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PANH GIA TiNH AN TOAN CUA BAI THUOC TIEU PHONG THANG
TREN PONG VAT THU’C NGHIEM

Nguyén Khdnh Linh2, Lé Héng Phiil, Nguyén Thanh Ha Tud@n?*

Tém tat

Muc tiéu: Xac dinh nguéng an toan cip tinh va danh gia doc tinh ban trudong dién
cia bai thuéc Tiéu phong thang (TPT) thong qua anh hwdéng dén thé trang,
chi s6 huyét hoc, sinh héa, mé bénh hoc gan, thian trén dong vat thwc nghiém.
Phwong phdp nghién ciru: Doc tinh cAp dwoc khao sat trén chudt nhat Swiss dé xac
dinh LDso. 30 chudt cdng trang Wistar dugc chia thanh 316 (n = 10): L6 chirng (udng
nuwéce cit), 16 tri 1 (udng TPT liéu 17,05 g/kg/ngay) va 16 tri 2 (uéng TPT liéu 51,15
g/kg/ngay). Cac chi s6 dwoc danh gia tai thoi diém DO, D14, D28. M6 bénh hoc gan,
than dwoc danh gia vao ngay th 28. Két quad: Khong xac dinh dwoc LDso cua TPT
trén chudt nhit & lidu uéng téi da (375 g/kg). O’ nghién ciru doc tinh ban truwong
dién, bai thudc khong lam thay ddi cac biu hién 1Am sang va su tang trudng thé
trong (p > 0,05). Cac chi s6 huyét hoc (hong cau (RBC), huyét sic t6 (HGB),
hematocrit (HCT), bach cadu (WBC), tiéu ciu (PLT)) va sinh h6a mau (men gan AST,
ALT; chirc ndng thin (creatinine, albumin), chuyén hoa lipid cholesterol toan phin
(TP)) cta cac 16 tri khdng cé sw khac biét cé y nghia théng ké so véi 16 ching (p >
0,05). Khong ghi nhin tén thwong dai thé va vi thé gan, than. Két ludn: Bai thudc
TPT dang cao 16ng khong thé hién doc tinh cip va dat do an toan ban trudng dién &
cac murc liu khao sat.

Tir khéa: Tiéu phong thang; Poc tinh cip; Doc tinh ban trwdong dién; Gout;
Pong vat thuc nghiém.

SAFETY EVALUATION OF TIEU PHONG THANG REMEDY ON
EXPERIMENTAL ANIMALS

Abstract

Objectives: To determine the acute safety threshold and evaluate the sub-chronic
toxicity of Tieu phong thang (TPT) remedy by assessing its effects on general condition,
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hematological, biochemical parameters, and histopathology of the liver and kidneys
in experimental animals. Methods: Acute toxicity was investigated in Swiss mice to
determine the LDso. For subchronic toxicity, 30 Wistar rats were randomly divided
into 3 groups (n = 10 per group): A control group (distilled water), treatment group
1 (TPT at a dose of 17.05 g/kg/day), and treatment group 2 (TPT at a dose of 51.15
g/kg/day). Parameters were evaluated at DO, D14, and D28. Histopathology of the
liver and kidneys was assessed on day 28. Results: The LDso of TPT in Swiss mice
could not be determined at the maximum oral dose (375 g/kg). In the sub-chronic
study, the remedy did not alter clinical manifestations or body weight gain (p >
0.05). Hematological parameters (RBC, HGB, HCT, WBC, PLT) and biochemical
parameters (AST, ALT, creatinine, albumin, total cholesterol) showed no statistically
significant differences between the treatment groups and the control group (p >
0.05). No gross or microscopic lesions were recorded in the liver or kidneys.
Conclusion: TPT oral solution exhibited no acute toxicity and achieved sub-chronic
safety at the investigated doses.

Keywords: Tieu phong thang; Acute toxicity; Subchronic toxicity; Gout;
Experimental animals.

PAT VAN PE khu phong trir thap, tw b6 can than. Cac

Gout la bénh ly chuyén héa dic trung n§h1en ?uu C}jo thvay ho,at chatNtrong Day

gam cO6 kha nang w&c ché enzyme

bé&i ting acid uric mau va lang dong tinh _ _ T
xanthine oxidase [3], trong khi Thién

thé urate tai khép. Theo bao cdo GBD

, nién kién va Ngwu tit giip chong viém
(2019), ty 1€ mac gout dang gia tang trén ' & giup 5

bang cach (rc ché cac cytokine viém nhuw
TNF-a [4]. Theo quy dinh vé thir nghiém
tién 1am sang (Thong tws6 21/2018/TT-
BYT) va huéng dan ctia OECD, viéc danh
gia doc tinh ban trwong dién 13p lai kéo

