Table 1-1 Intraday and interday analytical precision and accuracy of hesperetin in serum.

Intraday Interday
Conc Precision Accuracy Precision Accuracy
(mg / mLNlean+SD. (CV.%) (%) Mean+ SD. (CV.%) (%)
100.0 97.1+21 (21) -2.9 96.1+28 (2.9) -3.9
50.0 477+ 16 (3.4) -4.6 48.9+ 0.8 (1.6) -2.2
25.0 25.6+ 0.4 (1.7) 2.4 244+04 (1.7) 2.4
12.5 13.7+£0.8 (6.2 9.6 118+ 05 (4.2 -5.6
6.3 58+0.3 (5.0 -6.6 59+03 (4.7) -6.2
31 35+02 (7.2 11.3 28+0.2 (6.6) -8.6
1.6 1.7+01 (5.1) 7.7 1.5+0.1 (5.2) -6.9
0.8 0.7+0.0 (7.0 -9.0 09+£0.1 (7.3 115
0.4 05+00 (949 154 0.3+0.0 (9.7) -17.4

Table 1-2 Recovery (%) of hesperetin from rat serum (n=3).

Conc. Spiked
(ng/mL) a b C Mean = SD.
100.0 93.8 98.6 98.9 97.0+£ 3.0
12.5 98.5 98.2 102.8 999+ 2.6

0.4 101.6 104.8 106.9 104.4 + 2.7
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Table 1-3 Concentrations of hesperetin (nmol/mL) in serum after intravenous
administration of hesperetin (10.0 mg/kg) to six rats.

Rat
Time (min 1 2 3 4 5 6 Mean+ S.E.
3 6.6 21.8 9.5 16.1 7.2 194 134+ 27
15 59 5.7 29 3.7 52 8.2 53+0.8
30 4.0 24 2.3 3.0 35 0.3 2605
60 2.3 24 2.3 2.3 2.3 ND 2304
120 ND ND ND ND ND ND
180 ND ND ND ND ND ND
240 ND ND ND ND ND ND
480 ND ND ND ND ND ND

ND: not detectable

Table 1-4 Concentrations of hesperetin sulfates (nmol/mL) in serum after intravenous
administration of hesperetin (10.0 mg/kg) to six rats.

Rat
Time (min 1 2 3 4 5 6 Meanz S.E.
3 6.5 339 219 155 4.3 20.9 17.2+ 45
15 6.1 18.1 5.9 7.4 4.1 22.0 106+ 3.1
30 4.9 8.3 3.2 6.2 34 9.3 59+1.0
60 4.6 5.2 3.1 3.4 31 5.4 41+04
120 3.7 3.3 3.0 3.0 2.8 4.2 33+£0.2
180 31 2.6 29 3.0 25 3.8 3.0+£0.2
240 2.8 2.6 1.2 2.0 2.2 4.0 25104
480 2.0 ND ND ND ND ND 0.3£0.8

ND: not detectable
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Table 1-5 Concentrations of hesperetin glucuronides (nmol/mL) in serum after intravenous
administration of hesperetin (10.0 mg/kg) to six rats.

Rat
Time (min 1 2 3 4 5 6 Mean+ S.E.
3 3.6 15.3 275 9.9 31 54 10.8+ 3.8
15 3.0 12.3 109 4.3 2.5 39 6.2+ 1.8
30 3.0 3.7 52 2.8 2.5 3.0 34+04
60 2.8 3.7 35 2.8 24 29 3.0+£0.2
120 2.5 3.0 2.7 2.6 11 2.7 2403
180 1.6 2.7 25 21 ND 25 2304
240 1.2 0.8 24 0.7 ND 2.4 15+04
480 ND ND ND ND ND ND

ND: not detectable

Table 1-6 Pharmacokinetic parameters of hesperetin after intravenous administration of
hesperetin to six rats.

Parameters 1 2 3 4 5 6 Meant SEE.
AUCq.480 263.8 376.2 2158 307.6 249.2 2945 2845+ 20.7
(nmol min mL™

AUGC,., 3328 448.2 2848 3766 3182 299.0 343.3+£225
(nmol min mL™

ty2 (Min) 36.1 19.9 34.2 244 35.1 44 257+ 4.6
V(L) 2.2 1.3 2.5 1.3 1.8 04 1.6+ 0.3
Cl (mL/min) 431 446 502 366 362 603  452+34

MRT .48 (Min) 232 144 205 169 227 7.3  175%22
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Table 1-7 Pharmacokinetic parameters of hesperetin sulfates after intravenous
administration of hesperetin to six rats.

