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Safety evaluation of the Chang Wei Ning Capsule

LIU Li', DAI Xiaoli*, SUN Chao®, MA Yukui**
(1. Shandong Xianhe Pharmaceutical Co. Ltd., Dongying 257231, China.
2. New Drug Evaluation Center of Shandong Academy of Pharmaceutical Sciences, Jinan 250100)

[ Abstract]  Objective To study the safety of the Chang Wei Ning Capsule and to provide a reference for clinical
application. Methods Forty mice (males and females) were randomly divided into a Chang Wei Ning Capsule group and a
normal control group, each containing twenty mice. Mice of the test group received 32 g/kg body weight Chang Wei Ning
Capsule, while those of the control group received the same volume of pure water. A detailed observation of the mice,
including examination of viscera morphology by naked eye, was conducted until day 14 post-drug administration. One
hundred and twenty rats (males and females) were randomly divided into a normal control group and three different Chang
Wei Ning Capsule dosage groups (9, 3, 1 g/kg bodyweight). The rats received consecutive intragastric administrations of
Chang Wei Ning Capsule over a 13-week period. In addition to observing the general condition of the animals, body weight,
blood, hepatic function and renal function measurements, and a histopathology analysis, were performed after the 13 week
treatment duration and at four weeks-post drug withdrawal. Results No toxic reaction was observed in mice that received
intragastric administrations of Chang Wei Ning Capsule (32 g/kg). No abnormal reaction was also observed in the rats of all
dosage groups that received intragastric Chang Wei Ning Capsule over a 13-week period. Conclusions The maximum
administered dose of Chang Wei Ning capsule in mice was 32 g/kg body weight in a single-dose toxicity test. No observed

adverse effects were observed in rats receiving up to 9 g/kg drug per day in repeated-dose toxicity tests.

[ ] (CXLC161906, ),
] (1976—), , s s : o E-mail: 513688702@ qq.com
[ 1 (1975—), , s s o E-mail ; mayk@ sdapsglp.cn

—



94

2019 4 29 4 Chin J Comp Med, April 2019, Vol. 29,No. 4

[ Keywords] Chang Wei Ning capsule; single dose toxicity; repeated dose toxicity; maximal feasible dose; no

observed adverse effect level

. . . . SYSMEX XT-20001V (
¢ ). . . . . . . Sysmex ) 7180 (
NN O ) JY2001 (
, N ) .TDL-5
o , ( ) ; NP-B
. . \ \ ( ) ;TK-218
e : ( ) VIP-6
, , ( ) ; RM2235 N
, , DMLS2 ( Leica )
o 1.3
, o 1.3.1
, « )
, , , ’ [4] N 3
o GLP , , 4~5 0.3 ¢,
SPF N , 4.5 g, 60 kg , 0.075 g/ kg,
, , 0.7
o g/'kg.
1 0.4 g/ml,
40 ml/kg,
1.1 , 16 g/kg,
SPF 40 (20+2) ¢, SPF 2, 32 o/kg,
SD 120 (210+10) g, )
[ SCXK ( )2016 - SPF 40 12 h,
0006 ] , 2,
SPF [ SYXK( )2014-0008], o 40 mlL/kg
20°C ~26°C , <4C, 40% ~70% , 0.4 g/mL y 2,
8~10 o 6h, o
3R s , 3.7.10.14 d
[ TACUC :TACUC-059], , 1, 14 d,
1.2 , ,
( , . . . .
80930D4) , ( ; ( )\ . . .
170108) ; ( , o
) N 1.3.2
( RANDOX ) ()
. ( ( ) )
. ( “, 30, 4
) ( Siemens Healthcare ~5 0.3 g, 4.5 ¢,
Diagnostics Products GmbH ) 60 kg , 0.075 g/'kg,

