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Table S1. Pharmacokinetic parameters of B-ring unsubstituted flavones in different species.

Compound
A -t h A —ool MRT 0-
Administered/ Species Dose and route Cmax (ng/ml) UCo-th (ug UC 0-=-(ug tmax (h) tiz (h) 0 Reference
h/ml) h/ml) oo(h)
Measured
Baicalein/ Rat 75 mg/kg, oral 1610 = 370 11078 +146  1201+473  2.83+1.10 - [1]
Baicalein
Baicalein/ Rat 40 mg/kg, oral 1380 + 1230 2293+1313  4099:1023 134 045 345:033  2F [2]
Baicalein 1.04
Baicalei 2 k
aicalein/ Rat > mg/kg 1430 £ 170 7.96 +0.44 - 4234026  375+094 - 3]
Baicalein (suspension), oral
Baicalein/ 200 mg, single
. . Human dose, oral, 13.69 + 6.24 79.2 +26.8 88.0 £29.8 4 (0.5-5) 8.54 +5.93 - [4]
Baicalein
chewable table
. . 400 mg, single
Baicalein/ Human dose, oral, 23.00 +11.76 1222+445 14704449 1250175  o00F - [4]
Baicalein 17.47
chewable table
Baicalein/ 800 mg, single
. . Human dose, oral, 28.65+11.22 229.2 £ 60.6 278.3+£89.2 4 (0.33-5) 17.45+9.84 - [4]
Baicalein
chewable table
Baicalein/ 200 mg, single
L. Human dose, oral, 163.40 +£109.73 1274.1 £900.0 1358.3 £918.8 4 (0.5-10) 9.69+7.7 - [4]
Baicalin
chewable table
. 400 mg, single
B 1 2764.7 + 12.19 +
aicalein/ Human dose, oral, 27469+ 14540  2488.0 +1080.8 64.7 ¢ 1(0.17-5) ot - (4]
Baicalin 1211.3 11.56
chewable table
S 800 mg, single
Baicalein/ 4563.9 + 16.35 £
83+ . 2+ . . .5- - 4
Baicalin Human dose, oral, 395.83 +199.06 3726.2 +2046.5 29106 3.5 (0.5-5) 12.26 (4]

chewable table




Compound

A -th A —oo MRT 0-
Administered/ Species Dose and route Cmax (ng/ml) UCOo-th(ug UC 0—=(pg tmax (h) tuz2 (h) 0 Reference
h/ml) h/ml) oo(h)
Measured
Baicalein/ 200 mg, multiple
. . Human dose, oral, 17.610 £ 7.810 154.2 +81.0 169.0 + 100.0 4 (1.5-5) 8.8 +4.85 - [4]
Baicalein
chewable table
. 400 mg, multiple
Baicalein/
. . Human dose, oral, 31.72£13.41 296.9 +152.4 332.9 £180.0 4.5 (0.5-5) 12.53 +4.7 - [4]
Baicalein
chewable table
. . 800 mg, multiple
Baicalein/
. . Human dose, oral, 65.17 £ 31.79 549.66 + 252.2 598.4+314.6 092 (0.174) 11.09+6.27 - [4]
Baicalein
chewable table
. . 200 mg, multiple
Baicalein/ Human dose, oral, 232.60+130.25  2447.0 +2014.5 27992+ 15(0.33-5)  9+528 - [4]
Baicalin 2656.6
chewable table
. . 400 mg, multiple
B 1 7267.1 £
aicalein/ Human dose, oral, 823.83 +678.05 60205 +4197.5 67.1 15(0.33-5)  15.01+9.21 - (4]
Baicalin 5664.1
chewable table
. . 800 mg, multiple
Baicalein/ 1076.23 + 8651.1 + 15.59 +
0= . . 33! - 4
Baicalin Human dose, oral, 507 44 7053.0 + 3886.7 71441 0.5 (0.33-2) 16.42 (4]
chewable table
N C o 400 mg, fasted
Baicalein/Baicalein Human . 15.75+9.33 89.47 +48.63 93.36 +£50.11 3.5(0.17-5) 5.39+3.11 - [5]
condition, oral
. . . . 400 mg, fed
Baicalein/Baicalein Human .. 19.57 +9.44 122.07 £ 28.29 126.21 £ 28.27 4.5 (3-8) 5.74 +£2.08 - [5]
condition, oral
4 fasted 1266.43 +
Baicalein/Baicalin ~ Human 00 mg, faste 182.47+99.56  1193.23 + 693.41 6643 £ 3(033-6)  6.36+5.85 - [5]
condition, oral 866.66
Baicalein/Baicalin ~ Human 400 mg, fed 154.78 +100.83  933.92 + 282.32 94088 + 3(2-8) 438+1.14 - [5]
condition, oral 286.19
503 118(;5/ kgt}E1 0.375 +
Baicalin/Baicalin Rat lH}c' 0 glllta’i d 9.840 + 1.545* 201.566 + 12.893 227.782 £ 0.137* 16.056 + 15.86 + (6]
e et SO RO COMANET 1) 700 + 622.2% 21.443 8.000 = 4376 1.17
50.11 mg/mL), 2 191%

