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Toém tat
Dé tai khao sat doc tinh cap duong udng va tac dung khang viém cua bai thudc gia truyén Cao  Nhan 17.10.2020
Khai san xuat tai tinh Ninh Thuan. Céc thir nghiém in vivo trén chuét nhét tring Swiss albino, 6 -8  Pugc duyét 26.10.2020
tuan tudi, trong luong trung binh khoang 22 g. Khao sat doc tinh cp duong udng cua bai thubc ~ Cong bd 30.10.2020
gia truyén Cao Khai liéu 5000 mg/kg vai thé tich 50 mL/kg trong luong chudt, theo dai ti l¢
chét va biéu hién doc tinh cap trong vong 14 ngay. Sy thay ddi vé trong luong co thé, chi sb
huyét hoc, chirc nang gan va than cua chudt s& dwoc ghi nhan vao cudi thr nghiém. Tac dung
diéu tri viém cuia bai thudc gia truyén Cao Khai voi liéu 400 va 800 mg/kg duoc xac dinh trén
mo hinh gdy viém ban chan chudt nhit bang carrageenan 1%, mdi 16 8 chudt. Diclofenac liéu 5
mg/kg duoc sir dung 1am chét dbi ching. Két qua cho thiy bai thudc gia truyén Cao Khai khong
gdy ra doc tinh cap duong udng ¢ nong do 5000 mg/kg, duoc xép vao phan loai 6 — chat gan
nhu khong c6 doc tinh theo GSH (Globally Harmonised System for Classification of
Chemicals). Hon nita, bai thudc gia truyén Cao Khai khong gdy ra su khac biét dang ké trén  Tu khoa
trong lugng chudt, chic ndng tao mau, chiic nang than, chirc ning gan cta chudt (p > 0,05).  bai thudc gia truyén Cao
Trén md hinh khao sat tic dong diéu trj viém, bai thudc gia truyén Cao Khai thé hién tic dong  Khai, doc tinh cap,
lam giam d6 phu chan chudt dang ké & ca hai lidu 400 va 800 mg/kg (p < 0,05); nhung khéi  tac déng khang viém
phéat cham hon so véi thude dbi ching diclofenac lidu 5 mg/kg.
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1 Mé& dau khéng viém cua bai thudc gia truyén Cao Khai san xuét tai tinh

L . o Ninh Thuan” duoc tién hanh.
Day Khai von 1a loai cay dac httu, giau tiém nang va dugc

nguoi dan sir dung nhu mot phan khong nho trong chim
soc stc khoe thong qua cac bai thudc cb truyén. Hién nay, 2.1 Ddi twong nghién ctu
duoc ligu Day Khai va cao kho tir Day Khai — bai thudc gia 2.1.1 Mau thir
truyén Cao Khai (thuong dugc goi 1a “Cao Khai”) & Ninh
Thuan dwoc xem 1a mét ngudn tai nguyén qui gia, co gia tri
khoa hoc, c6 y nghia thyuc tién véi nhidu cong dung khac
nhau nhu khang viém, khang khuan, dung ngoai dé rira lam
lanh vét thuong, diéu tri cac bénh xwong khép [1]. Tuy
nhién,van chua cé bai bao khoa hoc thuc nghiém nao ching
minh co s¢ khoa hoc Vé tinh an toan ciing nhu tac dung duoc li
cua bai thubc gia truyén Cao Khai. Véi nhiing li do vira néu
trén, d& tai “Nghién clru va dénh gia doc tinh cép, tac dong Hinh 1 Hinh anh v& Cao Khai

2 Péi tuong va phuong phap nghién ctu
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Bai thudc gia truyén Cao Khai (thuong dugc goi 1a Cao
Khai) dugc thu thap tir huyén Ninh Son, tinh Ninh Thuan.
Bai thudc gia tryén Cao Khai duoc ché bién theo phuong
phap chiét nong tir cdy Day Khai va ¢ téi cao kho dat dugc
d6 4m khoang 5%.

