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Tém tit

Muc tiéu: Danh gia doc tinh cap cua ché pham B6 phé Ngoc Thai trén chudt
nhit tring Swiss va xac dinh anh huong ctia ché pham dén thé trang chung, chi sb
huyét hoc ciia chudt cong tring Wistar. Phwong phdp nghién ciru: Nghién ctru
xac dinh ddc tinh cap theo phwong phap Litchfield-Wilcoxon bang cach cho chudt
nhit tring Swiss udng ché phim theo liéu ting dan, theo ddi ty 1& chudt chét va
dau hiéu bat thuong trong vong 7 ngdy. Anh hudng ctia ché pham dén thé trang va
chi s6 huyét hoc dugc danh gia trén chudt cong tring theo huéng dan ciia Bo Y té,
ding véi lidu 7 mL/kg/ngay va 21 mL/kg/ngay, theo ddi trong 28 ngay. Cac chi s6
huyét hoc g6m h@)ng cau, bach cau, tiéu cau, huyét sdc to, hematocrit va thé tich
trung binh hong cau dugc phén tich tai cac thoi diém trudc khi udng thude (DO),
sau 14 ngay (D14) va sau 28 ngay (D28). Két qua: Chudt nhat tring khi uéng ché
pham B6 phé Ngoc Thai & muc lidu t6i da 150 mL/kg thé trong trong 24 gio khdng
¢6 chudt nao chét. Chudt cong tring dugc udng ché pham véi licu 7 mL/kg/ngay
va 21 mL/kg/ngay khong lam thay dbi dén thé trang chung ciing nhu céc chi s6
huyét hoc giita cac 16 chudt nghién ctru. Két lugn: Ché pham B6 phé Ngoc Thai
khong giy doc tinh cdp va khong anh hudng dang ké dén thé trang chung, cac chi
) huyét hoc khi danh gia trén dong vat thuc nghiém.
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Abstract

Objectives: To evaluate the acute toxicity of Bo phe Ngoc Thai in Swiss
mice and its effects on general health and hematological parameters in Wistar rats.
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Methods: Acute toxicity was assessed using the Litchfield-Wilcoxon method, in
which Swiss mice were administered increasing doses of the formulation and
monitored for mortality rate and abnormal signs for seven days. The effects of the
formulation on general health and hematological parameters were evaluated in
Wistar rats following the guidelines of the Ministry of Health, using doses of
7 mL/kg/day and 21 mL/kg/day, monitored for 28 days. Hematological parameters,
including red blood cell count, white blood cell count, platelet count, hemoglobin
concentration, hematocrit, and mean corpuscular volume, were analyzed at DO, D14,
and D28. Results: When white mice received Bo Phe Ngoc Thai at a maximum
dose of 150 mL/kg body weight for 24 hours, no mice died. White rats taking the
preparation at doses of 7 mL/kg/day and 21 mL/kg/day did not change the general
condition, as well as hematological indices, between the groups of mice studied.
Conclusion: Bo Phe Ngoc Thai exhibited no acute toxicity and had no significant

effects on general health or hematological parameters in experimental animals.

Keywords: Bo phe Ngoc Thai; Acute toxicity; Hematological index.

PAT VAN DE

Hé hd hap dong vai tro quan trong
trong viéc duy tri su song. Do thuong
Xuyén tiép xdc voi tic nhan moi trudong
nhu virus, vi khuan, bui min, héa chat
doc hai, hé hd hap dé bi ton thuong, lam
ting nguy co mac cac bénh ly viém
nhiém cap va man tinh. Cac bénh ly
duong hd hap ngay cang pho bién va co
xu huong khong ngung gia tang. Trén
thé gidi, tinh dén nam 2019 c6 khoang
545 triéu ngudi mac cac bénh 1y duong
hd hap man tinh, chiém 7,4% dan sé,
véi ty 18 tir vong 18n toi 3,9 triéu ca moi
nim [1]. O Viét Nam, theo tic gia
Hoang Tién Tuyén va CS nghién ciru co
cdu bénh truyén nhiém tai Bénh vién
Quan y 103 tir ndm 2005 - 2010 cho
thay bénh 1y ho hap chiém 23,55% [2].
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Bénh gém nhiéu triéu ching chu yéu
nhu sdt, ho, khac dom, chay nudc miii,
trc nguc... gdy anh hudéng nhiéu dén
chat luong cudc sdng, lam giam hiéu
qua lam viéc. Trong y hoc co truyén,
bénh hd hap thudong duoc quy vao cac
chting “khai thau”, “dam am” va duoc
diéu tri bang cac bai thudc c6 tac dung
thanh nhiét, giai doc, tuyén phé, hoa
dam, chi khai binh suyén va ich khi.
Ché pham B6 phé Ngoc Thai duoc
nghién cau va tng dung dya trén
nguyén tac nay, vai su két hop cua 9 vi
thudc c6 tac dung thanh phé, giai doc,
hoa dam va ich khi.

