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Determination of 7Trans — Nerolidol in Plasma of Rats by LC - MS/MS
TONG Binliang',CHI Yuqian®,YAN Wen',ZHAO Mengran',ZHANG Zhuo',ZHOU Chunhua'
(1. Department of Pharmacy,The First Hospital of Hebei Medical University ,Shijiazhuang ,Hebei,China 050031; 2. School of Pharmacy,Hebei Medical
University ,Shijiazhuang , Hebei ,China  050017)

Abstract: Objective To establish a liquid chromatography — tandem mass spectrometry (LC — MS/ MS) method for the
determination of trans — nerolidol in plasma of rats,and to provide a reference for the pharmacokinetics (PK) study of trans —
nerolidol. Methods The rats were given 50 mg/ kg of trans — nerolidol by gavage. Blood samples were collected at specific time
points after the administration, and sulfamethoxazole was used as the internal standard. The plasma samples were treated with
acetonitrile for precipitation protein. The chromatographic column was Synergi fusion — RP C,; column (50 mm X 3.0 mm,4 um),
the mobile phase was acetonitrile — aqueous solution containing 0. 1% formic acid and 1 mmol / L. ammonium acetate (40:60,V/V),
and the flow rate was 400 pL/ min. The electrospray ion source and multiple reaction monitoring mode were performed in the
positive ion mode. A standard curve was established, and the blood concentration was calculated. The blood concentration — time
curve was established according to the blood concentration,and the main PK parameters were calculated. Results The linear range
of the mass concentration of the standard curve of plasma containing drugs was 0.01 — 40 g/ mL, with the correlation coefficient
(r) of 0.997 2 (n=10). The lower limit of quantification of trans — nerolidol was 0.01 pg/mL. The RSD of intra — day precision
test of trans — nerolidol < 6.20%,and the RSD of inter — day precision test of trans — nerolidol < 7.67%. The extraction recovery
rate of trans — nerolidol > (91.28 + 4.94)%. The trans — nerolidol in the plasma of rats was stable,and the main PK parameter
peak concentration (C,, ) was (21.38 +3.08) pg/mL,half — life (z,,,) was (1.950 + 0.346) h,area under the curve from 0 to ¢
(AUC,_,) was (52.62+10.37) pg/ (mL ¢ h),apparent distribution volume (V,,,) was (2.660 = 0.333) L/kg,and mean residence
time from O to ¢t (MRT,_,) was (2.650 = 0.341) h. Conclusion The established LC — MS/ MS method is accurate and reliable,
which can be used for the determination of trans — nerolidol in plasma of rats and the study of its PK.
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LI 55 B T VR (ESD) |, 1E 5 TR, 2 B g e ) A
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Fig.1 Chemical structures of trans— nerolidol,sulfamethoxazole
and MS/MS spectra of products
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A. trans — nerolidol  B. Sulfamethoxazole

Ay, By #H 250 mg / kg B

A,,B,. Blank plasma samples of rats A,,B,. Blank plasma samples of rats adding the ¢rans — nerolidol diluted to the mass concentration of

0.01 pg/mL A;,B;. Plasma samples after the intragastric administration of 50 mg/kg of trans — nerolidol for 3 h
Fig.2 LC-MS/MS chromatograms of the specificity test
®1 KRMFHFRPERX - BENEOFZEREER RO EMERY (2 =6)

Tab.1 Results of the precision test,extraction recovery test and matrix effect of trans — nerolidol in plasma samples of rats (n=6)

FRAE M o U R R B A% % KR ZRDE Y 28 RERERE AR
(ng/mL) REHE(X +5,ng/mL)  RSD(%) RE(%) RERE(X+s,ng/mL) RSD(%) RE(%) (Xzs,%) (X £5,%)
0.0100 0.0104 0. 000 46 4.39 4.00  0.0106+0.00068 4.67 6.33 92.66+6.22 96.43+5.42
0.0200 0.019 8 = 0. 000 80 3.88  -1.25  0.01930.00090 6.89  -3.64 93.63+8.08 93.30%3.25
8.00 8.66+0.19 2.18 8.21 8.52£0.32 5.92 6.48 94.26+6.01 97.51+5.27
32.00 34.15+2. 12 6.20 6.72 34.38+1.93 7.67 7.43 91.28+4.94 95.38+7.45
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TR ALEL 2. 1 TR A 2 S K - AR
it it iz P TR £ B8 EF 18] 23 5124 1. 41 min F 1. 14 min,
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Jit & 8 h, RSD N 4.50% ~7.30%, RE N - 6.30% ~
7.30% ; i E 14 d J5 , RSD N 5.70% ~ 8.30% , RE }y
=5.50% ~ 7. 50% , F L =X - BEALRURERSE 1 R AT
2.6 PK#R
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Fig.3 Blood concentration — time curve after the intragastric
administration of 50 mg/kg of trans — nerolidol in rats
R2 KRBREBHHESOmg/ kg KN - BEMENZHRE
hESH
Tab.2 PK parameters after the single intragastric administration
of 50 mg/kg of trans — nerolidol in rats
P LR
Wk JE(C, X+ s, g/ mL) 21.38 +3.08
KR (2, h) 0.50

FEmM(1,,, X+ 5,h) 1.950 + 0. 346
0~ B W& T ERAUC, , X+ s,ug/ (mLh)] 52.62+10.37
AUC, [ X+ s,pg/ (mL+h)] 53.61 +11.01
FNHHEZA(VY,, X+ 5,11 kg) 2.660 +0.333
FmE[CL,,, X+s,L/ (hkg)] 0.971+0.193
0 ~tFHBGH A (MRT,_, X +s,h) 2.650 = 0. 341
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