"TAP CHI NGHIEN ClYU Y HOC

TAC DUNG CUA BAI THUOC “KIEN TY CHi THONG HV” TREN
MO HINH VIEM LOET DA DAY — TA TRANG BANG CYSTEAMIN
TREN THU'C NGHIEM

Pham Thij Van Anh', Nguyén Thanh Trung?, Vi Thi Phwong Thao? Pham Quéc Binh?
Pham Thay Phwong?, Mai Phwong Thanh' va Ding Thi Thu Hién*™

"Trrong Pai hoc Y Ha Noi

Hoc vién Y Duwoc hoc C6 truyén Viét Nam

Nghién ctru duoc tién hanh nhdm danh gia téc dung duw phong loét da day — ta trang cta bai thubc “Kién
ty chi théng HV” (KTHV) trén mé hinh dong vat thuc nghiém géy viém loét da day- té trang bang cysteamin.
Chudt céng trang duoc chia thanh 5 16: 16 1 (ching sinh hoc) va 16 2 (mé hinh), 16 3 (ranitidin 50 mg/kg), 16
4 (KTHV liéu 15g/kg) va 16 5 (KTHV liéu 30 g/kg). Chuét & céac 16 duoc ubng nudc cét, thubc va méu thir
lién tuc trong thoi gian 7 ngay. Vao ngay thir 7, chuét duoc ubng cysteamin liéu 400 mg/kg. Panh gié ty I1é
chudt cé viém loét da day-ta trang, chi sé loét trung binh, khd ndng trc ché loét, hinh &nh dai thé va vi thé
da day - ta trang khi két thuc thi nghiém. Két qua nghién ciru cho thay cysteamin gay loét da day ta trang
6 100% chuét cda 16 mé hinh. KTHV c& 2 muc lidu lam gidm sé chudt b loét, sé 6 loét trung binh va chi
s6 loét. Mirc d6 ton thuong dai thé va vi thé da day va té trang céi thién hon so véi 16 mé hinh. KTHV liéu
30 g/kg c6 tac dung cai thién tinh trang loét da day ta trang tét hon KTHV liéu 15 g/kg. Nhw vay, bai thubc

“Kién ty chi théng HV” c6 tac dung bao vé da day té trang do cysteamin gay ra trén dong vét thuc nghiém.

Tir khéa: Kién ty chi thong HV, loét da day - ta trang, cysteamine, dong vat thwc nghiém

. DAT VAN PE

Viém loét da day ta trang (VLDD-TT) la hau
qua cla sy mat can bang gitra cac yéu tb tan
cbng va yéu t6 bdo vé niém mac, trong do acid-
pepsin va vi khuan Helicobacter Pylori déng
vai trd quan trong." Néu khéng dwoc diéu tri
kip thori, VLDD-TT c6 thé d&n dén nhing bién
chirng nguy hiém nhw thiing 6 loét, xuat huyét
tiéu hoa, hep mén vi. Cac thubc diéu tri VLDD-
TT gébm thubc (rc ché bom proton (Proton pump
inhibitors-PPls), khang histamin Hz, thuéc trung
hoa acid dich vi, prostaglandin... Day la cac

Tac gia lién hé: Bang Thi Thu Hién,
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thubc co hiéu qua diéu tri tét, tuy nhién bénh
nhan dé bj tai phat, chi phi diéu tri cao, c6 nhiéu
tac dung khéng mong muén khi dung thubc kéo
dai. Hién nay, nghién ciru phat trién thubc céd
ngudn gbc duoc liéu dang 1a mét huwéng di méi
trong diéu tri loét da day — ta trang.2 “Kién ty chi
théng HV” (KTHV) gém 12 vi duoc liéu, dugc
xay dwng dwa trén bai thuéc nghiém phuong
“Kién ty hanh khi chi ta thang” trich trong “Nam
Y nghiém phwong” cla tac gid Nguyén Dic
DPoan. Mét sb vi dwoc liéu don 1& da dwoc cac
nha nghién clru trén thé gi¢i khao sat thay c6
tac dung diéu trj viem loét da day-ta trang.>®
Tuy nhién, dén nay chwa cé nghién clru nao
danh gia tac dung diéu tri VLDD-TT khi két hop
cac vi dwoec liéu nay v&i nhau. Trén co sé do,
chang t6i tién hanh nghién clru nham danh gia
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tac dung dw phong loét da day — ta trang cla
bai thubc “Kién ty chi thébng HV” trén mé hinh
viém loét da day — ta trang béng cysteamin trén
thwc nghiém.

