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Muc tiéu: Xac dinh dugc doc tinh cép trén chudt nhat tréng va ban truong
dién trén chudt cong tring cia Vién Da day 105. Phwong phdp nghién ciru: Sir
dung phuong phdp Litchfield - Wilcoxon dé d4nh gid doc tinh cdp trén chudt
nhit tring. Ddnh gid doc tinh ban truong dién cta ché phdm theo quy dinh
OECD va B0 Y té Viét Nam trén ddi tuong la chudt céng tréng. Két qua: Voi
lidu cao nhat cho chudt udng 1a 63,33 g/kg/24h chua xdc dinh duge LD50 cia
Vién Da day 105 trén chudt nhit tring. Chudt cong tring udng ché pham lién tuc
trong 28 ngiy véi 2 muc lidu 0,67 g/kg/24h va 2,02 g/kg/24h khong giy anh
huong dén s luong héng cau, bach cu, ham lugng hemoglobin, hoat d§ enzym
AST, ALT, ham lugng cholesterol, albumin va creatinin, khong giy bién doi vé
md bénh hoc cia té bao gan, than trén chudt nghién ctu. Két lugn: Vién Da day
105 khong gy doc tinh cap trén chudt nhat trang véi lidu cao nhat cho chudt
ubng 1a: 63,33 g/kg/24h va khong anh hudng dén chirc ning tao mau, chic ning
gan, than ctia chudt cong trang thi nghiém sau 28 ngay nghién ctru.

Tiwr khoa: Vién Da day 105; DPoc tinh cép; Co quan tao mau; Gan; Than.

STUDY ON THE ACUTE TOXICITY AND SEMI-CHRONIC
TOXICITY OF 105 STOMACH TABLET ON EXPERIMENTAL ANIMALS

Abstract

Objectives: To study acute and semi-chronic toxicity of the 105 Stomach
Tablet in experimental animals. Methods: The acute toxicity of the
preparation was evaluated by the Litchfield - Wilcoxon method on white mice.
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The semi-chronic toxicity of the preparation on white rats was evaluated
according to the OECD and the Ministry of Health of Vietnam. Results: 1.D50
was not found in the oral administration of 105 Stomach Tablet in white mice
with the highest oral dose of 63.33 g/kg/24h. In a semi-chronic studying with 2
doses of 0.67 g/kg/24h and 2.02 g/kg/24h continuously for 28 days, the
preparation did not affect the number of red blood cells, white blood cells,
haemoglobin content, AST, ALT enzyme activity, cholesterol, Albumin and
creatinine content, did not cause histopathological changes of liver and kidney
cells in studied mice. Conclusion: The 105 Stomach Tablet did not cause acute
toxicity in white mice with the highest oral dose of 63.33 g/kg/24h and did not
affect the hematopoietic, liver, or kidney function of rats experimental blank after
28 days of study.

Keywords: 105 Stomach Tablet; Acute toxicity; Semi-chronic toxicity;

Experimental animal.

PAT VAN DE

Viém loét da day ta trang la bénh
pho bién trén thé gidi va Viét Nam. O
céc nude phit trién chiém khoang 35%
cic bénh ly tiéu héa. Trén thé gidi
khoang 10 - 15% déan s6 bi mic viém
loét da day té trang [1]. O Viét Nam ty
1¢ nay khoang 7% dan sb [2]. Trong y
hoc ¢b truyén, dé diéu tri viem loét da
day ta trang c6 nhiéu bai thudc, vi
thudc di dugc Ung dung hiéu qua.
Vién Da day 105 bao goém: Cao
benladon, bt moc huong, bot huong
phu, bot cam thao, tinh bdt ngh¢, gel
nhém, bot mai muc duge bao ché dudi
dang vién nén c6 nhiéu vu diém nhu
tién sir dung, tdc dung nhanh, phén liéu
chinh xdc. Pé san pham c6 thé dugc
tmg dung trong thyc t& can cé céc
nghién ctru danh gid trén thuyc nghiém

va 1am sang. Vi thé, Nghién cru nay
duoc thyc hién nhim: Pdnh gid ddc
tinh cdp va bdn truong dién cia Vién
Da day 105 nham cung cdp dir liéu cho
nhitng nghién cieu tiép theo.

