Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Data Fig 6A_CYP2D6 inhibition assays_Endoxifen_Metabolite_Mean of 3 assays_SD_SE
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Assay Il Mean SD SE
Endoxifen (metabolite)

%

Peak Area Ratio = metabolite

13.56
6.32
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Data Fig 6B_CYP3A4-5 inhibition assays_Endoxifen_Metabolite_Mean of 3 assays_SD_SE
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Assay Il Mean SD SE
Endoxifen (metabolite)

Peak Area Ratio % metabolite vs NC

1.62
10.57
6.69
4.67
9.17
7.42

Peak Area Ratio % metabolite vs NC

0.47
8.33
10.62
5.03
13.18
2.85

Peak Area Ratio % metabolite vs NC

3.12
2.44
0.27
1.21
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0.00
0.00
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Data Fig S1_CYP2D6 inhibition assays_Dextrorphan_Metabolite_Mean of 3 assays_SD_SE
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Assay Il Mean SD SE
Dextrorphan (metabolite)

Peak Area Ratio = % metabolite vs NC

8.53
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2.03
0.92
0.33
4.25
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6.58
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7.93
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3.02
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Data Fig S2_CYP2D6 inhibition assays by Quinidin_Endoxifen_Metabolite_Mean of 3 assays_SD_SE

Assay | Assay Il
Endoxifen (metabolite) Endoxifen (metabolite)
Peak Area Ratio % metabolite vs NC Peak Area Ratio % metabolite vs NC
D_Positive Control_Quinidine 100 uM 0.00 0.00 D_Positive Control_Quinidine 100 uV 0.00 0.00
D_Positive Control_Quinidine 10 uM 2.01993E-05 49.9 D_Positive Control_Quinidine 10 uM 6.51387E-06 39.5
D_Positive Control_Quinidine 5uM 2.20493E-05 54.5 D_Positive Control_Quinidine 5uM 7.6237E-06 46.3
D_Positive Control_Quinidine 2 uM 2.51806E-05 62.2 D_Positive Control_Quinidine 2 uM 8.07856E-06 49.0
D_Positive Control_Quinidine 1 uM 2.55626E-05 63.2 D_Positive Control_Quinidine 1 uM 9.69827E-06 58.9
D_Positive Control_Quinidine 0.1 uM 2.84574E-05 70.3 D_Positive Control_Quinidine 0.1 uM 1.38156E-05 83.8
D_Negative Control 1-1_no inhibitors 4.4456E-05 109.8 D_Negative Control 1-1_no inhibitors 1.6213E-05 98.4
Assay lll Mean SD SE

Endoxifen (metabolite)
Peak Area Ratio = % metabolite vs NC

D_Positive Control_Quinidine 100 uM 7.35921E-06 16.5 5.51 9.55 5.51
D_Positive Control_Quinidine 10 uM 1.15879E-05 26.0 38.5 12.0 6.91
D_Positive Control_Quinidine 5uM 2.17554E-05 48.9 49.9 4.19 2.42
D_Positive Control_Quinidine 2uM 2.33783E-05 52.5 54.6 6.83 3.94
D_Positive Control_Quinidine 1 uM 2.52793E-05 56.8 59.6 3.23 1.87
D_Positive Control_Quinidine 0.1 uM 3.95828E-05 89.0 81.0 9.64 5.57
D_Negative Control 1-1_no inhibitors 4.64481E-05 104.4 104.2 5.72 3.30
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Data Fig S3_CYP2D6 inhibition assays by Quinidine_Dextrorphan_Metabolite_Mean of 3 assays_SD_SE

Assay | Assay Il
Endoxifen (metabolite) Endoxifen (metabolite)
Peak Area Ratio % metabolite vs NC Peak Area Ratio % metabolite vs NC
D_Positive Control_Quinidine 100 uM 0.000212752 1.41 D_Positive Control_Quinidine 100 uV 0.000274118 1.60
D_Positive Control_Quinidine 10 uM 0.000683177 4.54 D_Positive Control_Quinidine 10 uM 0.000820142 4.79
D_Positive Control_Quinidine 5uM 0.00114825 7.63 D_Positive Control_Quinidine 5uM 0.001265521 7.39
D_Positive Control_Quinidine 2 uM 0.002349049 15.6 D_Positive Control_Quinidine 2 uM 0.002366089 13.8
D_Positive Control_Quinidine 1 uM 0.003780586 25.1 D_Positive Control_Quinidine 1 uM 0.004402311 25.7
D_Positive Control_Quinidine 0.1 uM 0.010918579 72.5 D_Positive Control_Quinidine 0.1 uM 0.013487882 78.8
D_Negative Control 1-1_no inhibitors 0.015269822 101.4 D_Negative Control 1-1_no inhibitors 0.016992498 99.2
Assay Il Mean SD SE

Endoxifen (metabolite)
Peak Area Ratio = % metabolite vs NC

D_Positive Control_Quinidine 100 uM 0.006682118 4.32 2.44 1.63 0.938
D_Positive Control_Quinidine 10 uM 0.01072527 6.93 5.42 131 0.759
D_Positive Control_Quinidine 5uM 0.014205437 9.18 8.07 0.97 0.560
D_Positive Control_Quinidine 2 uM 0.023559882 15.2 14.9 0.94 0.543
D_Positive Control_Quinidine 1 uM 0.039926759 25.8 25.5 0.37 0.214
D_Positive Control_Quinidine 0.1 uM 0.12451359 80.5 77.3 4.17 2.407
D_Negative Control 1-1_no inhibitors 0.151833594 98.1 99.6 1.70 0.982
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Data Fig S4_CYP3A4-5 inhibition assays_6BetaHT_Metabolite_Mean of 3 assays_SD_SE
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Assay Il Mean SD SE
6BHT (metabolite)

