TAP CHI NGHIEN ClPU Y HOC

TAC DUNG CHONG TRAO NGU'Q'C DA DAY THUWC QUAN CUA
BAI THUOC DA KHOI COT TREN MO HINH THU'C NGHIEM

Tran Thi Hong Ngai', Kiéu Hoang Yén?

Pham Thi Van Anh?, Nguyén Thién Nga'

Ha Thj Thay Hang* Pao Thi Ngoan® va Pau Thuy Dwong®™
"Hoc vién Y Duoc hoc cé truyén Viét Nam

2Bénh vién Pa khoa Thanh phd Vinh

3Trwong Dai hoc Y Ha Noi

‘Bénh vién Dai hoc Y Ha Noi

Bai thuéc Da khoi cét gébm céc vi thuéc Da cdm, Lé khoi, O tac cét, Chi thuc, Thdo qua, Bach thuoc cé tac
dung hanh khi, chithéng, diéu hoa dich vi; ch tri ching vi quén théng, trong dé ¢é bénh ly trao nguoc da day thuc
quan trén ldm sang. Nghién ctru nay nhdm danh gia tac dung ctia Da khoi cét trén mé hinh thuc nghiém gay tén
thuong thuc quan do trao nguoc da day trén chudt cbng chiing Wistar bang phuong phap phéu thuét két hop st
dung indomethacin. Céc 16 chuét duoc diéu tri véi esomeprazol hodc Da khoi cét (tuong duong 24 ml/kg/ngay va
48 mL/kg/ngay) trong vong 7 ngay. Két qua cho thay, Da khoi cbt lam gidm thé tich dich vi; gidm diém danh gia dai
thé thuc quan; gidm ré rét dién tich tén thuong thuc quan, véi % trc ché tén thuong Ian luot Ia 86,69% va 88,63%;
dbng thoi lam gidm tén thuong trén hinh anh vi thé thuc quén; khdng cé sw khéc biét cé y nghia théng ké gitia 2
liéu nghién ctru. Dién tich thuc quéan & 16 ding Da khéi cét gidm cé y nghia thdng ké so véi 16 ding esomeprazol.
Tém lai, Da khéi cét thé hién tac dung lam gidm tén thuong thuc quan trén mé hinh trao nguoc thuc nghiém.

T khéa: Trao ngwoc da day thwe quan, Da khodi cét, phau thuat that da day, indomethacin.

. DAT VAN BE

Bénh trao ngwgc da day thyc quan
(Gastroesophageal reflux disease — GERD)
con duwoc goi la bénh trao ngugc acid da day,
la tinh trang trao ngwoc tirng lac hay thudng
Xxuyén cla dich da day Ién thywc quan, gay ra
céc triéu chirng dién hinh nhw ¢ néng, o chua
va c6 thé dan dén tén thwong niém mac thuc
quan.” Khi ap lwc hodc chirc ndng cla co that
thic quan suy yéu, dich vi cé do acid cao dé
dang trao nguoc 1én thuc quan, gay tén thuwong
va viém niém mac. Ngoai ra, cac yéu té nguy
co nhu béo phi, béo bung, hat thube, reou, st
dung thudc chdng viém khong steroid va yéu té
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di truyén c6 thé lam gidm ap lwc co that, kéo dai
thdi gian thanh thai acid va lam bénh tién trién
nang hon.' Thuéc didu tri trao ngwoc da day
thwc quan chi yéu nham giadm tiét acid, trung
hoa acid va tadng cwong van dong dudng tiéu
hoa, trong d6 cac nhém phd bién gdm thubc
&c ché bom proton, khang histamin H2, khang
acid va cac thudc khac. Viéc lwa chon thudc
dwa trén mc do triéu chirng, dap tng diéu tri
va nguy co bién ching, gitp kiém soat viém
thwe quan va cai thién chat lwong séng cho
ngwoi bénh.’