PpOI TUQONG VA

PHUONG PHAP NGHIEN CUU

1. Poi twong nghién ciu

* Poi twong nghién ciru: Vién Da
day 105 do Bénh vién Quan y 105
cung cap - dat tiéu chuan co so. Thanh
phan gdom cé: Cao benladon 0,77 mg,
bot mdc huong 7,69 mg, bot huong
phu 15,38 mg, bot cam thao 11,54 mg,
tinh bot nghé¢ 46,15 mg, gel nhom
50 mg, bot mai muc 126,92 mg, tinh
bot sin 115,38 mg, Magie stearat
4 mg, hd tinh bot 12%. Khdi luong
vién: 400 mg.
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* Péng vt thi nghiém: Chudt nhat
tring va chudt cong tring dat tiéu
chuan thi nghiém. Chudt nhit tring
dong Swiss can nang 20 - 22g. Chuot
cong tring dong Wistar, cAn ning 160
+ 15g dugc cung cip va nudi dudng
nhiét do 25 - 30°C, do 4m 60-70%, an thirc
an chuan tai Trung tim Nghién ctru Dong
vat Thuc nghiém - Hoc vién Quéan y.

* Trang thiét bi: Mdy xét nghiém
sinh hod tu dong (AU 480, serial:
96693 - Beckman coulter - USA), may
xét nghiém huyét hoc tuy dong
(Mindray BS - 240 - Tay Ban Nha), bd
dung cu ph?lu thuat cho dong vat c&
nho (Everbest, Pakistan).

* Pia diém va thoi gian nghién ciu:

- Pja diém: B6 mén Duoc Iy - Vién
bao tao Dugc - Hoc vién Quan y.

- Thoi gian: Tu thang 7 - 11/2022.

2. Phwong phap nghién ctiru

* Xdc dinh déc tinh cdp theo dwong
uong:

Poc tinh cép duoc xac dinh theo
duong udng trén chudt nhit tring, thuc
hién theo huéng din cia T6 chic Hop
tdc va Phdt trién Kinh t¢ (OECD) va
Bo Y té Viét Nam. Chudt nhat tring
duoc chia ngau nhién, mdi 16 10 con.
Sau khi do liéu, cdc 16 chudt lan luot
ubng ché pham véi cic muc lidu ting
dan. Pé tinh dugc LDs, can xdc dinh
lidu cao nhat khong gy chét chudt va
lidu thap nhat giy chét 100% sb chudt.
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Chuot dugc theo doi lién tuc trong
07 ngay. Cac chi ti€u theo doi: sy thay
d6i tap tinh (hoat dong, an, udng, 1ong,
than kinh, tiéu héa..) va ty 1& chudt
chét trong tung 16 nghién clu trong
72 gid dé xdc dinh lidu giy chét 50%
s0 dong vat thi nghiém (LDsg). Tinh
todn: Liéu giy chét 50% sb dong vat
thi nghi¢ém LDs, theo phuong phédp cai
tién ctia Lichtfiel - Wilcoxon va CS
[3,4,5,6,7].

Chuan bi mau: Mau ché pham duoc
nghién bang cbi thuly tinh, pha 30 vién
¢6 khéi lugng 11,72g véi 18 mL duoc
thé tich 22,20 mL.

* DPdnh gid doc tinh bdn truong
dién cia Vién Da day 105 trén chuot
cong trang:

Chuan bi mau: Mau ché pham
nghién ctru cén, tinh todn lidu va dugc
pha véi nudc cit tao hon dich sau d6
cho chudt udng véi thé tich mdi 16 1a
6 mL/kg/24h.

30 chudt cong tring duoc st dung
cho nghién ctru, chia thanh 3 16, mdi 16
10 con [3, 5, 8, 9]:

- L6 chimg (n = 10): Udng nudc cat
lién tuc trong 28 ngiy voi thé tich
6 mL/kg/24h.

