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Table S1. Summary of the homology modeling stage.

ID PDB Template Coverage® QMEAN®

ALDHS5 4qf6 0.9 0.02
ALDHI1 6alj 0.9 -0.2
ALDH3 6dum 0.93 -1.01
ALDH2 4qet 0.95 -0.63
ALDH4 S5ac2 0.95 -1.2
MAPK1 2b%h 0.97 -1.62
MAPK?2 4zzm 0.95 -1.85
MAPK3 3mh3 0.9 -1.29
PK1 5233 0.82 -1.71
PK2 Istc 0.67 -1.63
HDA1 7kbg 0.81 0.34
HDA2 4a69 0.8 -0.28
PPCTI-D liip 0.93 0.63
PPCTI1 1x07 0.78 1.7
PPCTI2 307t 0.99 2.19
PPCTI3 S5yb9 0.9 2.05

CA 6gwu 0.8 -0.65



IDI1 2dho 0.8 -1.37

MVD 6xr5 0.98 -1.66
ERGI12 2r3v 0.88 -2.8
HMGI1 1hw8 0.41 -0.52
ERGI13 2p8u 0.99 -1.69
ERG10 6aqp 0.94 -0.59

ERG2 Shk1 0.56 -2.87

ERG6 6uv6 0.54 -1.79
ERGI11 Sesj 0.98 -0.7

ERG9 3vja 0.8 -2.24

ERG7 Iwo6k 0.98 -1.88

ERG1 6¢c6n 0.9 -2.21
ERG20 4rxc 0.99 -1.02
ERGS8©® 3gon 0.66 -5.78

ERG26© 6q9%4 0.92 -4.13
ERG4© 4quv 0.83 -5.7
ERGS5©® Sveu 0.85 -4.84
ERG3© 4710 0.39 -5.19

ERG25© 4zrl 0.45 -4.9

ERG24© 4quy 0.94 493

@ Coverage of the query sequence by the template, ® Swiss-Model QMEAN score ) Models discarded
due to low quality



Table S2 Results of docking compound 16 to its 29 potential targets in C. Krusei.

Target Pose PLP® Z PLP® GS© Z GS@ (CS© Zz CS® ASP® 7z ASP® Aiggiiied
1 5908 199 1859 0.9 1618 197 2417 22 1.71
alp) 2 5229 128 1367 045 1541 185 2061 173 1.33
36321 243 2411 095 699 059 1516 1 1.24
4 5168 121 2032 077 1058 113 1593  L.1I 1.05
AlDHy | 6419 148 3089 096 2528 102 3668 1.3 1.19
2 6518 157 2183 058 2313 077 3565 12 1.03
alpgs | 6789 09 3485 188 253 161 3453 162 1.5
2 7885 247 154 027 2371 1.09 3662 2.07 1.34
1 8431 255 3074 083 3249 1.08 451 2.8l 1.82
alpHs 2 7926 166 266 062 3329 133 4079 163 1.31
37908 1.63 2397 049 3297 123 40.17 146 1.2
4 7825 148 2218 04 3475 179 3728  0.67 1.09
1 6161 136 237 118 2048 074 2932 142 1.18
ALDH5 2 6521 175 2697 14 2057 075 2138 044 1.09
35741 09 2556 131 2398 129 2424  0.79 1.07
1 4982 1.87 821 051 1437 143 1843  1.63 1.36
CA 2 4747 152 676 038 1509 156 1838  1.63 1.27
3 47.02 145 734 044 1465 148 1905 1.72 1.27
1 4982 1.87 821 051 1437 143 1843  1.63 1.36
HDAl 2 4747 152 676 038 1509 156 1838  1.63 1.27
3 47.02 145 734 044 1465 148 1905 1.72 1.27
1 7178 1.8 1511 0.69 2684 154 3255 136 1.35
HDA2 2 7333 199 1425 064 21.14 025 3178 1.22 1.03
36765 128 664 018 2559 126 3235 132 1.01
MAPKI 1 581 042 1677 0.69 2409 1.88 21.13  1.39 1.1
MAPK2 1 5998 205 1397 112 19.67 1.04 1625 0.2 1.11
1 77.18 244 1288 021 2944 141 2976 191 1.49
MAPK3 2 69.05 1.02 2097 061 3008 157 2892 1.7 1.22
3707 131 1878 0.5 2747 092 2824 1.2 1.06
1 5521 052 152 071 2635 222 2347 174 1.3
PKI 2 5939 131 86 032 2292 123 2292 157 1.11
36033 148 1122 048 2341 137 2078 0.9 1.06
by 1 6919 094 1483 06 3077 219 2869 15 1.31
2 7308 172 10.11 028 2461 034 3038 1.97 1.08
ppoprp | 6199 224 1422 023 188 086 3027 2.5 1.37
2 5832 167 7.8 0.5 2295 178 277 1.6 1.3
1 533 163 1311 077 1874 171 2525  2.09 1.55
PPCTI2 2 5229 147 1101 066 18.16 156 2386 1.72 1.35
305512 192 1608 092 1236 0.1 2213 126 1.05
PPCTI3 1 5686 201 1656 1.06 1609 073 28.14 1.8 1.4
1 574 323 -156 -008 108 064 1857 1.17 1.24
PPCTID 2 4694 134 1045 121 1225 122 1671  0.67 1.11
3 4546 107 867 1.02 1401 193 1528 0.9 1.08
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Table S3. Predicted free energies of binding of compound 16 to its predicted targets.

