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Abstract: Objective  To devolope a liquid chromatography — tandem
mass spectrometry ( LC — MS/MS) method for the determination of
lapatinib in breast cancer patients. Methods Erlotinib was used as the
internal standard. The analyte and internal standard were extracted from
plasma by protein precipitation with acetonitrile and chromatographedon
CAPCELL PAK - C;5(50 mm x 100 mm 3.5 pum) mobile phase was
consisted of acetonitrile — water( both of containing 0. 1% formic acid)

The column temperature was 30 °C the whole analytical time was 3 min.
Electrospray ionization ( ESI) source was applied and operatedin the
positive multiple reaction monitoring ( MRM) mode. The selectivity
standard curve precision and accuracy exiraction recoveries matrix
effect and stability were investigated. Results The standard curves were
demonstrated to be liner in the range of 0. 02 =5.0 pg * mL~'(r =0.994 3)

the RSD of inter — day and intra — day for four different concentration
levels were less than 15% The mean extract recoveries were between
85.2% and 94. 6% . The matrix effects of LQC MQC and HQC were
96.0% 103.1% and 105.0% respectively all stability tests met
theacceptance criteria. Conclusion The method is specific sensitive

and suitable for clinical determination of lapatinib in breast patients plasma
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Figure 1  Representative chromatograms of lapatinib in human plasma

A: Blank plasma; B: Blank plasma spiked with Lapatinib( 0. 40 pg * mL ") and IS(10.0 pg * mL~!);

mg of lapatinib once daily; 1: Erlotinib; 2: Lapatinib
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Table 1 Precision and accuracy for the determination of lapatinib

in human plasma

Intra — day ( n =6) Inter — day (n =3)

Concentration

( L Accuracy Precision Accuracy Precision
pg

(%) (RSD%) (%) (RSD%)
0.02 94.0 6.4 95.3 7.2.
0. 04 98.2 5.4 99.1 6.6
0.40 102. 4 4.6 103.2 5.8
4.0 106. 0 3.3 104.5 5.4

3
85.2% ~ 94.6% RSD

0.04 4.0 pge*mlL™'
3
8 h. 4 °C 12 h
3 -70 C 30d o
1
1.17  1.77 min
o 1,

C: Plasma sample after oral administration of 1250
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