Supp Figure 1. Treatment with melatoninergic compounds does not
improve histo-pathological profile of SARS-CoV-2 infection in K18-
hACE2 mice.
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Supp Figure 2. No correlation between lung viral RNA and most lung
cytokines except IFN levels
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Supp Figure 3. Correlation of lung IFNa, IFN, IFNA3, IL6, IL13 and
CXCL2 with clinical score at DPI-6.5
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Supp Figure 4. Correlation of lung IFNa, IFN, IL6, IL13 and CXCL2 with
clinical score at DPI-7

Clinical score DPI7

Clinical score DPI-7

Clinical score DPI7

Clinical score DPI7

Clinical score DPI7

Hkkk

20 R2=0.4652
r(Pearson)= 0.682
154 Non infected
° ./ Vehicle
° L]
10+ o * % o2 AgoMLT
L]
5+ MLT50
c T oo T T T 1
0 1 2 3 4 5
Lung IFNa
209 R2=0.194
r(Pearson)= 0.440
154 Non infected
R e / Vehicle
[ ]
1095 ® o ° > € AgoMLT
[ ]
5 MLT50
0 2 T T T 1
0 200 400 600 800
Lung IFNA3
20 R?=0.162

r(Pearson)= 0.402
Non infected
o Vehicle
° AgoMLT
MLT50
-———————————
0 10 20 30 40
Lung IL6
207 R2=0.4306
r(Pearson)= 0.656
154 Non infected
° / Vehicle
Y L]
101ge go° ° ° AgoMLT
5 MLT50
0 T T T 1
0 50 100 150 200
Lung CXCL2
20
154 no correlation Non infected
c ° Vehicle
e »
10{8% ¢ & AgoMLT
L
54 MLT50
c = .‘I = T T 1
0 50 100 150 200

Lung MCP1 (CCL2)

*x

20 R2=0.194
= r(Pearson)= 0.440
0 154 Non infected
o o ° ° Vehicle
2 ole s .
@ 109%° 0 b 8 AgomLT
3 °
£ 57 MLT50
o

c . T T T 1
0 100 200 300 400
Lung IFNB
20

-
T

no correlation

Non infected

=
o
a o0
L] .
g o, o Vehicle
@ 107 °0.® % ot AgoMLT
3 °
£ 57 MLT50
o
G o -I e ] 1
0.0 0.5 1.0 1.5
Lung IL18
20+ R2=0.3854
E r(Pearson)= 0.6208
(=) Non infected
[ Vehicle
o
o
n AgoMLT
©
L
€ MLT50
3}
0 T T 1
0 5 10 15
Lung IL18
20
=
o no correlation .
O 154 Non infected
o ol Vehicle
8 jolvs .
» 1019% eo0 AgoMLT
3 °
£ 5 MLT50
o
c = T T T 1
0 100 200 300 400
Lung CXCL9
20
=
= .
& 154 no correlation Non infected
o :® Vehicle
o ° e
@ 109, 0°% AgoMLT
3 °
€ 54 MLT50
o
0 T S T 1
0 5 10 15

Lung Rantes (CCL5)

N
?

no correlation

[
o
o 154 Non infected
o A Vehicle
[*] °
® 109530 °* % AgoMLT
©
13} L ]
€ 54 MLT50
)
c = T = T T 1
0 50 100 150 200
Lung IFNy
20+ R2=0.102
s r(Pearson)= 0.320
o 154 Non infected
@ ° ° ° Vehicle
8 e
8 107°F Swe® AgoMLT
3 .
£ 57 MLT50
o
c 2.8 T T 1
0 50 100 150
Lung IL10
20
=
o No correlation
0O 154 o , Non infected
§ '._ . Vehicle
o 107 °9e e e AgoMLT
©
o [ ]
£ 5 MLT50
3]
c T I.. = 1
0 5 10 15
Lung TNFa
20
=
% 154 no correlation Non infected
e [T ° ° Vehicle
o o, °
®1042% o % o AgoMLT
©
3] [ ]
£ 5 MLT50
o
c 2 ‘I - T T 1
0 100 200 300 400
Lung CXCL10



