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Figure S1A-D 








Fig. S1. Impact of treatment with CBD and CBDV on the viability of HepG2 cells. The cells were exposed to methanolic solutions of the drugs for different time periods. Methanol was tested as solvent control (SC, CBD: 1.70% and CBDV: 1.55%). Subsequently, their viability was determined with a CASY® cell counter. Bars indicate means ± SD of three independent experiments (one culture per experiment). Stars indicate statistical significance (p ≤ 0.05, ANOVA).


Figure S2A-B










Fig. S2. Impact of CBD and CBDV on the viability of TR-146 cells. The cells were exposed (3h) to methanolic solutions of the drugs. Methanol was tested as solvent control (SC, CBD: 1.70% and CBDV: 1.55%). Subsequently, their viability was determined with a CASY® cell counter. Bars indicate means ± SD of three independent experiments (one culture per experiment).
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Table S1A. Statistical analyses of SCGE data from two independent experiments with CBD in HepG2 cells.

	Assay
(incubation time)
	Cont.
	SC (Methanol)
	0.22 µM
	0.66 µM
	2.0 µM
	6.0 µM
	18.0 µM
	54.0 µM

	SCGE 
(3h)
	
	
	
	
	
	
	
	

	Experiment 1
Mean
CI
Ranges
	
0.91 
0.65-1.16 
0.79-1.13 
	
0.80
0.42-1.17
0.45-0.95
	
n. t.
	
1.15
0.86-1.44
0.93-1.32 
	
1.08
0.84-1.33
0.94-1.25
	
3.20
2.51-3.90
2.78-3.71
	
4.65
4.37-4.93
4.48-4.86
	
10.83
11.15-10.52
10.60-11.06 

	
Experiment 2
Mean
CI
Ranges
	

1.11
0.85-1.36
0.95-1.32
	

0.85
0.59-1.10
0.74-1.08 
	

n. t.
	

1.05
0.99-1.11
1.00-1.10
	

1.01
0.79-1.23
0.92-1.21
	

4.05
2.94-5.16
3.03-4.60
	

5.81
4.98-6.65
5.20-6.26
	

12.54
7.86-17.23
9.43-15.84

	SCGE
(24h)
	
	
	
	
	
	
	
	

	Experiment 1
Mean
CI
Ranges
	
1.03
0.96-1.10
0.97-1.07
	
0.90
0.79-1.02
0.84-1.01
	
0.97
0.67-1.27
0.79-1.14
	
0.67
0.13-1.47
0.09-1.14
	
3.96
3.64-4.27
3.70-4.17
	
4.47
3.59-5.37
4.03-5.22
	
5.47
4.30-6.65
4.85-6.50
	
n. t. 

	
Experiment 2
Mean
CI
Ranges
	

0.96
0.59-1.32
0.76-1.25
	

0.94
0.52-1.36
0.67-1.29
	

0.96
0.68-1.26
0.80-1.23
	

0.94
0.77-1.11
0.83-1.07
	

2.01
1.88-2.15
1.92-2.11
	

3.80
3.13-4.48
3.23-4.14
	

6.57
6.21-6.93
6.39-6.90
	

n. t. 




CI, confidence interval; n. t. , not tested; SC, solvent control; SCGE single cell gel electrophoresis assay.



Table S1B. SCGE data from two independent experiments with CBDV in HepG2 cells.

	Assay
(incubation time)
	Cont.
	SC (Methanol)
	0.22 µM
	0.66 µM
	2.0 µM
	6.0 µM
	18.0 µM
	54.0 µM

	SCGE 
(3h)
	
	
	
	
	
	
	
	

	Experiment 1
Mean
CI
Ranges
	
0.67 
0.33-1.01
0.52-0.98
	
0.75
0.30-1.21
0.56-1.18
	
n. t.
	
1.18
0.99-1.37
1.01-128
	
1.05
0.91-1.20
0.93-1.15
	
3.01
2.25
3.77
	
4.55
3.39-5.71
3.61-5.38
	
5.50
3.36-7.63
4.07-6.78

	Experiment 2
Mean
CI
Ranges
	
1.11
0.85-1.36
0.95-1.32
	
0.87
0.52-1.21
0.64-1.13
	
n. t.
	
1.23
0.78-1.67
1.03-1.64
	
0.77
0.43-1.12
0.51-0.98
	
2.57
1.89-3.26
1.97-2.99
	
2.90
2.21-3.59
2.46-3.41
	
5.89
4.91-6.88
5.40-6.8

	SCGE
(24h)
	
	
	
	
	
	
	
	

	Experiment 1
Mean
CI
Ranges
	
1.15
0.87-1.43
0.94-1.36

	
1.24
0.83-1.66
0.87-1.44
	
1.10
0.91-1.30
0.96-1.25
	
1.11
0.92-1.29
0.97-1.24
	
2.47
1.98-2.93
2.09-2.82
	
4.51
3.36-5.68
3.89-5.40
	
9.36
7.90-10.82
8.52-10.57
	
n. t. 

