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BIRAR, #it'5 20150803) ; 3- & -4- KRN (2, FRA
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S04 A« ESI' (m/z): 463, "HNMR (500 MHz,
DMSO-d,) 8: 9.69 (s, 1H), 8.51(s, 1H), 8.22(dd, 1H),
8.19(s, 1H), 7.93 (ddd, 1H), 7.45(t, 1H), 7.20 (s, 1H),
4.35(t,2H), 4.07 ~4.19 (m, 2H), 3.94 (s, 3H) , 3.66 (dt,
2H), 2.95(d, 2H), 2.35(p, 2H) . "C NMR (125 MHz,
DMSO-d,) 8: 156.2, 154.5, 152.7, 152.1, 147.6, 146.9,
137.0, 123.3, 122.2, 116.6, 116.4, 108.8, 107.3, 103.8,
67.6,67.2,63.7,61.0,55.9, 20.8.
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Fig.1 Chromatograms of 1 by Forced Degradation Test
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DMSO-d,) 8: 9.45 (s, 1H), 8.44(s, 1H), 8.11(dd, 1H),
7.76 ~ 7.80 (m, 2H), 7.43 (t, 1H), 7.19 (s, 1H), 4.18 (t,
2H), 3.94(s, 3H), 3.58(t, 4H), 2.39 ~ 2.50 (m, 6H),
1.99(t, 2H) . “C NMR (125 MHz, DMSO-d,) §: 163.7,
156.8, 155.1, 153.2, 148.8, 147.5, 137.6, 123.7, 122.7,
122.5, 116.9, 116.6, 109.5, 107.8, 67.8, 65.4, 56.4,
55.1,52.7,27.7.
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Fig.2 Chromatograph of 1 Oxidative Impurity
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0.05 pg/ml, EE (LOQ) H 0.15 ng/ml.
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Structure Elucidation and Determination of Oxidative Impurity in Gefitinib Tablet by HPLC

YE Guojian"?, NIU Yawei', HU Qiaohong', QIN Linghao'*
(1. School of Pharmacy, Guangdong Pharmaceutical University, Guangzhou 510006, 2. Vocational Technical School of Nanhai, Foshan 528211)

ABSTRACT: The degradation products of gefitinib through stressing test were traced. Among them, the oxidative
impurity (named as oxidative impurity A) was synthesized, and then qualitatively and quantitatively determined. Its
structure was elucidated by '"H NMR, “"C NMR and MS as 4-[ (3-chloro-4-fluoro) phenylamino]-7-methoxy-6-[3-
(morpholin-4-y1) propoxy] quinazolin-1-oxide. The HPLC method was optimized by changing the mobile phase
ratio and pH value of aqueous phase. A Hypersil C,; column was used, with the mobile phase of acetonitrile : 1%
ammonium acetate buffer (adjusted to pH 6.0 by acetate acid) (38 : 62), at the detection wavelength of 253 nm. It was
linear for oxidative impurity A in the range of 0.5—2.0 pug/ml, with LOQ of 0.15 pg/ml. It indicated that the oxidative
impurity in gefitinib tablets could be effectively and accurately determined by the established HPLC method, which
provided a reference for the establishment of the quality standard for gefitinib tablets.

Key Words: gefitinib; HPLC; oxidative impurity
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