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TOM TAT

Muc tiéu: Ddnh gid ddc tinh cdp va anh hudng lén chiic ndng tao mdu trén thuc nghiém cua bai
thuéc Xuong khép ba Giodng.

Déi tuong va phuong phdp: Nghién ciu ddc tinh cdp thuc hién trén chudt nhdt trdng bdng
dudng uéng dua theo phuong phdp Litchfield-Wilcoxon; Anh hudéng trén chiic ndng tao mdu thuc
hién trén 30 chuédt céng (L6 chiing: uéng nudc cdt 1mL/kg trong luogng co thé (TLCT) ; L6 tri 1: 14g
duoc liéu/kg TLCT ; L6 tri 2: 42g duoc liéu/kg TLCT. Chudt duoc ubng nudc cdt hodc thudc thi trong 90
ngay lién tuc.

Két qua: Khéng c6 doc tinh cdp cua Xuong khdp ba Giodng khi ding theo dudng uéng. Véi liéu
lugng Xuong khép ba Giodng cao nhdt cé thé dua vao da day chudt nhat trdng la 375,0 g duoc liéu/kg
trong lugng co thé (gdp 15,635 liéu dung trén ngudi) khéng gdy chét chudt nhdt trdng thuc nghiém;
Xuong khdp ba Giodng khéng dnh hudéng Ién chiic ndng tao mdu cda ddng vat thuc nghiém & hai liéu
14g dugc liéu/kg TLCT va 42g dugc liéu/kg TLCT ubng trong 90 ngay lién tiép.

Két lud@n: Bai thuéc Xuong khdp ba Gioéng khéng cé déc tinh cdp khi dung theo dudng uéng va
khéng danh hudng lén chidc ndng tao mdu cua déng vdt thuc nghiém.

Tirkhéa: Thodi héa khép goi, xuong khdp ba Giodng.

SUMMARY

Objectives: Evaluate the acute toxicity and impact in hematologic function in experimental
animals of Xuong khop ba Gioong Remedy.

Subject and methods: Acute toxicity was performed in Swiss mice orally by the Litchfield-
Wilcoxon method; impact in hematologic function was carried on 30 Wistar rats (Control group:
drunk water 1mL/kg body weight; Group 1: 14g herbs/kg TLCT; Group 2: 42g herbs/kg TLCT). The
rats were kept taking water or trial medicine for 90 consecutive days.
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Results: Xuong khop ba Gioong had not acute toxicity in the maximum dose of 375g herbs in
experiment (15.635 times higher than the clinical dose) and Xuong khop ba Gioong remedy had not
impact in hematologic functions of experimental animals at dose 14g herbs/kg BW and dose 42g

herbs/kgBW, orally treated for 90 consecutive days.

Conclusions: Xuong khop ba Gioong remedy shows not acute toxicity and impact in hematologic

function in experimental animals.

Key words: Knee osteoarthritis, Xuong khop ba Gioong.

DAT VAN BE

Thit doc tinh tién 1am sang la mot trong
nh{tng ndi dung quan trong trong nghién clu
phat trién dugc pham. Thong tin vé déc tinh
cla ché pham can dugc xac dinh dé dam bao
an toan khi thuc hién trén ngudi [11.

Xuong khdp ba Giodng la bai thudc kinh
nghiém ctia ba Gioong - m6t thay lang dan toc
San Diu. Bai thudc da dugc ba sir dung chira
cho nhiéu truéng hgp bénh nhan thoai héa
khép goéi trong nhiéu nam va cho két qua kha
quan. Mac du vay, thuéc can dugc thi déc tinh
dé chiing minh d6 an toan ciing nhu nghién
clu tac dung dugc ly dé tim hiéu co ché tac
dung va hiéu qua cta thuéc mét cach khoa
hoc. Vi vay, trong diéu kién cho phép, ching
téi tién hanh nghién clu nay nham muc tiéu:
Dénh gia doc tinh cap va anh hudng Ién chuc
nang tao mau trén dong vat thuc nghiém cda
bai thuoc Xuong khép ba Gioong.

