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Muc tiéu: Xac dinh doc tinh céip, béan truong dién cua cao 16ng Hoat lac chi théng.
Phwong phdp nghién ciru: Xac dinh doc tinh cdp trén chudt nhét trang theo
Litchfield - Wilcoxon, danh gia doc tinh ban trudng dién trén chudt cong tring
theo hudng dan cia WHO, B Y té. Két qud: Chua xac dinh dugc LDso trén chuot
nhit trang, voi muc lidu toi da chudt c6 thé udng 1a 300mL cao 16ng/kg. Poc tinh
ban truong dién trong 90 ngay: Tinh trang chung, cac chi sé huyét hoc, sinh hoa
va md hoc gan, lach, than ctia chudt giita 16 chtmg va hai 16 dung thude khong c6
su khac biét (p > 0,05). Két Iudn: Cao long Hoat lac chi thong khong gdy doc tinh
cap trén chudt nhit tring va an toan voi cac murc lidu dung trong danh gia doc tinh

béan trudng dién ¢ chudt cong tring.

Tiwr khoa: Hoat lac chi théng; Doc tinh céip; Pdc tinh ban truong dién.

EVALUATION OF ACUTE AND SUBCHRONIC TOXICITY OF
HOAT LAC CHI THONG LIQUID EXTRACT IN EXPERIMENTAL ANIMALS

Abstract

Objectives: To evaluate the acute and sub-chronic toxicity of Hoat Lac Chi
Thong liquid extract. Methods: The oral acute toxicity was studied in Swiss mice
using the Litchfield-Wilcoxon method. The oral sub-chronic toxicity was studied
in Wistar rats, following the guidelines of the WHO and the Ministry of Health.
Results: The LDso could not be determined following oral administration in
Swiss mice, even at the maximum administrable dose of 300 mL/kg body weight.
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Subchronic toxicity for 90 days: General condition, hematological, biochemical,
and histological indices of liver, spleen, and kidney of rats between the control
group and the two groups using the drug had no difference (p > 0.05). Conclusion:

Hoat lac chi thong liquid extract does not cause acute toxicity and is safe at the
dose levels used in the 90-day subchronic toxicity evaluation in Wistar rats.

Keywords: Hoat lac chi thong; Acute toxicity; Sub-chronic toxicity.

PAT VAN PE

Thoai hoa cot sdng that lung 1a bénh
xay ra khi dia dém va khop bi toén
thwvong. S6 nguoi tré tudéi mic bénh
thoai hoa cot song ngay cang nhiéu hon,
lam cho nguodi bénh dau, han ché van
dong, anh hudng chat lugng cude séng
[1]. Piéu tri dau do thoai hoa cot sdng
thit lung c6 thé nho nodi, ngoai khoa hay
vat ly tri lidu... gitp lam giam tridu
ching, nhung chirc nang that lung cta
bénh nhan khong dugc cai thién nhiéu,
hiéu qua diéu tri tong thé con nhirng han
ché nhét dinh [2].

Y hoc c6 truyén c6 nhiéu bai thudc tir
thao duoc duoc coi 1a phuwong phap tiém
ning dé diéu tri cac chung dau do thoai
hoa. Nhém tac gia da phat trién bai
thudc Hoat lac chi théng nham diéu tri
hoi chung thoat vi lung hong do thoai
hoa cot séng. Pé ¢6 co s khoa hoc vé
tinh an toan cua cao léng Hoat lac chi
théng, nghién ctu dugc tién hanh
nham: Xdc dinh déc tinh cdp va danh
gid doc tinh bdn truong dién ciia cao

long trén chuot.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

Cao long Hoat lac chi théng do Vién
Nghién ctru Tué Tinh cung cép, dat tiéu
chuan co sd. Cao dong chai 200mL,
trong duong véi 1 thang thube 200g
duoc liéu kho gém céc vi thudc: Duong
quy 15g, Pan sam 30g, Nhii huong 10g,
Mot duoc 10g, Hoang ky 30g, Nguu tat
15g, Tuc doan 15g, Poc hoat 15g, P
trong 20g, Tang ky sinh 20g, C6t khi
cu 20g.

* Pong vat trong nghién cruu: Chudt
nhét tring dong Swiss, nang 20 £ 2g va
chudt cong trang dong Wistar, ning 200
+ 20g, du tiéu chuan thi nghiém. Chudt
duoc nudi trong didu kién thi nghiém 10
ngdy trudc nghién ctru bang thic in
riéng, udng nude theo nhu cau.

