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RESULTS



Table S1. COX-1 receptor expression in the brain cortex, hippocampus and lymphocytes in response
to treatment with vincristine, gabapentin and CSL extracts

COX-1
Hippocampus Cortex Lymphocytes
Protein Protein
Treatment [ng/ml] Gene expression [ng/ml] Gene expression | Gene Expression
Group Median Median Median Median Median
(1st; 3+d quartile) (1st; 34 quartile) (1st; 3+ quartile) (1s;; 3+d quartile) | (1°;3rdquartile)
NaCl- 1ml i.p. 7.15 1.91E-04 10.95 1.89E-03 1.55E-02
+ Rape oil -1 (5.64; (6.10E-05; (7.753; (3.46E-04; (9.77E-04;
ml p.o. 7.77) 1.10E-03) 12.71) 7.00E-03) 1.48E-01)
VK 4.45 3.84E-04 19.02 9.36E-04 2.67E-02
Rl (4.32; (2.25E-04; (12.59; (7.25E-04; (7.37E-03;
5.12) 9.46E-04) 25.74) 1.07E-03) 4.25E-02)
VK 5.77 1.59E-04 7.26 8.26E-04 1.43E-01
. Colbeypanidin (4.23; (1.29E-04; (4.93; (6.78E-04; (8.54E-02;
6.1) 3.50E-04) 10.9) 1.12E-03) 1.61E-01)
VK 3.23 4.63E-04 6.75 1.60E-05 1.59E-01
+ Extract D 5 (2.47; (3.47E-04; (4.53; (6.00E-06; (1.18E-01;
mg/kg 3.71) 1.19E-03) 15.21) 3.40E-05) 1.78E-01)
VK 11.8 3.57E-04 114 6.99E-04 1.91E-01
+ Extract D 7.5 (7.9; (2.96E-04; (10.84; (6.00E-06; (1.07E-01;
mg/kg 13.8) 6.69E-04) 17) 6.11E-03) 2.52E-01)
VK 12.47 2.31E-03 15.06 1.33E-03 5.64E-02
+ Extract D 10 (10.11; (1.99E-03; (10.64; (9.82E-04; (2.38E-02;
mg/kg 18.13) 3.97E-03) 17.68) 1.97E-03) 1.06E-01)
VK 22.48 8.98E-04 17.67 2.49E-04 6.62E-02
+ Extract D 20 (21.99; (5.40E-05; (15.67; (5.60E-05; (4.74E-02;
mg /kg 29.81) 1.40E-03) 25.28) 4.72E-04) 2.18E-01)
VK 8.21 4.79E-04 17.90 1.55E-03 1.68E-01
+ Extract D 40 (6.65; (1.39E-04; (15.26; (1.01E-03; (2.82E-02;
mg 10.03) 1.08E-03) 20.44) 2.00E-03) 1.96E-01)
VK 5.92 3.59E-04 15.11 2.90E-04 1.11E-01
+ Extract B 5 (5.15; (1.04E-04; (12.81; (5.70E-05; (7.57E-02;
mg/kg 11.46) 9.37E-04) 21.29) 5.25E-04) 1.77E-01)
VK 11.55 1.86E-03 18.77 3.00E-06 1.08E-01
+ Extract B 7.5 (6.27; (1.51E-03; (16.17; (0.00E+00; (1.44E-02;
mg/kg 18.74) 2.62E-03) 21.88) 9.60E-05) 1.98E-01)
VK 14.70 3.79E-03 19.60 3.35E-03 5.45E-02
+ Extract B 10 (12.60; (3.45E-03; (17.20; (3.22E-03; (1.72E-02;
mg/kg 20.00) 5.13E-03) 25.00) 3.48E-03) 2.34E-01)
VK 10.59 2.34E-03 13.57 3.75E-03 3.94E-02
+ Extract B 20 (6.22; (2.25E-03; (11.38; (2.99E-03; (2.33E-02;
mg/kg 13.80) 2.65E-03) 14.90) 4.24E-03) 6.40E-02)
VK 11.71 1.11E-03 22.06 3.35E-03 1.22E-01
+ Extract B 40 (11.10; (7.10E-04; (20.27; (2.06E-03; (9.09E-02;
mg/kg 14.67) 1.36E-03) 25.95) 4.13E-03) 1.58E-01)
P (Kruskal-
Wallis) p<0.001" p<0.0012 p<0.0013 p<0.001+ p=0.09




