TAP CHIi NGHIEN CPU Y HOC

DANH GIA TAC DUNG CHONG LOET DA DAY - TA TRANG CUA
CHE PHAM DA DAY HP GIA PHAT
TREN PONG VAT THU'C NGHIEM

Tran Thanh Tung, Bui Thi Ngoc Anh va Dang Thi Thu Hién™”
Trwrong Pai hoc Y Ha Noi

Nghién ctru duoc tién hanh nhdm danh gia tac dung bdo vé da day-ta trang cla ché phdm Da day HP Gia
Phat (DDHP) trén mé hinh thuc nghiém chudt céng bi gy viém loét da day- ta trang do cysteamin. Chudt céng
tréng duwoc chia thanh 5 16: 16 1 (chiing sinh hoc) va 16 2 (mé hinh) ubng nuéc cét; 16 3 (ranitidin 50 mg/kg), 16 4
(DDHP lidu 6,37 g/kg) va 16 5 (DDHP liéu 19,1 g/kg). Chuébt & cac 16 duoc ubng nuéc cét, thube va mau they lién
tuc trong thoi gian 7 ngay. Vao ngay thir 7, chudt duoc udng cysteamin liéu 400 mg/kg. Dénh gia ty 1é chudt co
viém loét da day-té trang, sé 6 loét va chi sé loét trung binh cta cac 16. Két qua nghién ctru cho thay cysteamin
géy loét da day ta trang & 100% trén chudt 16 mé hinh. DDHP c& 2 mirc liéu lam gidm sé 6 loét, chi sé loét, tén

thuong trén da day, ta trang nhe hon so véi 16 mé hinh. Nhw véy, ché phdm Da day HP Gia Phat cé tac dung

béo vé viém loét da day ta trang do cysteamin gay ra trén thuc nghiém.

Tiwr khéa: Da day HP Gia Phat, loét da day - ta trang, cysteamin, thwc nghiém

. DAT VAN BE

Viém loét da day ta trang (VLDD-TT) la
bénh tiéu hoa phd bién trén toan thé gisi voi ti
lé m&c ma&i hang nam tir 58 -142 trén 100.000
nguwdi/ndm. 'Bénh 1a hau qué cla sw mét can
bang gitra cac yéu t6 tAn cong (acid, pepsin,
Helicobacter pylori, NSAIDs, rwou...) va yéu td
bao vé niém mac (prostaglandin, chat nhay va
bicarbonat, tudn hoan niém mac, hang rao biéu
mo). Néu khong dwoc diéu tri kip thoi, VLDD-
TT c6 thé dan dén nhirng bién chirng nhw
thang & loét, xuét huyét tiéu hda, hep méon vi.
Cac thubc diéu tri VLDD-TT hién nay gém thudc
&c ché bom proton (Proton pump inhibitors-
PPIs), khang histamin, thubc trung hoa acid
dich vi, prostaglandin. Day la cac thubc cé hiéu
qua didu tri tét, tuy nhién bénh nhan cé thé
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gdp phai nhiéu tac dung khédng mong khi dung
thudc kéo dai, ddng thoi chi phi gianh cho diéu
tri cao.2 Trong bdi cdnh d6, nhiéu vi thubc céd
ngudn gbc tir thién nhién da dwoc chirng minh
tac dung chdng loét da day-ta trang bang cac
thir nghiém trén ca ngwoi va déng vat voi it tac
dung khéng mong muén, gia thanh hop ly déng
thdi gép phan da dang héa cac thubc diéu tri
st dung ngudn duoc liéu vén cé cla nuwdc ta.

