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Tom tat

Nghién cieu nham danh gid tac dung chdng loét da day ciia cao chiét két hop gzu"a Che day
(Ampelopszs cantoniensis Planch) va Kho sam (Croton tonkinensis Gagnep) trén mo hinh loét da
day gay ra boi indomethacin o chugt cong trang Wistar. Poi twong va thiét ké nghién civu gom chugt
cong trang Wistar ngng 180-220g, duogc chia thanh 5 nhom: nhém chimg sinh [y, nhom mé hinh (gay
loét bang zndomethacm) nhom dung Mzsopmstol (doi chirng dwong tmh) va hai nhom diéu tri bang
hon hop cao chiét ¢ lieu 336 mg/kg va liéu 672 mg/kg. Sau khi nhin dn 24 gio, o loét da day duoc
gayra bang indomethacin (30 mg/kg, d‘wo’ng uong) Cac chi tieu danh gla bao gom chi so loet (UI)
t6n thuwong dai thé va mé bénh hoc (vi thé) cia niém mac da day. Két qud nghién civu cho thdy ca hai
liéu ciia cao chiét hon hop d‘eu gilp giam ddng ké chi s6 loét so véi nhém mé hinh (p < 0, 0()1) voi
hiéu qua liéu 672 mg/kg gan tuwong dwong Misoprostol. Quan sat dai thé cho thdy ving niém mac
phuc héi ré rét, mé hoc xdc nhdn biéu mé tuyén dwoc tdi tao tot, giam viém va hoai tir. Tir d6, o thé
rutra ket Iudn: Cao chiét hon hop Che dady - Kho sam thé hién hiéu qua chong loét da day manh mé,
Voi tiém nang ing dung thyc tién cao nho nguon gbc tir nhién, g an toan va hiéu qua tuwong dwong
thuéc chuan. Py la hudng phat trién trién vong cho cdc ché pham hé tro diéu tri viém loét da day,
ddc biét o bénh nhdn phai si dung NSAIDs dai han.
Tir khéa: Ché day, Khé sam, chong loét da day, indomethacin, mé hinh chugt, phoi hop dwoc liéu.
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Abstract
The study aimed to evaluate the gastric ulcer-healing effects of a combined herbal extract
of Ampelopsis cantoniensis (Planch) and Croton tonkinensis (Gagnep) in a gastric ulcer model
indomethacin-induced gastric ulcer model induced by indomethacin in Wistar rats. The research
subjects consisted of Wistar rats weighing 180-220 g, divided into five groups: a physiological
control group, an ulcer model group (ulcer induced by indomethacin), a group treated with
Misoprostol (positive control), and two treatment groups receiving the combined extract at low (336
mg/kg) and high (672 mg/kg) doses. After a 24-hour fasting period, gastric ulcers were induced by
oral administration of indomethacin (30 mg/kg). Evaluation parameters included the ulcer index
(Ul), macroscopic lesions, and histopathological (microscopic) assessment of the gastric mucosa.
The study results showed that both doses of the combined extract significantly reduced the ulcer
index compared to the model group (p < 0.001), with the high dose exhibiting efficacy comparable
to Misoprostol. Macroscopic observation indicated marked recovery of the gastric mucosa, while
histological analysis confirmed substantial regeneration of the glandular epithelium, along with
decreased inflammation and necrosis. These findings suggest that The combination extract of
Ampelopsis cantoniensis and Croton tonkinensis demonstrated strong anti-ulcer activity, with high
potential for practical application due to its natural origin, safety profile, and efficacy equivalent
to standard medication. This presents a promising approach for the development of adjunctive
therapies for peptic ulcer disease, particularly in patients requiring long-term NSAID use.
Keywords: Ampelopsis Cantoniensis, Croton Tonkinensis, gastric ulcer, indomethacin, rat model,
herbal combination.
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1. Dit van dé

Viem loét da day - ta trang la mot trong
nhitng bénh ly dudng tiéu hoa pho bién, anh
huong dén hang triéu ngudi trén thé giéi mdi
nam. Ty 1€ mac bénh dao dong tir 5-10% déan
s6 tuy theo khu vyc va dleu kién y te Bénh
dugc dic trung boi sy mat cin bang giita
cac yéu t6 bao vé (chat nhay, bicarbonate,
tudn hoan mau niém mac) va cac yeu t6 tan
cong (acid hydrochloric, pepsin, vi khuén
Helicobacter py10r1 thude NSAIDs) [1].
Tinh trang. loét néu khong dugc diéu tri kip
thoi co thé dan den céc bién chimg nguy
hiém nhu: xuat huyét tiéu hoa, thung da day
va ung thu hoa.

