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Concentration Determination of Etizolam in Human Plasma by GC-MS/MS and Its Clinic Application

WANG Ling!, NIU Ming', ZHOU Qing!, SUN Shipeng?, SUN Chengwen'"(1.Lab of Toxicant Analysis, Fifth
Medical Center of PLA General Hospital, Beijing 100071, China; 2.Lab of Beijing Borui Detection, Beijing 100021, China)

ABSTRACT: OBJECTIVE To establish a GC-MS/MS method for the detection of etizolam in human plasma and provide the
basis for clinical drug analysis. METHODS After extraction with toluene, plasma samples were subjected to column BR-5SMS
capillary column(30 mx0.25 mm, 0.25 pm) with temperature programming and ion detection in multiple reaction monitoring
mode. The GC-MS/MS quantitative determination of etizolam was based on retention time and ratio of ions. The quantitative
analysis was based on external standard method and calibration curve. RESULTS The linear range of etizolam was
0.5-600.0 ng-mL"", the coefficient of correlation 7 was 0.995, the lower limit of quantification was 0.5 ng-mL"!, the recoveries
ranged from 70% to 110% at three spiked levels, the RSD of inter-and intra-day was <10%, the stability of method was good,
which met the requirements of biological sample determination. CONCLUSION The method is sensitive, accurate, simple and
rapid, and suitable for the detection of etizolam plasma concentration.
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Spectrum 1A 21.235 min,Scan:4085,Merged
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Fig. 1 GC-MS mass spectra of etizolam reference
(150.0 ng'mL™")
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Fig. 2 GC-MS/MS mass spectra of etizolam reference
(150.0 ng-mL1")
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Fig. 3 Chromatogram of blank (A) and etizolam in humam
plasma(150.0 ng-mL!) (B) by MRM scan mode
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Tab.1 Recovery rate , accuracy and precision of etizolam in humam plasma( X £ s , n=5)
FORRRE, IR kR, H N (=5) H I (2=5)
ng'mL"! % % MEHE /mgmL'  RSD/%  WERAE/%  MEWE /mg-mL'  RSD/% WEBE /%
5.0 82.45+3.16 97.62+4.05 4.72+0.31 6.58 94.40 4.65+0.32 6.94 93.00
150.0 76.02+4.95 98.15+3.68 148.17+7.20 4.86 98.78 147.14£7.90 5.37 98.09
450.0 72.94+5.82 101.94+4.72 441.06+£7.19 1.63 98.01 437.02+9.40 2.15 97.12
R2 ANOEFRELOCELE LG THRER(X LS, n=5)

Tab. 2 Stability of etizolam in humam plasma under different conditions( X s , n=5)

M3%—20 CHAF 14 d M3 —20 C R ViRl 3 (20 'C~20 C)

Iiesseridc4l
ng-mL™’ 072 e /g mL-! RSD/% WE /% 72 e /ng-mL-! RSD/% HEBR /%
5.0 4.58+0.33 7.26 91.60 5.37+0.42 7.85 107.40
150.0 145.92+7.41 5.08 97.28 146.85+6.05 4.12 97.90
450.0 430.82+8.79 2.04 95.74 434.82+8.52 1.96 96.63

RT: 21.238 min.
Spectrum 1A 21.238 min, Scan:9795, Merged
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Fig. 4 Chromatogram and mass spectra of etizolam in plasma sample of patient by MRM scan mode
A-—total ion chromatogram; B—ratio of four ion pairs in the total ion chromatogram; C—the mass spectra.
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