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Pharmacokinetic studies of diosmetin and diosmin in mice
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Summary

The absorption of diosmetin and its glycoside, diosmin in mice was investigated by
HPLC-UV (275 nm, 345 nm) using ODS column. Diosmetin was not detected in mouse
plasma but was detected in glucuronidase-treated mouse plasma after oral administration
of diosmetin (100 mg/kg). The concentration of diosmetin in glucuronidase-treated plasma
at 30 min, lh and 4 h after administration were 1.3 ung/mL, 1.3 pg/mL and 0.7 pg/mL,
respectively. On the other hand, diosmetin was not detected in glucuronidase-treated
plasma after oral administration of diosmin (2 g/kg). These results suggest that diosmetin
is absorbed from gastrointestinal tract and is presented as glucuronide in mouse plasma.
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Fig. 1 Chemical structures of diosmetin and diosmin.
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Fig. 2 HPLC chromatograms of standards of diosmetin and diosmin
a: diosmin (1.25 pg/mL), b: diosmetin (1.25 pg/mL), 1.S.: internal standard benzoic acid (1.25 pg/mL). ODS column was used.
Mobile phase was methanol/water/acetic acid (47:53:5). Detector was conducted at 275 nm or 345 nm.
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Fig. 3 Area under the peak in diosmetin- or diosmin-added mouse plasma
Dosmetin (A) or diosmin (B) was added to mouse plasma. Final concentrations were 0.75 pg/mL or 7.5 pg/mL. Blank: No
addition. Each column is presented as a mean and S.E.(n = 3-5).
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Fig. 4 HPLC chromatograms of glucuronidase-treated plasma of diosmetin-administered mice
Blood was collected 0.5 h after oral administration of diosmetin at 100 mg/kg. @: diosmetin-related glucuronide,

@: diosmetin. L.S.: internal standard (benzoic acid).
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Fig. 5 Concentration of diosmetin in glucuronidase-treated mouse plasma
Concentrations of diosmetin in glucuronidase-treated mouse plasma were determined at 275 nm (A) and 345 nm (B).
Diosmetin was orally administered at 100 mg/kg. Each point is presented as a mean + S.E. of 3 mice.
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Fig. 6 HPLC chromatogram of glucuronidase-treated plasma of diosmin-administered mice (at 275 nm)
Blood was collected 4 h after oral administration of diosmin at 2 g/kg. Vehicle: 0.5% tween 80 solution. Symbols show the
retention time of diosmin (/\), diosmetin-related glucuronide (@) and diosmetin (<>). 1.S.: internal standard (benzoic acid).
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Fig. 7 HPLC chromatogram of glucuronidase-treated plasma of diosmin-administered mice (at 345 nm)
Blood was collected 4 h after oral administration of diosmin at 2 g/kg. Vehicle: 0.5% tween 80 solution. Symbols show the
retention time of diosmin (/\), diosmetin-related glucuronide (@) and diosmetin (<).
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