh ubng vién nang BHXTT-BCL & c& 2
liéu thir nghiém 1 vién/kg va 2 vién/kg déu thé
hién tac dung lam giam ham lwgng MDA va
phuc hoi ham lwvgng GSH trong gan, khac biét
y nghia thong ké so vé&i 16 chirng bénh ly
(p=0.003; p=0.006; turong (rng). Ca 2 liéu thir
nghiém cla vién nang BHXTT-BCL thé hién
tac dung giam ham lvgng MDA va phuc hoi
ham lwong GSH trong gan twong tw nhau.
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:p<.,01 so voi 16 chirng bénh ly; ™ :p<0.001 so voi 16 chirng bénh ly.

Vién nang BHXTT-BCL thé hién tac dung bao
vé gan twong ty nhu tac dung cua silymarin
liéu 0.1 g/kg; chirng té vién nang BHXTT-BCL
giup bao vé gan chubdt truéc tn thwong oxy
hda gay badi ethanol.

3.3.Thaolugn ]

Mé6 hinh gay ton thwong gan bang para-
cetamol va ethanol dai ngay thwdng duwoc
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str dung cho viéc danh gia tac dung bao vé
gan cla cac san pham tir dwoc liéu. Khi
dung qua liéu paracetamol sé& sinh ra nhiéu
chéat chuyén héa co6 doc tinh 1a N-acetyl-p-
benzoquinone imine (NAPQI) dan dén suy
gidm dang ké GSH (chat chéng oxy héa noi
sinh sé& lién hop véi NAPQI tao thanh chét
chuyén hoa khéng doc tinh) hoac tao lién
két cong hoa tri v&i cac phan tkr sinh hoc
nhw protein, lipid, vaacid nucleiccuaté bao
gan gay tén thwong oxy hoéa va gay tang
men gan [12]. Twong tw, sy dung nap
ethanol vao co thé daingay gaytonthuo’ng
trén hau hét cac hé co quan, diénhinhla &
ganva cé lién quan mot phan dén hoat tinh
clia chat chuyén hoa acetaldehyd va sw
giam ty 1& NAD/NADH (NAD/NADH lién
quan dén su hang dinh néi méi oxy héa khiv
clia té bao). Cac thay déi gay bdi
acetaldehyd trén chirc nang ty thé sé lam
suy héng sw chuyén héa acetaldehyd & ty
thé, gay ton thwong DNA ty thé va lam tram
trong hon tinh trang apoptosis & gan, lam
suygiam GSHtronggan, do dégiéntiléplém
tang quatrinh peroxy héalipid dan dén ham
lwong MDAtang, marker ctiatdn thwongdo
stress oxy hoa[13]. Ké&tquanghién ctru cho
thdy cé sy tdng cao cac hoat 6 AST vaALT
trong huyéttwong, tding ham lwong MDA va
gidam GSH trong gan & 16 chirng ubng
paracetamol hay uéng ethanol dai ngay so
v@&i 16 chirng binh thwéng, cho thay co sw
tén thwong oxy hoa té bao gan. Thubc dbi
chiéusilymarinlasanpham dwocchiétxuét
tlr hat ciia cay Ké siva (Silybum marianum,
Milk thistle, ciic gai) chl yéu chira cac ddng
phéan flavonolignan nhu silybin, isosilybin,
silydianin va silychristin v&i silybin la thanh
phan chinh. Silymarin c6 thé tham gia vao
qua trinh trao dbi chat & ty thé va chudi
chuyén dién t&, thuc déy viéc loai bé cac
gbc tw do, bao vé gan chéng lai tén thuwong
oxyhoéa[14-15].

