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

To devolope a liquid chromatography — tandem

furmonertinib in human plsama and apply this method to analyze the
blood concentration of non — small cell lung cancer ( NSCLC) patients
after taking medicine. Methods Furmonertinib — d3 was employed as
the internal standard. The analyte and internal standard were extracted
precipitation ~ with  acetonitrile  and

from plasma by protein

chromatographed on Agilent Poroshell 120 SB — C; (2. 1 mm x 100.0
mm, 3.5 pm); mobile phase consisted of acetonitrile — 10 mmolL, ™'
ammonium acetate ( both of containing 0. 1% formic acid ) ; the whole
analytical time was 3 min. The quantitative analysis were ionized with an
electrospray ionization ( ESI) source and operated in positive ion, multiple
reaction monitoring ( MRM ) mode, the specificity, linear range,
precision and accuracy, extraction recovery rate, matrix effect, dilution
The standard
curves were demonstrated to be liner in the range of 0.50 — 100. 00
pg L7 with y =3.95 x 10 x =4.16 x 107" (r =0.995 4). The
accuracy was 95.8% — 107.3% . The coefficient of variation (CV) of
inter — day (n = 6 ) and intra — day (n=3) for four different

validation, and stability were all investigated. Results
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concentration levels were less than 15%. The average recoveries and matrix effects were between 83. 1% —88.2% and
94.6% -105.8%. Conclusion The established LC — MS/MS method for determining the concentration of vormetinib

meets the requirements of biological sample analysis and can be used for the concentration determination of vormetinib

in clinical practice.
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Figure 1 Representative chromatograms of furmonertinib in
human plasma

A Blank plasma; B: Blank plasma spiked with furmonertinib (5.0 pg - L")
and internal standard (1.97 pg + L™' furmonertinib b - d3); C: Plasma

sample after oral administration of 80 mg of furmonertinib once daily; I :

Furmonertinib; I ; Furmonertinib b - d3.
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Table 1 Determination of precision, accuracy and extraction recovery of vormetinib by liquid chromatography — tandem mass spectrometry

Intra —day (n=6)

Inter — day (n=3) Extraction recovery

C(pg- L7 _
Measured (pg + L™") CV(% ) Measured (g + L™") CV(% ) (2x5,% )

0.50 0.48 +0.036 7.59 0.49 £0. 04 8. 89 -

1. 50 1.53 £0. 12 7.64 1.57 £0. 11 7.14 83.89 £3.56

15. 00 15.56 £0. 84 5.37 15.78 £0.98 6.18 87.22 +4.31

75.00 80.52 +5.09 6.32 79.97 £5.12 6. 40 90. 67 £8.24

CV . Coefficient of variation.



Chin J Clin Pharmacol

865

Vol. 41 No. 6 March 2025 ( Serial No. 428)

YERfR BEITE 95. 8% ~107.3%

BERRR PRI R 4 AR AR I 1
AN 4> Bk 94. 6% . 97.7% F1 105. 8% , CV 1E
5.96% ~9.08% . [H bt , AL 55 #3710 E 7 kAN 32
FE TR A FE A

REME EEENFMET RERR QCHMT
HEWRETE 93. 4% ~104.5% ,CV 7E6.4% ~10. 6% , 3
HIR LR e A bR 4 PR M R AT
2 MZRENE

FFEES Y LC - MS/MS J7 ik FIRER e A s
DRBEME . 4 BICHYES B, Zobe 1 ) 213, AR
H65 ~ 73 % FER BT Bedfi2 HARR SR e iG97 i
i NSCLC, 3 fi 82 H IRIR LR e i 80 mg, 1 f4i] &
HIRIRSEEJE 160 mg, e AL 5t R A 1) 7 1L 2K,
53 B M3 I FAAS 7 VAN 1 AR S Je vk B, A
I 25 EAE 4.6 ~23.9 pg - L',

