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Xac dinh déc tinh cap va tac dung bao vé té bao
gan cua vién nén binh can NK trén thuc nghiém

DETERMINE ACUTE TOXICITY AND EVALUATE THE
HEPATOPROTECTIVE EFFECT OF BINH CAN NKTABLETS ON EXPERIMENT

Pham Thi Thanh, Pham Thanh Tung, Nguyén Thi Lan, Pham Quéc Binh, Nguyén Thj Van Anh

Hoc vién Y Duoc hoc c8 truyén Viét Nam

TOM TAT

Muyc tiéu: Xdc dinh déc tinh cdp va ddnh gid tdc dung bdo vé gan ciia vién nén Binh Can NK trén thuc
nghiém.

Déi tugng, phuong phdp nghién citu: Xdc dinh doc tinh cdp bang duong udngva ddnh gid tdc dung bdo vé
gan trén chudt nhdt tring chiing Swiss theo mé hinh gdy ton thuong gan chudt thuc nghiém bing Paracetamol;
Thudc tham chiéu la Silymarin.

Két qud: Vién nén Binh Can NK liéu 13,10mg/kg/24h c6 tdc dung dung lam gidm alanine transaminase
(ALT); Binh Can NK liéu 39,30mg/kg/24h lam gidm hoat d¢ enzym aspartate transaminase (AST), alanine
transaminase (ALT). Tdc dung nay tuong duong tdc dung ciia Silymarin; két qud phdn tich dai thé va vi thé gan
chudt cho thdy vién nén Binh Can NK va silymarin c6 tdc dung gidm ton thuong gan.

Tii khéa: Binh Can NK; Paracetamol; Tic dung bdo vé gan; Ton thuong gan; Chudt nhdt tring.

SUMMARY
Objectives: Identify acute toxicity and evaluate on hepatoprotective effects of Binh Can NK tablets.
Subjects and methods: Determination of oral toxicity and protective effect enhancing hepatic function in Swiss
mice following the model of experimental mice’s liver damage with Paracetamol. The comparator is Silymarin.
Results: Binh Can NK tablets with dose of 13.10mg/kg/24h have the effect of reducing alanine transaminase
(ALT); Can NK dose 39.30mg/kg/24h reduces the activity of enzymes aspartate transaminase (AST), alanine
transaminase (ALT). The results of macroscopic and microscopic analysis of rat liver showed that Binh Can NK
tablets and silymarin have the effect of reducing liver damage.
Keywords: Binh Can NK, Paracetamol, Hepatoprotective effect; Liver damage; White mice.

BI\T VAN BE chit. Gan la co quan chuyén héa bién déi cac chat

Gan la tang 16n cta co thé, ddm nhiém nhiéu  ddc ndi hodc ngoai sinh thanh cic chit khong doc
chiic ning quan trong va phuic tap, dong vai tro quan  dé dao thai ra ngoai. Khi gan bi tén thuong, bénh Iy
trong trong qud trinh khir doc va chuyén hod cic  ctia gan thudng ning va anh huéng dén hoat dong

Ngay nhan bai: 10/9/2021
Ngay phdn bién: 14/9/2021
Ngay chdp nhan ddng: 30/9/2021
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chiic nang ctia nhiéu co quan trong co thé.

O Viét Nam, bénh ly gan mat la mot trong
nhiting nhém bénh phé bién, chiém 29,9% tdng
s6 cac bénh Iy lam sang, trong d6 thuong gap nhat
14 viém gan do virus (VGVR) chiém 16,7%. Hoic
viém gan do nhiém doc thudc hoac hoéa chit ngay
mot gia tang.