toan cau, gy anh hwdng nghiém trong
dén chat lwgng cudc song [1]. Mac du cac
thu6cy hoc hién dai (NSAIDs, Colchicine,
Allopurinol) mang lai hiéu qua diéu tri
cao, nhung viéc st dung kéo dai thuong  43;13 pwée tién quyét dé xac dinh tinh an

gy ra cac tac dung khong mong mudn  y,5, cia bai thuge trudc khi dwa vao tng

Ién da day, gan, than va di tng [2]. Tai dung 1am sang [5, 6]. Nghién ctru nay

Viét Nam, xu hudng st dung dwoc liu  qyoc tién hanh nhim: DPdnh gid tinh an

hd tro diéu tri gout ngady cang dwoc chui
trong nham han ché tadc dung phu cia
thudc héa dworc. Bai thudc TPT gom 13 vi
dworc liéu, dwoc phéi ngii theo nguyén ly

toan cta bai thuéc TPT trén ddng vit
thwc nghiém, qua dé cung cdp co sé khoa
hoc tin cdy cho viéc str dung thudc trong
diéu tri.
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pOI TUONG VA PHUONG PHAP
NGHIEN CU'U

1. P6i two'ng nghién ciru

* Bai thuéc TPT: Gbm 13 dwoc liéu 1a
Bach truat (Atractylodes macrocephala
Koidz.) 10g, Bach thwoc (Paeonia
lactiflora Pall.) 10g, Tan bi (Fraxinus
chinensis Roxb.) 10g, Nguu tat
(Achyranthes bidentata Blume) 10g, Tuc
doan (Dipsacus asper Wall. ex Henry)
10g, Trach ta (Alisma orientale (Sam.)
Juzep.) 15g, O dwoc (Lindera aggregata
(Sims) Kosterm.) 10g, Xuyén Kkhung
(Ligusticum wallichii Franch.) 10g, Mau
1 (Ostrea gigas Thunberg) 30g, Dy gim
(Gnetum montanum Markgr.) 15g, Thién
nién kién (Homalomena occulta (Lour.)
Schott) 15g, Xa tién tir (Plantago asiatica L.)
15g, Cam thao (Glycyrrhiza uralensis
Fisch.) 5g. Thuéc dat tiéu chuin Dwoc
dién Viét Nam V (do Céng ty cd phan
Dwgc phdm Pha Tin cung cip, c6 TCCS
kem theo). Thu6c dwgc chiét néng véi
nuwéc cat (100°C, 2 14n), loai tap chat va
c6 quay thanh caoléngty 1€ 5:1 (1mL cao
twong wng 5g dwoc liéu kho). Cao duoc
bao quan lanh (4 - 8°C) va phaloang theo
lieu thwc nghiém trudc khi cho uéng.

* Dong vdt nghién ctru: Chudt céng
trang Wistar (ca hai gidng, 200 - 250g),
khée manh, do co s& Pan Phwong cung
cidp. Chudt dwoc thich nghi va nubi
dwong tai BO moén Dwoc ly, Hoc vién
Quéan y trong diéu kién tiéu chuin (nhiét
d6 24 - 27°C, d6 &m 50 - 60%, 4nh sang
tw nhién), an thirc dn tiéu chuin va udng
nuwéece tw do.
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* Thiét bi, héa chdt: St dung may phan
tich huyét hoc HumanCount 30TS
(Human, D&c) véi phan mém chuyén
dung cho chut va may sinh héa 3000
Evolution (BSI, Y). Héa chat thi nghiém
dat tiéu chuin phan tich.

* Dia diém va thoi gian nghién ciru:
Nghién cttu dwoc thyc hién tai BO mén
Dwoc ly, Hoc vién Quan y tir thang
6/2025 - 12/2025.

2. Phwong phap nghién ciru

* Cdn ctr xdc dinh liéu lwong va tinh
an toan: Trwéc khi tién hanh thi nghiém
béan trudng dién, bai thudc TPT da dwoc
danh gia doc tinh cip trén chudt nhit
trang chung Swiss theo phuwong phap
Litchfield-Wilcoxon nhdam xac dinh
nguwdng an toan don liéu [7]. Két qua cho
thiy véi liéu uong toi da 375 g/kg
(twong dwong 11,09 lan liéu 1am sang
ngoai suy), bai thuéc khong gay tr vong
va khong xuat hién cac triéu ching
nhiém doc 1Am sang (LDso chwa xac
dinh). Dwa trén bién d6 an toan nay,
chung t6i lwa chon liéu tri 1
(17,05 g/kg/ngay) twong dwong liéu st
dung trén lidm sang va liéu tri 2
(51,15 g/kg/ngay) gip 3 lan liéu 1am sang
dé danh gia doc tinh khi str dung kéo dai.