oral




Compound

Administered/ Species Dose and route Cmax (ng/ml) AUCO-th(ug  AUCO--(ug tmax (h) tiz (h) MRT 0- Reference
h/ml) h/ml) oo(h)
Measured
Baicalein/Baicalein ~ Human mgfs‘f’ zgfle 5.82 (3.33) 0.022 (0.011)  0.025(0.011)  35(055)  1.90 (L.17) - (7]
2 ingl
Baicalein/Baicalein ~ Human Og:;eg’ Z;‘;ig € 11.54 (4.10) 0.007 (0.019)  0.075(0.018)  3(05-5)  8.03(3.07) - [7]
4 ingl
Baicalein/Baicalein ~ Human Og:;eg’ Z;I;ig € 20.47 (11.81) 0.098 (0.059)  0.102(0.061)  3(0.17-5)  4.82 (2.95) - (7]
Baicalein/Baicalein ~ Human 803:;5 zgfle 35.38 (19.17) 0211(0.077) 0218 (0.078)  1.5(0.17-4)  8.23 (1.84) - (7]
1200 mg, si
Baicalein/Baicalein ~ Human dorsr‘egvosr;“lgle 51.62 (46.50) 0308 (0.164)  0.323(0.165)  2(0.17-5)  10.16 (4.07) - (7]
N .
Baicalein/Baicalein ~ Human 60;02&;’:1*‘518 43.06 (22.67) 0.239 (0.071)  0.255(0.080)  1.5(054)  8.71(2.00) - (7]
2 ingl
Baicalein/Baicalein ~ Human Ojo:;g’oi];}g ©  131.36(14025)  0478(0.263)  0.497(0260) 1.25(0.17-5)  7.29 (4.16) - (7]
L L 2800 mg, single 15.01
Baicalein/Baicalein Human dose, oral 108.17 (83.16) 0.541 (0.176) 0.678 (0.305)  0.75(0.33-4) (14.97) - [7]
100 mg, singl
Baicalein/Baicalin ~ Human dfs‘f zgf ¢ 7547 (26.43) 0556 (0.137)  0.580 (0.136)  1.00 (0.5-4)  8.58 (5.06) - [7]
2 ingl
Baicalein/Baicalin ~ Human Og:;eg’ Z;‘;ig ©  18200(90.53)  0.980(0.370) 0983 (0.370)  3(0.33-5)  4.22(0.42) - (7]
4 ingl 75 (033~
Baicalein/Baicalin ~ Human 00mg, single 3y 00 (1a048) 13150761 1320767 203 4seam) - (7]
dose, oral 5)
Baicalein/Baicalin ~ Human 803:;5 zgfle 42858 (156.88)  3.853 (1.757)  3.878(1.777)  15(0.33-4)  4.84 (1.62) - (7]
L - 1200 mg, single 10.80
Baicalein/Baical H . . 888 (2. 177 2. 5 (0.33- - 7
aicalein/Baicalin uman doseomal 770.00 (749.68)  4.888 (2.581)  5.177(2586)  0.5(0.33-2) w97) [7]
1 ingl
Baicalein/Baicalin ~ Human 6050:%’05;:1‘% ©  635.85(23074)  3.839(1.187) 3918 (1.181)  15(0.5-4)  8.64 (2.59) - (7]
2 ingl .
Baicalein/Baicalin ~ Human Ogozz%’osr]:lg ¢ éégi;g) 7392(5.118)  7.500(5.107)  0.75(0.5-5)  5.87 (2.85) - (7]
L - 2800 mg, single 1847.21
Baicalein/Baicalin Human dose, oral (1269.03) 10.349 (3.320) 11.962 (6.016) 1.25(0.54) 9.65(5.78) - [7]