Viéc danh gia doc tinh cip va anh
huong cua ché pham B6 phé Ngoc Thai
dén thé trang chung va céc chi sb huyét
hoc trén dong vat thuc nghiém la budc
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quan trong trong viéc khang dinh tinh
an toan cua ché pham truéc khi ng
dung rong réi trén lam sang. Vi vay,
nghién ctu nay dwoc thuc hién nham:
Pdnh gid mire d3 an toan cia ché pham
B6 phé Ngoc Thai trén mé hinh dong
vdt thuc nghiém, tqo tién d@é cho cac
nghién cizu tiép theo.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

* Ché pham nghién ciru: B6 phé Ngoc
Thai gom cac dugc liu: Bach Truat
(Rhizoma Atractylodis macrocephalae)
100mg, Y di (Coix lachrymal-jobi L)
100mg, Béi miu (Bulbus Fritillariae)
80mg, Bach bd (Radix Stemona) 80mg,
Hoang cam (Scutellaria baicalensis
Georgy) 80mg, Cat canh (Radix
Platycodon grandiflorum) 80mg, Tang
diép (Folium Mori albae) 80mg, Xa can
(Rhioma Belamcandae chinensis) 80mg,
Cam thao (Radix Glycyrrhizae) 50mg.
Phu liéu: Nudc tinh khiét, natri benzoate,
duong saccharose. Ché pham duoc bao
ché duéi dang cao long, dong lo
125mL, dat tiéu chuén co sd, do Cong
ty C6 phan Y Dugc Ngoc Thai san xut.
Liéu dung: 50 mL/ngay (twong duong
36,5g dugc li¢u/ngay & nguoi 50kg).

* Pong vat nghién crru: Nghién ciu
dugc thuc hién trén hai nhom chuot
gdm chuot nhat trang dong Swiss trudng
thanh nang 18 - 22g va chudt cong tring

chung Wistar truong thanh nang 180 -
200g; c4 hai gidng khoe manh.

Dong vat do Ban dong vat, Hoc vién
Quan y cung cp, duoc nudi trong diéu
ki€én phong thi nghiém vo61 anh sang tu
nhién, nhi¢t d6 24 - 27°C, d6 4m 50 -
60%. Chuot dugc an thirc an danh cho
doéng vat nghién ctu, nudc loc udng
tu do.

* Tiéu chuan logi triv: Dong vat
khong du tudi, can ning theo yéu cau
cua nghién cuu, dong vat co biéu hién
khong d¢am bao vé sirc khoe (mang bénh
truyén nhiém, c6 biéu hién 16 do, mét
méi, dm yéu, khong nhanh nhen, han
ché hoat dong), trong thdi ky mang thai.

* Thiét bi, héa chdt: May phan tich
huyét hoc Humancout 30TS (Human,
Prc, san xuat nam 2017), st dung phan
mém phan tich huyét hoc chuyén dung
cho chuét thi nghiém. Héa chat thi
nghiém dat tiéu chuan phan tich, su
dung theo quy trinh nghiém ngat.

* Pia diém va thoi gian nghién civu:
Nghién ctru dugc thuc hién tai B mon
Duogc ly, Hoc vién Quéan y tir thang 6 -
12/2024.

