, DﬂNH GIA DOC TiNH GﬁP VA HIEU LUC DIET HP
CUA BAI THUOC D-08 TRONG BIEU TRI VIEM LOET DA DAY TA TRANG

TOM TAT:

Bai thuéc D-08 bao gbm: Nha dam tr, Cam thao,
Bach thuoc, O tic cbt, Mdm xéi, Seo ga, Pinh ling
ddy va Sa nhén, 1a nhiing vi thubc kinh dién trong y
hoc ¢6 truyén cé téc dung diéu tri céc chirng bénh
cho hé tiéu hoa ndi chung va viém loét da day ta
trang ndi riéng. Pé ting hiéu qua diét Hp, chung toi
d4 gia gidm céc vj thubc va tao thanh bai thuéc D-08.
Tién hanh thir nghiém déc tinh cdp dé danh gia tinh

LE QUANG DUNG, Vién Y hoc cé truyén quan doi
TRINH TRONG DAT, Khoa kham bénh — Vién 103;
PHAM NGOQC HUNG, Hoc vién Quéan y.

an toan, két qua cho thdy: Xac dinh déc tinh cép
(LDsy) trén 60 chuét nhat trdng dong Swiss clia bai
thubc D-08 Két qué cho thay: véi liéu cao nhét la
100g/kg trong luong, khéng xac dinh duoc lidu LDs.
Lidu 100g/kg trong lwong c6 dau hiéu tén thuong trén
co quan néi tang dong vat. O néng do 029/ mi (néng
do pha loang gép déi dang séc y hoc cb truyén) két
qua diét Hp 100% & mau 10° vi khudn/mli.
Tir khod: Béc tinh cép, Bai thubc D-08.

Y HQC THU'C HANH (856) - SO 1/2013

59



EVALUATION OF THE ACUTE TOCIXITY AND KILL
HP EFECT OF D-08 DRUG IN THE TREATMENT OF
GASTRIC AND DUODENAL ULCER.

SUMMARY

D-08” included Fructus ruceae, Semen Bruceae,
Radix Glycyrrhiza, Radix Paconniale Albae, Sepia
esculenta Hoyle, Rubus alceaefolius Poir, Pteris
multifida  Poir, Radix Polyscias fruticosa and
Amomum xanthioides. Which is drug used treatment
for gastrointestinal disease general and gastric and
duodenal ulcer in particular. For increase
effectiveness kil Hp, we have to modifying
component and creat a D-08 drug. The acute toxicity
test was carried out on mice, with the maximum dose
of 100 g/kg body weight. The results showed that:
there was not acute toxicity and the LD50 was not
determined. At a concentration of 02g/ml (double
dilute concentration as excellent traditional medicine),
100% Hp was killed in 10° bacteria/ml sample.

Keywords: The acute toxicity, D-08 drug.

DPAT VAN BE

Tai Viét Nam cé 5-7% dan s6 mac bénh viém loét
da day ta trang (VLDDTT) chiém 2% trong cac bénh
ndi khoa, dirng hang dau vé céac bénh tiéu hoéa [1].
Nam 1983, Barry Marshall va Robin Warren phat hién
vai trd cia vi khudn Helicobacter pylori (Hp) trong
bénh ly da day ta trang [2], [3], [4]. Viéc st dung cac
khang sinh diét Hp la tién bd quan trong trong diéu tri
bénh. Vi khudn Hp cé khad nang khang thudc khang
sinh rat nhanh, ty 1& tr 5,0% dén 41,6% tuy tirng
thubc. Y hoc ¢b truyén (YHCT) mé td VLDDTT trong
pham tri “vi théng; vi quan théng; bi man...". That
tinh lam thwong can, hoanh nghich pham vi, lam vi
mét hoa giang gay ra. Trén co s& co ché bénh sinh
cta VLDDTT theo Y hoc hién dai két hop véi nhirng
thanh twu nghién ctu cap nhat vé thubc thdo moc
theo y Iy Y hoc cb truyén, ddng thdi tan dung ngudn
duoc liéu sén c6 tai dia phwong, ching téi xay dung
bai thuéc D-08, hy vong gép phan lam phong phi
thém céac thudc diéu tri VLDDTT, kh&c phuc tinh trang
quen thubc, khang thuéc cta vi khuan Hp.

Dé& c6 thé nghién cru, st dung ché phdm “D-08”
trén 1am sang, ching t6i tién hanh nghién ctru tinh an
toan cta bai thubc trén dong vat thuc nghiém, trén
Invitro v&i muc tiéu: Xdc dinh déc tinh cap va hiéu
Iwe diét trure khuan Hp cda thuéc D-08 trén Invitro.

DOl TUQONG, PHPONG PHAP NGHIEN CU'U

1. P6i twong nghién ciru.

1.1. Thuée nghién ciru: Thubc séc D-08 dugc
bao ché tir 8 vi thubc ché theo cong thirc

1.2. Béng vat nghién ciru: Chudt nhat trdng Mus
musculus trong lwvgng 19 + 1 gam, khoé manh, khéng
phan biét gibng, bdo dam céac chi tiéu sinh ly binh
thwéng do vién Vé sinh dich t& trung wong cung cép.

