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ABSTRACT

Stomach ulcers are a common gastrointestinal disease and there have
been many studies and strategies to prevent this disease. Many studies
have been done subclinical and clinical to find preventive drugs, but the
animal model of stomach ulcers has not been agreed. This study was
performed to evaluate 3 models of acute gastric ulcer in Mus musculus by
ethanol (60°, 70° and 80°), acetic acid (10%, 15% and 20%) and aspirin
(350 mg/kg, 500 mg/kg and 650 mg/kg) with the evaluation criteria of total
acidity, ulcer index by depth, length and area of the ulcer. The results
showed that all 3 ulcer agents could cause stomach ulcers, in which 70°
ethanol, 10% acetic acid and 500 mg/kg Aspirin were suitable agents to
make stomach ulcer mice models.

TOM TAT

Viém loét da day la bénh dwong tiéu héa phé bién va da cé nhiéu nghién
ctru, phat do phong tri bénh nay. Nhiéu nghién citu dwoc thuc hién cdn
lam sang va lam sang nham tim ra cdc logi thubc phong tri nhing mé
hinh déng vét bi loét da day van chwa dwoc thong nhat. Nghién ciru nay
thuc hién khao sat 3 mé hinh loét da day ccfp tinh trén chudt nhdt trcfng
Mus musculus boi ethanol (60°, 70° va 80°), acetic acid (10%, 15% va
20%) va aspirin (350 mg/kg, 500 mg/kg va 650 mg/kg) voi cdc chi tiéu
danh gia vée t(fng dé acid, chi sé loét theo d sdu, chiéu dai va dién tich
vét loét. Két qua cho thdy ca 3 tdc nhan gady loét déu c6 thé gay loét cdp
da day, trong do, ethanol 70° acetic acid 10% va aspirin 500 mg/kg la
cdc tac nhan phit hop dé xdy ding mé hinh gdy loét da day cdp tinh.

1. GIGI THIEU

2015). Bénh thuong tai phat, c6 nhiéu bién ching

Viém loét da day 1a bénh réi loan tiéu héa phd
bién, anh huong dén 4 triéu nguoi trén thé gisi hang
nam, véi ty 1& mac bénh wdc tinh khoang 1,5% dén
3% (Zelickson et al., 2011; Zittel et al., 2000). Lam
dung ruou, hat thude 14, cang thing, sir dung thudc
chéng viém khong steroid (NSAID) va nhiém vi
khuan Helicobactor pylori 1a nhitng nguyén nhan
phd bién gy viém loét da day (Kim et al., 2014).
Loét xay ra do sy mit can bang giira acid da day-
pepsin va yéu tb bao vé niém mac (Sereide et al.,
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nguy hiém, truong hop loét nang c6 thé gy xuat
huyét da day va tir vong (Chan & Leung, 2002).

Nhiéu loai thudc hoa hoc da dugc tong hop sir
dung dé diéu tri loét da day nhu lam giam tiét acid
da day, trung hoa tiét acid da day, bao vé niém mac
thanh da day hay st dung thudc khang sinh (Nihar
etal., 2017). Cac loai thudc nay mic du duoc ching
minh 14 c6 hidu qua trong viéc diéu tri da day nhung
ciling tao ra nhiéu tac dung phu nghiém trong va gia
thanh cao hon so véi sir dung thude c6 ngudn gdc tir
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thyc vat (Wariss et al., 2013). Vi su gia tang nghién
ctru va ing dung thao dugc trong diéu tri viém loét
da day, cac mod hinh dong vat thir nghiém véi cac vét
loét khac nhau dé danh gi kha ning bao vé da day
cling dang dugc phat trién. Tuy nhién, mé hinh loét
da day duoc sir dung cho céc nghién ctru phat trién
thudc bao vé da day con nhiéu tranh luan (Singer et
al., 1987) va han ché (Adinortey et al., 2013). Con
trong ruou bia (Poschl & Seitz, 2004), cac loai thuc
pham ngam chua (Ren et al., 2012) va tac dung phu
cua thude (Akre et al., 2001) 1a cac tac nhan chu yéu
gdy ra viém loét da day ta trang. Do d6, nghién ctu
nay, thuc hién khao sat cac mo hinh gay loét da day
cép tinh trén chudt nhit tring duoc giy loét bang
ethanol, acetic acid va aspirin v6i cac chi tiéu danh
gia mirc do loét va mirc do phuc hdi cu thé, nham
xéac dinh mé hinh loét da day cap tinh v&i tac nhan
va ndng do gy loét phii hop cho viéc nghién ctu
phat trién cac loai thao duoc trong phong trj loét da
day.

