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Figure S1. Possible orientation of haloperidol in the active site of CYP51 Candida albicans

according to molecular docking data.


http://dx.doi.org/10.18097/PBMC20216701042
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Figure S2. Diagram of physicochemical properties of haloperidol derivatives. Abbreviations:
abonds — number of aromatic bonds; atoms — the number of atoms; dbonds — number of double
bonds; HBA — number of hydrogen bond acceptors; HBD — number of hydrogen bond donors;
logP — octanol / water partition coefficient; MR — molar refraction; MW — molecular weight;
nF — number of fluorine atoms; sbonds — number of single links; tbonds — number of triple

bonds; TPSA — Topological Polar Surface Area.
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CalbCYP51 PPLVFYWIPW FGSAASYGOQD PYEFFESCRQ KYGDVFSFML LGKIMTVYLG PKGHEFVFNA KLSDVSAEEA EEHLTTPVFG‘[Z?
CglabCYP51 PPLVFYWIPW VGSAIPYGTK PYEFFEDCQK KYGDIFSFML LGRIMTVYLG PKGHEFIFNA KLADVSAEAA HLTTPVFG 138
ScerevCYP51 PPLVFYWIPW VGSAVVYGMK PYEFFEECQK KYGDIFSFVL LGRVMTVYLG PKGHEFVFNA KLADVSAEAA YAHLTTPVFG 135
Consensus PPLVFYWIPW VGSAXXYGXK PYEFFEXCQK KYGDIFSFML LGRIMTVYLG PKGHEFVFNA KLADVSAEAA YXHLTTPVFG
E .

LR 20222 SRS1

CalbCYP51 TGV IYDCPNS RLMEQKKFAK FALTTDSFKR YVPKIREEIL NYFVTDESFK LKEKTHGVAN VMKTQPEITI FTASRSLFGD 207
CglabCYP51 KGV I YIDCPNH RLMEQKKFVK GALTKEAFVR YVPLIAEEIY KYFRNSKNFK INENNSGIVD VMVSQPEMTI| FTASRSLLGK 216
ScerevCYP51 KGVIYDCPNS RLMEQKKFVK GALTKEAFKS YVPLIAEEVY KYFRDSKNFR LNERTTGTID VMVTQPEMTI FTASRSLLGK 215

Consensus KGVIYDCPNS RLMEQKKFVK GALTKEAFKR YVPLIAEEIY KYFRXSKNFK LNEXTXGXXD VMVTQPEMTI FTASRSLLGK

SRS1

C.albCYP51 EMRR| FDRSF AQLYSDLDKG FTPINFVFPN LPLPHYWRRD AAQKKISATY MKEIKLRRER GDIDPNRDL! DSLLIHSTYK 287
CglabCYP51 EMRDKLDTDF AYLYSDLDKG FTPINFVFPN LPLEHYRKRD HAQOAISGTY MSLIKERREK NDIQ-NRDLI DELMKNSTYK 285
ScerevCYP51 EMRAKLDTDF AYLYSDLDKG FTPINFVFPN LPLEHYRKRD HAQKAISGTY MSLIKERRKN NDIQ-DRDLI! DSLMKNSTYK 284

Consensus EMRXKLDTDF AYLYSDLDKG FTPINFVFPN LPLEHYRKRD HAQKAISGTY MSLIKERREX NDIQ-NRDLI DSLMKNSTYK
2K
RRRRILRILLLRL frivi:ivivie]
C.albCYP51 DGVKMTDQEI! ANLLIGILMG GQHTSASTSA WFLLHLG@(P HLQDVIYQEV VELLKEKGGD LNDLTYEDLQ KLPSVNNTIK 367
CglabCYP51 DGTKMTDQE! ANLLIGVLMG GQHTSAATSA WCLLHLAERP DVQEELYQEQ MRVLN---ND TKELTYDDLQ NMPLLNQMIK 372
S.cerevCYP51 DGVKMTDQE! ANLLIGVLMG GQHTSAATSA WILLHLAERP DVQQELYEEQ MRVLD-.-GG KKELTYDLLQ EMPLLNQTIK 371