Vién nang cng Da day HP Gia Phat
(DDHP) la ché pham két hop 8 vi thubc y hoc cb
truyén da dwoc st dung rdng réi trong dan gian
va dugc nghién ciu cé tac dung trong diéu tri
viém loét da day-ta trang nhw cam thao, 6 tac
cbt, bach thuoc, sai hd...*>¢7 Tuy nhién, chwa
c6é nghién ctru vé tac dung diéu tri VLDD-TT
khi két hop cac thanh phan nay trong cung 1
ché phadm. Trén co s& do, chung t6i tién hanh
nghién ctu nham danh gia tac dung chdng loét
da day — ta trang cGa ché pham Da day HP Gia
Phat trén md hinh thwc nghiém.
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Il. DOl TWVONG VA PHUONG PHAP
1. Thuéc nghién ctru

Vién nang cing Da day HP Gia Phat do
céng ty Trach nhiém hiru han Thwong mai va
Dwoc pham Gia Phat cung cép dat tiéu chuan
co s0.

Thanh phan gdm: O t&c c6t 2000 mg, Bach
thwoc 1900 mg, Sam bé chinh 1800 mg, Cam
thdo 900 mg, Quan chidng 700 mg, Kim ngan
hoa 600 mg, Truc diép sai hd 500 mg, Tam that
450 mg

Hoa chéat va may méc phuc vu nghién ctru

Cysteamin (Sigma Aldrich)

Ranitidin vién nén 300 mg (Domesco —
Viét Nam)

Nwéc mudi sinh ly 0,9% Braun

Formaldehyd, cac héa chéat lam gidi phau bénh.

Dung cu phau thuat, may anh, kinh ltp, kinh
hién vi va cac dung cu thi nghiém khac cua Bo
mon Duwoc ly- Pai hoc Y Ha Nbi.

2. P6i twong

Chudt cbng trdng ching Wistar, c& hai
giébng, khoé manh, trong lwong 180 — 220g.
Chudt dwoc nudi 7 ngay trwée khi nghién cru
va trong subt thdi gian nghién ctu trong diéu
kién phong thi nghiém véi day da thée &n va
nwéc udng tai B& mén Dwoc ly — Pai hoc Y
Ha Noi.

3. Phwong phap

Chudt cbng trdng dwoc chia ngau nhién
thanh 5 16:

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

L6 2 (md hinh): uéng nwéc cat 10 mL/kg +
cysteamin 400 mg/kg.

L6 3 (chirng dwong): ubng Ranitidin 50 mg/
kg + cysteamin 400 mg/kg.

L6 4 (DDHP liéu thap): ubng Da day HP Gia

Phat liéu 6,37 g/kg/ngay + cysteamin 400 mg/kg.

L6 5 (DDHP liéu cao): ubng Da day HP Gia
Phat liéu 19,1 g/kg/ngay + cysteamin 400 mg/kg.

Chudt dwgc ubng nwéc cat/thude thir lién
tuc trong 7 ngay, moét lan vao budi sang véi
thé tich 10 mL/kg. Ngay tht 7 cGia nghién ctu,
sau khi ubng nwéc/thube thir 1 gid, tién hanh
gay loét cho chudt & cac16 2, 3, 4, 5 béng cach
cho uéng cysteamin liéu 400 mg/kg hai lan,
mdi 1an cach nhau 4 gio. Chudt dwgre nhin an
18 tiéng truéc khi ubng cysteamin. Thoi diém
24 gi®d sau lan cubi ubng cysteamin, chuot
dwoc md bung, bdc 16 da day, phan éng tiéu
hoa tlr thwe quan sat tam vi dén ta trang cach
moén vi 5cm dwoc céat riéng ré, thAm bé mat
vét loét bang formaldehyd 5%, c6 dinh bénh
phadm. Quan sat bang kinh lup d6 phéng dai
10 14n, danh gia mrc d6 loét theo Szelenyi va
Thiemer:#10

+ Tn thwong dd |: phu, sung huyét va chadm
xuét huyét dwdi niém mac

+ Tén thwong dd II: xuat huyét duéi niém
mac va cac tbn thwong bé mat

+ Tén thwong dd Ill: loét sdu va cac ton
thwong xam lan.