Cac phuong phéap diéu tri hién nay
chii yéu duya trén thudc tc ché tiét acid
(nhu: PPIs, khang H2), khang sinh ti¢t trur
H. pylori va thuoc bao vé niém mac da
day (nhu sucralfate, misoprostol). Tuy
nhién, viéc dleu tri bang thubc tong hop
thuong gip nhiéu han ché, bao gdm: chi
phi cao, tac dung phu va nguy co tai phat
bénh. Vi vay, xu huong hién nay la tim
kiém va phat trién cac ché pham tur thao
dugc ty nhién co tac dung chong loét,
it doc tinh, phu hop véi co dia va dleu
kién kinh té ctia ngudi bénh, ddc biét ¢
cac nudc dang phat trién nhu Viét Nam.
Trong kho tang duoc li¢u Viét Nam, Che
day (Ampelopsis cantoniensis Planch) va
Khé sam (Croton tonkinensis Gagnep) 1a
hai loai cay thuoc da duoc sur dung tu lau
trong y hoc ¢6 truyén dé diéu tri cac bénh
ly tiéu hoa. Cac nghién ctru gan day da
xac nhan Che day c6 ham luong flavonoid
va tanin cao, day la nhitng nhém chit ¢6
tac dung chong oxy hoéa, chéng viém va
lam lanh niém mac da day Trong khi do,
Khd sam chtra nhiéu alkaloid, polyphenol
va cac hop chit phenolic, di duoc chung
minh c6 kha nang khang khuan (ké ca H.
pylori), bao vé niém mac va Gc ché tiét
acid da day [2-4].

Trong nghién ctu thyc nghiém, mo
hinh gay loét da day trén chut cOng trang
bang Indomethacin - m¢t thuoéc chong viém
khong steroid (NSAID) 1a md hinh dugc st
dung rong rdi va dang tin cdy. Indomethacin
gy loét thong qua co ché rc ché enzym
cyclooxygenase (COX), lam giam t6ng hop
prostaglandin. Pdng thoi, thuoc con lam
tang stress oxy hoa, glam tiét chat nhay va
bicarbonate, tir d6, gdy ton thuong niém mac
da day. M6 hinh nay giup mo phong sat véi
tinh trang viém loét da day do NSAIDs &
nguoi va la cong cu hiru hiéu dé danh gia
tac dung bdo v€ niém mac cua cac ché pham
duoc liéu.

Nham cung cip thém bang cht’rng khoa
hoc cho viéc tmg dung Che day va Khé
sam trong hd tro diéu tri viém loét da day,
dong thoi, mo ra huO’ng phat trién cac ché
pham duoc liéu ngudn gbe tu nhién an toan,
hi¢u qua tai Vi¢t Nam, ching t6i thuc hi¢n
nghién cuu: “Déanh gia tic dung chdng loét
da day cua cao chiét Ché day (Ampelopsis
cantoniensis Planch) va Kho sam (Croton
tonkinensis Gagnep) trén moé hinh thuc
nghi¢m loét da day”.

2. Tong quan nghién ctru, co sé ly thuyet va
phuong phap nghién ciru
2.1 Tong quan nghién cuu va co so ly thuyet

Viém loét da day - ta trang la mot trong
nhitng bénh 1y pho blen nhat cua h¢ ti€u
hoa, lién quan mat thlet dén cac yéu t6 nhu:
stress, 16i séng, ché do an udng, vi khuan
Hehcobacter pylon va dac biét 1a viéc sir
dung kéo dai cac thude khang viém khong
steroid (NSAIDs) [1] Cac thuoc dleu tri hién
hanh tuy hiéu qua nhung c6 thé gay nhiéu
tac dung phu khi st dung dai han. Do do, xu
huérng nghién ctru hién nay dang tap trung
vao viéc khai thac cac hoat chat c6 nguodn
gbe tir duoc liéu ty nhién dé thay thé hoac hd
trg trong diéu tri bénh.