Il. DOI TWONG VA PHUONG PHAP
1. Déi twong

Chudt cdng trdng chiing Wistar, ca hai giéng,
khoé manh, trong lwgng 180 — 220 g. Chudt

TAP CHI NGHIEN ClPU Y HOC

dwoc nudi 7 ngay trwdc khi nghién ctru va trong
subt thdi gian nghién ciu trong diéu kién phong
thi nghiém vé&i day dd thire an va nuwée udng tai
Bb mén Dwoc ly — Bai hoc Y Ha Nbi.

Thudc nghién ctu: Kién ty chi théng HV
(KTHV) duoc xay dwng dwa trén bai thubc
nghiém phwong “Kién ty hanh khi chi ta thang”
trich trong “Nam Y nghiém phwong” clia tac gia
Nguyén Ptrc Doan.

Bang 1. Thanh phan bai thuéc “Kién ty chi théng HV”

STT Tén vi thudc Tén khoa hoc Liéu lwong (gam)
1 bang sam Radix Codonopsis javanicae 169
2 Hoai son Rhizoma Dioscoreae persimilis 169
3 Bach truat Rhizoma Atractylodis macrocephalae 169
4 Tran bi Pericarpium Citri reticulatae perenne 10g
5 Ban ha Rhizoma Typhonii 10g
6 Cam thao nam Herba et Radix Scopariae 044
7 Sa nhan Frutus Amomi 06g
8 Bach linh Poria Cocos Wolf 10g
9 Mbc huong Radix Saussureae lappae 049
10 Chi xac Fructus Aurantii 10g
1" Hau phac Cortex Magnoliae officinalis 10g
12 Sa sém Radix Glehniae 12g

Nguén duwoc liéu dwoc cung cép bdi Vién
duwoc liéu Trung wong theo tiéu chuan duwoc
dién Viét Nam V va tiéu chuan co sé. Dwoc
liéu dang phién duoc bao ché dwéi dang nwdc
sac bang may sic ty dong theo ty 1& 1:1 (100
ml nwéc voi 100 g dwoc liéu), mét thang thubc
(124 g dwoc liéu) sac lady 50 ml, sau dé cd
d&c con 12,4 ml, twong dwong 10 g/ml. Thudc
nghién ctu dwoc bao ché tai Vién nghién ctu -
Hoc vién Y dwoc hoc cé truyén Viét Nam.

Héa chat va méy méce phuc vu nghién ctru:

- Cysteamin (Sigma Aldrich).

- Ranitidin vién nén 300 mg (Domesco — Viét
Nam).

- Nwée mudi sinh 1y 0,9% Braun.

- Formaldehyd, cac hoéa chét lam giai phau
bénh.

- Dung cu phau thuat, may anh, kinh lup,
kinh hién vi va cac dung cu thi nghiém khéac cla
BO mén Duweoc ly - Trwdng Pai hoc Y Ha Noi.

2. Phwong phap

Chuét cbng trdng dwoc chia ngdu nhién
thanh 5 16:

- L6 1 (chirng sinh hoc): udng nuwéc cat 10
mL/kg.

- L& 2 (md hinh): uéng nwéc cat 10 mL/kg +
cysteamin 400 mg/kg.
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- L6 3 (chirng dwong): udng Ranitidin 50
mg/kg + cysteamin 400 mg/kg.