Trén thuc t€ da c6 mot s6 thudc bao vé gan c6
tic dung tuong déi tot dugc dung trong diéu tri
trong l4m sang nhu Sylimarin, biphenyl dimethyl
dicarbonxylat (Fortex... ) nhung cht yéula cic san
phdm nhép ngoai, gid thanh cao khong phu hop
v6i diéu kién kinh té ctia da s6 ngusi bénh khi phai
diéu tri lau dai. Trong khi d6 & nudc ta, nhiéu vi
thudc cé nguon géc tir dugc liéu co téc dung nhudn
gan, loi mat da dugc st dung tir 1au nhung it dugc
nghién ctiu mot cich c6 hé thong dé€ chiing minh,
khang dinh tic dung cta chung.

“Binh Can hoang” 1a bai thuéc nghiém phuong
ctia Luong y Nguyén Kiéu da dugc s dung luu
truyén trong nhan dan c6 tic dung cai thién tot
chtic niang gan, nhung chua dugc chiing minh trén
co sd khoa hoc. Vi vdy viéc nghién ctiu khing dinh
téc dung bao vé té bao gan cta bai thudc dugc bao
ché duéi dang vién nén la hét siic can thiét.

CHAT LIEU, BOI TUONG VA PHUONG PHAP
NGHIEN CUU
Chit liéu nghién ciiu

vién nén Binh Can NK véi thanh phan: Nhan
tran, Hoang ba nam, Co6 xuéc, Cam thdo nam, Céi
xay, La chanh, L4 gai va ta dugc vira da 1200mg.
Liéu dung 6 vién/24h/ 2 1an.
D oi tugng nghién ctiu

Chuoét nhit tring chting Swiss, thuin chung, ca
hai giéng, ning 20 + 2 gam, s6 lugng 100 con do
Vién V& sinh dich té trung vong cung cip. Pong vat
dugc nuoi trong diéu kién ddy du thitc dn va nudc

udng tai phong thi nghiém ti 7 - 10 ngay trudc khi
nghién cttu va trong su6t thoi gian nghién ctiu
Cachéa chit st dung trong nghién ciiu

Héa chit gdy t6n thuong té bao gan: Parateamol.

Thudc ching duong: Silymarin, dang vién nén,
ham lugng 70mg ctia hang,

Kit dinh lugng cic enzym va chat chuyén héa
trong mdu.

Cac hoa chat xét nghiém va lam tiéu ban moé
bénh hoc.

Phuong phap nghién ciiu

* Nghién citu doc tinh cdp cia vién nén Binh can
NK trén chudt nhdit tring bdng duong udng theo
hudng dan cia By Y t& Viét Nam, tién hanh theo
phuong phdp Litchfield- Wincoxon.

Vién nén Binh Can NK dugc san xuit tai vién
nghién ctu Y Dugc ¢6 truyén Tué Tinh dugc
nghién trong c6i st pha thanh hén dich. Déy la
hén dich ddm dic nhat c¢6 thé cho chudt nhit
tring uéng bing kim chuyén dung. Hén dich
dam dac nay dung dé nghién ctiu doc tinh cdp va
xac dinh LDSO0 cuaa vién nén Binh Can NK trén
thyc nghiém.

Trudc khi tién hanh thi nghiém, cho chuét nhin
an qua dém.

Chuot dugc chia thanh 5 16 khic nhau, méi 16
10 con.

Sau 12 gi¢ nhin an, chuét dugc udng thudc
cudng bic, thudc thit duge dua thing vao da day
chuét bang kim cong dau tu.

Cho chuétuénghén dich véi thé tich 0,25ml/10g
thé trong/14n nhung véi cic liéu tang dan, t6i da 3
14n/24 git, méilan uéng cach nhau 3 gio. Tim liéu
cao nhdt khong gy chét chudt, liéu thdp nhit gay
chét 100% s6 chudt va cic liéu trung gian.

*Nghién ciiu tdc dung bdo vé chiic ndang gan ciia
vién nén Binh Can NK trén thyc nghiém

Nghién ctiu tac dung bao vé té bao gan ctia vién

12 | TAP CHIY DUOC CO TRUYEN VIET NAM



nén Binh Can NK dugc thyc hién trén chu6t nhit
tring gy t6n thuong té bao gan bing paracetamol

Chuoét nhat trang dugc chia ngau nhién thanh §
16, m&i 16 10 con.

