BAI NGHIEN CUU

Nghién ciru tac dung chong viém loét da day -
ta trang cua bai thuéc “Kién ty chi thong HV”
trén thuc nghiém

EVALUATION OF PROTETIVE EFFECT OF “KIEN TY CHI THONG HV”
REMEDY ON GASTRIC-DUODENAL ULCER IN EXPERIMENT

Nguyén Thanh Trung’, Pham Quéc Binh', Pham Thj Van Anh?, Dinh Thj Thu Hang?
"Hoc vién Y Duoc hoc ¢d truyén Viét Nam

°B6 mdn Duoc ly, truong Dai hoc Y Ha Nbi

TOM TAT

Mouyc tiéu: Ddnh gid tdc dung cila bai thudc “Kién ty chi thong HV” (KTHV) trén chuét cong bi gdy viem
loét da day - td trang do indomethacin.

Déi tugng va phuong phdp: Chuét cong trding dugc chia thanh S 16: L6 1 (chiing sinh hoc) va 16 2
(mé hinh); 16 3 (misoprostol S0 ug/kg), 16 4 (KTHV liéu 1S g/kg) va 16 S (KTHV liéu 30 g/kg). Chuét &
cdc 16 dugc udng nudc cdt, thudc va mau thit lién tuc trong thoi gian 7 ngay. Vao ngay thit 7, chudt dugc uong
indomethacin liéu 40 mg/kg. Sau 6 gio, tién hanh ddnh gid ty 1é chudt cé viém loét da day-td trang, chi so loét,
kha nang tic ché loét va hinh dnh dai thé va vi thé cia cdc 16.

Két qua: Indomethacin gdy loét da day td trang 6 100% trén chudt 16 mé hinh. KTHV cd 2 miic liéu lam
gidm s6 6 loét, chi s6 loét, ting khd ndng vic ché loét va trén hinh dnh dai thé va vi thé cho thdy ton thuong trén da
day, td trang nhe hon so v6i 16 mo hinh.

Tis khéa: Bai thudc “Kién ty chi thong HV”, viém loét da day-td trang, indomethacin, chudt cong.

ABSTRACT

Objectives: Investigate the protective effect of “Kien ty chi thong HV” remedy on rats with indomethacine-
induced gastric-duodenal ulcer.

Methods and materials: The animals were divided into S groups: Group 1(control), group 2 (model), group
3 (misoprostol SOug/kg), group 4 (KTHV 15g/kg) and group S (KTHV 30g/kg). All of rats were treated for
7 consecutive days. On day 7, rats were induced peptic-duodenal ulcers by oral indomethacine 40mg/kg. After
6 h, the number of rats with ulcer, ulcer index, the percentage of inhibition against ulceration, macroscopic and

microscopic images were estimated.
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Results: Indomethacine caused peptic ulcer in 100% of rats. KTHV at both doses reduced the number of
ulcers and the ulcer indexes, increasing the percentage of inhibition against ulceration, decreasing the level of

severity of gastric-duodenal ulcer in macroscopic and microscopic images when compared with model group.

Keywords: “Kien ty chi thong HV” remedy, peptic-duodenal ulcer, indomethacine, rats.

DAT VAN DE

Viém loét da day t4 trang (VLDD-IT) 1a bénh
tiéu hoa phd bién trén toan thé giGi véi ty 1é mic
mdi hang nam tir 58 - 142 trén 100.000 ngudi/
nam.' Bénh la hdu qua ctia sy mét can bing gita
cac yéu t6 tin cong (acid, pepsin, Helicobacter
pylori, NSAIDs, rugu...) va yéu té bio vé niém
mac (prostaglandin, chit nhdy va bicarbonat, tuin
hoan niém mac, hang rao biéu mé). Néu khong
dugc diéu tri kip thai, VLDD-TT ¢6 thé dan dén
nhiing bién chiing nhu thiing 6 loét, xuit huyét
tiéu hoa, hep moén vi. Céc thudc diéu tri VLDD-
TT' hién nay gom thudc tc ché bom proton
(Proton pump inhibitors-PPIs), khéng histamin,
thudc trung hoa acid dich vi,...> Déy la cic thudc
c6 hiéu qua diéu tri tét, tuy nhién bénh nhéan cé
ty 1é tai phat loét cao do xudt hién tinh trang ting
tiét acid héi ting sau ngting PPI, mt s6 tic dung
khong mong mudn khi diing thudc kéo dai va gia
thanh con cao. Trong béi canh dé, nhiéu vi thuéc
ngudn goc tir thién nhién da dugc chiing minh cé
tac dung chéng loét ngang hodc hon cic thude y
hoc hién dai bang thit nghiém trén ca ngusi va
dong vat véi it tic dung khong mong mudn va gid
thanh hop ly.?

