WO 2021/181272

PCT/1IB2021/051954

117
Cell harvesting and growth
Treatment removal, culture;
Fresh growth culture RNA extraction;
Strain under analysis Perform REAL TIME PCR
3HAS 4 HRS
Figure 1A
Cell harvesting and growth
culture; 5
Treatment removal, RNA extraction;
. ' Fresh .gTOWt'h culture Perform REAL TIME PCR
Strain under analysis Infection with SARS-CoV2 x 1 hr.
5 3 HRS i I3 MRS \
Figure 1B
Infection  with Cell harvesting and growth
SARS-CoV2 +  Treatment removal, culture;
. . Growth culture RNA extraction;
Strain under analysis Perform REAL TIME PCR

Figure 1C



WO 2021/181272 PCT/1IB2021/051954

207

Antiviral cytokines
NT: not treated
DG L. priacasel DG ONOM 11572

00008 PN

z G L chaningsus GG AT
8 10080
Z

— G030
e
5 S FO8
°3 1o
<3
g3 1
E =]

= .4~

Figure 2A

Viral recognition

10T TLRY RN

NT: not treated

DG: L. paracasei DG (NCM 11572
GG: Lrhomnosus GG ATCC 53103

mRNA FOLD CHANGE vs

not treated (log10)

Figure 2B



PCT/1IB2021/051954

WO 2021/181272

37

Antiviral response signalling

DG: L. paracase DG CNCM §-1572
GG Lrhamnosus GG ATCC 53103

=
2
=
g
=
]
]
&
z

A A A S s T

%] m = < N @

- &
(01301) PAEIN J0U

SA HINVHD A'104 VNyw

Figure 2C

Anti-SARS-CoV-2 Activity

Inhibition

V)
U

Uil e INSIpUISY

[0.13U0D UOT}IIJuUY

T0S-3d1 Jasvaniod 7

oq 1aspovipd 7

% uonIqyuy

Figure 3A



PCT/1IB2021/051954

WO 2021/181272

47
Anti-SARS-CoV-2 Activity

Efficacy

anisapuiay

[0.13U0) UONIUY

105-2d1 fasw3piod -7

0q 1asprnmd 1

% Koednyy

Figure 3B



WO 2021/181272

mRNA FOLD CHANGE vs not

treated (log10)

mRNA FOLD CHANGE

vs not treated (log10)

UGS

$

b
o
b3

PCT/1B2021/051954

57

Anti-SARS-CoV-2 Activity
Pre-infection treatment

Wy powe NeRy

NT: not treated
SCoV; SARS-CoV-2
34 L parags &3 ONOM 11572
840 B, hifidem NEMBBI25G
GG L rhanmnosus G0 ATCE 53103

e
3

53{
.
MT
5-CoV
DG
MM
GG
1)
5-CoV
DG
MM
GG

Figure 4A

Proinflammatory cytokines
Pre-infection treatment

8 o H-8 THLRY

o

N

NT: not treated

Sofad SARS a2

D& Loparacssed DR CNCME BLET2
BAME B bifidumn MIRBRDIISG

GG L rhamnosus BE ATCC 53103

frood ~

& w ks VE @

= 8282 o568
> >
& (<3 =
W & <
s L It

R

Figure 4B



PCT/1IB2021/051954

67

Proinflammatory and pro-fibrotic cytokines

Pre-infection treatment

SLig

NT: not treated

S-CoV: SARS-CoV-2

DG: L. paracasei DG CNCM 1-1572
MM: B.bifidum MIMBb235G

GG: Lrhamnosus GG ATCC 53103

5-Cov

Figure 4C

Anti-SARS-CoV-2 Activity

Treatment simultaneously with infection

WO 2021/181272
1]
=
2
<3
&)
z
<
=
&}
)
o
==
<73
Z 5
D)
E &
2
=
i ki
=
&}
:
|©]
as
==
2
<73
Z =
<3
= s

CovE Buip

NT: not treated

5-CoV: SARS-CoV-2

DG: Lparacasei DG CNCM 1-1572
MM: B.bifidum MIMBb235G

GG Lrhamnosus GG ATCC 53103

A3 2 (O] o]
Qg e =2 (2] EL’L‘
= =
=] o
L) Wi
W A

Figure 5A



WO 2021/181272
1S
=
- 10000
=
% 1000
<«
an)
o 1
a ~_
== "
28 ™
< E 4o
g%
EE g4

PCT/1IB2021/051954

ul

Proinflammatory cytokines
Treatment simultaneously with infection

Ho8 #-8 HES R

NT: not treated

S-CoV: SARS-CoV-2

DG: L.paracasei DG CNCM 1-1572
MM: B.bifidum MINIBL235G

GG L rhamnosus GG ATCC 53103

S ¢ Y9Sus Qs
Euzﬂgmzagu
> > >
(]
9 S S
@ w n

Figure 5B