2.1.2 bong vat nghién ctu

Chudt nhat tring duc, chang Swiss albino, 6 - 8 tuan tudi,
trong luong trung binh (22 + 2) g, duoc cung cap boi Vién
Vaccin va Sinh pham Y t& Nha Trang. Chudt khoe manh,
khong di tat, khong c6 biéu hién bat thuong, duoc nudi 6n
dinh trong moi truong tién hanh thi nghiém 5 ngay. Chudt
nudi trong 16ng kich thuge (15 x 26 x 36) cm (cao X rong x
dai), c6 16t 16p trau ¢ day. Chudt dugc cung cap day du thic
in va nude udng trong sudt thoi gian thir nghiém.

2.1.3 Héa chat:

Carrageenan 1% (Sigma Aldrich, M1) pha trong dung dich
nuéc mudi sinh 1.

Dung dich chéng thim Ornano imbidente (Ugo Basile, Italia)
pha trong 1 mL v&i 250 mg NaCl trong 500 mL nudc cét.
Diclofenac (vién nén Voltaren 50 mg, Novartis, Italia).

2.2 Phuong phap nghién ctu

2.2.1 Khao sat doc tinh cap duong udng trén chudt nhit tring
Thi nghiém khao sat doc tinh cp ciia Cao Khai duoc tién
hanh theo phuong phap ctia Raghuram et al. (2016) c6 hiéu
chinh [2]. Cho chuét nhin déi it nhat 12 gid truéc khi tién
hanh thi nghiém. Chuot duoc chia ngau nhién thanh 2 19,
mdi 16 gdm 6 con chudt.

L6 1: Chudt binh thudng udng nudce cat (d6i ching sinh 1i).
L6 2: Chudt binh thudng udng bai thudc gia truyén Cao
Khai liéu 5000 mg/kg trong luong chudt.

Chudt ubng nuéc cat/cao thir vai thé tich t6i da 50 mL/kg
trong lugng chudt theo “Huéng dan thir nghiém phi 1am
sang va 1am sang thudc dong y, thudc tir duoc lidu” cua Bo
Y té ban hanh theo quyét dinh s6 141/QD-K2DT ngay 27
thang 10 nam 2015 [3].

Theo dai va ghi nhan cir dong téng quat, biéu hién vé& hanh
vi, trang thai 16ng, dn udng, ti 1& tir vong cua chudt trong
vong 14 ngay [3]. Sau 14 ngiy, tat ca chuot thir nghiém
dugc gy mé bang CO,, ldy mau tim dé xét nghiém cong
thirc mau va mot sd chi s sinh hoa.

Chi tiéu phan tich: Ti 1& chudt chét, trong lwong chudt, sinh
hoa nhu uré, creatinin, AST (SGOT), ALT (SGPT), hong
cau, bach cu, tiéu cau.

2.2.1 Khao sat tic dong khang viém cép trén mo hinh gay
viém ban chan chuot béng carrageenan.

Nguyén tic: Gay phu chan chudt bing carragenan theo
Winter va cong sur (1962). Carragenan 1a polysaccharid cau
tao tir cac polymer cua B-(1,3)-D- galactose va B-(1,4)-3,6-
hydroD-galactose. Do 14 hop chat cao phan tir nén khi vao
trong co thé, carrageenan trg thanh khang nguyén thong
qua co ché mién dich khang nguyén - khang thé. Mirc d
viém tdi da & trong thoi gian 3-5 gio. Mau c6 tac dung
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khang viém s€& lam giam muc d9 phu chan chudt.
Carragenan gy viém cap theo 2 pha: pha 1 giai phong
histamin, serotonin; pha 2 giai phong bradykinin, protease,
prostaglandin, lysosom [4].

Thyc hién:

Chuét duc duogc chia lam 5 16 sao cho Vg (do bang thiét bi
Plethysmometer, Ugo Basile, Italia) khac biét khong co y
nghia thong ké (8 chuot/10).

L6 1 (sinh li): udng nuéc cat

L6 2 (ching bénh): ubng nudéc cat

L6 3 (chimg duong): udng diclofenac 5 mg/kg.

L6 4 (CK400): Cao Khai lidu 400 mg/kg.

L6 5 (CK800): Cao Khai liéu 800 mg/kg.

