Table S1: Bliss Independence Model calculation: PA14 supernatant and VCZ [uM]
combined effects against 10AF forming biofilm:

Y. | Yy | Bliss Independence | [Y°.p] [%0]
[%] | [%] | Model [Y".] [%] Outcome
VCZ0.25+ PAl4 sup 1:256 | 85 | 70 96 96 I
VCZ0.25+ PAl4 sup 1:512 | 85 | 22 88 96 S
VCZ 0. 25 + PA14 sup
1:1024 85 7 86 93 S
VCZ 0.125 + PA14 sup
1:256 44 | 70 83 93 S
VCZ 0.125 + PA14 sup a4 | 2 56 7 S
1:512
VCZ 0.125 + PA14 sup
1:1024 44 7 48 73 S
VCZ 0.063 + PA14 sup
1:256 20 | 70 76 73 I
VCZ 0.063 + PA14 sup
1:512 20 | 22 38 41 S
VCZ 0.063 + PA14 sup
1:1024 20 7 26 35 S

Abbreviations used in the Table: S = Synergy, I = Independence, Y, = inhibition of fungal
metabolism by VCZ, Y, = inhibition of fungal metabolism by Pa sup, Y°,;, = observed combined
antifungal effect, Y”,, = predicted combined antifungal effect.



Table S2: Bliss Independence Model calculation: PA14 supernatant and VCZ [uM]
combined effects against AF13073 forming biofilm and P. aeruginosa, PAO1 and Pal0,
supernatants, combined with VCZ against 10AF forming biofilm:

. o o
501|191 ] Model (Yol [ | " | Outcome
AF13073 +
VCZ 0.251(:)2-; ;’A14 sup 9% | 76 99 97 I
VCZ 0.251(:)5-; 2PA14 sup 96 | 28 97 97 I
VCZ O.Zfzol (—)I-ZZAM sup 96 | 14 97 97 I
VCZ 0.121?2-;%14 sup 63 | 76 91 92 I
VCZ 0.121?5-;2PA14 sup 63 | 28 73 83 S
VCZ 0.112:51(-;-21;A14 sup 63 | 14 68 80 S
VCZ 0.0613:2-2 ;’A14 sup 38 | 76 85 88 I
VCZ 0.0613:5-; 2PA14 sup 38 | 28 55 72 S
VCZ 0.016:31 (J;ZZAM sup 38 | 14 47 59 S
VCZ 0.03;?24; ;’A14 sup 13 | 75 78 81 I
VCZ 0.03;?5: 2PA14 sup 13 | 28 37 45 S
VCZ 0.0i’;:zl (J;ZZAM sup 13 | 16 27 30 S
10AF +

VCZ 0.2510: ilrngOl sup 34 | 88 98 95 I
VCZ 0.2510: 2+5£A01 sup 34 | 85 98 95 I
VCZ 0.2510: ;-lgAOl sup g4 | 37 90 94 I
VCZ O.Zi?l-l(;ZIZAOl sup %4 | 14 86 92 S
VCZ 0.1215: il-ngOI sup 50 | 88 94 94 I
VCZ 0.1215: 2+5£A01 sup 50 | 85 93 92 I




VCZ 0.125 + PAO1 sup
1:512 50 | 37 69 74 S

VCZ 0.125 + PAO1 sup
1:1024 50 | 14 57 68 S

VCZ 0.063 + PAOL1 sup
1:128 18 | 88 90 90 I

VCZ 0.063 + PAOL1 sup
1:256 18 | 85 88 87 I

VCZ 0.063 + PAOL1 sup
1:512 18 | 37 48 53 S

VCZ 0.063 + PAOL1 sup
1:1024 18 | 14 29 36 S

10AF +

VCZ 0.250 + Pa10 Sup 1:64 | 88 | 86 98 96 I
VCZ 0.250 + Pal10 Sup 1:128 | 88 | 45 93 96 I
VCZ 0.250 + Pa10 Sup 1:256 | 88 | 19 90 96 S
VCZ 0.125 + Pal0 Sup 1:64 | 55 | 86 94 95 I
VCZ 0.125 + Pal0 Sup 1:128 | 55 | 45 75 77 I
VCZ 0.125 + Pal0 Sup 1:256 | 55 | 19 64 75 S
VCZ 0.063 + Pal0 Sup 1:64 | 27 | 86 90 91 I
VCZ 0.063 + Pal0 Sup 1:128 | 27 | 45 60 63 I
VCZ 0.063 + Pal0 Sup 1:256 | 27 | 19 41 38 A

Abbreviations used in the Table: S = Synergy, I = Independence, Y, = inhibition of fungal
metabolism by VCZ, Y, = inhibition of fungal metabolism by Pa sup, Y°,;, = observed combined
antifungal effect, Y”,, = predicted combined antifungal effect.



