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Panh gia doc tinh cap va dc tinh ban truwong dién ciia ché pham
CB-02 trén dong vat thuc nghiém

Evaluation of acute and sub-chronic toxicity of CB-02 formulation in
experimental animals

Hoang Lan Hiép", Nguyén Dinh Nhén', YWién Y hoc Co truyén Quén ddi,
Nguyen Nhat Minh! va Nguyén Hoang Ngém2 2Hoc vién Qudn y
Tém tat

Muc tiéu: Danh gia doc tinh cap va doc tinh ban trudng dién trén dong vat thuc nghiém ctia ché pham
CB-02. Béi tuong va phuong phdp: Danh gia doc tinh cap dugc thuc hién theo phuang phép Litchfield-
Wilcoxon trén chudt nhat trang chling Swiss. Ddc tinh ban trudng dién dugc danh gia trén chuét cdng trang
thuan chung Wistar theo Hudng dan clia Bo Y t€ va T6 chuc Y té€ Thé gidi vé danh gia hiéu luc va an toan
thudc. Két qua: Chua xac dinh dugc LD50 clia ché phdm CB-02 & muc liéu cao nhat c6 thé cho chudt udng
(17,59/kg thé trong). Ché pham CB-02 liéu 336mg/kg/24gi5 va 1680mg/kg/24gid, uéng lién tuc trong 90
ngay khéng lam anh huéng dén tinh trang chung, trong lugng co thé clia chudt c6ng; cac chi sé huyét hoc:
6 luong héng cau, hemoglobin, hematocrit, bach cau va tiéu cau; cac chi sé danh gia hay hoai té bao gan
(néng d6 enzym GOT, GPT), chuic nang than (creatinin) va cholesterol toan phan thay déi khong cé y nghia
thong ké (p>0,05) gitta nhém st dung thuéc va nhdm chiing. Hinh dnh mé bénh hoc gan, than va lach
chuét c6ng déu trong gidi han binh thudng & cac 16 nghién ctu. Két ludn: Ché pham CB-02 khéng gay doc
tinh cap trén chuét nhat trang va khong lam thay déi chic nang tao mau, hay hoai té bao gan, chic nang
than va hinh thai gan, than, lach trén chuét cong trang thuc nghiém.

Turkhéa: Ché pham CB-02, doc tinh cap, ddc tinh ban trudng dién.

Summary

Objective: To evaluate the acute and sub-chronic toxicity of the CB-02 formulation in experimental
animals. Subject and method: The acute toxicity of CB-02 formulation was evaluated on Swiss mice by the
Litchfield-Wilcoxon’s method and the sub-chronic toxicity was evaluated on Wistar white rats according
to Vietnam Health Ministry’'s regulations and WHO guidelines on the effectiveness and safety of the
medicine. Result: The LD50 of the CB-02 formulation was not identified at the highest dose that mice
could drink for 24 hours (17.5g/kg BW). The CB-02 formulation at 336mg/kg per day and 1680mg/kg per
day for 90 consecutive days did not affect the body weight and the hematology indicators like red blood
cells, hemoglobin, hematocrit white blood cells and platelets; the liver cell destruction assessment
indicators (GOT, GPT), kidney functions (creatinin) and cholesterol total; the changes were not statistical
significance (p>0.05) between the research group and control group. The pathological images of rats’
livers and kidneys were within the normal limits. Conclusion: The CB-02 formulation did not have acute
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toxicity, did not change the functions of hematopoiesis, and did not destroy the liver cells, the kidney
functions, the form of kidney, liver and spleen on experimental white rats.
Keywords: CB-02 formulation, acute toxicity, sub-chronic toxicity.

