molecules ﬁ"'\‘@

Supplementary Materials

Identification of Novel Natural Dual HDAC and Hsp90
Inhibitors for Metastatic TNBC Using e-Pharmacophore
Modeling, Molecular Docking, and Molecular
Dynamics Studies

g Blhmimmﬂuuﬂmmim,, ‘I

25 50 75 100 125 150 175 20

Tota

115_463
5N530
ER_531
0571
157573
11S_574 -
YS_581
iLY 582
4E_583
YS_584
SP_612
1S_614 -
115615
SN617
iLY_640
LAZ641
HE_642 i
HE_643

0644 -
3N_645
ER_646
ZU7712
YR_745

0 25 50 75 100 125 150 175 200
Time (nsec)

S1IPIIND 10 H#

SR N Wy

A

Molecules 2023, 28, 1771. https://doi.org/10.3390/molecules28041771 www.mdpi.com/journal/molecules



Molecules 2023, 28, 1771 2 of 5

Total cont.
w

0 25 50 75 100 125 150 175 20

SN_457
RP_459 -
SP_460
ER_461 4 I I
11S_462 i

1IS_463 +
R0_464
SN_523 4
iLY_526
SP_527 4
YR_529
SN_530 -
ER_531 4
LE_532
4E_533 4
15574 |
AR_579 4
LA_580 4
YS 581 4
iLY_582
4E_583 4
4E_643 4
R0_644
SN_645
YR_745 - ; | ;

0 25 50 75 100 125 150 175 200
Time (nsec)

L R U O N A ot O I I L N
S1IPIUIND 10 #

SN Wy

B

Total cont.

0 25 50 75 100 125 150 175 20

11S_462 -
11S_463
iLY_526 -
SP_527 A
YR_529 -
5N_530 4
ER_531 4
LE_532 A
115_574 A
iLY_582 -
11S_614
RG_636 -
LU_638 A
iLY_640 -
LA 641 -
4E_642 -
4E_643 -
R0_644 -
5N_645 -
iLY_670 -
YS_672 A
zU_712 4 . i i

0 25 50 75 100 125 150 175 200_
Time (nsec)

LR e N O U D o |
S1IPIIND 10 #

I
OH N Wy

C

Figure S1. A timeline representation of the interactions and contacts (H-bonds, Hydrophobic, Ionic,
Water bridges) of the top three compounds complexed with HDAC6 (PDB ID: 6PYE) during 200 ns
molecular dynamics simulation using Desmond software. (A) compound A, (B) compound B,
and (C) compound C.
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Figure S2. Ligand properties of the top three compounds complexed with HDAC6 (PDB ID: 6PYE)
during 200 ns molecular dynamics simulation using Desmond software. (A) compound A, (B) com-
pound B, and (C) compound C.
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Figure S3. Ligand torsion Profile of the top three compounds complexed with HDAC6 (PDB ID:
6PYE) during 200 ns molecular dynamics simulation using Desmond software. The top panel shows
the 2d schematic of a ligand with color-coded rotatable bonds. Each rotatable bond torsion is ac-
companied by a dial plot and bar plots of the same color. (A) compound A, (B) compound B,
and (C) compound C.