Chuot duoc nhin do6i 12 gio va cho udng nuéc cat hoic
diclofenac hoac cao thir vai thé tich 10 mL/kg trong lugng
chuot. Sau khi uéng nudc cat, diclofenac va cao thir 1 gio,
chudt & cac 16 tr 2 dén 5 duogc tiém 0,025 mL dich treo
carrageenan 1% vao gan ban chan phai sau dé giy viém ban
chéan; chu6t 16 sinh li dugc tiém dung dich NaCl 0,9%. Sau
do, tat ca chudt duoc cho vao 16ng c6 gia d& dé tranh nhidm
trang chan. Po thé tich ban chan chudt lan luot sau (1, 3, 5,
24, 48, 72, 96, 120, 144) gid (Vt) sau khi gdy viém.

Mtc d6 phu ban chan chugt X (%) dugc tinh theo cong thuc:

X (%) = (Vt-V;)/Vo x 100

Trong d6 Vg va Vt: thé tich chan chudt tai thoi diém trudc
va t sau khi gay viém (mL)

Sau khi do thé tich ban chan ¢ thoi diém (24, 48, 72, 96,
120 va 144) gio, chudt duoc cho udng nudc cit, diclofenac
hodc mau thir 01 1an/ngay.

Céc 16 Cao Khai va 16 ddi ching dugc khao sat vé hiéu qua
khang viém tuong ddi thong qua kha ning giam d6 phu ban
chan chudt I (%) duogc tinh theo cong thuc:

| (%) = (X1-X2) / (X1-X3) X 100%

Trong d6 X;: dd phu chan cta 16 ching bénh.

Xy: @6 phu chan cua 16 cao khai hodc do phu
chan chuét cua 16 d6i ching.

Xs: @6 phu chan cua 16 sinh 1.
2.2.2 Xu li két qua va phan tich théng ké
Két qua dugc trinh bay ¢ dang gia tri trung binh + SEM
(standard error of mean - sai s chuan cua s6 trung binh).
Su khac biét giira cac 16 dugc phan tich bang phép kiém
One-way ANOVA, paired sample T-test, Kruskal-Wallis va
Mann-Whitney véi phan mém SPSS 22.0. Su khac biét c6 ¥
nghia thong ké khi p < 0,05.

3 Két qua va ban luan

3.1 Két qua doc tinh cdp duong udng trén chudt nhét trang

Dé khing dinh co sé khoa hoc vé& do an toan cua Cao
Khai dbi vai chuot thr nghiém, ché pham da duoc khao
sat kha ning gay doc tinh cip. Sau 72 gio udng 1 lidu
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duy nhit Cao Khai véi ndng d6 5000 mg/kg trong lugng
chuot (thé tich 50 mL/kg trong lugng), tat ca chudt déu
khoe manh, cir dong binh thuong, khong c6 biéu hién co
giat, tiéu chay hay xu 16ng, tho gip. Bén canh d6, chuot
an udng va di chuyén binh thuong trong subt 14 ngay thi
nghiém. Sau 14 ngay thir nghiém, tién hanh cén trong
lugng chudt, 1y méau tim dé xac dinh thong s6 huyét hoc
va céc chi s sinh héa.

Bang 1 Ti Ié chuot séng/chét & cac 16 thir nghiém

Lé thir nghiém S6 chudt | S6 chudt | Ti 1é chudt
thir nghiém | chét | chét (%)
Lo 1 (doi chung
sinh 1i) 6 0 0
L6 2 (Cao Khai
liéu 5000 mg/kg) 6 0 0

Béng 2 Anh huéng cua Cao Khai dén trong lugng chudt

Quan sat dai thé cho thdy sau 14 ngay thir nghiém doc
tinh cip, cac co quan nhu tim, phdi, gan, than, h¢ thong
tiéu hoa cua chudt ¢ 2 16 thur nghiém khéng c6 hién
tuong bat thuong.

Tim: co tim binh thuong.

Gan: toan bo gan mau do tuoi, bé mat lang min, khong co
hién tugng phu né hay sung huyét, dich mat vang trong, tai
mat binh thuong.