1. DAT VAN DE

Cung vGi su phat trién cla kinh té, doi séng xa
hoi, ché dé dinh dudng ngay cang phong phd nhu
ciing mat tinh can bang khién cho tinh trang roi
loan lipid mau (RLLPM) ngay cang gia tang. RLLPM la
yéu t8 quan trong cho su hinh thanh, phat trién
bénh xo vita ddng mach (VXDM), l1a nguyén nhan
clia bénh tim do mach vanh va dot quy nao de doa
tinh mang. Theo udc tinh ca T8 chiic Y t& Thé gidi
(WHO), méi ném c6 khoang 17 triéu ngudi ti vong vi
cac bénh tim mach ma da sé la lién quan dén viia xo
doéng mach. Trong d6, dét quy nao la nguyén nhan
gay tir vong va tan phé hang dau trén toan thé gigi'.
Tai Viét Nam, Theo théng ké cta Vién Tim mach
Qudc gia, s6 bénh nhan bi bénh dong mach vanh
trén téng s& bénh nhan nhap vién ting lén theo
tiing nam (1991: 3%, 1996: 6,1%, 2001: 9,5%), trong
dé nhoéi mau co tim (NMCT) gap ngay cang nhiéu?.

Y hoc ¢6 truyén c6 nhiéu vi thudc, bai thudc hay
diéu tri r6i loan lipid mau hiéu qua va an toan cao.
Ché pham CB-02 la két qua cla su két hop 3 vi thudc
nam quy: Thach hoc tia, Gido 6 lam va qua me riing,
trong dé tling vi thuéc c6 cac nghién ctu da ching
minh dugc tac dung trén tinh trang réi loan chuyén
hoéa lipid mau®. Pay la bai thuéc nghiém phuong
theo quy dinh cia Bo Y té can danh gia vé doc tinh
cap va doc tinh ban trudng dién trudc khi dugc ting
dung réng rai trong diéu tri. Vi vay, ching téi tién
hanh nghién cru nay nham: Bdnh gid djc tinh cdp va
déc tinh bdn truong dién cua ché phdm CB-02 trén
déng vat thuc nghiém.

1. poI TUONG VA PHUONG PHAP
2.1. Béi tuong

Ché pham CB-02 dugc bao ché duéi dang vién
nang cuing, dat tiéu chudn cc sé, bao ché tai Hoc
vién Quan y va san xuat tai Céng ty C6 phan Dugc
pham Phu Tin. Mdi vién nang cing CB-02 chua
400mg boét cao khd CB-02 tuong Ung véi cac dugc
liéu bot cao khé me rung (Phyllanthus emblica L.)
224mg, bét cao khd thach hoc tia (Dendrobium
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catenatum Lindl) 86 mg, bét cao khé gido ¢é lam 5
la (Gynostemma pentaphyllum) 90mg. Thuéc dugc
doéng trong lo PET nau, day kin cé mang seal, c6 hut
am silicagel, bdo quan tranh anh sang.

Doéng vat dung cho nghién clu déc tinh cap: 60
con chudt nhat trdng thuan ching Swiss, ca hai
giéng, khée manh, trong lugng co thé (TLCT) la: 20g
+ 2g.

Pong vat dung cho nghién cltu déc tinh ban
truong dién: 30 chudét cong trang Wistar, thuan
chung, 16ng trang, ca hai giéng, khoe manh, TLCT la:
180g = 20g.

Nghién ctu thuc hién tai BO mon Dugc Ly - Hoc
vién Quan y, ti thang 10/2021 - 10/2022.

2.2. Phuong phdp
Ddnh gid déc tinh cdp cia ché pham CB-02

Nghién ctu doc tinh cap va xac dinh LD, cla
ché& phdm CB-02 trén chuét nhat trdng theo phuaong
phap Litchfield-Wilcoxon* ®. 60 con chuét nhat trang
dugc chia thanh 6 16, méi 16 10 con. Cho chuét uéng
hén dich ché pham CB-02 lam 3 1an/24 gi&, méi lan
cach nhau 3 gid vdi thé tich 1a 0,2ml/chuét/lan. Cac
16 chudt uéng CB-02 vai muc liéu tang dan cé budc
nhay liéu gilra 2 16 lién tiép la: 2,59 CB-02/kg thé
trong, tu liéu thap nhat 1a 5,09/kg thé trong dén liéu
cao nhat la 17,5g/kg thé trong dé xac dinh liéu thap
nhat gay chét 100% chudt va liéu cao nhat khéng
gay chét chuot.