1VK+ Extract D 5 mg/kg vs VK+ Extract D 7.5 mg/kg (p=0.026); VK+ Extract D 5 mg/kg vs VK+ Extract D 10 mg/kg
(p=0.012); VK+ Extract D 5 mg/kg vs VK+ Extract D 20 mg/kg (p<0.001); VK+ Extract D 5 mg/kg vs VK+Extract B 7.5
mg/kg (p=0.003); VK+ Extract D 5 mg/kg vs VK+Extract B 10 mg/kg (p<0.001); VK+ Extract D 5 mg/kg vs VK+Extract
B 40 mg/kg (p=0.001); VK+ Extract D 20 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p=0.021); VK+ Extract D 20 mg/kg vs
VK+Rape oil (p<0.001); VK+ Extract D 20 mg/kg vs VK+gabapentin (p=0.002); VK+Extract B 10 mg/kg vs VK+Rape
oil (p=0.004); VK+Extract B 10 mg/kg vs VK+gabapentin (p=0.019)

2 VK+ Extract D 10 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p=0.048); VK+ Extract D 10 mg/kg vs VK+gabapentin
(p=0.006); VK+Extract B 7.5 mg/kg vs VK+gabapentin (p=0.009); VK+Extract B 10 mg/kg vs NaCl- 1ml+ Rape oil -1
ml (p=0.001); VK+Extract B 10 mg/kg vs VK+Rape oil (p=0.010); VK+Extract B 10 mg/kg vs VK+gabapentin (p<0.001),
VK+Extract B 10 mg/kg vs VK+Extract D 5 mg/kg (p=0.035); VK+Extract B 10 mg/kg vs VK+Extract D 7.5 mg/kg
(p=0.004); VK+Extract B 10 mg/kg vs VK+ Extract D 20 mg/kg (p=0.027); Extract B 10 mg/kg vs Extract D 40 mg/kg
(p=0.003); VK+Extract B 10 mg/kg vs VK+Extract B 5 mg/kg (p=0.002); VK+ Extract D 20 mg/kg vs NaCl- 1ml+ Rape
oil -1 ml (p=0.034); VK+ Extract D 20 mg/kg vs VK+gabapentin (p=0.004)

8 VK+ Extract B 40 mg/kg vs NaCl- 1ml+ Rape oil -1 ml (p=0.008); VK+ Extract B 40 mg/kg vs VK+gabapentin
(p=0.001); VK+ Extract B 40 mg/kg vs Extract D 5 mg/kg (p=0.002)

4 VK+ Extract B 10 mg/kg vs VK+ Extract D 5 mg/kg (p=0.001); VK+ Extract B 10 mg/kg vs VK+ Extract B 7.5 mg/kg
(p=0.018); VK+ Extract B 20 mg/kg vs VK+ Extract D 5 mg/kg (p=0.001); VK+ Extract B 20 mg/kg vs VK+ Extract B
7.5 mg/kg (p=0.0132); VK+ Extract B 40 mg/kg vs VK+ Extract D 5 mg/kg (p=0.011)

RT-PCR-Real Time PCR ELISA- enzyme-linked immunosorbent assay Vin- Vincristine - 0.1 mg/kg of body weight,
intraperitoneal administration Extract D - Cannabis sativa L extract, variety Dora; the dose expressed as synthetic
Cannabidiol, oral administration Extract B - Cannabis sativa L extract, variety Tygra; the dose expressed as synthetic
Cannabidiol, oral administration i.p.— intraperitoneal; p.o.— per os; bw — body weight.



Table S2. COX-2 expression in the brain cortex, hippocampus and lymphocytes in response to
treatment with vincristine, gabapentin and CSL extracts

COX-2
Hippocampus Cortex Lymphocytes
Protein Protein
Treatment [ng/ml] Gene expression [ng/ml] Gene expression | Gene Expression
Group Median Median Median Median Median
(1st; 34 quartile) | (1%;3dquartile) | (1% 3dquartile) | (1% 3dquartile) | (1%; 3 quartile)
NaCl- 1ml i.p. 0.57 2.02E-03 1.01 6.22E-02 5.43E-03

+ Rape oil -1 ml (0.51; (4.67E-04; (0.84; (8.35E-03; (1.16E-03;
p.o. 0.71) 6.72E-03) 1.38) 2.17E-01) 1.59E-02)
VK 0.23 3.68E-03 1.00 1.63E-02 2.18E-02
Tepaed (0.17; (1.69E-03; (0.85; (7.21E-03; (5.67E-03;