Than: tit ca chudt déu c6 than binh thuong, mat d6 chic,
mau d6 tham, mat nhin, khong thiy dam sung huyét va
dam ton thuong.

Phéi: mau tring hong.

Da day, Lach, Tuy: binh thudng

Tac déng cua Cao Khai 1én trong lugng chudt thir nghiém
Anh huéng cia Cao Khai dén trong luong chuét tai 2 thoi
diém trude va sau thir nghiém duogce trinh bay & Bang 2.

Két qua can ning (g)

Lo thir nghiém (n=6)

Trwdc thie nghiém (tg)

Cubi thir nghiém | Khdi lwrgng gia ting

L6 1 (ddi ching sinh 1i)

231+ 0,2

27,7+0,3 46+0,3

L6 2 (Cao Khai lieu 5000 mg/kg)

22,2+0,5

27,3+ 0,5 51 +03

Két qua cho thay chudt ¢ 2 16 thir nghiém déu ting can
trung binh khoang 4-5 g/14 ngay. Su khac biét vé trong
luong chudt gitra 2 16 khong ¢ v nghia thong ké (p >0,05).
Diéu d6 cho thdy Cao Khai khong lam anh hudng dén can
nang cua chudt thir nghiém.

Tac dong cua Cao Khai 18n chi s6 huyét hoc
Anh huéng cia Cao Khai 18én cac thong sé huyét hoc &
chuot (n = 6) dugc trinh bay ¢ Bang 3.

Bang 3 Anh huong ciia Cao Khai dén thong s huyét hoc cuiia chudt binh thudng

Théng s6 huyét hoc S LO thir ”g:('f:;]ai so00 mgikg | s6 binh thuong [5]
WBC (10%L) 4,6+02 4,1+04 3,0-14,2
RBC (10%/L) 73+0,2 7,5+0,1 5-95
HgB (g/dL) 142 +04 14,9+ 0,3 10,9 - 16,3
HCT (%) 0,4 + 0,01 0,4 + 0,01 /
MCV (fL) 53,8+ 0,7 52,9+ 0,4 48,0 - 56,0
MCH (pg) 19,402 213+ 1,6 11,9-19,0
MCHC (g/dI) 36,2+ 0,6 37,4+04 25,9-35,1
PLT (10% pL) 4138 +9,4 476,5 + 41,2 /

Chit thich: WBC: S8 lwgg bach ciu, RBC: Lwong héng cau, HgB: Huyét séc t6, MCV: Thé tich trung binh hdng ciu, HCT: Thé tich
khéi hdng cdu, MCH: Huyét sic t6 trung binh hdng ciu, MCHC: Nong d6 huyét sic té trung binh hdng cau, PLT: Sé luogng tiéu cau

S0 vai 16 sinh i, cac théng s6 V& cong thirc mau gdbm WBC
(bach cau), RBC (hdng cau), HgB (huyét sic t6), MCV (thé
tich trung binh hong cau), HCT (thé tich khdi hong cau),
MCH (huyét sic té trung binh hdng cau), MCHC (nong do
huyét sic tb trung binh hong cau), PLT (tiéu cau) cia chudt
udng Cao Khai 5000 mg/kg khac biét khong c6 y nghia
thdng ké (p > 0,05), van nam trong khoang cac thong sb
sinh li binh thwong ¢ chugt. Nhu vay, Cao Khai khong anh

huong dén sy phat trién binh thuong cua chudt, khong co
dau hiéu cua nhiém tring ciing nhu anh huéng dén chuc
ndng tao mau cua chujt.

Tac dong cua Cao Khai Ién chtrc nang gan, than

Anh huong cia Cao Khai dén chirc ning gan va than duoc
danh gia thong qua dinh lugng cac chi s6 sinh hoa: hoat
dong enzyme gan (ALT, AST), ndng do ure va creatinine
trong mau dugc trinh bay ¢ Bang 4.
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Bing 4 Anh huéng cta Cao Khai 1én chirc ning gan, than cua chudt thir nghiém
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Chi s6 sinh héa

Lo thir nghiém

Chi s6 binh thwong [5]