Cdch pha thuéc: Pha liéu 5g/kg thé trong chu6t
(chuét cé trong luogng khoang 20g). Tam suat: 20g X
59/1000g = 0,1g mau. Can 0,1g ché& pham pha trong
0,6mL nudc/chudt, nhan véi s6 chudt can udng.
Tuong tu cach tinh cho cac liéu 7,5g/kg, 10g/kg...

Chi tiéu theo doi:

Tinh trang chung cutia chuét.

Qua trinh dién bién khi c6 dau hiéu nhiém déc
(ndn, co giat, kich dong, bai tiét...).

S6 lugng chudt chét trong vong 72 gid sau khi
udng thudc. Cac chudt chét dugc mé dé danh gia
ton thuong dai thé.
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TU d6 xay dung dé thi tuyén tinh dé xac dinh
LDs, ctia thuéc th.

Tiép tuc theo ddi tinh trang cla chudt dén hét
ngay thu 7 sau khi uéng thuéc thi® °.

Bdnh gid déc tinh bdn trudng dién cua ché phdm
(B-02

Nghién ctiu theo quy dinh ctia WHO va B Y té
vé danh gia hiéu luc va an toan thudc’2. Chuét céng
dugc chia thanh 316, mbi 16 10 con.

L6 chang: Udng nudc cat 10ml/kg/24qid.

L6 tri 1: Ubng hén dich cao CB-02 liéu
336mg/kg/24gid (tuong duong liéu trén Iam sang).

L6 tri 2: Ubng hén dich cao CB-02 liéu
1680mg/kg/24giG (gap 5 liéu trén 1am sang).

Tat cd chudt céng nghién ctu dugc cho udng
cung mot thé tich 10ml/kg/24qgid chia 2 lan uéng
sang va udng chiéu, theo dai lién tuc trong 90 ngay.

Cdch pha thuéc: Pha liéu 336mg/kg thé trong
chuét (chuét cé trong lugng khoang 180g). Lugng
thuéc: 180g x 0,3369/1000g = 0,0605g mau. Can
0,0605g ché pham pha trong 180 x (10/1000) = 1,8ml

Ill. KET QUA
3.1.Déc tinh cdp

nudc/chudt, nhan véi s6 chudt can udng. Tuong tu
cach tinh cho cac liéu 1680mg/kg/24gid.

Cdc chi tiéu theo doi:

Theo déi tinh trang chung, trong lugng co thé
cla chuét céng;

Panh gid chi s6 huyét hoc: Hong cau,
hemoglobin, hematocrit, bach cau va tiéu cau;

Dénh gia chi s6 sinh héa: GOT, GPT, creatinin,
cholesterol toan phan;

M6 bénh hoc: Quan sat hinh anh (HA) dai thé va
vi thé gan, lach va than chuét c6ng sau 90 ngay
nghién cdu.

Thoi diém xét nghiém: Ldy mau xét nghiém cac
chi s6 huyét hoc va sinh héa tai 4 thoi diém: Bat dau
nghién ctu (D0), sau 30 ngay (D30), 60 ngay (D60) va
90 ngay (D90) uéng thudc.

Xuly sé lieu

Cac s6 lieu nghién ctu dugc x ly theo cac
phuong phap théng ké y sinh hoc bang phan mém
SPSS 16.0 véi bién lién tuc va khong lién tuc st dung
kiém dinh T-Test. S6 liéu dugc biéu dién dudi dang
X + SD. Su khac biét c6 y nghia théng ké khi p<0,05.

Bang 1. Pdc tinh cap theo dudng udng ciia ché pham CB-02 (n =10, X £SD)

i . S6 chuot chét
L6 chuot S0 chuot Lieu SD (g/kg TLCT) . . N
) ) Sau 24 gio Sau 72 gio¢ Sau 7 ngay
L6 1 10 5,0 0 0 0
L6 2 10 7,5 0 0 0
L63 10 10,0 0 0 0
L6 4 10 12,5 0 0 0
L6 5 10 15,0 0 0 0
L6 6 10 17,5 0 0 0

Sau 3 lan udng thudc, chuét van hoat déng, van dong va an udng binh thudng; dong t&r mat chuét binh
thudng; khéng co biéu hién chia kho thd hay tim tai; chudt di ngoai phan khuén, mét sé chudt ¢ di ngoai
phan nat, nhung sau dé nhanh choéng tré lai binh thuong.

