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Microbiological Quality Analysis and Evaluation of Chinese Pharmacopoeia (2015 Edition) for Bazhen
Capsules and Bazhen Tablets

CHEN Zhiyu, XI Shidong(Ningbo Institute for Drug Control, Ningbo 315040, China)

ABSTRACT: OBJECTIVE To establish the method of microbial limit test for Bazhen capsules and Bazhen tablets, analyze
the test results and contaminant microbes. METHODS The method validation of Bazhen capsules and Bazhen tablets of
microbial limit test of Chinese Pharmacopoeia (2015 Edition) was conducted. Thirty-one batches of Bazhen capsules and Bazhen
tablets from 6 manufacturers were tested under the validated method. VITEK 2 Microorganism Identification System was used
for bacterial and yeast identification. RESULTS The recoveries of 5 validation strains for the total aerobic microbial count,
total yeasts and mold count were more than 0.5. In validation of method tests on Escherichia coli, bile-tolerant gram-negative
bacteria and Salmonella enterica subsp., validation strains were detected. The main contaminant microbes were Bacillus spp. and
microbe related to the herb material and environment. CONCLUSION The medium dilution method is used for the total
aerobic microbial count, routine pour-plate method is used for total yeasts and molds count. The direct inoculation method is
used for the detection of Escherichia coli, bile-tolerant gram-negative bacteria and Salmonella enterica subsp. (for the capsule).
It is satisfactory that the results of microbial limit tests of 31 batches of samples meet test requirements. The main polluted
microbes is Bacillus spp., which are common in the drug material and production environment.

KEY WORDS: Bazhen capsules; Bazhen tablets; Chinese Pharmacopoeia (2015 Edition); microbial limit test; bile-tolerant
gram-negative bacteria; validation of method; quality analysis
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Tab. 1 Manufacturers and batches of Bazhen capsules and
tablets
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1.3 FEFRIEEAM R
JR I K TR B IR B 7R A (TSA, #L5: 0335348).
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[ K G R 77 2(TSB, fit5: 20130827).
Vo R & R R RS 95 35 (SDA, #it5: 20130830).
FEYLN 7R R EMacB, #t5: 20130625). #
REYLE g1 77 3E (MacA, fit5: 20130912). f7iE
BRI 3 TR TR AR B IR R (L5 . 20150120) KA H 2L
HREE IR R RIS 20140929). RV Vb H 14
BRI R (LS . 20150202) AHE 5 2 R it 4
PHER 3 R 1T 7R 35 (L5 2 20150312) 35738 o3& F 4
2. FRERCA pH 7.0 618 AL BN (1 R 22 vl
(5 : 20130622). 55 FFFM H 200 B 7 sl -
AR AR. R =R R AR FigEA
MEARE IR A 7 R R R AEYE AR AR
A,
1.4 B Fl

4 3 0 %8 4 BR H [Staphylococcus aureus
CMCC(B)26003]. i ¥ 28 f AT B [ Bacillus subtilis
CMCC(B)63501] KWyi% % Wi [Escherichia coli,
CMCC(B)44102] « #i 2k i ¥ B 1% [Pseudomonas
aeruginosa, CMCC(B)10104]. F & &k # [ Candida
albicans , CMCC(F)98001] - it 5% [Aspergillus
niger , CMCC(F)98003] . 2 % g {5 % ¥ ]
[Salmonella paratyphi B, CMCC(B)50094]¥ g
FE] £ 5 24 G s i T B Bt
2 FHEE&RPY
2.1 BERH %

% B8 [ 25 L 2015 48 DU 0 SR ) %
2.2 BERW %
2.2.1 TR R E L BT AR B B AT ES R
JR 35 A B A A I g i ) & BURES 10 g,
m pH 7.0 Jo B SAGEA-E A IRZZ R % 100 mL,
S1%, il 1 D10 PR . R 10 i RYIFERE
HIA 10 100 A1 12 1000 AL
2.2.2 it JH 5 2% B M B A 0 £ A ) A%
IUFESh 3 g, N TSB 57554 30 mL, 213K, il ik
1210 MR
223 WITEAEM SRR & U 10 g,
BN TSB B3R5 % 100 mL, 213, #1142 1.
2.3 TR SE B R A B A6 E
USRI
2.3 CEOMEMLYE(EEDL 1 mL)
2.3.1.1 WA 2.1 IR B 0.1 mL
(B7%0H 3 000~10 000 cfurmL™)IAF] 10 mL
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pH 7.0 EALEA-EE E R M, B 1 mL EANT
MA, AR FRES, e W RS, 4%
N a.
2.3.1.2 KSR BRI 0.1 mL i A F
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M, IR FREE, WS PEEE, 4%
N b.
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FrIdk, WE W TR R RN oo
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2320 BEVRATIEZE HL2.17 00 F A BE R 0.1 mL
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2 OWHE I AR 6 ERE (n=2)

Tab. 2 Recovery of validation strains of routine pour-plate

method(n=2) %
ﬁﬁ@%@ %@ﬁﬁjfﬁ *S%%T@ PE EaSEE
T BR B ik FFi
68 71 43 91/85 92/96
59 45 48 98/96 99/101
70 39 39 100/99 96/95
72 85 49 102/92 103/89
55 83 34 92/91 96/87
73 70 48 89/86 98/94
71 39 29 85/94 91/97
66 58 61 99/86 102/96
58 41 46 89/91 98/94
70 78 35 97/103 87/99

*: éj\f“]lej TSA/SDA #5354k b

Note: The recovery of TSA/SDA medium.

