~ NGHIEN CUU ANH HUGNG CUA CAO VI QUAN KHANG
D01 V01 CHUC NANG GAN, THAN TREN DONG VAT THUC NGHIEM
VA TAC DUNG KHANG KHUAN HELICOBACTER PYLORI TREN IN VITRO

TOM TAT

Muc tiéu: Nghién ctru dnh hudng clia cao VQK d6i
vGi chifc nang gan than trén thd thuc nghiém va tac
dung khang khuén Helicobacter pylori trén in vitro.

Phuong phéap: cho thé uéng thudc thix véi liéu 5,4
g/kg/ngay va 27g/kg/ngay trong thdi gian 30 ngay lién
tuc, nghién cutu énh hudng cia thubc dén chirc néng
gan va than thd. Pénh giad tac dung khéang khuén
Helicobacter pylori trén in vitro theo phudng phap pha
loéng trong méi trudng 16ng(MIC).

Két qua: Vi quén khang vdi liéu 5,4 g/kg/ngay va
27g/kg/ngay khéng dnh hudng dén chifc nang gan va
thén thé trén thuc nghiém.VQK c6 khd nang uc ché vi
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khuén H.pylori hoan toan va néng do uc ché téi thiéu
ctia thuéc(MIC) la 1/32.

Két lugn: VQK khéng dnh hudng dén chuc nang
gan va than thé thuc nghiém. VQK ¢ tac dung khang
khuén véi Vi khuén H.pylori va néng d6 tc ché téi
thi€u(MIC) la 1/32.

T khoa: Vi quan khang, Khang khuén H pylori

SUMMARY

Objective: To evaluate on the sub- longterm toxicity
of VQK on experimental rabbits and research on effect
against Helicobacter Pylori of Vi Quan Khang in vitro.

Methods: “ Vi qudn khang” extract was
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administered by oral route to rabbits at doses of 1,8 ml
and 5,4 ml/kg body weight/day for 30 consecutive
days. Study on the sub-longtern toxicity through it
influence to the common, weight, the functions of the
liver and renal in rabbits. The in vitro susceptibilities of
H. pylori were determined by an agar dilution
technique(MIC).

Results: VQK at doses 1.8 ml and 5,4 ml /kg body
weight/day had not influenced the common, weight,
liver an renal function on experimental rabbits. The in
vitro susceptibilities of H. pylori were determined by an
agar dilution technique. The MIC values of Vi Quan
Khang against H. pylori is 1/32.

Conclusion: VQK had not sub-longterm toxicity on
experimental rabbits. The MIC values of Vi Quan
Khang against H. pylori is 1/32.

Keywords: Vi quén khang, Helicobacter Pylori

DAT VAN BE

Viém da day man tinh la mét bénh ly thuong gap
clla dudng tiéu hoa. Nguyén nhan do vi khudn
Helicobacter pylori chiém dén 70%, vi vay trong diéu tri
van dé tiét trir vi khuan H. pylori 1 liéu phap quan trong
trong diéu tri bénh viém loét da day(1). Y hoc hién dai
c6 rat nhiéu phac dd két hop diéu tri khang sinh Vi
thusc khang acid dé diéu tri viem da day. Tuy thudc
diéu tri viém loét da day kha nhiéu, da dang va cb
nhiéu tién bd, nhung viéc nghién ctu tim ra cac thudc
mdi, dac biét 1a cac hop chét thién nhién, cac vi thuéc
hay bai thudc y hoc c8 truyén khic phuc cac tac dung
phu do thudc 1a hoa chat tdng hdp van dudc d4t ra. Tai
bénh vién Pa khoa Y hoc c8 truyén Ha Noéi chung toi
xay dung bai thuéc Vi quan khang trén 1am sang da
diéu tri cho bénh nhan viém da day man tinh ¢6 hiéu
qua rat tét, nhung chua c6 su danh gid mot cach khach
quan vi vy muc tiéu nghién cu clia chung téi la:

- Nghién ctu anh hudng cla cao Vi Quan Khang
d6i v6i chiing nang gan va than thd trén thuc nghiém

- Panh gia kha nang khang khuin Helicobacter
pylori clia thudc VQK trén in vitro.

DOI TUGNG VA PHUONG PHAP NGHIEN CUU

1. D&i tugng nghién ciu

Thudc Vi quan khang(VQK) gém cac vi: Ngé thu,
Hoang lién, Ban ha, Tran bi, Bach linh, Cam thao, Nga
truat, Huyén ho, O tac cot. Thudc dudc ché bién dudi
dang cao 1dng ty 1€ 1:1.