Theo Y hoc cb truyén, trao nguoc da day
thwc quan thudc chirng Vi quan thdng, trong do
bénh danh twong trng la “Vi khi nghich”, cha
yéu do méat diéu hoa cdng nang thdng giang
cua ty vi va sy xung nghich cua vj khi.2® Viéc
diéu tri dwa trén bién chirng luan tri v&i cac bai
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thudc cd phwong va thuéc Nam nhdm hoa can
ly khi, thanh nhiét, hoat huyét hodc 6n trung
kién ty tuy theo tirng thé bénh.3

Dwa trén kinh nghiém st dung céc vi thubc
Nam diéu trj viém loét da day ctia Thay thubc
lwong y Nguyén Kiéu, Tién si Tran Thi Hong
Ngai, Hoc vién Y Dwoc hoc cd truyén Viét Nam
da phdi ngti va két hop cac vi thudc thanh bai
thudc “Da khoi cbt”, gdm cac vi thuéc Da cam,
La khoi, O tac cbt, Chi thwc, Thao qua, Bach
thwoc. Bai thudc co tac dung hanh khi, chi
thdng, diéu hoa dich vi; cha tri chirng vi quan
thdng thé khi tré. La khdi 1a quan dwoc, gidp so
can giai uat, giam tiét acid, gidm nhu déng ruét,
khang khuén va thic day lién seo, phu hop diéu
tri nguyén nhan can khi uat tré. Bach thwoc lam
than, duwéng huyét, nhu can, chi théng, hd tro
L& khéi giai uat va lam mém can khi. Chi thuc
tac dung pha khi tiéu tich, hoa dom. Da cAm tac
dung chi théng tiéu viém, gidm dau. Thao qua
tac dung téo thap, tieu thuc, trir day trwdng.
Ba vi thubc déng vai trd 1am ta, giup gidam dau
thwong vi, ddy chwéng, o chua, o hoi. O téc cbt
ché chua, hat thap va lién két cac vi thubc, hoan
chinh bai thuéc chira chirng can khi uét tré gay
vi quan théng.5

Nhw vay, theo Iy luan y hoc cé truyén, Da
khoi cét dwoc st dung trong diéu tri chirng
vi quan théng nhd cac tac dung ndi trén. Tuy
nhién, cac bang chirng khoa hoc vé tac dung
cta bai thudc van con han ché; phan I&n dwa
trén kinh nghiém, chua dwoc kiém dinh bang
nghién ctru thire nghiém hién dai. Do do, can
thiét phai tién hanh cac nghién ctru moét cach
hé théng dé chirng minh tac dung dwoc ly cua
bai thuéc. Nghién cu tac dung duwoc ly trén
mo hinh ddng vat thwc nghiém la bwdc quan
trong trong quy trinh nghién clru tién 1am sang.
Vi vay, nghién ctru nay dwgc thwc hién nham
danh gia tac dung chéng trao ngwoc da day
thwe quan cta Da khoi cét trén dong vat thuc
nghiém, ttr d6 cung cap thém bang chirng khoa

hoc hé tro viéc tng dung bai thubc trong thuc
hanh I&m sang va dinh hwéng cac nghién clru
tiép theo.

Il. DOl TUONG VA PHUONG PHAP

1. Déi twong

San pham nghién ciru

Thanh phan méi thang thubc Da Khoi cbt
bao gdm cac dwoc liéu khdé nhuw sau: La khoi
(Ardisiae sylvestris Pitard) 18g, Bach thuwoc
(Radix Paeoniae lactiflorae) 6g, Da cam
(Oledenlandia capitellata Kuntze) 20g, Thao
quéd (Amomum aromaticum Roxb.) 6g, Chi
thwe (Fructus Aurantii immaturus) 8g va O tic
cbt (Sepiae endoconcha) 12g. Cac thanh phan
dwoc liéu déu duoc kiém dinh theo tiéu chuén
Dworc dién Viét Nam V.

Thang thubc dwoc sdc bdng may séc va
doéng goi tw déng (KTP-EP-25, Han Quéc) theo
Quy trinh sac thudc thang ctia Cong ty Cb phan
Duwoc Nam Son; méi thang thudc sau khi séc
twong dwong 100mL thubc séac. Liéu dung dw
kién trén ngwoi la ubng ngay 2 géi (100 mL/
goi).