- Lo tri 1 (n = 10): Ubng vién day
day 105 trong li€én tuc trong 28 ngay
v6i lidu 0,67g/kg/24h, thé tich ubng
6 mL/kg/24h (twong tng véi lidu ding
trén nguoi, hé s6 7).
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-Lotri 2 (n = 10): Uéng vién day
day 105 trong lién tuc trong 28 ngay
v6i lidu 2,02 g/kg/24h, thé tich udng
6 mL/kg/24h (gap 3 liéu dung trén
nguoi, hé s6 7).

* Cdc chi tiéu danh gid:

- Chi ti€u theo doi toan than: Can
nang theo doi trudc nghién cuu, sau
14 ngay va 28 ngay thi nghiém, hoat
dong, an udng, 16ng, tiéu héa, than kinh...

- Huyét hoc: Hong cau, hemoglobin,
bach cau, tiéu cau.

- Sinh héa: AST, ALT, creatinin,
cholesterol, albumine, bilirubin toan
phan.

- M6 bénh hoc: Sau 28 ngay, phau
tich chudt 1dy gan, than. Quan sat hinh
anh dai thé cdc co quan gan, than va
lam tiéu ban mo bénh hoc 30% so
chudt tai Khoa Giai phau bénh - Bénh
vién Quan y 103.

Chudt duoc 1dy miu nghién ctu cic
chi s sinh héa, huyét hoc tai 03 thoi
diém: TO, sau 14 ngdy va sau 28 ngay
nghién ctru [1, 4, 6].

* Xur Iy va phan tich sé liéu:

Str dung phan mém SPSS 16.0 dé sir
1y thong ké. Cdc chi s6 dugc sir dung
dé phan tich: Gid tri trung binh, d¢ 1éch

chuan, p.

KET QUA NGHIEN CUU VA BAN LUAN

1. Két qua nghién ciru ddc tinh cap cia Vién Da day 105 theo dwong udng

trén chudt nhit tring

Bang 1. Két qua nghién ctru doc tinh cip cta Vién Da day 105

trén chudt nhat tring theo dudng udng.

Liéu sir dung

S6 lwong S6 lwong

dong vat chét dong vt song

n
(g/kg TLCT/24h) (sau 1 tuén) (sau 1 tuin)
63,33 10 0 10
52,78 10 0 10
42,23 10 0 10
31,67 10 0 10

Sau khi diing Vién Da day 105 tir mirc liéu 31,67 g/kg/24h (ngoai suy liéu trén

ngudi 1a 131,95 g/50kg/24h, gap tir 27,50 1an lidu st dung trén nguoi, voi hé s6 12,
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lidu str dung trén ngudi du kién caa ché pham 1a 4,8¢ /50kg/24h) dén muc licu
cao nhat c6 thé cho chudt udng 1a 63,33 g/kg/24h (ngoai suy liéu trén ngudi 1a
263,86 g/50kg/24h, gap tir 54,97 1an liéu sir dung trén nguoi, véi hé sé 12). Sau
72 gid theo dbi, tat ca cdc 16 nghién ciru déu khong xuét hién chudt chét. Sau 07
ngay theo doi, chudt nhit tring dn udng di lai hoat dong binh thudng, khong cé
roi loan than kinh, khong cé roi loan vé tiéu héa, I6ng muot, mét trong, hau mon
kho, phan thanh khuon.

2. Két qua nghién ctru ddc tinh ban truong dién cia Vién Da day 105 theo
dwong udng trén chudt cong tring

* Anh hwéng ciia Vién Da day 105 dén cdn ndng ciia chudt cong tring
nghién cuu:

Bang 2. Anh hudng ciia Vién Da day 105 dén cén ning ctia chudt cong tring.

