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Abstract: Objective To evaluate the safety of Yiqi Fumai Lyophilized Injection (YQFM) by using guinea pig isolated ileum model
and pseudo-allergic reaction. Methods Isolated guinea pig ileum, resting ileum, acetylcholine (Ach) and histamine (His) load ileum
were used as research models. And these models were used to detect different concentrations of YQFM (0.2, 0.4, 0.6, 0.8, 1.0, 1.2,
1.4, and 1.6 mg/mL). Male ICR mice were randomly divided into negative control group, positive control (C48/80, 25 mg/kg) group,
and YQFM low and high dose (780 and 3135 mg/kg, 0.85 and 3.43 times of clinical equivalent dose respectively). Mice were divided
into two parts like iv injections containing 0.4% Evans blue (EB) and injections without 0.4% EB for pseudo-allergic reaction test.
This research evaluated auricular blue dye of mice in each group, the level of His and 5-hydroxytryptamine (5-HT) in serum and used
HE staining to do ear and lung tissue pathological examination. Results In vitro experiments showed that YQFM could inhibit not
only the voluntary contraction of ileum, but also Ach and His induced guinea pig ileum spasm. /n vivo experiments showed the pinna
blue dye rate, His, serotonin levels the low dose of YQFM group were in the normal range, and histopathological examination

showed no significant abnormalities. Meanwhile, the high dose of YQFM could cause less pseudo-allergic reactions and His, serotonin
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levels were slightly higher than normal. Pathological findings showed a slight inflammatory reaction. Conclusion It was safety in

the normal dose rang of YQFM. However, it was also need pay attention to the safety of using use high dose of it in clinical.

Key words: Yiqi Fumai lyophilized (YQFM) Injection; guinea pigs; isolated ileum; ICR mice; pseudo-allergic reactions; auricular

blue dye; Histamine; 5- serotonin; inflammation
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Table 1 Effects of YQFM on isolated ileum of guinea pig

(x*Es,n=8)

U0 WS A(mgkg ) WKAEIK /N IR %
Papi - 1.67+0.08 —
YQFM 0.4 1.58+0.02 4.98

0.8 1.57+0.24 5.56
1.6 1.53+0.98 7.93
32 1.44+0.54" 13.57

x4 "P<0.05

"P <0.05 vs control group

2 YQFM ¥f Ach 5| EfF R B RBA YL AERI RN £5,n=8)
Table 2 Effect of different concentration of YQFM on

Ach - induced contraction of isolated ileum in guinea pigs

(x*Es,n=8)
A WRE(mgkg™) WK IIN IR %

Papi — 1.67+0.08 —
Ach 1.81X107° 3.17+0.06™ -
YQFM 0.2 0.95+0.01" 43.01

0.4 0.76+0.07"" 54.25

0.6 0.70+0.02"" 57.94

0.8 0.66+0.05"" 60.30

1.0 0.33+0.09" 79.96

1.2 0.21+0.06" 87.05

S REALEEE: ¥P<0.01: 15 Ach 41 TP<0.01
#Pp <0.01 vs control group; "P<0.01 vs Ach group

3 YQFM *f His 5 e R B ZERI M0 x £5,n=8)
Table3 Effect of different concentrations of YQFM on His -

induced contraction of isolated ileum of guinea pig (x Ls,n=38)

5 WKJE/(mgmL ) WK JIN I %

Bt — 1.67+0.08 —

His 0.01 2.07+0.13% —
0.2 1.16+£0.38" 30.65
0.4 1.00+0.25" 39.85
0.6 0.73+0.29" 56.24

YQEM .
0.8 0.50+0.03 69.58
1.0 0.20+0.04" 88.25
1.2 0.17+0.05" 89.52

SRR L 7P<0.01; 15 His 4L "P<0.05 TP<0.01
#Pp <0.01 vs control group; "P<0.05 “P<0.01 vs His group
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#4 YQFM FS/PRELSHRNER (xL£s,n=10)
Table 4 Pseudo - allergic reaction of YQFM in mice ( ¥ £, n = 10)

4151 i/ (mgkg ) RVE%  FEREE/% S “FIYVF4 EB %l E/ng  EB BT EY%
91 X HE — 0 0 0 1.12+0.18 —
C48/80 25 100 100 3.7£0.13 3.40+0.53 187.93
YQFM 780 28.57 14.28 1.42+0.25 1.66+0.19 4821
3135 28.57 14.28 1.57+0.69 2.07+0.21 84.82

#£5 YQFM ¥/\fR His. 5-HT 7KFHIEM ( x £5,n=10)
Table 5 Influence of YQFM on serum levels of His and
5-HT in mice ( x £s, n = 10)

2453 #E/(mgkg ") His/ (ugmL™) 5-HT/(ng'mL™)
1% — 25.71+1.25 18.10+0.24
C48/80 25 66.98+2.01" 89.75+1.14
YQFM 780 25.14+1.04 18.1742.37

3135 41.97+2.63 35.31+0.32"

SR L L "P<<0.05

"P < 0.05 vs negative control group
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T — —
% D S -_"_‘\\
S, o i X
=] F - \}fv’x_’)
10 pm i = pr“: :
» - R 1; i ]
IS 0o C48/80 YQFM 780 mg-kg ™ YQFM 3 135 mgkg

2

TRAENREHLE HE 6 (X200
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