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Tom tit

Muc tiéu: Nghién ctru doc tinh cap ciia ché pham Dinh tim Ngoc Thai (BTNT)
trén chudt nhat tring Swiss va anh hudng cta ché pham téi mot sd chi s6 huyét
hoc trén chudt cbng trang Wistar thuyc nghiém. Phwong phdp nghién citu:
Nghién ctru doc tinh cap theo phwong phép Litchfield-Wilcoxon. Nghién ctru 4nh
huong cuia DPTNT dén mét sb chi s6 huyét hoc theo hudng dan cia WHO. Két qua:
Chuét nhét tring dugc ubng ché pham PTNT liéu tr 25 mL/kg (twong duong
186,90g duoc lidu/kg thé trong) dén 150 mL/kg (twong duwong 101,40g duoc
lidu/kg thé trong), theo ddi sau ubng thudc 72 gid va sau 7 ngay khong thiy co
chudt chét. Chudt cong tring dugce uébng DTNT lién tuc trong 28 ngay véi lidu 7
mL/kg/ngay (twong duong 4,732¢g dugc lieu/kg/ngay) va 21 mL/kg/ngay (tuong
duong 14,196g duoc liéu/kg/ngay) khong anh hudng dén cac chi sé huyét hoc.
K&t lugn: Ché pham DTNT khong thé hién doc tinh cap va khong 1am thay doi
mot sb chi s6 huyét hoc trén chudt céng tréng thuc nghiém.

Tir khéa: Pinh tdim Ngoc Thai; Poc tinh cip; Chi s6 huyét hoc.

EVALUATION OF ACUTE TOXICITY AND EFFECTS OF
DINH TAM NGOC THAI FORMULATION
ON SOME HEMATOLOGICAL PARAMETERS
IN AN EXPERIMENTAL STUDY
Abstract

Objectives: To investigate the acute toxicity of the Dinh tam Ngoc Thai (DTNT)
formulation in Swiss albino mice and the effects of the formulation on certain
hematological parameters in experimental Wistar rats. Methods: Acute toxicity
was studied using the Litchfield-Wilcoxon method. The effects of DTNT on some
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hematological parameters were studied according to WHO guidelines.
Results: Swiss albino mice were administered the DTNT formulation at doses
ranging from 25 mL/kg (equivalent to 186.90g of medicinal herbs/kg body weight)
to 150 mL/kg (equivalent to 101.40g of medicinal herbs/kg body weight). No
mortality was observed during the 72-hour monitoring period and the subsequent
7 days. Wistar rats were administered DTNT continuously for 28 days at doses of
7 mL/kg/day (equivalent to 4.732g of medicinal herbs/kg/day) and 21 mL/kg/day
(equivalent to 14.196g of medicinal herbs/kg/day), with no effects on
hematological parameters. Conclusion: The DTNT formulation did not exhibit
acute toxicity and did not alter certain hematological parameters in experimental
Wistar rats.

Keywords: Dinh tam Ngoc Thai; Acute toxicity; Hematological parameter.

PAT VAN PE

Ngu 12 trang thai sinh 1y thiét yéu va
1a mot phan khong thé thiéu cia cudc
séng, mang lai loi ich 16n cho strc khoe.
Mot gidc ngi tot s& gitip phuc hoi chire
nang cla cac co quan trong co thé [1,
2]. Mét ngt dang 13 chimg bénh ngay
cang pho bién, trd thanh mdi quan tim
16m trong xa hdi hién dai. Trén toan thé
gidi, ¢6 1/3 - 2/3 s6 nguoi truong thanh
c6 triéu chimg mét ngu ¢ cac mirc do
khac nhau va khoang 10 - 15% c6 mat
ngu man tinh vdi cac hau qua ban ngay.
Theo tac gia Bui Quang Huy, mdi nim
c6 khoang 30 - 45% sé bénh nhan
truong thanh tai Viét Nam gdp tinh
trang mat ngu. Mat ngi anh huong
nghiém trong dén chit luong cudce sdng,
néu khong dugc didu tri sé lam ting
nguy co cac roi loan tdm than, bénh Iy

