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POC TINH CUA BAI THUOC DDHV PIEU TR VIEM LOET DA DAY DO VI KHUAN
HELICOBACTER PYLORI TREN THPC NGHIEM
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TOM TAT

Muc tiéu: (1) M6 t& doc tinh cép cua bai thuéc DDHV trén dong vét thuc nghiém. (2) M6
t& doc tinh ban cép cta bai thuéc DDHV trén dong vét thuc nghiém. Phwong phép nghién
ciru: Danh gia déc tinh cép ctia bai thuéc DDHV trén chudt nhét tréng theo dudmg ubng bng phtr-
ong phép Litchfield — Wilcoxon. Banh gia doc tinh ban cp cua bai thuéc DDHV trén chudt cdng
trdng béng dwromg udng theo quy dinh va huéng din clia Bé Y té. Két qua: Chura tim thdy LDs,
cta Cao dic DDHV theo dudng udng trén chudt nhét tring, chudt da duwyc cho ubng téi mirc
ligu cao nhét la 36,0g/kg/ngay, gap 25 Ian liéu dy kién c6 téc dung ma céc chut van binh
thwrong. Trén céc 16 chudt dung Cao dic DDHV liéu 0,84g cao dédc/kg/ngay, va liéu 4,20g cao
dac/kg/ngay, trong 90 ngay lién tuc, cho thay: Chudt khée manh, tdng trong tot, ddu; Khéng lam
thay doi cac chi s6 huyét hoc; Khéng lam thay ddi céc chi tiéu sinh héa méu danh gia chirc
nang gan, than; Khéng gdy ton thuong mé bénh hoc gan, lach, than. Két ludn: Cao dic DDHV

an toan & cac mire liéu va thoi gian da ding.

Tir khéa: Doc tinh cép, doc tinh ban cép, DDHV.

1. DAT VAN BE

Viém loét da day hién nay dang 1a mot mét
bénh phd bién & Vigt Nam va trén thé gidi (dic
biét & nhirng nwéc phat trién va dang phét
trién). Theo mot théng k& & Viét Nam con sé
nay chiém khoang 6-7% dan sb. Viém loét da
day 1a mét bénh man tinh, dién bién c6 chu ky,
xu huéng hay tai phat va dé gay nhidu bién
chirng anh hwéng dén tinh mang nhw xut
huyét da day, ung thw héa [4].

Theo Y hoc cb truyén “viém loét da day”
thuéc pham vi chirng vi quan théng. Bai
thubc DDHV gdm mudi vj dugc lidu, 1a bai
thuéc nghiém phuong, dya trén Iy luan cia
y hoc ¢b truyén trong didu trj chirng vj quan
thdng cling nhw viéc phdi ngi cac vj thuéc
theo phap, phwong va hai hoa céc vj dugc
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lidu & nang cao chét lwgng diéu tri bénh Iy
nay. D& c6 co s& khoa hoc v& tiéu chuin
chét lwgng va tinh an toan ctia bai thubc,
lam co s& cho nhirng nghién clru phét trién
hién dai héa Y hoc ¢d truyén, tao sédn pham
phuc vy rong rdi cho cong déng, ching toi
thwc hién dé tai “Nghién ciru doc tinh cla
bai thuéc DDHV didu trj viém loét da day cé
vi khuin Helicobacter Pylori trén thyc
nghiém”.

Muc tiéu:

(1) M6 t& djc tinh cdp cta bai thuée
DDHYV trén dong véat thuc nghiém.

(2) M6 ta dgc tinh bén cép cla bai thudc
DDHYV trén déng vét thyec nghiém.

2. POl TUQNG, PHUONG PHAP
NGHIEN CUU

21. P6i twong va nguyén vat ligu
nghién ciru

Ché pham nghién ciru

Cao dic DDHV bao ché tir bai thudc
DDHV gdm cac vj thubc sau: Hoai son 16
gam, Bach truat 10 gam, Tam that 06 gam,
Phuyc linh 6 gam, Mai myc 16 gam, Trén bi 06
gam, Dang sam 10 gam, Mach nha 06 gam,
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Cam th&o 02 gam, Mdc hwong 06 gam [10].
Céc dwoc liéu trong bai thudc dwoc ding
dwéi dang dwoc liéu kho va dat tiéu chuén
trong Dwoc dién Viét Nam IV. Cac dwoc liéu
trén dwoc chiét xuét va bao ché thanh cao
dic DDHV theo phuong phap bao ché dwec
dién.

béng vat nghién citru

Chudt nhat trdng trwdng thanh ddng
Swiss, 60 con, khéng phan biét gidng, can
nang 18 - 22g. Chudt cdng trdng trudng
thanh, dong Wistar, 30 con, khong phan biét
gidng, can nang 160 - 180g. Dong vat dat tiéu
chuén thi nghiém, do Ban Cung cap déng vét
thwe nghiém (Hoc vién Quan y) cung cép.
Thirc ann theo tiéu chuan cho dong vat
nghién ctru, nwéc sach dun sbi dé ngudi udng
tw do.

