AT HPLC Vo 2 H: 5 P HL R B A SR ) H e

FO2VES L AERLY RLE WLRET(LPEAFEER, KD 4100132 HEHAHH
RERYPC, KD 410014)

HESES R927.11 XHEFRER A
DOI  10.6039/j.issn.1001-0408.2013.37.26

XEHFSE  1001-0408(2013)37-3525-03

B B B E s — RGBT IR R RS LIRS T R MR G HPLC k. ik R R AR R B Gk &4
HPLC AT 34T Ro9 24 A Sk iasbda e 2o i, ik 1 239 A5 aebik, 53 4 B A B 7 kA dlirm(F B )ik,
FEIAME IR, kA RET R 2 AR ER TN KRSk, AR TR L~4A A e B 3 4.9 AR KR AR
FEA B I RSB RE -G 5 R AR T E3 5 TR, BF 1 &L Fea iR B R L 24, 8 k2 K &d 0.
L5 T T k4 BAR A, E R TR R KRR A e

FER SRR ETE R RS A KRS R A XM RS

Comparison of the Determination of the Related Substances in Cefodizime Sodium for Injection by 4 Kinds of
HPLC

LI Lan"*, LIU Yan-ming"*, LONG Hai-yan®, PENG Lin’, LIAO Bin*, CHEN De-yu’(1.School of Pharmacy, Cen-
tral South University, Changsha 410013, China;2.Hunan Pharmaceutical Excipients Testing and Inspection Cen-
ter, Changsha 410014, China)

ABSTRACT OBIJECTIVE: To establish an HPLC method easier to operate and more effective to control related substances in Ce-
fodizime sodium for injection. METHODS: HPLC under 4 kinds of chromatogram condition were adopted to study the impurity pro-
files of Cefodizime sodium for injection from 3 manufactories . Methods 1 and 2 were isocratic elution methods from Japanese Phar-
macopoeia and Chinese Pharmacopeia. Method 3 was gradient elution. The detection wavelength of method 4 was adjusted on the
basis of method 2. RESULTS: 4 methods were able to identify 3, 4, 9 and 4 kinds of impurities, respectively. The impurity pro-
files of samples from 3 manufactories by 4 methods were consistent. The method 4 was easier to operate than method 3; response
values of its each impurity peak were obviously larger and more sensitive than method 1; its baseline noise was smaller than meth-
od 2. CONCLUSIONS: The method 4 is simpler and more accurate than other 3 methods, and it is suitable for the impurity detec-
tion of Cefodizime sodium for injection.
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Fig 1 Impurity profiles of 3 batches of samples analyzed by
2 kinds of methods
A. method 1; B. method 2; 1-4. impurities; 5. cefodizime; @sample a;
@sample b; @sample ¢
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Tab 1 Determination results of impurity in 3 batches of
samples analyzed by 2 kinds of methods
Fifia FEdhb il
HINHRER G, % AIHRERE o HINTREEE S %

Tk kRS

il 016 0.026 0.16 0.058 0.6 0.027
2 021 0.033 021 0.041 021 0.027
3 AR RN 037 0035 FME KK
4 0.60 0056 R AR 061 0.034
5(F1%) 1.00 99,884 1.00 99.866 1.00 99.913
BRI 0.115 0.134 0.088
k1 0.18 0.067 0.18 0.081 0.18 0.086
2 022 0.083 022 0.066 022 0.050
3 027 0.101 027 0.126 027 0.088
4 0.70 0.054 0.70 0.016 0.70 0.034
5(F:14) 1.00 99.696 1.00 99711 1.00 99.742
B 0.305 0.289 0258
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T30 3 R EE BRI , R AESH ORI Seih b 22300 s
M. EiE SRR VENE, o i 5AH A : 5 mmol/L LR %L,
WA B: 2, Wi - 0.5 ml/min; KK : 254 nm; SRR
10 plo B REGRIEFRIY UL 25 43 H7 3 HEAE bl 1) 24 5T Rl 3 45 2R L
%3,
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Tab 2 Gradient elution process for mobile phase

THf{E] , min A A-B LB
0~10 99:1~93:7
10~50 93:7~60:40
50~60 60:40
60~62 60:40~99:1
62~80 99:1
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Tab 3 Determination results of impurity in 3 batches of

samples analyzed by method 3
o Fifta Fhfi Fiie

¥ MMRERE A% HWRERE AR e HUREREE  AE%
1 029 0022 029 0.03 029 0.023
2 031 0017 032 0.024 032 0.016
3 075 0.034 078 0.041 078 0.015
4 091 0.066 093 0.041 093 0.047
5(F1%) 1.00 58,041 100 58511 1.00 58.190
o(Fitg) 1.00 41.663 1.02 41.140 1.02 41513
7 1.10 0.028 112 0.035 112 0.015
8 L3 0.032 114 0.063 1.14 0.032
9 121 0.03 13 0.027 FR
10 12 0.026 1.24 0.025 125 0.052
1l 131 0.039 133 0.061 133 0.015
12 KA KAl 141 0.083
BB 0294 0347 0.298
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Fig 2 Impurity profiles of 3 batches of samples analyzed by
method 3
A. samples; B. blank solvent; 1-4, 7-12.impurities; 5-6. cefodizime; (D
sample a; @sample b; Bsample ¢
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Fig 3 Impurity profiles of 3 batches of samples analyzed by
method 4
1-4.impurities ; 5. cefodizime ; Dsample a; @sample b; @sample ¢
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Tab 4 Determination of impurity in 3 batches of samples an-

alyzed by method 4

e FEfiha D el

HOGHEE &% HXHREEN A% MuRERE &8 %
| 0.18 0.051 0.18 0.061 0.18 0.063
2 022 0.088 02 0.086 022 0.074
3 027 0.085 027 0.1180 027 0.082
4 0.70 0.058 0.70 0.019 0.70 0035
5(F:1%) 100 99.718 1.00 99.716 1.00 99.747
BT 0282 0.284 0254
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Tab 5 Comparison of the determination of related substanc-

es by 4 kinds of methods (area normalization)

s FEih TRBLR SR, % BRREE, % i
ikl 2 0.056 0.115 3
b 0.058 0.134
¢ 0.034 0.088
ik 2 0.101 0305 4
b 0.126 0289
¢ 0.088 0258
i3 2 0.066 0.204 9
b 0.063 0347
¢ 0083 0.298
Jiikd 2 0.088 0.282 4
b 0.118 0.284
¢ 0.082 0254
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