2. PHUONG PHAP NGHIEN CUU

2.1. Dobi twgng va phwong phip bo tri thi

nghiém

Chudt nhat tring Mus musculus duc truong
thanh, sach bénh, trong lugng 25-30 g dugc cung
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cip bai vién Pasteur — TP. H5 Chi Minh va duoc
nudi thuan tai phong thi nghiém Sinh 1y dong vat —
B6 moén Su pham Sinh hoc, Truong Pai hoc Can
Tho trong diéu kién sang/tdi 12:12 gio.

Chudt & tit ca cac nghiém thirc déu cho nhin an
24 gio trude khi thir nghiém, udng nudc tu do (Kim
et al., 2019). Sau 24 gio, thir nghiém ddi véi ting
tac nhan gay loét gdm gy loét bang ethanol (Al et
al., 2008; Rahim et al., 2014; Sattar et al., 2019),
acetic acid (Somchit et al., 2007) va aspirin
(Adefisayo et al., 2017 ; Gul et al., 2015). Chudt thi
nghiém dugc chia thanh 7 nghiém thirc twong tng
véi moi loai tac nhan gay loét, méi nghiém thic co
3 chuét. Trong d6, nghiém thirc 1 1a nghiém thic ddi
chitng sinh hoc (PCSH); nghiém thac 2, 3 va 4 la
nghiém thirc thir nghiém gay loét twrong wng véi moi
loai tac nhan; nghiém thic 5, 6 va 7 1a nghiém thirc
dbi chimg duong véi thude phong tri loét da day
Omeprazole 20 mg/kg (MEPRAZ, Sanofi - Phap)
(Al-bayati et al., 2015; Raeesi et al., 2019) c6 ban
trén thi trudng thong qua co ché tc ché bom H*/K*-
ATPase (Madi & Abd al-Barr, 2014). Cach b tri thi
nghiém dugc trinh bay & Bang 1. Thé tich dung dich
mdi lan chudt nhan 1a 5 mL/kg (Ahmed et al., 2013).
Sau 1 gio gay loét, cac chudt thi nghiém dugc gay
mé, huy tuy va giai phau dé phan tich.

Bing 1. Cac buéc thuc hién loét da day trén mé hinh loét bang ethanol, acetic acid va aspirin

Nghiém thirc Bit dau

Giai doan 1 (Sau 1h)

Giai doan 2 (Sau 1h)

M5 hinh sir dung ethanol

bCSH Udng nudc cat Udng nudc cat

E60 Udng nuéce cht Udng ethanol 60°

E70 Udng nudc cat Udng ethanol 70°

E80 Udng nuéce ct Udng ethanol 80° L4y chi tiéu danh gia
E60+0 Uéng Omeprazole Uéng ethanol 60°

E70+0 Udng Omeprazole Udng ethanol 70°

E80+0 Udng Omeprazole Uéng ethanol 80

M5 hinh sir dung acetic acid

bCSH Udng nudc cat Udng nude cat

A10 Udng nudc cat Udng acetic acid 10%

A15 Udng nudc cit Udng acetic acid 15%

A20 Udng nudc cat Udng acetic acid 20% Ly chi tiéu dénh gia
A10+0 Udng Omeprazole Udng acetic acid 10%

A15+0 Uéng Omeprazole Uéng acetic acid 15%

A20+0 Udng Omeprazole Udng acetic acid 20%

Mo hinh sir dung Aspirin

DPCSH Udng nuéce cat Udng nuéce cét

As350 Udng nuéc cit Udng Aspirin 350 mg/kg

As500 Udng nudc cat Udng Aspirin 500 mg/kg

As650 Udng nuéce cht Udng Aspirin 650 mg/kg L4y chi tiéu danh gia
As350+0 Udng Omeprazole Udng Aspirin 350 mg/kg