-L6 4 (KTHV liéu thap) : Ubng KTHV liéu 15
g/kg (liéu twong dwong liéu dung dw kién trén
ngwdi, tinh theo hé sé 6) + uéng cysteamin 400
mg/kg.

- L6 5 (KTHV liéu cao): ubng KTHV liéu 30
g/kg/ngay + cysteamin 400 mg/kg.

Chudt dwoc udng nwédc cat/thube thr lién
tuc trong 7 ngay, mét lan vao budi sang vai thé
tich 10 mL/kg. Ngay th& 7 ctia nghién clru, sau
khi uéng nuéc/thube thiy 1 gid, tién hanh gay
loét cho chubdt & caclo 2, 3,4, 5 béng cach cho
udng cysteamin liéu 400 mg/kg hai l4n, méi 1an
cach nhau 4 gi¢. Chuét dwgc nhin an 18 tiéng
trwdc khi ubng cysteamin. Thoi diém 24 gioy
sau lan cudi ubng cysteamin, chudt dwgc md
bung, bdc 16 da day, phan éng tiéu hda tir thuc
quan sat tam vi dén ta trang cach mén vi 5cm
duoc cat rieng ré, thAm bé mat vét loét bang
formaldehyd 5%, c6 dinh bénh phdm. Quan sat
bang kinh IGp dd phoéng dai 10 lan, danh gia
murc do loét theo Szelenyi va Thiemer (1978):68

+ Tén thwong d6 I: phu, sung huyét va cham
xuét huyét dwdi niém mac.

ll. KET QUA

1. Ty lé chu6t c6 loét da day ta trang chuot
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+ Tén thwong dd II: xuat huyét dudi niém
mac va cac tén thwong bé mét.

+ Tén thwong dd Ill: loét sau va cac ton
thwong xam l4n.

Céc chi sé danh gia:

+ Ty 1& chudt c6 loét da day-ta trang & méi
16.

+ S6 6 loét trung binh cta 16.

+ Chi s6 loét (Ulcer Index — Ul) dwoc tinh
nhw sau:

Ul = (sb tén thwong dd 1)*1 + (sé tén thwong
do 11)*2 + (s6 tén thuwong do 111)*3

+ Hinh anh dai thé da day-ta trang chudt.

+ Hinh anh vi thé da day-t4 trang ctia 30%
sb chuot cbéng trdng & mai 16.

Xét nghiém gidi phau bénh dwoc danh gia
tai Trung tdm Nghién clru va phat hién sém
ung thw thudc Lién hiép cac hdi khoa hoc va ky
thuat Viét Nam, két qua do PGS.TS. Lé Dinh
Roanh doc.

3. Xt ly s6 liéu

Sé lieu dwoc thu thap va xi ly bang phan
mém Microsoft Excel 2010 va SPSS 22.0, sl
dung test théng ké thich hgp. Sw khac biét co y
nghia théng ké khi p < 0,05.

KTHV lidu cao

KTHV liéu thép

OKhéng co hinh anh loét

Biéu dé 1. Ty I& % chudt c6 viém loét & cac 16 nghién ctru
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*n < 0,05 so voi 16 mé hinh (test khi binh giam dang ké& so v&i 16 mé hinh, sy khac biét
phuong) c6 y nghia théng ké v&i p = 0,047. 90% chudt &

Khéng coé hinh anh loét & chudt 16 chirng cac 16 ubng KTHV déu cé hinh anh loét da day.
sinh hoc. Ty & chudt bi loét & 16 md hinh la 2. Anh hwéng ctia KTHV dén sé 6 loét va

100%. L8 uéng ranitidin c6 ty 1& loét 12 66,67%,  chi s loét trung binh
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Biéu do6 2. Anh hwéng ctia KTHV dén mirc dd nang cua tén thwong loét

L6 mé hinh: ty 1& tn thwong loét dd Il va Il (95,77%) cao nhéat. L6 ubng ranitidin 50 mg/kg: murc
do tbn thwong loét cé sw cai thién hon so véi 16 md hinh véi giam ty 1& tn thwong d6 11 (58,33%) va
11 (29,17%) (87,50% so v&i 95,77%) va tang ty 1& tdn thwong d6 | (12,5% so v&i 4,23%).