Chudt nhat trang dugc uéng thudc thi véi muc liéu khac nhau, tir liéu thap nhat 5g CB-02/kg thé trong
dén liéu cao nhat 17,5g CB-02/kg thé trong, la liéu t8i da c6 thé dung dugc bang dudng uéng dé danh gia
doc tinh cap cta thuéc thlr, nhung khéng c6 chuét nao chét.
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Tiép tuc theo doi chudt trong 7 ngay sau uéng thudc, khéng thay xuat hién triéu ching bat thudng nao,
khong cé chudt nao chét.

3.2. Déc tinh bdn trudng dién

3.2.1. Anh huéng dén tinh trang chung va trong luong co thé chuét céng

Tinh trang chung

Chudt cong trdng dugc theo doi hang ngay vé tinh trang chung gém hoat dong, an udng, tinh trang
l6ng, da, niém mac, chat tiét. Cac chudt & ca 16 chiing va cac 16 dung thubc thir déu hoat dong binh thudng.
Chuét 1éng mugt, da niém mac binh thudng, dn udng binh thudng, phan thanh khuén. Khéng thay biéu
hién gi dac biét trong suét thai gian nghién ciu.

Trong lugng co thé cia chudt céng

Bang 2. Anh hudng ciia vién nang CB-02 d6i véi TLCT chia chuét céng (n =10, X + SD)

Trong luong chudtg (i +SD)

Theoi diém XN — . . Pgiiia cac 16
Lo chiing (1) Lo tri1(2) Lo tri 2 (3)
D, (a) 168,42 +5,12 168,56 + 5,19 169,52 + 5,37
D5, (b) 193,52 + 5,24 195,08 + 5,88 192,72 +6,31 P 2">g’g§
>0,
Deo () 209,32 + 5,99 207,47 £9,19 208,12 + 8,99 Pai
p;.5>0,05
Dy, () 219,53 £ 9,45 219,19 £ 9,49 221,63 10,12

ptrong cung 16

Pbcd-a <0/07/ Pcd-b <0/07/ pc-d<0/07

Nhdn xét: So sanh trong tiing 16 gilra cac thai diém nghién cliu, trong lugng chudt & céc 1an can sau déu
I6n hon lan can trudce (p<0,01). So sanh gilra cac 16 tai cung thoi diém danh gia, khdong co su khac biét vé
trong lugng chudt (p>0,05).

3.2.2. Anh huéng ctia ché phdm CB-02 déi véi mét sé chi tiéu huyét hoc ctia chuét

Bang 3. Anh hudng ciia ché pham CB-02 Ién chi s huyét hoc ctia chudt (n = 10, X + SD)

Th&i diém XN L6 chiing (1) L6 tri1(2) L6 tri 2 (3) Pgita caclo
Héng cau chudt T/l (X + SD)
D, (a) 7,26 £0,99 7,09 £0,81 7,11 +£0,62
p,.,>0,05
Dy, (b) 7,15+ 0,56 7,11+£0,73 7,16 £ 0,51 0.05
ps-2>0,
+ + +
D¢, (©) 7,13+0,86 723+£1,13 7,25+ 0,94 p, 50,05
Dy, () 7,19+ 0,67 7,05+ 0,81 7,14+ 0,76
Ptrong cing 16 pb,c,d-a>0/051 pc,d-b>0/05/ p_dc >0,05 B
Huyét sic t6 chudt g/dl (X + SD)
D, (a) 13,16 £ 1,75 12,79 £ 1,11 12,85+ 1,70
p,.;>0,05
D5, (b) 12,98 + 1,39 13,08+ 1,06 12,99 + 1,27 008
ps-2>0,
+ + +
D¢, (©) 13,03+ 1,73 13,10+ 1,49 12,95 + 2,00 p, 50,05
Dy, (€) 13,08 + 1,66 12,63+ 1,39 13,09 + 2,08

ptrong cung 16

Pb,cd-a>0,05, Pca.s>0,05, pg..>0,05
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Hematocrit 1/1 (i +SD)