2. Phuong tién nghién curu.

-Thd Orytolagus cuniculus, khée manh, ca 2 giéng,
trong lugng 1,8-2,5 kg do trung Dé - thd Son Tay (Vién
ch&n nubi) cung cép va dudgc tién hanh nghién ciu tai
B6 mon Dudc ly Trudng dai hoc Y Ha Noi.

-Vi khuén thi nghiém

Vi khudn H.PYLORI ching CCUG 17874 dudc
phan lap va nudi cay tai khoa Vi sinh, Bénh vién 103.

- Hoa chat: Kit dinh lugng cac enzym va chat
chuyén hoa trong mau: ALT (alanin aminotransferase),
AST (aspartat aminotransferase), bilirubin toan phan,
albumin, cholesterol va creatinin clla hang Hospitex
Diagnostics (ltaly) va hang DIALAB GmbH (40), dinh
lugng trén may Screen master clla hang Hospitex
Diagnostics (ltaly).

3. Phuong phap nghién ctu

3.1. Phuong phdp nghién cuu déc tinh ban
truong dién.

Thi nghiém trén thd. Chia tho thanh 3 16, mbi con
nhét riéng mét chudng.

L6 chidng (n=10): uéng dung dich nudc cét..

L6 th& 1(n=10): udng cao 16ng Vi quan khang liéu
5,4g dudc liéu/kg thé trong.

L6 th& 2(n=10): udng cao 16ng Vi quan khang liéu
279 dugc liéu/kg thé trong.

Thé & 3 16 dugc udng dung dich nudc cat hodc cao
16ng Vi quan khang hang ngay vao 8 gid sang, lién tuc
trong 30 ngay véi thé tich 1,8 ml/kg thd. Theo ddi tinh
trang chung, trong lugng ca thé thé truéc udng thudc,
sau 15 ngay va sau 30 ngay udng thudc. Panh gia
chic phan tao mau, chiic nang gan, than thd & cac thoi
diém: truéc udng thudc, sau 15 ngay, sau 30 ngay
udng thudc va sau 15 ngay dimng thudc.

3.2. Phuong phdp nuéi cdy va thua nghiém tdc
dung khang khuan

* Nuéi cay: Vi khudn H.PYLORI chiing CCUG
17874 dudc cdy vao cac hop thach chira méi trudng
thach mau. Cac hop thach duoc U 8 nhiét 3o 37°C
trong diéu kién vi hiéu khi dugc tao bdi bao tao khi
Campy- Pak. Boc két qué sau 5-7 ngay, khuan lac 1a
nhiing khém nho, dudng kinh 1-2 mm, mau xam trong
suét. Thir cac phan (ng dé dinh danh vi khuén: urease,
catalase, oxidase. Chon khuan lac moc tét, nhiéu, dem
hoat hoa trong mai truding 16ng dé lam th{ nghiém.

* Th&t nghiém tac dung khang khudn dugc tién
hanh theo phuong phap pha loang trong méi trudng
1dBng(MIC)

Budc 1: Thudc nghién clu dudc pha loang thanh
cac do loang 1/2, 1/4, 1/8, 1/16, 1/32, 1/64, 1/128,
1/256, 1/252 so v6i mau nguyén ban dau.

Budc 2: Vi khudn H.Pylori chling CCUG 17874
dugdc pha loang trong nuéc mudi sinh ly thanh hén dich
108, 107, 106, 105, 104, 103, 102 vi khu&n/ml.

Budc 3: Tron hdn dich vi khudn 108 Vk/ml véi cac
néng d6 thudc da pha loang 6 budc 1 theo ty 1& 1:1, U
37°C trong 2 gid, sau dé |dy ra dung loop dinh Iugng
cdy trén thach Pylori agar.Cac néng do vi khudn &
bubc 2 ciing dudc cdy trén thach Pylori agar dé tao
thanh cac dia thach néng dd chudn vi khudn dé doi
chiéu vGi cac dia thach c6 thudc tac dung véi vi
khudn.T4t ca cac dia thach dudc dat trong binh jar
(Merck, Gemany) c¢6 tui tao vi hi€u khi Anaerocult C
(Meck, gemany), G 37°C, sau 48 gid ldy ra doc két qua.