As500+0 Udng Omeprazole Udng Aspirin 500 mg/kg

As650+0 Udng Omeprazole Udng Aspirin 650 mg/kg
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2.2. Cic chi s phan tich
Tong dp acid

Dich da day duoc pha lodng v&i 200 puL nudc cat
trong tuyp nhya 1,5 mL, sau d6 ly tam 3.000
vong/phut trong 1 phit. Thu nhan 100 pL dich néi
va tron déu véi 20 puL phenolphthalein. Dung dich
nay duoc chuan do bang NaOH 0,01N cho dén khi
Xuat hién mau hong vinh vién. Tong do acid dugc
tinh theo cong thic (Abebaw et al., 2017; Jabeen,
2018; Reddy et al., 2012): T6ng do acid =

VNaoH X N X 100 mEq/L
0,1

Vi VaoH 12 thé tich NaoH da dung dé trung hoa
va N la nong d6 duong Iugng cua NaOH.

Chi s6 loét

Da day sau khi 1iy dich da day dugc mé theo b
cong 1n. Rira sach bang nuéc cat dé loai bo cac chat
trong da day va quan sat bang kinh lup dé do dién
tich da day, dién tich vét loét, do dai vét loét theo
phuong phap ctia Dashputre and Naikwade (2011)
va do sau vét loét theo phuong phéap cua Reddy et
al. (2012) va Oluwabunmi and Abiola (2015).

Chi s6 loét Ulcer (Ulpaysa) duoc tinh theo cong
thuc: Ul = (Un+Us+Up)x 10 (Abebaw et al., 2017).
Trong d6, Un 12 s6 vét 1oét trung binh trén mdi dong
vat; Us 1a chi s6 loét theo mire do loét; va Uplatilé
phan traim dong vat bi loét trong 16 chudt.

Chi s6 Ulcer (Ulpienticn) duoc tinh theo cong thirc
(Ozbakis et al., 2005):

_ diéntich loét

U IDién tich—

X 100

dién tich da day

Hiéu suat bao vé da day duoc tinh theo cong thirc
(Kamarolzaman et al., 2014):

5

Tong dd acid (mEq/L)
— 3] [#Y] =

(=]

DCSH

E60 E70
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UI (P8i chirng bénh)—UI (Diéu tri bénh)
UI (B8i chirng bénh)

% bao vé =

Mo hoc

Da day sau khi do vét loét dugc cb dinh trong
dung dich formol dém 10%, rira nuéc, khir nuéce,
tam paraffin va dc khuon dé cit mau. Mau da day
duogc cit bang may cat Microtome (Sakura, Nhat) co
d6 day 5 pm va nhuém kép véi Hematoxylin va
Eosin theo quy trinh chuén cua Bo Y té (2016).

2.3. Phwong phap xir li théng ké

S6 liéu nghién ctru duoc luu trit va phén tich
bang phan mém Minitab 17 (LEAD Technologies,
Inc.; My). Trudc khi thuc hién cac phép so sanh, cac
day so liu déu dugc kiém tra tinh phén phol chuén
bang Anderson-Darling va dwoc quy doi néu phan
phdi chua chudn. Cac trung binh dwoc so sanh bang
OneWay ANOVA vai post hoc Fisher ¢ d¢ tin cay
95%.

3. KET QUA VA THAO LUAN
3.1. M4 hinh viém loét da day bing ethanol

Sy hién dién cua ethanol véi ndng do cang cao
thi cang c6 xu hudéng lam giam téng d6 acid trong
da day. Chuét udng ethanol cac nong dé 60°, 70°,
80° c6 tong do acid lan luot 1a 3,07£0,51 mEq/L;
2,13+0,25 mEBq/L va 1,24+0,19 mEq/L (Hinh 1)
trong khi tong acid cia da day chuot dbi chung sinh
hoc 1a 3,84+0,53 mEq/L. Két qua nghién ctru nay phu
hop Vvéi cong bd cua Chari et al. (1993), néng do
ethanol thap gay kich thich té bao giai phong gastrin
tr d6 lam giam pH. Nguoc lai, khi néng do do
ethanol cao s& trc ché té bao phong thich gastrin dan
dén sy suy giam téng d6 acid dan qua cac ndng do
ethanol (p < 0,05).