Déi twong nghién ciru

Chuét cbéng trdng ching Wistar, cd hai
giéng, khoé manh, trong lwong 180 - 220g.
Chuét dwgc nudi 7 ngay trwwdc khi nghién cru
va trong subt thdi gian nghién cu trong diéu
kién phong thi nghiém véi day da thiee &n va
nudc udng tai B& mén Duoc ly, Trudéng Pai hoc
Y Ha Noi.

2. Phwong phap

Chuét cbng trdng dwoc phan ngdu nhién
vao 5 16 nghién ctru (n = 8) voi ti 1& dwc/cai
twong dwong nhau:

-L6 1 (Chng sinh hoc): Udng nwéc cét.

-L6 2 (M6 hinh): Ubng nwéc cét; sau d6
dwoc cho ubng indomethacin va tién hanh mé
th&t da day.

-L6 3 (Chirng dwong): Ubng esomeprazol
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10 mg/kg; sau dé ubng indomethacin va md
that da day.

-L6 4 (Da khdi cbt 24 mL/kg/ngay): Ubng
ché pham Da khai cét vdi liéu twong dwong 24
mL/kg/ngay (twong (ng liéu dw kién trén nguoi,
quy ddi theo hé s6 6); sau d6 ubng indomethacin
va md that da day.

-L6 5 (Da khéi cbt 48 mL/kg/ngay): Ubng
ché& pham Da khéi cét liéu twong dwong 48 mL/
kg/ngay (gap ddi lidu quy ddi tiv liéu dw kién
trén ngudi); sau dé udng indomethacin va md
that da day.

Tat ca chudt dwoc udng thudc ther hodc
nwéc cét lién tuc trong 7 ngay.

Sau do, chudt dwgc gay mo hinh trao ngwoc
da day thwe quan nhw sau: 24 gid sau khi udng
lidu thubc ther cubi cuing, chudt & cac 16 2 — 5
duwoc cho udng indomethacin liéu duy nhéat
40 mg/kg (chudt dwoc nhin an 18 gio trudc
khi ubng indomethacin). Hai gi& sau khi ubng
indomethacin, chudt dwoc gay mé va tién hanh
phau thuat gay trao nguoc bang cach that da
day tai hai vi tri (vi tri thr nhat: giao gitra day vi
va than vi; vi tri th& hai: moén vi) theo phwong
phap ctia Gupta SS va cs.6 Bén gio sau khi
phau thuat, chudt duoc gay mé va tién hanh
danh gia cac chi sd nghién ctu.

* L4y toan bo lwong dich chiva bén trong da
day, thwe quan vao éng co chia vach dé do thé
tich, pH, do acid tw do, toan phan cua dich vi.

* Phan éng tiéu héa tir thwe quan dén rudt
non (cach mén vi 3cm) dwoc cat riéng ré, mé
thwe quan va da day béng kéo theo dworng bo
cong I&n, r&ra trong dung dich natri clorid 0,9%,
c¢b dinh thwc quan dé danh gia tén thwong dai
thé.

- Banh gia thwc quan:

+ Panh gia mirc do tén thwong thwe quan
theo thang diém sau day’:

0 diém: khéng ton thuong.

1 diém: 1 vai tén thuong, trot biéu mo niém
mac.

2 diém: < 30mm?2 (chiéu dai b loét chay mau
< 20mm).

3 diém: = 30mm? (chiéu dai & loét chady mau
tw 20 dén < 30mm).

4 diém: chiéu dai & loét chdy mau tlr 30 dén
<40mm.

5 diém: thang (chiéu dai 6 loét chdy mau tir
40mm tr& 1én).

+ Ti 1& % e ché tén thwong dwoc tinh theo
cong thirc sau days:

| (%) 1a phan trdm (¢ ché ton thuong.

AC: Tri sb trung binh dién tich tbn thwong
niém mac thwe quan chuét & 16 mé hinh.

