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Determination of related substances in Candesartan Cilexetil Tablets

FANG Si-meng, SU Mu-jun, ZANG Ke-xin

Tianjin Institute of Pharmaceutical Research, Tianjin 300193, China

Abstract: Objective To optimize the HPLC method to determinate the related substances in candesartan cilexetil and its tablets

compared with the national pharmacopoeias. Methods Nine impurities in Candesartan Cilexetil Tablets were separated and identified

by HPLC. Chromatographic separation was carried out on an Waters Symmetry C;g column (150 mm x 4.6 mm, 5 um) at a flow rate of

0.9 mL/min. [Acetonitrile - water - acetic acid glacial (57 - 43 . 1)]-[acetonitrile - water - acetic acid glacial (90 - 10 : 1)] was used as

mobile phase. It was monitored at a wavelength of 254 nm, the temperatures of column and sample chamber were 35 and 10 ‘C, and

the injection volume was 20 pL.. Results

There was good separation among candesartan cilexetil and related substances under the

chromatographic conditions. The method had good specificity, linearity, and durability. Conclusion It provides reference and basis

to develop and improve the quality control of Candesartan Cilexetil Tablets.
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Fig.1 Structures of candesartan cilexetil and its impurities
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Table 1 Data of candesartan cilexetil and its impurities
%M VAN HARAHRS 7 F i Ir TR T TS HU%
B by 5 6] R C33H34NOg 610.66 610.98 (HHbVDIEE+HT) 99.75
A5 G Cy4HN4O;3 440.45 441.01 (G+H" 98.81
I T CysH,0NgO;5 454.48 455.04 (I+H" 97.83
I A Ca6H24NgO;5 468.51 469.03 (A+H") 99.50
5t B C3H30NgOg 582.61 582.85 (B+H") 99.02
A C C33H34N4Op 610.66 610.94 (CH+H") 95.74
Z%5t D C33H34NgOg 610.66 610.94 (D+H" 99.40
&l E C3sH3sNgOg 638.71 638.99 (E+H") 95.69
I F C3sH3sNgOg 638.71 638.97 (F+H") 97.85
J&t H Cs5,H4sNgOg 852.97 875.17 (H+Na") 99.72

Wi A 2 03T )
W 5 ) Sk R
WHLY PR B (021A)

469.05.582.84.610.95.638.99
441.00. 610.96. 875.09
582.81.610.96+ 639.00+ 639.01
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Fig.2 Chromatograms of candesartan cilexetil in specificity test
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Table 2 Linearities and correction factors of candesartan cilexetil and its impurities

EA EVEpyE MIXRE (RD 2R/ (pg-mL ™) ARG ER
P vb R A=38384 C+4762.9 0.999 9 0.04~39.60 1.00
FI A A=50099 C+4506.4 0.999 9 0.04~~39.80 0.77
4% B A=31101 C+2661.0 0.999 9 0.04~~39.88 1.23
e A=39317 C+27952 0.999 9 0.04~~40.04 0.98
Z4Jit D A=39749 C+3 1253 0.999 9 0.04~~39.84 0.97
4 E A=38177 C+2650.3 0.999 9 0.04~~39.96 1.01
F4JRF A=35227 C+2222.7 0.999 9 0.04~~39.88 1.09
3R G A=50543 C+4455.7 0.999 9 0.04~~39.60 0.76
F4Ji H A=26628 C+2336.1 0.999 9 0.08~~80.12 1.44
BT A=49363 C+4630.4 0.999 9 0.04~~39.92 0.78
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Table 3 Determination of related substances in Candesartan Cilexetil Tablets
N 5%

e A RBUB % C BOBYMHEE MR D ZMRE JRF OMRG ABH ORI EIRR
018B  0.04 0.37 0.03 99.14 0.05 0.12 0.25 — — — 0.86
0I9A  0.05 0.40 0.03 99.06 0.06 0.13 0.27 — — — 0.94
020B  0.01 0.37 0.02 99.18 0.04 0.12 0.26 — — — 0.82
021A  0.06 0.39 0.05 98.98 0.08 0.14 0.30 — — — 1.02
022A  0.02 0.37 0.02 99.18 0.04 0.12 0.25 — — — 0.82
023A  0.03 0.36 0.01 99.20 0.04 0.11 0.25 — — — 0.80

—ARELIE

—not detected
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