E80 E60+0O E70+0 E80+0O

Nghiém thirc

Hinh 1. Chi s6 tong d¢ acid ciia cac nghiém thic gay loét bing ethanol

Cdc ¢gt trung binh + sai s6 chudn c6 cdc chit cdi giong nhau thi khdc biét khéng cé y nghia thong ké (Fisher, p > 0,05).
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Cac nghiém thac chudt duwoc cho ubng
Omeprazole dé bao vé da day cé xu huéng giam so
v6i nghiém thire khong duoc bao vé & cac ndng do
cthanol tuong tng, tuy nhién sy khac biét nay khong
¢6 y nghia thong ké (p > 0,05). Nhur vay, chuot duoc
bao vé da day bang Omeprazole co téng do acid
khong c6 su khac biét véi chudt udng ethanol. Két
gua nay phu hop véi thi nghiém trudce d6 cua Singer
et al. (1987). Piéu nay duoc 1y giai do Omeparzole
¢6 vai tro lam giam dich vi bang cach ting pH da
day (Goddard & Spiller, 1996). Qua phén tich, ddi
Vi tac nhan gay loét da day cap tinh bang ethanol,
tong do acid khong thé hién su khéc biét gitra doi
chung dwong va ddi chimg am khi sir dung ethanol
nong do cao, vi thé khong mang tinh kha thi khi st
dung chi s6 nay dé danh gia.

Nghién ctru da thyc hién danh gia mtc do loét
va bao vé qua cac chi s6 loét (UI) theo chiéu dai vét
loét, d6 sau vét loét va dién tich vét loét. Két qua cho
thay chi s6 Ulps va Ulsa, gitta nghiém thiee chuét bi
loét va nghiém thirc duoc bao vé khong c6 sy khac
biét (p > 0,05) (Bang 2). Chi s6 UI xét theo d6 sau
vét loét khong thé hién su khac biét gitra cac nghiém
thire c6 thé do phuwong phép nay duoc danh gia bang
hinh thirc quan sat mirc d¢ loét cua da day va khong
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¢ quy chuan cu thé nén dé gay ra sai léch khi cho
muc do thang diém. Trong khi d6, két qua UT xét
theo dién tich vét loét thé hién 15 su khac biét giira
cac nghiém thirc, da day chuot ubng ethanol 70°
duoc bao vé bé‘lng Omeprazol c6 gia tri Ul giam rd
so véi udng ethanol 70° tir 12,57+523 con
1,95+0,75 (p < 0,05). Twong ty dbi v6i nghiém thirc
udng ethanol 80° va duoc bao vé giam tir 18,48+3,89
con 8,65+4,08 (p < 0,05). Hiéu quéa bao vé da day
cta cta Ulpig tn @ chudt udng ethanol 60° va 70°
tuong duong nhau lan lugt 1a 89,18% va 84, 49%,
nguoc lai do ethanol 80° ¢6 ndng d6 cao lam cho kha
nang bao v¢ da day ciia Omeprazole giam nén giy
ra vét loét 1om, vi thé hiéu suat bao vé chi giam con
53,19%. Qua nhiing phan tich trén, chi s6 Ulss, va
Ulps khong cho thay tinh kha thi khi sir dung dé
danh gia mac d6 loét da day bai ethanol, trong khi
d6, chi 56 Ulpien icn thé hién 13 sy khéac biét vé mic
d6 loét va kha ning phuc hdi caa déi ching dwong.
Dong thai, khi st dung ethanol 70° lam tac nhan gy
loét da day cép tinh, tri 6 Ulpien ien va hidu suat bao
vé da day gitta nghiém thirc khong dugc bao vé va
dugc bao vé boi Omeprazole thé hién rd su khac
nhau. Nhu vay, ethanol 70° 1a nong d6 ethanol phu
hop dé thuc hién mo hinh loét da day cap tinh.

