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Figure S1: The multiple sequence alignment result from CLUSTAW



CLUSTAL 2.1 multiple sequence alignment

3PRY_A|PDBID|CHAIN|SEQUENCE =~  —mm oo - -
sp|P08238 |HS90B_HUMAN MPEEVHHGEEEVETFAFQAEIAQLMSLIINTFYSNXEIFLRELISNASDA 50
2CGY9_B|PDBID|CHAIN|SEQUENCE —-——---mv MASETFEFQAEITQLMSLIINTVYSNKEIFLRELISNASDA 41
3HJC_A|PDBID|CHAIN|SEQUENCE =~  —-—— oo -- -

3PRY_A|PDBID|CHAIN|SEQUENCE =~  —com oo -- -
sp|P08238 |HS90B_HUMAN LDKIRYESLTDPSKLDSGKELKIDIIPNPQERTLTLVDTGIGMTKADLIN 100
2CGY_B|PDBID|CHAIN | SEQUENCE LDKIRYKSLSDPRQLETEPDLFIRITPKPEQKVLEIRDSGIGMTKAELIN 91
3HJC_A|PDBID|CHAIN|SEQUENCE =  —-emmmmmmmmmmcmm oo - -

3PRY_A|PDBID|CHAIN|SEQUENCE =  —-————mmm oo -- -
sp|P08238 |HS90B_HUMAN NLGTIAKSGTKAFMEALQAGADISMIGQFGVGFYSAYLVAEKVVVITKHN 150
2CGY_B|PDBID|CHAIN | SEQUENCE NLGTIAKSGTKAFMEALSAGADVSMIGQFGVGFYSLFLVADRVQVISKSN 141
3HJC_A|PDBID|CHAIN|SEQUENCE =~  ——— e - -

3PRY_A|PDBID|CHAIN|SEQUENCE =  —-————mmm oo -- -
Sp|P08238 |HS90B_HUMAN DDEQYAWESSAGGSFTVRADHG-EPIGRGTKVILHLKEDQTEYLEERRVK 199
2CGY_B|PDBID|CHAIN | SEQUENCE DDEQY IWESNAGGSFTVILDEVNERIGRGTILRLFLXKDDQLEYLEEKRIK 191
3HJC A|PDBID|CHAIN|SEQUENCE =  ———— oo -- -

3PRY_A|PDBID|CHAIN|SEQUENCE =~  —-—— oo -- -
sp|P08238 |HS90B_HUMAN EVVKKHSQFIGYPITLYLEKEREKEISDDEAEEEKGEKEEEDKDDEE--K 247
2CGY_B|PDBID|CHAIN | SEQUENCE EVIKRHSEFVAYPIQLVVTKEVEKEVPIPEEEKKDEEKKDEEKKDEDDKK 241
3HJC A|PDBID|CHAIN|SEQUENCE =  ———— oo -- -

3PRY_A|PDBID|CHAIN|SEQUENCE =~  —-—— oo MKTKPIWTRNPDDIT 15
sp|P08238|HS90B_HUMAN PKIEDVGSDEEDDSGKDKKKKTKKIKEKYIDQEELNKTKPIWTRNPDDIT 297
2CGY_B|PDBID|CHAIN | SEQUENCE PKLEEVDEEEE------ KKPKTKKVKEEVQEIEELNKTXKPLWTRNPSDIT 285
3HJC_A|PDBID|CHAIN|SEQUENCE —--mmmmmmmcmmmmeee MHHHHHHSSGRENLYFQGHKPLWTRDPXDVT 31
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3PRY_A|PDBID|CHAIN |SEQUENCE QEEYGEFYKSLTNDWEDHLAVKHF SVEGQLEFRALLFIPRRAPFDLFENK 65
sp|P08238 |HS90B_HUMAN QEEYGEFYKSLTNDWEDHLAVKHF SVEGQLEFRALLFIPRRAPFDLFENK 347
2CGY_B \ PDBID | CHAIN \ SEQUENCE QEEYNAFYKSISNDWEDPLYVKHF SVEGQLEFRAILFIPKRAPFDLFESK 335
3HJC_A \ PDBID | CHAIN \ SEQUENCE KEEYAAFYKAISNDWEDPAATKHF SVEGQLEFRSIMFVPKRAPFDMFEPN 81
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The Figure above shows the 2D sequence multi-alignment of Hsp90 from saccharomyces
cerevisiae (PDB Code: 2CG9), which contained the ATP bound in its active site; Hsp90
middle domain from homo sapiens (PDB Code: 3PRY), Hsp90 C- terminal domain from
Leishmania major (PDB Code: 3HJC) and the human Hsp90 obtained from Uniprot