Sinh li Cao khai 5000 mg/kg
ALT (U/L) 75,6 + 3,6 176,7 £ 18,9 69 — 191
AST (U/L) 40,6 + 0,9 131,77 + 12,5 26-120
Ure (mmol/L) 6+0,2 5,1+£0,5 /
Creatinine (umol/L) 79,2+0,5 78 +19 /

*:p < 0.05 so voéi 16 sinh 1

Tai thoi diém khao sat, chi sé ure va creatinine cua 16 uéng
Cao Khai lidu 5000 mg/kg khac biét khong c6 ¥ nghia
thdng ké so véi 16 sinh 1i (p > 0,05); didu d6 ching to than
khong bi tén thuong (giam chirc ning than, viém than mo
k&, viém dai bé than...). Nhin chung, Cao Khai khong anh
hudng dén chiic nang than cia chudt. Trén chirc ning gan,
chudt udng Cao Khai liéu 5000 mg/kg co chi s6 ALT, AST
tang hon so véi 16 sinh 1i (p < 0,05), nhung van nam trong
ngudng gidi han binh thuong cua chudt. Nhu vay, viéc
udng Cao Khai liéu 5000 mg/kg c6 anh hudng téi chic
nang gan cua chudt.

Tir nhitng két qua trén cho thay, bai thudc gia truyén Cao
Khai khong gay ra doc tinh cap cho chudt thi nghiém ¢ liéu
5000 mg/kg trong lugng chudt. Khi ndng do cao chiét

5000 mg/kg khong gay chét chugt thi nghiém, diéu nay co
nghia gia tri LDsy ¢ khoang cao hon 5000 mg/kg trong
lwong chudt. Theo GSH, LDs, cua bai thudc gia truyén Cao
Khai dugc xép vao phan loai 6 — chat gan nhu khong c6 doc
tinh [6]. Theo P& Trung Pam (2014), liéu thir tac dong
duogc 1i thudng vao khoang 1/10 LDsg (trong gidi han tir 1/5
t6i 1/20 cua LDsgo) [7]. Tur d6, d& tai s dung liéu
400 mg/kg va 800 mg/kg dé tién hanh cac thir nghiém duoc
li tiép theo nhur thir nghiém khang viém.

3.2 Khao sat tac dong khang viém cua Cao Khai

Két qua khao sat sy thay ddi do sung phu ban chan chudt cia
cac 16 thir nghiém theo thoi gian duogc trinh bay ¢ Bang 5 va
Hinh 3.
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Hinh 3 D6 sung phu chan chuét cia cac 16 thir nghiém theo thoi gian
Bing 5 Sy thay ddi do phil chan chudt theo cac 16 thir nghiém (%)
Lo thi Do sung phu chin chujt (MEAN + SEM) (%)
nghiém | AV1gio | AV3gio | AV5gio | AV24 gio | A V48 giod | AVT2 gid' | AVI6 gidr |AV120 giv|AV144 givr
Sinh 1i 2,78 2,78 2,78 7,12 7,12 7,12 10,07 10,07 10,07
+ 1,82 +1,82 + 1,82 + 2,09 + 2,09 + 2,09 + 277 + 277 + 277
Ching | 69,20*** | 72,74*** | 83,82*** | 67,15%** | 79,03*** | 78,72*** | 59,86*** | 53,78*** | 46,32***
bénh +7,95 +4.,49 + 9,67 +5,16 +5,76 +5,10 +5,30 +4,98 +5,45
Diclofena| 25,88 | 44,107 | 50,38 | 4424 | 37,697 | 36,307 " | 32,277 | 29,89 | 24,75
c5mg/kg | +3,50 + 3,36 + 3,60 +4,61 + 3,87 + 3,77 + 3,21 + 4,26 +2,99
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Cao khai | 41,287 % | 58,117 % | 62,45 | 44,7277 | 52,847 | 44,15~ ** | 37,43 " | 33,40 " | 25,717*
400 mg/kg| +4,17 + 3,63 +5,25 + 3,64 + 4,54 +2,38 +2,81 +0,93 + 2,47

Cao khai | 39,72 | 60,97 | 75427 | 41,1177% | 58,06~ | 48,617 | 44,86""% | 39,58"% | 30,55
800 mg/kg| =+ 3,06 +4,20 +7,72 +2,96 + 3,53 +3,78 + 4,02 + 3,41 + 3,87

*, ** %% an lugt p < 0,05; 0,01; 0,001 khac biét co y nghia thong ké so véi sinh 1i cting thoi diém khéo sat.
#, ##, ### 1an luot p < 0,05; <0,01; <0,001 khéc biét co y nghia thdng ké so vai ching bénh cing thoi diém khao sat.