Bang 2. Chi sb loét va hiéu suit bao vé da day gy ra béi tac nhin gay loét ethanol

Hiéu suat

Hiéu suat bao Hiéu suat bio vé

Nghiém thirc Ulsau | vé (Sau) UIDai vé (Dai) UIDién tich (Dién tich)
PCSH 0,00+0,00° 100,00%  0,00+0,00° 100,00% 0,00+0,00 100,00%
E60 0,35+0,05°¢ - 0,53£0,122b - 5,36+1,59% -
E70 0,50+0,052P - 0,70+0,10? - 12,5745,23 -
ES0 0,5540,052 - 0,73+0,06° - 18,48+3,89 -
E60+0 0,16+0,25¢%4 88,89% 0,24+0.40°¢ 54,72% 0,58+1,0¢ 89,18%
E70+0 0,45+0,092b 40,43%  0,63+0,122 10,00% 1,95+0,75% 84,49%
E80+0O 0,50+0,092° 35,48% 0,70+0,102 411%  8,65+4,08" 53,19%

Ghi chii: Cdc trung binh+d6 léch chudn cé cdc chir cdi giong nhau trong cung mot Cot thi khdc biét khong cd y nghia
thong ké (Fisher, p>0,05). Chii thich *-‘ nghia la khong sir dung chat bao vé da day nén khéng tinh toan hiéu suat bao

vé.

Két qua quan sat hinh thai da day cua cac nghiém
thirc cho thay, chuot udng ethanol 60° da day loét it,
hién tuong xuit huyét da day thé hién khong rd.
Chuot uong ethanol 60° dugc bao vé da day bang
Omeprazole hau nhu khong cho thay su Xuat huyét
da day, do do, két qua xac dinh chi s6 loét Ulpign geh
gitta nghiém thirc udng ethanol 60° va dwoc bao vé
bing Omeprazole khong cho thay su khac biét (Hinh
2). Nghiém thirc chudt udng ethanol 70° va 80° thé
hién rd cac vét loét rong trén niém mac da day va
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gdy xuat huyét & mot sb vi tri. Nghiém thuc udng
ethanol 70° va 80° duoc bao vé bang Omeprazole
giam dién tich vét loét va xuat huyét, tuy nhién, da
day chudt & nghiém thirc udng ethanol 80° duoc bao
vé bang Omeprazole giam it hon so véi nghiém thirc
chudt udng ethanol 70°. Do chudt usng udng ethanol
80° c6 ndng d6 ethanol cao giy ra vét loét rong va
xuat huyét nhiéu nén Omeprazole khong thé hign
duoc kha nang bao vé da day khi so sanh véi mo
hinh chu6t sir dung ethanol 70°.



Tap chi Khoa hoc Truong Pai hoc Can Tho

Tdp 57, S6 2A (2021): 67-77

E70+O E80+O

E60+O

Hinh 2. Hinh thai day day chut bj loét cz?'lp‘ tinh do ethanol & cac ndng dd khac nhau va dwoc bﬁo_vé
bang Omeprazol.

Ghi chii: Miii tén: vi tri xudt huyét.

Quan sat m6 hoc cho thay, nghiém thirc DPCSH
céc té bao niém mac sap Xep déu thanh diy, khong
thiy hién twong xuat huyét da day (Hinh 3-A).
Chuét udng ethanol 60° va 70° 16p niém mac da day
bi bong tréc va bi hoai tir (Hinh 3-B, 3-C), chuét
udng ethanol 80° bi bong tréc an sau vao 16p co voi
nhidu vi tri xuat huyét (Hinh 3-D). Nghiém thic

chugt udng ethanol 60° va 70° dugc bao vé bing
Omeprazole niém mac da day giam sy bong troc va
hoai tir t& bao so véi nghiém thirc khong dugc bao
vé (Hinh 3-E, 3-F). Da day dwoc bao vé bing
Omeprazole hau nhu khong cho thdy kha ning lam
giam bong troc khi bi anh huong boi ethanol 80°
(Hinh 4-G).

Hinh 3. Mé hoc da day chudt bi loét cip tinh do ethanol & cic nong dd khac nhau va dwoc bao vé bang
Omeprazole

A: DCSH; B: E60; C: E70; D: E80; E: E60+0O; F: E70+0; G: E80+0O; Miii tén mau xanh: vi tri bong troc va hoai tir

niém mac da day, Miii tén mau dé: Vi tri xudt huyét.

3.2. M hinh viém loét da day bang acetic
acid

Két qua tong do acid cua cac nghiém thic thir
nghiém loét da day bang acetic acid (Hinh 3) cho
thay chuot cho udng acetic acid ndng do 10%, 15%
va 20% c6 tong do acid ting dan theo ndng d¢ acid
lan luot 3,1140,65; 5,23+0,88 va 7,28+0,66 mEq/L.