Bai thudc “Kién ty chi théng HV” 1a ché phdm
két hgp 12 vi thudc y hoc ¢6 truyén da dugc st
dung rong rai trong dan gian va dugc nghién ciu
c6 téc dung trong diéu tri viém loét da day-td trang
gom c6 DPéang sim, Hoai son, Bach truat, Tran
bi, Ban ha, Cam thdo, Sa nhan, Bach linh, Mdc
huong, Chi xac, Hau phdc va Sa saim*. Tuy nhién,
chua c6 nghién citu vé tic dung diéu tri VLDD-TT

khi két hop cac thanh phén nay trong cting 1 ché
phdm. Trén co s¢ do, ching t6i tién hanh nghién
ctiu nham dénh gid tdc dung bao vé caa Bai thudc
“Kién ty chi thong HV” trén mo6 hinh gay loét da
day ta trang bang indomethacin trén chudt c6ng

tring thuc nghiém.

DOI TUONG VA PHUONG PHAP NGHIEN CUU
Thudc nghién ciiu

Bai thuéc “Kién ty chi théng HV” (KTHV):
Dang nudc sic, c6 nguon géc tif “Nam Y nghiém
phuong” ctia tic gia Nguyén Duc DPoan. Nguén
thudc dugc cung cdp tai Vién Dugc liéu Trung
uong theo tiéu chudn DDVN V va tiéu chudn co's6.

Thanh phan bai thudc: 16g Péng sam, 16g Hoai
son, 16g Bach trudt, 10g Tran bi, 10g Bén ha, 04g
Cam thdo, 04g Sa nhan, 10g Bach linh, 04g Moc
huong, 10g Chi x4c, 10g Hau phéc va 12g Sa sam.

Thudc nguyén liéu dang phién dugc bao ché

dudi dang nudc sic bang méy sic tw dong theo tylé
1:1 (100mL nudc véi 100g dugc liéu), mot thang
thuéc (124g dugcliéu) sicldy SOmL, sau d6 co dic
con 12,4mlL, tuong duong 10g/mL. Thudc nghién
ctiu dugc bao ché tai Vién Nghién ctiu - Hoc vién Y
Dugc hoc ¢ truyén Viét Nam.
Hoa chit va may méc phuc vu nghién ctiu

Indomethacin vién nén 25 mg (Kwality
Pharmaceutical - An D¢). Misoprostol STADA
vién nén 200 mcg (STADA - Viét Nam). Nuéc
mudi sinh Iy NaCl 0,9% (HDPharma — Viét Nam).
Formaldehyd 5%, cc hoa chdt lam giai phau bénh.
Dung cu sinh thiét, thuéc do, dao phau tich.
Doi tugng nghién ctiu
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Chuét cong tring chung Wistar, ca hai giong,
khoé manh, trong lugng 180 — 220g, dugc nudi 7
ngay trudc khi nghién ctiu va trong sudt thoi gian
nghién ctiu trong diéu kién phong thi nghiém tai
B6 mon Dugc ly — Pai hoc Y Ha Noi.

Phuong phap nghién ciu

Chuot cong tring dugc chia ngau nhién thanh
516, mdi 16 10 con véi ty 1é duc/céi nhu nhau &
moilo:

L6 1 (ching sinh hoc): uéng nudc cit 10 mL/
kg.

L6 2 (m6 hinh): udng nudc cit 10 mL/kg +
indomethacin 40 mg/kg.

Lo 3 (chiing duong): uéng misoprostol 50 pg/
kg + indomethacin 40 mg/kg.

L6 4 (KTHV liéu thdp): uéng KTHV liéu 15 g/
kg/ngay + indomethacin 40 mg/kg.

L6 S (KTHV liéu cao): uéng KTHYV liéu 30 g/
kg/ngay + indomethacin 40 mg/kg.