Ché day (Ampelopsis cantoniensis
Planch) 1a mdt loai cay day leo thudc ho
Nho, dugc st dung rong rdi trong y hoc
cO truyén Viét Nam dé dicu tri cac bénh
1y ti€u hoa. Cac nghién ctru hién dai cho
thdy ché diy chira nhidu hoat chét sinh
hoc nhu: flavonoid, tanin, myrlcetm va
dihydromyricetin [2]. Cac hop chét nay co
tdc dung chong oxy hoa, trung hoa goc tu
do, khang viém, giam tiét acid dich vi va
lam lanh t6n thuong niém mac. Ngoai ra,
che day con ¢6 tac dung khang khuan, dic
biét 1a trc ché H. pylori - tic nhan chinh gay
viém loét da day [2].

Kho6 sam (Croton tonkinensis Gagnep)
la cay thuoc ban dia Viét Nam, thuorng duoc
su dung dé tri tiéu chay, viém rudt, man nglra
va viém loét da day. Hoat chat chinh trong
kho sam gom: alkaloid, flavonoid, cac hop
chat phenolic va tanin [3]. Cdc nghién ctu
budc dau cho thay chlet xuat tir kho sam
¢ tac dung tc ché tiét acid, khang viém,
chong oxy hoa va bao v€ niém mac da day,
dac bié¢t trong cac md hinh loét gy ra boi
indomethacin [3-4].

Mot so cong trinh nghién ciru trude day
da ghi nhan hiéu qua riéng biét cua tung duoc
lidu dbi véi bénh viém loét da day. Tuy nhién,
chua co nhleu nghién curu danh gla tac dung
ctia cao chiét két hop giira ché day va kho sam,
cung nhu so sanh hi¢u qua cua hon hop nay
v6i cac thube diéu tri chuan nhu misoprostol.
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2.2. M6 hinh thuc nghiém

Trong nghién cltu nay, ching toi
st dung md hinh gy loét da day bang
Indomethacin trén chudt cong tring Wistar.
Day 1a mo hinh pho bién trong nghién ctu
tién 1am sang, c6 do tin cdy cao trong viéc
mo phong ton thuong da day do thudc
NSAIDs ¢ ngum Indomethacin 1a mdt
NSAID manh c6 kha nang uc che enzym
cyclooxygenase (COX), lam glam téng hop
prostaglandin - chat bdo vé niém mac da
day Ngoa1 ra, thudc con lam ting san sinh
cac goc tu do va peroxy hoa lipid, gy ton
thu’orng niém mac da day dan dén hinh thanh
6 loét. Ton thuong da day do indomethacin
dic biét thich hop dé danh gia tac dung bao

vé cua cac chdt co hoat tinh chéng viém,
chbng oxy hoéa va tai tao niém mac [5 71.
2.3. Dox twong va thiét ké nghten ciru

Dbi tuong: 50 chudt cong trang (Rattus
norvegicus) ching Wistar, trong lugng trung
binh 180-220g, dugc chia ngau nhién thanh
5 nhém (n=10 con/nhém).

Thiét ké nhom:

- Nhom ching sinh 1y (chua gay loét);

- Nhoém mo hinh (gay loét, khong diéu
tri);

- Nhém diéu tri Misoprostol (tham
chiéu duoc);

- Nhém diéu tri hon hop cao che day +
khé sam (liéu 336mg/kg va 672mg/kg).
2.4. Quy trinh nghién ciru

Bang 1. So d6 quy trinh nghién ctru

, o Gay loét bang ,
Nhom SL(n) Can thiép Indomethacin Muc dich
Nhom 1: Chung 10 th)ng . dung thuoc, Khong Sn sanh‘ sinh 1y
sinh ly khong gay loét binh thudong
) K1em chung muc
Nhom 2: M6 hinh 10 | Khong diéu tri Co do6 tén thuong do
loét
A Nhém dbi chimg
Ilj[hom 3 10 | Misoprostol (liéu chudn) Co dwong (so sanh
isoprostol " .
hiéu qua)
. x CAa © CI‘net k;et POp C}ge banh gié tac dung
Nhoém 4: Cao hon day va Kho sam (liéu ,
Y 10 Co hiép dong lidu
hop liéu 336 mg tuong duong 336 mg/kg/
X 336 mg
ngay)
.z x Cfl © cnlet k;et POp C.I‘}e banh gié tac dung
Nhoém 5: Cao hon day va Kho sam (liéu ,
2 10 Co hiép dong lidu
hop li€u 672 mg tuong duong 672 mg/kg/
ngdy) 672 mg

