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SUMMARY. Neratinib is an oral and pan-tyrosine kinase inhibitor that utilizes epidermal growth factor
receptor-1/epidermal growth factor receptor-2 (EGFR/HER2) tyrosine kinase ATP binding sites of some
of the characteristics of strong selectivity. In present study, an accurate and selective ultra performance
liquid chromatography with triple quadrupole mass spectrometer (UPLC-MS/MS) method has been es-
tablished and validated to determine neratinib in rat plasma. Protein precipitation with acetonitrile was
selected for sample processing. A CORTECS BEH C18 column was used to separate the analytes kept at
40 °C. The mobile phase was consist of acetonitrile and water (0.1% formic acid), the flow rate of which
was 0.4 mL/min. The analytes were quantified by multiple reaction monitoring (MRM) mode with posi-
tive electrospray ionization, while the target fragment ions were m/z 557.3—112.15 for neratinib and m/z
486.19—112.1 for afatinib (IS). The calibration curve gained good linearity for neratinib at the range of
10-5000 ng/mL. The intra-run and inter-run precisions variations were both < 7.55%. The recovery of
neratinib from plasma was better than 77.78%. This validated method was applied to the pharmacoki-
netic study of neratinib at the oral and intravenou dosage of 10 and 2 mg/kg.

RESUMEN. Neratinib es un inhibidor de la pan-tirosina quinasa oral que utiliza sitios de union del receptor
ATP de la tirosina quinasa del receptor del factor de crecimiento epidérmico/receptor del factor de crecimiento
epidérmico-2 (EGFR/HER?2) de algunas caracteristicas de fuerte selectividad. En el presente estudio se ha esta-
blecido y validado una método de cromatografia liquida de alta resolucion preciso y selectivo usando un espec-
trometro de masas de triple cuadrupolo (UPLC-MS/MS) para determinar neratinib en plasma de rata. La preci-
pitacion de proteinas con acetonitrilo se selecciond para el procesamiento de la muestra. Se utilizé una columna
CORTECS BEH C18 para separar los analitos mantenidos a 40 °C. La fase movil consistia en acetonitrilo y
agua (acido formico al 0,1%), cuyo caudal era 0,4 mL/min. Los analitos se cuantificaron mediante el modo de
monitorizacion de reaccion multiple (MRM) con ionizacion por electrospray positiva, mientras que los iones
del fragmento objetivo fueron m/z 557.3—112.15 para neratinib y m/z 486.19—112.1 para afatinib (IS). La
curva de calibracion obtuvo una buena linealidad para neratinib en el rango de 10-5000 ng/mL. Las variaciones
de precisiones intracorrientes e intercorrientes fueron ambas < 7,55%. La recuperacion de neratinib del plasma
fue mejor que 77.78%. Este método validado se aplico al estudio farmacocinético de neratinib en dosis oral e
intravenosa de 10 y 2 mg/kg.
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