Chuét dugc uéng nudc cit/thudc thir lién tuc
trong 7 ngdy, mét lan vao budi sing véi thé tich
10mL/kg. Ngay thi 7 cia nghién ctiu, sau khi uéng
nuéc/thudc thir 1 gid, tién hanh gy loét cho chudt
& caclo 2, 3,4, S bang cach cho uéng indomethacin
liéu duy nhit 40mg/kg. Chudt nhin in 18 tiéng
trudc khi uéng indomethacin. Thoi diém 06 gic
ké tir khi udng indomethacin, mé bung, boc 16 da
day chuét, phan 6ng tiéu héa ti thuc quan sat tim
vi dén rudt non cach mén vi 3 cm dudc cit riéng
ré, md& ta trang va da day bang kéo theo duong bs
cong l6n. Rira sach bang NaCl 0,9%, thdm bé mit
vét loét bang formaldehyd 5%, c¢6 dinh da day t4
trang trén tdm x3p phing.

Cdc chi s6 ddnh gid:

Danh gia ty 1¢ chuét co loét da day.

Dbanh gia mic d6 loét theo thang diém cta
Reddy va cong su (2012) (Quan st bang kinh lup
do phong dai 10 1an) (Bang 1)°.

Bdng 1. Phan logi miic dg loét theo thang diém

Dacdiém Diém
Da day binh thuong 0
(Normal colored stomach)

Sung huyét (Red coloration) 0,5
Cham loét (Spot ulcer) 1
Vet xuit huyét (Hemorrhagic streak) LS
Loét sau (Deep ulcers) 2
Thing (Perforation) 3

- Chi s6 loét (Ulcer Index - UI) dugc tinh bing
diém muc do loét trung binh ctia méi 16 (theo
thang diém Reddy):

Ul = (UI chuét 1+UI chuét 2+...+UI chudtn) /n

- Kha nang tic chéloét:

% Uc ché loét = ((UI mé hinh-UI thudc
thir)x100)/ (Ul mé hinh)

- Hinh anh dai thé da day-ta trang chuét

- Hinh anh vi thé da day-ta trang ctia 30% s6
chuét cng tring 6 moi 16. Xét nghiém giai phau
bénh dugc danh gia tai Trung tdm Nghién ctu
va phat hién s6m ung thu thu¢c Lién hiép cic
hoéi khoa hoc va ky thuét Viét Nam, két qua do
PGS.TS. Lé DBinh Roanh doc va dua ra két luan.
Xitly s6 liéu

S6 liéu dugc thu thip va xt Iy bang phan mém
Microsoft Excel 2010 va SPSS 22.0, st dung test
thong keé thich hop. Su khac biét c6 y nghia thong
ké khi p < 0,0S.

KET QUA
Anh huéng ciia KTHV Ién dic diém tdn thuong
viém loét
Ty I¢ chuét co loét da day td trang chujt

Két qua biéu d6 1 cho thdy: Ty 1é chuot bi loét
¢16 mo6 hinh la 100%. Misoprostol lam gidm r6 rét
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ty 1¢ loét do indomethacin so vé6i 16 mé hinh, su
khdac biét c6 y nghia théng ké véi p < 0,0S. Ty 1¢
chuét bi loét & 16 uéng KTHV liéu thip (100%)
khong c6 su thay déi so v6i 16 mé hinh (p > 0,05).

s

Ty lé chudt biloét §16 usng KTHV lidu cao (75%)
thap hon so véi 16 mo6 hinh, tuy nhién mic giam
nay chua du tao ra sy khdc biét ¢6 y nghia théng ké
véip > 0,05,
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Mo hinh

Misoprostol

® C6 hinh anh loét

m Khong c6 hinh dnh loét

KTHYV liéu thdp KTHYV liéu cao

Biéu do 1. Ty 1¢ chudt c6 cd viém loét da day - td trang trén thyc nghiém

Chii thich: *p < 0,05 so v6i 6 m6 hinh

Anh huéng ciia KTHV dén s6 6 loét va chi s6 loét trung binh

Bing 2. Anh hudng ciia KTHV dén chi s6 loét va khd néng vic ché loét

Lo nghién citu Chi sé loét Kha nang tic ché loét (%)
L62: Mo hinh 140£0,11 -
L6 3: Misoprostol 0,87 £0,60* 37,86
Lo 4: KTHV liéu 15 g/kg 1,36+ 0,08 2,86
Lo 5: KTHV liéu 30 g/kg 1,10 0,64 2143

Chii thich: *p < 0,05 so v6i 6 m6 hinh

Misoprostol liéu 50 pg/kglam gidm c6 y nghia
thong ké chi s6 loét so v6i 16 mé hinh (p = 0,01)
v6i phan tram dc ché loét la 37,86%. Mau KTHV
& ca hai muic liéu déu c6 xu hudng lam giam chi s6
loét so v6i 16 moé hinh. Trong d6 KTHV liéu cao
c6 kha ning gidm chi s6 loét (1,10 £ 0,64) va kha

ning dc ché loét (21,43%) tot hon KTHYV liéu
thip (véi chi s6 loét 1a 1,36 + 0,08 va kha ning
tic ché loét 1a 2,86%), tuy nhién sy khac biét 1a
chua c6 y nghia thong ké khi so sanh v6i16 mo hinh
(p>0,05).

