11008

v T R 25 PR gk R

AL M7 2025 4F4 3 (R 429 1)

TEEEIE

Luﬁ

AB R & & B BTE & T E AE /)N 41 Ao b 72
BEMRPEMEERE

Determination of crizotinib in non — small cell lung cancer patients plasma by liquid

chromatography tandem mass spectrometry

(HITEERE 252438, #iT HiH 310013)

SHEN Qi, LI Li,
LIANG Jing, CHENG Min - yu

( Depatment  of Pharmacy, Zhejiang
Hospital, Hangzhou 310013, Zhejiang

Province ,China)

EETE LA b B 2R R JE 4 9 B 5
H (202371213 ,2025Z1.005)

EE BT JLET (1988 - ) 2, FE I, FZEM
FHARYT LY W 5 25103 1 2 AR
PR/

BIEIEE 21, BRI, AL 00
Tel: (0571)87377360
E - mail ; zjyylili@ 163. com

WE: B R A — R A 3R s m R e VR BE I VA €05 R I T B
(LC - MS/MS) 3k, 3 HF A/ N At 16 5 IR 2 5 25k EE 2 . sk LA
B R AR, AR S 2 NG R A UL AL B, (6354 Agilent Eclipse
XDB Cg#£(2.1 mm x 100. 0 mm,3.5 pm) , i shtH4 10 mmol - L' ik R e U5 Wi
0. 1% R - ZHE T 0. 1% R, i 0. 25 mL - min ™" K=K 30 C, iEE
B[] A3 min g 1F 8 AR A H I 55 HL B U, 22 5 g W A5, o A R T2 B N
BB F 5433k m/z 450. 1—259.2 il m/z 500.2—72. 1, 8% LML R
PE BRAEMAR S i NI R R R e SRR SR R RN .
RASEHRERAE )T, T oM R e i i 2 e B . SRR e e AE 10.0 ~
2500.0 pg « L7 P, R MESC R R, bRl y =4.54 x 10 7°x +3.22 x 107
(r=0.992 7) ; EHIE 97. 66% ~105.55% , H Py H1 H 8]k 25 B AR BR iR 22 324
INTF 8.49% ;5 v e JE T 2 B8 Il i % J2 80. 10% ~ 86. 05% , & Jit AU i 7F
95.22% ~110.66% ., #5it 4 LC - MS/MS JyikfF & A WIREA 3 B 225K, vl LA
R B ) S ST SR 2 VR BE

SRR : SRR 8 s YRR €5 T ER IO JBTTISS 5 RN M Al 5 o 245 e B

DOI; 10. 13699/]. enki. 1001 —6821. 2025. 07. 020

FE 43S :R79. 1 XHERRERS: A

EHE 1001 —6821(2025)07 — 1008 —05

Abstract: Objective
mass spectrometry ( LC — MS/MS) method for the determination of

To develop a liquid chromatography — tandem

crizotinib in human plasma and apply this method to determine its
concentration in patients with non — small cell lung cancer after
administrating. Methods
standard.  The
precipitation with acetonitrile and chromatographed on Agilent Eclipse

XDB Cg(2. 1 mm x 100. 0 mm,3. 5 pm) , mobile phase was consisted of

Osimertinib was employed as the internal

plasma samples were performed through protein

acetonitrile containing 0. 1% formic acid — 10 mmol - L™' ammonium

' the

acetate containing 0. 1% formic acid,flow rate was 0.25 mL * min"~
column temperature was 30 °C. The whole analytical time was 3 min.
The detection was performed by positive ion electrospray ionization in
multiple reaction monitoring mode , the quantitative analysis ion pairs were
m/z 450.1—259.2 and m/z 500.2—72.1. The specificity, standard
curve and lower limit of quantitation, precision and recovery, stability,

matrix effect and residual effect of the method were investigated. After

full validation, the method was applied to the determination of
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crizotinib in human plasma. Results

Good linearity was observed over the concentration range of 10.0 —2 500. 0

g L', the calibration curve was y =4.54 x 10 *x +3.22 x 10> (r =0.992 7). The accuracies were between

97.66% —105.55%. The relative standard deviation of inter — day and intra — day precision were less than 8. 49%.

The average recoveries and matrix effects were between 80. 10% — 86.05% and 95.22% —-110.66% . Conclusion

The LC — MS/MS method is developed which meets the requirements of biological sample analysis and it can quickly,

accurately monitor the concentration of crizotinib.
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Figure 1

Representative chromatograms of crizotinib and osimer-
tinib (internal standard) in human plasma

A:Blank plasma;B:Blank plasma spiked with 250 pg + L™" crizotinib and
2500 pg + L™" internal standard(IS) ;C;Plasma sample after oral adminis-

tration of crizotinib 250 mg once daily;1 ; Crizotinib ;2 ; Osimertinib.
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Table 1 Precision,accuracy and extraction recovery of crizotinib by liquid chromatography tandem mass spectrometry

Intra —day(n=5)

Inter — day(n =15)

Relative Absolute
Concentration
(ng- L _1 ) Measured RSD RE Measured RSD RE recovery recovery

(pg L1 xxs) (%) (%) (pg- L1 ,xs) (%) (%) (n=5,%,%£s) (n=5,%,x+s)

10. 00 9.76 £0.78 8.01 -2.34 10. 02 £0. 85 8.49 0.24 - -
25.00 25.36 £1.52 5.98 1.44 25.81 +1.81 7.01 3.25 108.48 +5.78 80.10 £3. 15
400. 00 404.2 £18. 65 4.61 1.05 409.93 +23.07 5.63 2.48 100. 87 +£6.97 84.74 £4.04
2 000. 00 1 987.8 +100. 24 5.04 -0.61 2110.93 +£146.85 6.96 5.55 112.37 £4.20 86.05 £2.72
IS - - - - - - - 87.24 £3.71

RSD ; Relative standard deviation; RE:Relative error.
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