L& ubng KTHV & ca hai mie liéu co sw cai thien mire dd loét hon so véi 16 mé hinh: gidm ty 1& tén
thwong d6 1l va Il (< 90%) va tang ty Ié tdn thwong dd | (= 10%). Mirc d6 nédng clia tbn thwong loét
khong co sw khac biét gitra 2 16 ubng KTHV lidu 15g/kg va KTHV liéu 30 g/kg (p>0,05).

Bang 2. Anh hwéng ctia KTHV dén sé 6 loét va chi sé loét trung binh

Lé nghién ctru n S6 6 loét trung binh Chi sé loét trung binh
L6 2: M6 hinh 10 7,10 £ 2,28 16,40 + 6,80
L6 3: Ranitidin 9 2,67 +2,06%** 5,78 £ 4,41***
L6 4: KTHV lidu 15 g/kg 10 6,00 £ 3,40 ** 13,90 £ 8,03
L6 5: KTHV liéu 30 g/kg 10 4,60 £1,78* 10,40 £ 4,17*

*p < 0,05; ***p < 0,001 so v&i 16 mb hinh (Mann-Whitney U test)

S6 6 loét va chi sb loét trung binh & 16 chudt udng ranitidin 50 mg/kg gidm cé y nghia théng ké

s0 v&i 16 mé hinh v&i p < 0,001. KTHV & ca hai mic liéu déu lam gidm sb 6 loét cé y nghia thdng ké
so v&i 16 md hinh. Mirc gidm chi sb loét c6 y nghia thdng ké dwoc quan sat thay & 16 liéu 30 g/kg/
ngay véi p = 0,036. KTHV liéu cao gidm lam sb 6 loét va chi sb loét tét hon so véi 16 KTHV liéu thap.
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3. Hinh anh dai thé va vi thé da day - ta trang ctia chuét sau 7 ngay uéng thuéc

-

Hinh 3. Hinh anh dai thé va vi thé da day-ta trang chuét 16 ranitidin
Da day, ta trang c6 cau truc binh thuwéng, co rat it ving mat mot phan Iép niém mac, it té bao
viém, khong con & loét. Con mot vai viing mat I&p niém mac con lai Iép tuyén (HE x 400).
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Hinh 4. Hinh anh dai thé va vi thé da day — ta trang chuét 16 KTHV liéu thap
Da day, ta trang c6 it ving méat I&p niém mac. Nhiéu ving binh thuwdng. Nhiéu té bao viém xam

nhap I&p tuyén va sat co niém tao thanh 6 viém 1&n (HE x 400).
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Hinh 5. Hinh anh dai thé va vi thé da day - ta trang chuot 16 KTHV liéu cao
Da day ¢ it ving mat I&p niém mac con lai I&p tuyén, nhiéu té bao viém va té bao tuyén bj thoai

héa (HE x 400).

Hinh anh dai thé va vi thé déu cho thay da day ta trang chudt & 16 chirng dwong va 16 ubng KTHV
c6 it tn thwong va tén thwong nhe hon 16 mé hinh: it 6 loét sau hon, cha yéu la loét ndng va cac 6
viém, it viing bi mat niém mac va tham nhiém céc té bao viém, té bao thoai hoa hon.

