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Table S1 Table S1 Induction response in HepatoCells measured as CYP3A4 mRNA fold increase

DMD#72124

Rifampicin Phenytoin Phenobarbital Terbinafine
Conc. Lot Lot Lot  Conc. Lot Lot Lot Conc. Lot Lot Lot  Conc. Lot Lot Lot
(uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B
0.023 4.1 0.04 1.4 0.06 0.13 0.04 -0.38 0.91 4.9 2.3 0.09 0.046 -0.12 -053 -0.15
0.069 2.2 0.33 1.7 0.17 -041 -0.63 -0.60 2.7 1.3 -054 0.17 0.14 -0.04 -053 0.10
0.21 6.5 8.4 6.0 0.51 050 -0.11 -0.20 8.2 1.2 -0.07 0.00 0.41 0.47 0.72 0.03
0.62 17 25 15 15 0.52 0.54 0.65 25 15 0.26 -0.34 1.2 3.1 1.9 6.9
1.9 24 32 23 4.6 2.7 0.62 3.4 74 6.2 4.8 1.00 3.7 9.8 22 13
5.6 20 23 22 14 11 15 5.4 222 19 14 8.7 11 18 24 21
17 21 31 28 42 20 37 32 667 64 62 31 33 19 14 14
125 23 39 35 2000 110 135 73 100 14 11 4
Sulfinpyrazone Probenecid Pioglitazone Dexamethasone
Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot  Conc. Lot Lot Lot
(uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B
0.091 26 5.3 6.4 0.14 0.08 -0.19 040 0.0057 0.50 055 -0.07 011 -015 -030 -0.31
0.27 -0.16 0.26 1.1 041 -0.15 042 0.74 0017 -0.06 020 -017 034 -025 -059 -0.55
0.82 0.14 2.7 1.2 1.2 -0.16 -040 -0.04 0051 066 091 0.60 1.0 0.01 0.63  -0.02
247 0.99 2.7 1.5 3.7 0.02 -0.13 -035 0.15 3.9 3.4 3.2 3.1 0.31 0.22 0.40
7.41 5.1 4.2 8.0 11 0.34 -0.24 0.52 0.46 3.5 5.4 2.9 9.3 1.1 0.86 1.9
22 15 27 19 33 1.9 1.9 15 1.4 6.9 6.4 5.1 28 2.2 2.9 2.6
67 31 38 28 100 4.6 6.2 3.8 4.2 20 27 12 83 16 17 8.4
200 28 53 38 300 25 26 22 13 33 31 15 250 32 53 29

Underscored data not used for curve fitting due to replicate data points not able to reach <40% CV.

Bold data are not used for curve fitting since at such concentrations toxicity or enzyme inhibition appeared to be obvious.
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Table S1 Table S1 Induction response in HepatoCells measured as CYP3A4 mRNA fold increase (Cont’d)

Omeprazole Clotrimazole Nifedipine Flumazenil
Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot
(uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B
0.05 1.8 -0.05 -0.07 0.005 -0.06 0.13 044 0.046 0.06 0.47 0.35 0.02 -0.26 -0.70 0.02
0.14 0.04 -0.28 -0.14 0.014 0.01 -032 041 0.14 0.44 1.41 0.72 0.07 -0.20 -052 -0.16
0.41 0.06 -0.52 -0.17 0.041 0.38 0.24 0.94 0.41 1.4 4.6 1.6 0.21 -0.18 -0.33 -0.43
1.2 0.46 1.3 0.49 0.12 2.0 4.0 3.0 1.2 4.8 9.9 6.2 0.62 -023 -0.71 0.13
3.7 2.5 1.7 2.9 0.37 5.7 8.4 9.5 3.7 9.1 175 15 1.9 -0.05 -0.65 -0.15
11 10 12 12 1.1 12 16 17 11 22 22 19 5.6 -0.02 -057 -0.34
33 24 29 24 3.3 16 18 17 33 28 40 27 17 -0.13 -0.40 -0.14
100 19 45 27 10 0.78 0.09 0.32 100 16 27 26 50 0.08 0.04 0.12
Quinidine Methotrexate Digoxin Carbamazepine

Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot
(uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B
0.11 0.55 0.14 1.12 0.009 -031 015 -0.55 9015E -035 001 -0.25 0.23 0.62 -0.16 2.26
034 -0.36 0.78 1.12 0.03 -049 -063 -043 0.0003 -061 -064 -053 069 -0.15 -0.61 0.16
1.0 -0.42  0.90 0.34 0.082 -047 -029 -0.41 0.0008 0.00 0.39 -0.45 2.1 -0.08 -0.24 0.19
3.1 0.24 0.71 0.96 025 -043 -030 -0.63 0.0025 -0.33 -0.52 0.06 6.2 0.12 0.00 1.33
9.3 0.44 0.18 0.58 0.74 -050 -0.74 -0.27 0.0074 -0.03 -0.47 -0.05 19 2.07 0.62 2.60
28 1.04 2.04 0.08 2.2 -056 -035 -0.39 0.0222 -0.22 -0.53 -0.40 56 4.7 4.5 7.5
83 0.71 0.57 0.90 6.7 -0.62 -0.79 -0.68 0.0667 -0.57 -0.24 -055 166.7 10.6 8.0 14.2
250 -055 0.00 -0.44 20 -061 -040 -059 0.20 -091 -0.87 -0.89 500 16.2 9.9 13.0

Underscored data not used for curve fitting due to replicate data points not able to reach <40% CV.

Bold data are not used for curve fitting since at such concentrations toxicity or enzyme inhibition appeared to be obvious.
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Table S1 Table S1 Induction response in HepatoCells measured as CYP3A4 mRNA fold increase (Cont’d)

Rosiglitazone Primaquine

Conc. Lot Lot Lot  Conc. Lot Lot Lot
(uMm) 2B 3A 3B (uM) 2B 3A 3B
0.046 0.82 0.29 -0.1 0055 132 -023 0.72
0.137  0.97 1.24 11 049 011 -0.05 0.24
0412 147 281 3.9 4.4 0.02 -035 -0.15

1.2 947 981 15 40 -0.51 -0.15 0.13

3.7 22 36 38

11 47 75 82

33 46 83 91

100 5.8 7.8 7.3

Bold data are not used for curve fitting since at such concentrations toxicity or enzyme inhibition appeared to be obvious.
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Table S2 Induction response in HepatoCells measured as CYP3A4 enzyme activity fold increase

Rifampicin Phenytoin Phenobarbital Terbinafine

Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot
(uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B

0.02 13 0.03 13 0.06 0.19 0.19 0.71 0.91 0.4 0.4 0.44 0.05 0.21 0.17 0.47
0.07 3.5 1.7 2.2 0.17 0.11 0.37 0.87 2.7 0.4 0.0 0.60 0.14 0.39 0.58 0.51
0.21 7.8 5.1 4.5 0.51 0.33 0.43 0.73 8.2 0.7 0.61 0.77 0.41 0.81 1.14 0.89
0.62 16 14 11 1.5 0.48 0.67 0.80 25 0.9 1.0 0.8 1.2 2.9 3.3 4.4

1.9 21 21 15 4.6 0.6 0.91 1.3 74 2.4 2.7 3 3.7 11.3 17 12
5.6 30 29 28 14 2 2 2.8 222 11 14 14.0 11 15 19 15
16.7 27 31 24 42 6 7 8 667 31 47 42 33 10 12 10
125 16 19 19 2000 33 52 43 100 5 7 3
Sulfinpyrazone Probenecid Pioglitazone Dexamethasone

Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot
(uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B

0.091 0.27 0.03 0.0 0.14 0.19 -0.1 -0.1 0.006 0.32 0.69 0.96 0.11 -0.27  -031 -0.27
0.27 0.34 -0.2 0.3 041  -0.03 0.1 0.0 0.017  0.52 0.75 1.24 034 -024 -024 -021
0.82 0.53 0.44 0.23 1.2 0.19 0.0 0.0 0.051 0.52 0.89 1.35 1.03 -0.07 -0.16 -0.11
2.5 1.8 13 1.2 3.7 0.39 0.0 0.0 0.154  0.95 1.52 1.71 3.09 001 -0.16 -0.33
7.4 5.4 3.9 5.6 11 0.41 0.0 0.2 0.46 1.41 2.55 3.91 9.26 0.44 0.16 0.34

22 17 16 12 33 13 0.7 0.72 1.4 3.1 5.3 6.5 27.8 13 0.7 0.8
67 25 22 20 100 3.3 2.3 1.81 4.2 8.8 15.7 20.6 83.3 4.0 3.2 3.4
200 18 21 18 300 12 8.0 5.88 12.5 18.8 37.9 348  250.0 6.9 6.2 7.0

Bold data are not used for curve fitting since at such concentrations toxicity or enzyme inhibition appeared to be obvious.
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Table S2 Induction response in HepatoCells measured as CYP3A4 enzyme activity fold increase (Cont’d)