Compound

A -th A —oo —
Administered/ Species Dose and route Cmax (ng/ml) UCOo-thiug UC 0-clug tmax (h) tiz (h) MRT 0 Reference
h/ml) h/ml) oo(h)
Measured
Baicalein/Baicalin Rat 210 mg/kg, oral 1530 + 220 17.77 £ 0.66 - 0.087:+ 0.02 7.15+1.58 ?)4;61 * [8]
Baicalein/W i 74
aicalein/ . ogonosid 210 mg/kg, oral 1230 £ 120 1467 £1.93 - 011+01  8.20+0.42 907818+ [8]
S Do Monkey
Baicalein/Baicalein (Rhesus) 50 mg/kg, oral 167.3£73.2 0.454 +0.1212 - 1.6+0.3 14+1.0 29+0.3 [9]
S o Monkey
Baicalein/Baicalin (Rhesus) 50 mg/kg, oral 4216.7 +1380.7 18.366 + 4.796 - 3.8+0.5 41+0.8 51+0.4 [9]
N Do Monkey
Baicalein/Baicalein (Rhesus) 150 mg/kg, oral 3184 +51.81 1.156.1 +0.205 - 14+0.6 6.4+3.6 59+0.8 [9]
. - Monkey
Baicalein/Baicalin (Rhesus) 150 mg/kg, oral 7194.7 +4984.5 47.655 + 15.208 - 4.0+0.8 41+0.5 72+25 [9]
S Do Monkey
Baicalein/Baicalein (Rhesus) 500 mg/kg, oral 612.5 +316.0 2.527 +1.537 - 23+1.2 13.4+95 62+15 [9]
Baicalein/Baicalin 1(\;[;;2:2)’ 500 mg/kg, oral 13;62?75'_? 104.717 + 52.674 - 35+0.6 65+36  9.0+4.1 [9]
. L Monkey . 30409.2 +
Baicalein/Baicalein (Rhesus) 10 mg/kg, i.v. 4610.7 7.421 +1.080 - 0.033 4.8+5.0 04+0.2 [9]
. . .. Monkey .
Baicalein/Baicalin (Rhesus) 10 mg/kg, i.v. 6146.6 + 3363.4 4.390 + 0.860 - 0.083 09+0.2 33+x04 [9]
7180+ 12
Baicalein/Baicalin Rat 121 mg/kg, oral 80+ 1250 71.41+4.38 - 1.67 £0.29 - - [10]
Baicalein/Baicalein Rat 121 mg/kg, oral 1240 + 780 0.79 +0.08 - 0.167 +0 - - [10]
1 + 54
Baicalein/Baicalin Rat 10 mg/kg, i.v. 6660 + 540 1491+ 0.55 - 0.083+0 - - [10]
Baicalein/Baicalein Rat 10 mg/kg, i.v. 10430 + 1160 4.03 +0.85 - 0.083+0 - - [10]
3390 + .720% 0.20 £ 0.07*
icali icali 48 +7. - - - 11
Baicalin/Baicalin Rat 200 mg/kg, oral 3860 + 570% 48.48 +7.94 8.40 + 0.89* [11]
Baicalin/Baicalin Rat 12 mg/kg, i.v. - 18.02 +3.45 - - 5.70+0.76 1(')95; [11]
Baicalin/Baicalin Rat ~ 224HmoLkg (00 44056, 5356 1.98+0.18 - 5.0 - - [12]