Hinh anh dai thé€ va vi thé da day-ta trang caa
chuét sau 7 ngay uéng thuéc
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Anh 1. Hinh dnh dai thé va vi thé dg day, td trang
chugt 16 chiing (chudt s6 7B) Da day binh thuong
(HE x 400)

Anh 2. Hinh dnh dgi thé va vi thé dg day, td trang
chugt 16 mé hinh (Viém loét miic d¢ ning) (HE x
400)

Anh 3. Hinh anh dgi thé va vi thé da day-td trang
chugt 16 misoprostol (Viém loét miic d6 nhe)(HE x
400)

Anh 4. Hinh énh dgi thé va vi thé da day - td trang
chuét 16 KTHV liéu thdp (Viém loét muic d¢ vita)
(HE x 400)

Anh S. Hinh anh dgi thé va vi thé da day - td trang
chugt 16 KTHV liéu cao (Viém loét miic do nhe)
(HE x 400)

Két qua cho thdy hinh anh dai thé va vi thé da
day-ta trang chuét ¢ 16 ching duong va 16 uéng
KTHYV c6 it t6n thuong va viém loét & miic 4 nhe
hon 16 m6 hinh. Trong d6, 16 uéng KTHV liéu cao
thé hién téc dung r6 rét hon liéu thép.

BAN LUAN

Viém va loét da day-td trang la bénh ly thuong
gdp cua duodng tiéu hoa, trong d6 c6 sy mit cin
bang gitia cac yéu t6 tin cong va yéu t6 bao vé, 16p
t€ bao niém mac da day bai t6n thuong & cic miic
d¢ khéc nhau béi acid dich vi va pepsin.® Trén thé
gi6i c6 nhiéu mo hinh thyc nghiém gay viémloét da
day-ta trang bang cic téc nhan nhu indomethacin,
glucocorticoid, ethanol, acid acetic, indomethacin,
stress, phau thuét thit mon vi,...

Indomenthacinla thuéc chéng viém thudc nhém
non-steroidal anti-inflammatory drug (NSAID)
c6 tac dung giam dau va ha sét. Indomenthacin
c6 tac dung tc ché manh qua trinh téng hop
prostaglandins la nhiing chat trung gian trong qud
trinh viém. Tac dung chéng viém ctiaindomethacin
la nho kha nang tic ché téng hgp prostaglandin E2
va prostaglandin I2 tir acid arachidonic qua con
dudng cyclo-oxygenase. Indomenthacin tic ché ca
hai enzyme cyclo-oxygenase I (COX-I) va cyclo-
oxygenase-1I (COX-II). Thiéu hut enzyme COX-I
gdy ra mot s6 tic dung phu nhu loét da day cua
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céc thudc NSAID. Indomethacin néi riéng va cic
thudc chong viém khong steroid néi chung tic ché
enzym cylo-oxygenase do d6 lam giam téng hop
prostaglandin dan dén giam bai tiét chét nhay va
bicarbonat, tao diéu kién cho HCI va pepsin tin
cong gy ton thuong niém mac va hé théng mach
méu dudi niém mac, gidm luu lugng mau nudi
dudng niém mac gay viém loét da day.” Do do, giy
loét da day bing indomethacin la mé hinh kinh
dién dung dé€ nghién ctiu téc dung bao vé da day
ctia thudc theo co ché ting cudng yéu t6 bao vé ma
chu yéu Ia ting chét nhay bdo vé niém mac.' Trong
nghién ctiu ndy, ching t6i st dung indomethacin
liéu 40 mg/kg diing mét 1an duy nhit duong udng
dé gdy mo hinh loét da day 6 chudt cong tring. Day
1a mo hinh dugc st dung tir 1au, tuy nhién hién nay
van rt phd bién trén thé gidi.