Table S3: Bliss Independence Model calculation: PA14 supernatant (in RPMI with iron,
concentrations 1:256 to 1:1024), or PA14ApvdD/ApchE supernatant at low concentrations
(1:256 to 1:1024), combined with VCZ [uM]; combined effects against 10AF forming
biofilm:

Bliss o o
[35*'] [?;b] Independence (Y ab] [%] Outcome
11| Model [YPa] [%]
VCZ 0.250 + PA14 sup (Fe) 93 9 94 39 I
1:256
VCZ 0.250 + PA14 sup (Fe) 93 | 11 94 91 I
1:512
VCZ 0.250 + PA14 sup (Fe)
1:1024 93 6 93 90 I
VCZ 0.125 + PA14 sup (Fe) 62 9 65 57 A
1:256
VCZ 0.125 + PA14 sup (Fe) 6 | 11 66 60 A
1:512
VCZ 0.125 + PA14 sup (Fe)
1:1024 62 6 64 56 A
VCZ 0.063 + PA14 sup (Fe) 78 9 34 8 A
1:256
VCZ 0.063 + PA14 sup (Fe) 2% | 11 36 26 A
1:512
VCZ 0.063 + PA14 sup (Fe)
1:1024 28 6 32 31 I
VCZ 0.250 +
PA14ApvdD/ApchE sup 1:256 85 § 86 8 A
VCZ 0.250 +
PA14ApvdD/ApchE sup 1:512 85| 14 87 8 A
VCZ 0.250 +
PA14ApvdD/ApchE sup 1:1024 85| 1 87 8 A
VCZ 0.125 +
PA14ApvdD/ApchE sup 1:256 4 0 46 45 !
VCZ 0.125 +
PA14ApvdD/ApchE sup 1:512 41| 14 49 45 A
VCZ 0.125 +
PA14ApvdD/ApchE sup 1:1024 4t ) 1l 47 47 !
VCZ 0.063 +
PA14ApvdD/ApchE sup 1:256 17 0 24 25 !
VCZ 0.063 +
PA14ApvdD/ApchE sup 1:512 17114 29 23 A
VCZ 0.063 +
PA14ApvdD/ApchE sup 1:1024 71 26 21 A




Abbreviations used in the Table: S = Synergy, | = Independence, Y, = inhibition of fungal
metabolism by VCZ, Y, = inhibition of fungal metabolism by Pa sup, Y°,, = observed combined
antifungal effect, Y’,, = predicted combined antifungal effect]

Table S4: Bliss Independence Model calculation: Pyoverdine [uM] and VCZ [uM]
combination effects against 10AF forming biofilm:

Bliss o 1r0
[E;a] [?;b] Independence Yol 11| outeome
1P| Model [YPy] [%]
VCZ 0.12504-6 :[;yoverdlne 56 | 99 100 99 I
VCZ 0.1250-; gyoverdlne 56 | 77 90 97 S
VCZ 0.12504-1 gyoverdlne 56 | 32 70 72 I

Abbreviations used in the Table: S = Synergy, I = Independence, Y, = inhibition of fungal
metabolism by VCZ, Y, = inhibition of fungal metabolism by pyoverdine, Y°;, = observed
combined antifungal effect, YP,;, = predicted combined antifungal effect.

Table S5: Bliss Independence Model calculation: Pyochelin [pM] and VCZ [uM]
combination effects against 10AF forming biofilm

. T
[32] [32)] Bﬁ?dltﬁg’fﬁd[%e Wl %1 outeome
VCZ 0.250 + pyochelin 100 | 96 | 73 99 97 I
VCZ 0.250 + pyochelin 50 9 | 73 99 97 I
VCZ 0.250 + pyochelin 25 96 | 78 99 97 I
VCZ 0.125 + pyochelin 100 | 65 20 72 69 I
VCZ 0.125 + pyochelin 50 | 65 | 20 72 75 I
VCZ 0.125 + pyochelin 25 | 65 | 2 66 78 S
VCZ 0.063 + pyochelin 100 | 43 | 73 85 86 1
VCZ 0.063 + pyochelin 50 | 43 | 73 85 90 S
VCZ 0.063 + pyochelin 25 43 | 78 87 94 S

Abbreviations used in the Table: S = Synergy, I = Independence, Y, = inhibition of fungal
metabolism by VCZ, Y, = inhibition of fungal metabolism by pyochelin, Y°; = observed
combined antifungal effect, YP,, = predicted combined antifungal effect.



Table S6: Bliss Independence Model calculation: upper part: PA14 supernatant (in RPMI
with iron concentrations 1:4 to 1:16), lower part: pyocyanin [uM]. Combination effects
with VCZ [uM] against 10AF forming biofilm.

Bliss o °
[E;a] [?;b] Independence Yol 1711 gutcome
0 °1'l Model [Y?,] [%]

VCZ 0.250 +13;414 sup (Fe) | oo | 4 99 100 I
VCZ0.250 +1?§414 sup (Fe) | oo | 45 99 100 I
VCZ 0.250 ;.1;?14 sup (Fe) | o0 | (¢ 98 100 I
VCZ 0.125 +1?4A14 sup (Fe) | o | ,q 33 93 S
VCZ 0.125 +1?8Al4 sup (Fe) 67 | 42 81 96 S
VCZ0.125 ;.1;?14 sup (Fe) | . | ¢ 72 74 I
VCZ 0.063 +1?4A14 sup (Fe) | ,, | ,q 71 76 S
VCZ 0.063 +1?§414 sup (Fe) | ,, | 4, 68 77 S
VCZ0.063 + PAl4sup (Fe) | ,, | |, 53 55 I

1:16

VCZ 0.125 + pyocyanin

St 67 | 76 92 94 I
VCZ 0.125 + pyocyanin 500 | 67 | 53 84 85 I
VCZ 0.125 + pyocyanin 250 | 67 | 36 79 68 A

Abbreviations used in the Table: S = Synergy, I = Independence, Y, = inhibition of fungal
metabolism by respective VCZ, Y, = inhibition of fungal metabolism by Pa sup or pyocyanin,
Y’ = observed combined antifungal effect, YP,, = predicted combined antifungal effect]