tim mach [3, 4]. Tt bai thubc kinh
nghiém “An than dinh tri QY”” gém cac
vi Lac tién, Tao nhan, Bach linh,
Pan sam, Sinh dia, Mach moén, Ba tu
nhan, Vién chi, Mau 1, Pang sam,
Moc huong, Puong quy, Sai ho, Cam
thdo da duoc danh gia trén thuc nghiém
cho thay tinh an toan cua bai thudc [5],
Cong ty C6 phan Y Dugc Ngoc Thai da
nghién ctru chiét xuat tao ra ché pham
DTNT vé1 muc dich hién dai hoa
dang bao ché thude y hoc cd truyén,
nham t6i wu hoa hiéu qua diéu tri, thuan
tién cho ngudi bénh sir dung thude. Vi
vay, nghién ctu nay dugc thuc hién
nham: Pdnh gid ddc tinh cdp va danh
hueong t6i mot so chi s6 huyét hoc trén
dong vat thuc nghiém dé danh gia tinh
an toan ciia ché pham DTNT mét cdch
khoa hoc nhit.
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POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

* Chdt liéu nghién ciu: Ché pham
PTNT ciia Cong ty C6 phan Y Dugc
Ngoc Thai. Thanh phan trong 50mL ché
pham chiét xuat tr 33,8g hon hop
thudc gdom Lac tién (Herba Passiflorae
foetidae) 5g; Tao nhan (Zizyphus
jujuba Lamk) 4,5g; Bach linh (Poria
cocos Wolf) 4,5¢g; Pan sam (Radix
Salviae multiorrhizae) 4,5g; Sinh dia
(Radix Rehmania glutinosa) 4g; Mach
mon (Radix Ophiopogoni) 3g; Ba tir
nhan (Semen Thuja orientalis) 2g; Vién
chi (Radix Polygalae) 1,5g; Mau 1é
(Concha Ostreae) 1,4g; Dang sam
(Radix Codonopsis) 1,25g; Moc huong
(Radix Saussureae lappae) 800mg;
Puong quy (Radix Angelicae Sinensis)
600mg; Sai hd (Radix Bupleurum
chinensis) 550mg; Cam thao (Radix et
Rhizoma Glycyrrhira) 200mg. Phu lig¢u:
Nudéc tinh khiét, chét diéu chinh d¢ acid
(acid citric), chit bao quan (natri benzoat).

Liéu ding: Du kién trén 1am sang
cho nguoi 16n 1a 50 mL/ngay, tuong
duong 33,8g duogc li€u/ngudi/ngay o
nguoi 50kg thé trong. Nhu viy, licu
ding trén nguoi 1a 1 ml/kg thé
trong/ngay tuong duong 0,676g duogc
lidu/kg/ngay. Liéu dung cho chudt dugc
tinh liéu dua trén co s¢ liéu dung kinh
nghiém trén nguoi. Lidu ngoai suy trén
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chudt cong (hé sé 7) 1a 7 mL/kg/ngay
tuong duong 4,732g dugc liéu/kg/ngay,
trén chudt nhat (hé s6 12) la 12
mL/kg/ngay tuong duong 8,112g duogc
liéw/kg thé trong/ngay [6].

Chudt dugc cho udng cudng bic
(mau thr duoc dua truc tiép vao da day
chudt) bang kim cong dau tu chuyén
dung. D6i voi thr nghiém doc tinh cap,
dé nang cao liéu dung cho chudt, ché
pham duoc ¢ dic lai bang c6 quay chin
khong dén khi con 1/2 thé tich ban dau.

* D6i twong nghién ciru: Nghién ctru
st dung 50 chudt nhit tring dong Swiss
truong thanh (7 - 8 tudn tudi, khoe
manh, cin ning 18 - 22g, ca hai giéng)
va 30 chudt cong tring dong Wistar
truong thanh (8 - 10 tudn tudi, khoe
manh, can nang 180 - 200g, ca hai
gidng). Pong vat dugc nudi tai phong
nudi dong vat thi nghi€ém ctia B0 mén
Duoc 1y, Hoc vién Quan y, trong diéu
kién nhi¢t do 24 - 27°C, d6 am 50 -
60%, chu ky sang/toi 12 gio/12 gio
chiéu sdng tir 6 - 18 gio.

* Pia diém va thoi gian nghién civu:
Nghién ctru dugc tién hanh tir thang
6/2024 - 12/2024 tai B moén Dugc ly,
Hoc vién Quan y.

* Thiét bi, héa chat: May phan tich
huyét hoc Humancout 30TS (hing
Human, Duc); hoéa chat xét nghiém
huyét hoc (hdng Human, Puc); kim
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cong dau tu chuyén dung dung cho
chudt udng thudc (Nhat Ban).