Két qua nghién ctiu cho thdy indomethacin 40
mg/kg gy loét da day té trang 6 rét so v6ilo chiing
sinh hoc v6i 100% chuét biloét. Ty 1é chudt biloét
¢ 16 mo6 hinh Ia 100%. Chuét & 16 misoprostol
69,2% c6 hinh anh loét va 30,8% khong c6 hinh
anh loét, sy khdc biét so v6i 16 mé hinh c6 y nghia
thong ké véi p < 0,05. 100% chudt §16 KTHV liéu
thdp c6 hinh anhloét. Tyléloét 616 KTHV liéu cao
1375%, c6 25% khong c6 hinh anh loét. Co ché gay
loét ctia indomethacin 1a lam giam tiét chét nhay
bao vé niém mac da day. Vi vay, két qua buéc dau
cho thay KTHYV ¢6 tic dung bao vé niém mac da
day, chong loét mot phan do kich thich tiét chét
nhay 6 niém mac da day.

Trong cac mo hinh nghién ctiu vé loét da day, c6
nhiéu cich dénh gid khéc nhau, nhung da s6 cac tic
gid déu danh gia dya vao chi s6 loét va phan tram
tic chéloét gitia cac 16 dong vét thi nghiém.* L6 mo
hinh c6 chi s6 loét 1a 1,40 + 0,11. Misoprostol liéu
50pg/kg lam gidm chi s6 loét so v6i 16 moé hinh,
xudng con 0,87 £ 0,60 c6 y nghia thong ké véi p <

Y,

0,05. L6 KTHV liéu thip c6 chis61oét 1,36 £ 0,08,
thdp hon so véi 16 KTHV liéu cao (1,10 + 0,64).
Nhu vay, KTHV c6 xu hudng giam chi s6 loét so
v6i 16 mo hinh, hay c6 su cai thién vé muc d6 loét
cing nhu s6 6 loét trén moé hinh chudt gay loét
bang Indomethacin 40mg/kg. Tuy nhién, sy khac
biét chua c6 y nghia thong ké véi p > 0,08.

Khé ning tc ché loét caa 16 misoprostol liéu
50 pg/kg la 37,86%. Misoprostol c6 ban chit la
prostaglandin E1, thuéc da dugc ching minh la
c6 tac dung tot trong phong va diéu trj cic trudng
hop loét da day do st dung NSAID tic ché enzym
COX-1 nén lam giam téng hop cac PG c6 téc dung
bao vé da day. Kha ning tic chéloét cia KTHV liéu
cao (30 g/kg) 12 21,43% cao hon KTHV liéu thép
(15 g/kg) 14 2,86%.

Ton thuong dai thé va vi thé tuong duong véi
céc két qua vé chi s6 loét thu dugc. Trén 16 uéng
misoprostol, da s6 hinh dnh sung huyét trén dai
thé, cing nhu tén thuong viém loét nhe dén vira,
chua t6n thuong dén 16p tuyén sit co niém. Trén
16 uong KTHYV liéu thdp c6 hinh dnh t6n thuong
ttr viém loét nhe dén ning, rai rac tén thuong sau
dénl16p tuyén sat coniém. Trén 16 uéng KTHV liéu
cao chuyéu hinh anh t6n thuong viém loét mic do
nhe dén viia, khong thdy c6 sy tén thuong dén 16p
tuyén sat co niém.

Céc két qua nghién ctiu nay cho thdy KTHV ca
2 liéu déu c6 tac dung bao vé da day-td trang trén
mo hinh gdy loét bang indomethacin. Két qua nay
cang phtt hgp véi cic nghién ctiu vé cac thanh phan
trong bai thudc “Kién ty chi théng HV” trén thé
gi6i. Theo nghién ctiu cta Jalilzadeh-Amin G va
cong su (2015) cho thdy chiét xuit hydroalcoholic
ctia Cam thdo véi cac céc liéu khac nhau (50 -
200 mg/kg) co tic dung cai thién tinh trang loét
trén mo hinh gy loét da day t4 trang bang ethanol
va indomethacin.” Theo Li J va cong su (2017),
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fructan CP-A typ inulin trong Dang sim c6 tic dung bao vé trong mo hinh gy viém loét da day ta trang
bang ethanol.®

KET LUAN
Bai thudc “Kién ty chi thong HV” liéu 15g/kg/ngay va liéu 30g/kg/ngay dung trong 7 ngay c6 tic
dung bao vé da day-ta trang trén mo hinh chuét céng gay loét da day - ta trang bang indomethacin.
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