2. Phwong phap nghién ciru

* Péc tinh cap: Xac dinh lidu gay
chét 50% sb chudt thi nghiém (LDso)
theo phuong phap Litchfield - Wilcoxon,
theo huéng din ciia BO Y té va hudng
dan cia WHO vé ché pham B6 phé
Ngoc Thaéi trén chudt nhat trang Swiss
bang duong udng [3, 4].
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Chudt nhét trang duoc chia thanh 5
16, mdi 16 10 con. Chudt & mdi 16 dugc
cho ubng B6 phé Ngoc Thai bang kim
cong dau ti chuyén dung theo liéu ngoai
suy cho chudt nhit tring (hé sb 12) 1a
12 mL/kg/ngay (twong duong 8,76 g/kg
thé trong/ngdy). Chudt uéng Bo phé
Ngoc Thai v6i cac mirc lidu ting dan tir
25 mL/kg (twong duong 18,25g duoc
lieu/kg thé trong) dén 150 mL/kg (tuong
duong 109,50g dugc liéu/kg thé trong,
13 1iéu t6i da chudt co thé dung nap).

Chudt dugc theo doi tinh trang chung
(an udng, van dong, bai tiét...) trong
7 ngay sau khi udng ché pham. Ty 1¢
chuot chét trong 72 gio ¢ timg 16 nghién
ctru dé xac dinh LDso.

* Anh hwong dén thé trang chung va
cdc chi sé huyét hoc cua chuot duoc cho
uong ché pham Bé6 phé Ngoc Thdi:

Chuét cong tring Wistar dugc chia
thanh 3 16, méi 16 10 con [3, 5]. Chuot
dugc udng Bo phé Ngoc Théi bang kim
cong dau ti chuyén dung véi liéu ngoai
suy cho chudt cong tring (hé sb 7) 1a
7 mL/kg/ngay (twong duong 5,11g dugc
liu/kg thé trong/ngay). Udng mbi ngay
1 1an vao 8 gid sang trong thdi gian
28 ngay. Lo chung: Udng nudc cét
10 mL/kg/ngay. Lo thir 1: Ubng B phé
Ngoc Thai liéu 7 mL/kg/ngdy (twong
duong 5,11g duoc liéu/kg/ngay). Lo thir
2: Udng Bb phé Ngoc Thai lidu 21
mL/kg/ngay (twong duong 15,33g duogc
lidu/kg/ngay, liéu gap 3 16 thir 1).
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* Chi tiéu danh gia: Tinh trang chung,
thé trong ctia chudt. Panh gia cac chi sd
huyét hoc: S6 luong hdng cau, ham
lwong hemoglobin, hematocrit, thé tich
trung binh héng cau, s6 lugng bach cau,
sO lugng tiéu cau tai cac thoi diém DO,
D14, D28.

* X Iy s6 liéu: S6 lidu thu thap duoc
xt 1y theo phuong phap thong ké, su
dung phan mém SPSS 25.0 va cac phan
mém thdng ké y hoc khac.

3. Pao dirc nghién ciru

Nghién ciou da dugc thong qua
Hoi dong dé cuong ciia Bo mon - Khoa
Y hoc C6 truyén, Bénh vién Quéan y 103
va Hoi dong Pao dic trong nghién ciru
trén dong vat cua Hoc vién Quéan y
(s6 02/2024/CNChT-HPPPDV ngay
28/6/2024). S6 liéu nghién ctru dugc Bo
moén Dugce 1y, Hoc vién Quan y cho
phép str dung va cong bd. Nhom tac gia
cam két khong c6 xung dot 1oi ich trong
qua trinh nghién ctru.

KET QUA NGHIEN CU'U

1. Poc tinh cip cia ché phim
Bo phé Ngoc Thai

Chuét nhit tring udng B6 phé Ngoc
Thai theo liéu tang dan tir 25 mL/kg/ngay
(18,25¢ duwoc lidu/kg/ngay) dén
150 mL/kg/ngay (109,50g dugc
ligu/kg/ngay). Sau 72 gio va 7 ngay
theo ddi, khdng c6 chudt chét, chudt
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khong co biéu hién bat thudng (rdi loan
hanh vi, co giat, ti€u chay...). Chudt
nghién ctru & céc 16 4, 16 5 dugc dung
lidu cao c6 biéu hién giam hoat dong, xu
16ng nhe. Tur ngay tha hai tré di, chuot
trong cac 16 nghién ctru tré lai phuc hoi
trang thai binh thuong, duy tri hoat dong,
an udng 6n dinh, phan binh thuong va

khong xuét hién dau hiéu bat thuong.
Liéu c6 tac dung trén chudt nhat tring
1a 12 mL/kg/ngay. Chudt di dung dén
mirc lidu 150 mL/kg thé trong (gip 12,5
1an) nhung khéng c6 chudt nao chét
hogc biéu hién dau hi¢u doc tinh. LDso
khong xac dinh dugc, do khong cé
chudt chét ngay ca & lidu cao nhat.