* Thiét bi, héa chat trong nghién ciru:
sinh  hoa 3000
Evolution, may xét nghiém huyét hoc

Méy xét nghi¢m

Humancout 30TS va cac hoa chat, dung
cu thi nghiém khac.
* Dia diém va thoi gian nghién ciru:

Tai B0 mon Duoc ly, Vién DPao tao
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Dugc, Hoc vién Quan y va B moén -
Khoa Gidi phau bénh - Phap y, Bénh
vién Quan y 103, Hoc vién Quan y tu
thang 10/2022 - 02/2023.

2. Phwong phap nghién ciru

* Péc tinh cdp: Danh gia doc tinh
cép, xac dinh LDso cua cao 1dng Hoat
lac chi théng theo duong udng & chudt
nhit tring dong Swiss bang phuong
phap Litchfield - Wilcoxon [3].

Dau tién, chudt duoc chia ngau nhién
thanh 2 16; sau khi nhin an 12 gio, chudt
616 1 dugc udng cao long 2:1 voi thé
tich 3 mL/ngay/con, day la muc lidu cao
nhét chudt co thé uéng, chuot 6 16 2
ubng nude theo nhu cau, (cao long 2:1
thu duoc bang cach co cach thuy cao
long 1:1 ban dau). Néu & muc liéu cao
nhat c¢6 chudt chét thi s& cho céc 16
chudt khac udng cac muc liéu khac
nhau, dé tim muc lidu thap nhat gay chét
100% sb chudt, lidu cao nhat khong gay
chét chudt va cac lidu trung gian. Theo
ddi chudt hét ngay thtr 7 sau khi ubng
cao 1ong 1an dau, néu c6 chudt chét thi
s& phau tich dé quan sat cac tang.

* Péc tinh ban truong dién: Trén
chudt cong tring, theo huéng dan cua
B0 Y té, To chirc Y té Thé gisi va OECD
[3-5].

Chuot duoc chia ngau nhién thanh
316, mdi 16 10 con. Lo chimg: Chudt
ubng nudc cat 10 mL/kg/ngay. Lo tri 1:
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Chudt udng cao 16ng lidu 8,4 mL/kg/ngay.
Lo trj 2: Chudt udng cao long lidu
25,2 mL/kg/ngay trong 90 ngay.

Panh gia tinh trang chung, chi sb
huyét hoc, sinh hoa mau tai 3 mdc thoi
gian: Xuat phat diém, sau 45 ngay, sau
90 ngay ubng thudc. Vao ngay tht 90,
mo ngiu nhién mdi 16 5 chudt, quan sat
dai thé, 1am tiéu ban mod bénh hoc gan,
lach, than.

* Xur Iy so liéu: Bang SPSS 20.0, so
sanh cac gid tri trung binh dung
One-way ANOVA. Sé lidu duge trinh
bay dudi dang Mean £ SD. Su khac biét
c6 ¥ nghia thong ké khi p < 0,05.

3. Pao dirc nghién ciru

Nghién ctru tuan thu quy trinh chat
ché vé dao duc trong nghién ctru y hoc
trén dong vat thuc nghiém cua Hoc vién
Quan y. S6 liéu nghién ctu dugc
Truong Pai hoc Kinh doanh va Cong
nghé Ha N1 cho phép stir dung va cong
bd. Nhom tac gia cam két khong co
xung dot lo1 ich trong nghién ctru.

KET QUA NGHIEN CU'U

1. Két qua djc tinh cap

Trong 72 gid sau udng cao long va
dén hét 7 ngay, chudt & cac 16 déu binh
thuong, khong co diu hiéu ngd doc,
khong c6 chudt chét. O liéu cao nhat c6
thé cho chudt ubng 1a 300 mL/kg thé
trong, khong xac dinh dugc ddce tinh cép
va LDso ctia cao 1ong Hoat lac chi thong.
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2. Két qua doc tinh ban truong dién

* Tinh trang chung: Chudt ¢ cac 16 hoat dong, an uéng binh thuong, mét trong,
long muot, phan thanh khuon. Vé can nang chudt, khong c6 su khac biét dang ké
giita cac 16 dung cao 16ng voi 16 chimg tai cac thoi diém nghién ciru (p > 0,05).

