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Establishment of microbial limit test method for Pudilan
XiaoyanTablets and analysis on the test results”
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Abstract Objective; To establish the microbial limit test method for PudilanXiaoyan tablets, and analyzethe test
results of 59 batches from 14 manufacturers. Methods: The microbial limit testof 59 batches of PudilanXiaoyan Tab-
lets from 14 manufacturers was conducted by ChP 2015. The bacterial strains were identified withMALDI-TOFMS
and VITEK2COMPACT 30. Results:The recoveries of all kinds of test bacteria inthe suitability tests of total aerobic
microbial count, yeast and mold count were 0.5 ~2.0. Escherichia coliwas detected in the positive control group
and test control group of the control bacteria suitability test. Escherichia coli and Pseudomonas aeruginosa were de-
tected in the positive control group and test control group of bile-tolerant gram-negative bacteria test. Salmonella pa-
ratyphi B was detected in the positive control group and test control group of Salmonella entericatest. The main con-
taminant bacteria were Enterobacter cloacaeand other bacteria related to theenvironment. Conclusion: It is satisfac-
tory thatthe results of microbial limit tests of 59 batches of Pudilan Xiaoyan tabletsfrom 14 manufacturers meet test
requirements.
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Tab.1 The summary of manufacturers and batches of PudilanXiaoyantablets

J¥5(No. ) A7) % (Manufacturer ) vk (Batch)
1 Z G 25 045 B 7] ( Yunnan Baiyao Group Co. ,Ltd. ) 8
2 HRIN A K25\ A B 7] ( Jinzhou Bentian Pharmaceutical Co. ,Ltd. ) 8
3 H IR 12545 PR35 {T4 5] ( Gansu Minhai Pharmaceutical Co. ,Ltd. ) 8
4 RIS ZI A B3 5] (Wuhan Shuanglong Pharmaceutical Co. ,Ltd. ) 5
5 IR J7 25 345 B\ ] (Hunan Fangsheng Pharmaceutical Co. ,Ltd. ) 4
6 I ZSFLIF 1 2575 BR/A 7 ( Shandong Kongfu Pharmaceutical Co. ,Ltd. ) 3
7 W R T L2 A ) TR A5 P43 7] ( HaerbinLongshengbeiyaoBiopharmaceutical Co. , Ltd. ) 8
8 T N2 A W4 H] (Anhui Jiren Pharmaceutical Co. ,Litd. ) 4
9 L1554 W1 2545 PR\ 5] ( Foshan YibaoshengBiopharmaceutical Co. , Ltd. ) 2

10 SR 2R /A E] ( Yunnan Longfa Pharmaceutical Co. ,Ltd. ) 2
11 T RO EZ R F ( Guangdong Xinbao Pharmaceutical Technology Co. , Lid. ) 2
12 WA 25345 23 ] ( Shandong Xianhe Pharmaceutical Co. ,Lid. ) 2
13 EHEMIEE 2 A BRZF] (Jilin Daojun Pharmaceutical Co. ,Lid. ) 2
14 T 2l 2 A A4 B F 4451 25 ( Tianjin Zhongxin Pharmaceutical Co. ,Ltd. Longshunrong Pharmaceutical Factory ) 1
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Tab. 2 The recovery of validation strains in microbial limit testfor PudilanXiaoyanTablets ( routine pour-plate method )

