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[ Abstract ] Objective; To analyse characteristics of pseudoallergic reactions ( PARs ) of
Shuanghuanglian injection (SHLI) and investigate impact of injection speed on PARs. Method: ICR mice were
divided into negative group ( saline), positive group (histamine of 10 mg +kg ') and low (150 mg -kg '),
medium (300 mg -kg™ '), high (600 mg -kg ') doses of SHLI. Mice received test articles containing 0. 4%
Evans blue (EB) by tail intravenous injection, after 30 minutes of administration, area of blue staining and
incidence of hypermeability on auricle were recorded, EB exudation of ears was quantitative measurement. ICR
mice were randomly divided into negative group and SHLI group of 600 mg -kg ™', mice in different groups were
given test articles without EB by tail intravenous injection. After 30 minutes, concentrations of histamine,

vascular endothelial growth factor (VEGF) , tumor necrosis factor-a ( TNF-a) in plasma were measured by ELISA
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kit, lung and both ears were taken for histopathology evaluation. Result: Both reaction incidence and degree of
vascular hyperpermeability were higher with increasing of SHLI dosage. Concentrations of histamine and VEGF
were increased significantly after intravenous administration of SHLI, while the concentration of TNF-a was no
significant difference. Histopathology evaluation showed edema, neutrophil infiltration in auricle and lung of SHLI
groups. And injection speed of SHLI had influence on extent of PARs. When the same dose of SHLI were
administrated by intravenous injection, injection at the lower speed (60, 120 s) could cause lichter PARs by
comparing with injection speed of 5 s. Conclusion; SHLI may induce vascular hyperpemeability so as to cause
PARs in mice. PARs induced by SHLI may be associated with release of histamine and VEGF. SHLI-induced

PARs shows a relationship with dose and injection speed. The higher dose and higher injection speed can increase

incidence and degreed of PARs. Control of dose and injection speed is important to reducing PARs of SHLI.
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Effect of Shuanghuanglian injection on ear vascular hyperpermeability in mice (x +s,n=6)
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2.2.2 /R B K b R A 95 H R I s B A O 2%

4 ICR /N B ¥ A4 5 Bl BL 53 5 B P 41 Fn SHLI 41
(600 mg-kg '), SHLI 41 J& # ik — R VE i 51 % T
SHLI, 45 25K F1 20 mL-kg ™", B4 20 0 ok 13 5 20 7
) A B AL B R K 7 B W . 265 245 30 min J5, HRHIE B
0L, 478§ B0 s R0t U, AR 2R S AR, AR K A
Y H 9 ARKE - 21 (hematoxylin-eosin, HE ) 4 {6, |
WS N HITALUE UL, WK 1, Z5R BoR
SHLI 21 /)N BRCH- B 2 23 nT 0L 7 i L K B, 2> o 0 o 1
K7 20 M L Ik O 44 i 9, SHILT 4 % JE o J58 B 4 ) Pk
ZH B S B JEE . SHILL 2 (% il 2 280 6 4 i 45 5 af , e
() e 55 JE2, AT D 5 P A B IR T, DAk L AR i Oy 2L
IR 98 I R AE RN . 7R SHLIL 5 2 i £
SN ) 9 BELATL ) 2 ML 47 3 38 PR 1 R, 0 i 5 | R A G
HAU 2P A R R

L} : ) & B N

A,B.HA41;C,D. iZHZ; A, CBIVEL B, D. B AL 4H
B1 WHEEIHES/DREEKAMIGESHRE
Fig.1 Ear edema and pulmonary exudation in mice induced by

Shuanghuanglian injection
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Table 2 Percentage of ear-bluing after injection of Shuanghuanglian injection at different injection speeds in mice (x +s,n=6)
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600 100 100 100 100 83.3 83.3

55 s MR R E, P <0.05,2 P<0.01,” P<0.001, %3,

S BCH B 0G5 W O M B B8 e, AR EB B 4
ZUrp S ECH R B W e, T BOCH R Y R (HE
PPESr FEE EB B ) UF A S5 s >60 s >120 s,
SHLI ALK 551 42 20 v B A 531 1 49 BE 38 S0 AR /)N 1 2 i AN
B TR (R G IT 20 1 ) 4h, Kot sh 4 3
R UL HE B Yy SHLIL v 551 4 41 ¥ ] UL 38 43 3l ) H-
SR AR TR B WY HE VT A AR 1 Gy AT A
MR (5 s) B, Y 09 BEORS 36 2, 005 A5 Bl

YRRV ik 2 7o WHHALH EB & &0
A, SHLT AER 57 £ 25 0 v 5 45k 20 19 3 ol 3 23 3 2 3
(I EB 225 AW R, TS X 2 A5 kT
I ARGA) AT G o {H 24 SHLI w5 75 i 4 78 3 /> 8 4%
T S5 0T g R/ B E G 5 T A ol e 3 R
PR (S o) MR Qi W R, 240 EB & i i I8 e
B GEHLULER 3, KW SHLI (2 5 BT B 5 T 5
JERH O, T S 3 o PR 39 v 2R U R A B

®3 FAEFHEETRNEETIHAEFSNRESNEEEHESRERALBREEHE (v +s5,n=6)

Table 3 Ear vascular hyperpermeability and extravasation content of Evans blue of Shuanghuanglian injection at different injection speeds in

mice (x £5,n=6)
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