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Table S1. Phenotypical modifications of S. aureus cultivated in an in vitro wound-like medium (WLM)
mimicking the conditions encountered in chronic wounds and with the addition of high glucose

concentration and antibiotics during 24 h.

NSA739 NSA1077 NSA7475 NSA1385
Beta- Beta- Beta- Beta-
. . . . SCV
Hemolysis Hemolysis Hemolysis Hemolysis
WLM alone 100% 0% 100% 0% 100% 0% 100% 0%
WLM + glucose 10% 100% 0% 100% 0% 100% 0% 100% 0%
WLM + vancomycin 100% 0% 100% 0% 100% 0% 100% 0%
WLM + linezolid 100% 0% 100% 0% 100% 0% 100% 0%
WLM + glucose 10% + 100% 0% 100% 0% 100% 0% 100% 0%
vancomycin
WLM  glucose 10% + 100% 0% 100% 0% 100% 0% 100% 0%
linezolid
Table S2. Evaluation of feeding behavior by measuring bacterial content of C. elegans and pathogen
avoidance of S. aureus cultivated in an in vitro wound-like medium (WLM) mimicking the conditions
encountered in chronic wounds and with the addition of high glucose concentration and antibiotics
during 16 weeks.
NSA739 NSA1077 NSA7475 NSA1385
Intestine Occupancy Intestine Occupancy Intestine Occupancy Intestine Occupancy
Survival * Test Survival Test Survival Test Survival Test
Without preculture 5.1 10E5 96 +3% 6.4 10E5 94 +5% 4.8 10E5 97 +3% 5.3 10E5 98 +2%
WLM alone 4.7 10E5 94 +5% 5.2 10E5 92 +4% 4.6 10E5 94 +5% 5.4 10E5 99 £2%
WLM + glucose 10% 3.6 10E5 92 +6% 5.6 10E5 89 6% 4.9 10E5 96 +5% 5.0 10E5 95 +4%
WLM + vancomycin 5.5 10E5 96 +2% 5.0 10E5 93 +3% 4.2 10E5 96 +4% 5.4 10E5 93 +5%
WLM + linezolid 6.2 10E5 98 +2% 4.4 10E5 90 +5% 4.6 10E5 92 +6% 4.9 10E5 97 +2%
WLM +glucose 10% + 4810E5  92+4%  5710E5  91+4%  5010E5  97+2%  5210E5  9743%
vancomycin
WM ;ﬁle‘;‘;‘;: 10%+ 3310E5  95:3%  5110E5  92+6%  4510B5  98+2%  5510E5  94+4%
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Table S3. Effects of a preculture in a WLM and glucose 10% associated or not to sub-MICs of
vancomyecin (0.5x MIC) and linezolid (0.5x MIC) on S. aureus biofilm formation after 24 h of culture.
The kinetics of the early phase of biofilm formation were determined on a) NSA739; b) NSA1077; c)
NSA7475; d) NSA1385 by the BioFilm ring test® (BioFilm Control, France). The results represent the
mean of BFIs for at least three independent replicates.

NSA739 24 h 0h 2h 3h 4h 5h NSA107724h Oh 2h 3h 4h 5h
Control BHI medium 150 147 75 27 1 ControlBHL o 0 132 84 39 19
medium
Glucose 10% 149 145 7.9 31 19  Glucose10% 143 138 86 40 20
Vancomycin 14.7 14.6 7.2 2.7 1.9 Vancomycin 14.4 13.2 8.2 3.6 1.9
Linezolid 151 148 77 3.0 2.0 Linezolid 142 135 85 37 18
0, 0,
Glucose 10% + 152 149 78 29 19 ~(Clucosel0%+ o 34 83 35 17
Vancomycin Vancomycin
0, 0,
Glucose 10% + 148 146 7.1 2.7 1g Clucosel0%+ 0 431 81 36 18
Linezolid Linezolid
NSA7475 24 h 0h 2h 3h 4h 5h  NSA138524h Oh 2h  3h  4h  5h
Control BHI medium 156  15.1 8.6 35 23 Control BHI . | 73 22 17 15
medium
Glucose 10% 152 149 83 31 22 Glucose10% 153 75 23 18 14
Vancomycin 153 15.0 8.5 3.4 2.1 Vancomycin 154 7.4 22 1.6 1.6
Linezolid 149 147 8.4 34 22 Linezolid 14.8 72 21 17 15
0, 0,
Glucose 10% + 154 149 86 33 gp  Clucosel0%+ ) 74 24 19 15
Vancomycin Vancomycin
0, [0}
Glucose 10% + 149 146 85 3.1 g1 (Clucosel0%+ oo oo o4 17 16
Linezolid Linezolid
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Table S4. Relative mRNA expression levels of virulence genes of four S. aureus strains cultivated in a
WLM added with glucose 10%, vancomycin (0.5x MIC), linezolid (0.5x MIC), glucose 10% +
vancomycin (0.5x MIC) and glucose 10% + linezolid (0.5x MIC) after 24 h (H24) and 16 weeks (W16).