AT: Tri sb trung binh dién tich tén thwong
niém mac thwec quan chudt & 16 dung mau thi.

+ Kiém tra ngau nhién c4u truc vi thé thuc
quén & 30% sbé chudt & méi 16.

X ly s6 liéu

Sé lieu dwoc xt ly bang phdn mém SPSS
22.0. S lieu dwoc biéu dién dwdi dang Trung
binh £ SD. So sanh gilra cac nhém duoc thyc
hién bé&i One-way ANOVA va Turkey’s post-hoc
test. Sw khac biét c6 y nghia thdng ké khi p <
0,05.

ll. KET QUA

1. Anh hwéng ciia Ché pham Da khéi cét
dén cac chi s6 danh gia dich vi

Két qua nghién clru & Bang 1 cho thay:

Thé tich dich vi & cac 16 dung esomeprazol
khong cé su khac biét cé y nghia théng ké so
v&i 16 moé hinh (p > 0,05). Thé tich dich vi & cac
|6 Ché phadm Da khoi cbt gidam cé y nghia théng
ké so v@&i 16 md hinh (p < 0,05) va khéng c6 sw
khac biét c6 y nghia théng ké gitra 2 liéu Da
khoi cét. pH dich vi & cac 16 dung esomeprazol
va Ché phadm Da khéi cbt khéong c6 sw khac
biét c6 y nghta thdng ké so v&i [6 mé hinh (p >
0,05). b6 acid & cac 16 dung esomeprazol va
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Ché pham Da khéi cét cé xu hwéng gidm so véi
16 m6 hinh nhwng sw khac biét chua cé y nghia
thdng ké (p > 0,05). Céac chi sb danh gia dich vi

& cac 16 dung Ché pham Da khdi cbt khéng co
sw khéc biét c6 y nghia théng ké so véi 16 dung
esomeprazol (p > 0,05).

Bang 1. Anh hwéng ctia Ché pham Da khoi cét dén thé tich, pH va dé acid dich vi

Thé tich dich vi

Do acid twdo Do acid toan

L6 nghién ctru H dich vi \

9 mi100g) x£sp) P "' (mEqL)  phan (mEqiL)
L6 2: M6 hinh 8 2,84+ 0,92 2,27+0,48 33,05+12,76 84,10+ 26,08
L6 3: Esomeprazol 8 2,60+ 1,18 2,29+0,45 2861+1248 76,66+ 24,39
L6 4: Da khoi cbt
: 8 1,74 +0,51* 2,24+0,59 31,67 +13,17 79,47 + 16,42
lieu 24 mL/kg/ngay
L6 5: Da khdi cét

8 1,83 +0,87* 223+0,78 32,16 +11,36 77,14 + 28,09

liéu 48 mL/kg/ngay

*p < 0,05 so v&i 16 mé hinh

2. Anh hwéng ctia Ché pham Da khéi cét dén cac chi s6 danh gia dai thé tén thwong thuc

quan

Bang 2. Anh hwéng cua Ché pham Da khoi c6t dén dién tich tén thwong thwe quan
va ti I1é % giam tén thwong thwe quan

L6 nghién ctru

Dién tich ton thwong

% trc ché tén thwong

thwc quan (mm?) thwec quan
L6 2: M6 hinh 8 151,25+ 73,19 -
L6 3: Esomeprazol 8 77,15 + 60,39* 48,99%
L6 4: Da khoi cét liéu 24 mL/kg/ngay 8 20,14 + 25,12***# 86,69%
L6 5: Da khoi cét liéu 48 mL/kg/ngay 8 17,19 £ 20,99***# 88,63%

