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Abstract: Objective

to conduct exploratory study on the testing method of formulations. Methods

To evaluate the quality standard of commercial Compound Metronidazole Vaginal Suppositories in China, and
Samples were selected in 2022 (involving two
manufacturing enterprises, seven batches of products) for national statutory testing in related substances, release behavior, microbial
limit and metronidazole content based on the national drug standard of the former China Food and Drug Administration [WS —
1001 - (HD - 1483) - 2003]. At the same time, the exploratory studies were conducted (including determination of relevant
substances, comparison of release rate, suitability test of microbial limit test). The quality of product and the controllability of
current quality standard on product quality was comprehensively evaluated. Results According to the national statutory standard,all
samples were qualified. Exploratory studies showed that the type and number of impurities in the sample were related to the active
pharmaceutical ingredients (APls) , and the detection result of impurities (including type and number) in the samples from two
manufacturing enterprises was similar, with known impurity of 2 — methyl = 5 — nitroimidazole detected in both enterprises; while
there were significant differences in the release behavior of the samples from the two manufacturing enterprises, and the average
release rates at 8 h and 24 h were both low;the microbial limit tests of samples from the two manufacturing enterprises both met
the requirements;the content determination by the ultraviolet — visible spectrophotometry method in the national statutory standard
was basically consistent with that by the high - performance liquid chromatography (HPLC) method established in this study.
Conclusion The current quality standard for Compound Metronidazole Vaginal Suppositories needs to be further improved. The
selected two manufacturing enterprises should analyze and evaluate the prescription processes, and further investigate the in wivo
bioavailability of the formulations.
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Fig.1 Typical chromatograms of metronidazole — related substances
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Fig.2 HPLC chromatograms of reference solution

0. 004% ~ 0. 05% o £5 A MV A i © M 22 ot HAth B> S5 K
Fe BN 2% BT S A A B 5], 2 K- T B 25 e o A
b 1A 3 LR A S T AR R R, B2 A R D
K H o LR A S A B 54 R IR B HOR 42
PERIZAE PR I A 72 T 2 T REAFAE TR UG
2.2.2  RASBERA B

R T ] 2 £ i 24 A A LS R 28 P P
(CDE) Ry B4R FH & U [P il 570 (BRI L B IE A4 ) 45 1l



2023 4F 11 H 20 H 45 32 %45 22 1)
Vol. 32,No. 22,November 20,2023

¥ %

China Pharmaceuticals

< AT ST AST -

Inspection and Test

RPN B R R (R DL AR ) ) (R AR AR K ) ),
S CHR 6 - 9], BT AR SRR IBE % 88 07 vk, e 2 Fh
XA T AR AN R G B0 7T L 2 Fh A 5T Y i 5 1Y
K (e L ) B BREN 1. 22 g, KR
fift SR 2 mol / LUKESER ¥ W 20. 5 mL, FI/KH B2
1 000 mL, #5457, BI45 pH 4. O BEFREL 25 VA (A 1) 5
FREURE R — 47 0. 68 g, Ji10. 1 mol / L & E AL 4M 1A T
15.2 mL, /K5 B 2 100 mL, ¥ 27 , BI45 pH 6. 5 B R
ERZ MR (AT 2) JHUA T 1,2 4% 900 mL, 5% 3 2 Ry
100 1 / min, 435400 IE 5 BHIE pH A 295 IR 2 pH o A [F]
AT R A AR 2R DL 3
TEIE 1 %
90 4
80
70 A
60
50 4 — 1
407 —_— 2
30 A
20 A
10 A _
0 T T - v T T t/'h
12 16 20 24

IS
o0

T 1 %
100
90
80
70 A
60 — 1
o p
30 4
20 A
10 o

0 T T r T T T t/h
12 16 20 24

B
A AR B.AR2
B3 RE R TR AR A &
A. Medium 1 B. Medium 2

&~
=}

Fig.3 Release profiles of samples under different media
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Tab.1 Results of release rate fitting of samples
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b1 I Weibull 2 M=46.7265(1- ") 0,948
Higuchi 7 %2 M =5.20781"*+4.9333 0.9736

Riger - Peppas 742 M,=6.225 1% 0.9943

2 Weibull % M =29.7785(1-¢ ") 0.9863

Higuchi 5 2 M=3.34760"7+8.8111 0.9274

Riger - Peppas 7% M, =5.476 6" 0.964 5

3 Weibull 9% M,=114.398 6(1-¢ %) 0.9877

Higuchi 7 #2 M =12.094"*+18.989 0.9919

Riger - Peppas 742 M,= 116375 "% 0.9992

A2 1 WeblpF M=17.7450(1- ") 0,9865
Higuchi 5 2 M=1.957 107 +3.9556  0.9846
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