* Ddnh gid doc tinh bdn truong dién:
Thir nghiém tuin thu cac quy dinh vé thi
nghiém doc tinh d6i véi thude dwoc liéu
theo Théng tw s6 21/2018/TT-BYT cua
Bo Y té [5] va Huwéng dan ctia OECD 407
[6]. 30 chudt cdng trdng khdée manh
dwoc chia ngiu nhién thanh 316 (n = 10):
L6 chirng (udng nwéce cat); 16 tri 1 (uéng
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TPTliéu 17,05 g/kg/ngay); 16 tri 2 (udng
TPT liéu 51,15 g/kg/ngay). Thudc/nwéc
cit dwoc cho uéng qua sonde da day
(10 mL/kg) mdi ngdy mot lan, lién tuc
trong 28 ngay sau thoi gian nu6i thich nghi.

* Chi tiéu ddnh gid: Theo doi lam sang
(hoat ddng, dn udéng, thé trong); xét
nghiém huyét hoc (RBC, HGB, HCT, WBC,
PLT) va sinh héa (AST, ALT, creatinine,
albumin, cholesterol TP); quan sat dai
thé va vi thé gan, thin (nhuém HE) vao
ngay 28.

* Xwr ly s6 liéu: SO liéu thu thap dwoc
xtt ly theo phwong phdp théng ké,

st dung phdn mém SPSS 20.0 va cac
phin mém thong ké y hoc khéc.

3. Pao dirc nghién ciru

Nghién ctru dwoc thong qua Hoi dong
dé cwong - B6 mén Khoa Y hoc cé
truyén, Bénh vién Quan y 103 va Hoi
dong Pao dic trong nghién ciu trén
dong vat cda Hoc vién Quan y
(s6:01/2025/CNChT-HPDDDV, ngay 08
thang 6 ndm 2025). S6 liéu nghién cru
dwoc B6 mon Dwoc ly, Hoc vién Quan y
cho phép st dung va cong bé. Nhém tac
gid cam két khdéng cé xung doét loi ich
trong nghién ctru.

KET QUA NGHIEN CG'U

1. Poc tinh ciap

Bai thuéc TPT khong gy tir vong hay bat thuwong vé hanh vi, thé trang & chudt
nhat trang tai mc litu dung nap tdi da (LDo) 1a 375 g/kg. Gia tri LDso chwa xac dinh

(LDso > 375 g/kg).
2. Poc tinh ban trwong dién

* Tinh trang chung: Tat ca chudt thi nghiém déu c6 thé trang tot, hoat dong va an
udng binh thwong; khong ghi nhan dau hiéu doc tinh 1am sang hodc réi loan tiéu héa

trong sudt 28 ngay.
* Sw thay doi thé trong ctia chudt:

Bang 1. Can ndng chudt & cac 16 nghién ctru (n = 10 & mdi 16, X + SD).

Thoi diém XN Lo chirng (1) Lotril (2) L6 tri 2 (3) p123

DO (a) 206,70+ 15,59 196,70 £8,96 198,00 +14,33 005

D14 (b) 209,60 + 15,36  200,50+8,15 202,30+13,40  >0,05

D28 (c) 212,80+ 14,39 204,50+7,98 209,00+13,17 >0,05
Pab,c pb,eca<0,01; peb< 0,01 -

(XN: Xét nghiém)

Tai thoi diém DO, thé trong chudt gitra cac 16 dong nhat (p > 0,05). Sau 14 va 28
ngay, thé trong & tit ca cac 16 déu tang cé y nghia thong ké so véi truede thoi diém DO
(p <0,01), nhwng khong c6 sy khac biét gitra cac 16 tri va 16 chirng (p > 0,05).
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3. Mt sd chi tiéu huyét hoc ctia chuot
Bang 2. Anh hwdng clia bai thudc TPT dén cac chi s6 huyét hoc.
(n=10 & mdilo, X = SD).