2. Phwong phap nghién ciru

* Nghién citu déc tinh cdp trén chudt
nhdt trdang Swiss: Xac dinh doc tinh cip
va lidu giy chét 50% sb chudt thi
nghiém (LDso) clia ché pham DTNT
trén chudt nhit tring qua dudng udng
bang phuong phép Litchfield - Wilcoxon
[6] va theo huéng dan ctia WHO [7].

Chudt dugc nhin an 12 gio trudce
ubng thude (van cho udng nudc day du),
sau do 50 chudt duoc chia thanh 516 (10
con/16) va cho udng ché pham véi liéu
tang dan. Theo ddi s6 chudt chét trong
72 gio dau va tinh trang chung (an udng,
than kinh, van dong, bai tiét...), theo
ddi trong 7 ngay tiép theo sau khi uéng
thudc. Néu chudt chét s& dugc md dé
danh gia dai thé ton thuong cua cac co
quan (vi thé néu can). Tir d6 xac dinh
lidu cao nhat khong gay chét (0%), liéu
thap nhat gy chét hoan toan (LD1oo) Va
cac lidu trung gian, dua trén dir liéu nay
x4y dung do thi tuyén tinh cta ché pham.

* Nghién ciru dnh hwong cia ché
pham PTNT lén chirc ndng tao mdau &
chudt cong trang Wistar theo dwong
uong:

Chudt cong tring, thuan chung,
30 con, chia 1am 3 16, mdi 16 10 con.

- Lo ching: Ubng nudc cat
10 mL/kg/ngay.

- L6 thtr 1: Ubng miu tht lidu
7 mL/kg/ngay (tuong duong 4,732g
duoc liéu/kg/ngay)

- Lo thtr 2: Ubng miu thut lidu
21 mL/kg/ngay (twong duong 14,196¢g
duoc lieu/kg/ngay).

Chuot duoc cho uéng ché phém
DTNT hoic nude cit (tuy theo 16) mdi
ngdy mot lan vao 8 gid sang trong
28 ngay. Danh gia chirc ndng tao mau
qua cac chi s6 huyét hoc (s6 luong
héng cau, ham luong hemoglobin,
hematocrit, thé tich trung binh hdng
cau, s6 lugng bach cau, tiéu céu) tal cac
thoi diém: Trude khi udng (DO), ngay
14 (D14) va ngay 28 (D28).

* Xir Iy 50 lidu: S6 lidu duge xtr 1y
bang phan mém Microsoft Excel 2010
va SPSS 22.2, dugc trinh bay dudi dang
X+ SD, phan tich thong ké duoc thuc
hién bang thuat toan T-test student va
One-way Anova dé so sanh gia tri trung
binh.

3. Pao dirc nghién ciru

Nghién ctru dugc théng qua HOi
dong Pao duc trong nghién ciru trén
dong vat cua Hoc vién Quéan y theo
Quyét dinh s6 01/2014/CNChT-HDDDDV
ngay 28/6/2024. S liéu nghién ciu
dugc BO moén Duoc ly, Hoc vién Quan
y cho phép str dung va cong bd. Nhom
tac gia cam két khong co xung dot loi
ich trong nghién ctru.
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KET QUA NGHIEN CUU
1. Poc tinh cip
Bang 1. Boc tinh cp cua ché pham DTNT trén chudt nhit trang.

Lo S6 TT ubng Cb §L Liéu ding S6 chudt sdng/chét
chuft chuft (mL/10g/lan) mau wuong ., CP/kg/ngay g DL/kg/ngay S2U 72 gio/7 ngay

L61 10 0,25mL Khéng 1 25mL 16,90g 10/0

L62 10 0,25mL  Khong 2 50mL 33,809 10/0

L63 10 0,25mL Khéng 3 75mL 50,709 10/0

L64 10 0,25mL Cé 2 100mL 67,609 10/0

L65 10 0,25mL Cé 3 150mL 101,409 10/0

(TT: Thé tich; CP: Cé ddc; SL: S6 lan; CP: Ché pham,; DL: Dugc liéu)

Chudt dugc cho udng mau thir voi cac muc lidu tir 25mL ché pham/kg (twong
duong 186,90g duoc liéu/kg thé trong) dén 150mL ché pham/kg (twong duong
101,40g/kg thé trong). Theo ddi sau udng thudc 72 gio va sau 7 ngay, khong thiy
c6 chudt chét. Trong ngay dau sau khi uéng mau thir, chudt ¢ cac 16 dung liéu cao
(16 4, 16 5) co biéu hién giam hoat dong va xu 16ng nhe, nhung tir ngay thit hai tre
di, tat ca déu tro lai an udng, hoat dong binh thudng, ngoai ra khong c6 biéu hién
bat thuong khac. Liéu c6 tac dung trén chudt nhat trang 1a 12 mL/kg/ngay. Chuot
da dung dén muc lidu 150 mL/kg thé trong, nghia 1 gap 12,5 1an nhung khong ¢
chudt nao chét hogc bieu hién dau hiéu doc tinh.