Peak Area Ratio % metabolite vs NC

9.92
5.25
38.5
30.5

4.53

Peak Area Ratio % metabolite vs NC

3.23
7.46
15.5
6.02
11.7

Peak Area Ratio = % metabolite vs NC
7.45
3.55

9.69
9.14

Peak Area Ratio % metabolite vs NC
3.06

2.50
0.00
0.00

Peak Area Ratio % metabolite vs NC

0.00
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Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Data Fig S5_CYP3A4-5 inhibition assays by Ketoconaole_Endoxifen_Metabolite_Mean of 3 assays_SD_SE

Assay |
Endoxifen (metabolite)
Peak Area Ratio
TE_Positive Control_KETOCONAZOLE 100 uM 1.54127E-06
TE_Positive Control_KETOCONAZOLE 10 uM 7.62948E-06
TE_Positive Control_KETOCONAZOLE 5uM 1.02207E-05
TE_Positive Control_KETOCONAZOLE 2 uM 1.1345E-05
TE_Positive Control_KETOCONAZOLE 1 uM 1.62545E-05
TE_Positive Control_KETOCONAZOLE 0.1 uM 4.00021E-05
Assay Il

Endoxifen (metabolite)

% metabolite vs NC

3.73
18.5
24.7
27.5
394
96.9

Peak Area Ratit % metabolite vs NC

TE_Positive Control_KETOCONAZOLE 100 uM 0.00
TE_Positive Control_KETOCONAZOLE 10uM 5.39611E-06
TE_Positive Control_KETOCONAZOLE 5uM 9.03534E-06
TE_Positive Control_KETOCONAZOLE 2uM 1.68183E-05
TE_Positive Control_KETOCONAZOLE 1uM 2.18172E-05

TE_Positive Control_KETOCONAZOLE 0.1 uM -

U. Weissenstein, M. Kunz, M. Oufir, J.T. Wang, M. Hamburger, K. Urech, U. Regueiro, S, Baumgartner

0.00
12.36
20.69

38.5

50.0

Assay Il
Endoxifen (metabolite)
Peak Area Ratio

TE_Positive Control_KETOCONAZOLE 100 uM 0.00
TE_Positive Control_KETOCONAZOLE 10 uM 4.26237E-06

TE_Positive Control_KETOCONAZOLE 5 uM -

TE_Positive Control_KETOCONAZOLE 2 uM 1.52932E-05

TE_Positive Control_KETOCONAZOLE 1 uM 2.38592E-05

TE_Positive Control_KETOCONAZOLE 0.1 uM -

Mean

1.24
13.8
22.7
34.8
49.7
96.9
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SD

2.15
4.10
2.87
6.31
10.20

SE

1.244
2.370
2.028
3.646
5.888

% metabolite vs NC

0.00
10.67
38.30
59.7



Absence of herb-drug interactions of Mistletoe with the Tamoxifen metabolite (E/Z)-Endoxifen and Cytochrome P450 3A4/5 and 2D6 in vitro

Data Fig S6_CYP3A4-5 inhibition assays by Ketoconazole 6BetaHT_ Metabolite_Mean of 3 assays_SD_SE

Assay | Assay Il
Endoxifen (metabolite) Endoxifen (metabolite)
Peak Area Ratio % metabolite vs NC Peak Area Ratio % metabolite vs NC

TE_Positive Control_KETOCONAZOLE 100 uM 0.000544197 4.17 TE_Positive Control_KETOCONAZOLE 100 uM 0.00 0.00
TE_Positive Control_KETOCONAZOLE 10 uM 0.000649502 4.97 TE_Positive Control_KETOCONAZOLE 10 uM 0.00 0.00

TE_Positive Control_KETOCONAZOLE 5uM 0.001170492 8.96 TE_Positive Control_KETOCONAZOLE 5uM 0.000928438 4.77

TE_Positive Control_KETOCONAZOLE 2 uM 0.001259259 9.64 TE_Positive Control_KETOCONAZOLE 2 uM 0.001192394 6.13

TE_Positive Control_KETOCONAZOLE 1 uM 0.002362481 18.08 TE_Positive Control_KETOCONAZOLE 1 uM 0.002148023 11.04
TE_Positive Control_KETOCONAZOLE 0.1 uM 0.005440135 41.64 TE_Positive Control_KETOCONAZOLE 0.1 uM - -

Assay Il Mean SD SE

Endoxifen (metabolite)
Peak Area Ratio % metabolite vs NC

TE_Positive Control_KETOCONAZOLE 100uM  0.003171883 3.20 2.46 2.18 1.259

TE_Positive Control_KETOCONAZOLE 10uM  0.004942901 4.99 3.32 2.88 1.660

TE_Positive Control_KETOCONAZOLE 5uM 0.002599058 2.62 5.45 3.22 1.860

TE_Positive Control_KETOCONAZOLE 2 uM = = 7.88 2.48 ) 1.756

TE_Positive Control_KETOCONAZOLE 1 uM 0.015401216 15.55 14.89 3.57 2.061

TE_Positive Control_KETOCONAZOLE 0.1uM  0.047996546 48.46 45.05 4.82 3.411
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