Chi tiéu Thoi Lo chirng Lotril Lo tri 2
nghién ciru diém XN (1) 2) (3) p1.23
Do (a) 8,80 + 0,42 8,75+ 0,86 9,14£0,70 >0,05
D14 (b) 8,78+ 1,24 8,46+ 0,13 9,02+1,49 >0,05
RBC (T/L)
D2s (c) 8,69 £ 0,30 8,78 £0,71 8,97 +0,63 >0,05
Pab,c Po,c-a > 0,05; Pc-b > 0,05

Do (a) 138,10 £ 23,15 139,30+4,52 140,60 £12,45 > 0,05
D14 (b) 129,00 £ 24,61 129,40+ 17,33 135,50 + 15,28 > 0,05

HGB (g/L)
D2s (c) 142,80 +21,12 143,80+ 12,60 146,00 + 25,18 > 0,05
Pab,c Po,c-a > 0,05; Pc-b > 0,05
Do (a) 39,48 + 4,65 38,53+ 1,14  37,81%425 0,05
D14 (b) 36,16 + 6,88 3599+586  39,61+4,16 >0,05
HCT (%)
D2s (c) 39,39 + 4,64 39,39+3,58 41,07 +6,26 >0,05
Pab,.c Pbc-a > 0,05; Pcb > 0,05
Do (a) 11,14 + 2,18 10,41+£2,05 10,02+231 0,05
D14 (b) 9,85 + 2,02 9,65 + 1,39 10,08+ 1,16 > 0,05
WBC (G/L)
Da2s (c) 11,10 + 1,09 1098+1,73 11,10+ 1,63 >0,05
Pab,.c Pbc-a > 0,05; Pcb > 0,05
Do (a) 551,30 91,54 621,00 +96,39 57550+11894 > (05
Dis(b) 625,70+ 184,04 654,40 + 108,54 628,30+40,51 > 0,05
PLT (G/L)

D2s (c) 535,10 + 34,08 607,70 + 120,50 583,20 + 119,59 > 0,05
Pab,c Pbv,c-a > 0,05; Pc-b > 0,05

(XN: Xét nghiém)

Két qua cac chi s6 huyét hoc cho thiy sw 6n dinh xuyén su6t nghién ciru (p > 0,05),
khang dinh bai thuéc khong gidy anh hwéng bat loi dén hé tao mau cia chudt
thuc nghiém.
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4. Mot so chi tiéu sinh héa caa chudt

Bang 3. Anh hwéng ctia bai thudc TPT d6i véi chire ning gan, than, albumin,
cholesterol TP (n = 10 & m&i 16, X + SD).

Chis6 XN ThoidiémXN Loching (1) Lotril(2) Lotri2 (3)  Ppizs

DO (a) 121,10 £29,52 124,00 £34,01 11880%1636 05
Hoat do AST D14 (b) 136,20 +21,02 134,10 +23,91 121,50+14,01 >0,05
(U/L) D28(c) 134,00 +33,01 136,00 +25,27 130,90+32,22 >005

Papb,c Pbc-a > 0,05; pev > 0,05

DO (a) 103,30 £ 24,96 104,30 £28,97 117,40£2609 05
Hoat d6 ALT D14 (b) 108,30 + 19,15 109,40 +31,67 126,10+28,85 > 0,05
(U/L) D28 (c) 124,10 23,57 117,40 +29,51 131,90+3587 >005

Papb,c Pbc-a > 0,05; pev > 0,05

DO (a) 64,60+ 688  73,00£2275 6570+1560 (g5
Creatinine D14 (b) 6580+945  7390+934  7720+1883  >0,05
(umol/L)  p2g (¢ 61,50+ 11,72 70,90+2733 67,70+1653  >005

Pab,c Pbca> 0,05; peb > 0,05

DO (a) 3640+523  3590+3,00 36,10+ 3,00 > 0,05
Albumin D14 (b) 34,70+3,16  3550+201  3630+231 > 0,05
(/L) D28 (c) 3420+193  3530+267 34,90 +4,01 > 0,05

Pab,c Pbca>0,05; peb > 0,05

DO (a) 2,77 £0,31 2,75 0,59 2,56+0,78 .05
Cholesterol TP D14 (b) 2,69 + 0,49 2,71+ 0,45 2,55+042  >0,05
(mmol/L)  p2g (() 2,50 £ 0,59 2,55 + 0,59 2,39+044 >005

Pab,c Pbca> 0,05; peb > 0,05

(XN: Xét nghiém)
Két qua bang 3 cho thiy cac chi s6 sinh héa mau khao sat khong cé sy khac biét
c6 y nghia théng ké gitra cac 16 cling nhw giita cac thoi diém theo dai (p > 0,05).
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5. K&t qua mo bénh hoc tang ctia chudt thi nghiém

Hinh 1. Hinh anh dai thé gan, lach, thin chu6t 16 chirng (A),
16 tri 1 (B) valé tri 2 (C).