	Experiment 2
Mean
CI
Ranges
	
0.96
0.60-1.13
0.76-1.25
	
1.22
0.77-1.68
0.97-1.61
	
0.96
0.80-1.12
0.82-1.05
	
1.07
0.92-1.23
1.00-1.21
	
2.91
2.18-3.65
2.62-3.60
	
4.22
2.72-5.72
3.45-5.55
	
6.50
4.30-8.70
5.15-8.41
	
n. t. 




CI, confidence interval; n. t. , not tested; SC, solvent control; SCGE single cell gel electrophoresis assay.


Table S2A. MN assay data from 2 independent experiments with CBD in HepG2 cells. a
	Drug (incubation time)
	Pos. Cont.
(CP)
	Neg. Cont.
	SC (Methanol)
	0.07 µM
	0.22 µM
	0.66 µM
	2.0 µM

	CBD (3h)
	
	
	
	
	
	
	

	Experiment 1
CPBI b
BN-MN
	
1.79
38.5
	
2.02
5.5
	
1.80
6.0
	
1.94
7.5
	
1.90
22.0
	
1.80
29.5
	
1.71
36.5

	MNi
Nbuds
NPBs
Necrosis
Apoptosis

Experiment 2
CPBI b
BN-MN
MNi
Nbuds
NPBs
Necrosis
Apoptosis
	56.0
36.5
11.0
15.0
7.0


1.80
46.0
57.5
34.5
12.5
17.5
11.5
	5.5
4.5
3.0
6.0
3.5


2.06
5.0
6.0
5.0
4.0
6.5
2.5
	6.5
6.5
2.5
7.5
2.5


1.80
4.0
6.0
4.5
4.0
6.0
3.5
	7.5
14.5
5.0
15.0
13.0


2.06
5.5
5.5
17.5
5.5
17.5
14.0
	32.5
27.5
9.5
20.5
23.0


1.96
20.0
29.5
23.5
7.5
21.5
27.5
	49.0
38.0
11.0
29.5
28.0


1.86
33.0
43.5
36.5
9.0
32.0
30.0
	55.0
45.0
14.5
32.0
38.5


1.73
42.0
51.5
41.0
13.5
35.0
36.0














a mean values per 1000 cells per experimental point.
b proliferation indices were calculated from 500 cells.



Table S2B. MN assay data from 2 independent experiments with CBDV in HepG2 cells. a
	Drug (incubation time)
	Pos. Cont.
(CP)
	Neg. Cont.
	SC (Methanol)
	0.07 µM
	0.22 µM
	0.66 µM
	2.0 µM

	CBDV (3h)
	
	
	
	
	
	
	

	Experiment 1
CPBI b
BN-MN
	
1.79
38.5
	
2.02
5.5
	
1.82
5.0
	
1.91
6.5
	
1.90
24.0
	
1.78
31.5
	
1.75
39.5

	MNi
Nbuds
NPBs
Necrosis
Apoptosis

Experiment 2
CPBI b
BN-MN
MNi
Nbuds
NPBs
Necrosis
Apoptosis
	56.0
36.5
11.0
15.0
7.0


1.80
46.0
57.5
34.5
12.5
17.5
11.5
	5.5
4.5
3.0
6.0
3.5


2.06
5.0
6.0
5.0
4.0
6.5
2.5
	6.0
5.5
3.5
5.5
2.5


1.79
5.0
5.5
4.5
3.0
7.0
3.5
	6.5
14.0
7.5
13.5
15.0


1.98
5.5
5.5
16.5
4.5
17.0
12.5
	28.5
38.5
9.5
17.5
21.0


1.96
28.0
31.0
34.0
10.5
19.5
22.5
	46.5
41.5
12.0
25.5
26.0


1.80
32.5
44.5
38.5
14.5
23.5
31.5
	54.0
47.5
14.5
33.0
28.0


1.79
43.0
48.5
44.0
17.5
36.5
32.0













a, b,  described in Table S2A. 

image1.wmf
CBD

3h

Cont.

SC

0.66 

2.0 

6.0 

18.0 

54.0

162.0 

0

20

40

60

80

100

A

*

[µM]

Cell viability

(%)

CBDV

3h

Cont.

SC

0.66 

2.0 

6.0 

18.0 

54.0 

162.0 

0

20

40

60

80

100

B

*

[µM]

Cell viability

(%)

CBD

24h

Cont.

SC

0.22

0.66 

2.0 

6.0 

18.0 

54.0 

162.0 

0

20

40

60

80

100

C

*

*

[µM]

Cell viability

(%)

CBDV

24h

Cont.

SC

0.22 µM

0.66 

2.0 

6.0 

18.0 

54.0 

162.0 

0

20

40

60

80

100

D

*

[µM]

Cell viability

(%)



image2.emf


CBD

3h

Cont. SC 2.0  6.0  18.0  54.0 

0

20

40

60

80

100

[µM]

Cell viability

(%)

CBDV

3h

Cont. SC 2.0  6.0  18.0  54.0

0

20

40

60

80

100

Cell viability

(%)

[µM]

A

B



