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Abstract: Objective To study the four week repeated dose toxicity of recombinant human erythromycin injection(CHO cells) in
cynomolgus monkey. Methods Eighteen monkeys were randomly divided into three groups (six each, half male and half female) to
receive the dose of 0, 500, 1 500 IU/kg of EPO by sc injection three times a week for four weeks. On dosing termination, one third
of the animals in each group were left to observe four weeks recovery. Daily observation of animal appearance and sign, behavior
and mental state were carried out. And body weights, body temperature, ophthalmology, ECG, hematology, clinical chemistry, T
lymphocyte subset and histopathology were examined in different points in administration period and recovery period. Results No
abnormalities were found in the exarninations of clinical symptoms, body weight, body temperature, opthalmology, ECG,
coagulation index, clinical chemistry and gross anatomy. RBC, RET, HGB, HCT and PLT were observed signifieantly increased and
LYMPH obviously decreased in high and medium dose groups after four weeks dosing as compared to control group. RET and PLT

returned to normal level and RBC, HGB and HCT remained at a high level after four weeks recovery. The proportion of CD3'T cells
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decreased significantly in high dose groups and returned to normal level after 4 weeks recovery, the mild erythroid hyperplasia of

femur were abserved in high dose group in three animals after 4 weeks dosingon histopathology exarnination. Conclusion The dose

of 15 00 IU/kg of Recombinant human erythromycin injection (CHO cells) for 4 weeks shows no obvious toxic effect in cynomolgus

monkey. The changes of hematology and pathology are related to their pharmacological effects.
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Fig.1 Effects of rHUEPO injection on body weight and body temperature of cynomolgus monkey
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Fig. 2 Effects of rHUEPO injection on hematology of cynomolgus monkey
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Fig.3 Effects of rHUEPO injection on coagulation index of cynomolgus monkey
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Fig.4 Effects of rHUEPO injection on T lymphocyte subset of cynomolgus monkey
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