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Effect of Drug Pair of Fritillaria Cirrhosa-Eriobotryae Folium on Plasma Pharmacokinetics of Three
Flavonoids from Eriobotryae Folium

LI Tianxuel’z, HU Yutaol’z*, WEI Xiaol, CHU Chaosenl’z(l.Lianyungang TCM Branch of Jiangsu Union Technical
Institute, Lianyungang 222007, China; 2.Lianyungang Common Technological Center for Drug Research and Development,
Lianyungang 222007, China)

ABSTRACT: OBJECTIVE To investigate the effects of the compatibility of Eriobotryae Folium and honey-fried Fritillaria
Cirrhosa on pharmacokinetic changes of rutin, quercetin, kaempferol by LC-MS/MS method. METHODS The plasma
samples were extracted by solid-phase extraction. The LC column was Waters XTerra MS C;g (150 mmx2.1 mm, 3.5 pm). The
mobile phase comprised of acetonitrile and water containing 0.1% formic acid. The quantification was obtained by scanning with
multiple reaction monitoring (MRM) via the negative electrospray ionization (ESI") source. The rats were randomly divided into
two groups and orally administered with Eriobotryae Folium or Eriobotryae Folium-Fritillaria Cirrhosa decoction. RESULTS
The correlation coefficients were over 0.998, indicating excellent linearity. The values of precision, accuracy, matrix effect and
average recovery were acceptable. Compared with single herb group, the Cy,,, and AUC,were decreased, the t,,, were extended
in herbal pair group. CONCLUSION After combining the herbs, the bioavailability of rutin, quercetin and kaempferol are
reduced, the elimination of them delays, and the dwell time increases.

KEYWORDS: Fritillaria Cirrhosa; Eriobotryae Folium; rutin; quercetin; kaempferol; HPLC-MS/MS; pharmacokinetics
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Fig. 1 Typical MRM chromatograms in plasma samples

A-blank; B-standard solution; C-sample solution;

1-kaempferol;

2—quercetin; 3—rutin.
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Tab. 1 The results of precision, accuracy, extraction recovery and matrix effect

H K 2 BE (n=5)

I 6] 4% % £ (n=5)

tEY QC/ng'mL™ BT UL 22 /% BT BN Y%
RSD/% HEWH /% RSD/% TETBE /%
1 8.2 96.6 10.8 92.6 92.5 102.4
Pl 100 5.1 100.8 6.5 94.5 95.0 97.6
1000 4.2 94.7 7.7 94.6 93.5 94.5
1 8.3 90.2 9.7 106.6 90.8 100.7
it B = 100 3.1 94.8 49 94.6 91.9 95.7
1000 1.8 93.5 1.2 97.3 89.8 96.8
1 5.9 98.8 53 96.2 87.6 95.8
£ 100 43 99.0 3.6 102.8 89.3 97.5
1000 4.6 102.5 3.1 92.3 88.4 94.8
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Tab. 2 The results of stability at different conditions (n=5)

&Y  QCmgmL™  4°C,120W% -20°C,7d/% AUE-RIE/ %
1 95.5 94.2 104.4
T 100 94.2 97.5 105.5
1000 96.4 103.5 90.3
1 97.3 97.8 91.9
it B R 100 90.5 95.8 95.6
1000 89.7 97.4 95.3
1 91.4 90.4 97.8
1L 51 100 95.4 94.2 103.2
1000 104.2 95.0 98.7
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Fig. 2 Mean plasma concentration-time profile of the three compounds after oral administration(x £ s, n=7)
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