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LI Hui"?, YANG Xiaoli*’, LIU Like*, MA Yuanbin®’, SHENG Jinfang™’

1. Shaanxi Sheng de tai lin Biological Safety Technical Testing CO. Ltd, Xi'an 710065, China

2. NMPA Key Laboratory for Testing Technology of Pharmaceutical Microbiology, Xi'an 710065, China
3. Shaanxi Institute for Food and Drug Control, Xi'an 710065, China

4. Shaanxi Institute of Medical Device Quality Supervision and Inspection, Xianyang 712046, China

Abstract: Objective To establish the microbial limit test method for three kinds of imidazole antifungal creams, such as miconazole
nitrate, ketoconazole, and triamcinolone econazole. Methods Sterile sodium chloride peptone buffer of pH 7.0 containing 5%
polysorbate 80 was used to prepare three kinds of cream 1 : 10 for test solution, and dilute to 1 © 20 and 1 : 50, respectively. Test
solution was added with Staphylococcus aureus, Pseudomonas aeruginosa, Bacillus subtilis, Candida albicans, Aspergillus niger,
and inoculated sterile plate. According to the 1105 of Volume four from the "Chinese Pharmacopoeia" 2015 edition, the applicability
of plate method and dilution plate method was investigate. Cream was added to a two-phase system of sterile pH 7.0 sterile sodium
chloride peptone buffer and isopropyl myristate. Add five kinds of test bacteria and perform the counting method suitability test. The
test solution of 1 : 10 with and without extraction membrane filtration treatment were inoculated into different volumes of tryptic
soy peptone liquid culture medium, according to 1106 of Volume four from the "Chinese Pharmacopoeia" 2015 edition to carry out

control bacteria test suitability test. Results Through the plate method or dilution treatment, the recovery rates of three kinds of
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bacteria in the three creams met the requirements; the three creams had strong antibacterial effect on Candida albicans and

Aspergillus niger, and the recovery rates of the two kinds of bacteria were far less than 0.5, which did not meet the applicability

requirements of the method. The recovery rate of each test bacteria for the determination of total aerobic microbial count, total

combined yeasts and molds count all met the requirements of 0.5 ~ 2.0, and the detection of control bacteria in the test solution after

extraction-membrane filtration treatment was better than that of the untreated Test solution. Conclusion The extraction-membrane

filtration method can solve the problem of sample antibacterial removal and filter clogging. It is suitable for the microbial limit

inspection of three imidazole antifungal creams.

Key words: extraction; imidazole antifungals; miconazole nitrate; ketoconazole; triamcinolone econazole; cream; microbial limit test
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Table 1 Recoveries of plate count methods and dilution-plate count methods of three creams
kg 4 MR RE SHOEERE MEFRFE AOSKkE Bl SREVS7 IR S hEn
Aok e WEe1 wEe2 B Wi w1 W2 Wi W2 Bl Wi W1 e
1:10 A 0.79 1.01 0.05 0.16 0.79  0.87 0 0 0 0 0 0 0 0
(@90mm) B 045 041 0.43 0.4 0.46  0.39 0 0 0 0 0 0 0 0
Cc 113 1.09 1.15 1.11 095 0.86 0 0 0 0 0 0 0 0
1:20 A 080 0091 0.42 0.49 0.68  0.81 0 0 0 0 0 0 0 0
(@90mm) B 0.58 0.63 0.52 0.49 0.75 0.74 0 0 0 0 0 0 0 0
C 1.25 1.23 1.00 0.95 1.07 093 0 0 0 0 0 0 0 0
1:50 A 079 093 0.93 0.89 0.85 0.70 0 0 0 0 0 0 0 0
(®90mm) B 0.86 0091 0.70 0.65 0.80  0.68 0 0 0 0 0 0 0 0
C 0.68 0.80 0.75 0.82 0.63 0.73 0.03 0.08 0 0.03 0.04 0 0 0
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mm) C / / / / / / 0.04 0 0 0 0 0 0 0
A-TYMC K 75 77 V38 FH 14 S0 K0 - FH 7 L LA « /- R AT i IS 46
A - test data of TYMC test method applicability; @ - diameter of plate used; / - test was not carried out
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Table 2 Recoveries of extraction-membrane filtration methods of three creams
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2 0.79 0.81 0.83 0.71 0.77 0.82 0.74
3 0.80 1.00 0.84 0.75 0.74 0.69 0.82
B 1 0.85 0.90 0.9 0.9 0.73 0.89 0.81
2 0.88 0.85 0.92 0.84 0.91 0.82 0.95
3 0.82 0.89 0.96 0.81 0.85 0.88 0.88
C 1 0.63 0.69 0.78 0.72 0.77 0.85 0.79
2 0.79 0.73 0.75 0.74 0.74 0.76 0.74
3 0.70 0.86 0.87 0.66 0.79 0.81 0.85

A-TYMC K6 75 75 32 18 P 1% 5 96 Ho
A - test data of TYMC test method applicability
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Table 3 Results of suitability of specified microorganisms
test methods of three creams
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