-L6 1 (16 ching sinh hoc): Usng d4u olive véi
thé tich 0,2 ml/10g

- L6 2 (16 mo hinh): Usng d4u olive + udng
paracetamol 400mg/kg (0,2ml/ IOg)

- L6 3 (16 udng silymarin): Udng silymarin liéu
70 mg/kg/ngay + udng paracetamol 0,2ml/10g

- Lo 4 (16 uéng BCNK liéu 1): Uéng Binh
Can NK liéu 13,10g dugc liéu /kg/24h + udng
paracetamol 0,2ml/10g (litu co tic dung tuong
duong trén ngudi, tinh theo hé s6 ngoai suy cta
chuét nhit tring 12 12).

-L6 5 (16 usng BCNK liéu 2): uéng Binh Can

Bdng 1. Bang mé td ddnh gid vi thé gan chudt

Y,

NK liéu 39,30g dugc liéu /kg/24h + paracetamol
0,2ml/10g (liéu gip 3 liéulam sang, tinh theo hé s6
ngoai suy ctia chudt nhit trang 1a 12).

Chuét dugc udng dau olive hoic cac thudc thu
lién tuc trong 8 ngay. Ngay thit 8, sau uéng thuéc
1 gid, chuodt dugc nhin déi 16 - 18 gid trude do,
gdy ton thuong gan & cic 16 tir16 2 dén 16 5 bang
udng paracetamol liéu 400mg/kg, véi thé tich
0,2ml/10g, 48 gi¢ sau giy doc bing paracetamol,
ldy mau dong mach canh cta chuét dé xic dinh
hoat d6 AST, ALT, dong thdi ldy gan dé lam tiéu
ban md bénh hoc.

Cdc chi tiéu theo dai:

Dbanh gia muic d6 t6én tuong gan: Xdc dinh hoat
d6 AST, ALT.

Danh gia dai thé, vi thé gan chudt

Diém Mo ta

0(-) Gan binh thuong

1(+)

hoai ti

Ton thuong t6i thiéu - miic d6 nhe, khu tru, gidi han 6 ving trung tim tiéu thuy, va dudi 4 tiéu thuy gan bi

Tén thuong mic d nhe - trung binh, khu trid hoac lan toa nhiéu 6, hoai ti tii viing trung tim dén khoing

2 (++) o o
ctia chiém Y4 tiéu thuy gan
3(s40) Tén thuong muic do trung binh — nang, lan toéa nhiéu 6, tli viing trung taim dén khoang ctia, hoai tir chiém
4+
trén %2 nhung duéi % tiéu thiy gan
4 (++++) | Ton thuong mtc d6 ning, lan toa nhiéu 6, hoai tu trén % tiéu thiry gan
5( ) Tén thuong muic d6 rit nang, hoai ti toan bo tiéu thuy gan tir tinh mach trung tim tiéu thuy dén khoang
o+
ctia, lan rong cic tiéu thuy lan can
" 2 - Y ~
KET QUA VA BAN LUAN

Két qua doc tinh cap cta vién nén Binh Can NK

Bdng 2. Két qud doc tinh cdp ciia vién nén Binh Can NK

Lo ) Daiu hiéu bat
n |Liéu(ml/kg) | Liéu(vién/kg) | Liéu(gam dugcli¢u/kg) | Tylé chét (%)
chuot thuong khac
Lol 10 30 12 1092 0 Khong
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Lo2 | 10 45 18 163,8 Khong
Lo3 | 10 60 24 2184 Khong
Lo4 | 10 75 30 273 Khong