Chi ] Nhém nghién ciru (X £ SD), n =10
ticu Thoi diém
nghién  xétnghiém Chimg(1) Lotril(2) Loti2z(3)
cuu
Tru6e thi 161,3 + 16130+ 16130+ 0.05
nghiém (a) 14,46 12,78 12,78
Can Sau 02 tun 181,9 + 179,5 + 18230+ 0.05
ning (b) 16,97 16,96 17,00
(g) Sau 04 tuan 207 + 203,8 + 204,40 + . 0.05
(c) 14,91 13,87 14,26
Pab.c < 0,05 < 0,05 < 0,05

Can ning cua chudt cong tring trong cting mot nhém nghién ctru sau 02 tuin
va 04 tuan déu ting nhiéu so véi thoi diém xuat phét diém (p < 0,05). Khi so
sdnh cdc nhém trong ciing mot thoi diém nghién ctru, ca 3 nhém nghién ciru can
ning khong c6 su khdc biét (p < 0,05). Nhu vy, chudt cong tring udng 28 ngay

Vién Da day 105 véi liéu 1 va liéu 2 khong anh hudng dén cin niang chudt.
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* Anh hwong cia Vién Da day 105 doi véi mét sé chi tiéu vé huyét hoc cia

chuot cong trang nghién curu:

Bang 3. Anh hudng ctia Vién Da day 105 dén mot sé chi tiéu vé huyét hoc

cua chudt cong trang nghién ctru.

Chi tiéu

Nhém nghién ciu (X + SD), n = 10

Thoi diém
nghién , n P1.2,3
et xét nghi¢m Chimg (1) Lo tri1 (2) Lo tri2 (3)
o Tocth 7,68 + 0,48 8.0+ 04 778£050  >0,05
Hong ciu  nghiém (a)
(T/L)  Sau02tudn(b) 8,13 %046 8,06 + 0,58 8,11+045  >0,05
Sau 04 tudn () 8,73 0,56 8,89 + 0,41 8,79+0,61  >0,05
Pabe > 0,05 > 0,05 > 0,05
Trudc thi
> 14,57 + 0,94 15,1 0,6 1481128  >0,05
HST nghiém (a)
(G/L)  Sau02tudn(b) 14,75+0,74 14,63+1,06 1480+0,61 >0,05
Sau 04 tudn (¢) 15,56+ 1,01 15,77+051 1584+1,03 >0,05
Pab.c > (0,05
Trude thi
‘ ruoc i 85+240  94+32  912+280 >0,05
Bach cau nghié¢m (a)
(G/L)  Sau02tudn (b) 1522+3,75 1543+4,19 14,81+389 >0,05
Sau tudn(c)  10,26+2,03 12,71+£1,99 10,52+2,08 >0,05
Pb-ac< 0,05 Pb-ac< 0,05 Pb-ac< 0,05
Pube Pac 0,05  pee 3005  puc >0,05
Trude thi 525,6 + 512,20 +
- 462,7+932 > 0,05
nghiém (a) 141,03 119,77
Tiéucau Sau02tudn (b) 613,30 + 555,3 + 578,30 + 0,05
(G/L) 126,05 104,84 96,49 ’
Sau 04 tudn (c) 646,90 + 564,60 + 62270+
67,56 106,30 74,08 ’
Pa-be < 0,05 Pa-be < 0,05 Pa-be < 0,05
Pube Phe 3005  poe 005  poe > 0,05
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S6 luong hong cau va huyét sic t &
3 nhém nghién ctru sau 02 va 04 tuan
nghién ctu déu ting nhe, tuy nhién
khong c6 sy khac biét véi thoi diém
xudt phdt diém (p > 0,05). So sénh 3
nhém tai ciing 1 thoi diém, cic gid tri
s6 luong hdng cau la twong duong
(p > 0,05).

S6 lugng bach ciu & 3 nhém dong
vat sau 02 tudn nghién ctu ting &
ca 3 16 va khdc biét so véi thoi diém
xudt phat diém (p < 0,05). Tai thoi
diém sau 04 tuan nghién ciru s6 luong

bach cau gidm hon so vdi thoi diem

sau 02 tuan. Khi so sdnh giita céc 16
trong ciing mot thoi diém sau 02 va
04 tuan cho thay sb luong bach cau céc
nhém nghién ctru 1a trong duong nhau
(p > 0,05). Céc gia tri bach cau cua
chudt cbng trang van nam trong gid tri
binh thuong.

