[bookmark: _Hlk200535505]Table S1. Cytotoxic activity of the CB2R ligands.
	Cytotoxic activity
IC50±SEM, Ma

	AGS cells

	compound
	48h
	72h

	AM630
	13.4 ± 2.5
	7.5 ± 1.2

	CC48
	57.0 ± 7.4
	9.8 ± 1.5

	Fi9
	41.9 ± 2.5
	7.5 ± 1.5

	ASF151
	33.0 ± 2.2
	42.3 ± 2.2

	1
	21.6 ± 4.3
	13.2 ± 1.2

	HGC27-S cells

	AM630
	20.4 ± 4.0
	13.69 ± 1.4

	CC48
	11.6 ± 0.10
	14.52 ± 0.34

	Fi9
	85.5 ± 3.7
	19.60 ± 0.83

	ASF151
	49.0 ± 9.8
	30.07 ± 0.95

	1
	18.2 ± 0.96
	18.78 ± 0.48

	HGC27-R cells

	AM630
	19.61 ± 6.15
	19.13 ± 0.93

	CC48
	21.01 ± 0.002
	21.17 ± 0.41

	Fi9
	43.0 ± 3.40 
	39.0 ± 2.95

	ASF151
	27.39 ± 0.01
	28.04 ± 0.63

	1
	24.0 ± 0.00
	21.49 ± 0.85

	
	NCI-N87 cells
	

	AM630
	22.72 ± 0.52
	15.56 ± 0.26

	CC48
	15.09 ± 0.93
	9.42 ± 0.22

	Fi9
	49.36 ± 2.83 
	19.22 ± 0.03

	ASF151
	33.06 ± 2.11 
	29.32 ± 3.84

	1
	22.76 ± 1.34
	19.19 ± 1.54



a Values are the mean ± SEM of three independent experiments performed in triplicate; half maximal (50) Inhibitory Concentration (IC50); The Standard Error of the Mean (SEM)

Table S2. Individual and average BLI measurements with outlier calculated with Rout test (Q1%).
	Group
	Treatment
	ID
	DAY 5
	Rout Test 
(Q 1%) DAY 5
	DAY 7
	DAY 10
	DAY 14
	DAY 17
	DAY 24
	DAY 31
	DAY 35
	DAY 38
	DAY 41
	Rout Test (Q 1%) DAY 41

	 
	 
	1
	5,42E+06
	outlier
	6,83E+06
	6,69E+06
	1,14E+07
	1,35E+07
	1,98E+07
	2,59E+07
	2,60E+07
	2,85E+07
	2,91E+07
	outlier

	GP1
	Vehicle
	2
	3,37E+05
	 
	9,82E+05
	6,59E+05
	4,52E+05
	5,27E+05
	4,23E+05
	8,53E+05
	1,39E+06
	1,60E+06
	2,97E+06
	 

	
	
	3
	1,40E+05
	 
	2,61E+05
	2,32E+05
	3,28E+05
	3,25E+05
	8,62E+05
	2,05E+06
	3,77E+06
	3,92E+06
	4,80E+06
	 

	
	
	4
	3,55E+04
	 
	5,39E+04
	1,57E+04
	1,50E+04
	1,02E+04
	1,09E+04
	1,10E+04
	1,56E+04
	1,43E+04
	1,37E+04
	 

	
	
	5
	3,48E+04
	 
	9,25E+04
	4,47E+04
	3,01E+05
	1,54E+05
	4,20E+04
	2,29E+05
	1,31E+05
	2,66E+05
	5,36E+05
	 

	
	
	6
	3,11E+03
	 
	4,57E+03
	4,78E+04
	4,15E+03
	4,22E+03
	5,14E+03
	6,93E+03
	4,47E+03
	5,43E+03
	5,46E+03
	 

	
	
	MEAN
	1,10E+05
	 
	2,79E+05
	2,00E+05
	2,20E+05
	2,04E+05
	2,69E+05
	6,29E+05
	1,06E+06
	1,16E+06
	1,66E+06
	 

	
	
	SD
	1,37E+05
	 
	4,05E+05
	2,71E+05
	2,00E+05
	2,23E+05
	3,75E+05
	8,64E+05
	1,62E+06
	1,68E+06
	2,14E+06
	 

	
	
	n
	5
	 
	5
	5
	5
	5
	5
	5
	5
	5
	5
	 

	 
	 
	7
	1,32E+06
	Border-line
	1,55E+06
	1,30E+06
	7,07E+05
	8,99E+05
	1,09E+06
	1,51E+06
	2,93E+06
	4,74E+06
	3,93E+06
	outlier

	GP2
	FI-5 (10mg/kg)
	8
	5,58E+05
	 
	5,41E+05
	4,73E+05
	8,53E+05
	1,29E+06
	1,51E+06
	1,43E+06
	1,06E+06
	1,04E+05
	8,93E+05
	 

	
	
	9
	1,13E+05
	 
	7,10E+04
	4,20E+04
	3,80E+04
	6,23E+04
	6,35E+04
	1,11E+05
	1,41E+05
	1,11E+05
	1,54E+05
	 

	
	
	10
	4,14E+04
	 
	2,79E+04
	1,70E+04
	1,58E+04
	1,12E+04
	1,11E+04
	1,60E+04
	1,56E+04
	9,13E+03
	9,95E+03
	 

	
	