KET QUA NGHIEN cUU

1. K&t qua nghién ctru anh hudng cla cao Vi
Quan Khang déi véi chitng ning gan va than tho
trén thuc nghiém

1.1 Banh gia chuc nang gan:

Bang 1. &nh hudng clia Vi quan khang dén hoat d
ALT trong mau thd

— Hoat do ALT (UI) Pt test
Thoigan s ching | Lotnd | Lof2 | Student)
Trude 3789+ | 4269+
uongthuge  |1006%984) T | 43 | 2005
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Sau 2 tuan

4189+

4212+

uongthuge | *096%6.39) “ggg 919 | 700
p (trudc - sau) > 0,05 > 0,05 > 0,05

Sgu 4tuan 4928 + 4468 £ 49.00 £ >005

udng thudc 14.90 8.23 9.18 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05

Sau 2 tuan 49.90 £ 56.87 +
ngingthuse | *B83E810 Teaa | 74 | 7000
p (trudc - sau) > 0,05 > 0,05 > 0,05

Bang 2. Anh
AST trong mau

thd

hudng clia Vi quan khang dén hoat do

Théi gian Hoat do AST (Ulll) P(t- test
L6 chimng Lotri1 Lotri2 | Student)
Truge 38.25+ 3730+ | 3497+ | 0.05
udng thudc 10.63 6.32 7.33 ’
Sau 2 tuép 46.72 + 4070 | 4115+ | 0.05
uéng thudc 9.86 8.56 947 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 4 tuép 4221+ 3608+ | 4042+ | 0.05
uéng thudc 10.57 6.88 9.94 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 2 tuér] 3784+ 4270+ | 4997+ | 0.05
ngirng thuéc 11.84 16.40 11.31 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05

Bang 3. Anh hudng ciia Vi quan khang dén néng
d6 bilirubin toan phan trong mau thé

- Bilirubin toan phan(mmol/l) p(t- test
Thai gian Lochung | Lotn1 | Létn2 | Student)
Trude 1204% | 1218¢
uengthuse | 12192022 o145 024 | 005
Sau 2 tuan 1245 | 1222¢
ungthuse | 2004|4033 | 029 | 7005
p (trudc - sau) > 0,05 >0,05 > 0,05
Sau 4 tuan 1225+ | 1221+
uong thuse | 214030 g3 021 | >00
p (trudc - sau) > 0,05 >0,05 > 0,05
Sau 2 tuan 1203+ | 1220+
ngimg thuge. | 1221028 | g9 041 | 7008
p (trudc - sau) > 0,05 >0,05 > 0,05

Bang 4. Anh hudng clia Vi quan khang dén néng
d6 albumin trong mau thd

Albumin (g/dl) p
Thai gian . s e (t- test
L6 chimng Loti1 | Lotri2 Student)

Truée 582+ | 582+

uongthuse | 284£020 | “oo1 | Too3 >005
Sau 2 tuan 583+ | 581t

wongthuse | 2782033 | “oo1 | 023 >0,05
p (trudc - sau) > 0,05 >0,05 | >0,05
Sau 4 tuan 6.08+ | 593+

uongthuse | 286031 | “o35 | o34 >005
p (trudc - sau) > 0,05 >0,05 | >0,05
Sau 2 tuan 597+ | 598+

ngingthuge | >0%036 | To4s | 019 >005
p (trudc - sau) > 0,05 >0,05 | >0,05

Bang 5. Anh hudng ciia Vi quan khang dén néng
d6 cholesterol trong mau thd

Cholesterol (mmol/l) p
Thaigen | loching | Loti1 | Loti2 | o éeef]tt)
o . 220+ 204+ | 217
Trudc uéng thuée 047 019 0.24 >0,05
Sau 2 tuép 201+ 195 | 210+ | 0.05
uéng thuéc 0.21 0.13 0.44 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau4 tuép 205+ 202+ | 206+ | 0.05
uéng thuéc 0.31 0.23 0.44 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 2 tuér} 240 + 221+ | 23% | 0.05
ngung thuéc 0.62 0.58 045 '
p (trudc - sau) > 0,05 > 0,05 > 0,05

Két qua G cac bang 1, 2, 3, 4 va 5 cho thay: sau 2
tuén va 4 tuan udng cao Vi quan khang, ciing nhu sau
ngiing thudc 2 tudn, cac xét nghiém danh gia chic
nang gan (hoat @ AST, ALT, néng dd bilirubin toan
phan, albumin va cholesterol trong mau thd & ca 16 tri 1
(udng cao Vi quan khang ty 1& 4:1, liéu 1,35 ml tuong
duong 5,4 g Dugc liéu /kg/ngay) va 16 tri 2 (uéng cao Vi
quan khang ty Ié 4:1, liéu 6,75ml tuong duong 27 g
Duoc liéu /kg/ingay) déu khéng cé su khac biét co y
nghia so véi 16 chiing va so sanh gilra hai thoi diém
tru6ce va sau khi udng thudc thi (p > 0,05).