Thiét bj, héa chat nghién ciru

Thiét bi: May do quang phé UVD-2960
(My) hé théng phan tich sdc ky, may xét
nghiém sinh hoa 3000 Evolution  (hang
Biochemical Systems Intemnational Sr, Italia);
may phan tich huyét hoc Humancount 30TS
(hang Human, Dlrc); may dién tim Fukuda FX
7102 (hang Fukuda, Nhat Ban); kim cong dau
ti diing cho chudt udng thuéc (Nhat Ban); dng
micropipette chuyén dung dé ldy mau héc mat
(Trung Quéc).

Hoéa chat: Nwéc cat, Aceton- PA,
Cloroform - PA, Amoniac - PA, Toluen - PA,
Ethanol — PA (hdang MEDIA, Italia), héa chat
xét nghiém huyét hoc cia hang Human, Birc.

2.2. Phwong phap nghién ctru

Nghién ctru dc tinh cdp

Xac dinh LDso ctia bai thubc DDHV trén
chudt nhét trng chiing Swiss dudng ubng
bidng phwong phap caa Litchfield -
Wilcoxon [1].

T4t ca chudt nhat trdng dwgc chia ngu
nhién thanh 6 16, méi 16 10 con. Cho nhijn &n
trwéc 12 giv, nwdc udng binh thudng. Sau
6, cho chudt uéng thudc voi thé tich 0,2ml
cao dac/10g thé trong/lan, 3 1an/ 24 gio, mdi
I3n ubng cach nhau 3 gid, dua thang thudc
vao da day bing kim dwa thudc chuyén dung.
C( 3 ngay tang lidu 1&n 0,2ml cao dac/lan dén
khi chét 100% 16 chudt. Theo ddi sb Iwong

chuot chét &@ méi 16. Tién hanh phau tich quan
sat cac tang ngay sau khi c6 chudt chét dé
1am tiéu ban md bénh hoc.

Nghién ciru dc tinh ban cap

Puwoc thwc hién theo quy trinh trwdc do
[5], [6], [7]. Cu th&: Chudt cbng tréng dwoc
chia ngdu nhién thanh 3 16, mbi 16 10 con.
Cac chudt dwgrc thi nghiém lién tuc trong 90
ngdy. L6 ching sinh Iy: uéng nuéc cat,
10ml/kg thé trong/ngay. L6 trj 1: ubng DDHV
lidu 0,84g cao dic/kg/ngay. Lo tri 2: ubng
DDHV lidu 4,20g cao dic/kg/ngay (gép 5 1an
lidu 1) 2], [7].

Cé4c chi tieu danh gia: can nang, dién
tim, lam xét nghiém huyét hoc (s6 Iwgng
héng cu (T/L), bach cdu (G/L), tiéu cau
(G/L); hoat d§ enzym gan AST, ALT (U/L),
ndng d6 creatinin mau (mmol/L), mé bénh
hoc dai thé va vi th8. Céc chi tiéu trén (trlr
mé bénh hoc) duoc Iy tai cac thei diém
xuat phat diém, 45 ngay, 90 ngay sau thir
nghiém. Riéng mé bénh hoc dwgc ldy tai
thoi diém 90 ngay sau thi nghiém.

3. KET QUA VA BAN LUAN

3.1. Két qua nghién ctru déc tinh cap

Bang 3.1. cho thdy cao dic DDHV dwoc
cho chudt & cac 16 ubng véi cac mic lidqu
khac nhau tlr 12,0g cao dic/kg/ngay thé trong
cho dén mtre liu cao nhét 36g cao dac/kg thé
trong/ngay khong gay chét chuét thi nghiém.
Chuing tdi nhan thay, phan chudt & tt ca cac
16 binh thwéng, tinh trang van dong khong co
gi thay déi. Liéu d kién cé tac dung & chudt
nhét 13 1,44g cao dic/kg/ngay/kg/ngay. Chudt
da dwoc cho udng téi mrc liéu cao nhéit 13
36,0g/kg/ngay, gap 25 lan liéu dy kién khong
gay chét chudt, chirng td6 cao dic DDHV cé
tinh an toan cao [1], [7]. Chwa tim thay LD50
clia cao d&c DDHV theo duwdng udng trén
chuét nhat trang.