IV. BAN LUAN

Loét da day, hanh ta trang la két qua cla
sw méat can bang gitra mot bén 1a hé thdng gay
loét acid-pepsin (yéu t6 gay loét) va mot bén
la hé thdng bdo vé niém mac (yéu tb bao vé)
bao gébm: chét nhay, bicarbonat, t& bao biéu mé
va prostaglandins. D& danh gia tac dung diéu
tri VLDD-TT cta 1 thuébc thi can gay duwoc md
hinh trén thwc nghiém. Hién nay, trén thé giéi co
nhiéu md hinh gay viém loét da day-ta trang trén
nhiéu loai dong vat khac nhau nhw chuét cbng,

khi, cho, Ign... Cac tac nhan dwoc Iwa chon gay
mé hinh bao gdm thubc chdng viém, gidm dau
khéng steroid (indomethacin), glucocorticoid,
ethanol, acid acetic, cysteamin, stress, hay
ph&u thuat that mén vi...° Trong d6 mé hinh gay
loét ta trang bang cysteamin trén chudt céng
trdng dwoc Szabo st dung dau tién nam 1978
dé danh gia tac dung cta thudc chdng loét da
day-ta trang.”® Mé&c du, co ché lién quan dén
viéc tao ra vét loét chua duwoc sang té,nhung
nhin chung céac bao céo cho réng cysteamin (rc
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ché sy bai tiét chat nhay tir cac tuyén Brunner
& phan gan ta trang dong thoi lam tang tiét acid,
pepsin & niém mac da day, giam tiét bicarbonat
va yéu tb tang trwéng biéu bi. Cac nghién ctru
da chirng minh rang cysteamin ciing lam gidm
sy hinh thanh somatostatin, 1am tang néng do
gastrin huyét thanh, gidm nhu déng va thdi gian
réng da day."2 Két qua nghién ctu ciing cho
thay, & 16 m6 hinh udng cysteamin 400 mg/kg,
100% chudt c6 loét da day ta trang so v&i 16
chirng sinh hoc. Da day c6 cac 0 loét cac mirc
dd nhe, vra, nang, mét niém mac va tuyén sat
co niém, day 6 loét co nhiéu t& bao viém, thoai
hoéa hoai tr.

Murc dd loét da day-ta trang dwgc danh gia
qua s6 chuot bj loét, sb 6 loét va chi sb loét.
Theo két qua nghién ctru clGa ching t6i, chudt
dwoc udng ranitidin 50 mg/kg/ngay trong 7
ngay da lam gidm muac dé loét ro rét so véi
chuét 16 mé hinh vé sb chudt bi loét trong 16 (p
< 0,05), sb 6 loét trung binh va chi sé loét trung
binh (p < 0,001). Ranitidin 1a thudc dbi khang
thu thé histamin Hz & t& bao thanh cta da day,
lam gidm lwong acid dich vi tiét ra do kich thich
ba&i thirc an, insulin, amino acid, histamin, hoac
pentagastrin. Thuéc c6 tac dung lam lién nhanh
vét loét da day ta trang va 1a moét trong nhirng
thudc hién dang dwoc ap dung diéu tri viém loét
da day ta trang trén lam sang.

Sw cai thién vé ty 1& chudt cé viém loét da
day ta trang, méc d6 nang cua tén thuwong
loét, s & loét trung binh ciing nhw chi sb loét
bwdc dau cho thay bai thudc KTHV liéu 15 g/
kg/ngay va liéu 30 g/kg/ngay dung trén chudt
cbng trdng cé xu hwéng lam han ché loét ta
trang gay ra b&i cysteamin so v&i 16 mé hinh,
trong d6 mirc d6 cai thién rd rét dwoc quan sat
& 16 ubng KTHV liéu cao 30g/kg/ngay. Quan sét
hinh anh dai thé, cling nhw vi thé, & 16 chudt
ubng KTHV liéu 15 g/kg/ngay cé hinh anh tén
thwong cdu trGc nhidu ving khac nhau. Co