b= & A A R TA IESCEI) i B 2 FELFF A e TR *

(No. ) (Staphylococcus aureus)  ( Pseudomonasaeruginosa) ( Bacillus subtilis) ( Aspergillusniger) ( Candidaalbicans )
1 0.01 0.02 0.03 0.74/0. 85 0.22/0. 19
2 0.42 0.31 0.59 0.83/1.13 0.78/0.90
3 0.52 0.56 0.22 0. 83/0. 89 0. 69/0. 67
4 0.47 0. 69 0.48 0.67/1.11 0. 80/0. 84
5 0. 14 0.09 0. 04 0.76/0. 85 0.43/0.51
6 0.15 0.23 0.13 0.93/0. 96 0. 60/0. 67
7 0.04 0.07 0. 00 0. 48/0. 50 0.45/0. 51
8 0.49 0.67 0. 46 0.67/0.78 0.74/0.79
9 0.27 0. 36 0.29 0.70/0. 46 0.57/0.59
10 0.16 0.36 0.32 0.52/0. 63 0.26/0.21
11 0.34 0.22 0.26 0.96/0.72 0.67/0.74
12 0.33 0.23 0.29 0.67/0. 63 0.71/0.70
13 0.53 0.45 0.58 0.93/1.09 0.70/0.72
14 0.13 0.23 0.13 0.85/1.00 0.51/0.53

T = R TR Jy TSA 597 46/SDA Higr 4k b i IR

Note: * indicates the data as the recovery of microorganisms in TSA and SDA media respectively



.52 .

i 25 i by YE Drug Standards of China 2020, 21(1)

R3O G W RS A A5 B T A [RCR (B R R

Tab.3 The recovery of validation strains in microbial limit testfor PudilanXiaoyanTablets ( medium dilution method)

FF5 EHOMEKE R el B MO T MR ZF AT R - HAOSTRE =
(No.)  (Staphylococcus aureus)  ( Pseudomonasaeruginosa) (Bacillus subtilis) ( Aspergillusniger) ( Candidaalbicans )
1 1.09 0. 85 1. 14 0.72/1.00 0.90/0. 92
2 0.92 0.90 0.96 0.83/1.13 0.99/0. 98
3 1.04 0.85 0. 86 0.96/0. 85 0.79/0. 81
4 0.87 0.83 0. 84 1.04/1. 11 0.97/0.90
5 0.73 0.90 1.03 0.63/1. 04 1.14/1. 05
6 0.75 0.91 1. 14 0.80/1. 07 0.90/1. 07
7 0. 67 1. 05 1.00 0.78/0.72 1.00/1. 06
8 0.91 0.78 0.74 0. 89/0. 80 0.97/1.03
9 0.97 0.90 0.94 0.96/0.91 1.15/1. 15
10 0. 87 1. 00 1.03 1.04/0. 80 0.93/0. 93
11 0.78 0.95 0.90 1.11/0. 87 0.97/0.92
12 0. 82 1.02 0.91 1.20/1. 17 0.86/0.90
13 0.92 0.69 1.12 0.85/1.33 0. 80/0. 80
14 1. 00 0.90 0.99 0.85/1.22 1.02/1. 05
T = FRFEUIE A TSA Hi774E/SDA B 74k b i [l ik
Note: = indicates the data as the recovery of microorganisms in TSA and SDA media respectively
R4 HHOETE S TR PR A AR RO FRLL R 1R
Tab.4 The recovery of thediluent control groupin microbial limit test forPudilanXiaoyan tablets
R SR OMEKE A el B MO T R AT A - H @&k =
(No.)  (Staphylococcus aureus)  ( Pseudomonasaeruginosa) (Bacillus subtilis) (Aspergillusniger) *  ( Candidaalbicans) *
1 1.08 0.97 1. 00 0.93/1.22 1.01/1.03
2 0.95 1.01 1. 10 1.04/0.91 0. 87/0. 86
3 1.13 0.97 1. 00 0.98/1.07 0.91/0.93
4 1. 00 0.94 0.99 0. 83/0. 89 1.08/1.01
5 1.04 1.01 1.17 1.07/1.26 1.02/0.93
6 1. 04 0.91 1. 00 0.80/1. 07 1.01/0.95
7 0.99 0.93 1. 00 1.00/0. 93 1.12/0. 94
8 1. 04 1.01 1.03 1.11/1. 02 1.08/1. 05
9 1.05 1.01 0.94 1.17/1. 13 1.03/1.03
10 0. 89 0.89 1.17 1.02/1.02 1.05/0.92
11 0.91 0.95 1.04 0.89/1.09 1. 08/0.93
12 1. 08 0.91 1. 06 0.98/1. 17 0.98/1.01
13 1.05 0.92 0.97 1.07/1. 11 1.03/0.92
14 1.13 1.01 1.13 1.28/1.00 1.12/0.93