NGUYEN LIEU, pol TUONG VA PHUONG PHAP
NGHIEN CUU
Nguyén liéu nghién ciu

Thanh phan bai thuéc xuong khép ba
Gioong: Mau don bi 20g (Cortex Radicis
Paeoniae suffruticosae), Day dau xuong 20g
(Caulis Tinosporae sinensis), Cau dang 20g
(Ramulus cum Unco Uncariae), Ké huyét dang
20g (Caulis Spatholobi suberecti), Tang ki sinh
20g (Herha Loranthi Gracifilolli).

Bai thuéc dugc bao ché thanh dang cao léng

T4t ca cac vi thubc dat tiéu chudn Dugc dién
Viet NamV [2].

Dich chiét tu bai thuéc Xuong khép ba
Giodng ¢o ti 1é 1:1 (1ml dich chiét tuong
duong 1g dudgc liéu cta bai thudc). TU dich
chiét 1:1 thu6c dugc 6 vé cao 16ng. Qua trinh
chiét xuat dugc thuc hién bang may tu déng
tai Khoa Dugc - Vién nghién ctu Y dugc ¢8
truyén Tué Tinh - Hoc vién Y - Dugc hoc ¢8
truyén Viét Nam.

Pong vat nghién citu

Thi doc tinh cap: 60 chudt nhat trang Mus
muscullus ching Swiss ca duc va cdi, 6 tuan
tudi, thuan chang, trong luong 18,0-22,0g.

Panh gia dnh hudngIén chiic ndng tao mau:
Chudt cong trang chiing Wistar, ca 2 giong, 30
chuot, khoé manh, trong lugng 180 + 20 g.

Ca hai loai chuét dugc cung cap bdi Trung
tam dong vat thi nghiém Hoc vién Quan Y.

Tat cd chuot dugc nudi trong diéu kién
chuan tai phong chan nuéi thuc nghiém cla
B mdén Dugc ly - Hoc vién Quan Y véi cung
diéu kién vé nhiét do, dd am, ti 1é thai gian
sang toi la 12/12, nudc uéng sach, thic an do
Trung tam déng vat thi nghiém Hoc vién Quan
Y cung cap.

Phuong phap nghién ciu
Chi tiéu nghién curu

DPoc tinh cap: S6 chudt chét/cod biéu hién
bat thudng trong sudt 7 ngay va ty & chét
trong vong 72 gid sau khi uéng thudc; liéu
thudc thir; cac chi sé lién quan dén tinh trang
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chung ctia chuét: an, ngu, van dong, bai tiét. . .;
cac chi s6 lién quan dén dau hiéu nhiém doc:
noén, co giat, kich déng, bai tiét...

Chuc nang tao mau: sé lugng héng cau,
ham lugng hemoglobin, hematocrit, sé lugng
bach cau, s6 lugng tiéu cau.

Tién hanh nghién ciu

Doc tinh cdp

Nghién ctu doc tinh cdp cua bai thudc
Xuong khép ba Giodng trén chuét nhat trang
bang dudng udng trong thi nghiém nay dua
theo phuong phap Litchfield-Wilcoxon, huéng
dan ctia T6 chiic Y té€ Thé gidi va thong tu
hudng dan vé thi thudc trén 1am sang cta Bo
Yté[1].

Dich chiét ti bai thuéc Xuong khdp ba
Giodng cé ti lé 1:1 (1ml dich chiét tuong duong
1g dugc cao léng sau dé dugc cb thanh ty lé
thich hop dé cho chudt uéng. Liéu dung cla
thudc dugc tinh theo gam dugc liéu. Téng bai
thudc 1a 100g, dugc st dung trén ngudi moi
ngay 1 thang (100g). Nhu vay liéu dung trén
ngudi la 100g/50kg/24h = 2g/kg/24h. Quy déi
ra liéu tuong duang trén chudt nhat trang (hé
s6 quy d6i la 12) thi liéu tuong duong du kién
trén chudt nhat trang tuong duong liéu dung
trén ngudi la 24g/kg/24h [3].

Dung méi dung lam ching la nuéc cat.

Trudc khi tién hanh thi nghiém, cho chu6t
nhin an qua dém.

Sau 12 gid nhin an, chuét dugc udng thudc
cudng buc, thudc thir dugc dua thing vao da
day chuét bang kim cong dau tu.

