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Table S1. The concentration of cinobufagin and its metabolites (ug/L)

Hydroxyl- Hydroxyl- Hydroxyl-
Time Cinobufagin 3-epi-cinobufagin Desacetylcinobufagin desacetylcinobufagin desacetylcinobufagin desacetylcinobufagin
(h) (0.94 min) (1.54 min) (1.84 min)
1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
0.083 51.1 432 432 0.06 004 0.02 5.46 6.65 1.86 0 0 0 0 0 0 0 0 0
0.25 146 102 128 240 574 239 142.02  240.70 182.59 0.88 0.82 0.58 0.86 1.79 1.29 0.10 0.41 0.10
0.5 832 48 481 691 881 479 548.83  661.99 638.34 1196  12.63  11.68 4.52 6.11 8.91 3.56 3.27 2.96
0.75 464 115 355 719 479 749 731.19  749.82 837.66 2278 2354 2895 6.00 9.11 11.24 8.13 7.29 6.72
1 619 534 498 418 891 6.82 657.05 90523  1131.58 2458 2776 3597 6.16 1047  10.13 9.37 9.28 8.57
2 453 106 5.29 133 756 8.00 33440 91874  1337.66 1270  33.61  58.95 376 1023  12.86 9.31 1631 20.60
4 374 3.09 287 145 814 594 99.93  331.58 959.28 2.86 12.76  49.15 1.72 5.09 11.61 6.53  14.82 31.82
6 1.86 205 1.12 112 3.01 229 70.67 192.05 506.58 1.33 6.28 2097 1.11 3.54 6.99 428  12.63 27.02
8 35 107 559 284 161 146 164.06 8091 104.55 3.56 2.30 5.30 1.53 1.75 2.72 5.64 7.66 13.95
10 261 163 024 082 061 040 50.83 26.78 8.61 1.40 0.61 0.91 1.16 0.75 0.79 3.92 3.20 5.20

Table S2. Pharmacokinetic parameters of metabolites of cinobufagin after a single intragastric administration with 20 mg/kg cinobufagin to rats (n = 3, mean + SD)

Metabolite t1/2 (h) Cinax (ng/mL) Ty (h) AUC,., (ng/mL*h) MRT,, (h)
3-epi-cinobufagin 283+029  6.84+201 1.25 +0.66 33.40 + 14.97 3.22+0.16
Hydroxyl-desacetylcinobufagin - 53 (o) 3508+23.16 1.67 + 0.58 146.46 + 108.71 2.79 +0.53

(m/z 417, 0.94 min)




Hydroxyl-desacetylcinobufagin

(m/z 417, 1.54 min) 270+1.78
Hydroxyl-desacetylcinobufagin

(m/z 417, 1.84 min) 3.48+2.83
Desacetylcinobufagin 5934304

(m/z 401, 5.05 min)

8.95+4.68

17.72 £12.89

897.95 +237.35

1.33 £ 0.58

2.33+1.53

1.58 £0.72

48.10 £ 26.10

118.50 + 65.77

3952.88 +2167.49

3.55+0.20

4.63+0.20

3.10+£0.25