Bang 1. Boc tinh cap cua B6 phé Ngoc Thai trén chudt nhat trang.

Lo S6 TTubng Codic SL Liéu dung S6 chudt séng/chét
chudt chudt (mL/10g/lan) miu  udng mI. CP/kg/ngay g DL/kg/ngay sau 72 gio/7 ngay

L61 10 0,25 Khong 1 25 18,25 10/0

L62 10 0,25 Khong 2 50 36,50 10/0

L63 10 0,25 Khong 3 75 54,75 10/0

L64 10 0,25 Co 2 100 73,00 10/0

L65 10 0,25 Co 3 150 109,50 10/0

(TT: Thé tich; SL: S6 lan; CP: Ché pham; DL: Duoc liéu)

2. Thé trang chung va cac chi s6 huyét hoc ciia chudt

* Tinh trang chung: Trong 28 ngay theo doi, chudt & ca ba 16 nghién cuu (16
chtng, 16 thtr 1, 16 thir 2) duy tri trang thai hoat dong binh thudng, an udng tdt,
16ng muot, phan kho, khong ghi nhan dau hiéu bat thuong nao.

* Sw thay doi thé trong chuot:

Bang 2. Anh huéng ctia B6 phé Ngoc Thai dén thé trong chudt (g).

, Trong lwgng chudt (g)
Thoi diém P123
Lo chirng (1) Lo thir 1 (2) Lo thir 2 (3)
DO (a) 190,40 £ 5,02 186,40 + 9,37 192,70+ 8,9 > 0,05
D14 (b) 208,10 + 8,61 204,20 + 13,16 211,80+ 12,7 > 0,05
D28(c) 225,40 + 6,96 219,90 + 13,93 228,00+ 11,4 >0,05
Panb,c pb—a< 0101; pc—a< 0,01; pc—b< 0,01

Két qua cho thay trong lugng chudt ¢ ca ba 16 nghién ciru déu ting dan theo thoi
gian. Cuy thé, tai D0, D14 va D28, thé trong chudt tang dang ké trong tirng 16 nghién
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ctru so v6i thoi diém ban dau (p < 0,01). Tuy nhién, khi so sanh giita cac 16 tai cing
mot thoi diém, su khac biét vé trong luong khong c6 ¥ nghia thdng ké (p > 0,05).
* Ddnh gid cdc chi sé huyét hoc:

Bang 3. Anh huéng ctia B6 phé Ngoc Théi dén cac chi s6 huyét hoc.