71

Trong d6, acetic acid 15% va 20% c6 tong do acid
tang cao khac biét véi nghiém thire ddi ching sinh
hoc (p < 0,05). Khi ¢ sir dung Omeprazole, tong do
acid cua da day chudt sur dung acetic acid 15% va
20% khac biét khong c6 ¥ nghia so véi ddi chung
sinh hoc. Nhu vay, di véi chi tiéu tong d6 acid, mod
hinh chudt udng acetic acid 15% va 20% c6 thé dugc
str dung.
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cd (}- e

Tong dé acid (mEq/L)
O = W = h N =1 G0 D

DCSH Al0

Al5

A20
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cde

A10+0O Al15+0 A20+0

Nghiém thitc

Hinh 4. Chi s6 tong dé acid ciia cac nghiém thirc gay loét bang acetic acid

Cdc ¢ét trung binh + sai s6 chudn c6 cdc chit cdi giong nhau thi khdc biét khéng cé Y nghia thong ké (Fisher, p > 0,05)

Murc d6 loét da day dénh gia qua céc chi s6 loét
(U1) cho thdy mirc d6 loét theo d6 sau ndng do acid
10% va 15% thé hién 16 su khac biét gitra nghiém
thirc khong dugc bao vé va dugc bao vé bing
Omeprazole (Bang 3). O ndng d acetic acid 20%,
Omeprazole mét tac dung bao vé da day, khong co
su khac biét gita A20 va A20+0. Két hop véi két
qua giai phau cho thiy acetic acid gy loét, xuét
huyét ning va Omeprazole bj mit tac dung bao vé
da day ¢ nong do thir nghiém nay (Hinh 5). Vi thé

nghiém thic gay loét da day bang acetic acid 20%
khong pht hop cho mé hinh gay loét. Xét vé hiéu
suat bao vé da day ciia Omeprazole dbi véi nghiém
thirc ubng acid 10% va 15% & ca hiéu suit bao vé
theo do sau, chiéu dai va dién tich vét loét, chudt
udng acid 10% cé hiéu suit bao vé cao hon so Vi
chuot ubng acid 15%. Nhu vay, nghiém thac giy
loét bang acid 10% thé hién ro kha ning bao vé da
day ctua Omeprazole (ddi chimg dwong).

Bing 3. Chi s6 loét va hi¢u suit bao vé da day gay ra béi tac nhan gy loét acetic acid

Hiéu suit

Hiéu suat bao Hiéu suat bao vé

Lo UISau bao vé (Siu) UIDai vé (Dai) UIDién tich (Dién tich)
bCSH 0,00+0,00¢ 100,00% 0,00+0,00¢ 100,00% 0,00+0,00¢ 100,00%
Al0 0,35+0,05°¢ - 0,57+0,06°¢ - 33,91+15,06°¢ -
Al5 0,48+0,03° - 0,67£0,06%" - 53,07+13,04° -
A20 0,67+0,132 - 0,77+0,062 - 100,00+0,00? -
A10+O  0,15+0,00¢ 57,14% 0,43+0,06¢ 24,56% 2,5+1,04¢ 92,63%
Al15+0  0,32+0,14° 33,33%  0,53+0,12¢4 20,90% 29,55+7,76° 57,51%
A20+0  0,55+0,00%° 17,91% 0,70+0,00? 9,10% 96,02+1,432 3,98%

Ghi chii: Cdc trung binh+d6 léch chudn ¢6 cdc chir cdi giong nhau trong cung mot Cot thi khdc biét khong co y nghia
thong ké (Fisher, p>0,05). Chii thich *-‘ nghia la khong sir dung chat bdo vé da day nén khéng tinh todn hiéu suat bao vé.