» (a) 32,84+5,28 32,93+2,75 32,97 £2,79
30(b) 32,66 + 3,53 31,38 +£2,93 32,62 +2,30 p2>0,03
Dﬁo (©) 32,91 +2,87 32,31 +2,56 31,47 +2,70 Ps>0,05
Do (€) 32,51+ 3,01 31,86 + 2,04 33,43+ 3,31 P1>0.03
Ptrong ciing 16 Pb,cd-a>0,05, Pea.s>0,05, pa.>0,05 .
$6 lugng bach cau (G/l) (X + SD)
D, (a) 699+ 1,34 6,75+247 6,79+2,79
Dy, (b) 683+285 6,93+2,20 685+284 P21>0,05
De, () 6,85+2,50 636+1,39 6,75+3,14 Ps2>005
Do () 6794201 6614144 6924094 P2120.05
Ptrong ciing ls Po.cda> 0,05, Peap> 0,05, Pa.c> 0,05 :
S6 luong tiéu cau (G/1) (X + SD)
» (a) 5136019311 489,10+ 155,38 49460+ 11668
30(b) 542,90+ 146,37 485,70+ 115,70 48780+94,59 p21>0,05
Dﬁo (© 496,10+ 160,52 46540+ 136,05 47990+ 127,00 Z ”:g’ gi
3-1 7
Dy, () 486,50+ 92,44 48340+105,18 52490+109,18
Ptrong ciing 16 Pb,cd-a>0,05, Pea.s>0,05, pa.>0,05 .

So sanh cac 16 v&i nhau trong cung mét thai diém va so sanh trong tiing 16 gitfta cac thdi diém thi
nghiém, chi s6 huyét hoc (s luong héng ciu, hemoglobin, hematocrit, s6 lugng bach cau va sé lugng tiéu
cau) thay déi khéng co6 y nghia théng ké (p>0,05). Ché pham CB-02 vGi cac muc liéu va thai gian sir dung
trong nghién ctru chua gay thay déi vé chi tiéu huyét hoc ctia chuét.

3.2.3. Anh huéng ctia ché phdm CB-02 ddi véi mét s chi tiéu sinh héa ctia chudt

Bang 4. Anh huédng ctia ché pham CB-02 d6i v6i mot sé chi tiéu sinh héa (n=10, X £ SD)

Thai diém XN L chiiing (1) Lé tri1(2) L6 tri 2 (3) Pgiia ciclo
Hoat dé GOT (UI/1)
D, (a) 102,29 + 29,50 100,32 £ 16,18 91,80 + 19,96
D3, (b) 100,05 + 28,97 96,43 + 19,79 94,71+ 17,10 p21>0,05
Dy, (0) 101,97 + 23,92 97,45 + 15,54 93,52 + 18,83 Z “zg’g;
3-1 ’
Dy () 100,18 + 17,99 97,29 + 12,98 96,24 + 15,37
Ptrong ciing I6 Pb,cd-a>0,05, P.g.6>0,05, pg.>0,05 :
Hoat dé GPT (UI/l)
D, (a) 75,02 19,38 85,10 + 24,28 72,56 +19,52
D3, (b) 80,02 + 16,84 82,16 + 19,86 77,95 + 12,71 p21>0,05
Dgo () 74,19 + 20,85 77,98 + 12,03 71,25+ 17,96 Z “ig’gi
3-1 ’
Dgo (€) 68,54 + 16,25 68,87 + 17,45 77,64 + 14,88
Ptrong cung 16 Pb,c.d-a>0,05, peq>0,05, pa.>0,05 -
Creatinin (umol/l)
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Thi diém XN L chiing (1) Lé tri1(2) Lé tri 2 (3) Pgica caclo
D, (a) 81,24 £9,52 86,13+ 11,57 85,37 + 13,97
Dy (b) 85,23 +9,04 84,23 + 11,53 87,17 £12,77 p2s> 005
De, () 84,77 £ 12,61 82,77 £10,29 81,12+ 13,60 Z “i g’gi
3-1 7

Dy, () 84,85 + 11,03 86,40 + 12,47 81,90 + 12,44

Ptrong cung 16 Pocd-a>0,05 Peab>0,05, Py >0,05 -

Cholesterol toan phan (mmol/l)