0.29) 7.16E-03) 1.17) 3.03E-02) 4.37E-02)
VK 0.56 1.46E-03 0.75 7.15E-03 1.65E-02
+ Gabapentin (0.4; (9.17E-04; (0.62; (5.27E-03; (6.37E-03;

0.6) 3.81E-03) 0.9) 9.04E-03) 2.46E-02)
VK 0.42 2.85E-03 0.56 3.57E-04 4.34E-04
+ Extract D 5 (0.38; (2.44E-03; (0.5; (1.61E-04; (3.87E-04;
mg/kg 0.48) 5.59E-03) 0.87) 8.92E-04) 4.77E-03)
VK 0.5 1.64E-03 1 1.58E-02 3.68E-03
+ Extract D 7.5 (0.39; (1.50E-03; (0.63; (4.07E-04; (1.33E-03;
mg/kg 0.7) 2.86E-03) 1.1) 3.02E-01) 6.38E-03)
VK 0.70 1.70E-02 0.59 2.17E-02 1.10E-02
+ Extract D 10 (0.37; (9.11E-03; (0.31; (1.53E-02; (4.93E-03;
mg/kg 1.26) 3.28E-02) 0.83) 3.34E-02) 1.61E-02)
VK 0.42 4.25E-03 0.54 1.54E-03 4.64E-03
+ Extract D 20 (0.25; (4.25E-04; (0.45; (5.77E-04; (2.20E-03;
mg /kg 0.68) 1.38E-02) 0.65) 4.94E-03) 5.51E-03)
VK 0.67 3.28E-03 0.78 1.88E-02 4.34E-03
+ Extract D 40 (0.46; (1.23E-03; (0.54; (9.55E-03; (1.37E-03;
mg 0.89) 7.51E-03) 0.93) 2.04E-02) 7.40E-03)
VK 0.44 2.02E-03 0.23 1.53E-03 1.31E-03
+ Extract B 5 (0.26; (6.39E-04; (0.19; (7.32E-04; (7.49E-04;
mg/kg 0.75) 9.04E-03) 0.34) 3.84E-03) 5.28E-03)
VK 2.29 1.59E-02 0.47 8.00E-06 6.88E-03
+ Extract B7.5 (1.62; (9.93E-03; (0.33; (0.00E+00; (2.68E-04;
mg/kg 3.61) 1.88E-02) 0.60) 4.90E-04) 2.52E-02)
VK 0.50 1.09E-02 0.20 1.34E-02 1.29E-02
+ Extract B 10 (0.40; (8.29E-03; (0.10; (1.28E-02; (9.70E-03;
mg/kg 1.00) 1.19E-02) 1.00) 1.47E-02) 4.08E-02)
VK 0.54 9.36E-03 0.16 1.23E-02 2.74E-03
+ Extract B 20 (0.48; (6.64E-03; (0.07; (9.97E-03; (7.79E-04;
mg/kg 0.70) 1.39E-02) 0.20) 1.26E-02) 5.33E-03)
VK 0.42 7.71E-03 0.37 1.45E-02 5.99E-03
+ Extract B 40 (0.31; (2.48E-03; (0.30; (1.02E-02; (4.35E-03;
mg/kg 1.42) 1.10E-02) 0.44) 1.93E-02) 7.89E-03)
P (Kruskal-
Wallis) p<0.001! p<0.0012 p<0.001 p<0.001+4 p=0.0139




1 VK+ Extract D 40 mg/kg vs VK+rape oil (p=0.031); VK+ Extract B 7.5 mg/kg vs VK+rape oil (p<0.001); VK+Extract
B 7.5 mg/kg vs + VK+Extract D 5 mg/kg (p<0.001); VK+Extract B 7.5 mg/kg vs VK+Extract D 20 mg/kg (p=0.014);
VK+Extract B 7.5 mg/kg vs VK+Extract B 5 mg/kg (p=0.014); VK+Extract B 7.5 mg/kg vs VK+Extract B 10 mg/kg
(p=0.038)

2 VK+ Extract D 10 mg/kg vs VK+gabapentin (p=0.024); VK+ Extract D 10 mg/kg vs VK+Extract D 7.5 mg/kg
(p=0.017); VK+Extract B 7.5 mg/kg vs VK+gabapentin (p=0.010); VK+Extract B 7.5 mg/kg vs VK+Extract D 7.5 mg/kg
(p=0.007)

