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Abstract: Objective Hemolysis test, vascular irritation test, muscle irritation test and active systemic anaphylaxis test (ASA) were
used to observe the local toxicity and anaphylaxis of Ceftriaxone Sodium for Injection and Rochefen, the commercial reference
substance, and to evaluate the consistency. Methods The hemolysis tests were performed by naked eye observation and
spectrophotometer method. The vascular irritation test of New Zealand rabbits was performed by auricular vein administration with
maximum concentration (93 mg-mL™") for clinical intravenous administration of test substance or commercially available control
substance for four days. The muscle irritation test of New Zealand rabbits was performed by im injection of quadriceps femoris of
right hindlimb for four days with highest clinical concentration of intramuscular injection (238 mg-mL™, administration volume
1 mL). The active systemic anaphylaxis test was performed by traditional ASA test of guinea pigs. The sensitization doses were 0.5
and 1.5 mg-kg™', and the excitation doses were 1.0 and 3.0 mg-kg™, respectively. Results Both naked eye observation and
spectrophotometer method showed that the test substance and Rochefen had no hemolysis and erythrocyte aggregation in vitro. The
clinical equivalent dose of the test substance group and the Rochefen group had no vascular irritation. The maximum administration
concentration of the test substance and Rochefen had severe muscle irritation 72 h after the last administration and at the end of the
recovery period, normal repair phenomena such as fibrosis were observed in the muscles at the injection site of the animals in the
test substance group and the commercial reference substance group. The ASA test showed the weak positive systemic sensitization
consistently between the test substance groups and the Rochefen groups. Conclusion The local toxicity and anaphylaxis of
ceftriaxone sodium for injection is basically the same as Rochefen which can be used in clinic.
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Table 1 Sample addition for in vitro hemolysis test of

Ceftriaxone Sodium for Injection

W 2% 418 0.9% FALEN KBS 32334/ T EXT IR

5 BUmL  ESHE/mL AK/mL mL  f/mL
1 25 2.0 0.5

2 25 2.1 0.4

3 25 22 0.3

4 25 23 0.2

5 25 2.4 0.1

6 25 2.0 0.5
7 25 2.1 0.4
8 25 22 0.3
9 2.5 2.3 0.2
10 25 2.4 0.1
11 25 2.5

12 25 25
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Table 2 Symptoms of allergic reactions
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Table 3 Evaluation standard of systemic hypersensitivity
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Table 4 Spectrophotometry results of in vitro hemolysis test of Ceftriaxone Sodium for Injection

W 15 min 30 min 45 min 1h 2h 3h

T Al WIMERY%  AE WIE%  AE BIMER% Al WIMER% A WIMERY% AE HEIER%
1 0017 -0.58 0.024 0.10 0.032  -0.43 0.025 -023  0.036  1.62 0.023 037
2 0.024 0 0.023 0 0.034  -0.14 0.025 -023  0.021  0.10 0.020 0
30020 -0.33 0.032 0.92 0.036 0.14 0.024 -035  0.018 -0.20 0.021 0.12
4 0020 -0.33 0.023 0 0.033  -0.29 0.025 -0.23  0.018 -0.20 0.023 037
5 0019 -041 0.023 0 0.037 0.29 0.030 035 0.02 0 0.027  0.87
6 0.023 -0.08 0.025 0.21 0.033  -0.29 0.027 0 0.024  0.40 0.025  0.62
70022 -0.17 0.024 0.10 0.032  -0.43 0.026 -0.12  0.024  0.40 0.021  0.12
8 0022 -0.17 0.024 0.10 0.031  -0.58 0.026 -0.12  0.021  0.10 0.022 0.5
9 0.022 -0.17 0.025 0.21 0.034  -0.14 0.027 0 0.022 020 0.02 0
10 0.032 0.66 0.032 0.92 0.033  -0.29 0.026 -0.12  0.018 -0.20 0.021  0.12
11 0.024 0.023 0.035 0.027 0.020 0.020
12 1.231 0.996 0.725 0.890 1.008 0.828
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Fig.1 Vascular stimulation test pathological photographs

of New Zealand rabbit ear proximal part
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Table 5 Results of twice-excitation reaction of ceftriaxone sodium for injection on guinea pig active systemic
hypersensitivity test
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