mg/kg), oral




Compound

A -th A —oo MRT 0-
Administered/ Species Dose and route Cmax (ng/ml) UCOo-thiug UC 0-clug tmax (h) tiz (h) 0 Reference
h/ml) h/ml) oo(h)
Measured
Baicalin/Baicalin Rat o/ Hmol/kg (163 - 14.98 - - 0.12+0.02 - [12]
mg/kg), iv.
Baicalin/Baicalein Rat ~ 224wmoLAg (00 7es ., 55 5 8.75 +3.65 - 6.59 +7.31 - 1162 [13]
conjugates mg/kg), oral 5.35
Balcalelﬁ/Balcalem Rat 224 umoL/kg (60.5 36753 = 13.42 +7.89 i 01740 i 10.86 + (13]
conjugates mg/kg), oral 2432.16 4.38
Baicalein/Baicalein Rat 40 mg/kg, oral 2870 + 1820 2493 +13.13 40.99 +13.35 1.44+1.05 2.32+0.33 7i434i— [14]
Baicalein/Baicalein Rat 80 mg/kg, oral 36.63 +7.59 0.20 +0.08 - 2.82+1.76  10.98+5.70 - [15]
2497.66 +
Baicalein/Baicalin Rat 80 mg/kg, oral 4983 2%+ 23.02+8.54 - 5.40+3.13 1.77 £ 0.35 - [15]
. . . . 76%3.2
Baicalein/Baicalein Rat 15 mg/kg, oral 45.8 +20.4 0.21 £0.04 - 0.08 £0.0 11.6+3.4 [16]
Baicalin/Baicalin Rat 28 mg/kg, oral 860 + 194 6.413 +2.711 6.439 +2.733 3 2.60+1.42 7i1??6i [17]
Baicalin/ baicalein 6-
O- 741+
. Rat 28 mg/kg, oral 1397 + 280 11.529 +1.459 11.573 +1.867 4 254+1.31 [17]
glucopyranuronosid 1.33
e
Wogonin/Wogonin Rat 10 mg/kg, oral 15.00 +4.21 0.033 £ 0.005 0.034 + 0.006 0.54 £0.38 1.83+1.12 - [18]
Wogonin/Wogonin Rat 20 mg/kg, oral 35.36 + 3.64 0.070 +0.007 0.078 +0.0 10 0.38+0.14 1.53+1.43 - [18]
Wogonin/Wogonin Rat 40 mg/kg, oral 76.84 +12.69 0.219 +0.030 0.256 +0.042 0.58 +0.20 2.04+£2.76 - [18]
Wogonin/Wogonin Bgizle 5mg/kg iv.  68387+13221  0.630+0.112  0.632+0.113 - 59469 0(')13; [19]
. . Beagle native drug, 15
Wogonin/Wogonin . 25+1.1 0.007 +0.002 0.011 +0.005 0.7+0.3 10.1+8.9 3.6+0.2 [19]
dog mg/kg, i.g.
. . Beagle solid dispersion, 5
Wogonin/Wogonin . 79+33 0.021 +0.003 0.022 +0.005 03+0.2 51+2.6 53+3.0 [19]
dog mg/kg, i.g.
Wogonin/(Free) Beagle 5mg/kg, i.g. 12333 00160006 001840007 035+021  494+253  ooo* [19]
Wogonin dog 1.25




Compound

Administered/ Species Dose and route Cmax (ng/ml) AUCO-th(ug  AUCO--(ug tmax (h) tiz (h) MRT 0- Reference
h/ml) h/ml) oo(h)
Measured
Wogonin/Total
. Beagle . 8.38 =
wogonin after do 5mg/kg, i.g. 156.5 +40.9 0.449 +0.165 0.555 +0.371 0.51+0.13 9.1+52 314 [19]
enzymolysis 8 )