- Indomethacin dugc dung dé gay loét
v6i lidu 30 mg/kg, duong udng, sau khi nhin
an 24 gio.

- Céc cao chiét dugc ding lién tyc 7 ngay
trude khi gay loét.

- Chi s0 loét dugc danh gia sau 6 glo
gay loét thong qua ton thuong dai thé va mo
bénh hoc.

2.5. Dia diém nghién ciru

Trung tdm nghién ctu dong vat thuc
nghi¢m, Hoc vién Quén y; BO mon Y hoc ¢
truyén - Truong Dai hoc Hoa Binh.

2.6. Phén tich va xw ly so liéu
Dit li¢u duoc xur ly bang phan mém SPSS

Nguon: Tong hop ciia nhom tac gia

22.0. So sanh sy khac bi¢t gilta cac nhom
bang phép ANOVA mét chiéu, tlep theo la
phep Duncan hodc Bonferroni (neu can). Mirc
y nghia thong ké dugc xac dinh 1a p < 0,05.
3. Két qua va thdo luan
3.1 Ket qua ton thmmg loét va hinh dnh
dai thé, vi thé da day

Sau khi gy loét bang indomethacin va
tién hanh quan sét bang mat thuong dé danh
gi4 cac ton thu’ong dai the Cac dau hi¢u ton
thuong chu yéu bao gom xuit huyét niém
mac, hoai tir, loét nong va sau, dac biét tap
trung ¢ vung than va day da day.
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Bang 2. Chi sé loét trung binh (Ulcer Index - UI) & cac nhém chudt (n = 10/con)

. X .o . So sanh véi
o,
Nhom thi nghiém CP is0 UL % gtam U} SOVOL | hhém mé hinh
(x+SD) nhém mo hinh

(p-value)
Nhom 1: Chtung sinh ly 0,00 = 0,00 - -
Nh(’)m 2: M6 hinh (Indometh- 3,46 + 0,45 B B
acin)
NI}(A)m 3: Misoprostol (tham 1224031 64.7% p <0,001
chiéu duong)
Elg/)kné 4: Cao hon hop licu 336 1344029 61.3% p <0,001
Elgl?l?; 5: Cao hon hop licu 672 1,124 025 67.6% p<0,001

Nguon: Két qua khdo sdt ciia nhom tdc gid

Nhan xét: Nhom mo hinh c6 chi s6 106t v6i nhom mé hinh. Hdn hop cao chiét (672
cao nhat, xac nhan gy loét thanh cong. Cac  mg/kg) cho hi¢u quéa twong duwong nhom
nhom dicu tri déu giam dang ké chi sd loétso  Misoprostol.

-

4

A. Nhom chiing sinh ly, niém mac da B. Nhom m6 hinh, loét rong, xung
day nguyén ven, khong ton thuong huyét manh, chay mau rd

C: Nhom Misoprostol, ton thuong D. Cao hdn hop lidu 67 2mg/kg, c6
nho, gioi han vung niém mac phuc hoi
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E. Cao hon hop 11eu 672mg/kg ton thuong nho,
bé mit da day gn nhu tré lai binh thuong

Nguon: Két qua nghién cieu ciia nhom tdc gid

Hinh 2. Hinh anh m6 hoc dai dién cua da day chudt (HE, 100x)

F. Chung sinh 1y G. Mo hinh (Indomethacin)

Niém mac da day nguyén ven; 16p biéu mo Lép bicu mo bong troc timg mang, loct an

tuyén déu, khong thay ton thwong hay xam ~ Sau dén IOP co niém; thiy hi¢n twong hoai
nhap viém tir, phit né, xdm nhap nhiéu bach cau trung

tinh

H. Misoprostol I. Hon hop cao liéu 336mg/kg

Céu trac tuyen tuong d6i bao ton biéumd  Niém mac gan nhu nguyén ven; biéu mod
phyc hoi t6t, it tham nhiém t€ bao viém  t4i tao tét, giam tham nhiém té bao viém
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J. Hon hop cao liéu 672mg/kg