Consensus DGVKMTDQE! ANLLIGVLMG GQHTSAATSA WXLLHLAERP DVQXELYQEQ MRVLX---GD XKELTYDDLQ XMPLLNQTIK
ak
pravdvicivivvivy

C.albCYP51 ETL@HMPLH SIFRKVTNPL RIPETNYIVP KGHYVLVSPG YAHTSERYFD N FOPTRW DTAAAKANSV SFNSSDEVDY 447
C.glabCYP51 ETLRLHHPL@LFRKVMRDV AIPNTSYVVP RDYHVLVSPG YTHLQEEFFP KP NIHRW DGDAASSSAA G- --GDEVDY 449

ScerevCYP51 ETLRMHHPLH SLFRKVMKDM HVPNTSYVIP AGYHVLVSPG YTHLRDEYFP NAHQFNIHRW NNDSASSYSV G.-...EEVDY 447
Consensus ETLRMHHPLH SLFRKVMXDX XIPNTSYVVP XGYHVLVSPG YTHLXEEYFP NPXXFNIHRW DXDAASSXSV G- --XDEVDY
SRS5
C.albCYP51 GFGKVSKGVS SPYLPFGGGR HRCIGEQFAY VQLGTILTTF VYNLRWTI - - DGY@’DPD@ SSMVVLPTEP AEI IWEKR 523

CglabCYP51 GFGA|SKGVS SPYLPFGGGR HRCIGELFAY CQLGVLMSIF IRTMKWRYPT EGETVPPSDF TS@TLPTAP AKIYWEKR 527
ScerevCYP51 GFGA|SKGVS SPYLPFGGGR HRCIGEHFAY CQLGVLMSIF IRTLKWHYP. EGKTVPPPDF TSMVTLPTGP AKI IWEKR 524
Consensus GFGA | SKGVS SPYLPFGGGR HRCIGEXFAY CQLGVLMSIF IRTLKWXYP- EGXTVPPPDF TSMVTLPTXP AKI IWEKR

(1] - active site | - peripheral sites

Figure S3. Alignment of CYP51 amino acid sequences of Candida albicans (C. alb) and
Candida glabrata (C. glab) as well as yeast from the class Saccharomyces. The figure shows the
amino acid residues that, according to the results of molecular docking, can participate in the
binding with acetylsalicylic acid, ibuprofen, haloperidol and chloropromazine (see Table 2).
Abbreviations: SRS — Substrate Recognition Site; aB, aC, aK — alpha-helices; Amino acid
residues that differ from the CYP51 consensus sequence of different organisms are highlighted

in red.



Table S1. Prediction of the orientation of haloperidol structural derivatives (see main text, table 4) relative to the heme cofactor in the CYP51 active site of Candida
albicans (based on molecular docking data obtained from the SwissDock Web server)

Model parameters:

Compound Ne Side view Floor projection cluster (rank), *FullFitness
(kcal/mol), *SimpleFitness
(kcal/mol), **AG (kcal/mol)

0(0), -2190, -23.00, -9.3

0(0), -2188, -21.85, -9.1




0(0), -2188, -21.9, -9.1

1(0), -2190, -20.8, -8.6, H+-
bond




0(0), -2196, -17.0, -9.2
0(0), -2196, -15.5, -9.1




0(2), 2188, -18.8, -8.3

0(0), 2191, -17.9, -8.6




1(0), -2189, -10.2, -8.6
0(0), -2192, -14.5, -9.0




1(0), -2184, -16.3, -8.7

0(2), -2196, -20.3, -8.3

10

12




0(3), -2182, -16.1, -9.1
1(0), 2172, -15.0, -8.4

13
14




0(1), -2178, -22.3, -8.9
1(0), 2219, -30.8, -8.2

15
17




18

0(0), -220, -29.0, -8.2

21

22

0(2), -2168, -13.9, -7.3

1(3), 2232, -21.3, 6.9




*Swiss Dock scoring function parameters (for further details see [1,2])

**AG — binding energy
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