* Két qua ddanh gia cong thire mdau chudt:

Bang 1. Két qua dénh gia cong thirc mau chudt (X + SD, n =10 & mdi 16).

n gﬁilgnsg&u Lo D0 D45 D90 Pgiira céc thv diém
. Lo chimg (1) 7,16+ 0,91 724+£1,06  7,12+£0,88  par> 0,05
86 lugng Lo 1(2) 7,09 £ 0,85 71940,97  7,15+£1,12  ps2>0,05
hong cau .
(T L6 2 (3) 8,01 £0,72 715+£1,12 7,171,001  psr>0,05
Pegiita céc 16 > 0,05 > 0,05 > 0,05
. Loching(l) 12,89+ 131  1298+126 13,02+ 1,42  px>0,05
?aﬁ g)“yet L6122  13.06:1,15 1301111  1290£141  pso>0,05
(@/dL) L62(3) 1291+ 1,61 12,99+127  13,11£1,93  ps1>0,05
Pegiita céc 16 > 0,05 > 0,05 > 0,05
Loching (1)  33,02+£564  32,65+6,12  33,06£691  p.i>0,05
HL O 1612 3258+609 3191589  3276£653  pso> 0,05
hemotocrit R
%) L6 2 (3) 32,83+ 6,34  32,46+£526  3290+6,72  p:i>0,05
Dgitra cac 16 > 0,05 > 0,05 > 0,05
Loching (1) 46,32+£3.85  4534+596  4601+425  p.i>0,05
Engchau Lo 1(2) 4589+421  4526+3,96  4631+589  p;>>0,05
(iL) L6 2 (3) 46,52+ 566  4595+445  4639+556  ps1> 0,05
Pagitta cic 16 > 0,05 > 0,05 > 0,05
. Lo chimg (1) 563,60+ 16341 581,20+ 147,39 51630+160,12 pa.i> 0,05
tsl‘;:‘zzzg L61(2)  528,10+153,11 484,70+ 113,64 46340+132,82 pso> 0,05
(G/L) L62(3)  591,80+13529 582,60+ 119,58 577,50+ 12643 ps1> 0,05
Pagitta cic 16 > 0,05 > 0,05 > 0,05
. Lo ching (1)  704+1,15 696+ 1,06 6814124  p2s>0,05
86 luong Lo 1(2) 697+ 1,49 6.86+125 6,75+131 p3-2> 0,05
bach cau )
G/L) L6 2 (3) 7,10+ 1,68 701+ 142 692+1,17  ps>0,05
Peiita cac 16 >0,05 > 0,05 > 0,05

(HL: Ham lwong; TTTB: Thé tich trung binh)
Sau 45 ngay va 90 ngay dung cao long, cac chi tiéu xét nghiém cong thirc mau
chudt ¢ 16 1 va 16 2 khong c6 sy khac biét c6 v nghia thong ké so véi 16 ching va

giita cac thoi diém nghién ctru ¢ trong cung 1 16 (p > 0,05).
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* Ket qua sinh hoa mau danh gia chirc nang gan:

Bang 2. Két qua sinh hoa mau danh gia chirc ning gan (X = SD, n = 10 ¢ mbi 16).

Chi s Lo DO D45 D90 P
) Lochimg (1) 99,25+ 18,22 96,81 £ 18,40 9549+ 11,14  po1> 0,05
I:gf‘rt do L61(2)  9582+17,74 97,44+12,02 922841726  ps2> 0,05
(UIL) L62(3)  96,93+20,54 9492+1425 98,01+13,68 psi>0,05
p > 0,05 > 0,05 > 0,05
) Lo chimg (1) 7547 +15,62 79,16+ 17,93 74,69+ 13,88  po1> 0,05
iiaTt a0 Lo1(2)  8026+12,73 83,81+1820 77,63+1522  ps2>0,05
(UIL) L62(3)  71,96+1731 8330+14,07 71,15+1491  ps1>0,05
p > 0,05 > 0,05 > 0,05
Lochimg (1) 22,18+3,64 21,63+293 22,80+276  p.i>0,05
Albumin Lo 1(2) 21,91+2,82  22,16+3,17 22,50+3,03  ps2>0,05
(g/dL) L6 2 (3) 20,99+2,96 22,05+2,81 22,12+2,65  ps1>0,05
p > 0,05 > 0,05 > 0,05
o Lo chimg (1) 51,32+11,50 50,68 16,40 52,75+13,62  pai>0,05
E)g;ml;‘gn Lo 1(2) 53,1249,98  51,84+£17,09 52,36+13,27  ps2>0,05
P L62(3)  5341+1586 52,09+1429 52,19+12,11  ps1>0,05
(mmol/L)
p > 0,05 > 0,05 > 0,05
Lochimg (1)  2,01£036  2,08£046  1,92+051  p.i>0,05
Cholesterol n
1oleste Lo1(2) 197+043  2,04+054  1,89+0,62  ps2>0,05
toan phan
L62(3) 2,04 +0,58 2,11 40,46 1,95+0,50 ps-1> 0,05
(mmol/L)
p > 0,05 > 0,05 > 0,05

Céc chi sd xét nghiém sinh héa mau danh gia chirc ning gan cta chudt ¢ 16 1
va 2 khong khac biét c6 ¥ nghia théng ké so véi 16 chung va gitra cac thoi diém
nghién ctru ¢ trong cung 1 16 (p > 0,05).