(fasta code P08238).
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Figure S2: Ramachandran plot for the human Hsp90 homologue
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Below is the molprobity analyses of the Ramachandran plot

01.7% (620v676) of all residues were in favored (98%) regions.
07 0% (63&r676) of all residues were in allowed (=99 8% regions.

There were 20 outliers (phi, psi):
32 PHE (1400, -124.8)
105 ILE (80,7, 90 8)
107 LYS (530,93 .3)
219 LYS (121 6, -138 6)
220 GLU (127.9,92.0)
222 GLU (46 8, 141 4)
267 LYS (122.1, 153.0)
I7TILYS (1640, 118.7)
2T6TYR (665, 1354)
262 LEU (-29.3, 88 2)
366 CYS (207,983
38 LEU (1245, -88.7)
389 ASN (842, 123.00)
391 SER (323, 85.1)
466 MET (68.7, 128.0)
520 ASP (436, -152.6)
572 ASP (728, -134.3)
B13 ASP (1566, 103.0)
615 SER (-56.5, -76.4)
648 ASP (1677, 127.5)



Figure S3: Per-residue decomposition analyses plot for all inhibitors at the Hsp90

active site pocket
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Figure S4: Ligand-enzyme interactions for all inhibitors
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Figure S5: RMSD plots for all inhibitors

APV bound hHsp90 at CTD

RMSD (A)

I 1 ] 1 1
0 1000 2000 3000 4000 5000
Time (ps)

ATV bound hHsp90 at CTD

RMSD (A)
g

0 1000 2000 3000 4000 5000
Time (ps)



DRV bound hHsp90 at CTD

0 T T T T T T T T T T
0 1000 2000 3000 4000 5000
Time (ps)
6- IDV bound hHsp90 at CTD
5
4 -
<
a 31
(72]
=
14
24
1
1 -
0 r I . T r T r I . T
0 1000 2000 3000 4000 5000

Time (ps)



LPV bound hHsp90 at CTD

I
1000

1 ¥ 1 ! 1 ¥ I
2000 3000 4000 5000
Time (ps)

NFV bound hHsp90 at CTD

0

I
1000

I v I v I v 1
2000 3000 4000 5000
Time (ps)




RMSD (A)

RTV bound hHsp90 at CTD

0

1000

2000 3000 4000 5000
Time (ps)

SQV bound hHsp90 at CTD

1
1000

I ' 1 ' I i I
2000 3000 4000 5000
Time (ps)



TPV bound hHsp90 at CTD

RMSD (A)

M 1 M 1 v I ' I ' I
0 1000 2000 3000 4000 5000
Time (ps)

Figure S6: Potential energy plots for all inhibitors
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-472000 - IDV bound hHSp90 at CTD
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Figure S7. Validation of SiteHound-web predictions

Data 1: The HIV-1 protease (o and [ chains) active site residues predicted by
SiteHound-web:
Arg8, Leu23, Asp25, Thr26, Gly27, 11e50, Pro81, Val82, 11e84,
Asp25’, Thr26’, Gly27’, Ala28, Asp29, Asp30, Val32, lle47, Gly48, Gly49,
11e50°, 11e84’

Data 2: The Hsp90 N-terminal domain active site residues predicted by SiteHound-web:
Glu33, Leu34, Asn37, Ala38, Asp40, Ala4l, Lys44, lle77, Asp79, 11e82, Gly83,
Met84, Glu88, Asn92, Leu93, Gly94, Thr9o5, 11e96, Ala97, Lys98, Ser99, Gly100,
Lys102, Ala103, Gly118, GIn119, Phel20, Gly121, Val122, Gly123, Phel24,
Tyrl25, Val136, Thrl71, Leul73, Arg380



	Supplementary material