Két qua cho thiy do sung phu chan chudt & tat ca céac thoi
diém & 16 sinh 1i cho véi cac 16 khac khac nhau c6 ¥ nghia
thdng ké (p < 0,05). Piéu nay ching to rang thao tic tiém
khong lam gay viém ban chan chudt.

Sau khi tiém dung dich carrageenan 1%, d¢ sung phu chan
chuot ¢ 16 chung bénh & tat ca cac thoi diém tir 1 gio toi 144
gio khac biét co y nghia théng ké (p < 0,05) so Vi 16 sinh 1i
va thoi diém gdy sung phu chan chudt nhét roi vao khoang
thoi diém 3 gio - 5 gio. Két qua chang t6 md hinh da gy
thanh cong tinh trang viém bang cach tiém carrageenan 1%.
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L6 ddi ching diclofenac 1am giam rd rét 6 phu chan chuét,
khac nhau c6 y nghia théng ké so voi 16 ching bénh
(p < 0,05). Piéu nay chirng t6 mo hinh gay phu chan chudt
bing carrageenan 1% dap Gng tét voi thude dbi chimng
diclofenac 5 mg/kg. Vi vdy, mé hinh c6 thé st dung
carrageenan 1% lam chat gay viém va sir dung diclofenac 5
mg/kg lam chat dbi ching dé danh gia tic dong khang viém
cua cao thur.

So sanh mtrc d phu chan chudt gitta 16 chirng bénh va 2 16
Cao Khai li¢u 400 va 800 mg/kg (Hinh 4)
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D6 sung phu chin chudt giita diclofenacva 2 16 cao thik
Hinh 4 D§ sung phu chan chudt theo thoi gian ¢ 16 chirng bénh, Cao khai 400 va 800 mg/kg

L6 Cao Khai lidu 400 mg/kg c6 tac dung lam giam do sung
phul chan chudt so voi 16 ching bénh & hau hét cac thoi
diém khao sat, trir thoi diém 5 gio (p < 0,05). Lo Cao Khai
licu 800 mg/kg co tac dung lam giam do sung phu chan
chudt so véi 16 chirng bénh, khac biét cé y nghia thong ké &
hau hét cac thoi diém khao sat, ngoai trir thoi diém 3 gio va
5 gio sau khi gay viém.

Tai thoi diém 3 gio va 5 gio sau tiém, Cao Khai ¢ ca 2 liéu
tuy c6 lam giam d¢ sung phu chan chudt nhung khong co6 y
nghia thong ké (p > 0,05), diéu nay c6 thé giai thich 1a do
su khong ddng déu vé do sung phu ¢ 16 ciing nhu cao thir
phat huy tic dung cham hon dan t6i sy khong cé ¥ nghia.
So sanh giita 2 16 Cao Khai, 16 Cao Khai lidu 400 va lidu
800 mg/kg cd @6 sung phu chan chudt khac nhau khong cé

¥ nghia thong ké & tat ca cac thoi diém khao sat (p > 0,05).
Diéu nay cho thay, c6 thé sir dung Cao Khai liéu 400 mg/kg
cho cac thir nghiém tac dung dugc li khac nhu khéao sat tac
dong ban truong dién dé han ché liéu ciing nhu han ché tac
dung phu khong mong muén ciia Cao Khai.

So sanh mtc d6 phu chan chudt giira 16 diclofenac 5 mg/kg
va 2 16 Cao Khai (Bang 6, Hinh 5).