S6 lwong tiéu cau trong cling mot 16
c6 thay doi tai cic thoi diém nghién
cuu, so sanh 3 16 tai cung mot thoi
diém sau 02 tuan va sau 04 tuan khong
c6 su khéc biét voi p > 0,05. Céc gia tri
tiéu cau déu nam trong gid tri binh

thudng cta chudt cong trang.

* Anh hueong ciia Vién Da day 105 véi chire ning gan, thn ciia chudt cong trang:

Bang 4. Anh hudng ctia Vién Da day 105 dbi voi chitc ning gan, than

cua chudt cong trang.

Chi tiéu

Nhém nghién ciru (X + SD), n = 10

Thoi diém
nghién , e P1.23
cira xét nghiém Chirng (1) Lotril (2) Lo tri2 (3)
Trude thi nghiém
9393+11,78 99,6 +£13,7 99,84 + 15,96 > 0,05
AST (a)
(U/L) Sau 02 tudn (b) 114,06 + 33,95 102,95 + 18,75 102,60 + 18,11 > 0,05
Sau 04 tudn (c) 105,96 + 14,39 100,03 +32,69 114,05+26,76 > 0,05
Pab.c > 0,05
Trudce thi nghiém
39,32 + 14,25 33,7+6,5 39,00 +£9,19 > 0,05
ALT (a)
(U/L) Sau 02 tuan (b) 52,17+7,53 49,54 +10,31 55,24 +26,21 > 0,05

Sau 04 tuin (c)

50,00 £ 11,97 54,08 +14,79 53,03+11,44 p,31<0,05

Pab.c

Pa-pe < 0,05; | 0,05
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Chi tiéu Thoi diém Nhém nghién ciru (X  SD), n = 10 ,
oA , » oA 1,2,3
nghién ctu  xét nghiém Chimg (1) Lotril(2 Lotri2(3)
Trude thi 1784025  170+£020 1564031  >0.05
Cholesterol nghiém (a)
(mmol/L)  Sau02tudn(b)  159+023  136+023  135%0,18 > 0,05
Sau04 tudn (¢)  1,18+0,18  1,02+0,16 0,87 +0,14 > 0,05
Pab.c < 0,05
Trude thi
_ ” 3435+ 1,67 348+26 34614324  >005
Albumine nghiém (a)
(mmol/L)  Sau02tin(b)  3452+1,11 3377£209 3429+154  >0,05
Sau 04 tudn ()  33,96+098 3404+191 3412+19  >0,05
Pabe > 0,05 > 0,05 > 0,05
Trudc thi
” 41354398  477+24  4457+470  >0,05
Creatinin nghiém (a)
(umol/L)  Sau02tudn (b) 40,61 +2,83  4227+322 4286+228  >0,05
Sau 04 tudn (c)  38,20+3,61 3584+871 4071+3,03  >005
Pabe > 0,05
BT Trude thi 423+059  376+074 3,89+ 1,00 > 0,05
B111rub1n nghlém (a) ’ - ’ - ’ - ’
TP .
Sau 02 tudn (b)  348+0,81  324+048  2.45+0,69 > 0,05
(mmol/L) .
Sau04 tudn ()  227+029  236+0,72  2,1+086 > 0,05
Pab.c Pabc< 0,05, Pab > 0,05

Hoat do enzyme AST cua 3 nhém
nghién ctru sau 02 va 04 tuan nghién
ctru ting nhe so véi thoi diém trude thi
nghiém (p > 0,05). So sanh tai cung
mot thoi diém nghién ciru khong ¢ su
khéc biét gitra cic nhom nghién ctru va
nhém ching (p > 0,05). Hoat do
enzyme ALT ctia cd 3 nhém nghién
clru ting sau 02 va 04 tuan ting khic
biét so v6i thoi diém trude nghién ctiu
(p < 0,05). So sanh cdc nhém tai cling
mot thoi diém sau 02 tudn va 04 tuan

cho thdy, hoat d6 ALT ca 3 nhém
nghién cuou la tuong duong nhau
(p > 0,05). Nhu vdy, chudt cong tring
sau 28 ngay udng Vién Da day 105 véi
lidu 1 va lidu 2 khong giy anh hudng
dén ndng d6 AST va ALT méu chudt.