T = R TR Jy TSA $5 97 4/SDA e 4k b iy AR

Note: # indicates the data as the recovery of microorganism in TSA and SDA media respectively
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2.4.1 4l HC1:10 B A10 L, 125 3
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FY R R 75 T T 2 o
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Tab.5 The suitability test results of Escherichia coli test

Groups TSB MacB  MacA
5521 (test group) + + +
BH M X B4 ( positive control group) + + +

BH X R 2 ( negative control group) - - -
TE: + 7 R G TR, O B B AR 5 - 7 R I T R
T, AT v AR K

Note: “ + ”indicates that the enrichment liquid is turbid, and the plate

has typical colony growth; “ — 7 indicates that the enrichment liquid is

clarified, and the plate has no typical colony growth

2.5 it HHER A 22 P A A 10l A R
2.5.1  Alahdl AR B 1 mL(1:10,1: 100,

3R 6 A Eh AR 22 [ R G A T VR T R 4 R
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10 mL i 18 P 3 R A RS T i
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ARG B R 3 A TR AR R R T I O s T
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Tab. 6 The suitability test results of bile salt resistant gram-negative bacteria test

4l P KI5 5 i Escherichia coli) 5645 ¥ 45  Pseudomonas aeruginosa)
(groups) (dose)/g EE VRBG R VREC
BLAA (test grovp) 0.1 + + VIR G -
0.01 + N . .
0. 001 + + + +
FF 2 %6 8 26 ( positive control group) + + . .\

BH4HE X} B 21 ( negative control group) -

T+ "SRG R, AR SR BT AE R - SRR R, P AR TC I T A

YO/ SRR, AR A ST B T A

w7 RN G IR AR b TE LT R A AL

Note:“ + ”indicates that the enrichment liquid is turbid, and the plate has typical colony growth;“ — ”indicates that the enrichment liquid is clarified,

and the plate has no typical colony growth. “ s ”indicates the batches of “ -”

2.6 VIR AL IE IS
2.6.1  fAN2H B 120 A € 200 mL, A
BTEBORAT 100 cfu BV T B W
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0.1 mL 8 E 10 mL RV V0 380 5 i A B 72 3k
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PRI AR T XLD SR |,32.5 CHiF% 24 h, ik
ISEE R 7, 14 HEIRUFFE & b, A3 0] B2 2 FH

and “ +” separately

PEXT RRZH rh QAU G FEVD 1) IR TR 18 2 K R, B
X BRZH AR DL R AR 1O 3 T T TR R A
2.7 FESSYAMN B HEE

3B I 4k N VRBG \MacA F1 XLD “F-#x I A=
K FEHl k. Sciliad VITEK MS 3L 5 Bhiot
Hrea g CATIS(R] BT % R 48 (MALDI-TOF MS) X 5 44
PHVEPLH S , B VITEK 4 [ 3h b P 4 e K 2
ot RGAEE— RN
2.7.1 SB[ LS mL 0B A
300 pLEBEFIK, HRELS ~ 10 mg REAEA 208
HIEFEMIRAT, ) LR B DA H A 900 Wl Z I
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Tab.7 The suitability test results of Salmonella paratyphiB test

Groups TSB RV XLD
TR 55 2H (test group) + + +
BH X5 BE 2 ( positive control group ) + + +
B X6} BB 4 ( negative control group) - - -
T+ 7 FORHE IR, PR BN R VE ARG - 7 RO R

T, PRI TR A K
Note; “ +” indicates that the enrichment liquid is turbid, and the plate
has typical colony; growth;“ —” indicates that the enrichment liquid is

clarified, and the plate has no typical colony growth
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Fig.1  The pie chart of statistical results for total aerobic mi-

crobial count of PudilanXiaoyan Tablets
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