3 VK+Extract B 5 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p<0.001); VK+Extract B 5 mg/kg vs VK+rape oil (p<0.001);
VK+Extract B 5 mg/kg vs VK+gabapentin (p=0.014); VK+Extract B 5 mg/kg vs VK+Extract D 7.5 mg/kg (p=0.014);
VK+Extract B 10 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p=0.007); VK+Extract B 10 mg/kg vs VK+rape oil (p=0.008);
VK+Extract B 20 mg/kg vs NaCl- 1ml+ Rape oil -1 ml (p<0.001); VK+Extract B 20 mg/kg vs VK+rape oil (p<0.001);
VK+Extract B 20 mg/kg vs VK+gabapentin (p=0.005); VK+Extract B 20 mg/kg vs Extract D 7.5 mg/kg (p=0.005);
VK+Extract B 40 mg/kg vs NaCl- 1ml+ Rape oil -1 ml (p=0.037); VK+Extract B 40 mg/kg vs VK+rape oil (p=0.049)

* VK+Extract B 7.5 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p=0.036); VK+Extract B 7.5 mg/kg vs VK+Extract D 10
mg/kg (p=0.016)

RT-PCR-Real Time PCR ELISA- enzyme-linked immunosorbent assay Vin- Vincristine - 0.1 mg/kg of body weight,
intraperitoneal administration Extract D - Cannabis sativa L extract, variety Dora; the dose expressed as synthetic
Cannabidiol, oral administration Extract B - Cannabis sativa L extract, variety Tygra; the dose expressed as synthetic
Cannabidiol, oral administration i.p.— intraperitoneal; p.o.— per os; bw — body weight.



Table S3. TNFo expression in the brain cortex, hippocampus and lymphocytes in response to
treatment with vincristine, gabapentin and CSL extracts

TNFa
Hippocampus Cortex Lymphocytes
Protein Protein
Treatment [ng/ml] Gene expression [ng/ml] Gene expression | Gene Expression
Group Median Median Median Median Median
(1st; 34 quartile) (1st; 34 quartile) (14, 3+ quartile) (1,34 quartile) | (1+;3rdquartile)

NaCl- 1ml i.p. 0.05 5.00E-06 0.28 1.43E-04 4.92E-03
+ Rape oil -1 ml (0.02; (2.00E-06; (0.247; (2.80E-05; (3.17E-03;
p.o. 0.08 1.60E-05) 0.34) 8.13E-04) 9.69E-03)
VK 0.03 1.90E-05 0.24 6.40E-05 2.67E-02
gl (0.01.; (1.10E-05; (0.14; (5.90E-05; (7.37E-03;
0.13) 5.50E-05) 0.25) 9.20E-05) 4.25E-02)

VK 0.11 8.00E-06 0.2 6.30E-05 1.31E-02
~ @efarrsanifin (0.08; (6.00E-06; (0.16; (4.70E-05; (9.46E-03;
0.2) 1.80E-05) 0.2) 6.70E-05) 3.34E-02)

VK 0.08 2.20E-05 0.2 4.00E-06 2.74E-02
+ Extract D 5 (0.04; (8.00E-06; (0.18; (1.00E-06; (1.54E-02;
mg/kg 0.1) 2.90E-05) 0.23) 2.60E-05) 4.32E-02)
VK 0.1 1.60E-05 0.3 3.23E-04 2.40E-02
+ Extract D 7.5 (0.04; (5.00E-06; (0.23; (5.00E-06; (1.12E-02;
mg/kg 0.1) 2.70E-05) 0.3) 7.11E-04) 4.12E-02)
VK 0.08 6.50E-05 0.36 1.13E-04 2.56E-02
+ Extract D 10 (0.05; (5.70E-05; (0.30; (9.40E-05; (1.54E-02;
mg/kg 0.09) 1.09E-04) 0.42) 1.66E-04) 9.05E-02)
VK 0.03 5.30E-05 0.16 7.00E-06 2.60E-02
+ Extract D 20 (0.02; (9.00E-06; (0.06; (4.00E-06; (1.75E-02;
mg /kg 0.07) 6.70E-05) 0.17) 3.60E-05) 6.71E-02)
VK 0.13 1.80E-05 0.16 8.80E-05 1.46E-02
+ Extract D 40 (0.09; (7.00E-06; (0.09; (3.80E-05; (6.61E-03;
mg 0.17) 6.10E-05) 0.21) 1.31E-04) 3.00E-02)
VK 0.05 2.00E-05 0.05 1.60E-05 1.51E-02
+ Extract B 5 (0.04; (7.00E-06; (0.03; (4.00E-06; (5.78E-03;
mg/kg 0.05) 8.10E-05) 0.06) 2.80E-05) 2.45E-02)
VK 0.33 1.17E-04 0.09 2.00E-06 1.08E-02
+ Extract B 7.5 (0.21; (9.40E-05; (0.05; (0.00E+00; (7.51E-03;
mg/kg 0.43) 1.88E-04) 0.17) 3.00E-06) 1.89E-02)
VK 0.20 1.00E-04 0.09 2.16E-04 2.51E-02
+ Extract B 10 (0.20; (7.80E-05; (0.03; (2.05E-04; (1.95E-02;
mg/kg 0.19) 1.35E-04) 0.22) 3.08E-04) 4.14E-02)
VK 0.19 6.80E-05 0.03 7.20E-05 7.87E-03
+ Extract B 20 (0.16; (3.70E-05; (0.01; (4.10E-05; (5.80E-03;
mg/kg 0.20) 1.00E-04) 0.10) 1.20E-04) 9.48E-03)
VK 0.18 3.10E-05 0.02 9.20E-05 1.95E-02
+ Extract B 40 (0.08; (9.00E-06; (0.01; (56.30E-05; (8.85E-03;
mg/kg 0.24) 1.02E-04) 0.04) 1.03E-04) 2.37E-02)