Chu¢t nhit tring dugc uéng vién nén BCNK tur
liéu thap nhat dén liéu cao nhét. L6 chuét da udng
dénliéu 0,25 ml/10 g, 314n trong 24 git dung dich
dam dic nhat c6 thé cho uéng dugc. Sau khi uéng
thudc that BCNK, tat ca cac chudt khong c6 hién
tuong gi dic biét: an udng, hoat dong binh thudng,
chuot khong kho thé, khong tiéu chay, khong thay
xudt hién chuét chét trong vong 72 gio tit sau khi
udng thudc thit Binh Can NK. 7 ngay sau khi uéng
thudc thir tat ca cac chudt déu song va khong thay
c6 hién tugng gi bt thuong. Vi khong c6 chuét
chét ¢ 16 c6 néng do cao nhit c6 thé cho chudt
udng nén chua xac dinh dugc LDS50 ctia bai thudce

BCNK trén chut nhit tring theo dudng udng
bang phuong phap Litchfield - Wilcoxon.

Nhu vay cac 16 chudt uéng vién nén BCNK
lieu tr 30 ml/kg (12 vién/kg) tuong duong
109,2gam dugc liéu/kg dén liéu t6i da 75 ml/kg
(30 vién/kg) tuong duong 273gam dugc liéu/
kg ma cac chuét van binh thudng, khong thdy co
chuét nao chét, ching té thuéc “ Binh can NK”
c6 tinh an toan cao trong thi nghiém déc tinh cdp
theo duong udng.

Tac dung bao vé gan ctia vién nén Binh Can NK
Tdc dyng civa vién nén Binh Can NK lén cdc chi so
AST,ALT

Bang 3. Anh hudng ciia vién nén Binh Can NK lén hogt do AST, ALT chudt thi nghi¢m

Lo nghién citu AST (UI/L) p ALT (UI/L) p

Lo 1: chiingsinh ly (1) 211,60+ 57,82 60,27 +12,54

L62: mé hinh (2) 28473+7240 | p, <005 | 23939£12722 | p, <0001
Lo 3: udng silymarin 70mg/kg (3) 198,84+51,19 | p,,<0,01 92,56+32,79 p,,<0,01
Lo 4:uong BCNK liéu 13,10g/kg/24h (4) | 23633+9526 | p,,<0,0S 7521+ 10,67 p,,<0,001
L6 S: uong BCNK liéu 39,30¢/kg/24h (5) | 19494 +43,72 p,,<0,01 61,73+17,90 p,,<0,001

ALT va AST la hai loai enzyme dugc giai phong
khi t6n thuong t€ bao gan. ALT cé chu yéu trong
gan, AST khong chi c6 trong gan ma con ¢6 & co
tim, co van...vi vy néng do ALT dac hiéu cho cac
t6n thuong & gan hon AST.

Trong nghién cdu niy, & 16 mé hinh (giy doc
nhung khong dung thudc), PAR véi liéu 400mg/
kg dung duong uéng trén chudt nhat tring da lam
ting hoat do AST, ALT so véi nhom chiing. Diéu
nay ching t6 PAR da gy t6n thuong té bao gan,
lam giai phong cac enzym vao mau.

Két qua trén cho thdy khi chudt dugc udng

Silymarin 70mg/kg/ngay, uéng Binh Can NK &
ca 2 muc liéu (tuong duong liéu 1am sang va gip 3
lan liéu lam sang), céc chi s6 AST va ALT déu thdp
hon so v6i 16 mé hinh (giy t6n thuong gan bing
PAR, khong dugc st dung hoat chit bao vé), su
khdc biét c6 y nghia thong ké véi p <0,01. Nhu vay,
Silymarin va Binh Can NK & 2 muc liéu déu cho
thdy tac dung bao vé gan. Binh Can NK & ca 2 mtic
liéu déu c6 tac dung bao vé gan tuong tu silymarin
liéu 70 mg/kg/ngay.

Anh huéng ciia vién nén Binh Can NK lén hinh
thdi dai thé gan chuot
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Bdng 4. Ddc diém hinh thdi dai thé ciia gan

Lo thinghiém Hinh thai dai thé gan
L6 1: Chungsinh ly Gan mau do, mat nhan, mat do mém, khong phu né, khong xung huyét.