( Sysmex Corporation )o 0.5 g/ke,



2019 4 29 4

Chin J Comp Med, April 2019, Vol. 29,No. 4

95

, (AST) | (BUN) |
, (TP) . (TC) .
0.3 g/mL 15 mL/kg , (ALP) . (TBIL) . (ALB) .
2 . /3 1/9 (CR) . (GLU) . (TG) .
. , 9.3.1 g'kg, (CK) . (Na™) | (K")\ (CI7).
18,6 2 . v s
12040 13 . . . . (N
() . ). . . NN .
SPF 120 el 4 . . . . . .
, 9.3.1 g/kg R
, 30 , . 1.4
15 ml/kg, + (x+s) , DAS
. 1, 6h, 2.0
13, 4 (ANOVA), P 0.05
) 1 o o
13 20 , 4
10 , 2
; o 2.1
. . . o 14 d ,
1.3.3 . ,
(WBC) . (RBC) . , ,
(HGB) | (HCT) | (PLT) | ,
(MPV) . (PCT) . 32 o/kg, 1,
(MCV) | (MCH) . 2.2
(MCHC) . (NEUT%) .
(LYMPH%) . . 13 4
(EO%) . (BASO%) . , , 9.3.1 g/kg
(MONO% ) . - ( RDW- . .
CV) . (RET%) . (TT) . (P>0.05),
(PT). ,
(APTT) . 13
(ALT) . 2 3, 1.
1 (xxs,n=20,g)
Table 1 The effects of Chang Wei Ning capsule on the body weight in mice

Groups

Normal group

Chang Wei Ning capsule group

Before-drug - fasting
3 d Post-drug 3 d
7 d Post-drug 7 d
10 d Post-drug 10 d
14 d Post-drug 14 d

20. 15+0. 90
25.51+0.99
29.03+1. 44
31.905+1. 55
35.765+1. 35

20. 15+0. 97
25.61+1.01
29.33+0. 96
32.27+1.25
35.87+1. 46
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2 13 SD (x+s,n=20)
Table 2 The effects of Chang Wei Ning capsule on hematology in rats

Chang Wei Ning capsule group

Groups Normal group 9 o/ke 3 gk | a/ke
WBC (10°/1.) 5.9x1.6 7.4+4.6 6.4+0.5 6.8+1.7
RBC (10'%/1.) 8.6+0.3 8.5+0.7 8.7+0.2 8.4+0.2

HGB (g/L) 142+5 139+10 144+5 142+4
PLT (10°/L) 1018+87 1021+129 100690 1080+121
PT(s) 13.3£0.5 13.3+0.4 13.2+0.3 13.5+0.7
APTT (s) 13.4+1.3 12.5+1.3 12.1+1. 6 13.3+1.4
TT (s) 35.8+0.7 35.8+1.9 34.9+1.9 37.0+1.5

3 13 SD (xxs,n=20)

Table 3 The effects of Chang Wei Ning capsule on blood biochemistry in rats

Chang Wei Ning capsule group

Groups Normal group
9 g/kg 3 o/kg 1 g/kg
ALT (U/L) 3717 36+19 38+16 36+8
AST (U/L) 101+20 99+26 98+17 98+25
TP (g/L) 63+3 62+4 63+3 61+3
ALB (g/L) 30+4 30+2 31+3 29+3
GLU (mmol/L) 7.5+0.6 7.5+0.4 7.2+0.7 7.1£0.6
BUN (mmol/L) 4.8+0.5 5.0+0.6 4.8+0.8 5.2+0.4
CREA (umol/L) 30.5+5.1 30.0+3.7 30.9+4.0 28.0+3.3
TC (mmol/L) 1.8+0.3 1.8+0.3 1.8+0.3 1.8+0.4

100 pm

1 13 (x10,HE )
Note. A, High dosage of Chang Wei Ning capsule group, liver. B, Normal control group,liver. C,High dosage of Chang Wei
Ning capsule group,kidney.D,Normal control group,kidney.

Figure 1 Histopathological images of Chang Wei Ning capsule and normal control mice during 13week

administration ( HE staining)
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