	11
	9,93E+03
	 
	3,30E+03
	2,56E+03
	2,68E+03
	1,95E+03
	2,24E+03
	3,40E+03
	3,01E+03
	2,90E+03
	3,19E+03
	 

	
	
	12
	3,23E+03
	 
	2,39E+03
	2,69E+03
	3,22E+03
	1,85E+03
	2,96E+03
	3,65E+03
	3,50E+03
	2,69E+03
	2,28E+03
	 

	
	
	MEAN
	1,45E+05
	 
	1,29E+05
	1,07E+05
	1,83E+05
	2,73E+05
	3,18E+05
	3,12E+05
	2,44E+05
	4,60E+04
	2,12E+05
	 

	
	
	SD
	2,35E+05
	 
	2,32E+05
	2,05E+05
	3,75E+05
	5,68E+05
	6,67E+05
	6,24E+05
	4,58E+05
	5,63E+04
	3,86E+05
	 

	
	
	n
	5
	 
	5
	5
	5
	5
	5
	5
	5
	5
	5
	 

	 
	 
	13
	1,03E+06
	Border-line
	7,47E+05
	3,56E+05
	1,23E+06
	1,63E+06
	1,67E+06
	1,22E+06
	2,08E+06
	2,42E+06
	1,34E+06
	outlier

	GP3
	FI-5 (20mg/kg)
	14
	8,12E+05
	 
	4,61E+05
	3,68E+05
	5,29E+05
	7,10E+05
	1,15E+06
	1,26E+06
	1,71E+06
	9,14E+05
	3,58E+04
	 

	
	
	15
	1,11E+05
	 
	2,67E+04
	3,53E+04
	3,27E+04
	2,61E+04
	3,46E+04
	2,79E+04
	4,56E+04
	3,50E+04
	3,11E+04
	 

	
	
	16
	7,63E+04
	 
	5,08E+04
	3,80E+04
	1,72E+04
	1,16E+04
	3,03E+04
	1,85E+04
	2,63E+04
	4,29E+04
	2,06E+04
	 

	
	
	17
	9,82E+03
	 
	3,79E+03
	4,35E+03
	3,88E+03
	3,86E+03
	8,48E+03
	3,82E+03
	3,77E+03
	4,55E+03
	6,77E+03
	 

	
	
	18
	4,50E+03
	 
	9,41E+03
	4,07E+03
	7,83E+03
	4,05E+03
	6,74E+03
	5,79E+03
	5,12E+03
	6,33E+03
	5,88E+03
	 

	
	
	MEAN
	2,03E+05
	 
	1,10E+05
	8,98E+04
	1,18E+05
	1,51E+05
	2,46E+05
	2,64E+05
	3,58E+05
	2,00E+05
	2,00E+04
	 

	
	
	SD
	3,44E+05
	 
	1,97E+05
	1,56E+05
	2,30E+05
	3,13E+05
	5,05E+05
	5,58E+05
	7,56E+05
	3,99E+05
	1,37E+04
	 

	
	
	n
	5
	 
	5
	5
	5
	5
	5
	5
	5
	5
	5
	 


Tumor growth was evaluated by IVIS spectrum PerkinElmer. Day 21, 28, 38 and 41; ID: 1, 7 and 13 have been excluded from the analysis.

Table S3. Tumor volume expressed as mean and standard deviation calculated in each experimental Group (GP1, GP2 and GP3).	
[image: ]
Dunnett's multiple comparison statistical test was applied. **p≤0,01; ***p≤0,001.
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Within each row, compare columns (simple effects within rows)



Number of families
Number of comparisons per family



Alpha



Dunnett's multiple comparisons test



5
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg



GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



7
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg



GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



10
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg



GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



14
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg



GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



17
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg



GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



24
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg



GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



31
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg



GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



38
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg



GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



41
GROUP 1 VEHICLE vs. GROUP 2 FI-5 10 mg/kg
GROUP 1 VEHICLE vs. GROUP 3 FI-5 20 mg/kg



9
2



0.05



Mean Diff.



68192



-92642



149676



168454



92390



109896



37490



101908



-69376



52962



-49352



22584



317176



366784



1115202



960590



1452548
1645002



95.00% CI of diff.



-906170 to 1042554



-1011280 to 825996



-768962 to 1068314



-750184 to 1087092



-826248 to 1011028



-808742 to 1028534



-881148 to 956128



-816730 to 1020546



-988014 to 849262



-865676 to 971600



-967990 to 869286



-896054 to 941222



-601462 to 1235814



-551854 to 1285422



196564 to 2033840



41952 to 1879228



533910 to 2371186
726364 to 2563640



Significant?



No



No



No



No



No



No



No



No



No



No



No



No



No



No



Yes



Yes



Yes
Yes



Summary



ns



ns



ns



ns



ns



ns



ns



ns



ns



ns



ns



ns



ns



ns



*



*



**
***



Adjusted P Value



0.9821



0.9633



0.9076



0.8847



0.9635



0.9488



0.9939



0.9558



0.9792



0.9878



0.9894



0.9978



0.6566



0.5740



0.0145



0.0390



0.0012
0.0002
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