D, (a) 1,97 £0,34 2,13+ 0,47 2,10+ 0,64
D3, (b) 1,89+0,38 2,06 + 0,42 2,07 + 0,49 p2s> 005
Dg, (€) 1,86 £ 0,56 2,03 +0,39 1,97 £0,29 Ps2> 0,05
Do (€) 1,96 + 0,39 1,88 + 0,32 1,98 + 0,27 P> 005

Ptrong cing 16 Pb,c.d-a>0,05, p.a.v>0,05, pa..>0,05 -

So sanh cac 16 vGi nhau trong cing mét thai diém va so sanh trong ting 16 gilta cac thdi diém thi
nghiém, chi s6 sinh hoa mau chudt (hoat d6 enzym GOT, GPT, creatinin) thay d6i khéng c6 y nghia théng ké
(p>0,05). Chi s6 cholesterol mau déu cho thay & 2 16 dung thudc thir c6 xu hudng giam theo thaoi gian dung
thudc, tuy nhién sy thay déi theo thai gian trong cting 16 va vai 16 ching sinh ly khac biét khéng c6 y nghia
théng ké (p>0,05).

3.2.4. Két qua mé bénh hoc tang cua chuét thi nghiém

Dai thé: Quan sat dai thé bang mat thudng dudi kinh Iip c6 d6 phong dai 25 lan, ching t6i thay: Mau
sac, hinh thai clia gan, lach va than & hai 16 chudt cong dung vién nang CB-02 c6 mau nau dé tham dong

déu, bé mat nhan, khéng c6 u cuc hodc xuat huyét, cé dan hoi khi an xuéng, khéng khac biét so véi hinh anh
gan, lach, than ctia chudt & 16 chdng (Hinh 1).

f(fm(ﬂllfﬂwfmﬂ]li,ﬂll' I WHFWIIHW
P 10 1 12 13 W 15T
¢. Hinh anh gan, than,

lach chudt 26 16 tri 2

M o12 13 14 15 1 W 18 8 9 10 M 2 W W
a. Hinh anh gan, than, b. Hinh anh gan, than,
lach chudt 8 16 chiing lach chudt 1516 tri 1

Hinh 1. Hinh anh dai thé gan, lach, than chuét st dung ché pham CB-02

Vi thé: K&t qua md bénh hoc gan, lach, than & 30% s6 chuét & cac 16 cho thay:

HA vi thé gan: O cac 16 déu thay: Cac bé gan, tiéu thuy gan va té bao gan binh thudng, khéng cé hinh
anh thoai hoa hoac viém, tinh mach trung tam khong gian, khéng xung huyét.

HA vi thé lach: Tai tat ca cac 16: Vung tdy trdng bat mau xanh tham, tap trung cac nang lympho I6n; ving
tiy doé mau xanh dé véi cadc xoang nang chiia nhiéu héng cau va cac dai thuc bao. Khong c6 xuat huyét, hoai tur.

HA vi thé than: G tat ca cac 16 déu thdy: Cau tric nhu md than binh thudng, cdc mao mach trong tiéu
cau va khe than binh thudng. Cac té bao biéu mé 6ng than binh thudng.
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Nhu vay, ché phdm CB-02 dung dudng udng véi liéu 336mg/kg/24gid va 1680mg/kg/24gid lién tuc
trong 90 ngay da khéng gay ton thuong trén gan, than, lach clia chudt. Két qua mé bénh hoc gan, lach, than
cla cac chuét dai dién & cac 16 nghién ctiu sau 90 ngay uéng thudc dugc thé hién & hinh 2 dudi day:

Hinh anh vi thé gan
(HE; X400)

Hinh anh vi thé lach
(HE; X400)

Hinh anh vi thé than
(HE; X100)

Chudt 2216 tri 2

Chubt 26 16 tri 2

Chuo6t 2816 tri 2

Hinh 2. Hinh anh vi thé gan, lach, than chuét nghién ctu

IV. BAN LUAN

Trong danh gia doc tinh cap, xac dinh liéu dung
cla thudc trén dong vat thuc nghiém, ching téi dua
vao nguyén tac ngoai suy liéu vai hé sé ngoai suy cho
chudt nhat trang swiss la 127. Nhu vay, vai liéu dung
trén lam sang 6 vién nang CB-02 ham lugng 400mg