P (Kruskal-
Wallis) p<0.001" p<0.0012 p<0.0013 p<0.001* p=0.033




1VK+ Extract B 7.5 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p=0.004); VK+ Extract B 7.5 mg/kg vs VK+Rape oil (p=0.006);
VK+ Extract B 7.5 mg/kg vs VK+ Extract D 5 mg/kg (p=0.006); VK+ Extract B 7.5 mg/kg vs VK+ Extract D 7.5 mg/kg
(p=0.025); VK+ Extract B 7.5 mg/kg vs VK+ Extract D 10 mg/kg (p=0.017); VK+ Extract B 7.5 mg/kg vs VK+ Extract
D 20 mg/kg (p=0.001); VK+ Extract B 7.5 mg/kg vs VK+ Extract B 5 mg/kg (p=0.004)

2VK+ Extract B 7.5 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p=0,002); VK+ Extract B 7.5 mg/kg vs VK+gabapentin
(p=0,001); VK+ Extract B 7.5 mg/kg vs VK+ Extract D 7.5 mg/kg (p=0,014); VK+ Extract B 10 mg/kg vs NaCl- Iml+
Rape oil -1 ml (p=0,026); VK+ Extract B 10 mg/kg vs VK+gabapentin (p=0,008)

3VK+ Extract B 5 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p=0,005); VK+ Extract B 5 mg/kg vs VK+ Extract D 7.5 mg/kg
(p=0,008); VK+ Extract B 5 mg/kg vs VK+ Extract D 10 mg/kg (p<0.001); VK+ Extract B 10 mg/kg vs NaCl- 1ml+ Rape
oil -1 ml (p=0,001); VK+ Extract B 10 mg/kg vs VK+Rape oil (p=0,044); VK+ Extract B 10 mg/kg vs VK+gabapentin
(p=0,048); VK+ Extract B 10 mg/kg vs Extract D 7.5 mg/kg (p=0,002); VK+ Extract B 10 mg/kg vs Extract D 10 mg/kg
(p<0.001); VK+ Extract B 20 mg/kg vs NaCl- Iml+ Rape oil -1 ml (p<0.001); VK+ Extract B 20 mg/kg vs vs VK+Rape
0il (p=0,012); VK+ Extract B 20 mg/kg vs VK+gabapentin (p=0,012); VK+ Extract B 20 mg/kg vs Extract D 7.5 mg/kg
(p<0.001); VK+ Extract B 20 mg/kg vs Extract D 10 mg/kg (p<0.001)

4Extract B 10 mg/kg vs Extract D 5 mg/kg (p=0,002); Extract B 10 mg/kg vs Extract B 5 mg/kg (p=0,014); Extract B 10
mg/kg vs Extract B 7.5 mg/kg (p=0,006)

RT-PCR-Real Time PCR ELISA- enzyme-linked immunosorbent assay Vin- Vincristine - 0.1 mg/kg of body weight,
intraperitoneal administration Extract D - Cannabis sativa L extract, variety Dora; the dose expressed as synthetic
Cannabidiol, oral administration Extract B - Cannabis sativa L extract, variety Tygra; the dose expressed as synthetic
Cannabidiol, oral administration i.p.— intraperitoneal; p.o.— per os; bw — body weight.