MM-PBSA Component AG
Target Conformer

VD WAALS EEL EPB ENPOLAR EDISPER AG gas AG solv Total

1 -45.40 -26.61  48.69 -31.87 55.50 -72.00 7232 0.32

ALDHI 2 -49.68 1.93 25.84 -35.04 58.49 -47.75  49.29 1.54
3 -55.33 -15.58  41.30 -39.94 66.02 -7091 6739  -3.52

4 -57.32 -14.57  37.60 -39.85 67.62 -71.89 6537  -6.52

ALDID 1 -49.46 -15.05 43.51 -35.12 60.77 -64.51  69.16  4.65
2 -43.16 -23.29  43.00 -31.61 55.93 -66.45 67.33 0.87

ALDIH3 1 -48.42 -25.39 52091 -35.11 61.94 -73.81  79.74 592
2 -47.96 -20.47  50.81 -33.23 58.10 -68.43  75.67  7.25

1 -51.57 -8.51 3473 -35.89 61.25 -60.08  60.08 0.01

ALDH4 2 -50.25 -30.54 52.18 -36.31 61.64 -80.79 7751  -3.28
3 -49.47 -13.04 34.36 -35.04 58.77 -62.51  58.09 -4.41

4 -49.68 -11.63  35.92 -35.92 60.35 -61.31 6035 -0.95

1 -49.98 -16.13  40.86 -36.19 61.11 -66.11 6578  -0.33

ALDHS 2 -52.93 -8.31  35.36 -37.69 64.48 -61.23  62.15 0.91
3 -45.40 -17.97  39.26 -32.81 55.72 -63.37  62.17 -1.21

1 -35.86 -2.18  16.10 -25.75 44.49 -38.05 3484 -3.21

CA 2 -33.27 =722 22.39 -23.92 41.68 -40.49  40.14  -0.35

3 -37.72 -5.52 2295 -27.82 46.53 -43.23  41.65 -1.58

1 -35.82 -11.41  33.10 -26.93 44.12 -47.23  50.28 3.05

HDAI1 2 -33.88 -16.02  35.03 -27.42 4432 -49.89 5193 2.04
3 -32.85 -8.99  28.26 -25.74 42.32 -41.85  44.83 2.98

1 -35.52 -13.29  34.38 -27.46 45.06 -48.81 5199  3.17

HDA2 2 -33.56 -0.73  22.95 -25.84 43.34 -34.28  40.45 6.17
3 -39.31 -11.57  34.36 -29.85 48.26 -50.88  52.77 1.89

MAPK1 1 -48.07 -10.36  42.10 -34.05 58.44 -58.43  66.49 8.06
MAPK2 1 -38.83 -2.71  23.38 -27.78 48.13 -41.54  43.73 2.19
1 -53.26 -32.63 58.44 -39.81 65.82 -85.90 84.45 -1.45