1.3. Trwc khuén Helicobacter Pylori (HP): vi
khuan HP chiing CCUG17874 do bd mon Vi sinh vat
HVQY cung cép.

2. Phwong phap nghién ctru.

2.1 Thie déc tinh cép (LD50) dang thuéc séc.

Thwe hién tai khoa Nghién ctru thywc nghiém vién
Y hoc cb truydn Quan déi. Dugc liéu dang séc cb
truyén D-08: Thubc dwoc cd dic téi lidu d&c nhat véi
ty 1& 4:1 (4g/ml). Pha loang thanh cac ndng d6 100%,
80%, 60%, 40%, 20%. Chudt nhat trang dong Swiss,
chia thanh 6 16, mdi 16 10 con, 5 16 thi nghiém, 1 16
chirng.

Phuong phép tién hanh: cho chuét & cac 16 thi
nghiém udng thuéc bang kim cong dAu tu, dwa théng
thubc vao da day, lwong thubc 0,5ml/lidu duy nhét.
Tham do cac lidu gay doc trén dong vat thi nghiém.
Nhém dbi chirng cho ubng nuwéc cét.

Theo déi lién tuc dién bién cua chudt trong 24h
d4u, tiép tuc theo dbi cac biéu hién sinh ly trong 48h
tiép theo. M& chudt chét & cac 16 dé tim hiéu nguyén
nhan gay chét va nhan xét dai thé. Sau 72h md chudt
con sdng & cac 16, nhan xét dai thé.

2.2. Phwong phdp th& nghiém hiéu lwc cua
thuéc dang siac cé truyén véi vi khuan
Helicobacter Pylori trén invitro.

Thuc hién tai khoa Vi sinh vat - Hoc vién Quan y.

Dugc ligu: dang séc cd truyén tlr thubc D-08.
Phuwong phap tién hanh nghién ctru gdm cac budc
sau:

Buwéc 1, Thube dang nwéc séc cao léng ty 1é 1:1.
Hén dich ban dau nay duoc pha tiép thanh cac dd
loadng: 1/2, 1/4, 1/8, 1/16, 1/32, 1/64, 1/128, 1/256,
1/512.

Bwéc 2, Vi khudn Helicobacter pylori ching
CCUG 17874 dugc pha trong nwéc mubdi sinh ly
thanh hén dich 10° vi khuan/ml, sau d6 lai pha loang
tiép thanh cac ndng do 107, 10°%, 10°, 10* 10* 102 vi
khuan/ml.

Bwéc 3, Tron hén dich vi khuan 1 véi céac
ndng d6 thubc da pha lodng & budc 1 theo ty 1 1:1,
G & 37° C trong 2 gi¢r, sau d6 dung loop dinh lwgng
cay trén thach Pylori agar.

Cac dung dich ¢6 néng @6 vi khuan 107, 10°, 10°,
10* 10* 10° vi khudn/ml & budc 2 ciing duoc cay
trén thach Pylori agar dé tao thanh cac dia thach
ndng dd vi khuan dbi chiéu véi cac dia thach c6 thudc
tac dung véi vi khuan. T4t ca cac dia thach trén dugc
d&t trong binh Jar ¢ tdi tao vi hiéu khi Helicobacter
Agar do hang Anaerocult C Merck (Germany) cung
cap (85%N,, 10% CO,, 5%0,) & nhiét do 37°C, 48
gi&r doc két qua.

KET QUA NGHIEN cUU

1. Két qua nghién ctru tinh an toan cda bai
thuéc D-08

08/ml

STT Tén vi thuéc Ham lugng
1 Nha dam t& Fructus ruceae, 1 gam
Semen Bruceae
2 Cam Thao Radix Glycyrrhiza 10 gam
3 Bach Thwoc Radix Paconniale Albae | 20 gam
4 O téc cbt Sepia esculenta Hoyle 12 gam
5 Mam x6i Rubus alceaefolius Poir 20 gam
6 Seo ga - Pteris multifida Poir 20 gam
7 Binh lang Radix Polyscias fruticosa 20 gam
8 Sa nhan Amomum xanthioides Wall 10 gam
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Bang 1: Boc tinh cép cla ché phdm D-08 trén
chudt nhat trang.

Nh6m S6 chudt Liéu dung | S& chuét chét
thi nghiém (con) | (g/kg chudt) | 24h [ 48h | 72h

Déi ching 10 | - 0jl0]oO

1 10 100 2 |1 0

2 10 80 0/J]0]O

3 10 60 0/J]0]O

4 10 40 0|J]0]O

5 10 20 0J]0]O

- Nhan xét: V&i liéu 100 g/kg thé trong (s6 luong
tbi da chuédt c6 thé ubng dwoc) chudt & cac 16 déu
hoat déng, &n uéng binh thweng, khéng ¢é chudt nao
chét trong thoi gian 72 gi¢r theo dbi. Vi chudt khdng
chét cho nén khong xac dinh duwoc LDs,,

2. Két qua nghién ctru hiéu Iwc trén Invitro cia
thudc D-08 véi vi khuan Helicobacter Pylori.

Bang 2: Hiéu lyc cta thudc véi vi khuan HP.