Céc chi sb danh gia

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

+ 86 6 loét trung binh cta 16

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

Ul = (s6 tdn thwong d6 1)*1 + (sb tdn thwong
dd 11)*2 + (s6 tén thwong do 111)*3

+ Hinh &nh dai thé da day-ta trang chudt

+ Hinh &nh vi thé da day-t4 trang cta 30%
sb chudt cdng trdng & mdi 16. Xét nghiém giai
phau bénh dwoc danh gia tai Trung tam Nghién
ctru va phat hién sém ung thw thudc Lién hiép
céac hoi khoa hoc va kj thuat Viét Nam, két qua
do PGS.TS. Lé Dinh Roanh doc.
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4. Xtr ly s6 liéu
Sé liéu dwoc thu thap va x& ly bang phan
mém Microsoft Excel 2010 va SPSS 22.0, st

Ill. KET QUA

1. Ty Ié chuot c6 loét da day ta trang chuot

*

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

33.33

_

100
66.67

M6 hinh Ranitidin

C6 hinh anh loét

dung test théng ké thich hgp. Sy khac biétco y
nghia théng ké khi p < 0,05.

7
/ﬁ

DDHP liéu thip DDHP liéu cao

OKhong c6 hinh anh loét

Biéu dd 1. Ty & % chudt c6 hinh anh loét & cac 16 nghién ctru

*p < 0,05 so v&i 16 mé hinh (test khi binh phuong)

Khoéng c6 hinh anh loét & chudt 16 chirng sinh hoc. Ty 1é chuét bi loét & 16 mé hinh la 100%.

L6 udng ranitidin co ty I& loét |a 66,67%, gidm dang ké so v&i 16 mé hinh, su khac biét ¢ y nghia

théng ké v&i p < 0,05.

100% chudt & cac 16 uéng Da day HP Gia Phat déu cé hinh anh loét da day.

2. Anh hwéng ctia Da day HP Gia Phat dén sé6 6 loét va chi sé loét trung binh

Bang 1. Anh hwéng cia Da day HP Gia Phat dén s6 6 loét va chi sé loét trung binh

Lé nghién ctru n S6 6 loét trung binh  Chi s6 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: DDHP liéu 6,37g/kg 8 4,13 £ 0,99** 9,00 + 3,02**
L6 5: DDHP liéu 19,1 g/kg 10 4,60 £ 1,90 10,00 £ 4,78*

*p < 0,05; **p < 0,01; ***p < 0,001 so v&i 16 mb hinh (Mann-Whitney U test)

- S6 6 loét va chi s6 loét trung binh & 16 chuét udng ranitidin 50 mg/kg gidm co y nghia théng ké

$0 V@i 16 mo hinh voi p < 0,001.
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- Da day HP Gia Phat & ca hai murc liéu nghién ctru déu lam gidm dang ké sbé & loét va chi sé loét
trung binh so v&i 16 md hinh (p < 0,01 va p < 0,05).

3. Hinh anh dai thé va vi thé da day - ta trang ctia chuét sau 7 ngay uéng thuéc

Hinh 1. Hinh anh dai thé va vi thé da day, ta trang chuét 16 chirng (chudt sé 7B)
Da day binh thwérng (HE x 400)
(HE x 400: Nhuém Hematoxylin - Eosin, dd phéng dai 400 Ién)

Ta trang co
0 loét sau

Hinh 2. Hinh anh dai thé va vi thé da day, ta trang chuét 16 mé hinh (chuét sé 8)

Da day loét nang, niém mac nhiéu 6 viém: Ta trang rai rac co cac vét loét, mat I&p niém mac, con
I6p tuyén. (HE x 400)

Loét sau tai
da day

Ta trang binh |
thuong '

Hinh 3. Hinh anh dai thé va vi thé da day - ta trang chuét 16 ranitidin (chuot 19)
Da day, ta trang c6 cAu tric binh thueng, co rat it ving mat mot phan Iép niém mac, it té bao
viém, khong con & loét. Con moét vai viing mat I&p niém mac con lai Iép tuyén (HE x 400).
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Trot, sung
huyét tai da
day

