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Figure S1. Mechanisms of SARS- Coronavirus 2 transmittion cycle & various therapy
drugs for dealing of COVID-19. TMPRSS2: 2 Trans membrane serine protease; S protein:
Spike protein ACE2: Angiotensin converting enzyme 2; IL 6: RNA: Ribonucleic acid; In-
terleukin 6; ISGs: Interferon-stimulated genes; STAT1: Signal transducer; IFNAR: Inter-

feron-a/[3 receptor; P: Phosphorus and activator of transcription 1.
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Figure S2. Ligand (HL) containing 6 W41 SARS-CoV-2 major protease association with
non-liganded COVID-19 protein surface, shown in green in (a) and blue in (b) [87].



Int. J. Mol. Sci. 2022, 23, 6418 4 of 7

o
o

a
-8
<
g
o
m
@

Vero E6
10,000 - Vero E6 10,000 10,000 4 Vero E6 10,000 - <
gz 2 iz g 5
=5 * ST =B 4 =T
Ba Ba 1000 Ea &
= 5% S 3 R *x
. . - D = 4
gug-’ 1,000 . ’—§°§ 5% 1,000 - 5 g 1000
a5 wa 23 28 33
2w gg 0 s 2w
= *k & = s
£3 £3 £3 B
¥ ET £ E=
100 . 10 100 ! 100 e
S S R X Sp oSS I
CBS (uM) RBC (uM) Bi(TPP) (uM) Bi(TPyP) (M)
e 1,000 o Caco-2 f 1,000 - Caco-2 g 1,000 - Caco-2 h 1,000 4 Caco-2
8- 8- 8- 8
TE 100 4 B E T E BE
235 23 2§ ™1 : 2% 0 n &
gl g *kok sS4 [ L
B bddd e Sa =
52 HRE KRR REK 52 5 .ﬂa’_ 10 52
28 L ——— R £ 28 38 104
E% [ SE 1 Sz
3 o014 g3 £s £s
E= = E= E= 1
0.01 o — T
Q o A°) O o
&.6,\@..3949\@ Q&‘a\egn,f,q@\@? F P PP J RS
CBS (uM) RBC (uM) Bi(TPF) (uM) Bi(TPyP) (M)
i i k |
9 - Vero E6 I 9 - VeroE6 g4 Yol g, VeroE6
8 8
T 5 7 B . T
E 7 W £ E E 71 "
5 5 6 5 5 "
= 61 *% = = = 6 =
= 8 5 - = e 2
& 5 . g 4 i & 5 6 =
g g gs g
4 3 -
3 2 41 5
D 4o ) O 4 0 P Q o 2 o & D fo 0 o $
KO \9““ q{g&’“ o WP 9° & & FaP P S PP PP
CBS (uM) RBC (uM) Bi(TPP) (uM) BI(TPYP) (uM)
m g ., Caco-2 n g Caco2 o Caco-2 P g Caco-2
s ’ ]
b e = k-
E7 BT £, ‘ P E
26 - de{ X 3] " g
Eé e 5% L - Eé 61 K 25'
@ 5° o 5 e =3 23
o *hE 2 L 5 Q2
4 4 ‘
3 3 T
o 9 o H H O H .0 B O H 0 P
Sy S S &P &S IR RO O
CBS (uM) RBC (uM) Bi(TPP) (uM) Bi(TPyP) (uM)

Figure S3. The antiviral activity of the evaluated drugs in vitro Caco-2 and Vero E6 cells were
infected with SARS-CoV-2 (MOI = 0.1) and maintained with varied doses of RBC and tested
chemicals. a-h, Intracellular virus loads were detected 48 hours after infection and were regulated
by human -actin in Caco-2 cells (e-h) and Vero E6 cells (a—d). i—p, Virus replicas in cell culture
media were identified at 48 hours post infection (h.p.i) using a qualitative polymerase chain
reaction with opposite transcription (QRT-PCR) in Caco-2 cells (m—p) and Vero E6 cells (i-1). On
metal contented, drug concentration processes were developed. All effects are presented as mean
s.d. An unpaired two-tailed Student's t-test (n = 3) was used to calculate statistical significance; *P<
0.05, *P< 0.01 and ***P< 0.001 once connected with vehicle control (0 M). All tests were completed

in duplicate and repeated twice for verification [124].
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Figure S4. Antiviral compound action phases, a—e Immunofluorescence labelling photographs revealing multiple
medicinal compounds' anti-SARS-CoV-2 effects. Vero E6 cells infected with SARS-CoV-2 (MOI = 0.1) were fixed and
stained after 24 hours of treatment with DMSO control (a), CBS (b), RBC (c), Bi(TPP) (d), and Bi(TPyP) (e). In blue and
green, antigens of the SARS-CoV-2 nucleocapsid protein (SARS-CoV-2-N) and cell nuclei (DAPI) were detected. Scale
bars at 100 m. f. In two independent experiments, antigen-positive cells were counted in 800 x 800 pixel fields (n = 4).
(ANOVA, one-way analysis of variance) SARS-nucleocaspid CoV-2 protein is denoted by the abbreviation NP. g,h, A
time-of-drug-addition experiment was used to determine which phases of the viral replication cycle were targeted by
each of the four therapeutic agents.The experimental design is presented in g, which reflects the length of incubation
of the cell-compound. After 0-1 h (MOI = 2) of viral absorption, fresh medium supplemented with the tested
medication or DMSO was replaced. The infection yields in all groups' cultures were measured by qRT-PCR at 9 (h.p.i)
in h bar charts. Using one-way ANOVA, the treatment groups were compared to the negative control group (0 M, 0.1
percent DMSO). In the presence of DMSO or pharmacological agents, I pseudo-SARS-CoV-2-Luc was infected into
HEK293-hACE2 stable cells (n = 3). Luciferase activity was measured and normalised 48 hours after injection as a
proportion of the DMSO control. A one-way ANOVA was used. Medication concentration was determined using
metal content. All effects are presented as the mean (s. d.) of the number of biological repeats indicated. An unpaired
two-tailed Student's t-test, *P <0.05, **P< 0.01 and ***P< 0.001 were used to determine statistical significance. For

verification, all tests were pretended twice [124].
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Figure S5. Gallium maltolate suppresses SARS-CoV-2 replication in Vero E6 cells at various
concentrations, [128]
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Figure S6. Vero E6 cell viability at different gallium maltolate concentrations [128].
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