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Abstract: Objective To study the local irritation of repeated intrathecal injection of Ziconotide Acetate, and to provide reference for
irritancy evaluation of intrathecal injection. Methods Sixteen New Zealand rabbits were assigned into two groupsat random: Control group
and Ziconotide Acetate group, eight animals each group. Totally 50 pL saline or Ziconotide Acetate (100 pg/mL) were administrated by
repeated lumbar intrathecal injection once daily for 7 d. Animal behavior was observed every day, and four animals in each group were
sacrificed 2 d later after the last injection, the lumbar spinal cord was removed for histopathological examination and irritancy evaluation.
The remaining animals were sacrificed for irritancy evaluation 14 d later after the last injection. Results Only one animal died after
anesthesia on day three in saline group, while no obvious adverse reactions were observed in other rabbits during the entire study, and no
intrathecal irritant reactions of histopathological examination were found in both groups. The reversible minor mechanical damage was
observed at the injection point, 2 d after the last administration. Conclusion For 7 d repeated lumbar intrathecal injection in rabbits, no
intrathecal irritant reactions observed in Ziconotide group, and the New Zealand rabbit could be used as a local irritation evaluation model.
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Table 1 Microscopic examination score of intrathecal irritation
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A no abnormal change of the back end of spinal cord in Ziconotide group 2 d after the last dose; B focal lymphocytic infiltrates of unilateral

spinal cord (the white arrow) at injection site and part of the nerve fibers demyelination (the black arrow) were found in control group 2 d after the

last dose; C necrosis foci at unilateral spinal cord, a few lymphocytic infiltrates and a few demyelinating nerve cells were found in Ziconotide

group 2 d after the last dose; D multifocal bleeding of epidural connective tissue (the black arrow) at injection site were found in Ziconotide group

14 d after the last dose.
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Fig.1 Histopathological findings of intrathecal irritation



L¥igaatz Drug Evaluation Research 35 40 %% 18] 201741 8 * 57

R2 HARHEAREETSRERFIE

Table 2 Microscopic examination score and judgment of intrathecal irritation
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