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Table S1. Synergy scores according to the four models, and CI obtained for all the tested combinations of drugs.  25 

 26 

Pro-

inflammatory 

mediator 

Curcumin 

[µM] 

γ-VL  

[µM] 

ZIP 

synergy score 

HSA 

synergy score 

Loewe 

synergy score 

Bliss 

synergy score 

CI Response 

% 

IL-1β 1 1 12.73 5.19 8.60 8.57 0.43 21.51 

IL-1β 2.5 1 16.73 23.55 15.87 26.97 0.55 38.91 

IL-1β 5 1 14.37 12.82 14.69 15.04 0.6 57.99 

IL-1β 1 5 17.16 23.16 16.44 11.57 0.22 39.48 

IL-1β 2.5 5 27.76 46.83 29.02 35.11 0.26 62.19 

IL-1β 5 5 34.35 37.67 29.42 30.08 0.22 82.84 

IL-1β 1 10 5.11 10.64 -0.88 -2.15 0.28 32.29 

IL-1β 2.5 10 16.41 26.76 5.11 14.73 0.41 48.41 

IL-1β 5 10 36.43 49.88 36.56 38.01 0.08 95.05 

IL-1β 1 25 5.94 11.14 8.10 3.04 0.11 61.52 

IL-1β 2.5 25 18.58 32.01 18.84 24.39 0.12 82.39 

IL-1β 5 25 22.35 42.84 19.54 20.43 0.1 93.22 

TNF-α 1 1 7.04 3.32 1.85 10.76 0.74 24.54 

TNF-α 2.5 1 10.65 8.60 7.51 15.05 0.27 40.32 

TNF-α 5 1 13.87 11.70 11.56 18.00 0.32 45.04 

TNF-α 1 5 3.73 12.49 7.32 4.29 0.23 33.71 

TNF-α 2.5 5 23.68 27.53 25.67 20.42 0.04 59.25 

TNF-α 5 5 48.02 52.70 52.38 45.76 0 86.04 

TNF-α 1 10 -7.30 6.71 -0.93 -4.71 0.47 27.93 

TNF-α 2.5 10 23.37 36.61 34.64 26.71 0.02 68.33 
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 28 

Synergy scores lower than 10 are shown in italics. 29 

Pro-

inflammatory 

mediator 

Curcumin 

[µM] 

γ-VL  

[µM] 

ZIP 

synergy score 

HSA 

synergy score 

Loewe 

synergy score 

Bliss 

synergy score 

CI Response 

% 

TNF-α 5 10 43.54 57.48 57.12 47.81 0 90.82 

TNF-α 1 25 -18.65 -13.21 -15.60 -28.11 2.74 16.56 

TNF-α 2.5 25 14.65 33.63 31.63 13.30 0.02 65.35 

TNF-α 5 25 30.23 46.90 46.51 27.06 0.01 80.24 

NO 1 1 -2.17 2.60 -4.27 -2.17 1.03 13.36 

NO 2.5 1 11.03 15.43 14.18 11.46 0.23 41.24 

NO 5 1 20.73 24.61 24.52 20.73 0.22 52.12 

NO 1 5 0.85 5.53 2.84 -2.55 0.25 30.44 

NO 2.5 5 37.56 48.73 46.88 30.25 0.08 74.54 

NO 5 5 59.55 72.49 72.31 54.43 0 100 

NO 1 10 -3.04 11.90 4.75 4.40 0.48 22.66 

NO 2.5 10 51.39 69.12 67.23 62.89 0.12 94.93 

NO 5 10 59.59 72.49 72.30 66.40 0 100 

NO 1 25 -4.06 0.49 2.70 -8.11 0.74 20.61 

NO 2.5 25 47.18 57.71 55.81 42.78 0.31 83.52 

NO 5 25 59.60 72.49 72.29 57.91 0 100 
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Figure S1. Cytotoxicity assessment in microglia cells after treatment with the combination 

of γ-VL and curcumin at different concentrations. Results are expressed as the percentage 

of cell viability relative to control cells (dashed line) and are shown as mean ± SEM (n = 

3, performed in triplicate). 

 

 

Figure S2. Concentration–response maps of pro-inflammatory mediator inhibition ob-

tained with the tested curcumin and γ-VL combinations, according to Loewe model. The 

upper panel shows 3D surface, while the lower panel shows 2D contour. For each medi-

ator, the average synergy score is indicated. Red color indicates synergism, while green 

color suggests antagonistic interaction. 
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Figure S3. Concentration–response maps of pro-inflammatory mediator inhibition ob-

tained with the tested curcumin and γ-VL combinations, according to Bliss model. The 

upper panel shows 3D surface, while the lower panel shows 2D contour. For each medi-

ator, the average synergy score is indicated. Red color indicates synergism, while green 

color suggests antagonistic interaction. 

 

 
 

Figure S4. Concentration–response maps of pro-inflammatory mediator inhibition ob-

tained with the tested curcumin and γ-VL combinations, according to HSA model. The 
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upper panel shows 3D surface, while the lower panel shows 2D contour. For each medi-

ator, the average synergy score is indicated. Red color indicates synergism, while green 

color suggests antagonistic interaction. 