vuing bi tén thwong nhe 16p niém mac, cé viing
qua san 16p tuyén, co ving cé 6 loét sau méat
I&p niém mac va tuyén, con lai 1a t& bao viém
sat co niém, v&i nhiéu t& bao viem bam vao va
tao thanh 6. O' nhém ubng KTHV liéu 30 g/kg/
ngay co it ving mét I&p niém mac, rai rac c6 6
loét méat I&p niém mac va tuyén sat co niém.
Nhw vay thdy, KTHV liéu 30 g/kg/ngay cé xu
hwéng cai thién tdn thwong & da day-ta trang
tét hon KTHV liéu 15 g/kg/ngay. Két qua nay cé
dwoc nhd tac dung ciia mot sb vi dwoc lidu cé
trong thanh phan bai thubc. Cam thdo chira cac
terpenoid nhw scopadulcic acid A,B, scopadiol,
scopadulciol, scopadulin, scoparic acids A—C...
c6 tac dung trc ché su tiét histamin, déng thoi
&rc ché bom proton & t& bao thanh clia da day
tr d6 gilp lam gidm tiét acid dich vi."* Bén
canh d6, thanh phan glycirisin va glycuronic
acid co trong Cam thao con co tac dung khang
viém, lam gidm mirc do tdn thwong niém mac
da day.14 Sy hién dién cua flavonoid va axit
phenolic trong Tran bi dwoc biét 1a 6 tac dung
chéng oxy héa va bdo vé niém mac da day,
lam gian co tron cha da day, rudt, lam tang tiét
dich nhay. Ngoai ra, Tran bi c6 tac dung khang
viém, khang khuén, chdng loét do thanh phan
Humulene va Humulenol acetat lam gidm tiét
dich vi trén mé hinh gay loét da day bang cach
th&t mén vi.® Bén canh do, mét sb vi thube khac
cling da dwgc nghién cru chirng minh téac dung
gidm tiét acid da day trén thwc nghiém nhw:
Déng sam, Sa sam, Hau phéac...'516

V. KET LUAN

Bai thudc “Kién ty chi thbng HV” liéu 30 g/kg/
ngay va liéu 15 g/kg/ngay dung trong 7 ngay c6
tac dung dw phong loét da day-ta trang trén mo
hinh chudt cdng trdng gay loét da day - ta trang
bang cysteamin.

“Kién ty chi thbng HV” liéu 30 g/kg/ngay c6
tac dung dy phong tét hon so véi “Kién ty chi
théng HV” liéu 15 g/kg/ngay.
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Summary
EFFECTS OF “KIEN TY CHI THONG HV” REMEDY ON
CYSTEAMINE -INDUCED GASTRIC-DUODENAL ULCER
IN ANIMAL

The aim of this study was to investigate the protective effect of Kien ty chi thong HV (KTHV) remedy
on cysteamine-induced gastric-duodenal ulcer in experimental animals. The rats were divided into
5 groups: Group1(control) and group 2 (model) group 3 (ranitidine 50mg/kg), group 4 (KTHV 15 g/
kg) and group 5 (KTHV 30 g/kg). All of rats were treated for 7 consecutive days. On day 7, rats were
induced peptic-duodenal ulcers by oral cysteamine 400 mg/kg. The number of rats with ulcer, the
number of ulcers per one rat and ulcer index of each group were estimated. The results showed that
cysteamine caused peptic ulcer in 100% of rats. KTHV at two doses reduced the number of ulcer,
the ulcer index and the level of macroscopic and microscopic damage to the stomach and duodenum
improved compared to the model group. KTHV at the dose of 30 g/kg has better effect on improving
gastric-duodenal ulcer than the dose of 15 g/kg when compared with model group. Conclusively, KTHV
remedy had a protective effect on cysteamine-induced gastric-duodenal ulcer in experimental animals.

Keywords: Kien ty chi thong HV, gastric - duodenal ulcer, cysteamine, experimental animal
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