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Abstract: Objective To provide a reference for pharmaceutical enterprises and research and development institutions to select methods
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and instruments for container — closure integrity test(CCIT). Methods According to the Chapter 1207 of United States Pharmacopeia
(41st Edition) ,three deterministic leak test technologies(vacuum decay,high voltage leak detection,and lased — based headspace analysis)
and two probabilistic leak test technologies(microbial challenging, liquid immersion and liquid tracer) were selected to test the sterile
negative samples in the same group. Results Among the two probabilistic leak test technologies,the liquid tracer method had low sen-
sitivity and poor stability,but the operation was simple and the instrument cost was low;the results of microbial challenging method had
high reliability,and ordinary microbial laboratory could complete the test without purchasing special instruments,but the reproducibility of
the results was poor. And the two methods were destructive tests, which were not suitable for small —batch products or high — value
products. The results of the three deterministic leak test technologies were reproducible and sensitive,and the test process had no dam-
age to the product. They were suitable for offline sampling test and 100% online test integrated into the production line,but the cost of
test instruments and the requirements of later measurement maintenance were high. Conclusion The five different test methods have

their own characteristics, when choosing the test methods should be based on the properties of products as well as the regulatory re-

quirements of different international markets.

Key words:sterile drug;container — closure integrity test;deterministic leak test technologies;probabilistic leak test technologies
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