OV Gan c6 mau bac, xung huyét, bé mat san sui, c6 nhiéu chim xudt huyét. Cac
62: M6 hin
gan c6 mat do ritlong leo

. ) ] Gan mau do, xung huyét nhe, khong nhin 16 diém tén thuong. Mat do gan
L6 3: Uéng symarin 70mg/kg tiongddilongléo,

- Céc gan c6 mau do, mot s6 gan ¢, bé mat san sti, mot s6 gan 6 chim xudt
L6 4: uong BCNK liéu 13,10g/kg/24h ) o .
huyét. Céc gan c6 mit do tuong déilongléo

L5+ uong BONK liéu 39,30g/kg/24h Gan da s6 mau do, bé mat min, mot s6 xung huyét nhe, khong phii né, mat do

gan mém.

Kiém tra dai thé gan gitta cac 16 thi nghiém cho  thdi, bé mat c6 xu hudng nhe hon so véi 16 mo
thdy: c6 sy khdc biét vé hinh anh dai thé caa gan  hinh, dic diém hinh thai gan cta 3 16 nay tuong tu
gitia cic 16. PAR da lam thay d6i cdu tric, hinh thai  nhau. Nhu véy, tdc dung ctia Silimarin va Binh Can
bé mit ctia gan tai 16 moé hinh. Tai cicl6 uéng PAR  NKén gan chudt la tuong duong nhau.
két hop Slimarin 70mg/kg/ngay hoic Binh Can  Anh hudng ciia vién nén Binh Can NK lén cdu triic
NK & ca 2 muc liéu, mic d6 ton thuong vé hinh  vi thé gan chugt

Hinh thdi vi thé gan chuét 16 Hinh thdi vi thé gan chuét Hinh théi vi thé gan chuét
udng Silymarin 16 uéng Binh Can NK 16 u6ng Binh Can NK
liéu 13,10 mg/g/24h liéu 39,30 mg/g/24h

Hinh 2. Hinh dnh tiéu ban vi thé t¢ bao gan chugt
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O lat cit gan chudt binh thuong uéng nudc cit:
t€ bao gan binh thuong, canh khoang ctra té€ bao
gan thodi héa nhe.

O ciclat cit gan chudt usng PAR (16 mo hinh)
c6 sy thay déi cdu tric so v6i gan binh thuong. Tén
thuong muc d¢ ning, lan téa nhiéu 6, hoai ti trén
% tiéu thiry gan.

Tai L6 chuét uéng PAR két hop silymarin tén
thuong gan miic d trung binh - nang, lan toa
nhiéu 6, tif viing trung tim dén khoéng ctia, hoai t
chiém trén Y2 nhung dudi % tiéu thiy gan, chiing
t6 hiéu qua bao vé gan ctia Silymarin.

L6 chuét uéng PAR két hgp Binh Can NK & ca
2 muc liéu 13,10mg/kg/24h va 39,30mg/kg/24
gi® cing lam giam t6n thuong cic té bao gan: tén
thuong muic d6 trung binh — nang, lan toéa nhiéu ¢,

ti viing trung tdm dén khoang ctia, hoai t chiém
trén 12 nhung dudi 3% tiéu thity gan.

Nhu vdy, silymarin va Binh Can NK liéu
13,10mg/kg/24h va liéu 39,30mg/kg/24h déu c6
tic dung bio vé gan thong qua lam gidm mic do
t6n thuong té bao gan khi so sanh v6iléo moé hinh.

KET LUAN

Chua tim thiy LD50 ctia vién nén Binh Can NK
trén chuét nhit tring theo dudng udng. Véiliéu cao
nhit 75 ml/kg (30 vién/kg) tuong duong 273gam
dugc liéu/kg khong xudt hién doc tinh cap.

Binh Can NK ¢6 tic dung bio vé gan thong qua
tic dung lam giam hoat d6 AST, ALT, giam t6n
thuong dai thé va vi thé gan. Tac dung nay tuong
duong téc dung cua Silimarin.
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