(tuong duong 2400mg vién nang/ngudi/24 gio. Tuc la
khodng 48mg cao/kg TLCT ngui/24qio), liéu ngoai
suy trén chuét nhat trang sé la 576mg/kg/24 gid. Cac
16 chudt dugc thir nghiém dugc uéng ché pham CB-
02 ti: 5g9/kg/24 giG dén 17,5g/kg/24 gig, tuc la cao
hon tur 8,68 lan dén 30,38 lan liéu st dung trén lam
sang du kién. Két qua, cac chudt van khdoe manh,
l6ng mugt, mat trong, an uéng va hoat dong binh
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thudng, khong cé chudt nao chét. Tiép tuc theo doi
trong 72 gi& va 7 ngay tiép theo nhung khéng cé
chuét chét. Vi vdy, chua xac dinh dugc LD, trén
chuét nhat trang theo dudng udng. Theo hudng
dan ctia WHO, ché pham CB-02 dugc sir dung véi
liéu dung trén lam sang la an toan.

Nhu vay, két qua nghién ctru ché pham CB-02 cho
thay hau nhu khéng c6 doc tinh trén dong vat thuc
nghiém. Két qua nay phan nao c6 thé dugc ly giai tu
thanh phan ctia ché pham. Trong CB-02 déu la nhiing
dugc liéu hau nhu khéng c6 doc tinh, chi co thach hoc
tia 13 dugc bao cdo cé thé hién doc tinh LD50 trén
chuét nhat trdng dung dudng uéng la 59,3g dugc
liéu khé/kg TLCT chuét®. Liéu dung ctia Thach héc tia
trong vién nang du dinh s dung cho ngudi la
0,124g/kg TLCT ngudi/24 gid, quy d6i ra liéu trén
chuét nhat la 1,5g/kg, nhé hon 1/50 so véi liéu LD50
dugc bao cdo. Trong danh gia déc tinh cap liéu su
dung clia thach hoc tia cho chuét nhat trang swiss
trong cac 16 la tir 0,96g/kg TLCT/24 giG dén 3,34g/kg
TLCT/24gi6 nhé hon 17,7 lan so véi liéu LD50 da cong
b6, cho nén trong thi nghiém cda ching téi khéng
xac dinh dugc liéu LD50 la hoan toan phu hgp véi
nghién ctiu trudc d6 ctia Nguyén Thi Duyén va Vi Thi
Anh (2017)°.

Trong danh gia doc tinh ban truong dién, cho
chuét uéng vién nang ciing CB-02 lién tuc trong 90
ngay, theo quy dinh cGa Bo Y té, WHO, thoi gian
nghién ctiu doc tinh cta thudc t6i thiéu gap doi thoi
gian dung trén lam sang'’, °. Vién nang CB-02 dugc
chi dinh dung trén 1am sang 30 ngay, nén ching toi
theo doi doc tinh trong 90 ngay nham dam bao su
chat ché chia nghién cltu. D€ xac dinh liéu dung cla
thudc trén dong vat thuc nghiém, chdng t6i dya vao
nguyén tac ngoai suy liéu vGi hé s6 ngoai suy trén
chudt céng tréng 1a 7. Nhu vay, véi liéu dung trén
lam sang la 48mg cao/kg TLCT ngudi/24 gid, liéu
ngoai suy trén chudét céng trang sé la
336mg/kg/24giG. Trong nghién clu, chudt cong
trang dugc chia thanh 3 16: L6 ching, 16 tri 1 (liéu
336mg/kg/24 giG tuong duong liéu dung trén l1am
sang), 16 tri 2 (liéu 1680mg/kg/24 giG gap 5 liéu
dung tuong duong trén lam sang). Chuét céng dugc
theo doi trong 90 ngay lién tuc va dugc danh gid
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tinh trang chung, thé trong, chi sé huyét hoc trudc
thi nghiém, sau 30 ngay, 60 ngay va 90 ngay thi
nghiém.