3.2. Két qua nghién ctru déc tinh
ban cap

Cao déc DDHV véi cac murc liu va thoi
gian str dung trong nghién ctru chwa thiy gay
ra cac thay doi trén sy phat trién thé trong clia
chuét (bang 3.2)

Bang 3.3 cho thay Cao dic DDHV véi cac
mirc liéu va thoi gian st dung trong nghién
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ctru chura thay gay ra cac thay ddi trén cac chi
tiéu v& s6 lvgng hdng ciu, bach ciu va tidu
ciu trong mau chudt. Cac chi tiéu vé can
ning, huyét hoc thwdng phan anh kha chinh
x4c mirc @6 anh hwéng doc tinh ban cép lén
co thé sinh hoc [2], [7]. Sw khdng khac biét
théng ké v& can nang va cac chi s6 huyét hoc
da cho théy thudc an toan va khong gay ra
doc tinh ban cap lén dbi twong thi nghiém. Va
do d6, ¢6 thé an toan véi nguwdi trén cac ther
nghiém sau nay.

Bang 3.4 chi ra cao dac DDHV véi cac
murc liéu va thoi gian s dung trong nghién
ctru khong lam thay d6i hoat dd cac enzym
AST va ALT c6 y nghia théng ké, cho thay
Cao dic DDHV khéng gay ra hiy hoai té
bao gan trén chugt nghién clru. Bang 3.5

cho thdy, néng do creatinin mau chudt thay
ddi khéng c6 y nghia théng ké& sau khi thir
nghiém voi cao dac DDHV (p >10,05). So
sanh trong tirng 16 gira cac thoi diém thi
nghiém, ndng do creatinin mau chudt thay
ddi khéng co6 y nghia théng ké (p > 0,05).
Nhw vay Cao dac DDHV v&i cac mirc lidu
va thoi gian s® dung trong nghién ctu
khéng lam thay dbi ndng do creatinin trong
mau chuét nghién ctru. Két qua tir hai bang
3.4 va 3.5 cho thdy chirc nang gan, than
khéng bj &nh hwéng nhidu béi cao dic
DDHV. Hoat do enzym gan va ndéng dj
creatinin trong gi¢i han binh thwéng chirng
t6 cao dac khong c6 gay tdn thiong gan va
than, von 1a 2 co quan chju trach nhiém thai
trir va cé s tich Iy thubc [6].

Béng 3.1. Dac tinh cip theo dwdng udng clia cao dic DDHV trén chudt nhét tring.

L chugt S5 chugt (gla-:il:;::l r;zc) séng)c-:ilc‘ft :2:(?;2 gio ™ cshal:lé‘: ng) ;?c‘lrchét

L6 1 10 12,0 10/0 10/0

L6 2 10 16,8 10/0 10/0

L6 3 10 21,6 10/0 10/0

L6 4 10 26,4 10/0 10/0

L6 5 10 31,2 10/0 10/0

L6 6 10 36,0 10/0 10/0

Béng 3.2. Anh hwdng clia DDHV Ién thé trong chudt (gam)
Théidiém  Trwéc thi nghiém Sau 45 ngay Sau 90 ngay P

Lo chirng 169,30 £ 4,72 199,60 + 6,88 216,90 + 5,90 <0,05
Lo tri 1 168,60 £ 4,48 201,70 £ 8,35 218,80 £ 6,12 <0,05
Lo tri 2 169,70 £ 4,30 200,90 + 7,40 217,30 £ 7,20 <0,05

p >0,05 >0,05 >0,05

10
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Béng 3.3. Anh hwéng ciia DDHV Ién huyét hoc ctia chudt

Thoi diém  Trwéec thi nghiam Sau 45 ngay Sau 90 ngay P
$6 lwgng hdng cu (T/L)