Wi

AR S LC — MS/MS G A J5 ik ad R v, %
QG T 2 LA A WA b BT A B Rk AT T AR
o MRIFIRFHE JE L AFAL , e ] EST IE# 1
HL B RS, IR JEAE S Hh A5 = 28 U AE W i o
145, 00 T S A B o U Sl A B4 TR 2 X 155 00
F149 73 B MR B N T S 25 B2 W), AR BIE 5 R B sl A
A 0. 1% WERJS 73 M 4173 B 384T B, ) g H
FRA M TSR JE M B 1Ak, n] LUAS BB p A I R
FHRE, INA 10 mmol - L™ W R 8 A7 1) T O B 1 i) 2
TE o ATTEMRALRAE A NAR, 72 PR 9 20 B it
FEH, dy T A7 2R PN bR -5 R I B A AR [ 9 fl o 45
oy, AR b P AT D AL, XA B T b 2 A
JOLFIFCARLIE , T8 5 20 A7 (90 B0 B2 AE R B2 . AR
WFE AR O R R R b, 22X T B UIE 5
WCAI, 2359 s AR A O i DLTE R, IO
B 22l T R ERCT L BERI 2R 6, S I
ULV FUAE, OB B B SCR B, A E 5T ] £ A 1M

FAE AT I ULUE , 5 (a7 507 8, JF H kB s
S [0S i o A B 5B 4 A ) [ 46 8 %2 3.0
min, 5 E AL S T HTR0R R R R 8 T Y
g o MBI 7 B i Bk vk MER T R
FE R FRE Tk GEBUEON S H T T RGN
AR IRAIE, AT R 25 R 254K 20 ) S i g i BR 2
Ko AR RE Ty VR il A B ] B PR EE , K 0,
B 18] . A5 B 4 ] BRIl 2 Wk BE YE [ AE
4.6~23.9 pg - L7 22515k, RER R AN @
2 P450( cytochrome P450, CYP)3A4 i) fil CYP3A4
V2 A P24 0 (R N 1 B 25 WA BLAE T, 3 nT R
SRR 2 RN o IRER e BAUE A R
B 25N RN B 4G A N s T = BT A
BT A o 3 ] H A TR 2 4 )
A TNFIRRFE B9 A N e s i Tt v IRTE F 5, X2
A SR SRR JEAE M PN 1 24 v B AR OG , (ELAS i — 20
8o ATTEAT VA TR 685 e il 25 Wk B 1) o i A s
ZL AT

S 3k

(1] FEAH, B, (TR, % . =10 EGFR - TKI 7£ EGFR %48
NSCLC 197 i JH i % 28 R (2022 4R R [T]. o [ Ml o A%
5,2022,25(9) :627—641.

[2] LIU X,LI W,ZHANG Y F, et al. Simultaneous determination of
alflutinib and its active metabolite in human plasma using liquid
chromatography — tandem mass spectrometry [ J/OL ] . J Pharm
Biomed Anal, 2019 .:176112735.2019 — 11 -30[2024 - 05 -28].
https : //pubmed. ncbi. nlm. nih. gov/31394305/.

[3] ZOU H X, ZHANG Y F, ZHONG D F, et al. Effect of autoinduction
and food on the pharmacokinetics of furmonertinib and its active
metabolite characterized by a population pharmacokinetic model[ J].
Acta Pharmacol Sin ,2021,43(7) :1865—1874.

[4] ZHU Y,ZHANG Y ,JIANG ], et al. Effects of rifampicin on the phar-
macokinetics of alflutinib, a selective third — generation EGFR kinase
inhibitor, and its metabolite AST5902 in healthy volunteers|[ J].
Invest New Drugs,2021,39(4) .1—38.

(5] EWH A m, R, 55 . AR SERR R 1R 7 Ak /N 20 M il i 14
Rt )]. P EZI,2024,33(1) . 128—132.

(UrFm BHEA 2024 -10 —24)



