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Abstract; Study on the safety of imidocarb injection through skin sensitization, skin irritation , muscle stimulation
and erythrocyte hemolysis test in guinea pigs and New Zealand white rabbits was made so as to provide reference

for clinical medication safety. The skin irritation test with 6 New Zealand white rabbits was done,and the dose of
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the drug was 0. 5 mL ( specification; 1211. 5 mg/mL) ; The skin sensitization experiment was carried out with
albino guinea pig,exposure to the left side of the back of the guinea pig at a dose of 0.5 mL/kg;do the muscle
stimulation test with 8 New Zealand white rabbits, injection of 0.1 ,0.2 0.5 mL/kg bw. into the right quadriceps,
the left quadriceps was injected with the same volume of sterilized 0. 9% sodium chloride solution as a control ;do
the erythrocyte hemolysis test with 2 New Zealand white rabbits by external test tube method , collect heart blood 50
mL , make blood cell suspensions,and then add the liquid temperature of the tested medicine 3 h. Results of skin
irritation test:the average value of stimulating reaction points of the subjects with imidocarb injection at different
time points was 0. Skin sensitization test; the allergic reaction rate was 0 which guinea pigs were treated with the
tested drug group and the negative control. Muscle stimulation test;the mean value of stimulation reaction points at
each point was 0. Hemolysis of erythrocyte test;the red cells of the tested drugs and the negative control all sunk in
3 h,and the supernatant liquid was clear,no brown or red — brown flocculent precipitate was seen in the solution.
The results showed no skin irritation , no allergic reaction,no muscular irritation,no hemolysis and condensation in
the injection of imidocarb injection, it is clinically safe enough for muscle injection.
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Tab 1 Test group and dose of skin irrigation response

541 ( Group) 0 ( Quantity ) 5|48 ( Dose ) /mL
T35 ( Test) 3 0.5
XiJ H& ( Control ) 3 0.5
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Tab 2 Skin irritation response scoring criteria
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Tab 3 Test group and dose of skin sensitization response

4341 ( Group) #5: ( Quantity) 8 (Dose)
TG (Test) 14 0.5 ml/kg
BAYE ( Negative) 6 0
FH: ( Positive ) 6 0.2 mL
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Tab 4 Score criteria for the degree of skin allergy

B WA SR ( Skin allergy) éiji)
JoeLBE 0
BEELLBE, fhimaT 1
a5 PREEZLBE, B AT U 2
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JEK i 0
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Tab 5 Evaluation criteria for skin sensitization

B A B IR BT
(Sensitization rate) /% (Skin sensitization evaluation)
0~10 TeHE
11~30 R
31 ~60 rh R B
61 ~80 o5 B gk
81 ~100 e JiE B gk
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Tab 6 Test group and dose of muscle irritation response

541 ( Group) Hi (Quantity ) 74 (Dose)

1 f% 7 #E (One dose) 2 0.1 mL/kg

2 %54 ( Double dose) 2 0.2 mL/kg
5 15574 ( Quintuple dose) 2 0.5 mL/kg
X} H& ( Control ) 2 0.5 mL/kg

x7 HARMRE SRR E
Tab 7 Grading criteria for muscle stimulation response
384 R ( Stimulus response ) R4 ( Reaction order)
T AR Ak 0
BRI, JEFAE 0.5 1.0 em BAF
FE TSI, JEFEITE 0.5 x 1.0 em L) 1
HEFTML, AT WU AR
HILIRAE 548 e
Lz PR SE
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Tab 8 Average score and grade

-2 43 ( Average score) A (Grade)
0.0~0.4 X
0.5~1.4 Ll
1.5~2.4 B
2.5~3.4 g
3.5~4.4 Gl
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Tab 9 Test group and dose of red blood

cell haemolysis response

W 2% 2141 0.9% WMk, K/l ZikY
%S B/ mlL 1/ mL (DE' leq /ML
(Test tube (2% Red cell (0.9% Sodium lil ;( (Test
No. ) suspension ) chloride ) water medicine )
1 2.5 2.0 0 0.5
2 2.5 2.1 0 0.4
3 2.5 2.2 0 0.3
4 2.5 2.3 0 0.2
5 2.5 2.4 0 0.1
6 2.5 2.5 0 0
7 2.5 0 2.5 0
2 HBRE55W

2.1 FRAFRE 6 K2R 2k A Rk
22457 d WITA], 7R L2 T R 4 R LK B B ik AT
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W21 AT (4525 1 d) SZARZYIALGR 2 1 d)

Excipient control group (medicated 1 d) Tested medicine group (medicated 1 d)

TBUTEE S IR (15 24505 72 h) SR 2)5 T2 h)
Excipient control group (withdrawal fater 72 h) Tested medicine group (withdrawal fater 72 h)