Cac tang (gan, than, lach) & cac 16 uéng TPT (L6 tri 1, 2 - Hinh 1B, 1C) c6 hinh thai,
mau sic va kich thwéc binh thuwdng, bé mit nhdn, khong ghi nhan tén thwong bénh
1y (u, xuit huyét, hoai tir, phut né). Hinh anh dai thé twong dong, khong cé sw khac
biét rd rét so véi 16 chirng.

Cac tiéu ban m6 bénh hoc dugc doc tai B6 moén Gidi phau bénh - Phap y, Bénh vién
Quéan y 103. K&t qua danh gid mo6 bénh hoc gan va thin cia chudt cho thiy ciu tric
mo & cac 16 str dung TPT twong déi binh thwong, khéng ghi nhin cac ton thwong
bénh ly.

Hinh 2. Hinh anh vi thé nhuém HE
gan chudt (400x).

L6 chirng (A), Lo tri 1 (B), Lo tri 2 (C)

Miii tén do6: Tinh mach gan.

Miii tén xanh: Té bao gan.
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C4u tric tiéu thuy va cac dai té bao gan & cac 16 uéng TPT dwgc bao ton nguyén
ven, sap xép déu din, twong dong véi 16 chirng. Khong ghi nhan cac ddu hiéu rdi loan
ciu trac, xuit huyét, hoai tir hay thoai héa té bao.

Hinh 3. Hinh anh vi thé nhuém HE
than chudt (400x).

L6 chirng (A), L6 tri 1 (B), Lo tri 2 (C)

Miii tén d6: Tiéu cau than.

Mili tén xanh: Ong than.

CAu tric mé thin & cac 16 uéng TPT dwoc bao ton nguyén ven, twong dong vi 16
chirng. Ciu than, hé thong 6ng thin va mé ké khong ghi nhan cac bién do6i batloi nhw
xo héa, phi dai, thoai hoa, hoai tir hay thAm nhiém té bao viém. C4u tric vung vd va

tiy than phan bé binh thuwong.

BAN LUAN

Dénh gia doc tinh ban trwong dién 1a
yéu cau bat budc nham xac dinh cac tén
thwong tiém tang khi sir dung thudc lap
lai kéo dai [8]. Két qua thuc nghiém cho
thy bai thu6c TPT déu thé hién ngudng
an toan cao, khong gay doc tinh tich liy
sau 28 ngay & ca hai mc liéu nghién
ciru. Thé trong chudt ting trwdng on
dinh, khong khac biét c6 y nghia thong ké
so v&i 16 chirng (p > 0,05). Két qua nay
twong ddng v&i nghién cliru cia Nguyén
Trong Hiép va CS (2022) vé tinh an toan

cida cac ché phim dwoc liéu diéu tri
xwong khép [9]. Hé thong tao mau von
rat nhay cdm véi cac tic nhan héa hoc.
Trong nghién cru nay, cac chi s6 huyét
hoc nam trong gi¢i han sinh ly binh
thwong, chirng minh bai thu6c khdng gay
doc tiy xwong, khac phuc dwoc nhuoc
di€m ctia mot s6 thudc e ché xanthine
oxidase hdéa duogc. Pac biét, chirc nang
gan va thin dwoc bao tén nguyén ven,
twong hop véi quan sat md bénh hoc.
Theo cac nghién ctru hién dai, hop chat
flavonoid va polyphenol cé trong cac
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thanh phan bai thuéc nhw DAay gam,
Thién nién kién khong chi gidp chdéng
viém ma con bao vé té bao trwéc cac tac
nhan oxy hoa [3, 4].

Dudi gbc do Y hoc c6 truyén, tinh an
toan cua bai thu6c xuit phat tir nguyén
tac phdi ngii "Phu chinh khit t3". Két qua
nay phu hop véi hwéng dan an toan
dwoc liéu cia WHO [8] cling nhw cac quy
trinh thwc nghiém quéc té vé doc tinh
cap va ban trwong dién [6, 7]. Véi ganh
ndng bénh tat 1on tir gout hién nay [1],
viéc bai thudc dat tiéu chuan Dwoc dién
V [10] 14 tién d@ vitng chic cho cac (ng
dung thuec tién.

KET LUAN

Sau 28 ngay thwc nghiém bai thuéc
TPT & cac mirc liéu khao sat, khong ghi
nhin doc tinh 1am sang, khéng lam bién
doi cac chi s6 huyét hoc, sinh héa hay tén
thwong moé bénh hoc gan, than (p > 0,05).
K&t qua nay khang dinh do an toan cua
bai thudc, tao co s& khoa hoc virng chac
cho cac nghién ctru rng dung tiép theo
trén lam sang.
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