L6 chudt udng cao thir lidu 400 va 800 mg/kg c6 kha ning
lam giam d¢ phu chan chudt, nhung mirc d6 giam khong
bing so véi 16 diclofenac & tat ca cac thoi diém khao sat
(Bang 6). Nhu vay, Cao Khai thé hién dugc hoat tinh khang
viém & liéu udng 400 va 800 mg/kg, khai phat cham hon so
vai thube ddi chirng diclofenac liéu 5 mg/kg.
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Bang 6 Kha nang giam d6 phu chan chuét (1%) cua 16 Diclofenac 5 mg/kg va 16 Cao Khai
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Lé thir nghiém  |A V1gio|A V3 gio|A V5 gio |AV24 gio| A V48 gio |AVT72 gio|AVI6 gio| AV120 gior| AV144 gio
Diclofenac 5 mg/kg | 65,22 40,93 41,26 38,16 57,49 59,24 55,41 54,67 59,51
Cao Khai 400 mg/kg | 42,03 20,91 26,36 37,37 36,43 48,27 45,06 46,63 56,86
Cao Khai 800 mg/kg | 44,38 16,82 10,37 43,38 29,16 42,05 32,91 32,49 43,49
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D¢ sung phu chan chudt gitta diclofenac va 2 16 cao thir
Hinh 5 D6 sung phu chan chudt theo thoi gian ctia 16 Diclofenac, Cao Khai 400 va 800 mg/kg

3.3 Ban luin

Mo hinh in vivo, lidu gay chét 50% (LDso) s6 lugng chudt
nhat tring Swiss albino cua bai thudc gia truyén Cao Khai
dugc xac dinh 16n hon 5000 mg/kg trong lugng chudt. Theo
phén loai doc tinh cap cia GHS [6], nhitng chét c6 gia tri doc
tinh cap LDs, trong khoang > 5000 mg/kg dugc coi la chat
gan nhu khong doc. Ngoai ra, cudi thir nghiém, chudt uéng
Cao Khai khong nhan thiy su thay d6i dang ké vé trong
lwong chudt, chirc ning tao mau (vé& hdng cau, bach ciu, tiéu
cau), chtrc ning than cua chudt, ngoai trir 1am tang hoat tinh
enzyme gan ALT, AST nhung vin nim trong ngudng gidi
han binh thuong cua chudt. Do do, két qua nghién ciru ching
minh ring bai thudc gia truyén Cao Khai khong gay doc tinh,
6 tinh an toan cao. Theo nghién cuu, lidu an toan thir tac
dong duoc li khoang 1/10 LDs, [7]. Tir do, dé tai chon 2 liéu
400 mg/kg va 800 mg/kg dé danh gia tac dong khang viém.
Mo hinh gdy viém ban chan chudt bang carrageenan la mo
hinh thir tic dung khang viém kinh dién, don gian, thuan tién,
thoi gian tién hanh nhanh, tao d6 phu 6n dinh nén dé tai da
chon mé hinh nay. Carrageenan gay phan tng viém tién trién
theo 2 pha (pha 1: dic trung bdi sy phong thich histamin,
serotonin va cac kinin; pha 2: dac trung boi sy phong thich
prostaglandin) phii hop dé nghién ciru cac chat/duoc ligu co
tac dung tic ché riéng 1é hodc dong thoi cac chat trung gian
hoa hoc. Két qua khang viém cho thiy bai thudc gia truyén
Cao Khai liéu 400 va 800 mg/kg déu thé hién tic dung lam
giam do sung phu chan chudt so véi 16 ching bénh, co y
nghia théng ké (p < 0,05) nhung tac dung gitra 2 lidu cua bai
thudc thi khac nhau khéng c6 ¥ nghia théng ké. So véi
diclofenac 5 mg/kg, bai thuéc Cao Khai & 2 mirc lidu thir déu
thé hién hoat tinh khang viém khoi phat cham hon so véi
thube diclofenac, diéu nay c6 thé giai thich do cao thir co
nguodn goc tu nhién, con diclofenac 1a thudc c6 ngudn goc
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hoa hoc. Két qua nay twong tw véi nghién ctru ciia Khemasili
Kosala va cong sy (2019) vé hiéu qua khang viém cua cao
chiét nuéc ré Day Khai véi ECsy 3,68 mg/mL nho hon ECs,
cua Indomethacin 11,13 mg/mL. Cao chiét nuéc ré Day Khai
¢6 tac dung chéng viém manh hon Indomethacin, ¢é thé do
chira polyphenol (tannin) va saponin [8].

Theo nghién ciru cia K Kosala va cong sy (2018) bao cao
rang cao chiét methanol ré C.flavescens (CFR) thé hién
hoat tinh khang viém & in vivo va in vitro. In vitro, ECs ctia
chiét xuat methanol CFR 14 1,905 + 0,119 mg/mL, thép hon
so v6i indomethacin 10,288 + 0,212 mg/mL. In vivo, chiét
xuit methanol CFR liéu 600 va 1200 mg/kg c6 hoat tinh
khang viém, nhung & liéu 1200 mg/kg thé hién hoat tinh
khang viém sau 1 gid tiém carrageenan [9]. Nhiing két qua
nghién ctru trén diéu chirng t6 Cao chiét tir Day Khai déu
thé hién hoat tinh khang viém.

4 Két luan

Bai thudc gia truyén Cao Khai khong gy ra doc tinh cp
cho chugt thi nghiém & ndéng d6 5000 mg/kg trong lugng
chudt, dugc xép vao phan loai 6 — chat gan nhu khong c6 doc
tinh theo GSH (Globally Harmonised System for
Classification of Chemicals). Hon nita, Cao Khai khong gay
ra su khac biét dang ké trén trong luong chudt, chirc niang tao
méu, chirc ning than, chic ning gan cua chudt, thong sd van
ndm trong ngudng gioi han binh thudng cia chudt.

Ngoai ra, trén mo hinh gy viém ban chan chudt bang
carrageenan 1%, bai thudc gia truyén Cao Khai thé hién tac
dong 1am giam do phu chan chudt dang ké & ca hai lidu 400
va 800 mg/kg; nhung khong bang thudc dbi ching
diclofenac 5 mg/kg c6 thé giai thich do dugc liéu khoi phat
tac dong cham hon.
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Study on oral acute toxicity and anti-inflammatory effects of Cao Khai traditional medicine
produced in Ninh Thuan province, Vietnam

Nguyen Thi Bach Tuyet", Hoang Thi Phuong Lien®, Le Moc Nhien®

Mai Thi Ngoc Anh', Pham Tri Nhut? Bach Long Giang®

Pharmacology Department, Faculty of Pharmacy, Nguyen Tat Thanh University

2NTT Institute of Hi-Technology, Nguyen Tat Thanh University. Viet Nam Academy of Science and Technology
®Science and Technology Department, Nguyen Tat Thanh University

*ntbtuyet@ntt.edu.vn

Abstract This study aims to evaluate oral acute toxicity and anti-inflammatory effect of Cao Khai traditional medicine
produced in Ninh Thuan province. In vivo experiments used 6-to-8-week-old Swiss albino mice, weighing around 22 g. Oral
acute toxicity of Cao Khai traditional medicine was investigated at 5000 mg/kg dose with a volume of 50 mL/kg by monitoring
mortality and toxicity within 14 days. Changes in weight, hematologic indices, liver function and kidney function are recorded
at the end of experiment. Anti —infammatory effects at 400 and 800 mg/kg doses were determined in 1% carrageenan-induced
paw ederma mouse model; with 8 mice per group. Diclofenac at the dose of 5 mg/kg was used as a drug reference. This results
showed that Cao Khai traditional medicine did not show any signs of oral acute toxicity in mice at 5000 mg/kg dose, and is
classified in the category 6 - a nearly non-toxic substance according to GSH (Globally Harmonised System for Classification of
Chemicals). Furthermore, the Cao Khai traditional medicine did not significantly influence the body weight, erythrocyte,
leukocyte and platelet indices, liver function and kidney function compared with the records after the 14-day experiment
(p > 0.05). Cao Khai traditional medicine exhibited anti-inflammatory effect at 400 and 800 mg/kg doses by significantly
decreasing hind paw edema in mice (p < 0.05), but onset more slowly than drug reference diclofenac at the dose of 5 mg/kg.

Keywords Cao Khai traditional medicine, acute toxicity, anti-inflammatory effect.
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