E1 #HEZKEREKRIMER
Fig 1 Results of New Zealand white rabbits skin stimulation
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Tab 10 Skin irrigation score

wHEssd @l i BRAL R H BRAH S E BERTRIRCR % BRMOA S
(Tosting time)  ( Group) (Animal (Skin erythema score) (Skin edema score) (Irrigation (Skin irrigation
quantity ) 0 | N 3 4 0 ) 5 3 4 Occurrence rate) total score )
56 ( Test) 6 6 0 0 O 0 6 0 0 0 0 0 0
it ( Control ) 6 6 0 0 0 0 6 0 0 0 O 0 0
B ( Test) 6 6 0 0 0 0 6 0 0 0 O 0 0
2 it B ( Control ) 6 6 0 0 0 0 6 0 0 0 0 0 0
I (Test) 6 6 0 0 O 0 6 0 0 0 0 0 0
: %F 18 ( Control ) 6 6 0 O O 0 6 0 0 0 0 0 0
56 (Test) 6 6 0 0 O 0 6 0 0 0 0 0 0
! Xif #8 ( Control ) 6 6 0 0 0 0 6 0 0 0 0 0 0
R ( Test) 6 6 0 0 0 0 6 0 0 0 O 0 0
. %if 1 ( Control ) 6 6 0 0 0 0 6 0 0 0 0 0 0
56 ( Test) 6 6 0 0 O 0 6 0 0 0 0 0 0
¢ o B8 ( Control ) 6 6 0 0 0 0 6 0 0 0 O 0 0
56 (Test) 6 6 0 0 O 0 6 0 0 0 0 0 0
’ it ( Control ) 6 6 0 0O 0 0 6 0 0 0 O 0 0
1 R ( Test) 6 6 0 0 0 0 6 0 0 0 O 0 0
(Wihdrawal) = 348 ( Control ) 6 6 0 0 0O 0 6 0 0 0 0 0 0
2 K5 (Test) 6 6 0 0 0 0 6 0 0 0 O 0 0
(Wihdrawal) 34 & ( Control ) 6 6 0 0 0 0 6 0 0 0 0 0 0
3 R ( Test) 6 6 0 0 0 0 6 0 0 0 O 0 0
(Wihdrawal) = 3418 ( Control ) 6 6 0 0 0 0 6 0 0 0 0 0 0
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BRI 2 R AE B R 2524 24 48 72 h i, Bz IR R W4T
BERIAK I IR G (] 2) 5 AR AT S0 ) 40 2 21X 25 i
RIS Yot B S A0S 107 23R A 00, T B X 4 K B35

ZA 2 (Tested medicine group)

BH X IR ZH (Negative control group)
2 BRAHET2h HRESER

Fig 2 Results of guinea pigs skin sensitization after administration 72 h
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Tab 11 Skin sensitization rate
) S IRETBESME BRI 8
<T?1§J n 4341 ( Group) (Skin erythema score) (Skin edema score) 3% (Allergy rate) /%
0 1 2 3 4 0 1 2 3 4
BHE ( Positive) 0 4 2 0 0 0 4 2 0 0 100
24 A ( Negative ) 6 0 0 0 0 0 0 0 0 0 0
K5 (Test) 14 0 0 0 0 0 0 0 0 0 0
FH 1 (Positive ) 0 3 2 1 0 0 3 2 1 0 100
48 1 ( Negative ) 6 0 0 0 0 0 0 0 0 0 0
TR (Test) 14 0 0 0 0 0 0 0 0 0 0
FH 1 (Positive ) 0 3 3 0 0 0 3 2 1 0 100
72 1 ( Negative ) 6 0 0 0 0 0 0 0 0 0 0
B (Test) 4 0 0 0 0 0 0 0 0 0 0
2.3 HLARABRE AT ZiEYE4.12.24 48 h x12 FHMERENE
R LGE B T S0 e R L. A T2 Tab 12_lrritation score
WY 48 h AbFEA IR LRI RALS 2 F (HERE 4 1 U S s or
H) R, 9 B L 2 U 3 A A A ' soore)
e R R R Lo iR
A A : (High dose) 2 T P IR LA AL 0
JE BRI SRR AT 5 0 s, PEDLIED 3, 4 4 A i ; T mmaisk o
LSRRI B AR 0, SIAER IEAL A (Medim dowe) 4 pmmarat o
WS VR 12, th R A2 1 R e R R T I 5 T IR T L5 0
SRR T P 22 R 1 B T B SR A o (Low dose) 6 T 1A R T L5 A 0
%t ig 7 TCA R WLAE AL 0
(Control) 8 T PR T 5 A 0
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X IR (4 245)
Control group
(before administration)

TR ZH (45 24 1)
High dose group

(before administration)

o HRZH (FrI432)
Control group(autopsy)

TR 2 GRAG)
High dose group(autopsy)

PR )R 48 h)
High dose group
(48 h after administration)

IR (A 2548 b
Control group
(48 h after administration)

X IRZH (AW )

Control group(tissue slice)

R 2 (SR
High dose group(tissue slice)

3 FEZKARAHEMS h EREHRFRELER
Fig 3 Result of New Zealand white rabbits skin sensitisation pathology after administration 48h
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Fig 4 Result of New Zealand white rabbits red blood cell hemolysis
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