*n < 0,05, **p < 0,01; ***p < 0,001 so v&i 16 mb hinh

#p < 0,05 so va&i 16 dung esomeprazol

Két qua & Bang 2 cho thay: Dién tich tén
thwong thwc quan & 16 dung esomeprazol
gidm c6 y nghia théng k& so véi I6 mé hinh
(p < 0,05), % Wrc ché ton thwong thwe quan la
48,99%. Dién tich ton thwong thwc quan & 16
diing Ché pham Da khoi cét liéu 24 mL/kg/ngay
va 48 mL/kg/ngay giam ro rét so v&i [6 mé hinh
(p < 0,001), % trc ché tdn thwong thwe quan Ian
lwot 1a 86,69% va 88,63%; khéng co6 sy khac
biét cé y nghia théng ké gitra 2 liéu Da khoi cét.
Dién tich tbn thwong thuc quan & 16 dung Ché
phdm Da khéi cét 2 liéu nghién ctru gidm cé y
nghia théng ké so vé&i 16 dung esomeprazol (p

< 0,05).

Diém danh gia dai thé thwc quan & 16 dung
esomeprazol cé xu hwdng giam so voi 16 md
hinh, nhwng sw khac biét chwa cé y nghia théng
k& so v&i 16 md hinh (p > 0,05). Diém danh
gia dai thé thwe quan & 16 dung Ché phdm Da
khoi cbt liéu 24 mL/kg/ngay va 48 mL/kg/ngay
gidm c6 y nghia thdng ké so v&i 16 md hinh (p <
0,05); khong co su khac biét cé y nghia thdng
ké gitra 2 liéu Da khoi cbt. Diém danh gia dai thé
thwe quan & cac 16 dung Ché phadm Da khoi cbt
khéng c6 sw khac biét cé y nghia thdng ké so
Vi 16 dung esomeprazol (p > 0,05) (Biéu db 1).
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Piém dai thé thyc quan (Mean + SD)

0

L6 2 L6 3 L6 4~ L6 5"

Biéu dé 1. Anh hwéng ctiia Ché pham Da khéi c6t dén diém dai thé thwe quan
*n < 0,05 so v&i 16 mé hinh

3. Anh hwéng cta Ché pham Da khoi cét dén hinh anh vi thé thwc quan

Hinh 1. Hinh anh dai thé thwc quan
1A. L6 chieng sinh hoc; 1B. L6 mé hinh; 1C. L6 esomeprazol;

1D. L6 Da khoi cét liéu 24 mi/kg/ngay; 1E. L6 Da khoi cot liéu 48 mi/kg/ngay
(Chu thich: 1. O loét nhé; 2. O loét I6n, chdy mau; 3. Trot niém mac)
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Két qua danh gia hinh anh vi thé thyc quan
cho thdy: L& ching sinh hoc: 100% mau thuwc
quan c6 cAu truc binh thwdng, khéng quan sat
thdy tén thuwong trot, viém, loét. L6 mé hinh:
2/3 mau thwc quan cé tbn thwong viém loét
(thwe quan cé mot 6 loét xam nhap bach cau
da nhan trung tinh,bach ciu da nhan trung tinh
thoai héa, dai thwc bao; vung loét mat hoan
toan biéu mé pha), 1/3 mau thuc quan co tén
thwong bao mon nang (thwe quan cé 1 6 bao
mon n&dng, vung tén thwong mét hoan toan 16p
biéu mé pha). L6 chirng dwong: 2/3 mau thuc
quan cé cAu tric binh thwong, khéng quan
sat thdy tén thwong trot, viém, loét. 1/3 mau
thwe quan c6 ton thuwong viém (Iép biéu mo va

mo dém xam nhap té bao viém, khong co ton
thwong loét). L6 dung Ché pham Da khéi cbt
lidu 24 mL/kg/ngay: 2/3 mau thyc quan quan
sat thdy tén thwong bao mon rat nhe; 1/3 mau
thwe quan quan sat thay tén thwong bao mon
nhe dén trung binh. Khéng quan sat thay tén
thwong viém, loét. L6 dung Ché phdm Da khoi
cbt lidu 48 mL/kg/ngay: 100% mau thuc quan
quan sat thay tbn thwong bao mon nhe. Khéng
quan sat thay ton thwong viém, loét.

