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TOM TAT

Dt vin dé: Ndam Vin Chi dé c6 tac dung bao vé gan trueéc ton thwong oxy héa. Tuy nhién,
cao chuan hoa céac thanh phan lién quan tac dung bdo vé gan trong diroc liéu nay chuwa dwoc nghién
Ceu ciing nhu chwa ¢é nghién cieu ddnh gid tac dung dwoc 1y ciia cao chudn hda chiza nhém phenolic
c6 trong nam Van Chi dé lién quan tac dung bao vé gan. Muc tiéu nghién ciru: Pdnh gid tac dung
bdo vé gan cua cao chuan hda chiza nhém phenolic tir ndm Van Chi doé (Pycnoporus sanguineus)
trén chugt nhdt triang. Poi twong va phwong phdp nghién ciru: Cao chuan héa chiza nhém phenolic
tir ndm Van Chi d@é (Pycnoporus sanguineus). Khao sat tac dung bdo vé gan trén mé hinh gay ton
thwong gan chugt bang paracetamol. Két qua: Cao chuan hoa chiza nhdm phenolic tir ném Van Chi
dé ¢ lieu uong 500 mg/Kg va 1000 mg/Kg thé hién tac dung lam giam hogt tinh AST, ALT trong
huyét tuwong chudt, 1am giam ham heong MDA, phuc hoi ham lwrong GSH va cdi thién tinh trang ton
thwong trén ca dai thé, vi thé gan chugt. Két lugn: Cao chudn héa chiza nhém phenolic tir ndm Van
Chi d6 c6 tac dung hé tro bdo vé gan trén mo hinh gay ton thirong gan cap bang paracetamol.

Tir khoa: Cao chudn hda, Pycnoporus sanguineus, bdo vé gan.

ABSTRACT

STUDYING THE LIVER PROTECTIVE EFFECT OF
PYCNOPORUS SANGUINEUS STANDARDIZED EXTRACT CONTAIN
PHENOLIC COMPOUNDS ON EXPERIMENTAL ANIMALS
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Background: Pycnoporus sanguineus protects the liver against oxidative damage.
However, the standardized extract of the components related to the liver-protective effect in this
medicinal herb has not been studied, nor has there been any study evaluating the pharmacological
effects of the Pycnoporus sanguineus standardized extract containing phenolic compounds related
to the liver-protective effect. Objectives: To evaluate the hepatoprotective effect of standardized
extract contain phenolic compounds from Pycnoporus sanguineus on experimental animals.
Materials and methods: The Pycnoporus sanguineus standardized extract containing phenolic
compounds investigated hepatoprotective effects on hepatoxicity model induced by paracetamol in
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mice. Results: The Pycnoporus sanguineus standardized extract containing phenolic compounds at
the dose of 500 mg/kg and 1000 mg/kg significantly decreased plasma AST, ALT, MDA levels,
increased GSH contents in mice liver homoganates and improved damage in both macroscopic and
microscopic mice liver. Conclusion: The Pycnoporus sanguineus standardized extract containing
phenolic compounds has the effect of supporting hepatoprotective in the model of acute liver injury
with paracetamol.

Keywords: Standardized extract, Pycnoporus sanguineus, hepatoprotective.

I. PAT VAN PE

Gan la mot tang 16n va gitx nhiéu vai trd quan trong cua co thé nhu chuyén hda, tao
mat, du trir sit, vitamin... [1]. Nhiéu nguyén nhan c6 thé gay tén thuong gan, bao gém
nhiém virus viém gan, gan nhiém m& do ché do an giau chét béo, st dung ruou qua mic,
phoi nhiém céc chat hda hoc va céc thude gay doc gan.. - [2]. Khi céc tac nhén gay doc xam
nhap vao co thé, gan la noi dau tién c6 thé bi ton thuong, dan dén cac bénh Iy vé gan. Trong
cac phuong phap hd trg, diéu tri bénh gan va bao vé gan, cac ché pham tir duoc liéu dugc
str dung pho bién nhd wu diém cd thé dung lau dai voi tinh an toan cao.