Két qua cho thdy, tinh trang chung clia chuét
céng & tat ca cac 16 sau 30 ngay, 60 ngay va 90 ngay
déu binh thudng. Trong lugng chudt céng & ca 3 16
sau 90 ngay thi nghiém déu tang so vdi trudc khi
nghién clu (p<005), su gia tang trong lugng khéng
c6 sy khac biét gilra cac 16 tri 1, 16 tri 2 so véi 16
chiing (p>0,05). Ché pham CB-02 khéng lam &nh
hudng tdi tinh trang chung va thé trong chuét cong.

Danh giad anh hudng cta thuéc t6i co quan tao
mau thuc su quan trong do day la nhiing té bao c6
kha nang nhiém déc tinh s6m nhat do su nhan lén
nhanh chéng trong co thé. Cac két qua cho thay s6
lugng héng cau, hemoglobin, hematocrit, s6 luong
bach cau, ti€u cau & 16 chudt céng uéng vién nang
CB-02 liéu 336mg/kg/24 gis va liéu 1680mg/kg/24
gid sau 90 ngay thay d6i khong cé y nghia théng ké
(p>0,05) va khong thdy cé su khac biét véi 16 ching
(p>0,05). Nhu vay, ché phdm CB-02 khéng anh
hudng dén chiic nang tao mau cla chudt céng
trang.

Vé danh gia muc dé tén thuong gan dugc phan
anh théng qua cac chi s6 GOT, GPT. Tuy nhién, ndng
d6 GOT, GPT trong mau chuét cong & 2 16 uéng vién
nang CB-02 liéu 336mg/kg/24 gid va liéu
1680mg/kg/24 gid sau 30 ngay, 60 ngay va 90 ngay
cho thay khéng cé su khac biét so véi trude khi udng
thudc va so vai 16 chiing (p>0,05).

Xét nghiém creatinin dugc dung dé danh gia,
theo doéi chidc nang than cling nhu danh gia anh
hudng cta thudc Ién than. K&t qua cho thay sau 30
ngay, 60 ngay va 90 ngay uéng vién nang CB-02,
néng doé creatinin trong mau chudét 2 16 tri 1 va 16
tri 2 véi lieu 336mg/kg/24gic  va  liéu
1680mg/kg/24qid thay déi khéng ¢ y nghia théng
ké so vai 16 chiing va so véi trudc khi udng thuéc
thar. Diéu nay ching té ché phdm CB-02 khong éanh
hudng dén chiic nang than ctia chudt cong.

DPanh gia vé két qua cholesterol mau, ché pham
CB-02 khéng lam gidm cholesterol mau trén chuoét
binh thudng, diéu nay lién quan dén tinh an toan
cla thudc thu.
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Vay, ché pham CB-02 khéng gay tdng men gan,
khéng anh hudng t&i chic nang than, Cholesterol
mau, do dé vién nang CB-02 an toan khi s dung
liéu 336mg/kg/24 gio va liéu 1680mg/kg/24 gid
trong thai gian dai.

Cac dugc liéu trong vién nang déu dugc dung
V@i liéu khuyén céo gitp cho thudc an toan trong
qua trinh st dung.

V.KET LUAN

Doc tinh cap: Chua xac dinh dugc LD, clia ché
pham CB-02 theo dudng udng trén chudt nht
trang. V&i muc liéu cao nhat cé thé cho chudt udng
la 17,5g/kg thé trong ma khong gay chét chuét nao,
khéng co6 biéu hién nao clia doc tinh cap. Nhu vay,
ché phdm CB-02 bdo dam tinh an toan trong danh
gia doc tinh cap dudng udng & chudt nhat trang.

Doc tinh ban trudng dién: Ché pham CB-02
khéng anh hudng dén thé trang, can nang, cac chi
sO6 huyét hoc (hong cau, hemoglobin, hematocrit,
bach cau, tiéu ciu) va cac chi s6 sinh héa (GOT, GPT,
creatinin, cholesterol) khi cho chuét céng trang
uéng liéu 336mg/kg/24 gic va lieu 1680mg/kg/24
gig lién tuc trong 90 ngay.
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