DCSH

Al0 AlS

A20

Al10+0O AlS+O  A20+0

VA R

Hinh 5. Hinh thai day day chugt bi loét cip tinh do acetic acid & cic nong d9 khac nhau va dwgc bio
vé bang Omeprazol

Miii tén mau dé: Vi tri xudt huyét da day.
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Quan sat mo6 da day chudt gay loét ba‘mg acetic
acid cho thiy, acetic acid gy hoai tir 16p biéu md da
day cang siu vé |6p co da day theo su gia tang ndng
d6 cta acid (Hinh 6). Nghiém thirc chudt uong acid
20% géy loét sau nhat, do d6, khi dugc bao vé bing
Omeprazole khong thay sy cai thién vé mirc do hoai
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tr biéu md. Chuot udng acid 15%, té bao biéu mod
van bi hoai tr va loét sdu vao 16p té bao da day.
Chuot uéng acid 10%, giam sb t& bao biéu mé bi
hoai tir va su bong troc chi xuat hién trén bé mit biéu
md (Hinh 6).

Hinh 5. Hinh thai day day chugt bi loét cip tinh do acetic acid & cic nong d9 khac nhau va dwgc biao
vé bang Omeprazol

A: DCSH; B: A10; C: A15; D: A20; E: A10+0; F: AI15+0; G: A20+0.

3.3. M hinh viém loét da day bing Aspirin

Aspirin 14 nguyén nhan phd bién gay ra loét,
ngay ca & nhitng bénh nhan khong bi nhiém H.
pylori (Gabriel, 1991). Khi sir dung aspirin liéu thap
(LDA) hang ngay, ton thuong niém mac da day xay
ra & khoang 40% —50% bénh nhén; ting nguy co
xuit huyét da day ciing dwoc ghi nhan (Niv et al.,
2005; Yeomans et al., 2005). Do d6, aspirin 1a nhan
t6 gy ra loét da day do dung thudc khang viém
khong chira steroid. Vi thé d& tai chon aspirin lam
tac nhan gay loét da day cip tinh.

Aspirin giy ton thuong niém mac da day do
aspirin lam ting ndng do acid cua da day (Nishino

18

Téng d6 acid (mEq/L)
S o = o

(=T S A -

As350

DCSH As500

As650
Nghiém thirc

etal., 2010). Két qua xac dinh tong d6 acid cho thay,
cac nghiém thic chust cho udng aspirin c6 téng do
acid ting so voi nghiém thic chudt udng nuée cat
(p < 0,05). Trong cac nghiém thirc giy loét da day,
nghiém thtrc chudt ubng aspirin ndng d6 350 mg/kg
¢6 téng d6 acid (13,53+3,44 mEq/L) cao hon so véi
nghiém thire 500 mg/kg (9,33+1,53 mEq/L) va 650
mg/kg (8,6+1,64 mEq/L) (p < 0,05). O cac nghiém
thirc chudt udng aspirin dugc bao v¢ da day bang
Omeprazole (20 mg/kg) c6 tong do acid giam rd rét
so vai nghiém thae khong dugce bao vé (p < 0,05).
Do d6, ca ndng do aspirin thir nghiém 350 mg/kg,
500 mg/kg va 650 mg/kg co thé duogc sir dung thuc
hién mé hinh loét da day.

As350+0 As500+0 As650+0

Hinh 7. Pd thi miéu ta sw khac biét chi sé tong dé acid trung binh giira cac 16 chudt

Cdc ¢ét trung binh + sai s6 chudn c6 cdc ky t giong nhau thi khdc biét khéng cé Y nghia thong ké (Fisher, P < 0,05).
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Omeprozole cho thiy kha niing bao vé da day khi
sir dung aspirin ¢ cac ndng do. Ca 3 nghiém thirc
chuét udng aspirin 350 mg/kg, 500 mg/kg, 650
mg/kg c6 chi s6 Ulpy khac biét véi 3 nghiém thirc
duoc bao vé bang Omeprazole tuong ng. Chi sb
loét tinh theo dién tich loét, nghiém thirc As350 va
As350+0 khong cho thdy sy khac biét nhung c¢6 su
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khac biét gitra nghiém thuc As500 va As650 vai
nghiém thuc dwgc twong ung c6 st dung
Omeprazole. Nhu véy, xét theo chi s& loét UL,
aspirin cac nong do 500, 650 mg/kg déu c6 thé sir
dung dé xay dung mo hinh gay loét da day do sir
dung thudc chdng viém khong steroid.