NSA739 H24 NSA739 W16 1077 H24 1077 W16 7475H24 7475W16 1385H24 1385 W16

WLM alone hla 11 188 122 192 1.14 178 1.04 125
sea 121 -1.82 125 -1.76 1.09 144 1.16 -1.33
fubpA -0.26 1.79 1.04 1.84 1.16 1.56 -0.12 121
spa ~0.34 1.84 022 1.59 121 1.66 025 1.52
agr 1.17 18 1.08 -1.83 11 159 1.07 -1.39
edinB ND ND 145 -1.66 1.02 1.39 ND ND
IukES-PV ND ND 155 17 ND ND ND ND
WLM + Glucose 10% hla 122 —3.07 129 514 1.08 759 158 105
sea 127 -2.89 125 -1.84 1.03 -2.61 1.14 -1.67
FubpA -1.96 4.04 18 3.38 195 3.08 113 1.52
spa -2.46 2.39 -7.66 3.44 -2.96 2.47 17 177
agr 1.89 -2.82 191 258 1.87 272 1.67 142
edinB ND ND 1037 6.1 8.15 741 ND ND
LukES-PV ND ND 8.12 402 ND ND ND ND
WLM + Vancomycin hla 1.6 3.72 1.61 2.25 1.07 2.45 1.19 1.22
sea 1.93 5.14 1.37 2.04 1.23 317 1.14 13
FubpA -1.19 ~9.68 131 331 14 429 “1.01 1,07
spa -1.85 432 11 201 -1.06 -3.71 1,07 ~1.66
agr 1.97 10.65 1.95 2.07 1.16 241 1.19 1.08
edinB ND ND 128 15.38 14 ~9.66 ND ND
IukFS-PV ND ND 1.88 -12 ND ND ND ND
WLM + Linezolid Hla 237 457 215 -3.03 2.03 331 114 105
sea 258 -437 -2.05 -3.38 -2.06 -2.49 142 121
fubpA 2.34 3.78 1.93 3.39 1.74 21 1.49 1.36
spa 158 425 -3.34 2.44 -3.65 8.99 1.06 1.98
agr 128 231 156 -2.04 128 285 136 117
edinB ND ND 226 22,66 322 -14.38 ND ND
IukES-PV ND ND 1251 1218 ND ND ND ND
WLM + Glucose + hla 148 -11.67 21 -8.96 15 -12.52 112 2,01
Vancomycin
sea 142 221 138 -6.03 -1.89 656 11 -1.67
fubpA 347 5.34 2.9 4.08 2.56 2.93 1 3.78
spa 2.84 461 219 5.71 3.33 8.31 131 1.99
agr 197 449 146 -6.37 123 288 127 176
edinB ND ND 3.6 -11.6 2.42 -13.14 ND ND
IukFS-PV ND ND 4.96 -22.96 ND ND ND ND
WLM + Glucose + Linezolid __ hla 213 8.24 2.04 5.09 15 726 11 2.08
sea -2.08 ~7.09 211 229 112 -3.17 -1.64 -1.68
fubpA 2.61 46 1.24 2.23 1.13 6.82 1.37 2.84
spa 185 5.05 -1.99 6.25 25 484 -1.19 1.62
agr 127 478 243 212 15 243 -1.06 19
edinB ND ND -1.34 122 12 -13.07 ND ND
IukFS-PV ND ND 3.98 2232 ND ND ND ND
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Table S5. Primers used in the study.

Primer Use and Target Target  Primer

. ; Oligonucleotide Sequence Tm (°C) References
Function Region Name

a hemolysin hla hla- F 5'- TCCAGTGCAATTGGTAGTCA -3 55.3 [18]
hla- R 5'- GGCTCTATGAAAGCAGCAGA-3 57.3

Enterotoxin a sea sea- F 5'- ATGGTGCTTATTATGGTTATC -3’ 52.0 [69]
sea- R 5'- CGTTTCCAAAGGTACTGTATT -3’ 54.0

PVL2 pol lukS-F 5'- AATAACGTATGGCAGAAATATGGATGT-3 58.9 [70]
IukS-R 5'- CAAATGCGTTGTGTATTCTAGATCCT-3 60.1

Edin edinB edinB-F 5'- GGTGACGTGAACAAATTATCCGA-3' 58.9 [71]
edinB-R 5- ATCTTTCTTTTGTTATCAGAAAGTTTA-3' 54.3

MSCCRAMM fnbpA  fnbpA-F 5'- AAATTGGGAGCAGCATCAGT -3’ 55.3 [72]
fnbpA-R 5'- GCAGCTGAATTCCCATTTTC -3’ 55.3

Protein A spa spa-F 5'- TATGCCTAACTTAAATGCTG -3 51.1 [73]
spa- R 5'- TTGGAGCTTGAGAGTCATTA -3’ 53.2

Accessory gene regulator agrA agrA-F  5- CAAAGAGAAAACATGGTTACCATTATTAA -3 582 [74]
agrA-R 5'- CTCAAGCACCTCATAAGGATTATCAG -3 61.6

Housekeeping genes 8yrB gyrB-F 5- GGTGGCGACTTTGATCTAGC -3’ 59.3 [73]
gyrB-R 5- TTATACAACGGTGGCTGTGC -3 57.3
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