Omeprazole Clotrimazole Nifedipine Flumazenil

Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot

(uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B

0.05 -0.05 -0.09 -0.11 0005 -043 -029 -028 0.046 -056 -055 -0.60 0.023 -0.01 -0.35 -0.16
0.14 0.02 -013 -0.15 0.014 -035 -030 -0.28 0.14 0.03 -0.07 -030 0.069 0.02 -012 -0.21
0.41 0.07 -0.09 000 0.041 -034 -026 -031 041 0.88 0.91 0.13 0.21 -0.09 -0.15 -0.17
1.23 0.16 0.19 0.10 0.12 -0.38 -0.34 -043 1.2 2.43 2.24 1.21 0.62 0.07 -0.17  0.04
3.70 0.75 0.27 0.21 037 -0.64 -045 -0.54 3.7 3.84 3.26 1.98 1.9 -0.05 -025 -0.12
11.1 1.25 0.94 1.41 1.11 -074 -054 -0.60 11 2.99 0.96 0.43 5.6 0.16 -0.18 -0.12
33.3 1.25 0.92 0.65 333 -0.77 -057 -0.65 33 0.69 0.59 0.08 17 021 -0.01 -0.08
100.0 0.61 1.09 0.49 100 -0.76 -057 -0.64 100 -0.35 -0.31 0.80 50 0.29 0.18 0.30

Quinidine Methotrexate Digoxin Carbamazepine

Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot Conc. Lot Lot Lot
(uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B (uM) 2B 3A 3B

0.11 -025 000 -0.03 001 -019 0.00 -0.28 9015E -0.10 -0.02 -010 023 -0.08 0.16 0.22
0.34 -030 -0.15 -0.04 003 -015 -0.08 -0.30 0.0003 -011 -001 -030 069 -0.02 o0.01 0.20
1.0 -013 -021 -003 008 -019 -021 -0.26 0.001 0.21 0.06 -0.17 2.1 0.11 0.18 0.18
3.1 0.04 0.22 0.08 025 -0.30 -0.27 -043 0.002 0.02 -016 -0.24 6.2 0.14 0.37 0.59
9.3 0.05 -0.10 0.03 074 -035 -032 -0.35 0.007 0.09 -0.19 -0.29 18.5 1.10 1.33 1.57
27.8 0.00 021 -031 222 -037 -021 -037 0022 000 -017 -0.36 556 3.82 4.66 5.34
83.3 -0.47 -030 -0.39 6.67 -041 -035 -0.42 0.067 -0.21 -0.20 -0.30 167 6.70 6.20 7.85
250 -083 -065 -0.70 20.00 -0.37 -0.29 -0.40 0.2 -0.73 -057 -0.62 500 2.44 2.81 3.25

Bold data are not used for curve fitting since at such concentrations toxicity or enzyme inhibition appeared to be obvious.
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Table S2 Induction response in HepatoCells measured as CYP3A4 enzyme activity fold increase (Cont’d)

Rosiglitazone Primaquine

Conc. Lot Lot Lot Conc. Lot Lot Lot
(uM) 2B 3A 3B (uM) 2B 3A 3B

0.05 0.42 0.62 0.44 0.05 0.20 0.11 0.05
0.14 0.53 0.96 0.90 049 -0.18 -0.05 -0.06
0.41 1.06 1.49 1.61 444  -0.02 0.13 0.06

1.23 3.9 4.27 464 40.00 -0.17  0.00 0.36
3.70 11 16 14

11 25 36 33
33 15 21 23
100 0.02 0.73 0.45

Bold data are not used for curve fitting since at such concentrations toxicity or enzyme inhibition appeared to be obvious.
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Table S3 Slope factors using Sigmoidal Hill 4 parameter function for curving fitting of concentration dependent induction response

Enzyme activity fold increase MRNA expression fold increase

Compound B Lot3A  Lot3B Lot 2B Lot3A  Lot3B
Rifampicin 1.0 1.0 1.2 2.4 3.1 13
Phenytoin 1.4 14 13 1.7 3.6 3.6
Carbamazepine 1.6 2.1 1.9 1.1 1.6 2.5
Phenobarbital 3.1 2.8 3.7 1.7 1.6 1.4
Terbinafine 2.4 3.6 1.8 1.7 4.2 1.0
Sulfinpyrazone 1.6 2.5 1.6 1.2 1.3 1.2
Probenecid 1.2 1.1 1.0 15 1.3 1.6
Pioglitazone 1.2 1.1 15 1.3 3.1 0.8
Dexamethasone 1.2 1.4 1.3 1.2 1.8 1.1
Rosiglitazone 1.2 15 1.2 2.0 2.0 1.7
Omeprazole 2.2 1.4 1.4 1.8 1.3 1.9
Nifedipine 0.9 1.0 1.3 13 0.4 11
Clotrimazole na na na 1.2 1.4 2.0
Quinidine na na na na na na
Flumazenil na na na na na na
Primaquine na na na na na na
Methotrexate na na na na na na
Digoxin na na na na na na

na: no slope factors reported since no concentration-dependent curve was obtained.