Két qua nghién cru cho thay vién nang
BHXTT-BCL, twong tw nhw silymarin diéu
hoa hoat & AST va ALT trong huyét tvong.
Ngoaira, cac di¥ liéu thu thap dwoc cho thay
hiéu qua tét cha vién nang BHXTT-BCL lén
swphuchdi GSHtrongganvéikétqualalam
gidm sw hinh thanh MDA, s&n phdm clia qua
trinh peroxy hoéa lipid t& bao. Tac dung
chéng oxy héacla Bach hoa xa thiét thao co
thé 1a do cac hop chét flavonoid va iridoid
[3,16]. Tac dung chbéng oxy hda cua 3
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glycosid flavonol va 6 glycoside iridoid da
dwoc xac dinh, nhw rc ché hoat déng cla
xanthine oxidase, hé théng xanthine-
xanthine oxidase, cytochrome c va &rc ché
peroxy hoa lipid. Asperuloside va
kaempferol-3-0-(2-0-8-D-
glucopyranosyl)-p-D-galactopyranoside
cho tac dung chéng peroxy hoéa lipid va
quercetin diglycoside c6 tac dung don gbc
anion superoxide [3]. Gan day, quercetin-3-
O-sambubioside trong Bach hoa xa thiét
thao dwoc xac dinh |a hoat chat cé tac dung
bao vé té bao gan trwdc tdn thwong do thube
khang lao isoniazid qua cac khao sat in
silico, in vitro va in vivo [17]. Ban chi lién da
dwocstrdungrongraitrong diéutricacbénh
vé gan. Mot sé nghién cliru trén ngudi, té bao
va dong vat da chi ra tac dung phong ngtra
cliaBan chilién dbivei HCC (Hepatocellular
carcinoma; SMMC-7721, HepG2, va Huh7).
Flavonoid toan phan cta Ban chi lién ngén
chan sy xamlan cuaté bao HCC[18]. Trong
Ban chilién chira scutebata S va scutebata
T c6 kha nang (rc ché qua trinh peroxy héa
lipid té bao chéng oxy hoéa, chéng tén
thwong gan théng qua tac dung lam tang
hoat tinh enzyme SOD va lam giam ham
lwong MDA trén chudt bi gay ung thw gan;
déng thoi scutebata S va scutebata T ciing
cd khandngbao vé té bao gan duditac dong
H,O, lam giam mrc d6 stress oxy hoa lam
cham hoéc ngén chén s tién trién cha cac
canbénhlién quan. Bé déi Bach hoa xa thiét
thao va Ban chiliénla cdp thdo mocphd bién
nhét (thubc ghép) dwoc st dung dé diéu tri
cbt 16i bénh ung thw, Jiaxin Zhu va céng sw
(2022) da phat hién ra cac thanh phan hoat
chat chinh ti lién két don cép Bach hoa xa
thiét thao va Ban chi lién, thanh phan chu
yéu |a aurantiamide acetate (tlr Bach hoa xa
thiétthao), scutebarbatine A(ttr Ban chilién)
va palmitin (tir Bach hoa xa thiét thao) wc
ché dang ké su téng sinh va di chuyén cua
cactébaoungthwvitrong bngnghiémcung
v&i sy phat trién khéi u & chudt nhat. Sy két
hop clia Bach hoa xa thiét thao va Ban chi
lién da dwgc chirng minh la cap thudc thao
dwoc dan gian dwgc mo ta phd bién nhét
trong diéu tri viém gan, xo gan va ung thw
gan [19]. Nam 2021, nhédm nghién clru cla
chung t6i da chirng minh dich chiét nwéc tw
Bach hoa xa thiét thao-Ban chi lién co tac
dung gidm men gan trong huyét twong va
giam ham lwgng malondialdehyd (MDA),
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phuc hdi ham lwong glutathion (GSH) trong
gan trén mdé hinh thwc nghiém gay ton
thwong ganbang paracetamol [10].

Vi thé két qua nay da cho thay rang vién nang
BHXTT-BCL co6 tac dung bao vé gan khai téln
thwong do paracetamol va ethanol. Sy két
hop cta Bach hoa xa thiét thao-Ban chilién dw
doan sé co nhiéu trién vong vé tac dung dwoc
ly m&i, co y nghta lam sang trong twong lai, do
do can thiét cd thém nhieu nghién ctru mé rong
dé cung cap minh chirng khoa hoc cho kinh
nghiém s dung trong y hoc cé truyén va lam
nén tang cho viéc hién dai hoa cac san pham
twr hai dwoc liéu nay véi sy da dang trong hiéu
qua trénlam sang.

4. KETLUAN
Vién nang Bach hoa xa thiét thao —Ban chilién

& liéu ubng 1 vién/kg va 2 vién/kg thé hién tac
dung lam gidm hoat dd ALT vaAST trong huyét
twong, cai thién tinh trang stress oxy héa qua
viéc lam giam ham Iwong MDA va lam tang
ham lwgng GSH trong gan trén ca 2 mé hinh
gay ton thwong gan bang paracetamol hoac
ethanol. Két qua cho thay ché pham co thé |a
moét (rng vién tiém nang co tac dung bao vé
gantrénlam sang.
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Hepatoprotective effects of bach hoa xa thiet
thao-ban chi lien capsules on liver injury in
mice by paracetanol and ethanol

Nguyen Hoang Minh, Ha Quang Thanh,
Kim So6 Thia, Ha Thi Hong Linh,
Dwong Hong To Quyen and Nguyen Thi Thu Hwong

ABSTRACT

Background: Drug-induced liver injury or alcoholic liver disease are well-recognized
problems and symptomatically can mimic both acute and chronic liverdiseases and severely
threats to public health. Hedyotis diffusa and Scutellaria barbata have been widely used in
traditional medicine as adjuvant therapy of various cancer. Objective: The present study
aimed to evaluate the hepatoprotective effects of a preparation combined from Hedyotis
diffusa and Scutellaria barbata (named as BHXTT-BCL capsules) on experimental liver
injury. Methods: Plasma aspartattransaminase (AST), plasma alanine transaminase (ALT),
hepatic malondialdehyde (MDA), and hepatic glutathione (GSH) levels were determined to
evaluate hepatoprotective effects of BHXTT-BCL capsules on paracetamol and ethanol-
induced hepatotoxicity models in Swiss albino mice. Silymarin was used as a reference
drug. Results: Oral treatment of liver damage induced by paracetamol or ethanol with
BHXTT-BCL capsules at the dose of 1 capsule/kg or 2 capsules/kg, as well as a reference
drug silymarin (0.1 g/kg) significantly reduced plasma ALT and AST levels, improving
oxidative stress status via decreased MDA contents and increased GSH contents in the
mouse liver homogenates which reached statistical significance compared with untreated
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controls. Conclusions: The preparation combined from Hedyotis diffusa and Scutellaria
barbata demonstrated protective effects on oxidative stress during paracetamol and alcohol
hepatotoxicity.

Keywords: Hedyotis diffusa - Scutellaria barbata capsules, mouse models of liver injury induced
by paracetamol or ethanol, oxidative stress

Received: 12/04/2023
Revised: 18/05/2023
Accepted for publication: 22/05/2023

ISSN: 2615 - 9686 Hong Bang International University Journal of Science