Bang 4. Chi s6 loét va hiéu suat bao vé da day gy ra béi tic nhan gy loét Aspirin

Hiéu suat

Dién tich bao Hiéu suat bao vé

Lo Ulsin 20 vé (Sau) Ul vé(Dai) U lpinten (Dién tich)
DCSH 0,00+0,00¢ 100,00%  0,00+0,00° 100,00% 0,00+0,00° 100,00%
As350 0,15+0,10° - 0,30+0,212b - 1,57+1,42° -
As500 0,23+0,08%° - 0,43+0,062 - 3,89+0,452 -
As650 0,33+0,06° - 0,50+0,002 - 5,36+1,292 -
As350+0 0,03+0,03¢4 88,89%  0,00+0,00° 100,00%  0,00+0,00° 89,18%
As500+0 0,13+0,09b¢ 40,43% 0,13+0,10P¢ 69,77%  0,34+0,60° 84,49%
As650+0 0,13+0,05b¢ 35,48% 0,17+0,23b¢ 66,00%  0,69+1,19° 53,19%

Ghi chii: Cdc trung binh+d6 léch chudn ¢6 cdc chit cdi giong nhau trong cung mot Cot thi khdc biét khong co y nghia
thong ké (Fisher, p > 0,05). Chii thich ‘-* nghia la khdng sir dung chat bdo vé da day nén khéng tinh todn hiéu suat bao vé.

Chudt gay loét da day béng Aspirin cac ndng do
chi gay loét nhe & mot s6 Vi tri, rat it vi tri gay xuat
huyét da day. Do d6, & nghiém thic chudt uéng
aspirin khé xac dinh dugc do sau vét 1oét so vai
nghiém thirc 500 va 650 mg/kg. Chudt udng Aspirin

350 mg/kg + Omeprazole hau nhu khong con vét
gdy loét da day. Trong khi do, chudt udng aspirin
nong d6 500 mg/kg + Omeprazole va 650 mg/kg +
Omeprazole giam loét khac biét so vai nghiém thic
khong duoc bao vé bai Omeprazole.

DCSH As350 As500 As650 As350+0 As500+0 As650+0
/'A?. - AN ) o ~
A W\ .-‘_ ’ . T4

s‘*‘“‘?\ W \‘3’

/&w*“

Hinh 8. Hinh thai day day chudt bi loét Cf,lp tinh do aspirin & cac ndng d$ khac nhau va dwoc bao vé
bang Omeprazole

Hinh 9. Hinh thai day day chudt bi loét cz"tp‘ tinh do aspirin & cac ndng dé khac nhau va dwoc bao vé
bang Omeprazol

A: DCSH; B: As350; C: As500; D: As650; E: As350+0; F: As500+0; G: As650+0.
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Do aspirin it gy loét da day hon so véi cac tac
nhan giy loét ethanol hay acetic acid nén v& mé hoc
cua da day gitra nghiém thac udng aspirin 350, 500
va 650 mg/kg véi nghiém thirc duoc bao vé bang
Omeprazole tuong tmg khé tim thay su khac biét khi
quan sat mé hoc (Hinh 9). Trong qua trinh b tri thi
nghiém, tuy aspirin khong gay loét va xudt huyét da
day & mirc d6 cao nhung aspirin cé kha nang gay
chét 1én dén 50% chudt thi nghiém & liéu 350 mg/kg.
Két qua nay ciing twong ddng voi nghién ciru truge
d6 ciia Bekemeier (1955). Do d6, tuy aspirin ¢ thé
st dung lam mo hinh chudt viém loét da day nhu Kkét
luan cua Al-bayati et al. (2015), nhung c6 thé can
nhic kha ning gy chét chudt gay riii ro cho céc thi
nghiém.

4. KET LUAN

Ethanol, acetic acid va aspirin déu c6 kha ning
gy viém loét da day cép tinh. Viém loét da day do
ethanol 70° va acetic acid 15% cho mo hinh chudt
viém loét da day cao va phu hgp vaéi viéc sir dung
Omeprazole dé lam ddi chimg dwong. aspirin c6 thé
can nhic sir dung vi c6 kha ning gay chét chut thi
nghiém.

LOI CAM ON

Cam on quy thiy c6 thudc phong thi nghiém
Sinh ly ngudi va bong vat — Khoa Su pham da tao
diéu kién nghién ctru. Cam on Truong Pai hoc Can
Tho da hd trg kinh phi cho nghién ctru cip truong
cho sinh vién ma sb TSV2020-128.
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