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Table S1.- Average number of clusters for all the molecules, for the CD molecules and for the
Remdesivir molecules, determined through the last 100 ns of all the trajectories, together with the
corresponding standard deviation values.

All CDs REMD
CDID #REMD Neutral Charged Neutral Charged Neutral Charged
5SBE 1 10.2+1.4 10.2+1.0 10.2+1.4 10.2+1.06 1.0+0.0 1.0+0.0
2 10.8+1.5 8.01+0.90 10.9+1.4 8.0610.91 2.0+0.0 2.0+£0.0
4 8.07+0.84 9.5+1.0 8.27+0.94 10.1+1.2 2.85+0.38  2.81+0.39
8 7.9£1.3 5.4+1.0 8.5+1.4 5.611.1 4.1+0.3 5.72+0.58
6SBE 1 10.1140.86 9.5+1.1 10.11+0.87 9.5+1.1 1.0+0.0 1.0+0.0
2 11.611.4 8.911.1 11.7+1.4 8.911.1 2.0+0.0 1.0+0.0
4 8.4+1.3 6.26+0.86 8.8+1.3 6.4+0.89 2.00+0.05 4.0+0.0
8 10.4+1.1 7.57+0.92 10.8+1.2 7.9+1.2 2.01+0.09 5.02%0.14
7SBE 1 10.9540.90 11.9+1.3 11.134£0.90 12.0+1.3 1.0+0.0 1.0+0.0
2 10.05+0.73  9.86+0.68 10.97+0.76  9.90+0.72 1.0+0.0 2.0+0.0
4 9.911.6 8.8+1.3 10.01.6 9.4+1.2 3.04£0.0 3.00+0.03
8 9.98+0.84 8.32+0.57 10.75+0.89  8.52+0.72 3.54+0.50 4.9940.12

Table S2.- Average number of H-bonds between CDs, between CDs and remdesivir, between CD and
water and between remdesivir and water, determined through the last 100 ns of all the trajectories,
together with the corresponding standard deviation values. The first and third double columns are
normalized by CD molecule while the second and last double columns are normalized by drug

molecule.
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2 x 7TSBE + 1 x Neutral Remdesivir
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Distance between cyclodextrins and remdesivir molecules as a function of time:

Distance (nm)
o N W b~ U o N [o2]

A oyl
0 200 400 600 800 0 200 00 600 800
Time (ns) Time (ns)
CDh1 CD 2
2.6 16F .
—— CDs+REMDs )
2.4F — cDs 14r g Average Distance (nm) \
v — rewos Wl - I
0 . 3 | [l l “ * #CD 2
%208 S 10— "cp.cp
@ —— CD-REMD
§ 18 Qla 8 Cowater<o0.1 1
& 1.6r E "EMrD'Wt ‘ ‘ N _ 3
1.4+ 4+ 1 | m “ % Standard Deviation of the Average Distance (nm) 2
12k oty [ | ; " g b el g 0D N
1'0_ 1 1 1 1 1 0_ l 1 1 1 0
200 400 600 800 0 200 600 800
Time (ns) Time (ns)

Snapshots taken from the last conformation:




2 x 7TSBE + 1 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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20 x 5SBE + 1 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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20 x 5SBE + 2 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 5SBE + 4 x Neutral Remdesivir

Distance between cyclodextrins

and remdesivir molecules as a function of time:
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20 x 5SBE + 8 x Neutral Remdesivir

Distance between cyclodextrins

and remdesivir molecules as a function of time:

(nm)
(nm)

Distance
BN Wwos woo

Distance
[ R SN

(nm)

Distance
BN W oa B

(nm)

Distance
[ S

(nm)

Distance
[ S N

ince (nm)
(nm)

Distance
N wos woo

Distay
BN wos woo

(nm)

Distance
PR

(nm)

Distance
By wos vo o

(nm)

Distance
By wos woo

(nm)

Distance
N wos o

ce (nm)

Distan:

RO ]

(nm)

Distance
RO ]

(nm)

Distance
IO O T ]

(nm)
(nm)

Distance
IR R SR ]

Distance
N W s e N

(nm)

Distance.
R R SR ]

(nm)

Distance
PR P

(nm)

Distance
R SR ]

rrrrrrr

Average Distance (nm)

22.5+
20.0+
17.5¢

4
L15.0f

3
G 12.5¢

*
10.0F
7.5¢
5.0+

—— CDs+REMDs

200
Time (ns)

#H — Bonds

1201

100
80

60r

40
20

6
WMNWWWW S
= 4
]
L % &2
Mmmhdl
+— cp-cD
~—— CD-REMD #CD
—— CD-Water *0.1 Standard Deviation of the Average Distance (nm)
—— REMD-Water
h - N .
[a)
I Sim Em E
3 1
* 0
0 100 200 300 400 500 u
Time (ns) #CD

Snapshots taken from the last conformation:




20 x 5SBE + 1 x Protonated Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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20 x 5SBE + 2 x Protonated Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 5SBE + 4 x Protonated Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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20 x 5SBE + 8 x Protonated Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 6SBE + 1 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 6SBE + 2 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 6SBE + 4 x Neutral Remdesivir

Distance between cyclodextrins

and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 6SBE + 8 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 6SBE + 1 x Protonated Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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20 x 6SBE + 2 x Protonated Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:

20r
w157
L
3
o 10r
#
5_
0 0 100 200 300 400 500
Time (ns)

— D

— -REMD

—— CD-Water *0.1

_ -Water

|

PR Sl

0 T00 200 300 400 500
Time (ns)

#REMD

L T g Mt ity
D 1 CD 2 D 3 CD 4 CD 5
(A e
(A NN iy
et Can el e
WW ||

6
Average Distance (nm)
& 1 1 W)
#CD 2
Standard Deviation of the Average Distance (nm)
2
#CD

Snapshots taken from the last conformation:




20 x 6SBE + 4 x Protonated Remdesivir

Distance between cyclodextrins

and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:
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20 x 6SBE + 8 x Protonated Remdesivir

Distance between cyclodextrins

and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 7SBE + 1 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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20 x 7SBE + 2 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:

W

WW WW\M’W#I‘M

W’W | ’W M

HUTRT

WM’&(‘J‘*{»’V!{*W
2 to

Time (ns)

Time (ns)

Snapshots taken from the last conformation:

b 1 D 2 cp 3 ey D 5
L i W1‘”‘MM«NMMWW‘ WWW@.W‘WW
M"AWW’U m JWJWHWA% W W«WWW ) W NMMWMW i N WW
g J e w/w ’W il
(TSR : :

T o o T e
| £ :2 ' é Standard Deiation f:c:g Diince(nm)| U




20 x 7TSBE + 4 x Neutral Remdesivir

Distance between cyclodextrins

and remdesivir molecules as a function of time:
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20 x 7SBE + 8 x Neutral Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 7SBE + 1 x Protonated Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 7SBE + 2 x Protonated Remdesivir

Distance between cyclodextrins and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




20 x 7TSBE + 4 x Protonated Remdesivir

Distance between cyclodextrins

and remdesivir molecules as a function of time:
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20 x 7SBE + 8 x Protonated Remdesivir

Distance (nm)

Distance between cyclodextrins

and remdesivir molecules as a function of time:
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Snapshots taken from the last conformation:




