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Tém tit: Loét da day, t& trang 1a mot trong nhiing o loan tiéu hoa phé bién nhét. Duoc liéu
thuong duogc st dung trong dan gian dé phong ngira va diéu tri cac triéu chimg nhu viém, viém da
day va loét da day, ta trang. Trong nghién ctru nay ching to6i danh gia tac dung bao vé cua thuc
pham chirc ning bo sung dinh dudng tir Cam la gao, Y di, Pang sam, Bach Truat, Hoai Son trén
md hinh thyc nghiém chudt cong bi giy ton thwong da day do indomethacin va ta trang do
cysteamin. Trén md hinh ton thuong da day, chudt céng trang dugc chia thanh 5 nhém, duge udng
nudc cat, ranitidin (50mg/kg) hodc bot dinh dudng (liéu 3,5 g/kg va lidu 7g/kg) trong vong 7 ngay.
Vao ngay thir 7, chudt duoc cho uong indomethacin (30 mg/kg) dé gdy lo¢t da day. Trén m6 hinh
ton thuong ta trang, chudt cdng tring dugc chia thanh 5 nhom, duoc uong nudc cét, ranitidin hodc
bot dinh dudng trong vong 7 ngay. Vao ngay thir 7, chudt duge cho udng cysteamin (400 mg/kg)
dé gay loét ta trang. Két qua cho thdy bot dinh dudng cho tac dung bao vé da day nhd lam giam
dang ké diém loét, chi s6 loét trén chudt. Hon nita, két qua nghién ctru cting cho thdy bot dinh
dudng cho tac dung bao vé ta trang nho 1am giam dang ké diém loét, chi s loét trén chudt.

Tuwr khoa: Bot dinh dudng, indomethacin, cysteamin, loét da day, loét ta trang.

1. Pit van dé

Loét da day, ta trang la mdt trong nhiing
van d¢ suc khoe thuong gap co ty 1& tir vong
cao [1]. Khong diéu tri loét da day ta trang kip
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thoi c6 thé dan toi chay mau duong tiéu hoa [2].
Nguyén nhén la do sy mat cin bang gilrta cac
yéu t6 tAn cong va bao vé nhu tiét acid-pepcin,
té bao niém mac, kha ning tiét chat nhay, luu
lwgng mau, ti tao té bao va cac tic nhan bao vé
noi sinh (prostaglandins va cac yéu t6 ting
trudng biéu bi) [2 2]. Cac yéu t6, nhu théi quen
an uong, hat thude 14, s dung khong hop ly
thudc chéng viém khéng steroid, cing thing, di
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truyén va nhidm trung Helicobacter pylori, c6
thé lam phat trién bénh loét da day ta trang [3].
Cac thudc hoa hoc tépg hop da duogc sir dung dé
diéu tri loét da day dé lam giam ty 1é tir vong va
ty 1¢ mic bénh, nhung chuang lai lghéng hoan
toan hi¢u qua va co6 thé gay ra nhiéu tac dung
phu khac.

Indomenthacin 1a thubc chdng viém thudc
nhom non-steroidal anti-inflammatory  drug
(NSAID) c6 tac dung giam dau va ha sot.
Indomenthacin ¢ tac dung rc ché manh qua
trinh tong hop prostaglandins, 1a nhiing chat
trung gian trong qua trinh viém [4]. Tac dung
chong viém cua indomethacin la nho kha nang
uc ché tong hop prostaglandin E2 va
prostaglandin 12 tir axit arachidonic qua con
dudng cyclo-oxygenase. Indomenthacin ttc ché
ca hai enzyme cyclo-oxygenase I (COX-I) va
cyclo-oxygenase-II  (COX-II). Thiéu hut
enzyme COX-I gdy ra mét s6 tac dung phu nhu
loét da day ctia cac thuoec NSAID [5].

Cysteamin (B-mercaptoethylamine) c6 cong
thirc hoa hoc la HSCH,CH,NH,, 1a san ph?im
phan hiy amino acid cysteine. Cysteamin dugc
sir dung trong co thé dé tao thanh coenzyme A
(CoA) nho su két hop v6i pantothenate (vitamin
B 5) va adenosine triphosphate [6]. Trén lam
sang, cysteamine duoc st dung dé diéu tri u xo
nang [7]. Tuy nhién, nhidu nghién ctu thuc
nghiém cho thiy st dung cysteamin & lidu cao
s€ gay ra loét ta trang 8, 9]. Bénh 1y ta trang do
cysteamin gy ra hién chwa dugc hiéu r3. Céac
nghién ctru cho thiy cysteamin lam ting tiét
dich axit da day, tiét acid da day va giam trung
hoa axit trong ta trang. Nhitng tac dung nay do
lam giam somatostatin trong niém mac da day
va ting ndng do gastrin trong huyét thanh [9].
Trong nghién ctru nay chuing téi danh gia tac
dung bao vé da day va ta trang cua thuc phim
chirc nang bo sung dinh dudng tir Cam lta gao,
Y di, Drfmg sam, Bach Truat, Hoai Son trén mo
hinh thuc nghiém chudt cbng bi gy tén thuong
da day do indomethacin va ta trang do
cysteamin.

2. Nguyén liéu va phwong phap nghién ctru
2.1. Nguyén liéu

Thuc pham chirc ning bd sung dinh dudng
tr Cam lua gao, Y di, Drfmg sam, Bach Truat,
Hoai Son di bao ché dugc tai Vién Nghién ctru
Phat trién Y Duogc cb truyén Viét Nam;
Indomethacin (Trung Qudc); Cysteamin (Trung
Quéc); Ranitidin (Viét Nam); Nudc mudi sinh
ly; Formaldehyd dat tiéu chuan phén tich theo
chuén Duoc dién Viét Nam IV, May ly tam
lanh Universal 320R (Hettich — Puc); May
chup hinh, kinh hién vi doc gidi phiu bénh;
Léng nudi chudt, kim dau tu;

Chudt cong tring, ca hai gidng, khoe manh,
trong luong 150-180 g, do Vién V& Sinh Dich
T& Trung Uong cung cip. Dong vat thi nghiém
sau khi mua vé dugc nudi 5 ngay trude khi thi
nghi€ém, dugc an vién thic an chuan do Vién
Vé Sinh Dich T& Trung Uong cung cip, udng
nudce tu do.

2.2. Phwong phap nghién curu

Chudt cbng tring duoc chia thanh 4 16, moi
16 ’10 con voi ti 1€ duc/cai nhu nhau & moi 16.
Tién hanh nghién ctru trong vong 7 ngay, tai
ngay thir 7 ciia nghién ciru, chudt dugc gy mé
hinh b:.?lng indomethacin. MQ hinh duogc thuc
hi¢n bang cach cho chuft uong indomethacin
lidu 30 mg/kg vao luc 8 gio sang. Chudt dugc
nhin &n mQt ngay trude khi uong indomethacin.

- L6 chimg am: udng nude cat.

- Lo chung duong: ‘Uéng nudc cat va gy
ton thuong da day bang indomethacin licu
30mg/kg vao ngay thur 7.

-Lo uéng bot dinh dudng lidu 1: Ubng ljéu
3.5g/kg the trong va gay ton thuong da day bang
indomethacin liéu 30mg/kg vao ngay thir 7.

- L6 udng bot dinh dudng lidu 2: Udng liéu
7g/kg thé trong va gay ton thuong da day bang
indomethacin liéu 30mg/kg vao ngay thi 7.

- L6 chung Ranitidin: Ubng liéu 50 mg/kg
thé trong va gy ton thuong da day bang
indomethacin liéu 30mg/kg vao ngay tha 7.
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Sau 6 gio ké tir khi udng indomethacin, tat
ca cac chudt chudt bi giét va da day duoc tach
ra. Ldy phan mé da day chudt gdbm phan 6ng
tiéu hoa tir thyc quan (sat tim vi) dén rudt non
(cach mon vi 1 cm) duge cét riéng r&, mo ta
trang va da day bang kéo theo dudng bd cong
16n. Rira sach bang nuéc mudi sinh 1y, tham bé
mit vét loét bang formaldehyd 5 %, c¢b dinh da
day ta trang trén tim x6p bang ghim. Sau do6
mé da day doc theo bo cong 16n, rira sach da
day bang nudc m, kiém tra mirc d6 tén thuong
da day bang kinh lap hoic kinh hién vi.

2.2.1. Pdnh gid mirc ¢ ton thwong da day

Danh gi4 dai thé: tit ca cac da day cia
chudt dugc chup anh dé danh gia hinh anh

- Quan sat bang kinh lap do phéong dai 10
lan, danh g1a cac chi sb sau:

Chi sb loqt. chi 750 loetﬂcua (}a day mdi chuot
duoc tinh bang tong diém ton thuong theo
cong thie: Ul = 0,5¥*A + 1*B + 1,5%C + 2*D
+2,5*%E [10].

A: s6 ddém xuat huyét .

B: sb vét loét ¢6 chiéu dai L < 1mm.

C: sb vét loét ¢6 chidu dai Imm < L < 2mm.

D: 56 vét loét c6 chiéu dai 2mm < L< 3mm.

E: s vét loét ¢6 chiéu dai L > 3mm.

Mrc d6 tic ché loét:

(U, — U,)100

I(%) = T

£

Trong do

I: mic d6 e ché loét cia 16 thir so vdi 16
ching.

U,: chi s6 loét ciia 16 chimg.

U,: chi s6 loét cua 16 th.

2.2.2. Pdanh gid tic dung diéu tri loét td
trang trén mé hinh gdy loét td trang bang
cysteamin

Chudt duoc chia ngau nhién thanh 4 16, moi
16 10 con voi ti 1€ dyc/cai nhu nhau & moi 6.
Tién hanh nghién cuu trong vong 7 ngay, tai

ngay thir 7 ciia nghién ctru, chudt duoc gay mé
hinh bang cysteamin.

- L6 chung am: udng nudc cét

- L6 chimg dwong: Udng nudc cit va giy
tén thwong ta trang bang cysteamin liéu 400
mg/kg vao ngay thu 7.

- L6 ubng bot dinh dudng liéu 1: Udng lidu
3.5g/kg chudt thé trong va gay ton thuong d ta
trang bang cysteamin liéu 400mg/kg vao ngiy
thu 7.

- L6 ubng bot dinh dudng liéu 2: Udng lidu
7g/kg chudt thé trong va gy ton thuong ta
trang bang cysteamin liéu 400mg/kg vao ngiy
tha 7.

- Lo ching Ranitidin: Ubng liéu 50 mg/kg
thé trong va gy ton thuong ta trang bang
cysteamin liéu 400mg/kg vao ngay thir 7.

Chuot duoc in va ubng nuéc binh thudng
trong khi tién hanh thi nghiém. Sau 30-60 phit
ubng thudc 1an cudi cing, gy loét cho chudt
bang cach cho udng dung dich cysteamin véi
lidu 400 mg/kg, pha vao 1 mL nuéc, udng 2- 3
lan, mdi 1an cach nhau 4 gio. Sau 12 gio ké tir
khi bat dau udng cysteamin, giét chudt, mo
bung, cét 14y phan ta trang. Rura sach ta trang
bang nuéc mudi sinh 1y. Kiém tra mirc do ton
thuwong da day bang kinh liip hodc kinh hién vi.

Quan sat bang kinh lap ¢6 d6 phong dai 10
lan, danh gia cac chi sb sau: so 6 loét trén bé
mat ta trang (N), do su cua 6 loét (tinh theo
mm?), dién tich 6 loét.

Tinh chi sé loét theo cong thirc:

I=N+S+A.10"

Trong do6: 1 (Index): Chi s6 loét

N (Number): S6 6 loét

S (Score): Muc do loét trung binh. Muc do
loét trung binh duoc tinh theo Desai va cs. [11].
Muc do loét tinh theo: Khong loét = 0; loét bé
mat = 1; loét sdu = 2; thung = 3;

A (Area): Dién tich 6 loét trung binh.

So sanh chi sd loét trung binh cua ting 16
chuot dé danh gia két qua nghién curu.
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2.3. Phuwong phdp xit Iy s6 liéu
25

Cac_ sO liéu dugc phan tich thong ké bang
phan mém Sigma Plot 2010. Két qua duoc biéu 201
dién dudi dang X + SD (X: gia tri trung binh 16,
SD: d6 léch chuan). So sanh gi4 tri trung binh
gitta ciac nhom bang one-way ANOVA. Sy
khac biét gilta cac nhém duoc coi 1a c6 ¥ nghia
thdng ké khi p<0,05. 5 |

15

10

. Cy. . .
3. Két qua va ban lujn s,y Py Y, G, T,
3.1. Tac dung bao vé da day cua bot dinh duwong

Hinh 1. T4c dung bao vé da ‘dz‘ly cua bot dinh dudng
1én chudt bi gy doc bang indomethacin.

Béng 1. Chi s loét da day

~

LO n Chi so Phan tram S6 chuot
loét Ul trc ché loét (%)  khong phat hién loét
Chung am 10 Khong co6 vet loét
Ching duong 10 21,9+2)5 0
L6 udng liéu 1 10 173+26 21,0 1
L6 udng liéu 2 10  10,4+24" 52,5 3
Ranitidin 10 7,2+0,4 67,1 5

Chui thich: * Khdc biét so vdi l6 chitng dwong voi p<0,05

Chirng 4m Ching dwong L6 udng liéu 1 L6 udng lidu 2 Ranitidin

Hinh 2. Hinh anh dai dién da day cua cac 16 nghién cuu.

- L6 chimg 4m: Khong quan sét thdy 6 loét, rang trén chudt cong trang, diéu nay cung phu
da day hoan toan binh thuong. hop voi két qua nghién ctru ciia nhidu tic gia
- L6 ching dwong: Quan sat thiy rd dugc khdc trén thé gioi [10, 12]. o
cac 0 loét da day ¢ tat ca cac chudt. Nhu vay, - L6 udng Ranitidin S6 0 loét trung binh,

indomethacin 30mg/kg da giy ra loét da day rod mirc d6 loét giam c6 ¥ nghia thong ké so véi 16
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chung duong. S6 chudt khong phat hién thiy
loét 1a 5/10. Nhu vay, Ranitidin da cho thy tac
dung rd rét trén mo hinh loét da day gay ra do
indomethacin trén chudt cong tring.

- L6 udng liéu 1: Giam tat ca cac chi s6 nhu
chi s6 loét, s6 6 loét, mirc d loét so véi 16
chung duong. S6 chudt khong phat hién thiy
loét 1a 1/10. Nhu vay, bot dinh dudng lidu 1
da cho thfiy tac dung ro rét trén md hinh loét
da day gay ra do indomethacin trén chudt
Céng tréng.

- L6 ubng lidu 2: Chi sb loét giam rd rét c6
Y nghia thong ké so véi 16 ching dwong
(p<0,05), phan tram tc ché loét 1a 52,5%. S6 6
loét trung binh, mtrc d6 loét ciing gidm so véi 16
chung duong. S6 chudt khong phat hién thiy
loét 1a 3/10. Két qua nay cho thay tac dung rd
rang cua bot dinh dudng liéu 2 trén mé hinh loét
da day do indomethacin & chudt cong tring.

3.2. Tac dung bao vé ta trang cua bot dinh duong

14

12
10

Hinh 3. Tac dung bao v¢€ ta trang cua bot dinh dudng
1€n chudt bi gay doc bang cysteamin.

Béng 2. Chi s loét ta trang

LO n S6 6 loét N Murc do Dién tich 6 Chi s6 loét ta
(number) loét trung loét trung binh  trang I
binh S A (Area)
(Score)
Chirng 4m 10 0 0 0 0
Chung duong 10 3,4+0,2 1,8+0,2 47,4+6,7 9,9
L6 udng liéu 1 10 2,8+0.,6 1,440,3 35,4+4.,8 7,7
L6 udng liéu 2 10 2,1£0,5 1,2+0,1 25,6452 5,8
Ranitidin 10 1,5+0,5 0,7+0,1 11,6+5,2 32

Chu thich: * Khac biét so voi l6 chirng dwong voi p<0,05

- L6 chimng 4m: Khong quan sét thdy 6 loét,
ta trang hoan toan binh thuong.

- L6 ching duong: Quan sat thy rd duoc sd
6 loét o tat ca cac chudt, mirc do loét trung
binh, dién tich 6 loét trung binh va chi s6 loét ta
trang déu cao. Nhu viy, cysteamin 400mg/kg
gy ra loét ta trang rd rang trén chudt cong
trang, diéu nay cung phu hop voi két qua
nghién ciru cia nhiéu tac gia khac trén thé gioi.

- L6 chung Ranitidin: Chi sé loét giam rd
rét co y nghia thong ké so véi 16 chimg duong
(p<0,05). Ranitidin thé hién tac dung rd rét trong

viéc bdo v€ ta trang trén mo hinh t6n thuong do
cysteamin gy ra trén chudt cong tring.

- L6 udng liéu 1: Giam tét ca cac chi s6 nhu
chi s6 loét, s6 6 loét, mirc d loét so véi 16
ching dwong. Nhu vay, bot dinh dudng lidu 1
da cho théy tdc dung rod rét trén mod hinh loét ta
trang gy ra do cysteamin trén chudt cong tring.

- Lo udng lidu 2: Chi s6 loét giam 13 rét co
Y nghia thong ké so véi 10 ching dwong
(p<0,05). S6 6 loét trung binh, muc do loét
cling giam so vdi 16 ching dwong. Két qua nay
cho thay tic dung rd rang cua bot dinh dudng
lidu 2 trén mé hinh loét da day do cysteamin &
chuét cong tring.
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Ching am Chtng duong

L6 uong licu 1

L6 udng liéu 2 Ranitidin

Hinh 4. Hinh anh dai dién ta trang cua cac 16 nghién ctru.

St dung cac thudc chdéng viém NSAIDs
dugc coi 1a ¢6 nguy co gay loét da day. Co ché
la do cac thuéc NSAIDs trc ché téng hop
prostaglandin va su phat trién cac té bao niém
mac da day. Cac nguyén nhan giy ra loét ta
trang do cysteamin c6 thé 1a do tang tiét axit
gastric 1am ton thuong 16p mang nhay bao vé
[13]. Cysteamin ngay sau khi ubng, s& tap
trung ¢ ta tra‘lng, lam tang sinh cac géc oxy
hoa, lam giam kha nang quét cac goc tu do,
tang biéu hién endothelin-1, mot chat co tac
dung co mach lam anh hu’ong dén kha ning
tudi mau, giam luu lugng mau ni€ém mac ta
trang kém theo ting thiéu mau moé va giam
oxy mau [14, 15] .

Duoc liéu ¢6 chira nhiéu céc hop chit hoa
hoc nhu flavonoids, phenols ¢6 tac dung chéng
oxy hoa, chéng viém va bao vé da day, ta trang.
Trong nghién ctru nay chiing t6i danh gia tac
dung bao v¢ da day, ta trang cua thuc phém
chtre niang bo sung dinh dudng tir Cam lua gao,
Y di, Déng sam, Bach Truat, Hoai Son. Cay
Lua c6 tén khoa hoc: Oryza sativa L., ho Lua
(Poaceae). Cam Lua gao chira protein (10 —
15%), chat xo hoa tan (10 — 20%), chét béo (10