. . . 0.236 = 0.14 +

Wogonin/Wogonin Rat 10 mg/kg, i.v. 7120 + 1220 1.852 +0.328 1.869 +0.315 - 0.070 0.10 [20]

. . . 0.243 = 0.107 =

Wogonin/Wogonin Rat 20 mg/kg, i.v. 19130 + 3060 4771+ 0.920 4.779 +0.917 - 0.088 0.049 [20]

. . . 0.224 + 0.109 =
Wogonin/Wogonin Rat 40 mg/kg, i.v. 43800 + 6140 12.607 +0.440 12.637 +0.449 - 0.059 0.012 [20]
. . . 0.466 =
Wogonin/Wogonin Rat 100 mg/kg, i.g. 300 + 80 0.264 + 0.034 0.284 +0.035 - 0.079 [20]
Wogonin/Wogonin Rat 5 mg/kg, i.v. - 0.874 - - 0.38 0.35 [21]
. . Beagle . 0.14 =
V. - - . +0. - .51 +0. 22
Wogonin/Wogonin dog 20 mg/kg, i.v 2.138 +0.231 1.51 +0.43 0.03 [22]
Oroxylin ‘:/ Oroxylin - pag 20 mg/kg, i.v. - 0.343 0.344 - 48 - 23]
Oroxylin A/Oroxylin )

A-7-O-glucuronide Rat 20 mg/kg, i.v. - 6.341 6.342 - 2.47 - [23]
Chrysin/Chrysin Human 400 mg, oral - 64 (33) - - - - [24]
Chrysin/Chrysin -y an 400 mg, oral - 1490 (485) - - ; - [24]

sulfate
Chrysin/Chrysin Rat 2 mg/kg, iv - - 0.2759 + 0.050 - 0.04 +£0.01 - [25]
Chrysin/Chrysin Rat 2 mg/kg, iv 1,367.0 + 468.8 - 041820190 4102007 02201 - [25]
sulfate
Chrysin/Chrysin , 2,3102+ 0.473+0.178
Rat 2 k - .03 +0. 4+0. - 25
glucuronide a mg/ g 1v 1,0692 0.03 +0.05 04+0.6 [ ]
hrysin/Chrysi
Chrysin/Chrysin Rat 100 mg/kg, i.g.  364.6+118.7 2701£0963  3.6+0.6 3.0+1.9 - (25]
glucuronide
Chrysin/Chryisin Mouse 20 mg/kg, oral 2.542 +2.542 0.015 +0.007 - 4.00 +1.36 - - [26]
hrysin/Chryisin-7-
Chrysin/Chrylsin Mouse  20mgkg oral  68.85+17.21 0.860 + 0.353 - 7.00 +1.15 - ; (26]

O-glucuronide




Compound

Administered/ Species Dose and route Cmax (ng/ml) AUCO-th(ug  AUCO--(ug tmax (h) tiz (h) MRT 0- Reference
h/ml) h/ml) oo(h)
Measured
Chrysin/Chryisin7- /e 20mg/kg oral 434641337 0.441+0.14 - 6.50 +1.00 - - [26]
O-sulfate
GL-V9/GL-V9 Rat 50 mg/kg, oral 167.33 + 50.05 1.212 +0.246 1.256 £ 0.272 0.31-0.77 3.08 +1.05 7(':8: [27]
GL-V9/GL-V9 Rat 5 mg/ks, 1095.35 + 1.319+0.320 1.382+371 016-040 3442034  U* (27]
pulmonary 151.24 0.66
GL-V9/GL-V9 Rat 5 mg/kg, i.v. 1.055 +0.186 1.419 £0.473 1.496 + 0.468 0.03-0.08 4.11+1.66 4i(.)124i [27]
* Values for bimodal PK reported.
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