
Accepted Manuscript

Title: An LC–MS/MS method for quantification of AC0010, a
novel mutant-selective epidermal growth factor receptor
(EGFR) inhibitor, and its metabolites in human plasma and the
application to a pharmacokinetic study

Authors: Lu Wang, Xin Zheng, Weicong Wang, Pei Hu, Ji
Jiang

PII: S0731-7085(16)31317-6
DOI: http://dx.doi.org/doi:10.1016/j.jpba.2017.03.051
Reference: PBA 11179

To appear in: Journal of Pharmaceutical and Biomedical Analysis

Received date: 7-12-2016
Revised date: 22-3-2017
Accepted date: 24-3-2017

Please cite this article as: Lu Wang, Xin Zheng, Weicong Wang, Pei Hu, Ji Jiang, An
LC–MS/MS method for quantification of AC0010, a novel mutant-selective epidermal
growth factor receptor (EGFR) inhibitor, and its metabolites in human plasma and
the application to a pharmacokinetic study, Journal of Pharmaceutical and Biomedical
Analysishttp://dx.doi.org/10.1016/j.jpba.2017.03.051

This is a PDF file of an unedited manuscript that has been accepted for publication.
As a service to our customers we are providing this early version of the manuscript.
The manuscript will undergo copyediting, typesetting, and review of the resulting proof
before it is published in its final form. Please note that during the production process
errors may be discovered which could affect the content, and all legal disclaimers that
apply to the journal pertain.

http://dx.doi.org/doi:10.1016/j.jpba.2017.03.051
http://dx.doi.org/10.1016/j.jpba.2017.03.051


An LC–MS/MS method for quantification of AC0010, a novel mutant-selective 

epidermal growth factor receptor (EGFR) inhibitor, and its metabolites in human 

plasma and the application to a pharmacokinetic study 

 

Lu Wang, Xin Zheng, Weicong Wang, Pei Hu, Ji Jiang * 

Peking Union Medical College Hospital, N°41 Damucang, Xidan, Xicheng District, 

Beijing 100032, PR China 

 

 

* To whom correspondence should be addressed. 

E-mail: 13601169983@139.com  

 

Highlights 

 We developed a method for determining a third generation EGFR-TKI AC0010 

and six of its metabolites. 

 We validated the method and applied it to a pharmacokinetic study. 

 We obtained the PK parameters of AC0010 and its metabolites in patients with 

NSCLC. 

 

Abstract 

AC0010 is an irreversible, mutant-selective EGFR inhibitor that effectively inhibits 

EGFR active and T790M resistance mutations in non-small cell lung cancer (NSCLC). 

A sensitive ultra-performance liquid chromatography - tandem mass spectrometry 

(UPLC–MS/MS) method was developed and fully validated for determining AC0010 

and its metabolites in human plasma. The samples were purified by solid-phase 

extraction (SPE) columns and separated on a BEH C18 column. Electrospray ionization 

(ESI) in positive ion mode and multiple reaction monitoring (MRM) were used to 

monitor the ion transitions of AC0010 (m/z 488→257) and its metabolites M1 (m/z 

474→403), M2 (m/z 504→487), M4 (m/z 434→377), M7 (m/z 490→405), MII-1 (m/z 
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