L6 chieng 8,04 +0,57 8,14 £ 0,52 8,16 £ 0,94 >0,05
L6 ftri 1 8,05+0,49 8,121 0,62 8,156+0,72 >0,05
L6 tri 2 8,13+0,72 8,08 + 0,71 8,11 £ 0,66 >0,05

o] >0,05 >0,05 >0,05
$6 lwong bach ciu (G/L)
Lo chirng 8,64 £ 1,84 8,45+243 8,83+ 1,88 >0,05
L6 tri 1 8,81+1,71 8,68 £ 2,36 8,91+1,58 >0,05
Lotri 2 8,53+1,29 8,65+ 1,45 8,77 £ 1,42 >0,05
p >0,05 >0,05 >0,05
S6 lwgng tidu ciu (G/L)

L6 chirng 684,10 t 693,60 + 658,50 t >0,05
104,75 66,58 70,02

L6 tri 1 714,50 * 643,70 t 683,70 t >0,05
123,80 230,81 142,14

LG tri 2 669,40 627,50 t 690,90 >0,05

+ 138,27 85,63 + 138,97
p >0,05 >0,05 >0,05
Bang 3.4. Anh hwédng clia DDHV 1én hoat dd AST va ALT
Thei diém Trwéce thi nghiém Sau 45 ngay Sau 90 ngay P
Hoat d6 AST (U/L)

L6 chirng 76,40 + 17,95 72,30 + 15,96 73,30+ 12,91 >0,05
Lo tri 1 74,20 £ 10,61 70,20 £ 17,15 69,70 £ 15,12 >0,05
L6 tri 2 79,40 £ 13,70 76,10 £ 15,37 75,20 £ 9,93 >0,05

p >0,05 >0,05 >0,05
Hoat d6 ALT (U/L)

L6 chirng 68,10 + 19,51 63,00 + 20,48 61,20 £ 13,03 >0,05
Lo tri 1 67,20 £ 17,95 61,50 + 18,60 60,50 + 19,44 >0,05.
Lo tri 2 66,50 + 18,66 62,20 + 17,27 62,90 £ 17,85 >0,05

p >0,05 >0,05 >0,05

Quan sat dai thé gan, lach, than thay: mau
séc, hinh thai cla gan, lach va than & hai 16
diung Cao ddc DDHV khéng khac so vo&i
chvng (hinh 3.1). Ching déu c6 c6 mau nau
dd thAm déng déu, bd mat nhan, khong ¢c6 u
cuc hodic xuét huyét, c6 dan hdi khi &n xuéng,
khong khac biét so véi hinh anh gan, lach,

11

than cda chudt & 16 chirng.

Quan sét vi thé thay véi dd khuéch dai 400
lan, mé gan clia chudt & 16 trj 1 va 16 trj 2, 13 cac
16 cho ubng cao dic DDHV khdng khéc biét so
voi hinh anh vi thé gan chudt & 16 ching (hinh
3.2). Trén hinh dnh khong thdy & xuét huyét
hodc & hoai tr, thodi héa t& bao gan.
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Bang 3.5. Anh hwdng ctia DDHV Ién ndng d creatinin mau chudt (umol/lit)

Thoidiém  Trwéc thi nghiém Sau 45 ngay Sau 90 ngay p
L6 chirng 77,50 £ 17,76 73,50 + 15,02 68,90 + 16,36 >0,05
LO tri 1 76,70 + 8,19 67,50 £ 11,65 66,80+ 17,97 >0,05
Lo tri 2 69,70 + 25,05 65,50 £ 12,43 65,90 + 18,05 >0,05
p >0,05 >0,05 >0,05
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Hinh 3.3. Hinh anh vi thé mé than & 316 chirng, trj 1 vatrj 2
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Hinh anh vi thé mé than cho thay & cac 16
cho uéng cao ddc DDHV, cAu tric mé than
khéng khac biét so v&i 16 chirng (hinh 3.3).
CAu tric mé than binh thwong.

Ly do khdng c6 sy bién dbi trén ddc tinh
ban cép c6 thé I1a do cac vj thubc nay dwgc
chirng minh an toan trén cac thyc thé sinh
hoc. Céc vj thubc trén da dwoc dung trong
nhiéu bai thuéc cb truyén phuong déng ciing
nhw trong cac nghién ctu dwgc hoc cbd
truyén. Vi vay, sy két hop cac vj thude trén c6
thé khong gay ra tac dung déc nao ma chi cé
thé 1am tang hoat tinh cta nhau [8], (9], [10].
V& co ché tac dung clia cao dac DDHV c6 &
can phéi nghién ctru thém.

