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Container Closure Integrity of Packaging System of Ceftazidime for
Injection by Mass Extraction Method

GUO Yan-yan, ZHANG Wan-ying, QIU Yi-ting, REN Kun, WANG Xiao-lan, JIANG Yan', PUXiao—cong*

(Sichuan Institute for Drug Control, Chengdu 611731, China)

ABSTRACT: The work aims to establish a complete set of mass extraction method to study the container closure integrity
of the packaging system of ceftazidime for injection (specification: 15 mL; 1.0 g). The experimental parameters were
optimized by testing the negative control samples, negative samples and positive samples to complete system suitability
confirmation, detection limit confirmation and methodological confirmation of mass extraction method, and test the
6 batches of samples after storage at acceleration conditions (temperature: 40 °C£2 °C and relative humidity 75%+5%) for
0, 3 and 6 months. This method had a detection limit of 2 um, which was sensitive and convenient and the container
enclosure integrity of the product complied with the requirements. The mass extraction method can be used to study the
container closure integrity of ceftazidime for injection in the headspace aseptic packaging system.
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Tab.1 Determination of critical threshold

v —
B Wit T
Hom (pug'min™")
B PEAE S 90 2.74 0.15
SEHI{E+60, 3.65
FHPE XS RE (2 pm
LI ) 90 10.43 0.19
SEH{E—-60, 9.27
Ilﬁﬁ@{%ﬁl/ 6.46
(pug'min ')

I S A AT L (1),
F :(Mr—6x0'2)+(M+6><0'1)
max 2
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Tab.2 Determination of large leakage flow
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Tab.3 Test results of maximum test pressure
G Wi /Pa ¥J{H/Pa
340.37

342.64

343.17

346.90

345.17

359.97

359.97

359.97

359.97

359.97

543.82

537.29

537.29

537.29

537.29

497.96

491.96

497.96

494.36

497.96

I ) fe K AF N 434.36 Pa

BH P X BEAE 343.70
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Tab.4 Test results of system suitability

R P BB DS LB RAWECE (Fail)  AA8%50GE (Pass)  HEHIR/%
B 1 o B 3 3 3 0 3 100
A% FR+2 pm (FRUEIRFL ) 3 3 3 3 0 100
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Tab.5 Detection limit confirmation
Il E i mBceE Kk R AEMECE (Fail ) A& EE (Pass) TR 2/ %
BA AR 3 9 9 0 9 100
BHMEAE 5 +2 pm
Lt e v 3 9 9 9 0 100
it s s 74 i L
FHHRE 2 pm 5 6 30 30 0 100
FHPERE S 5 um 5 6 30 30 0 100
FHERE 8 um 5 6 30 30 0 100
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Tab.6 Detection range confirmation of
sample with large leakage

MR, AEmEcE SMECE ek

W ( Fail ) ( Pass) %
KIwHE A 9 9 0 100
KIsHE & B 9 9 0 100
Kt C 9 9 0 100
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Tab.7 Sample test results

gf:; it gg Pass/Fail ( gféig ) G %
01 30 0A Pass 30 100
02 30 0A Pass 30 100
03 30 O0AH Pass 30 100
04 30 O0H Pass 30 100
05 30 0H Pass 30 100
06 30 0H Pass 30 100
31 30 34 Pass 30 100
32 30 34 Pass 30 100
33 30 34 Pass 30 100
34 30 34 Pass 30 100
35 30 34 Pass 30 100
36 30 34 Pass 30 100
61 30 64 Pass 30 100
62 30 64 Pass 30 100
63 30 64 Pass 30 100
64 30 64 Pass 30 100
65 30 64 Pass 30 100
66 30 64 Pass 30 100
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