Chi tiéu Thoi diém L6 ching Lo thir 1 Lo thir 2
nghién cieu  xét nghiém (1) (2) (3) P123
DO (a) 9,10 + 0,46 8,86 + 0,48 9,01+072 >0,05
Soluong  p1g () 8,48 + 1,06 8,95+ 0,24 870+058  >005
hong cau >0.05
(TIL) D28 (c) 8,98 40,77 9,51+ 1,64 8,57 +0,89 :
Pab.c pb-a> 0105; pc-a> 0,05; pc-b> 0,05
DO (a) 159,70 £10,89 160,10+ 11,76 162,60+ 11,62 >0,05
Hamluong 14 ) 15070 £12,29 150,60 +12,44 151,00+ 1444 >0,05
huyet sac to >0.05
L) D28 (c) 155,20+ 13,65 149,20+ 1351 15230+1743 O
Pab.c Pb-a> 0,05; pca> 0,05; pcb> 0,05
DO (a) 44,41 + 3,35 44,52 + 2,48 4486+369 >0,05
Hematocrit D14 (b) 43,18 + 3,54 42,06 + 3,71 4323+299 >005
(%) D28 (c) 43,24 + 4,96 4487 +441  4214+404 005
Pab,c Pb-a> 0,05; pca> 0,05; pcb> 0,05
. DO (a) 4740 + 4,79 4770+414  4880%4,26 >0,05
Thé tich
trungbinh D14 (b) 47,20 + 3,43 46,50 + 3,81 4580+397 >0,05
hongcau  p2g (c) 48,10 + 1,29 46,30+323  4640+395 005
fl
( ) pa,b,c pb-a> 01051 pc—a> 0’051 pC-b> 0’05
DO (a) 8,65+ 1,18 8,86 + 1,58 825+054  >0,05
Soluong g (p) 8,48 + 0,85 8,99 + 1,95 873+099 >005
bach cau >0.05
GIL) D28 (c) 8,91 + 2,24 8,98 + 2,80 8,83+ 1,07 !
Pab.c pb—a> 0,05, pc-a> 0,05, pc.b> 0,05
DO (a) 630,00+£90,11 628,80+ 132,23 649,70+ 10528 > 0,05
Soluong  p14 (p) 556,60 + 102,98 554,20+ 77,10 530,90 + 143,72 >0,05
tiéu cau >0.05
(/L) D28 (c) 579,50 £ 75,90 587,20+ 112,90 570,60+ 87,54 O
pa,b,c pb—a> 0105; pc—a> 0,05; pc—b> 0,05
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Bang 3 cho théy su On dinh cua céc
chi s6 huyét hoc gitta cac 16 chudt
trong sudt qué trinh nghién ctru. Cy thé:
S6 lwong hdéng cau, ham luong
hemoglobin, hematocrit, thé tich trung
binh hong cau, sb lugng bach cau va sd
luong tiéu cau tai cac thoi diém DO,
D14 va D28 déu khong c6 su thay doi
dang ké giira cac 16 chudt (p > 0,05).
Khi so sanh trong tung 16 tai cac thoi
diém khac nhau, khong c6 su bién doi
dang ké nao vé cac chi sé huyét hoc
(p > 0,05), diéu d6 cho thay ché pham
khong gay anh huong cac chi sd huyét
hoc ctia chudt cong tring.

BAN LUAN

1. Poc tinh cap cia ché pham
Bo phé Ngoc Thai

Két qua nghién ctru cho thiy, chudt
nhit trang dugc udéng ché pham Bo phé
Ngoc Théi dén liéu toi da 150mL ché
pham/kg (twong duong 109,50 g/kg thé
trong), cao gap 12,5 lan liéu ngoai suy
tir nguoi ma khong xuét hién dau hiéu
ngd doc cdp tinh. Cac biéu hién nhu
hanh vi, van déng, mau sic da va long,
chtrc ning tiéu hoa, than kinh khong c6
su bat thuong. Khéng ghi nhan duoc
truong hop chudt chét trong subt thoi
gian theo doi nén chua xac dinh dugc
LDso cta ché pham theo phuong phap
Litchfield - Wilcoxon. Piéu nay cho
thiy B6 phé Ngoc Thai co do an toan
cao khi sir dung qua duong udng. Ché

pham B6 phé Ngoc Thai dugc ciu thanh
tir cac vi thudc c6 tinh 6n hoa, chu yéu
tap trung vao thanh nhiét giai doc, tuyén
phé héa dam, chi khai binh suyén. Cac
vi thudc trong ché phdm khéng nim
trong cac nhom thude doc. Két qua nay
phu hop vé61 cac dac tinh dugce 1y cua
ché pham, khing dinh tinh an toan cua
Bo6 phé Ngoc Théi trong nghién ctru
thuc nghiém (Bdng 1).