Nong d6 cholesterol ¢ céc 16 nghién
ctru sau 02 tudn va 04 tuan déu giam
khéic biét so vé1 16 chung (p < 0,05).
So sanh gifra cac 16 trong cung 1 thoi
diém, nong do cholesterol 1a twong
duong (p > 0,05).
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So sanh nong d6 albumin & 16 ching
va hai 16 ung thudc giita thoi diém trudc
nghién ctru va thoi diém sau 02 tuan,
04 tuan nghién ctru déu khong cé su
khic biét c6 y nghia thong ké (p > 0,05).
So sanh néng do albumin gitra 3 16 tai
mot thoi diém déu khong ¢ su khic
biét c6 ¥ nghia théng ké (p > 0,05).

Nong do bilirubin & céc 16 nghién
ctru sau 02 tudn va 04 tuan déu giam
khéic biét so vé1 16 chung (p < 0,05).
So sdnh gifra céc 16 trong cung 1 thoi
diém, ndng do bilirubin 13 twong
duong (p > 0,05).

So séanh néng do creatinin cua chuot
cong tring trudc va sau nghién ctu
khong c6 sy khéac biét (p > 0,05). So
sénh tai cung mot thoi diém néng do
creatinin cta 2 nhém duoc udng thude
lidu 1 va liéu 2 twong duong v6i nhém
chung (p > 0,05).

Nhu vdy, chudt cong tring sau 28
ngay udng Vién Da day 105 voi lidu 1
va liéu 2 khong gdy anh huong dén
nong d6 AST va ALT mdu chudt,
albumin, creatinin, cholesterol, bilirubin
toan phan.

* Két qua mo bénh hoc tang cua
chudt cong trdng thi nghiém:

Hinh anh dai thé 2 co quan gan va
than duoc quan sit cho thdy: Gan va
than & 16 chudt duoc udng lidu 1 va
lidu 2 nghién ctru ¢6 hinh thdi va mau
sac khong khac biét véi 16 chung.

Két qua moé bénh hoc gan, than
chudt cong tring & cdc 16 nghién ctru
cho thidy: Vién Da day 105 ding
duong udng voi lidu 0,67 g/kg/24h
TLCT/24 gio va lidu 2,02 g/kg/24h gio
lién tuc trong 28 ngay, khong giy ton
thwong trén gan, than cta chudt cong
trang nghién ctru.

Hinh 1: Hinh anh m6 bénh hoc gan
chudt cbng tring & cic
nhom nghién ctu
A: L6 chung ; B: Lo tri 1; C: Lo tri 2.
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Hinh 2: Hinh anh md bénh hoc than
chudt cbng tring & cic
nhom nghién ctu
A: L6 ching ; B: Lo tri 1; C: Lo tri 2.
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KET LUAN

1. Két qua doc tinh cip cia Vién
Da day 105 trén chudt nhit tring

Chua xac dinh dugc LD50 cua Vién
Da day trén chudt nhit tring theo duong
ubng véi liéu cao nhat c6 thé cho
chudt nhat trang udng 1a: 63,33 g/kg/24h
(ngoai suy liéu trén nguoi A
263,86 g/50kg/24h, gip tir 54,97 lan
lidu str dung trén ngudi, voi hé sd 12).
Chudt nhat tring sau 07 ngay ding
thudc theo doi khong xuat hién doc
tinh.

2. Két qua ban trwong dién cia
Vién Da day 105 trén chuét cong
triang sau 28 ngay nghién ciru

Két qua chudt cong tring sau khi
duoc cho uéng thubc lién tuc
Vién Da day 105 trong 28 ngay voi 2
mic lidu: lieu 1 1a 0,67 g/kg/24h
(twong duong véi lidu du kién dung
trén ngudi) va lidu 2 1a 2,02 g/kg/24h:
Vién Da day 105 khong anh hudng dén
cin ning cta chudt cng trang, khong
anh huéng dén co quan tao mdu,
khong anh hudng chlrc nang gan, chuc
nang thin cta chudt cong tring nghién
cuu.
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