2. Panh gia anh hwéng ciia ché pham PTNT 1én chirc ning tao mau

Bang 2. Anh hudng cta ché pham DTNT 1én sb luong hong cau
va ham luong huyét sic to trong mau chudt (X  SD).

Chi tiéu Thoi diém Lo chimg® Lo thi 1@ Lo thir 2® p
) DO @ 91+046  939+098 869%090 p,.>0,05
S0 luong D14 ©® 848+106 910+066 9,07+113 psi>005
hong cau D28 © 898+077 885+080 9,32+056 ps2>0,05

(Tetra/L) ’ ! ’ ' ’ '
Ptrong cing 16 Pb-a > 0,05; pea > 0,05; pev > 0,05

DO @ 159,70 + 10,89 163,30 + 18,86 159,40+ 3,06 p,,> 0,05
Ham luong D14 ® 150,70 + 12,29 153,90 + 15,76 151,30 + 19,44 ps.> 0,05
h“g;;i; o D28 © 155,20 + 13,65 152,70 + 16,41 159,80+ 6,91 ps2> 0,05

Po-a > 0,05; Pe-a > 0,05; pes > 0,05

ptrong cung 16

Két qua cho thay sé luong hdng cau va ham lwong huyét sic té trong mau chudt
thay d6i khong c6 y nghia théng ké (p > 0,05) khi so sanh trong cuing 16 & cac thoi
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diém DO, D14 va D28, ciing nhu so sanh gitra c4c 16 trong clng mot thoi diém
danh gia.
Bang 3. Anh huong cua ché pham DTNT lén hematocrit
va thé tich trung binh hong cau trong mau chudt (X + SD).

Chi tiéu Thoi diém L6 chimg® L6 thir 1@ L6 thir 2@ P

DO @ 44,41+335 46,06+541 4357+0,77  p,;>005

Hematocrit D14 ® 43,18+3,54 4267+505 40,18+548  p31>0,05

(%) D28 © 4324+496 4288+544 4395+295  P32>0,05
Ptrong ciing 16 Po-a > 0,05; pe-a > 0,05; pev > 0,05

v DO @ 4740 £4,79  4920+352 4850+530  p,;>0,05

tr?r:‘; té‘\l’r?h D14® 47204343 46,40+458 4580+301 psi>0,05

héng cau (f] D28 © 48,10+1,29 4720+3,65 4740217 P32>0,05
Ptrong cing 16 Po-a > 0,05; pc-a > 0,05; pe-b > 0,05

Két qua tir bang 2 cho thy, hematocrit va thé tich trung binh hdng cau trong
méu chudt khi so sanh giita cac thoi diém danh gia trong ciing mot 16, cling nhu
giita c4c 16 tai cing mot thoi diém danh gia thay d6i khong c6 ¥ nghia thong ké
(p > 0,05).

Bang 4. Anh huong cua ché pham DTNT 1én sb lugng bach cau
va so luong tiéu cau trong mau chudt (X + SD).

Chi tiéu Thoi diém L6 chirng® L6 thir 1@ Lo thir 2 p
, DO @ 865118  950%128 1328+1092 p,,>0,05
86 luong D14 ® 848+085  914+104  861+107 psi>005
bach cau
/L) D28 © 891+£224  890+152  952+268 Ps2>005
Ptrong cing 16 Po-a > 0,05; pe-a > 0,05; pes > 0,05
, DO @ 630,00 + 90,11 587,30 + 207,19 547,00 + 27,39 p,,> 0,05
Stfelll‘fglug D14® 556,60 + 102,98 469,20 + 88,01 520,90 + 108,16 ps1> 0,05
(/L) D28©  57950+7590 499,60+ 94,47 558,00+ 39,40 Ps2>0,05
Ptrong cing 1 Poa > 0,05; pea > 0,05; pes > 0,05