Cho chuét udng thudc véi thé tich 0,25ml/
10g thé trong/lan véi nuéc cao cé dac dan dén
muc khéng hut dugc qua kim, téi da 3 lan/24
gi®, mdi lan udng cach nhau it nhat 3 gid. Tim
liéu cao nhat khéng gay chét chuét, liéu thap
nhat gay chét 100% s6 chuoét va cac liéu trung

gian.

Theo déi tinh trang chung ctia chudt, qua
trinh dién bién bat dau c6 dau hiéu nhiém déc
(nhu nén, co giat, kich dong, bai tiét...) va s6
lugng chudt chét trong vong 72 gid sau khi
uéng thuédc.

T4t ca chudt chét (néu cé) dugc mé dé danh
gia tén thuong dai thé va xac dinh nguyén
nhan gay doc. T d6 xdy dung d6 thi tuyén tinh
dé xac dinh LD50 cla thudc thu.

Tiép tuc theo déi tinh trang clia chudt dén
hét ngay thu 7 sau khi uéng cao ldng Xuong
khép ba Giodng.

Chuc ndng tao mdu

Vi bai thuéc da dugc sir dung trén ngudi,
nén liéu thudc nghién clu dugc ngoai suy tu
liéu trén ngudi, c6 tham khao liéu chét 50%:
Quy déi ra liéu trén chudt cong (hé sé 7) la
14g/kg/24h [3].

Chudt c6ng dugc chia ngau nhién thanh 3
16, m&i 16 10 chudt (gém 5 cai, 5 duc).

+ Liéu lugng thuéc

- L6 ching: ubng nudc cat TmL/kg trong
lugng co thé (TLCT).

-L6tri 1: 149/kg TLCT.

- L6 tri 2 (gap ba liéu I): 42g/kg TLCT.

Chudt dugc uéng nudc cat hodc thudc thi
trong 90 ngay lién tuc, moi ngay mét lan vao
budi sang.

Dénh gia chiic phan tao mau théng qua sé
lugng héng cau, thé tich trung binh héng cau,
ham lugng hemoglobin, hematocrit, sé lugng
bach cau, cdng thiic bach cau va s6 lugng tiéu
cau vao cac thai diém trudc, sau 45 ngay va sau
90 ngay uéng thuoc.

Cdch diing: chubt céng dugc cho an tur 16 gic
ngay hom trudc, vao 8 gid sdng hang ngay, cho
chuét uéng thuéc bang kim dau tu, véi cung
mot thé tich la Tml/kg TLCT chudt trong 90 ngay.
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Thai diém xét nghiém: trudc uéng thudc,
sau 45 ngay, sau 90 ngay nghién cuu.
Dia diém nghién ciu

Pé tai duoc thuc hién tai B6 moén Dugc Ii,
Hoc vién QuanYY.

Cac tiéu ban mo hoc dugc lam va doc tai BO
mon khoa Gidi phau bénh - Phap y, Bénh vién

f

T

Quany 103.
Xt ly s6 liéu

Cac s6 liéu dugc trinh bay dudi dang Mean
+ SD. So sanh théng ké bang test T-student, su
dung phan mém SPSS 20.0. Su khac biét co y
nghia thong ké khi p < 0,05.
KET QUA

Bdng 1. Béc tinh cdp cua bai thube Xuong khdp ba Giodng trén chudt nhdt trdng

Ty S6 chudtthi  Liéu d,img (9/kg S6 chudt séng/chét  S6 chuét séng/chét
) nghiém thé trong) sau 72 gio sau 7 ngay
Lo 1 10 75 10/0 10/0
L62 10 150 10/0 10/0
L63 10 225 10/0 10/0
L6 4 10 300 10/0 10/0
L6 5 10 375 10/0 10/0

Cho chu6t nhat uéng Xuong khép ba Giodng dén liéu cao nhat 1a 375,0 g/kg trong lugng co
thé (gdp 15,635 lan liéu dung trén ngudi), tat ca chudt thi nghiém & cac 16 déu an, udng, di lai,
hoat déng binh thudng. Theo déi sau 72 gio khéng cé chuét thi nghiém bij chét.

Nhu vay khéng xac dinh dugc doc tinh cap va LD50 clia Xuong khép Ba Giodng trén chudt
nhat trdng theo dudng udng, vdi liéu cao nhat c6 thé dua dugc vao da day chudt nhat trdng

trong 24 gid.