Két qua danh gia mé bénh hoc cho thay ché
pham Da khéi cbt gip cai thién rd rét tinh trang
tbn thwong niém mac thwe quan, lam gidm mac
dod va mirc dd nghiém trong cua tén thuong so
v&i 16 mé hinh.

HE x 400

HE x 40 HE x 100

2B

2C

2D

2E

Von A

Hinh 2. Hinh anh vi thé thwc quan
(Cha thich: 1. O loét; 2. X4m nhép té bao viém; 3. Bao mon niém mac)
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Hinh 2A (L& chirng sinh hoc): Hinh anh vi thé
thwe quan & cac 16 ¢ clu truc day da 4 tang:
tang niém mac, tdng dwdi niém mac, tAng co
va tang vé ngoai. Tang niém mac duoc bao ph
b&i mot 16p biéu mé lat tAng khéng sirng hoa
phia dudi la mo lién két thwa. Khéng xuét hién
tdn thwong trén cac ting mé. Hinh 2B (L6 md
hinh): Thwe quan cé mot & loét xam nhap bach
cau da nhan trung tinh, bach cau da nhan trung
tinh thoai hoa, dai thwc bao; viing loét mat hoan
toan biéu md phd. Hinh 2C (L& esomeprazol):
Tang niém mac dugc bao phd béi mét I&p biéu
mo 14t tng khong sirng hoa phia dwdi [a mé
lien két thwa; khdng xuét hién tén thwong trén
cac tdng md. Hinh 2D (L6 Da khoi cét liéu 24
ml/kg/ngay): Tang niém mac duoc bao phu bdi
mot I6p biéu mo lat tAng khong sirng hoa. Thuc
quan c6 tén thwong bao mon nhe dén trung
binh. Khong thdy tén thwong loét hay viém.
Hinh 2E (L& Da khoi cét lidu 48 mi/kg/ngay):
Tang niém mac duwoc bao phd béi mét I&p biéu
mo lat tAng khoéng sirng hoa. Thwe quan cé ton
thwong bao mon nhe. Khéng thay tdn thwong
loét hay viém.

IV. BAN LUAN

Cac mé hinh gay trao ngugc da day thuc
quan trén dong vat thwc nghiém dwoc xay
dwng nhdm mé phdng cac co ché bénh sinh
chd yéu cta bénh trén nguwdi. Mét trong nhirng
mé hinh dwoc st dung rdng rai nhat la mé hinh
phau thuat that da day, tao ra sy tang tich tu
dich vi va day trao ngwoc vao thuc quan, dan
todi hinh thanh cac tén thwong trot loét dac
trwng. M6 hinh nay c6 wu diém l1a dé thyc hién,
tao tén thwong nhanh, ti 1& thanh céng cao va
dién tich tbn thwong én dinh, phu hop danh
gia tac dung bao vé niém mac va kha nang trc
ché tén thwong cua cac thubc hodc duoc liéu
th&r nghiém.” Ngoai ra, trong nghién clru nay,
chung t6i cling s& dung indomethacin két hop
phau thuat that da day. Indomethacin gay Gc

ché tdng hop prostaglandin, yéu té bdo vé quan
trong clda niém mac dwong tiéu héa, tir d6 lam
tang nguy co tén thwong thwe quan khi cé hién
twong trao ngwoc.? Viéc két hop indomethacin
véi phau thuat that da day giup mé phdng tét
hon bénh ly nay khi hang rao bao vé niém mac
bi suy yéu.

Két qua nghién ctu cho thdy Da khéi cbt
lidu twong dwong 24 mL/kg/ngay va 48 mL/kg/
ngay lam gidm thé tich dich vi so v&i |6 md hinh;
gidm rd rét dién tich tbn thwong thue quan (p <
0,001), giam cé y nghia théng ké diém danh gia
dai thé thuc quan (p < 0,05) vdi ti 18 % (e ché
tdn thuwong thwe quan cta Da khoi cét liéu 24
mL/kg/ngay la 86,69% va liéu 48 mL/kg/ngay la
88,63%. Ngoai ra, Da khoi cbt ca 2 liéu nghién
ctu lam gidm tén thwong bao moén trén hinh
anh vi thé thuc quan; khdng quan sat thay tén
thwong viém, loét & cac mau thwe quan clia cac
16 dung Da khoi cbt. Ca hai liéu 24 mL/kg/ngay
va 48 mL/kg/ngay ctia Da khoi cét déu mang lai
hiéu qua giam ton thwong thwc quan rd rét va
khéng cé sw khac biét cé y nghia théng ké khi
so sanh gitra 2 lidu. K&t qua nay cho thay tac
dung bao vé thwc quan cta Da khoi cbt trong
khoang liéu nghién ctru.