Két qua cho thay khi so sanh trong cuing 16 thi 16 chang, 16 thir 1 va 16 thir 2 &
ba thoi diém danh gia DO, D14, D18 ciing nhu so sanh giita cac 16 trong cling mot
thoi diém danh gid, sé lwong bach cau va sé luong tiéu cau trong mau chudt thay
d6i khong c6 ¥ nghia thong ké (p > 0,05).
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BAN LUAN

Tir két qua nghién ctru doc tinh cap
cho thiy ché pham DTNT an toan trén
chudt nhit tring khi dung duong udng.
Véi liéu luwong ting dan tir 25mL ché
pham/kg (twong dwong 186,90g duogc
lieukg thé trong) dén 150mL ché
pham/kg (tvong duong 101,40g/kg thé
trong), khong ghi nhan truong hop
chudt chét sau 72 gio theo ddi va trong
7 ngay tiép theo. Mic du ¢6 mot sé biéu
hién thoang qua nhu gidm van dong, xu
16ng & cac 16 ding licu cao trong 24 gio
dau, nhung céc triéu ching nay ty hoi
phuc nhanh chéng.

Nghién ctru ciling cho thay viéc sir
dung ché pham DTNT lién tuc trong 28
ngay trén chudt cong trang, voi lidu 7
mL/kg/ngay (tuong duong 4,732¢g dugc
ligu/kg/ngay) va 21 mL/kg/ngay (tuong
duong 14,196g duogc li€u/kg/ngay),
khong gay anh huong dén mot sb chi so
huyét hoc. Két qua cho thay khong co
su khac biét nao vé sb luong héng cau,
ham luong huyét sac t6, hematocrit, thé
tich trung binh hf)ng cau, sb lwong bach
cau va s luong tiéu cau gitta cac 16 thi
1,16 thir 2 va 16 chtng tai cac thoi diém
trude khi udng thude, ngay 14 va ngay
28 sau dung thudc. Diéu nay cho thiy
ché pham DTNT khéng gy ra cac tc
dong tiéu cuc dén chuc nang tao mau
cua chuot trong diéu kién thi nghi¢m.

Két qua vé tinh an toan cia PTNT ¢6
thé giai thich dya trén thanh phan cta
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né. Céac dugce liéu cau tao nén bai thude
trong ché pham déu 1a duoc liéu hau
nhu khong c6 doc tinh. Trong cac vi
thudc cdu thanh nén bai thudc dang chi
¥ duoc bao céo co thé hién doc tinh
LD50 la Cam thao. Mac du Cam thao
(Radix et Rhizoma Glycyrrhira) duoc
béo céo c6 LD50 dudng udng trén chudt
nhat 13 14,2 - 18 g/kg [8], nhung luong
Cam thao duoc sir dung trong ché pham
chi 1a 200 mg/kg trong 50mL, tuong
duong 4 mg/kg trong 1mL ché pham ¢
ngudi 50kg. Khi quy dbi ra lidu ding
trén chudt nhat, con sd nay chi 1a 48
mg/kg, thap hon 295,83 lan so voi
LD50 d3 dugc cong bd. Két hop su
dung cac dugc liéu voi lidu lugng duoc
khuyén céo va tuan tha cic nguyén tic
phéi hop thudc trong y hoc ¢o truyén
cang 1am tang thém tinh an toan ciia ché
pham. Két qua cua nghién ctru nay ciing
pht hop véi két qua nghién ciru trude
day vé tinh an toan cua bai thuéc “An
than dinh tri QY™ [5], khong chi cung
cap bang chimg khoa hoc ban dau vé
tinh an toan cua ché phim ma con la co
s& dé tién hanh cac nghién ciru trén 1am
sang tiép theo.
KET LUAN

Ché pham DTNT khong thé hién doc
tinh cép trén chudt nhét tréng, du da
ubng dén liéu ti da 150mL ché pham/kg
(twong dwong 101,40g/kg thé trong)
gép 12,5 1an liéu du kién c6 tac dung.
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Ché pham PTNT khong anh hudng
dén mot sb chi sb huyét hoc khi cho
chudt cong tring ubng liéu 7 mL/kg/ngay
(twong duong 4,732¢g dugc liewkg/ngay)
va 21 mL/kg/ngay (tuong duong 14,196g
duoc liéwkg/ngay) lién tuc trong 28 ngay.

Loi cdm on: Nhom tac gid xin cam
on Bo Mén - Khoa Y hoc Co truyén,
Bénh vién Quan y 103 va B mon Duoc
1y, Hoc vién Quan y da gitp d& chdng
t0i hoan thanh nghién ctru nay.
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