Anh huéng ciia Xuong khép ba Gioéng dén chiic nang tao mau

Béng 2. Anh hudng cta Xuong khdp ba Giodng Ién s6 lugng héng cdu
va ham lugng huyét sdc t6 trong mdu chudt (X +SD, n=10 &8 méi 16)

Théi diém XN L6 chiing (1) Lo tri1(2) L6 tri 2 (3) Picacicio
S6 luong héng cau chudt (x10'2g/L)
Trudc thi nghiém (a) 7,17 £0,93 7,12+0,85 7,16 £ 1,05
Sau 45 ngay (b) 7,21 £1,08 7,19+£0,96 7,24 £1,11 P,,> 0,05
p,,> 0,05
p,,> 0,05
Sau 90 ngay () 7,15+ 0,69 7,21+1,03 7,19+ 1,05

ptrong cung 16

Pyc.> 0,05 p > 0,05 )
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Ham luong huyét sic té trong mau chuét (g/dL)

Trudc thi nghiém (a) 12,74 £1,24 13,06 £1,15 12,91 £1,61
p,,>0,05
Sau 45 ngay (b) 12,86+ 1,28 12,95+ 1,09 13,06 £ 1,20 p,,> 0,05
p,,> 0,05

Sau 90 ngay (c) 13,09+ 1,43 1293+ 1,42 13,14+ 1,98

Pyca> 0,05 P> 0,05 -

ptrong cung 16

So sanh cac 16 chudt cong thi nghiém thay s6 lugng héng cau, ham lugng huyét sic té trong
mau chudt clia cac 16 G trudc, sau ba tuan, sau 6 tuan va cling thai diém thay khac biét khéong co
y nghia théng ké véi p > 0,05.

Bang 3. Anh huéng ctia Xuong khép ba Giodng lén hematocrit va thé tich trung binh héng cdu trong
mdu chudt (X +SD,n=108méi l6)

Théi diém XN L6 chiing (1) Lo tri1(2) Lo tri 2 (3) Pgita cacio
Hematocrit (%)

Trudc thi nghiém (a) 32,08 £5,29 32,16 £ 6,15 32,63 £6,09
p,.> 0,05
Sau 45 ngay (b) 32,35+6,16 32,47 £5,94 32,71 +£5,58 p,,> 0,05
p,,> 0,05

Sau 90 ngay (c) 31,96 + 6,04 32,02+6,44 32,11+6,17

Prrong cinglo Ppca> 0.05;p > 0,05 =
Thé tich trung binh hong cau (fL)

Trudc thi nghiém (a) 45,65 + 3,82 45,31 +£4,29 46,36 + 4,63
p,,> 0,05
Sau 45 ngay (b) 46,36 + 5,94 46,27 + 3,95 46,97 + 5,41 p,,> 0,05
p,,> 0,05

Sau 90 ngay (c) 45,95 + 4,21 45,88 + 5,82 45,55 + 5,59

Py 0,05 p_, > 0,05 -

ptronq cung 16

So sanh cac 16 chudt cng thi nghiém thay hematocrit va thé tich trung binh héng cau cua
cac 16 & trudc, sau ba tuan, sau 6 tuan va cung thdi diém thay khac biét khéng cé y nghia théng
ké véip > 0,05.
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Bang 4. Anh huéing ctia Xuong khép ba Giodng lén s6 luong bach cdu
trong mdu chuét (X +SD, n=108méi 16, G/L)

Thai diém XN L6 chiing (1) Lo tri1(2) Lo tri 2 (3) Picacicio
Trudc thi nghiém (a) 694+1,19 6,77 £145 691167

p,>0,05

Sau 45 ngay (b) 6,86+ 1,05 6,86+ 1,46 7,06+1,52 b,,> 0,05

Sau 90 ngay (c) 701+121 6,95+ 1,34 712+145 P,,> 0,05

Pyca> 0,05 p > 0,05 )

ptrong cung 16

So sanh cac 16 chudt céng thi nghiém thay s6 lugng bach cau cla cac 16 trudc nghién
clru, sau 3 tudn, sau 6 tuan va cung thoi diém thay khac biét khéng c6 y nghia théng ké
véi p > 0,05.