4. KET LUAN

1. Cao dic DDHV an toan trén thip
nghiém ddc tinh cip theo dwdng udng trén
chu6t nhét trng

Chua tim thay LDs, clia cao dic DDHV
theo dwdng ubng trén chudt nhét tréng véi
murc lidu cao nhét cé thé cho chudt udng la
36g cao dc/kg thé trong.

2. Cao diac DDHV an toan trén thir
nghiém ddc tinh cép theo dwéng ubng trén
chuét céng tring

Trén ca 2 16 chudt ding cao dac DDHV
lidu 0,84g/kg/ingdy va liéu 4,20g /kg/ngay
trong 90 ngay lién tuc: chudt khée manh, tang
trong tét, ddu; khang c6 s thay ddi cac chi s6
huyét hoc; sinh hoa gan, than; khéng gay tdn
thwong mé bénh hoc gan, lach, than.

L&i cam on
Chung toi xin chan thanh cdm on sy Ung
ho, gitp d& clia Ban cung cap dong vat thyc
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nghiém, Khoa Duwgc ly (Hoc vién Quéan y) da
tro gidp ky thuat cho chung t6i thyc higén
nghién ctru nay.

TAI LIEU THAM KHAO

pd Trung Dam (2014), Phuong phap
Litchfield Wilcoxon, Phwong phap xac
dinh ddc tinh cta thubc, Nha xut ban y
hoc, tr. 101 =112,

b Trung Pam (2006), Phrong phéap
ngoai suy lidu c6 hiéu quad tuong
dvong gilra ngudi va dong vat thi
nghiém, Phurong phap nghién clru tac
dyng dugc ly cla thude tir dwgc théo,
Nha xuét ban khoa hoc va ky thuat,
tr.377 — 392.

Nguyén Thé Khéanh, Pham T Dwong
(2001), Xét nghiém st dung trong lam
sang, Nha xuét ban Y'hoc.

Hoi Khoa hgc tiéu héa Viét Nam
(2012), Bdng thuan v& chan doan va
didu trj nhidm HP & Viét Nam", Tap chi
khoa hoc tiéu hoa Vigt Nam,
7(29):1929-1940.

OECD (2002). Drug|Safety Evaluation I
Acute and  subchronic  toxicity
assessement; USA Academy Press.
Turner R.A. (1971), Screening method
in pharmacology, Volume Il 75-85.
WHO (1993). Research Guidelines For
Evaluating the Safety and Efficacy of
Herbal Medicines; ROWP, Manila,
Philippines.

Do Tat Lei (2006), Nhirng cay thuéc va
vj thubc Vit Nam. NXB Y hoc, Ha Noi.
V6 Vin Chi (1997), Tir dién cay thudc
Viét Nam. NXB Y hoc, Ha Nai.

Vién Y hoc Dan'téc Thwong Hai
(1995), 380 Bai thubéc déng y higu
nghiém. NXB Thai dai.

10.




Vietnam Journal of Physiology 23(1), 3/2019 ISSN: 1859 - 2376

SUMMARY

RESEARCH OF TOXICITY OF DDHV REMEDY IN GASTRIC ULCER
TREATMENT BY HELICOBACTER PYLORI BACTERIAL ON EXPERIMENT

Nguyen Thi Ngoc'*, Tran Thi Hai Ha',

Nguyen Hoang Ngan®, Dau Xuan Canh'**

"Vietnam Traditional Academy of Medicine and Pharmacology
*Military Medical University

Objectives: (1) Study of the toxicity level of DDHV remedy on experimental animals. (2)
Study of the Semi-Chronic toxicity of DDHV remedy on experimental animals. Methods:
Evaluating the acute toxicity of DDHV remedy in oral mice by Litchfield-Wilcoxon method.
Evaluating the Semi-Chronic toxicity of DDHV remedy on oral rat following the rules and
guidelines of the Ministry of the Health. Results: Acute Toxicity: the LD50 of DDHV extract was
not found in oral mice, the mice were given the highest dose of 36.0 g /kg/day, 25 times the
expected dose, and the mice were normal. Semi-Chronic toxicity: On the rat used DDHV
extract with dose of 0.84g/extract/day and dose of 4.20g/extract/day in 90 continuous days, it
shows that: Rats are healthy and good weigh gain; not alter the hematological indexes; Not
change the blood biochemical to evaluating the liver and kidney function; not damage histology
of liver, spleen, kidney. Conclusion: DDHV extract is safe at dosage and used intervals.

Keywords: Acute Toxicity, Semi-Chronic toxicity, DDHV.
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