. . Nong do vi‘khuén moc twong
Néng dé thuée (rng ndng d6 chuén

10%°7107]10%]10°[10*[10%]10°

Mau nguyén (4g/1ml) B N I R

Pha loang 1/2 - - |-

Pha loang 1/4 - - + |+ [+ |+
Pha loang 1/8 - RN
Pha lodng 1/16 + |+ |+ |+ |+ ]+ ]|+

Ghi cha: Néng d6 thuéc ban dau cho cac mau
thuéc 1a 10° vi khuan/ml.

Nhén xét:

+ Mau thubc ban dau (4g/1ml) va mau pha lodng
1/2 khéng moc vi khuan (thubc c6 hiéu lwc e ché vi
khuan hoan toan).

+ MAu thuéc pha long 1/4: c6 vi khudn moc ting véi
ndng dd 10° vi khuin/ml so véi ndng dd chudn (giam
1000 1&n so v&i ndng d8 vi khuan ban dau).

+ MAu pha loang 1/8: ¢6 vi khudn moc twong (ng
v&i ndng do vi khuan 10° vi khudn/ml so véi ndng do
chuén (giam 100 lan so v&i ndng do vi khudn ban
dau).

+ Mau pha lodng 1/16 dén 1/256: ndng do vi
khuan moc twong trng véi 10° vi khudn/ml (khong cé
kha nang trc ché vi khuén)

BAN LUAN.

1. Ban luan vé dac tinh cap

Mat chat dwoc coi la khong doc néu nhw LDs, ctia
né Ién hon 15g/kg thé trong. & day, véi liéu 100 g/kg
chudt van chwa chét, vi thé ché phdm D-08 c6 thé coi
nhw khéng doc cap dbi véi chudt nhét trdng qua
dwdng tiéu hda. So sanh véi mot sb thir nghiem déc
cép tinh clta cac ché phdm DQNM-08, DQCM-08
trong diéu tri d6t quy ndo trwdc day thay cac thube
YHCT néu s dung céc liéu théng thudng déu dam
bao tinh an toan trong diéu tri. Khi thé nghiém st
dung lidu cao 1009/ kg trong lwong, cé dau hiéu tdn
thwong dai thé cac tang: tim. Gan, than.Tuy nhién

trén thwc t& Iam sang khéng dung liéu nay (05kg
thudéc / BN 50 kg). Dw sao khi st dung mét sb vi
thudc nam can chy y theo diri t&nh trang chirc nang
gan than trong qué trénh diéu tri.

2. Ban luan vé hiéu lyc diét Hp cia thuéc D-08
trén thwe nghiém

Qua két qua bang théng ké 1.2 thay ré néng do
thudc ban diu 4g hoa tan trong 1ml nuwéc cét co tac
dung trc ché hoan toan vi khuan Hp véi ndng do 10°
vi khudn/ml. Két qua NC ciing khang dinh hiéu lwc
diét Hp & néng d6 lodng 1/2 clia bai thubc la rét tét.
Cac vi Nha dadm t&r, mam xdi, seo ga dwgc YHCT
Trung Hoa, y hoc truyén théng Viét Nam st dung trén
thwe nghiém cling nhw 1am sang déu c6 tac dung
khang trwe khuan ly, ky sinh treng amib, tring roi am
dao rét t6t. Cam thao, Bach thwoc, Dinh 1&ng, cac vi
thudc nay trén thuc nghiém ciing nhw trén 1am sang
déu da dwoc khdng dinh vai trd lam tang kha nang
kha nang kich thich cac co quan mién dich: lach, tay
xwong, hach, tdng kha nang thwc bao cua dai thyc
bao; tang interleukin 2; tang cac té bao giét tw nhién
(Native killer cells). O t&c c6t, mam x6i, sa nhan, cam
thdo tac déng sau séc dén do pH dich vi da day, tang
chirc nang bao vé nidm mac da day.

Trén 1am sang ching t6i st dung thubc séc, ban
dau cho 600ml nwéc sbi, twong &ng 3 bat; sdc con
200ml, liéu nay pha loang gap déi van c6 tac dung
diét Hp twong dwong nhuw két qua cia bang 1.2 da
chirng minh.

KET LUAN

Bai thubc D-08 t6 chirc dya theo nghiém phuong,
dwoc bao ché dang sic theo phwong phép kinh dién
cia Y hoc Cb truyén. Thyc hién nghién ctu thuc
nghiém trén déng vat, qua th& nghiém LDsy, chwa
phat hién thdy liéu déc cip cla thubéc. O ndng dd
02g/ ml (ndéng d6 pha lodng gap ddi dang séc y hoc
cd truyén) két qua diét Hp 100% & mau 10® vi
khuan/ml.
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