1.2. Banh gia chutc nang than:

Bang 6. Anh hudng cla Vi quan khang dén ndng
d6 creatinin trong mau thdé

Creatinin (mg/dl) P
Thaigan 1|6 ching | Loti1 | Loti2 S(ttl;éz?\tt)
Trude 1.05+ 1.04 £ 1.06 + >0.05
udng thudc 0.05 0.05 0.05 ’
Sau 2 tuan 1.05+ 1.04 £ 111+ >005
uéng thudc 0.05 0.05 0.18 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 4 tuan 1.06 + 1.07 £ 1.06 + >005
uéng thudc 0.07 0.07 0.05 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 2 tuén 1.04 + 1.04 £ 1.05+ >005
ngimng thudc 0.05 0.05 0.05 ’
p (trudc - sau) > 0,05 > 0,05 > 0,05

Két qua & bang 6 cho thay: sau 2 tuan va 4 tuan
udng cao Vi quan khang, ciing nhu sau 2 tuan nguing
uédng thudc, & ca 16 tri 1 (udng cao Vi quan khang ty 1&
4:1, liéu 1,35 ml tuong duong 5,4 g Dugc liéu /kg/ngay)
va 16 tri 2 (udng cao Vi quan khang ty 1& 4:1, liéu
6,75ml tuong dudng 27 g Dudc liéu /kg/ngay), néng do
creatinin trong mau thd khdng cé su thay ddi khac biét
c6 y nghia théng ké so véi 16 chiing va so sanh gitia
hai thoi diém trudc va sau khi udng thudc thr (p >
0,05).

2. K&t qua nghién ctru kha ning khang khuin
V@i H.pylori

Céc dia thach c6 thudc Vi quan khang trén véi vi
khudn H.pylori dudc so sanh véi cac dia thach cay vi
khu&n H.Pylori néng d6 chuan. K&t qua nhu sau:
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Bang 7: Mitc d6 gidm ndng dd vi khuin H.Pylori

Murc d6 giam néng do vi khuan
Do lodng _(s0vi néng do c,hué’n)
: Sau 2 gioti€p | Sau 6 gic tiép Sau 24 gio
xtic xtic tiép xuc
1/4 - - -
1/8 - - -
116 - - -
1/32 104 - -
1/64 106 - -
1128 107 - -

Ghi chi: Néng dé vi khudn ban dau cho tat ca cac
mau thudc [a 108/ VK/ml

(-) Vi khun bi (¢ ché& hoan toan.

BAN LUAN

Trong co thé, gan la co quan ddm nhan nhiéu chiic
n#ng quan trong. Nhiéu thuéc vao co thé dudc chuyén
héa qua gan nén c6 thé gay doéc véi gan, lam anh
hudng dén chiic nang gan, Vi vay nghién clu anh
hudng clia thuSc d6i véi chiic ning gan la can thiét. D&
danh gia mic do t8n thuong té bao gan thudng dinh
lugng hoat dd cac enzyme cb6 ngudn géc gan trong
huyét thanh nhu ALT va AST. Khi két qua nghién cu
anh hudng dén chiic ning gan (bang 5 &6), chiic nang
than(bang 7)

Két qua nghién ciu G ca 16 thr va 16 chiing sau 15
ngay va 30 ngay dung thudc lién tuc hoat d6 cla cac
enzyme ALT va AST khong tang so véi trudc udng
thuéc, cho thdy cao Vi Quan Khang liéu 5,4g/kg va
27g/kg khong gay tén thuong t& bao gan. K&t qua nay
ciing phl hop véi két qua nghién cliu mé bénh hoc vé
cau trac vi thé gan.

Dé danh gia anh hudng ctia thudc dsi véi chic
nang than thudng thdng qua dinh lugng creatinin huyét

thanh vi creatinin 1& thanh phan dam trong mau 6n
dinh nhat, hdu nhu khéng phu thudc vao ché dd &n
hoadc nhiing thay d3i sinh ly ma chi phu thudc vao kha
nang dao thai cla than. K&t qua nghién ciru cho thay
néng dé creatinin trong huyét thanh thd sau 15 ngay
va 30 ngay dung thudc khéng co su thay déi so véi
tru6c dung thuéc, chimg té cao Vi Quan Khang liéu
5,4g/kg va 27g/kg khéng gay t6n thuong chlc nang loc
cla cau than. K&t qua nay cling phu hdp véi két quéa
nghién ciiu mé bénh hoc vé cau tric vi thé than.

KET LUAN

Vi quan khang khéng c6 déc tinh ban trudng dién
trén thd thuc nghiém. VQK c6 tac dung khang khudn
v6i Vi khuan H.pylori va ndng dd Gc ché tai thiéu(MIC)
la 1/32.
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