Hinh 4. Hinh anh dai thé va vi thé da day - ta trang chu6t 16 DDHP liéu thap (chuét s6 59)
Da day, ta trang c6 it viing méat I&p niém mac. Nhiéu ving binh thwdng. Nhiéu té bao viém xam
nhap I&p tuyén va sat co niém co chd tao thanh 6 viém Ién (HE x 400)

Hinh 5. Hinh anh dai thé va vi thé da day — ta trang chuét 16 DDHP liéu cao (chuét s6 47)

Da day c6 6 loét, nhiéu té bao viém. T4 trang cé nhiéu viing mat niém mac chi con 16p tuyén. Rai
rac co it 6 viém loét. Co ving mat hét Iép tuyén va niém mac sat co niém. (HE x 400)

Hinh &nh dai thé va vi thé déu cho thdy da day ta trang chudt & 16 chirng dwong va 16 udng Da
day HP Gia Phat ¢ it tbn thwong va tén thwong nhe hon 16 mé hinh: it 6 loét sau hon, chi yéu
la loét néng va cac 6 viém, it vung bi mat niém mac va tham nhiém cac té bao viém, té bao thoai

hdéa hon.

IV. BAN LUAN

Viém va loét da day - ta trang la bénh ly
thwdong gap cua dwong tiéu hoa, trong dé co
sy mét can bang gitra cac yéu té tAn cong va
yéu t6 bao vé, Iop t& bao niém mac da day
b&i tdn thwong & cac mirc d6 khac nhau bdi
acid dich vi va pepsin." tién hanh tiém dudi
da indomethacin 10mg/kg trong 2 ngay gay ra
cac tbn thwong viém ta trang.™ O nghién ctru
nay, chung téi dung cysteamin gay md hinh vi

dé thwe hién va cé tinh hiéu qua cao, dwoc st
dung réng rai trong cac nghién ctru loét da day
ta trang. Cysteamin (B-mercaptoethylamine)
c6 cong thirc hoa hoc la HSCH,CH,NH,,
l& san phdm phan hdy amino acid cystein.
Cysteamin duwgc st dung trong co thé dé
tao thanh co-enzym A (CoA) nh& sy két hop
v&i pantothenate (vitamin B5) va adenosine
triphosphate. Cac nghién clru chi ra rang,
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cysteamin lam gidm ndng dd clia somatostatin
& niém mac ta trang, lam ting sinh cac gbc
oxy héa, lam gidm kha nang loai bé cac gbc
tw do, tdng biéu hién endothelin-1, mot chét
c6 tac dung co mach lam anh huédng dén kha
nang twdi mau, gidm lwu lwong mau niém
mac ta trang kém theo ting thiéu mau mé va
gidm oxy mau. Ngoai ra, cysteamin con lam
tang ndéng dd gastrin huyét twong, tr d6 gay
tang tiét acid dich vi. 1 Cysteamin sau khi uéng
sé dat ndng d6 cao & ta trang, lam giam san
xuét chat nhay kiém ti tuyén Brunner va téng
nhu ddng ta trang, dan dén sy gidm dap &ng
trung hoa acid cta dich ta trang (chat nhay,
dich mat, dich tuy) kém theo ton thuwong 16p
mang nhay trong ta trang.’'¢ Két qua nghién
ctru cho thay cysteamin 400mg/kg ubng 2 lan
gay loét da day ta trang rd rét so v&i 16 chirng
sinh hoc v&i 100% chudt bi loét. Tén thwong
bao gdm cac & loét, trot hay sung huyét, cac 6
viém c6 tham nhiém nhiéu té bao lympho, cac
b loét day nhiéu t& bao thoai héa hoai t&r, co
6 loét sau méat hét niém mac va tuyén dén sat
I&p co viem.