Parameters 1 2 3 4 5 6 Meant SEE.
AUCq.480 1526.3 1449.8 869.2 9476 6941 1538.8 1171.0% 140.2
(nmol min mL™

AUGC,., 1526.3 1761.8 1229.2 1307.6 958.1 1994.8 1463.0+ 1404
(nmol min mL™

ty2 (Min) 289.2 824 1720 1429 2642 974 1747+ 31.9
V(L) 2.5 0.9 2.7 2.2 41 1.3 25+04
Cl (mL/min) 60 75 111 106 108 96 9.3+ 0.8

MRTo.480 (MiN) 1921 751 967 94 1075 821 108.3+ 15.9

Table 1-8 Pharmacokinetic parameters of hesperetin glucuronides after intravenous
administration of hesperetin to six rats.

Parameters 1 2 3 4 5 6 Mean+t S.E.
AUCq.450 5487 8983 10759 6373 259.2 6839 6839+ 1055
(nmol min mL™

AUGC,., 692.7 1258.3 13639 9733 2922 9719 9254+ 1456
(nmol min mL™

ty2 (Min) 1629 1488 91.1 3995 855 2756 1939+454
V (L) 40 18 17 42 52 48 3.4+ 06
Cl (mL/min) 17.1 8.6 12.8 7.3 41.9 12.1 17.6+ 438

MRTo.450 (MiN) 988 945 772 1154 490 108.9 90.6+ 9.0
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Table 1-9 Concentration of hesperetin sulfates (nmol/mL) in serum after oral
administration of hesperetin (50.0 mg/kg) to six rats.

Rat
Time (mi 1 2 3 4 5 6 Mean+ SE.
5 4.0 8.0 5.0 5.2 5.0 12.2 6.5+1.3
15 35 5.6 4.6 18.0 4.0 194 9.2+3.0
30 3.2 53 4.1 17.2 35 8.4 70+22
60 31 3.3 3.7 6.2 31 54 41+ 0.6
90 3.3 3.3 4.5 5.8 32 4.4 41+04
120 35 33 37 6.7 4.8 4.9 45+ 05
180 6.3 33 39 7.9 52 31 49+0.38
240 8.1 35 4.2 8.5 3.3 4.0 53%+1.0
360 3.6 3.2 34 2.5 3.2 3.0 31+0.2
480 31 3.9 3.8 3.9 31 2.5 34+0.2
720 ND ND 25 2.8 ND 2.4 1.3+ 0.6

ND: not detectable

Table 1-10 Concentration of hesperetin glucuronides (nmol/mL) in serum after oral
administration of hesperetin (50.0 mg/kg) to six rats.

Rat
Time (mi 1 2 3 4 5 6 Mean + SE.
5 2.8 4.6 3.2 3.2 35 34 34+03
15 2.8 3.6 3.3 12.0 3.0 3.8 47+15
30 2.7 35 3.2 7.8 3.0 31 39+0.8
60 2.7 3.0 3.0 35 2.5 29 29+01
90 2.8 2.7 2.8 3.6 2.8 29 29+01
120 31 2.6 3.0 3.6 3.7 2.9 31+0.2
180 4.2 2.6 3.3 54 3.8 2.6 3.7+£04
240 54 2.9 29 4.7 29 2.6 36+£05
360 2.6 2.6 2.8 2.8 2.7 2.3 26+£0.1
480 ND 3.0 3.0 2.9 2.7 24 2701
720 ND ND ND ND ND 24 04+04

ND: not detectable
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Table 1-11 Pharmacokinetic parameters of hesperetin sulfates after oral administration of
hesperetinin to six rats.

Parameters 1 2 3 4 5 6 Mean+ SEE.
AUCq.720 2.9 2.5 2.6 3.9 24 2.7 28+0.2
(umol min mL™

Tmax (Min) 240.0 5.0 5.0 15.0 180.0 15.0 76.7+ 429
Crmax (NMol mL'l) 8.1 8.0 50 18.0 52 194 10.6+ 2.6
tys (Min) 5570 699.3 7040 3053 7191 580.7 5942+ 64.2
VIF (L) 11.3 13.9 17.6 7.7 17.9 14.8 139+ 1.6
CI/F (mL/min) 14.0 13.8 174 174 17.3 17.6 16.3+ 0.7
MRT(min) 3143 3330 3328 2658 3234 2725 307.0+ 12.3

Table 1-12 Pharmacokinetic parameters of hesperetin glucuronides after oral administration
of hesperetinin to six rats.

Parameters 1 2 3 4 5 6 Mean+ SE.
AUCq.720 2.2 2.0 2.1 2.6 2.0 1.8 21+0.1
(umol min mL™)

Tmax (MiN) 240.0 5.0 15.0 15.0 180.0 15.0 78.3+£42.4
Chax (nmol mL'l) 54 4.6 3.3 12.0 3.8 3.8 55+13
ty2 (Min) 4774 12781 1291.8 450.7 1498.1 1794.7 1131.8+ 2245
VIF (L) 12.2 19.6 26.2 14.2 25.5 26.6 207+ 2.6

Cl/F (mL/min) 17.7 10.6 141 21.8 11.8 10.3 225+19
MRT(min) 3254 3470 3447 296.7 3382 3436 3334%738
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