Bdng 5. Anh huéing ctia Xuong khdp ba Giodng lén s6 luong tiéu cdu
trong mdu chuét (X +SD, n =10 8méi 16, G/L)

Théi diém XN L6 chiing (1) Lotri1(2) Lotri2(3) pgila caclo
Trudc thi nghiém (a) 568,90 + 168,46 54830+12918 581,60+ 138,26 p. >0,05
2-1 !
Sau 45 ngay (b) 583,50+ 146,91 49460+15362 59240 +£12957 p. > 0,05
3-2 !
Sau 90 ngay (c) 519,70+ 162,72 48380+13885 569,80+ 16648 p,.> 0,05

Pye.> 0,05 p_, > 0,05 -

ptronq cung 16

So sanh cac 16 chudt thi nghiém thay sé luong ti€u ciu clia cac 16 trudc nghién clu, sau 3 tuan,
sau 6 tuan va cuing thai diém thay khac biét khong c6 y nghia théng ké vai p > 0,05.

BAN LUAN

Xuang khép ba Gioong la su két hop cta 5
vi thuéc: Mau don bi, Ké huyét dang, Day dau
xuong, Tang ki sinh va Cau dang. Trong dé c6
mot s6 vi thuéc da dugc chiing minh cé tac
dung chong viém, gidam dau diéu tri thoai héa
khép g6i trén lam sang va thuc nghiém [5],[6].
Tuy nhién, theo quy dinh, ngoai tri cac bai
thuéc c6 phuong dugc chiét xuat theo phuong
phap truyén théng, tat ca cac thudc ¢ nguén

g6c tu dugc liéu déu phai danh gia doc tinh
cap, ban trudng dién va tac dung dugc ly trén
dong vat thuc nghiém trudc khi dua vao thu
nghiém trén nguai [1]. Cac vi thudc dugc lua
chon theo tiéu chudn Dugc dién Viét Nam V
va bao ché theo phuong phap y hoc 6 truyén
trudc khi bao ché thanh cao 16ng.

Két qua nghién ctru cho thay, chua xac dinh
dugc doc tinh cap va khong xac dinh dugc liéu
LD50; Céc chi s6 huyét hoc tai cac thai diém
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sau uéng Xuong khdép ba Giodng trong 45 va
90 ngay khong cé su khac biét cé y nghia so
V@i 16 chiing va so véi trude khi dung thuéc &
tat ca cac chi so nghién ctu (p > 0,05).

Day la két qua mong doi va phu hogp vi bai
thu6c ¢6 thanh phan la nhiing vi da dugc viét
trong Dugc dién Viét Nam la khéng c6 doc va
van dugc sir dung trén lam sang hang ngan
nam dé binh can, tuc phong, tran kinh, hoat
huyét thong lac, b6 huyét, thanh nhiét luong
huyét,...[4]. Theo Théng tu ban hanh Danh
muc dugc liéu doc lam thudc ban hanh ndm
2017 clGia BO Y té [2], cac vi thubc trong bai
thudc khéng nam trong danh sach, tuy nhién
trong mot sé tai liéu c6 ghi chép vé déc tinh
cap nudc sac Cau dang trén chudt nhat trang
tiém phicmac c6 LD 50 la 29+ 0,89/kg; alcaloid
toan phan cta Cau dang bang dudng uéng LD
50 la 514,6= 29,1mg/kg. Nhung nghién cutu
vé doc tinh ban cap cta Cau dang trén chubt
cdng trang con non, alcaloid toan phan cla
Cau dang bang duong uéng véi liéu dung
50mg/kg, dung ngay 1 lan, lién tuc trong 14
ngay; két qua khéng phat hién dugc cac bién
déi bénh ly ctia pha tang suc vat thi nghiém.

KET LUAN

- Khong c6 doc tinh cdp clia bai thudc
Xuong khép ba Giodng khi dung theo dudng
udng. VGi lugng cao 16ng c6 thé dua vao da
day chuét nhat trang la 375,09 dugc liéu/kg

trong lugng ca thé (gap 15,635 lan liéu dung
trén nguai) khéng gdy chét chuét nhat trang
thuc nghiém.

- Bai thudc Xuong khép ba Gioong khéng
anh hudng Ién chiic ndng tao mau clia déng vat
thuc nghiém & hai liéu 14g dugc liéu/kg TLCT va
42g dugc liéu/kg TLCT uéng trong 90 ngay.
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