Mcrc d6 loét da day-ta trang dwoc danh gia
qua s6 chudt bj loét, s6 6 loét va chi sb loét.
Theo két qua nghién ctru cla ching toi, chudt
duoc udng ranitidin 50 mg/kg/ngay (mét thudc
khang receptor c6 tac dung lam giam tiét acid)
trong 7 ngay da lam gidm mdrc d6 loét rd rét so
v&i chudt 16 mé hinh vé sé chuét bj loét trong
16 (p < 0,05), sb 6 loét trung binh va chi sé loét
trung binh (p < 0,001). Bén canh do6, mac du
100% chudt ubng DDHP d&u xuét hién hinh
anh loét da day ta trang, tuy nhién sé 6 loét va
chi sb loét gidm rd rét so véi 16 md hinh v&i p
< 0,01 & 16 ubng DDHP liéu thdp va p < 0,05 &
16 ubng DDHP liéu cao. Khéng cé sw khac biét
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khi so sanh gia tri s& 6 loét trung binh va chi
sb loét & hai 16 Da day HP Gia Phat liéu thap
va lidu cao va khéng c6 sw khac biét vaoi 16
udng ranitidin. Hinh &nh giai phau bénh cang
thé hién mc d6 tén thwong nhe hon & cac 16
dwoc didu tri bang ranitidin va DDHP v&i nhiéu
vung niém mac binh thwong, it 6 loét sdu sat
co niém, it tham nhiém lympho bao va cac té
bao thoai héa hon.

Trong nghién clru nay chung téi danh gia
tac dung bao vé da day va ta trang cua vién
nang cirng Da day HP Gia Phat. Pay la ché
phdm gbém nhiéu thanh phan da dwoc chi ra
la c6 tac dung chéng loét da day ta trang. O
tac cbt (mai mwc) véi thanh phan cha yéu calci
carbonat dwoc coi la chét trung hoa acid tw
nhién.* Cam thao chia licorice lam ting néng
do prostaglandin & dwong tiéu hoa, tang tiét
chét nhay, chira carbenoxolone lam giam tiét
gastrin.® Bupleuran 2lic trong sai hd co tac
dung chéng loét da day ta trang do lam gidm
tiét acid va pepsin.® Pentagalloyglucose trong
Bach thwoc (rc ché H'/K*-ATPase lam giam tiét
acid.” Nghién ctru ctia BDao Thj Vui va cong sy
ndm 2007 chi ra réng, thanh phan coumarin,
flavonoid, chat nhay c6 trong Sam bd chinh
c6 tac dung bao vé da day va hoi phuc loét da
day, e ché vi khuan H.pylori trén invitro (gidm
76,7% va 82,4 5% lwong vi khuan H.pylori sau
24 gi¢ tiép xuc), gidm co that co tron, trung hoa
acid, va kich thich tiét nhay."”

V. KET LUAN

Vién nang cirng Da day HP Gia Phat liéu
6,37 g/kg/ngay va liéu 19,1 g/kg/ngay ding
trong 7 ngay c6 tac dung bao vé da day-ta trang
trén moé hinh chudt céng gay loét da day - ta
trang béng cysteamin.
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Summary
THE UNTI-ULCER EFFECTS OF DA DAY HP GIA PHAT HARD
CAPSULE ON EXPERIMENTAL ANIMAL

The purpose of this study was to investigate the protective effect of Da day HP Gia Phat (DDHP)
hard capsules on cysteamine-induced gastric-duodenal ulcer in experimental rats. The animals were
divided into 5 groups: Group 1(control) and group 2 (model) were treated by distill water, group 3
(ranitidine 50mg/kg), group 4 (DDHP 6.37 g/kg) and group 5 (DDHP 19.1 g/kg). All of rats were
treated for 7 consecutive days. On day 7, peptic-duodenal ulcers were induced in rats by oral
cysteamine 400 mg/kg. The number of rats with ulcer, the number of ulcers per rat and the ulcer index
of each group were estimated. The results showed that cysteamine caused peptic ulcer in 100% of
rats in model group. DDHP at two doses reduced the number of ulcer, the ulcer index, and reduced
levels of severity of gastric-duodenal ulcer’s rats when compared with model group. Conclusively,
Da day HP Gia Phat hard capsules had protective effect on cysteamine-induced gastric-duodenal
ulcer in experimental rats.

Keywords: Da day HP Gia Phat, peptic-duodenal ulcer, cysteamin, experiment.
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