Két qua nghién cru nay phu hop véi cac bao
céo trwdc day, clng cb gid thuyét vé tac dung
chéng trao nguwoc da day thwc quan théng qua
co ché hiép ddng cutia cac duoc liéu cu thanh
bai thubc. Cac co ché nay tap trung vao viéc
diéu hoa cac phan (ng viém, stress oxy hoa, va
can bang gitra cac yéu td tAn cong (acid dich vi)
va bao vé (chat nhay, bicarbonat). V& tac dung
chdng viém, L4 khoi, Da cdm, Thao qua, va Chi
thwe déu dwoc chirng minh cé tac dung e ché
con duwdng tin hiéu NF- kB va gidm biéu hién
cla enzym COX-2 (cyclooxygenase-2).>'? Viéc
trc ché NF- kB la can thiét dé ng&n chan sy san
xuét va gidi phong cac cytokin gay viém, qua
doé lam giam tén thwong va phu né niém mac
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da day, thwc quan. Bén canh do, tac dung tang
cwong kha nang phong vé cua niém mac da
day, thwe quan trwdc sy tAn cong clia cac gbc
tw do (stress oxy héa), mét trong nhirtng yéu
t6 chinh gay ton thwong té bao, cla cac dwoc
liéu cling da dwoc chirng minh: La khoi, Bach
thwoc, Da cdm, Thao qua (cha flavonoids
va phenolic compounds), va Chi thwc (chira
flavonoids va alkaloids) déu thic ddy hoat dong
clia cac enzym chdng oxy hoéa ndi sinh, déc biét
la SOD (superoxid dismutase).’*'” Bach thwoc
con duoc ghi nhan c6 kha nang gidm ndng do
MDA (malondialdehyd), mot chi d4u cia peroxy
héa lipid va stress oxy hoéa.™ Co ché nay gitp
bdo vé tinh toan ven cGa mang té bao niém
mac da day, thwc quan khéi sy pha hdy cua
cac gbc tw do.

Mét co ché rat quan trong la tac dung cling
cb hang rao bao vé niém mac va giam thiéu cac
yéu t6 tan cong. La khoi, Bach thuwoc, Da cam,
Thao qua, va Chi thuwc déu tang cwdng san xuét
chét nhay va bicarbonat, “tuyén phong tha” vat
ly va héa hoc dau tién, gidp trung hoa acid da
day ngay tai b& mé&t niém mac.'®2 Bach thuoc
c6 tac dung kich thich tdng hop prostaglandin
E, (PGE,) va yéu t6 tang trudng nguyén bao
soi, hai yéu t6 quan trong trong viéc bao vé té
bao va thiuc day tai tao mé bi tbn thwong. La
khoéi, Bach thwoc, Thdo qud, va Chi thyc da
dwoc chirng minh c6 kha nang giam tiét acid
da day, qua d6 lam gidm ndng dé acid dw thira
va nguy co' gay loét.’2325 O tac cbt hoat dong
nhw mot thudéc khang acid truyén thdng, gitp
trung hoa acid dich vi va giam s kich thich 1én
bé mét vét loét.5¢

Ngoai ra, két qué nghién ctu nay con cho
thay dién tich tdn thwong thwe quan & hai 16 st
dung ché pham Da khoi cét cai thién tét hon so
v&i 16 diing esomeprazol. Esomeprazol | thudc
&rc ché bom proton, chii yéu giam tiét acid dich
vi, qua do lam gidm tinh an mon cla dich trao
ngwoc nhwng khéng cé tac dung truc tiép bao

vé niém mac thwe quan hay thuc déy tai tao mo,
nén thudng can thdi gian diéu tri kéo dai moi
ghi nhan cai thién rd rét. Nguoc lai, Da khoi ct
phat huy tac dung da co ché va hiép ddng, bao
gdm chéng viém, chéng oxy héa, tang cuong
hang rao bao vé niém mac, giam va trung hoa
acid dich vi, ddng thoi thuc ddy phuc hdi mé tén
thwong.