N4am Van Chi do (Pycnoporus sanguineus) 1a mot duoc ligu quy tir 1au da duogc sir
dung trong y hoc ¢ truyén dé dicu tri bénh bach huyét, viém gan man tinh, viém nhanh khi
quan man tinh, suy giam hé mién dich [3]. Mot so nghién ciru gan day da cho thay nim Van
Chi d6 c6 tac dung bao vé gan trudc ton thuong oxy héa [4]. Tuy nhién, cao chuan héa cac
thanh phan lién quan tac dung bao vé gan trong duoc lidu nay chua dugc nghién ctu ciing
nhu chua c6 nghién ctru danh gia tic dung duoc ly ciia cao chuan héa chara nhém phenolic
c6 trong nam Van Chi d6 lién quan tac dung bao vé gan. Py 1a co sé khoa hoc dé thuc hién
nghién ciu nham danh gia tac dung bao vé gan cua cao chuan héa chira nhém phenolic tir
nim Van Chi d6 (Pycnoporus sanguineus) trén mé hinh tén thwong gan cdp bang
paracetamol trén chudt nhét trang.

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién cieu
Cao chuan héa chira nhém phenolic tir nAm Van Chi dé (Pycnoporus sanguineus)
dat tiéu chuan co sd, dugc chiét theo quy trinh: Qua thé nam Van Chi do duogc cat nho véi
kich thudc phi hop, sau d6 dugc lam am, bé sung ethanol 70% vai ti 16 lugng dugc liéu/dung
mdi chiét 1a 1:20, duoc chiét bang phuong phap chiét hd tro siéu am véi nhiét do chiét 50°C,
thoi gian siéu am 1a 30 phat, chiét Iap lai 3 lan, thu duoc dich chiét con. Sau do, co quay
chan khdng thu hdi dung méi va dugc cao nam. Cao nam tiép tuc dugce dun cach thuy va
sdy trong ta sdy dén khéi luong khong doi, duoc cao chuan héa nam. Cao chuan héa nam
chtra nhém phenolic duoc xac dinh bang phuwong phap sic ky long hiéu ning cao (HPLC)
véi ham lugng 0,1487 mg/g cao.
2.2. Pyng vat thir nghiém
Chuot nhit tréng duc, ching Swiss albino, 4 — 5 tuan tuoi, trong luong trung binh 20
+ 2 g. Chudt va thuc pham nudi duoc cung Cap boi Vign Pasteur TP Ho Chi Minh. Chuét
duogc chia 16 ngau nhién, cho an, nudc uong day du va nubi on dinh vé thé chat, can nang 7
ngay trudc khi tién hanh thi nghiém trong diéu kién caa Pon vi Nghién ciru dong vat thuc
nghiém — Khoa Duoc — Trudng Pai hoc Y Duoc Can Tho. Thé tich cho ung hay tiém mang
bung la 10 mL/Kg trong luong chudt. Cac thi nghiém trén dong vat nghién ctru duoc thuc
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hién theo “Huwéng dan thir nghiém tién 1am sang va 1am sang thuéc déng v, thudc tir diroc
liu” ciia BO Y té (ban hanh kém theo quyét dinh sé 141/QD — K2DT ngay 27/10/2015).
2.3. Hoa chit, thiét bi

Paracetamol (dung dich tiém truyén, nong d6 1000 mg/10 mL, dwoc cung cap boi
cong ty CPC1, Ha Noi), sylimarin (biét dugc Legalon 70 chira sylimarin 54,1 mg, dugc
cung cap boi Protect Madaus, Madus GmbH, Dwc) va cac hda chat khac dat tidu chuén
nghién ctru. May ly tdm (Hermle — B1c), may sinh héa tu dong (Abbott — M¥) va cac may
moc lam tiéu ban md bénh hoc.

2.4. Phuwong phap nghién ciru

Thiét ké thr nghiém: Thyc nghiém in vivo, bd tri ngau nhién, c6 danh gia so sanh
véi 16 chung bénh 1y va 16 d6i chimg duong.

Khao sét tac dung bao vé gan trén md hinh gy ton thuong gan bang paracetamol:

Chuét dugc chia ngau nhién thanh 6 16, méi 16 10 con:

- L6 1 (Bdi ching sinh Iy): Chudt dugc udng nude cat trong lién tuc 8 ngay.

- L6 2 (Pbi chitng bénh Iy): Chudt duoc udng nudce cat trong lién tuc 8 ngay va
tiém mang bung paracetamol liéu 400 mg/Kg vao ngay thi 8.

- L6 3 (Pdi chimg duong): Chudt dwoc udng silymarin liéu 100 mg/Kg trong lién
tuc 8 ngay va tiém mang bung paracetamol liéu 400 mg/Kg vao ngay thi 8.

- L6 4, 5 va 6 (Cao liéu 250 mg/Kg, 500 mg/Kg va 1000 mg/Kg): Chudt dugc
udng cao chuan héa nam Van Chi d6 véi liéu 250 mg/kg, 500 mg/kg va 1000 mg/Kg trong
8 ngay va tiém mang bung paracetamol liu 400 mg/Kg vao ngay thu 8.

Sau khi gay ton thuong gan bang paracetamol 4 gid, chudt duoc gay mé bang ether
ethylic: md ldy mau tir tim dé tién hanh xét nghiém sinh hoa danh gia hoat tinh enzym gan
alanin aminotransferase (ALT), aspartat aminotransferase (AST) va tach gan dé quan sét
mo hoc (dai thé, vi thé), dinh lugng malonyl dialdehyd (MDA), glutathion (GSH) trong gan.

+ Khao sat hoat tinh enzym ALT, AST: Mau tim chudt duoc ly tdm 4000 vong/phat
trong 5 phit ¢ 25°C, thu huyét twong dung dé xac dinh hoat tinh enzym ALT, AST bing
phuong phap do dong hoc enzym.

+ DPinh lugng MDA, GSH gan: Ham lugng MDA, GSH tai gan dugc danh gié theo
phuong phap cua Ohkawa (1979) [5] va Moron (1979) [6] duoc hiéu chinh: Gan chugt (100
mg) duoc tach ra khoi co thé va nghién dong thé trong dung dich dém KCI 1,15% (400 L)
theo ti 1¢ 1:4 & nhiét d6 4°C. Dich ddng thé duoc tron véi 200 uL dung dich dém phosphate
(pH=7,4) va u ¢ 37°C trong 60 phut. Phan tmg duoc két thic bang 200 pL acid tricloacetic
10% dugc ly tam 13.000 vong/phdt trong 10 phit ¢ 4°C. Phan dich long sau khi ly tim dugc
sir dung dé xac dinh ham lwong MDA va GSH. Ham luong malondialdehyde (MDA) duoc
xac dinh nhu sau: 400 pL dich ly tam cho phan ung véi 200 pL thiobarbituric 0,8% & 100°C
trong 30 phut va do d6 hap thu quang phd ¢ budc song 532 nm. Ham luong MDA (nM
MDA/g md) duoc tinh dua theo phuong trinh hdi quy tuyén tinh caa chat chuan MDA.Ham
lugng glutathione (GSH) duoc xac dinh nhu sau: 400 pL dich ly tdm dugc phan tng vai 80
uL thude thir Ellman va 1.200 pL dung dich dém EDTA phosphate. H3n hop phan tmg duoc
dé yén 3 phdt ¢ nhiét do phong va sau d6 tién hanh do d6 hap thu quang phé ¢ budc song
412 nm. Ham lugng GSH (nM GSH/g md) duoc tinh dira theo phwong trinh hdi quy tuyén
tinh ctia chat chuan GSH.
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~ + Phan tich dai thé va vi thé gan: Téch lay gan chudt, rira sach bang NaCl 0,9%,
tham khc“). Quan sat, ghi nhan cac dac diém vé méy sac, tinh trang bé mat gan, ton thuong...
Mot phan gan dugc co dinh trong formol 10%, cat va nhuom dé lam tiéu ban mé bénh hoc
bang phuong phap nhuom Hematoxylin — Eosin (HE).

2.5. Phwong phap xir Iy s6 liéu

Céc s lidu duoc biéu thi bang tri sb trung binh: Mean + SEM (Standard Error of the
Mean — sai s6 chuan cua gié tri trung binh), duoc xir ly thong ké véi phan mém SPSS 20 va
V& biéu d6 bang phan mém Microsoft Office Excel. Két qua thir nghiém c6 ¥ nghia thong
ké vai do tin cay 95% khi p < 0,05.

I11. KET QUA NGHIEN CUU

3.1. Anh hwéng caa cao chuin hdéa nAm Van Chi dé dén hoat tinh enzym gan trong
mau chuot
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Biéu do 1. Anh hudng cua cao chuan héa nam Van Chi d6
dén hoat tinh enzym AST, ALT trong mau chudt

Nhan xét: Két qua Biéu d6 1 cho thy paracetamol di 1am ting cao hoat tinh AST
va ALT & 16 ching bénh 1y so véi 16 sinh ly (p < 0,05). Udng 3 liéu cao thir (250 mg/Kg,
500 mg/Kg va 1000 mg/Kg) hoic silymarin 8 ngay trude khi gay doc bang paracetamol da
lam giam hoat tinh AST va ALT so véi 16 chang bénh ly (p < 0,05). Tac dung cua 2 liéu
cao thur (500 mg/Kg va 1000 mg/Kg) da dung twrong duong nhau.

3.2. Anh hwéng cia cao chuan héa nAm Van Chi dé dén ham lwgng MDA va GSH
trong gan chugt
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Nhan xét: Két qua Biéu dd 2 cho thiy paracetamol di lam ting ham lwong MDA
trong gan chudt & 16 chang bénh ly so véi 16 sinh ly (p < 0,05). Udng 2 liéu cao thir (500
mg/Kg va 1000 mg/Kg) hoic silymarin 8 ngay trude khi gay doc bang paracetamol dd 1am
giam ham lugng MDA trong gan chudt so véi 16 chirng bénh ly (p < 0,05). Liéu 250 mg/Kg
chua lam giam ham lugng MDA trong gan chuét so vai 16 chirng bénh (p > 0,05). Tac dung
cua 2 liéu cao thir (500 mg/Kg va 1000 mg/Kg) di dung twong duong nhau.
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Biéu d6 3. Anh hudng cua cao chuan hda ndm Van Chi do
dén ham luong GSH gan chuot

Nhan xét: Két qua Biéu do 3 cho thay paracetamol da lam giam manh ham luong
GSH trong gan chuét & 16 chting bénh 1y so vai 16 sinh ly (p < 0,05). Udng 2 liéu cao thi
(500 mg/Kg va 1000 mg/Kg) hoic silymarin 8 ngay trude khi giy doc bang paracetamol da
lam tang ham lwong GSH trong gan chudt so vaéi 16 chiing bénh (p < 0,05). Liéu 250 mg/Kg
chua lam tang ham lugng GSH trong gan chu6t so véi 16 ching bénh ly (p > 0,05). Téac
dung cua 2 liéu cao thir (500 mg/Kg va 1000 mg/Kg) di ding twong duong nhau.

3.3. Anh huéng cia cao chuan héa nam Van Chi dé dén mo bénh hoc gan chudt

Hinh thai dai thé gan chuét
Hinh 1. Pai thé gan chuot: A: L6 sinh Iy B: L6 ching bénh ly; C: L6 ching duong;
D: L6 cao liéu 250 mg/Kg; E: Ld cao liéu 500 mg/Kg; F: L6 cao liéu 1000 mg/Kg
Nhan xét: Két qua Hinh 1 cho thiy paracetamol d gy tinh trang viém gan cap trén
hinh thai dai thé gan chuét & 16 ddi chiing bénh Iy va gan thoéi héa nang. Udng 3 liéu cao
thar (250 mg/Kg, 500 mg/Kg va 1000 mg/Kg) hoac silymarin 8 ngay trude khi gay doc bang

paracetamol da lam cai thién mtrc do ton thuong gan do paracetamol gy ra trén hinh thai
dai thé gan chudt.

23



TAP CHi Y DU'Q'C HOC CAN THO - SO 82/2024

Hinh thai vi thé gan chuot

Hinh 2. Vi thé gan chuot: A: L6 sinh ly; B: L6 chang bénh Iy; C: Lo chng duong;
D: L6 cao liéu 250 mg/Kg; E: Ld cao liéu 500 mg/Kg; F: L6 cao liéu 1000 mg/Kg;
1. Té bao gan binh thuong; 2. Té bao gan thoéi hoa vira;
3. Té bao gan thodi hda nang; 4. Té bao viém
Nhan xét: Két qua Hinh 2 cho thay paracetamol da gy tinh trang viém gan cap trén
vi thé gan chuét ¢ 16 dbi chiing bénh ly va gan thoai héa ning. Udng 3 liéu cao thir (250
mg/Kg, 500 mg/Kg va 1000 mg/Kg) hoic silymarin 8 ngay trudc khi gay doc bang
paracetamol 1am han ché rd rét mirc d6 ton thuong vi thé gan chudt do paracetamol gay ra.

IV. BAN LUAN

M® hinh gay ton thuong gan bang paracetamol thuong duoc sir dung cho viéc danh
gia tac dung bao vé gan caa cac san pham tir duoc lidu. Khi ding qua liéu paracetamol s&
sinh ra nhiéu chat chuyén héa c6 doc tinh 1a N-acetyl-p-benzoquinone imine (NAPQI) dén
dén suy giam dang ké GSH (chét chng oxy héa ngi sinh) hoac tao lién két cong hda tri voi
cac phan tir sinh hoc nhu protein, lipid, acid nucleic cta té bao gan gay t6n thuong oxy hoa
va gdy tang men gan [7]. Cac enzym trong huyét thanh co nguon goc tai gan gom AST va
ALT la 2 enzym duoc su dung rong rai trong danh gia tén ‘thuong té bao gan, qua do gitp
danh gia mac do hay hoai té bao gan. Ngoai ra, khi mot thuc nghién ctru 6 tac dung chong
oxy hoa c6 thé 1am giam ham lugng MDA, ting ham lwong GSH gop phan bao vé té bao
trong d6 ¢o té bao gan. Do vay, MDA va GSH la nhitng chi s6 dé danh gia tac dung bao vé
gan cua thUOc thir [8]. Két qua nghién ctru cho thay, & 16 ching bénh 1y, paracetamol da gay
suy gan cip khi lam ting hoat tinh céc enzym gan (AST va ALT) trong huyét twong, 1am
tang ham lugng MDA gan va lam giam ham lugng GSH gan khi so sanh vei 16 sinh ly. Do
vay, md hinh gay ton thuong gan cip bang paracetamol da thanh cong.

Silymarin la mot flavonoid thuc vat hién dién trong Ké sira (Silybum marianum).
Silymarin 1a mot hdn hop cac flavolignan, trong d6 chiém phan l6n 1a silybin (50 — 70%),
silydianin va silychristin [9]. Do hoat tinh bao vé gan va co ché tac dong da duoc biét rd,
silymarin thuong dugc lwa chon 1 chat déi chimg dwong trong nhiéu nghién ctru danh gia
tac dung bao vé gan cua cac duoc liéu [9]. Trong nghién ctru nay, silymarin dugc stir dung
1am d4i chimg duong, & 16 d6i chimg duong so véi 16 ching bénh ly c6 su giam rd rét hoat
tinh cac enzym gan (AST va ALT), lam giam ham lugng MDA gan, phuc hdi ham lugng
GSH gan va cai thién muic d6 ton thuong gan trén ca hinh thai dai thé va vi thé.

Cao chuan hoa nam Van Chi d6 dugc chiét xuat ¢6 chira cac hop chat nhém phenolic.
Hop chat nhém phenolic 1a hop chit chuyén hoa thir cap c6 trong céc loai nim, ¢6 tac dung
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tich cuc ddi véi stc khoe con ngudi do hoat tinh chéng oxy hoa, bao vé gan [10]. Két qua
nghién ctru cho thay, cao chuan hda nam Van Chi do ¢ cac liéu thir (250 mg/Kg, 500 mg/Kg
va 1000 mg/Kg) c6 tac dung tét 1am giam ton thuong té bao gan thé hién qua lam giam hoat
tinh cac enzym gan AST, ALT trong huyét trong. Tuy nhién, tac dung chéng oxy héa cua
cao chuan hda nam Van Chi do thé hién tac dung tét & 2 liéu 500 mg/Kg va 1000 mg/Kg
qua giam ham lugng MDA gan va phuc hdi ham luong GSH gan.

Gan 1a noi thuong xuyén xay ra su trao ddi chat, do d6 co quan nay dé dang bj anh
huéng boi cac tac nhan doc hai. Dé danh gia tac dung cua thudc Ién chirc nang gan, ngoai
dinh luong cac yéu td lién quan trong mau thi mé bénh hoc (dai thé va vi thé) gan 1a nhiing
danh gia can thiét va quan trong. Két qua nghién ciru cho thiy, cao chuan héa nim Van Chi
d6 & ca 3 liéu déu gidp cai thién mirc do ton thuong gan trén ca dai thé va vi thé so vai 16
chang bénh ly. Tuy nhién, & liéu 500 mg/Kg va 1000 mg/Kg c6 tac dung cai thién mirc do
t6n thuong gan tét hon so véi liéu 250 mg/Kg.

V. KET LUAN

Cao chuan héa chira nhém phenolic tir nAm Van Chi dé & ca 2 liéu 500 mg/Kg va
1000 mg/Kg co tac dung bao vé gan theo huéng chéng tén thuong oxy héa trén mé hinh
gay ton thuong gan cap ¢ chudt nhét tring bang paracetamol va c6 tac dung cai thién ton
thwong giai phau bénh gan chuot.
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