— 15%), chit chdng oxy hoa, vitamin E, vitamin
nhom B (thiamin, riboflavin, niacin, folic acid)
va nhiéu nguyén t6 vi luong nhu: Mg, Mn, Zn,
Se, Fe.... [16]. Y di co tén khoa hoc: Coix
lachryma jobi L., 1a nhan qua ciy Y di. Hat
chira nhiéu thanh phan carbohydrat, protein,
lipid va cac axit amin nhu leucin, lysin, arginin,
tyrosin, .., coixol, coicin, coixenolid,
sitosterol, dimethylglucosid [17]. Hat Y di dung
lam thudc bo va bdi dudng co thé tdt, dung ting
suc cho nguoi gia va tré em, 19i stta cho phy ni
sinh dé... Pang sam co tén khoa hoc la
Codonopsis javanica (Blume). Trong ré ciy
Dfmg sam: co duong, chat béo, tinh dau,
glycosid scutellarin, saponin va vét alcaloid
[18]. Bach truat c6 tén khoa hoc 1a Atractylodis
macrocephala Koidz, cd chura tinh dau 1,4%;
trong tinh dau chi yéu gbém atractylon,
acetoxyatractylon, hydroxyatractylon, atractylat
kali. Cac serquiterpen: o — eudermil, B —
cudesmol, cac dan chat lacton nhu
atractylenolide I, I, TII. Cac nghién ctru vé& tac
dung dugc ly cho thay Bach truat c6 kha nang
chbng loét da day, chdng viém, ting tiét mat,
tang cuong chirc nang giai doc cua gan va
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chbng viém [19]. Hoai son c6 tén khoa hoc la
Dioscorea persimilis Prain et Burkill. Hoai son
chu yéu chira tinh bdt, ngoai ra cu con chira
mucin 1a mét loai protein nhdt, allantoin, cac
acid amin, arginin, cholin va men maltase, cé
tac dung chdng oxy hoa, chdng viém [20]. Co
ché bao vé da day va ta trang ciia bot dinh
dudng c6 thé lién quan dén kha ning tc ché
yéu t6 nhan (NF)-kB va lam giam san sinh céc
phan tu dinh (adhesion molecules), cac
cytokine viém, nhd d6 1am hdi phuc cac tén
thuong da day do indomethacine va cysteamin
gdy ra trén chudt [21]. Ngoai ra, khi tang liéu sir
dung lén thi két qua bao v¢ cling t6t hon, cu thé
lidu 2 cho tac dung tbt hon so véi lidu 1.

4. Két luan

B4t dinh dudng c6 tac dung bao v¢ da day
va ta trang trén md hinh chudt cdng bi gy tén
thwong do indomethacin va cysteamin, liéu 7
g/kg cho tac dung t6t hon so véi lidu 3,5 g/kg.
Két qua nay goi ¥ cho chung t6i tiép tuc nghién
ctru sau hon co ché bao vé da day va ta trang
cua bdt dinh dudng.
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Gastro-Duodenal Protective Effect of Functional Food Powder
Made from Medicinal Plants Grown in the Northwest
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Abstract: Gastric-duodenal ulcer is one of the most common digestive disorders. Medicinal plants
are often used in traditional medicine to prevent and treat symptoms such as inflammation, gastritis
and gastric-duodenal ulcer. This study evaluates the protective effect of the prepared functional food
from Oryza sativa L., Coix lachryma jobi L., Codonopsis javanica (Blume), Atractylodis
macrocephala Koidz and Dioscorea persimilis Prain et Burkill against indomethacin-induced gastric
ulceration and cysteamine-induced duodenal ulcer in rats. In the gastric lesion model, rats were
divided into five groups, and were given distilled water or ranitidine (50mg/kg) or functional food (3.5
g/kg or 7g/kg) for seven days. On day 7, gastric ulceration was induced by a single intraperitoneal
injection of indomethacin (30 mg/kg). In the model of duodenal ulcer, rats were also divided into 5
groups and were given distilled water, or ranitidine or functional food for seven days. On day 7,
gastric ulceration was induced by a single intraperitoneal injection of cysteamine (400 mg/kg). The
results show that the functional food powder had a gastroprotective effect by significantly reducing the
gastric ulcer index and gastric ulcer lesions. In addition, the results also show that the functional food
powder had a protective effect on the duodenum by significantly reducing the duodenal ulcer index
and duodenal ulcer lesions.

Keywords: Functional food, indomethacin, cysteamine, gastric ulcer, duodenal ulcer.