MAPK3 2 -54.51 -30.32  54.26 -39.09 63.63 -84.82  78.80  -6.02
3 -52.61 -29.81  56.52 -39.63 66.15 -82.42  83.03 0.62

1 -48.54 -12.57  39.54 -34.73 61.24 -61.11  66.06  4.94

PK1 2 -42.93 -13.77  39.85 -31.43 54.16 -56.70  62.58 5.88

3 -43.24 -28.96 53.84 -32.83 56.88 -72.20  77.88 5.68

PK2 1 -50.38 -8.94  41.22 -35.92 61.47 -59.31  66.78 7.47

2 -56.05 -23.72  53.76 -38.88 64.62 -79.77 7950  -0.27

PPCTIL 1 -35.45 -6.82  23.79 -25.65 43.61 -42.28  41.74  -0.54
2 -27.50 -10.38  21.61 -21.18 36.09 -37.87 3652  -1.35

1 -31.55 -6.33  18.17 -22.62 37.59 -37.88  33.13  -4.75

PPCTI2 2 -28.31 -5.67  17.13 -20.77 35.45 -33.97 3181 -2.16
3 -37.50 -4.51  21.01 -25.58 43.91 -42.01 3933  -2.68

PPCTI3 1 -41.94 -19.16  36.99 -29.25 50.03 -61.09 5777 -3.32
PPCTLD 1 -42.88 -12.93  32.12 -29.94 49.24 -55.81 5142  -4.39
2 -38.19 -13.78  33.79 -27.36 47.51 -51.98  53.94 1.96
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Table $4. Predicted free energies of binding of compounds 12, 14 and 15 to its

predicted targets.
MM-PBSA Component
Target Compound VD AG AG
WAALS EEL. EPB ENPOLAR EDISPER AG gas TOTAL

16 -57.32 -14.57 37.60 -39.85 67.62 -71.89 65.37 -6.52

ALDHI 12 -32.58 -1.88  19.48 -22.73 37.28 -34.46 34.03 -0.43
14 -46.20 -13.66 37.57 -31.82 53.20 -59.86 58.95 -0.91

15 -36.97 -27.89  39.11 -27.62 44 .81 -64.87 56.30 -8.57

16 -54.51 -30.32  54.26 -39.09 63.63 -84.82 78.80 -6.02

MAPK3 12 -35.74 -23.10 39.90 -26.42 41.97 -58.84 55.45 -3.39
14 -42.64 -29.22  58.03 -32.26 53.55 -71.86 79.32 7.46

15 -37.63 -23.39 51.62 -26.86 44.51 -61.02 69.27 8.25

16 -31.55 -6.33  18.17 -22.62 37.59 -37.88 33.13 -4.75

PPCTI 12 -22.92 -791  17.64 -17.84 29.16 -30.83 28.95 -1.87
14 -20.95 -5.19  13.50 -16.02 26.25 -26.15 23.73 -2.42

15 -17.65 -5.85 14.26 -13.78 22.64 -23.50 23.11 -0.39

16 -51.33 -13.30 36.64 -35.69 61.00 -64.63 61.95 -2.69

ERGI3 12 -32.69 -6.05 27.43 -23.55 40.41 -38.74  44.30 5.56
14 -40.26 -10.58 30.63 -27.81 46.07 -50.84  48.89 -1.94

15 -38.88 -14.24 36.24 -26.26 44.70 -53.12 54.68 1.56
16 -59.47 -2.01  29.89 -39.57 68.63 -61.48 58.95 -2.54
ERG11 12 -38.93 -9.55  26.75 -25.69 43.58 -48.48 44.64 -3.84
14 -46.05 -7.49  34.53 -30.67 53.78 -53.55 57.63 4.08

15 -41.07 -9.49 31.83 -26.48 44.52 -50.56  49.87 -0.69
16 -41.91 -11.48 28.74 -30.77 53.18 -53.39 51.14 -2.24
ERGO 12 -26.76 -391 1526 -20.48 34.93 -30.67 29.71 -0.96
14 -33.88 -11.54  28.60 -25.38 43.24 -45.41 46.46 1.05

15 -25.78 -9.07 2235 -20.64 34.30 -34.85 36.02 1.17




