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Table S1. Structures of the 13 compounds added to the QSAR model for antimicrobial activity against S. aureus

ATCC29213 [9].
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Molecules & Smiiles string ID VS+ (ng/mL) [Ref]
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Figure S1. Score plot of Principal Component Analysis (PCA) at the third component (PC1 vs PC2 vs PC3) for the 49
Heteroaromatic compounds tested for antimicrobial activity against S. aureus ATCC29213. Compounds are color-coded

by their activity values, using a scale from red (actives) to blue (inactives), according to the experimental MIC values.
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Figure S2. Plot of the coefficient of determination R? and cross-validated coefficient of determination (leave-one-out,

LOO) Q2 vs. the number of LVs of the PLS models for antimicrobial activity against S. aureus ATCC29213.
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Figure S3. Plot of the Variable Influence on Projection VIP of the PLS models for antimicrobial activity against S. aureus

ATCC29213.



Figure S4. Plot of the Weights for VS+ descriptors at the third latent variable (LV1 vs LV2 vs LV3) of the PLS models for

antimicrobial activity against S. aureus ATCC29213. The yellow circle represents the dependent variable (MIC).



Table S2. Structures of the 38 heteroaryl ethylene compounds of the QSAR model for cytotoxic activity towards CaCo2

colon-rectal cancer cell line
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Table S2. Continued
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Table S2. Continued
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Table S2. Continued
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Figure S5. Score plot of Principal Component Analysis (PCA) at the third component (PC1 vs PC2 vs PC3) for the 38
heteroaromatic compounds tested for cytotoxic activity towards CaCo2 colon-rectal cancer cell line. Compounds are color-

coded by their activity values, using a scale from red (actives) to blue (inactives), according to the experimental MIC values.
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Figure S6. Plot of the coefficient of determination R? and cross-validated coefficient of determination (leave-one-out,

LOO) 2 vs. the number of LVs of the PLS models for cytotoxic activity towards CaCo2 colon-rectal cancer cell line.
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Figure S7. Plot of the Variable Influence on Projection VIP of the PLS models for cytotoxic activity towards CaCo2 colon-

rectal cancer cell line.
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Figure S8. Plot of the Weights for VS+ descriptors at the third latent variable (LV1 vs LV2 vs LV3) of the PLS models for

cytotoxic activity towards CaCo2 colon-rectal cancer cell line. The yellow circle represents the dependent variable the

logarithm of the ICso.



Table S3. Dunnett’s multiple comparisons test performed for all combinations. * = P-value < 0.05; **= P-value < 0.01;
***=P-value < 0.001; ****= P-value< 0.0001.

Dunnett's multiple comparisons test Mean Diff 95% CI of diff thll'}eesll(l):lld? Summary Adjusted P Value
ANTIBIOTICS 24h
Untreated vs. TO 48.44 29.50 to 67.39 Yes i <0.0001
Untreated vs. Linezolid MIC -3.090 -36.67 to 30.49 No ns 0.9997
Untreated vs. Linezolid subMIC 7.008 -26.57 to 40.59 No ns 0.9993
Untreated vs. Gentamicin MIC -7.797 -41.38 to 25.78 No ns 0.9992
Untreated vs. Gentamicin subMIC 18.12 -15.46 to 51.70 No ns 0.7346
Untreated vs. Ampicillin MIC 2.723 -30.86 to 36.30 No ns 0.9998
Untreated vs. Ampicillin subMIC -5.167 -38.75 to 28.41 No ns 0.9996
Untreated vs. Erythromycin MIC 2.213 -31.37 to 35.79 No ns 0.9998
Untreated vs. Erythromycin subMIC ~ -9.070 -42.65 to 24.51 No ns 0.9963
Untreated vs. Rifampicin MIC 16.68 -16.90 to 50.26 No ns 0.8188
Untreated vs. Rifampicin subMIC 3.783 -29.80 to 37.36 No ns 0.9997
ANTIBIOTICS + PB4 0.2 uM 24h
Untreated vs. TO 52.99 37.65 to 68.32 Yes o <0.0001
Untreated vs. Linezolid MIC 10.99 -16.19 to 38.17 No ns 0.9435
Untreated vs. Linezolid subMIC 2291 -4.265 to 50.09 No ns 0.1618
Untreated vs. Gentamicin MIC 29.40 2.225 to 56.58 Yes * 0.0252
Untreated vs. Gentamicin subMIC 22.53 -4.648 t0 49.71 No ns 0.1778
Untreated vs. Ampicillin MIC 21.13 -6.045 to 48.31 No ns 0.2471
Untreated vs. Ampicillin subMIC 19.39 -7.785 to 46.57 No ns 0.3570
Untreated vs. Erythromycin MIC 21.39 -5.793 to 48.56 No ns 0.2332
Untreated vs. Erythromycin subMIC 30.08 2.905 to 57.26 Yes * 0.0202
Untreated vs. Rifampicin MIC 28.09 0.9099 to 55.27 Yes * 0.0380
Untreated vs. Rifampicin subMIC 24.31 -2.865 to 51.49 No ns 0.1126
ANTIBIOTICS 48h

Untreated vs. TO 136.6 104.1 to 169.1 Yes oA <0.0001
Untreated vs. Linezolid MIC -14.37 -71.94 to 43.20 No ns 0.9968
Untreated vs. Linezolid subMIC -9.069 -66.64 to 48.50 No ns 0.9995
Untreated vs. Gentamicin MIC -8.939 -66.51 to 48.63 No ns 0.9995
Untreated vs. Gentamicin subMIC -33.12 -90.69 to 24.45 No ns 0.6570
Untreated vs. Ampicillin MIC -82.54 -140.1 to -24.97 Yes *HEE 0.0008
Untreated vs. Ampicillin subMIC -8.984 -66.55 to 48.58 No ns 0.9995
Untreated vs. Erythromycin MIC -30.40 -87.97 to 27.16 No ns 0.7585
Untreated vs. Erythromycin subMIC ~ -42.07 -99.64 to 15.50 No ns 0.3247
Untreated vs. Rifampicin MIC -44.02 -101.6 to 13.54 No ns 0.2669
Untreated vs. Rifampicin subMIC -27.05 -84.62 to 30.51 No ns 0.8635

ANTIBIOTICS + PB4 0.2 uM 48h




Untreated vs. TO 84.25 63.16 to 105.3 Yes Ak <0.0001
Untreated vs. Linezolid MIC 40.56 3.180 to 77.95 Yes * 0.0245
Untreated vs. Linezolid subMIC 55.66 18.28 to 93.05 Yes o 0.0005
Untreated vs. Gentamicin MIC 41.74 4.358 to 79.13 Yes * 0.0186
Untreated vs. Gentamicin subMIC 86.73 49.35to0 124.1 Yes o <0.0001
Untreated vs. Ampicillin MIC 58.50 21.12 to0 95.89 Yes e 0.0002
Untreated vs. Ampicillin subMIC 49.22 11.83 to 86.60 Yes > 0.0028
Untreated vs. Erythromycin MIC 70.36 32.97 to 107.7 Yes oA <0.0001
Untreated vs. Erythromycin subMIC 30.43 -6.955 to 67.81 No ns 0.1963
Untreated vs. Rifampicin MIC 27.48 -9.900 to 64.87 No ns 0.3169
Untreated vs. Rifampicin subMIC 22.49 -14.89 to 59.88 No ns 0.5974




Table S4. Values obtained from the MTT assay normalised with respect to TO with their standard deviations.
AA = arithmetic average ST.DEV .= Standard Deviation.
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