+ 1140 © 227244} Acta Pharmaceutica Sinica 2009, 44 (10): 1140-1144

BRI B - BRI AN EARLE P2 E S

AR ZEAE FRFT, A, Kuk, BER '
(1. HRESREIF AN, bl 100850; 2. KREFFPEZy K%, Kid 300193; 3. REEAWBIITRE, KE: 300193)

FEE: AL S RO - A I T R I e K R h R SR R (ICT). MR FE M A BT E G, Ba
i-K-Z8 (72128 : 1.5, vvw) ishAl, il Dikma Cig #4025, KA EWEE 2 FALPURRAT B BERE, Dl R
R (MRM) 77 B TA I o T8 540 A I — R R & 143 5l 8 m/z 387 — m/z 313 (ICT) Ml m/z 331 — m/z
315 (FE i, AWhR). TCT I3 EM & ik MYy 2.5~1 000 ngmL™", &R A 2.5ngml™. HHX. H
[a) ks 25 (RSD) ¥J/NT 9.63%, HEWAE (RE) 75 £ 7.42%2 W . AJ7ikE ko, RE)Ee, Mg HED, @&
TR PRHT 254830 12 E 51

KRR TR R, RSORARERG- HRBRE, WRBE e

HESES: RILT XERFRIZED: A X E4S: 0513-4870 (2009) 10-1140-05

Determination of icaritin in rat plasma by HPLC-MS/MS
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Abstract: The paper is to report the development of a high-performance liquid chromatographic/tandem
mass spectrometry (HPLC-MS/MS) method for the determination of icaritin (ICT) in rat plasma. After
precipitated with acetonitrile from the plasma, ICT was isolated chromatographically on a Dikma C;3 column.
The mobile phase consisted of acetonitrile-water-acetic acid (72 : 28 : 1.5, v/v/v). Electrospray ionization (ESI)
source was applied and operated in the positive ion mode. Multiple reaction monitoring (MRM) mode with the
transitions of m/z 387 — m/z 313 and m/z 331 — m/z 315 were used to quantify ICT and the internal standard,
respectively. The linear calibration curve was obtained in the concentration range of 2.5-1 000 ng'mL™". The
lower limit of quantification was 2.5 ng'mL™'. The inter- and intra-day precision (RSD) were less than
9.63%, and the accuracy (relative error) was within £7.42%. The method was proved to be suitable for the
pharmacokinetics of ICT, which offers advantages of high sensitivity and selectivity.
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Figure 1 Production mass spectra of [M+H]" ions of icaritin (ICT, A) and tricin (IS, B)
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Figure 2 MRM chromatograms for drug-free plasma (A), plasma (100 pL) spiked with 2.5 ng'mL™" (LLOD) of ICT and 100 ng-mL"" IS
(B), plasma (100 pL) spiked with 100.0 ng'mL ™" of ICT and 100 ng'mL™" IS (C), and plasma sample 3.0 h after oral administration of

80 mg'kg ' ICT to a rat (D). Peak I: ICT; Peak II: IS
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Table 1 Precision and accuracy for the analysis of ICT in rat
plasma (n =18, X )

Concentration/ng-mL’1 Relative RSD /%
Added Found error /% Inter-day Intra-day
2.50 2.41+0.13 -3.09 591 1.37
50.0 469 +2.7 =7.42 5.53 7.41
1000 969 + 71 -3.42 6.91 9.63
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Figure 3 Mean plasma concentration-time profiles of ICT. A:

Oral dose of 80 mgkg '; B: Intravenous dose of 20 mgkg '
(mean £ SD, n =4)
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Table 2 Pharmacokinetic parameters of ICT in rat after an oral
dose of 80 mg-kg™' and an intravenous dose of 20 mgkg' ICT

(n=4)
Parameter Oral dose Intravenous dose
Cinax /ngmL™" 597 11597
Tinax /h 8.00 NA
Ty, /h 10.6 10.1
K./h 0.065 4 0.068 8
AUC,-, /ngh-mL™" 10 406 16 581
AUCq_, /ng'h'mL™" 11249 23 308
F 1% 12.07

Ciax Was calculated from Cj in intravenous dose; NA: Not suit-
able
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