2. Anh hwéng cia ché phiam
B6 phé Ngoc Thai Ién tinh trang
chung, thé trong va cac chi sb
huyét hoc ciia chudt

Tinh trang chung va thé trong: Trong
28 ngay theo ddi, chudt cong tring & ca
ba 16 nghién ctru khong xuat hién dau
hiéu bat thuong vé hanh vi, than kinh,
tiéu hoa hay van dong. Chuot van hoat
dong nhanh nhen, mat sang, 16ng bong
muot, in ubng binh thuong. Trong
luong chudt & ca ba 16 déu ting theo
thoi gian, phan anh sy phat trién sinh 1y
binh thuong cia dong vat thi nghiém.
Khi so sanh gitra 16 udng B6 phé Ngoc
Thai va 16 chiing, sy khéc biét vé muirc
tang trong khong c6 y nghia thong ké
(p > 005). O 16 ding liéu cao
(21 mL/kg/ngay), muc tang trong c6 xu
hudng thap hon so véi 16 dung licu thap
(7 mL/kg/ngay), nhung su chénh l¢ch
nay khong dat y nghia thong ké
(p > 0,05) (Bdng 2). Piéu nay cho thiy
ché pham khéng anh huéng tiéu cuc
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dén tdc @6 ting trudong cua chudt trong
diéu kién thi nghi¢m. Theo y hoc )
truyén, ty vi 1a ngudn gbc sinh ra khi
huyét. Khi ty vi khoe manh, khi huyét
vuong thi co thé phat trién binh thuong.
Ché pham B6 phé Ngoc Thai c¢6 cac vi
thudc kién ty nhu Bach truat, Y di, giup
duy tri can bang dinh dudng ma khong
gdy anh hudng tiéu cuc dén thé trong
[6, 7]. Trong lwong chudt ting dong déu
& tit ca cac nhom cho thay ché pham
khong gdy anh hudng dén chuyén hoa.
Chi s6 huyét hoc: Sau 28 ngay theo
ddi, cac chi sd huyét hoc ¢ ca ba 16
nghién ctru déu 6n dinh, khong ghi nhan
bién dong dang ké trude va sau khi st
dung ché pham. Cu thé, s luong hong
cau, bach cau, tiéu ciu, hematocrit, ham
lugng huyét sic t6 (hemoglobin) va thé
tich trung binh hong cau khong c6 su
khac biét ¢ y nghia thong ké giita cac
16 (p > 0,05) tai tat ca cac thoi diém
nghién cuu (DO, D14, D28). Nhu vay,
ché pham B6 phé Ngoc Théi véi cac
muc lidu 7 mL/kg/ngay (twong duong
5,11g dugc licu/kg/ngay) va 21
mL/kg/ngay (twong duong 15,33g dugc
ligu/kg/ngay) voi thoi gian nghién cuu
28 ngay khong thay anh hudng dén cac
chi s6 huyét hoc trén chudt cong tring
thue nghiém (Bdng 3). Phén tich theo y
hoc ¢b truyén: Phé chu khi, giup cho
qua trinh chuyén hoa tan dich va diéu
hoa huyét mach. Ty héa sinh ra khi hau
thién, 1a vét chat co ban dé tao thanh khi
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huyét dé nuéi dudng co thé. Ché pham
B6 phé Ngoc Thai trong thanh phan ¢
céc vi thudc nhu Bach truat, Cam théo,
da giup bd phé kién ty, diéu hoa khi
huyét, nho vay, khi huyét luén dugc bd
sung, cong ning tang phu nhd d6 ma on
dinh, phat huy tot chic ning nudi
dudng va bao vé co thé [7, 8].

Nhu vay, B6 phé Ngoc Théi khong
anh hudéng dén céc chi sb huyét hoc, cho
thdy tinh an toan va kha nang thich Gmg
t6t ciia ché pham khi sir dung kéo dai.

KET LUAN

Ché pham B phé Ngoc Thai khi
ubng véi lidu tdi da 150 mL/kg/ngay
(gap 12,5 lan lidu twong dwong trén
1am sang ¢ ngudi) khong gy chét va
khong xuat hién du hiéu bat thudng
trén chudt nhit tring. Do d6, chua xac
dinh dugc LDso va chua ghi nhan ddc
tinh cép cia ché pham theo phuong
phap nghién cuu.

Khi st dung ché pham véi liéu
7 mL/kg/ngay va 21 mL/kg/ngay lién
tuc trong 28 ngay, chudt cong tring
khong c6 thay d6i bat thuong vé tinh
trang chung, khong anh huéng dén thé
trong va khong lam bién d6i cac chi sd
huyét hoc.

Két qua nghién ctru bude dau khing
dinh tinh an toan ctia B6 phé Ngoc Théi
trén dong vat thuc nghi€ém, tao co sé
cho cac nghién ciru sdu hon vé hiéu qua
va an toan trén 1am sang.
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