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Special Safety Research of Gamithromycin Injection

ZHANG Yun—Qian, DENG Fei, LU Mei—yu

( North China Pharmaceutical Group Corporation Veterinary Co Lid ,Shijiazhuang 050041, China )

Abstract; Study on the safety of gamithromycin injection through skin sensitization, skin irritation, muscle
stimulation and erythrocyte hemolysis test in guinea pigs and rabbits was made so as to provide reference for
clinical medication safety.The skin irritation test with 8 New Zealand white rabbits was done, and the dose of the
drug was 0.5 mL ( specification: 150 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 mlL/kg; do the muscle
stimulation test with 24 New Zealand white rabbits, injection of 6, 12,30 mg/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 tubemethod, 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 gamithromycin injection at
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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 gamithromycin injection, it is clinically safe enough for

muscle injection.

Key words: gamithromycin injection; special safety; skin irritation; skin sensitization; muscle stimulation;

hemolysis of erythrocyte
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Tab 1 Test group and dose of skin irrigation response

44 ( Group) $(i ( Quantity) 74 (Dose) /mL
R (Test) 8 0.5
X} 18 ( Control ) 8 0.5
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Tab 2 Test group and dose of skin sensitization response

4344 ( Group) 5 (Quantity) # 4 (Dose)
55 (Test) 20 0.5 mL/kg
BA P ( Negative ) 10 0
FH 1 (Positive) 10 0.2mlL
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Tab 3 Test group and dose of muscle irritation response

4341 ( Group) B (Quantity ) F 4 (Dose)
1 f55 4 ( One dose) 8 6 mg/kg
2 %3 & ( Double dose) 8 12 mg/kg
5 £ 514 ( Quintuple dose) 8 30 mg/kg
i B8 ( Control ) 24 0.9%
1.3.4 ZhXlE KRB IHEERA®R2 H,

SRR SMAAE 2, B IR LB E R 4T, 21 B
W 4, SRR 50 ml, 8B 2T 038, Ab B S B
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HLBER NG, iE— 20 I 2 BB R R R

AAEALIXESE FE

Tab 4 Test grouping and dose of muscle irritation response

0.9% F AL/ mL
(0.9% Sodium chloride)

1K)/ mL

( Tested medicine)

ZEAR7K/mL
( Distilled water)

REHRS 2% 21 A LS/ mL
(Test tube No.) (2% Red cell suspension)
1 2.5
2 2.5
3 2.5
4 2.5
5 2.5
6 2.5

7 2.5

2.0
2.1
2.2
2.3
2.4
2.5
0

0 0.5
0 0.4
0 0.3
0 0.2
0 0.1
0 0

25 0
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Tab 5 SKkin irritation score
. S HEBRLLBES B 431 BIRARVECE /% s s
2y Ziﬁ/ d Bl ( Animal (Skin erythema scores ) (Skin edema scores ) (Irritation (Skin irritation
( Testing time ) ( Group) . Occurrence
qantity) oty S 3 4 o 1 2 3 4 rate) total score)

K5 (Test) 8 8 0 O 0 0O O 0 0 0 O 0 0
: %if B ( Control) 8 8 0 O 0 0O 0 0 0 0 o0 0 0
1056 (Test) 8 8 0 O 0O O O 0 0 0 O 0 0
? it ( Control ) 8 8 0 O 0 0O 0O 0 0 0 o0 0 0
186 ( Test) 8 8 0 O O O O 0 O 0 0 0 0
: %t H ( Control ) 8 8 0 O O O O 0 0 0 O 0 0
U5 ( Test) 8 8 O O O 0O o0 0O 0 0 O 0 0
! %t B8 ( Control ) 8 8 o 0 o O O 0 0 0 O 0 0
IR ( Test) 8 8 0 O O O O 0 0 0 O 0 0
: %t B8 ( Control ) 8 8 0 O 0O 0O 0O 0 0 0 0 0 0
K (Test) 8 8 0 O 0 0O 0O 0 0 0 O 0 0
° %t # ( Control ) 8 8 0 O O O O 0 0 0 o0 0 0
358 ( Test) 8 8 O O O 0O o0 0O 0 0 O 0 0
’ it B ( Control) 8 8 0 O 0 0O 0 0 0 0 O 0 0
1 16 ( Test) 8 8 0 O O O O 0 O 0 O 0 0
(Withdrawal) 34 g ( Control ) 8 8 0 0 0 0 0 0 0 0 © 0 0
2 {56 (Test) 8 8 o 0o o O O o0 0 0 O 0 0
(Withdrawal) 3 B8 ( Control) 8 8 0 0 0 0 0 0 0 0 0 0 0
3 TR (Test) 8 8 0 O O O O 0 0 0 O 0 0
(Withdrawal) 388 ( Control) 8 8 0 0 0O O 0 O 0 0 O 0 0
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IRIE X HRZH (4525 1 d) ZIAWA(HZ5 1 d)
Excipient Control group Tested medicine group
(‘medicated 1 d) (medicated 1 d)

TR REZH (#5724 72h) AR YA (172 )5 T2h)
Excipient Control group Tested medicine group
( withdrawal after72 h) (withdrawal after72 h)

FA=KXBREKRRIMER

Fig 1 Results of New Zealand white rabbits skin stimulation

X252 1 % R 21 B0 BE 41
2 BRAHET2h BERSEER

Fig 2 Results of guinea pigs skin sensitization after administration 72 h
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Tab 6 Skin sensitization rate
B RLLHE 53 BRI S o3
it 1] il (Skin erythema scores ) (Skin edema scores) U &
(Time) /h (Gruop) (Allergy rate) /%
0 1 2 3 4 0 1 2 3

FHM: (Positive) 0 0 4 6 0 0 0 3 7 100
24 FHH: ( Negative ) 10 0 0 0 0 10 0 0 0 0
{58 ( Test) 20 0 0 0 0 20 0 0 0 0

FHA%E (Positive ) 0 0 7 3 0 0 0 4 6 100
48 B4 ( Negative ) 10 0 0 0 0 10 0 0 0 0
{58 ( Test) 20 0 0 0 0 20 0 0 0 0

BHP: ( Positive ) 0 0 7 2 1 0 0 4 6 100
72 B4 ( Negative ) 20 0 0 0 0 20 0 0 0 0
{58 ( Test) 10 0 0 0 0 10 0 0 0 0

R B2 (A2 AL (4 2500) X BRAL (42 48 h) R (4255 48 b)

X FRZH (K ) L GRS SR el

B3 HAEZXARBHT8h ERBERFELER
Fig 3 Result of New Zealand white rabbits skin sensitisation pathology after administration 48h
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Tab 7 Irritation score
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HAS B IO IE , 78 A= 5T S5 07 34 oA B K i 45 o
WO, BB T FDANST AR SRR S W A R
(12 PRI IR B R SR L) 6 mg/kg 1A
HR RS Z 2T,

HE 15 min
4 FEZXERIAMBMELSER
Fig 4 Result of New Zealand white rabbits red blood cell hemolysis
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