2.4 KipE A s &5k s

241 s B 10 mL, M E
100 mL (1] TSB £33,

2.4.2 FAYEXIRZE  HUpH 7.0 EALAA- A iR g2
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243 MHMERUEA  BAEEGE 10 mL, AR
100mL ) TSB ¥:7& %, I A W 7% £ 15
10~100 cfu 1Kz 452 75 1 B B -

®3 BRAMBIEE LRI M ERE(0=2)

Tab. 3 Recovery of validation strains of medium dilution

method(n=2) %
Wik mL S EHERE WS RPERE AR
0.5 73 74 89
0.2 81 92 88
0.5 75 78 42
0.2 92 89 78
0.5 80 52 59
0.2 97 88 88
0.5 78 78 79
0.2 94 91 93
0.5 72 79 38
0.2 85 95 71
0.5 97 82 72
0.2 98 94 82
0.5 73 57 36
0.2 82 87 89
0.5 88 64 61
0.2 91 96 97
0.5 69 54 44
0.2 99 90 85
0.5 80 79 50
0.2 93 100 88
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Fig. 1 Process of microbe purification and identification
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YR H. K R E 258 2015 FERRTTVE, 31 ikt
S B AR R =10 ofurg IOR S HE, T
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PR EABEEAK, K8 AT RS S
(Enterobacter cloacae complex, 99%)F1/1 Il W& 4 B
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Tab. 4 Bacterial and yeast identification results

i BRI EERYE R VITEK2 % 5 45 5

1 T [P BR B GP A5 5 5T W (Kocuria varians)(97%)

2 T, Y, S BT B GN 12 W )& (Pantoea spp)(95%)

3 T, Y, H BH 14 FF 1 GN i FE A 5. L 18 (Pseudomonas oryzihabitans)(87%)

4 T, Y o AT T GN /b 2 B B 5 N T (Sphingomonas paucimobilis)(98%)

5 T, Y o AT T GN fiti 4 58 B 1M 1 5 & Bl (Klebsiella pneumoniae ssp ozaenae)(96%)
6 T B AT B GN AN B T (Aeromonas sobria)(86%)

7 Y I AT B GN TS HR B B (Rhizobium radiobacter)(99%)

8 Y BT B GN P AB I B (Pseudomonas fluorescens)(96%)

9 Y B AT GN R B S R (Pasteurella canis)(90%)

10 S G REF R GN Ak B B B (Aeromonas salmonicida)(90%)

11 S IoH AT T GN 15 1 1575 Wi (Escherichia vulneris)(93%)

12 S B P AT B GN i B . B (Roseomonas gilardii)(99%)

13 S, H [ P AT B GN AR B 1 (Pseudomonas luteola)(97%)

14 H BT B GN i) 2 A BT 1 & A 1 (Acinetobacter baumannii complex)(85%)
15 T, Y, S, H PHIHEFRIATHE BCL B K 2E 0 HT B (Bacillus megaterium)(97%)

16 T, Y B 2 F T BCL His gf; j‘iﬁi/ ;@fgiﬁi;‘i’i ﬁifﬁ;i%ﬂﬂlus

17 T, Y BF 44 27 FU AT 1 BCL AR 5 KT B (Bacillus licheniformis)(96%)

18 T, Y BF 44 27 FUAT 1 BCL IR 2 HUFF B (Bacillus circulans)(93%)

19 BF 44 2F FAT 1 BCL L208 L T FT B (Bacillus lentus)(92%)

20 B 2 FAT TR BCL BT 45 2F AT B (Brevibacillus choshinensis)(89%)

21 B A 2 AT TR BCL B4R 2E THT B (Bacillus vallismortis)(96%)

23 Y BF 44 27 F AT BCL TRE N 28 5 U FF I (Paenibacillus amylolyticus)(90%)

24 T, S, H 3 4 YST AL TR/ 41 BB (Rhodotorula glutinis/mucilaginosa/(Crypto.laurentii)(91%)
25 S, H B 4 YST A B ER B (Cryptococcus albidus)(97%)

26 S BH YST H R BSER I (Cryptococcus neoformans)(92%)

e T TSA B:974E, Y NEFRERRFRAE, Sy SDA Biafht, H NHIAMLRREFRHE.
Note: T is Soybean-Casein agar, Y is Nutrient agar, S is Sabouraud Dextrose agar, H is Rose Bengal Agar mediu.
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Applicability Test of Microbial Limit Test for Retapamulin Ointment
ZHENG Xiaoling, WANG Zhengnan, LI Jue(Zhejiang Institute for Food and Drug Control, Hangzhou 310052, China)

ABSTRACT: OBJECTIVE To establish and verify a method for the microbial limit test of Retapamulin ointment.
METHODS The applicability test for Retapamulin ointment was conducted according to the microbial limit test in the general
rules 1105 and 1106 of Chinese Pharmacopoeia (2015 Edition) Vol V. Retapamulin ointment was dissolved with isopropyl
myristate, and then filtrated by membran. After filtration, total count of aerobic bacteria, total count of molds and yeasts with
reducing the amount of sample and adding Tween-80 in aqueous washing solution, the culture medium dilution method was used
for control microorganisms test. RESULTS The recovery ratios of applicability test of total count of aerobic bacteria and total
count of molds were in the range of 0.5-2. Staphylococcus aureus was not detected and Pseudomonas aeruginosa was detected
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