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Figure S1. Initial configurations for the simulated assemblies of favipiravir molecules in different
model membranes at different concentrations and initial localization of the tested molecules.
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Figure S2. Initial configurations for the simulated assemblies of remdesivir molecules in different
model membranes at different concentrations and initial localization of the tested molecules.
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Table S1. Final membrane composition of the simulated systems. Number of different chemical
species, 1-palmitoyl-2-oleoyl-sn-glycero-3-phosphocholine (POPC), Cholesterol (Chol), Sodium ion
(Na*), Chloride ion (CI), water molecules (WAT), favipiravir molecules (FAV) and remdesivir
molecules (REM) are presented for each system.

POP
POP C
C5% Chol
FAV 5%

FAV

POPC POPC
POPC POPC
59, Chol 59, Chol
5% POPC POPC 5% POPC POPC
FAV POPC POPC REM.
. FAV Chol Chol . REM 20% Chol
Initial . 20% 5% Initial ..
Inside Initial FAV 20% REM 5% Inside Initial REM 20%
Inside FAV REM Inside REM
Mem- Mem-
Mem- Mem-
brane brane
brane brane

POPC 128 128

128 128 128 128 128 128 128 128 128 128

Chol 26 26 26 26 26 26
Na* 12 12 12 12 12 12 12 12 12 12 12 12
Clr 12 12 12 12 12 12 12 12 12 12 12 12

WAT 5000 5000

5000 5000 5000 5000 8000 8000 8000 8000 8000 8000

FAV 5 5

5 5 26 26

REM

5 5 3* 3* 26 26

*Number of molecules was reduced trying to prevent REM aggregation.
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Figure S3. Position of the center of mass as a function of the simulation time of favipiravir (left) and
remdesivir (right) molecules in a pure POPC (top) and POPC:Cholesterol (bottom) for both
concentration systems with the inhibitor molecules initially in the aqueous phase and lipid phase,
as indicated. Regions between phospholipidic polar head groups are shaded in gray. Each different
colored line in each plot represents the course of one inhibitory molecule during the simulation
time scale, as shown in replica number two.
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Figure S4. Position of the center of mass as a function of the simulation time of favipiravir (left) and
remdesivir (right) molecules in a pure POPC (top) and POPC:Cholesterol (bottom) for both
concentration systems with the inhibitor molecules initially in the aqueous phase and lipid phase,
as indicated. Regions between phospholipidic polar head groups are shaded in gray. Each different
colored line in each plot represents the course of one inhibitory molecule during the simulation time
scale, as shown in replica number three.
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Table S2. Mean insertion fraction of tested molecules (FAV: favipiravir;, REM: remdesivir) in the
membrane considering a mean membrane width for each simulated system, as stated.

Insertion fraction

POPC 5% FAV 0.88
POPC Chol 5% FAV 0.88
POPC 5% FAYV Initial Inside Membrane 0.91
POPC Chol 5% FAYV Initial Inside Membrane 0.90
POPC 20% FAV 0.91
POPC Chol 20% FAV 0.90
POPC 5% REM 0.27
POPC Chol 5% REM 0.30
POPC 5% REM. Initial Inside Membrane 0.60
POPC Chol 5% REM Initial Inside Membrane 0.59
POPC 20% REM 1
POPC Chol 20% REM 0.99
70.0
67.5
L . 65.0
§ 62.5
label s label
—— POPC Favipiravir o 2 6004 —— POPC Remdesivir
—— POPC Cholesterol Favipiravir 2 —— POPC Cholesterol Remdesivir

200
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Figure S5. Area per lipid of the POPC (red) and POPC:Cholesterol (blue) membranes containing (a)
favipiravir (b) and remdesivir . In dashed lines, the average value of membrane systems without
the drug molecules.
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Figure S6. Histogram representing distance between pairs of cholesterol molecules in pure
membrane, membrane in the presence of favipiravir (low concentration originally placed inside the
membrane) and remdesivir (low concentration originally placed inside the membrane) during the
simulation production.



