TAP CHIi NGHIEN CPU Y HOC
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“Hoc vién Y Duoc hoc cé truyén Viét Nam

Gan la b6 phén quan trong, dam nhan nhiéu vai tro trong co thé. Cac bénh ly gan cé thé la hdu qua ctia nhiéu
nguyén nhén. Nghién ctwu tién hanh nham dénh gié tac dung bao vé gan cta dich chiét nuéc cdy Dén toong qua
dai (DTQD - Gomphogyne bonii Gagnep.) trén déng vét thurc nghiém. Chudt nhét trdng ching Swiss duoc chia
thanh céc 16 dé uéng mau thir hodc nuéc cét lién tuc trong 10 ngay. Bén ngay thir 10, sau khi uéng mau thir 2h,
tién hanh gay tén thuong té bao gan bang paracetamol liéu 400 mg/kg. Céc chi sé xét nghiém duoc danh gié gém
trong lrong gan, hoat dé AST, ALT va danh gia dai thé, vi thé gan chudt. Két qua nghién ctru cho thady DTQD liéu
4 g/kg/ngay va lidu 12 g/kg/ngay lam gidm hoat d6 AST, ALT so véi mé 16 hinh. Cé 2 mirc liéu déu lam gidm trong
luong gan va cai thién tén thuong trén daithé va vithé so véilé mé hinh. DTQD liéu thap 4 g/kg/ngay cé tac dung tot
hon liéu 12 g/kg/ngay. Nhw vay, DTQD thé hién tac dung bao vé trén mé hinh gay viém gan cép bang paracetamol.

Tir khéa: Dén Toong qua dai, bao vé gan, paracetamol, dong vat thwe nghiém.

. DAT VAN BE

Theo théng ké cta T chirc Y t& Thé gioi,
bénh gan gay ra hon hai triéu ca t&r vong hang
nam bao gdm do cac nguyén nhan nhu xo gan,
viém gan virus va ung thw gan. Ty Ié tlr vong
do bénh Iy gan chiém 4% tbng sé ca trén toan
thé gi¢i." Nguyén nhan gay bénh gan co thé
lién quan dén ca cac réi loan chuyén héa nhuw
khang insulin, béo phi, réi loan lipid mau hodc
cac tac nhan ngoai sinh nhw thubc, ruou...23
Theo théng ké cia Td chic Y t& Thé gidi
(WHO), khoéng 60 - 90% dan sé tai cac nuwéc
dang phat trién st dung y hoc cb truyén dé dap
&ng nhu cau chadm séc strc khde ban dau.* Xu
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hwéng ap dung y hoc cé truyén trong hé tro
va didu tri bénh da thuc day cac nha khoa hoc
tién hanh nhiéu nghién ciru vé cac loai duwgc
liéu va cac hop chét chiét xuat tir thién nhién,
nham danh gia tiém nang sinh hoc va cac hoat
tinh dwoc ly khac nhau... Viéc nghién clru va
phat trién cac thubc bdo vé gan tir ngudn gbc
duwoc liéu la rat can thiét nhdm giam thiéu cac
tac dung khéng mong muédn cla céac thubc héa
duoc, dong thei tao ra sy da dang lwa chon cac
thudc hd tro bao vé gan tir ngudn duoc liéu sén
co tai Viét Nam.

Viét Nam nam trong vung khi hau nhiét doi
gi6 mua &m, hé thuc vat va dong vat vo cuing
phong pht va da dang. Van dé lam phong phu
thém cac ngudn thubc cla Viét Nam va nghién
ctu st dung cac thubc c6 ngudn gbe duoc liéu
co tac dung tét diéu trj bénh dac biét la bénh ly
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man tinh, 1& mdi quan tdm hang dau cla cac
nha khoa hoc. Dén todng qua dai (DTQD) c6
tén khoa hoc la Gomphogyne bonii Gagnep.,
thudc ho Bau bi (Cucurbitaceae), 14n dau tién
duwoc tim ra & cac tinh ving nui phia Béc, Viét
Nam véi cac tén goi khac nhau nhw DAu thw,
Day gom. Trong dan gian, cdng ddng nguoi
Tay & khu vic huyén Trung Khanh (tinh Cao
Bang) thworng dung bd phan trén mat dat cla
cay nay udng dung dé giai doc gan, didu tri dai
thao dwdng, béo phi...>¢ Nndm cung cap bang
chirng khoa hoc vé tac dung chinh ctia DTQD,
nghién cru dwoc thwe hién nham danh gia tac
dung bao vé gan cla cay Dén toong qua dai
(Gomphogyne bonii Ganep.) trén chudt nhét
trdng gay tdn thwong gan bang paracetamol.

Il. DOI TWONG VA PHUONG PHAP
1. Péi twong

Chat liéu nghién ctru

Phan trén mat dat clia cay Dén toong qua dai
(DTQAD) dwogc thu hai tai huyén Trung Khanh,
tinh Cao Bang thang 10/2018. MAau nghién
ctru da duwoc phong tai nguyén Vién Duoc liéu
xac dinh tén khoa hoc la Gomphogyne bonii
Gagnep., thuéc ho Bi (Cucurbitaceae), thanh
phan héa hoc da dwoc Nguyén Duy Thuan va
cong s xac dinh.”

Toan cay DTQD thu hai vé dwoc cét thanh
nhi*rng doan nhé dai 2 - 3cm, phoi khé & nhiét
dd 50°C, bdo quan dén khi s dung.

Chuén bi mau nghién ctru: 1kg DTQD (da
tinh do am cla dwoc liéu) dwoc chiét voi 3L
dung méi nwéc & nhiét do soi trong 1h, loc Iéy
dich chiét nwéc va 13p lai thém 2 1an. Gop cac
dich chiét nwéc, co trén ndi cach thay va diéu
chinh d@é thu dworc 1000mL dich chiét (1mL dich
chiét twong dwong 1g dwoc liéu); day 1a mau
thubc dé danh gia tac dung bao vé gan.

Hod chéat va dung cu nghién ciru

Silymarin vién nang 70mg do Cbéng ty

STADA-VN san xuét.

Paracetamol vién nén sui bot 500mg (biét
dwoc Efferalgan), do céng ty Sanofi-Aventis
san xuét.

Dung dich CMC 0,5% (dung mdi pha
silymarin).

Kit dinh lwong cac enzym va chét chuyén
hoéa trong mau: ALT (alanin aminotransferase),
AST (aspartat aminotransferase) clia hang
Erba (Bwc).

Cac hda chét xét nghiém va lam tiéu ban moé
bénh hoc dat tiéu chuan sinh hoc.

May moéc phuc vu nghién ciru

May xét nghiém sinh héa ban tw déng Erba
Chem 5 V3 clia Buc.

May li tam lanh EBA 20 (héng Hettich, Durc,
sb may 20).

Can ky thuat LX 2200C (héng Precisa, Thuy
Si, s6 may 7200474).

Can phan tich LX 220A (hang Precisa, Thuy
Si, s6 may 7000480).

Doéng vt thuwc nghiém

Chudt nhét trdng ching Swiss, khoé manh
trong lwong trung binh 20 £ 2g do Vién Vé
sinh Dich t& trung wong cép. Chubt dwoc nudi
trong diéu kién phong thi nghiém 7 ngay truwéc
khi tién hanh nghién ctru diéu kién phong thi
nghiém vé&i day da thire &n va nwéc udng tai Bo
mon Duwoc ly - Trwdng Pai hoc Y Ha Noi.

2. Phwong phap

Chuét nhét trdng, dwoc chia ngau nhién
thanh 516, méi 16 10 con. Nghién ctru duoc tién
hanh dwa theo phwong phap danh gia tac dung
bao vé gan cap tinh.&1°

-L6 1 (ching sinh hoc): uéng dung méi 0,2
mL/10 g.

- L6 2 (mé hinh): ubdng dung méi 0,2 mL/10g
+ paracetamol 400 mg/kg.

-L6 3 (ching dwong): ubng silymarin 140
mg/kg + paracetamol 400 mg/kg.

-L6 4: ubng DTQD liéu thdp 4 g/kg +
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paracetamol 400 mg/kg.

-L6 5: ubng DTQD liéu cao 12 g/kg +
paracetamol 400 mg/kg.

Chuét dwoc cho ubng mau thér hodc dung
moi vao cac budi sang trong 10 ngay. Dén ngay
the 10, sau khi udng mau thir 3 gi®r (chuét duoc
nhin doi 16 - 18 gid trwdc d6), tién hanh gay ton
thwong té bao gan bang cach cho chudt tir 16 2
dén 16 5 ubng paracetamol liéu 400 mg/kg. Sau
48 gid gay doc bang paracetamol, thu thap cac
mau nghién clru dé& danh gia cac chi sé:

L4y mau dong mach canh chudt dé do hoat
dd enzym AST, ALT.

L4y gan: Can trong lwong gan va danh gia
dai thé.

DPanh gid md bénh hoc gan cta 30% sb
chudt mbi 16.

Phwong phép xtr ly sé liéu

Sé liéu dwoc nhap va x ly bang phuong
phap va thuat toan théng ké y sinh hoc trén
phan mém Microsoft office Excel 2013. S liéu
duoc biéu dién dwéi dang X = SD. Kiém dinh
cac gia tri bdng t-test Student hoac test truwéc-
sau (Avant — Apres). Sy khac biét c6 y nghia
théng ké khi p < 0,05.

- Khac biét so v&i 16 chirng sinh hoc: *p <
0,05, **p < 0,01, **p < 0,001.

- Khac biét so v&i 6 mé hinh: *p < 0,05, *'p
<0,01, **p <0,001.

ll. KET QUA

1. Anh hwéng cia DTQD dén sw thay doi
trong lwong gan chuot

Bang 1. Anh hwéng ctia Dén todong qua dai Ién trong lwong gan chuot

L6 nghién clru

Trong Iwong gan

p so v&i nhém udng

(n=10) (X £ SD, g/10g thé trong) silymarin
L& 1: Chirng sinh hoc 0,503 £ 0,126
L6 2: M6 hinh 0,641 £ 0,135"
L6 3: Chirng dwong (Silymarin 140mg/kg) 0,665 + 0,086
L6 4: DTQD liéu 4g/kg/ngay 0,533 + 0,050* < 0,01
L6 5: DTQD liéu 12g/kg/ngay 0,606 + 0,149 > 0,05

*p < 0,05 so vdi 16 chieng sinh hoc; *p < 0,05 so v&i 16 mé hinh

Két qua bang 1 cho thay: trong lvong gan
chudt & 16 mé hinh (chi ubng paracetamol 400
mg/kg) tang cao rd rét so v&i 16 chirng sinh hoc
(16 1) (p < 0,05).

Trong lwong gan chudt & cac 16 ubng DTQD
gidm so v&i 16 md hinh, mirc giam cé y nghia
thdng ké duwoc quan sat thdy & 16 ubng DTQD
lidu 4 g/kg/ngay (p < 0,05). DTQD liéu 4 g/kg/
ngay lam gidm trong lwgng gan chudt cé y nghia
théng ké so véi 16 udng silymarin (p < 0,01).

2. Anh hwéng cia DTQD dén sy thay dobi
dén hoat dd AST, ALT trong mau chuét

Hoat d0 AST va ALT cula 16 mo hinh tdng cao

rd rét so v&i 16 chirng sinh hoc, sy khac biét co
y nghia théng ké v&i p < 0,001.

Silymarin liéu 140 mg/kg/ngay cé tac dung
lam gidm rd rét hoat d6 AST va ALT so v&i 16 mo
hinh (p < 0,001).

Hoat d& AST va ALT & céac 16 udng DTQD
déu gidm rd rét so vai 16 mé hinh (p < 0,001).
DTQD liéu 4 g/kg thé hién tac dung lam gidm
hoat d§ AST tét hon DTQD 12g/kg (p < 0,001)
va twong dwong véi silymarin liéu 140 mg/kg
(p > 0,05).

Khong cé sw khac biét vé& hoat dd ALT khi
so sanh gitra 2 16 ubng DTQD. Tuy nhién, khi
so sanh vé&i 16 ubng silymarin liéu 140 mg/kg,
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- TAP CHi NGHIEN CUU Y HOC
DTQD liéu 4g/kg thé hién hiéu qua ha ALT 129 /kg thé hién hiéu qua ha ALT chwa tbt bang
twong dwong (p > 0,05), trong khi d6 DTQD liéu thudc dbi chirng silymarin (p < 0,01).

Bang 2. Anh hwéng cia Dén toong qua dai dén hoat dé AST, ALT trong mau chudt

L6 nghién ctru AST (UIIL) ALT (UI/L)
(n=10) (x £ SD) (x £ SD)

L6 1: Chng sinh hoc 92,92 + 12,53 45,00 £ 7,35
L6 2: M6 hinh 641,80 + 145,53*** 402,50 + 85,05***
L6 3: Chirng dwong (silymarin 140mg/kg) 222,56 + 77,00* 124,78 + 15,09***
L6 4: DTQD liéu 4 g/kg/ngay 184,25 + 44,83 134,50 + 33,92
p sov&ild 3 > 0,05 > 0,05

L6 5: DTQD liéu 12 g/kg/ngay 276,83 £ 69,79 157,92 £ 24,74
p sov&ild 3 > 0,05 <0,01

p so v&ilo 4 <0,05 > 0,05

*kk,

P < 0,001 so vai I6 chieng sinh hoc  ***p < 0,001 so v&i 16 md hinh

Hinh anh dai thé va vi thé gan chuét sau 10 ngay uéng thuéc

L6 1: Chirng sinh hoc

G enre s RN A

L6 4: DTQD 4 g/kg/ngay L6 5: DTQD 12 g/kg/ngay

Hinh 1. Hinh anh dai thé va vi thé gan chuét sau 10 ngay udng thuéc
(HE x 400: Nhuém Hematoxylin - Eosin, do phéng dai 400 Ian)
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Quan sét hinh &nh dai thé cho thdy gan 16
ching sinh hoc c6 mau sac dé tuoi, bé mat
chac; & 16 mé hinh gan mau nhat, mat dé gan
khoéng chac, mat do 16ng 18o, bé mat khong
nh&n min. Gan & cac 16 uéng silymarin va
DTQD mau dd, sung huyét nhe, khéng nhin
ré diém tén thwong. Gan & 16 ubng DTQD liéu
thap 4 g/kg quan sat thdy mau séc gan dd tuoi,
mat dd chéc hon so véi 16 ubng DTQD 12 g/kg.

Trén hinh anh vi thé cho thay, 16 chirng sinh
hoc 3/3 mau gan c6 hinh anh t& bao gan binh
thwong, & 16 méd hinh 2/3 mau bénh pham cé
hinh &nh cac vung t& bao gan thoai héa, hoai tir
chay mau, rat nhiéu té bao viém, 1/3 mau bénh
phdm cé it t& bao gan thoai héa héc, nhiéu té
bao viem. O’ 16 ubng DTQD liéu thdp, 1/3 mau
bénh phdm c6 hinh anh t& bao gan thoai hoa
nhe, it t& bao viém, 1/3 mau bénh pham cé hinh
anh vung t& bao gan thoai héa héc, nhiéu 6 té
bao viém va chat hoai t&r. 1/3 mau bénh pham
¢6 hinh anh té bao gan binh thueéng. L6 ubng
DTQD liéu cao, 1/3 mau bénh pham cé hinh
anh t& bao gan binh thwong, kha nhiéu té bao
viém; 1/3 m&u bénh pham cé hinh anh té bao
gan nhiéu ving thoai héa héc, rat nhiéu té bao
viém, c6 vung hoai t&r chdy mau. 1/3 mau bénh
pham c6 hinh &nh it viing té bao gan thoai hda,
nhiéu 6 té bao viém.

IV. BAN LUAN

Dé danh gia kha néng béo vé gan trwdc cac
tac nhan nhw rwou, virus, thubc hay héa chat
can phai xay dwng dwoc cac mé hinh viém gan
thwe nghiém. Viém gan do virus la nguyén nhan
phd bién & Viét Nam va nhiéu nuwéc, nhung
chwa c6 mé hinh thyrc nghiém an toan phu hop.
Trong nghién ctru nay, chung té6i chon mé hinh
gay viém gan bang paracetamol (PAR) liéu cao.
PAR la thubc ha sét, gidm dau phd bién, d& mua,
it tac dung khéng mong muédn, nén tinh trang
lam dung dan dén tén thwong gan kha thwdng
gép.8 PAR gay doc gan théng qua chuyén hoa

b&i hé CYP, tao ra NAPQI, mot chat gay doc té
bao gan va lam can kiét glutathion (GSH). O
lidu diéu tri, NAPQI dwoc GSH khir doc; nhung
khi dung liéu > 10 g/ngay, sau khoang 24 gio,
lwong GSH khong dd, NAPQI duv thira gay
peroxy hoa lipid mang té bao va dan dén viém,
hoai t&r gan. Mtrc do ton thwong phu thudc lidu
va dwdng dung, liéu cang cao ton thuwong cang
nang, tham chi gay t&r vong. PAR ciing c6 thé
gay dbéc gan qua cac co chu cang."

Nghién ctru bao vé gan trén thwc nghiém
gitip danh gia kha ning han ché s tén thuwong
gan khi bj cac tac nhan cé hai nhw thubc, hoa
chét, rwou... tAn cong. Hoat dd AST va ALT la
mot trong cac chi sb quan trong dé danh gia
murc do tdn thwong té bao gan, do d6 dé khang
dinh tac dung bao vé gan ctia mau thir cAn danh
gia hoat d AST va ALT trong huyét thanh chuét
sau khi gay ton thuwong bang PAR 400 mg/kg.

Két qua bang 2 cho thay: véi liéu PAR
400mg/kg, duwong ubng da lam tang cao hoat
dd AST va ALT so vai 16 chirng sinh hoc, AST
tang tv 92,92 UI/L & 16 chirng sinh hoc 1én dén
641,80 UI/L & 16 mé hinh; ALT tang tw 45,0 UI/L
& 16 chirng sinh hoc 1én 402,5 UI/L & |6 md hinh,
sw khac biét co y nghia théng ké (p < 0,001).
Diéu d6 chirng td PAR da gay ton thuwong té
bao gan, lam giai phéng enzym vao trong mau.
O 16 chudt dwoc ubng DTQD & ca 2 muc lidu
déu 1am gidm rd rét hoat dd AST va ALT so v&i
16 md hinh, trong d6 chuét & 16 ubng DTQD liéu
thap (4 g/kg/ngay) tac dung lam gidm hoat dé
AST va ALT twong dwong véi thude dbi chirng
silymarin, mét thubéc bao vé gan da dwoc chirng
minh tac dung. O 16 DTQD li&u thap, AST giam
71,3%, ALT gidm 66,6% va 16 ubng DTQD liéu
cao AST gidm 56,9% va ALT gidm 60,8% so v&i
6 mé hinh. Trong lwgng gan cla chuét & cac
16 ubng DTQD déu cé xu hwdng gidm so véi 16
mo hinh, mirc gidm cé y nghia théng ké dwoc
quan sat thay & 16 ubng DTQD liéu 4 g/kg/ngay
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(p < 0,01). Tac dung lam gidm hoat dé AST va
ALT ciia DTQD liéu 4 g/kg thé hién tét hon liéu
12 g/kg, sw khac biét cé y nghia théng ké & liéu
4 g/kg (p < 0,01). Két qua sinh héa twong déng
v&i hinh anh dai thé va vi thé gan & 16 ubng
DTQD liéu thap 4 g/kg co6 s cai thién hon so
v&i 16 ubng DTQD liéu cao 12 g/kg. So sanh véi
tac dung bao vé gan cla 1 sb dwoc liéu khac
nhw ndm Hdng chi Da Lat chiing DL1 liéu 6 g/
kg c6 tac dung bao vé gan trén mé hinh gay déc
béng paracetamol & chudt nhét trang, thé hién
qua viéc lam giam hoat d6 AST, ALT trong huyét
thanh (23,4% va 20,9% so v&i |16 md hinh, tac
dung twong dwong silymarin 140mg/kg), giam
tdn thwong mé bénh hoc gan.'™ Trong nghién
ctu ctia Hoang Thai Hoa Cwong ndm 2009, ré
cay Ma Man liéu 0,033 g/kg lam gidm hoat do
AST va ALT twong tng 57,7% va 71,1 % so voi
[6 m6 hinh.™

Két qua cta Nguy&n Thi Nga va cdng sw
nam 2011 ciing cho thdy tac dung chdng oxy
héa va bao vé gan clia cac ché pham tir cay
dau giun trén mé hinh gay tdn thwong gan
chuét nhat trdng bang paracetamol.™ Két qua
cho thay, DTQD lam giam dang ké hoat d5 AST
va ALT khi so sanh v&i mot sé duoc liéu khac.

Tai Viét Nam co6 loai Gomphogyne bonii
Ganep. v&i tén goi la Dén todong qua dai, phan
bd & cac tinh vung nui phia Bac. Theo Nguyén
Duy Thuan va coéng sw, nghién clru vé thuc
vat va thanh phan héa hoc ciia DTQD dé dinh
tinh va xac dinh trong bd phan trén méat dat
cé chra cac nhém chét: saponin, flavonoid,
polyphenol, sterol. Ham Iwgng polyphenol
tdng c6 trong bo phan trén méat dat cia cay
DTQD la 43,83%. Ham Iwgng saponin toan
phan trong trong bd phan trén mat dat cla
cay Dén tong qua dai 1a 1,45%. Cac flavonoid
nhv quercetin-3-O-(2",6"-di-a-L-rhamnosyl)-
B-D-galactopyranosid( 1),quercetin-3-O-
(2",6"-di-a-L-rhamnosyl)-B-D-glucopyranosid,
quercetin-3-0O-(2"-a-L-hamnosyl)-B-D-

galactopyranosid,quercetin-3-O-(2"-a-L-
rhamnosyl)-B-D-lucopyranosid c6 tac dung
béo vé té bao chdng lai sy oxy hoa. Bén canh
do, cac saponin (Gypenosid) da dwoc nghién
clu trén chudt nhat trdng gay tén thwong gan
cho thay lam gidm dang ké& hoat dd AST va
ALT ddng thdi han ché sw tién trién tén thwong
gan nhiém mé.”

V. KET LUAN

Chuét nhét trdng uéng Dén toodng qué dai
lidu 4 g/kg/ngay va liéu 12 g/kg/ngay cé tac
dung bdo vé gan trén md hinh gay doc bang
paracetamol thé hién qua viéc lam giam hoat do
AST, ALT trong huyét thanh; cai thién hinh anh
dai thé va vi thé gan. Tac dung bao vé gan cta
liéu 4 g/kg/ngay la twong dwong véi silymarin
140mg/kg va tét hon liéu 12 g/kg.
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Summary

STUDY ON HEPATOPROTECTIVE EFFECTS OF GOMPHOGYNE
BONII GAGNEP. EXTRACT ON EXPERIMENTAL ANIMAL

The liver is a vital organ which performs numerous essential roles in the body. Liver diseases can
result from a variety of causes. This study evaluated the hepatoprotective effect of Gomphogyne
bonii Gagnep. (DTQD) on experimental animal. Swiss mice were divided into five groups. The
animals were administered for ten consecutive days with DTQD (4 g/kg/day and 12 g/kg/day),
silymarin (140 mg/kg), and CMC 0,5% solution. On the 10th day, after 2 hours of administration
of DTQD (4 g/kg/day and 12 g/kg/day), liver cell damage was initiated by paracetamol at 400
mg/kg. The evaluated indicators included liver weight, AST and ALT levels, as well as gross and
microscopic evaluation of the mice's liver tissue. The results showed that both doses of DTQD (4
g/kg/day and 12 g/kg/day) significantly reduced AST and ALT activities compared with the model
group. Both doses decreased liver weight and improved gross and histological liver parameters.
Notably, the 4 g/kg/day dose exhibited greater efficacy than the 12 g/kg/day dose. In conclusion,
DTQD demonstrated a protective effect in the paraceramol-induced acute hepatitis in Swiss mice.

Keywords: Gomphogyne bonii Ganep., hepatoprotective activity, paracetamol, experimental
animal.
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