CAu truc mo da day phuc hoi gan nhu hoan toan;
biéu mé tuyén lién lac, khong thay ton thwong dang ké

3.2. Thdo lugn két qua

Két qua nghién ctru cho thiy cao chiét
hon hop tir Che day (Ampelopsis cantonlensm)
va Kho sam (Croton tonkinensis), ¢ cé lidu
336 mg/kg va 672 mg/kg, déu co tac dung
giam dang ké chi s6 loét da day ¢ chudt so vai
nhém mo hinh giy loét bang Indomethacin.
Trong d6, nhom dung 672 mg/kg hén hop dat
hi¢u qua tuong du:ong v6i nhom dung thudc
chuanoMlsoprostol ca vé chi sb loét, hinh anh
dai thé va mo6 bénh hoc.

- So sanh véi nhom mo hinh va
nhém ching

O nhém mo hinh, chi s6 Ul dat 3,46 =
0,45, kém theo ton thuorng nang né ca da1 thé
(1oet xudt huyét) 1dn vi thé (hoai tir, bong troc
b1eu mo, thAm nhiém viém). Khi sir dung cao
chiét hon hop:

Liéu 336 mg/kg gitip giam Ul con 1,34 +
0,29 (~61,3%).

Liéu 672 mg/kg giam Ul manh hon,
xudng 1,12 + 025 (~67,6%), gin bang
Mlsoprostol (1,22+0,31),

Tu d6 cho thay, ph01 hop Che day va
Khé sam c6 hiéu qua chéng loét manh, dong
thoi, gitip phuc hoi ciu tric niém mac da day,
r0 nhat & nhom 672 mg/kg

- So sanh va lién hé véi cac nghlen ctru khac

Céc két qua trén phu hop va bd sung cho
nhiéu nghlen clru trong va ngoa1 nudc da tung
danh gia vé timg dugc li¢u riéng biét:

PGS.TS Vil Nam cho thay che day co
khd nang lam lién seo 6 loét hanh ta trang
dat dén 79,5% ¢ bénh nhan diéu tri tai Vién
Y hoc ¢b truyén [9]. Pham Thanh Ky ching
minh flavonoid toan phan cua che day giup
giam 61,4% loét trén mo hinh thit mon vi &
chuét, thong qua co ché chong oxy hoa va
giam tiét acid [2]. Nguyén Thanh Hung va

Nguon: Két qua nghién ciru cia nhom tdc gia

cs nghién clru cao khé sam trén mo hinh loét
bang ethanol ciing ghi nhén hi¢u qua g1am chi
s0 loét va viém, nho hoat tinh chong viém va
khang khuan [3] Nghlen curu cua Chung va cs
(2004) da bao cao rang cac hop chat alkaloid
trong Croton spp. c6 tac dung diéu hoa mién
dich va trc ché stress 0Xy héa tai niém mac da
day, hd tro 1am lanh mo bi t6n thuong [4].

Tuy nhién, chua c6 nhiéu cong trinh
ket hop hai duoc liéu nay trong cung mot ché
pham dé klem tra hi€u qua hlep dong - day la
diém méi ndi bat cia nghlen ctru hién tai. Két
qua nghién ctru ndy ciing mo ra tiém ndng sir
dung ph01 hop duoc li¢u theo hudng hle;p dong,
mdt nguyén tic phé bién trong y hoc ¢d truyén
va dang dugc y hoc hién dai quan tdm. Theo
Flennng (2000), ph01 hop cac hop chat thyc vat
¢6 thé tao ra hiéu img cong huong, khi hoat tinh
cua hon hop manh hon timg thanh phan riéng
biét, dong thoi, giam doc tinh va tang an toan
cho nguol su dung Qua nghlen clu nay, chiing
ta ¢ thé thay, Che day cung cap flavonoid, tanin
nhiing chét g1up chong viém, trung hoa gde
tu do, bao vé biéu mo [8]. Khd sam bd sung
alkaloid, polyphenol la nhu’ng chit tac dong
truc tlep 1én co ché viém va tiét acid. Khi két
hop, ¢4 hai nhom hoat chat cung tac dong vao
nhleu khau khac nhau trong qua trinh gay loét:
tur chong oxy hoa, rc ché viém, (rc ché tiét dich
Vi, den thuc day tai tao. biéu mo.
4. Két luén va khuyen nghi gidi phap
4.1. Két luan