Tém lai, két qua nghién clru nay da chirng
minh rd rang tac dung bao vé niém mac thwc
quan cla Da khéi cbt trén mé hinh trao nguoc
da day thuc quan gay ra b&di phau thuat that da
day két hop indomethacin. Co ché tac dung ctia
Da khoi cbt c6 thé bao gébm nhiéu dich tac dung
nhd hoat tinh cla cac dwoc liéu thanh phan,
qua d6 chédng lai sw tAn céng cua dich vi vao
niém mac thwc quan. Tuy nhién, han ché cla
mo hinh la mé phéng trao ngwoc da day thwc
quan trong thoi gian ngén nén cac nghién ctru
tiép theo can dwoc thue hién dé danh gia hiéu
qua cta Da khéi cbt trén mé hinh trao nguoc
man tinh d& phan anh chinh xac hon tién trinh
bénh ly Idam sang.

V. KET LUAN

Két qua danh gia tac dung trén mé hinh thyc
nghiém gay trao ngugc da day thwc quan cho
thdy Da khoi cbt liéu twong dwong 24 mL/kg/
ngay (twong dwong liéu dy kién dung trén 1am
sang 200 mL/ngay) va 48 mL/kg/ngay (liéu gap
déi liéu dw kién dung trén 1am sang) udng trong
7 ngay co hiéu qua lam gidm tén thwong thuyc
quan ca vé mat dai thé va vi thé trén chudt céng
chung Wistar.

L&i cam on

Chung t6i xin cdm on B6 moén Dwoc ly,
Trwong Bai hoc Y Ha Néi va Hoc vién Y Dwoc
hoc cb truyén Viét Nam da tao diéu kién dé
chung t6i hoan thanh nghién cu nay. Chung
t6i cam két khong xung dét loi ich nao twr két
qua nghién ctru trén.
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Summary

ANTI-GASTROESOPHAGEAL REFLUX EFFECTS OF
DA KHOI COT FORMULATION IN AN EXPERIMENTAL MODEL

Da Khoi Cot formulation consists of Ardisiae sylvestris Pitard, Radix Paeoniae lactiflorae,
Oledenlandia capitellata Kuntze, Amomum aromaticum Roxb., Fructus Aurantii immaturus and
Sepiae endoconcha. It has the effects of promoting qgi circulation, relieving pain, and regulating gastric
secretions; it is indicated for epigastric pain, including gastroesophageal reflux disease (GERD) in
clinical practice. This study aimed to evaluate the effects of Da Khoi Cot in an experimental model
of esophageal injury induced by gastric reflux in Wistar rats using a surgical method combined with
indomethacin administration. The rats were treated with esomeprazole or Da Khoi Cot (equivalent
to 24 mL/kg/day and 48 mL/kg/day) for 7 days. The results showed that Da Khoi Cot reduced
gastric juice volume, decreased the macroscopic esophageal injury scores, markedly reduced the
area of esophageal lesions, with inhibition percentages of 86.69% and 88.63%, respectively and
also mitigated microscopic esophageal damage. There was no statistically significant difference
between the two studied doses. The esophageal lesion area in the group treated with Da Khoi Cot
was significantly reduced compared with the esomeprazole-treated group. In summary, Da Khoi
Cot demonstrated protective effects against esophageal injury in an experimental reflux model.

Keywords: Gastroesophageal reflux disease, Da Khoi Cot, gastric ligation surgery,
indomethacin.
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