* Két qua sinh héa mdau ddnh gid chirc nang than:

Bang 3. Két qua creatinine mau d4nh gia chirc ning than (X + SD, n =10 ¢ mdi 16).

Chi tiéu nghién ctru L6 chung (1) Lo1(Q2) L62(3) p

Tru6c thi nghiém (a) 85,04+ 11,92  87,26+12,26 86,44+ 1258  p,,>0,05
Sau 45 ngay (b) 89,48+ 11,89  8580+1093  8835+12,41  p;»>0,05
Sau 90 ngay (c) 86,66+ 12,75  83,99+12,02 83,01+12,64  p31>0,05

Po.cd-a> 0,05; peab> 0,05; pac> 0,05 -

trong cung 16
g cung

Creatinine mau chudt ¢ 16 1 va 2 khong khac bi¢t co6 y nghia so voi 16 chiing va
gitra cac thoi di€m nghién ctru ¢ trong cung 1 16 (p > 0,05).
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* Két qua moé bénh hoc tang cua chudt thi nghiém:
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Hinh 1. Hinh anh dai thé gan, lach, than cua chudt ¢ céac 10.
Céc tang 016 1, 2 ¢6 mau ndu do thAm dong déu, khong cé bat thudng, khong
khac bi¢t so voi tang ciia chudt ¢ 16 ching.

Hinh 4. Hinh anh m6 bénh hoc than chudt nhuom HE (x 400).
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Vi thé gan, lach, than caa chudt ¢ 16
1, 2 khong khéc biét so véi ¢ 16 chiing,
khong c6 6 xuat huyét, hoai tir (t& bao
gan khong bi thodi hoa; lach chudt co
vung tay tring mau xanh dam, tap trung
nang lympho, vung tily d6 mau xanh do,
v6i xoang nang c6 hong cau, dai thuc

bao; ciu triic cac ving than binh thuong).

BAN LUAN

1. Poc tinh cap

Két qua nghién ctru cho thdy chua
xac dinh dugc LDso ciia cao long Hoat
lac chi théng theo duong udng trén
chudt nhét tréng v6i liéu cao nhit chudt
c6 thé udng 1a 300 mL/kg/24 gio, gip
21 lan muc lidu du kién c6 hiéu qua,
khong cé bat ctr biéu hién bat thuong
cua tinh trang ngd doc khi dung mau thir
lidu cao. Nhu vay, cao ldng Hoat lac chi
thdng c6 tinh an toan cao. Két qua nay
phi hop véi viée su dung bai thudce
Hoat lac chi théng dang cao long, hi¢n
chua c6 bénh nhin nao xuét hién tac
dung khong mong mudn [6].

2. Poc tinh ban trwong dién

Theo hudng din cua B Y té (Viét
Nam) va T chirc Y té Thé gidi, néu
mau thtr du kién dung trén nguoi 13 st

dung hang ngay va > 30 ngay, thi thoi
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gian nghién ciru ban trudng dién trén
dong vat 1a 3 thang. Nhu vay, nghién
ctru ban trudng dién ma nhom tic gia
thuc hién da dam bao dugc quy dinh
nay [3, 4].

Nghién ctru cho thay céc chi s6 huyét
hoc, sinh héa méau dénh gia chirc nang
gan, than cua chudt sau udng cao 1ong
Hoat lac chi thdng trong thoi gian 45 va
90 ngay khong c6 khac biét dang ké so
v6i 16 ching va giita cac thoi diém
nghién ctru ¢ trong cung 116 (p > 0,05).
Két qua nay phu hop véi hinh danh mo
bénh hoc gan, lach, than thu duogc, két
qua mo bénh hoc cho thiy ciu trac vi thé
gan, lach, than & hai 16 udng cao long
Hoat lac chi théng khong khac biét so
v6i 16 ching.

KET LUAN

Cao léng Hoat lac chi thong khong
gy doc tinh cip va an toan & cac mirc
lidu ding 8,4 mL/kg/ngiy va
25,2 mL/kg/ngay nham danh gia doc
tinh ban truong dién trong 90 ngay trén
chudt cong tring.

Loi cam on: Nhom nghién clru xin
cam on Ban giam hiéu, Khoa Y, Truong
DPai hoc Kinh doanh va Cong nghé Ha
No6i; B mon Duoc 1y, Vién dao tao
Dugc, Hoc vién Quan y di ho tro chiing
to1 thuc hién nghién curu.
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