Nghlen ctru di ching minh ring cao
chiét hon hop giita Che day (Arnpelop31s
cantoniensis Planch) va Kho sam (Croton
tonkinensis Gagnep) c6 hi¢u qua chéng loét
da day manh m¢, the hién rd rét trén mo
hinh chudt cong trang Wistar giy loét bang
Indomethacin.
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- Cao ,chiét hdn hop lidu 336 mg/kg gitip
giam chi s0 loét 61,3% so v&i nhém mo hinh,
dong thoi, cai thién 16 rét ton thuong niém
mac trén ca hinh anh dai the va md bénh hoc.

- Cao chiét hdn hop lidu 672 mg/kg mang
lai hiéu qua giém loét 1én dén 67,6%, gan
tuong duong véi nhém Misoprostol - thuoc
chuén diéu tri loét hién nay. Dong thot, ton
thuong m6 hoc & nhoém nay gan nhu phyc héi
hoan toan, biéu mo tuyén nguyén ven, khong
con hoai tu hay viém lan tda.

- Hi€u qua vuot troi cua hén hop cho
thay su hiép dong duogc luc giita cac thanh
phan sinh hoc trong hai duoc lidu: flavonoid
(dihydromyricetin, myricetin) trong Che day
va alkaloid, polyphenol trong Kho sam. Co
ché c6 thé bao gom:

+ Chong oxy hoa manh, trung hoa gdc tu
do géy ton thuong niém mac.

+Uc ché phan tmg viém, giam xdm nhép
bach ciu va phu né niém mac.

+ Bdo v¢ 16p nhay da day, kich thich biéu
mo hoa va tai tao mo.

+ Giam tiét acid dich vi, 6n dinh méi
truong da day.

Vi hi¢u qua rd rét, lidu luong an toan
va ngudn goc tr duoc li€u ban dia, cao chiét
hon hop Che day - Kho sam la mot (g vién
tiém nang cho phat trién ché pham diéu tri va
phong ngtra viém loét da day, dac biét & nhom
bénh nhan can dung NSAIDs dai han.

Tai liéu tham khao

4.2. Khuyen nghi gtat phap

Dé khai thac gia tri ung dung cua hon
hop dugc liéu nay, nhom nghién ciru dé xuét:

- Phat trién san pham thuc tién:

+ Bao ché céc ché phdm hdn hop dang
vién nang, cao mém hodc tra hoa tan, tién
dung, dé bao quan.

+ San phdm huorng t6i ho trg diéu tri
viém loét da day, viém hang vi, du phong loét
¢ nguoi dung NSAIDs lau dai, bénh nhan lo
au - stress, hodc bénh ly nén.

- Chuan hoa va danh gia toan dién:

+ Tién hanh nghién ctru dgc tinh cap va
ban tru’(‘)rng dién, dam bao tinh an toan st dung
dai ngay.

+ Tht nghlem lam sang giai doan I-I1 dé
danh gi4 hi¢u qua, lidu dung toi uu, kha nang
dung nap va tac dung phu ¢ nguoi.

+ Chuan héa thanh phan hoat chat, X4c
dinh chi tiéu chit luong theo tiéu chuan
dugc dién.

- Phat trién bén vu’ng nguon nguyen liéu.

- Ung dung cong dong va y hoc du
phong tich hop vao hé thong y hoc ¢6 truyen
cong dong, huéng dan nguoi dan s dung san
pham hd trg theo dung lidu luong, tranh 1¢
thudc thuoc khang acid lau dai. Dé xuét su
dung phdi hop duoc liéu nay nhu mot bién
phép y hoc du phong trong nhom dbi tuong
nguy co cao (cao tuoi, stress kéo dai, bénh
nhan NSAIDs man tinh,...).
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