WO 2018/219865 PCT/EP2018/063929
1/11
CXCL1 CXCL2 451 —
e s drdek
300+ *i"* ' % 4.0+ .
Gy 3.5 I 1
0 Lard Eid ° O Aok
2 [ daysatter 3 X ool T
2 = 2004 l"—'?:'*-"l D ay§ &{ g n. 2.5+
o
g8 o IAV infection - :t" 2.04
gY 5 T 15
gﬁ 1004 ant E " 10 ==
£ £ 2 054
© 0.0 Lttty . .
0 Mock _ 1 4 7 10
Mock1 4 7 10 Mockt 4 7 10 Days after IAV infection
— D) CXCL1 CXCL2
0.254 R
T
@ = 12509  wr
& 0.204 .
< | —t
: - £ = 1000- L
2 0.154 T g4 ek
= 235 P days after
© 0.104 ga 70 AV infection
o U
o T Zd s00.
£ 0.05- g F
=
, | g5 250
0.004 v y ' T ﬂ
Mook 117 10 slenl 1l 100
Days after IAV infection Mock 1 3 5 Mock1 3 5
w )
i dededk Fekedk ! 0 35. el
12.5- I " 1 . I 1
@ e 0.30-
5., 1004 T 2 T :
0 ‘D <' 0.25+ :* 1
= T -
E : 7.54 § 0.20- T
ad Sk - R
5 5l G015 T
- 00 :
9 = O 0.10+
ET 25 g
5 54 0.054 i
0.0 0.00- v ' Y
" Mock 1 3 5 Mock 1 3 5
Days after IAV infection Days after IAV infection
Figure 1

SUBSTITUTE SHEET (RULE 26)



Weight loss (%)

PCT/EP2018/063929

WO 2018/219865
2/11
110
—=—10* PFU “ 60
. —#=10* PFU + DF2162  ©
100+ T 50
e 5
Jﬁ?wmw% Q 40-
9. -
. O 30
3
g0 g 20
=3
£ 10
T
70 T T T T T 1 ‘6 -’“-
0 1 2 3 4 5 6 = Mock
Days after Influenza infection
C) D)
wn
[=}
oiad _:E 0.50- o
2 20 38
H <
g 15 o
S 025
2 10- B
‘6 (-]
o}
- 5 a
8 s
E 0l . 0.00- r
2 Mock Flu DF2162 Mock Flu DF2162
| ESSSS——— | e — |
10% PFU 5™ day 10* PFU 5™ day

Figure 2

Flu DF2162
e — |

10° PFU 5 day

u

- 3
o o
o C
1 ]

-

o
FS
L

-

o
g
I

Mock Fiu DF2162
I

10* PFU 5" day

Virus titer (PFU/g of wet lung)



WO 2018/219865 PCT/EP2018/063929
3/11

E 150 £ 350,
2 e £ 300- i
[T L
El 100- f’f 2' 250+
o 0 200
= = 150
- i
3 50 2 100
> > 7
[ 2
= - 50
W T - %) (0 - e— : :
Z Mock Flu DF2162 33 Mock Flu DF2162
el
10* PFU 5™ day 10* PFU 5" day
C) D)
T 600~ 9- i
%, 500 dede g 8- T
Q —t
T T S 7
- 400 > 6
< 3 5.
m _ -
T 300 S 4
b
% 200+ s 3+
> S 2
o 100- B 1.
I
3 o_i T 0_ i
= Mock Flu DF2162 Mock Flu DF2162
— ]  — |
10* PFU 5" day 10* PFU 5" day

Figure 3



PCT/EP2018/063929

WO 2018/219865

4/11

uogosjul
sguownaud ‘g
- Yool
: r0
]
I_l -0l
K
-Gl
(4
uoBosjul
eejuownaud ‘g
29idda - 30N
1 | ﬂ
-0l
02
-0€
Xa¥ Loy
(0

al09s [esibojoyjedolsiy

¢ 0k Xd4vg ut
sjiydosnau Jo JequinN

uonoajuI
eeowneud 'S
29lzda -
0L
A
A L
A v 00
vy | <0}
VY ry0b
U}P Inll‘l{'
4 v'Y o Lol
v
“90L
(3
uonosju
agiownsud 'S
c9lzda - pEe ]
o : i 70
-0k
02
* -0g
#
Ll 4
i Log
(9

47ve jo jw/ndo

oL dvg ut
S93A20) N2 jo JequnN

uonosjul
eplownaud ‘g

29leda -

ool

R _IW

reo
r¥e
S0

139 OdiN

IA

Ay

sqy-

-90

(@

uoijoajul Jsye skeq

8 L

SLyLeELZLELOL 6
L i i 1 1 1 Il

9 §¥v ¢l
AN T T SR T |

291240 + seiuownsud ‘g e
SBIUOWNAUA G —pm

-08

001
(v

[BAIAINS JUDDIDd

Figure 4



WO 2018/219865 PCT/EP2018/063929
5/11
A) B) = Flu
100 . == Flu+S, pneumoniae
T o 1 S l —l 110+ - Flu+S. pneumoniaetDF2162
- % . == S, prieumoniae.
g 754 : b= y :
% - Fu L—L 5 1004
H 5o = Spreumoniae 3
g i Flu + S, pneumoniae ; o g %
g - Flu + §, pneumoniae +DF2162 £
g 254 pne P00z B g
DF2162 , s DF2162
. (— | " —
012345678 851011121314151617181820212223 0123456789 10111213141516171819
Days after infection Days after infection
150 125+ .35
8 2 00
=Y £ 1004 &
&% 400 ga RS
g2 £% L
iz ir ™ g
5 53 5t
52 5 ca 5 £
a8 2e o 610
5 5 i1 E .05
0 0 000
§F & F g
& .
F) _*
ik -~ _——
i
10 ‘: R
1054 4 k- Py
s e 10°- — b ¥
*_t’ 1054 at .‘-ﬂi—h —g Iy !
0 ¥ 2 4 N -
3 1014 3 1014 s |
5 E v
)
= 10° E T i
5 l o] ¥
1024 4
[ 3
10! b 4
ot ¥ '\@’ ¥ K‘fﬂﬂ r{*b
& & s &
& ,9 % Q}n
9 ;
x(b\ 3‘%
S 3
< &
Figure 5

SUBSTITUTE SHEET (RULE 26)



WO 2018/219865 PCT/EP2018/063929

6/11

deiee

N
i %

bl T — 111
e o 9 Qo @ o o
~ M & -

=y
@
(1w/Bd) 37va vl ZL-1 40 SjeAsT]

T
=3
~ w ~

%
MNe & & & & o
& 8 ® B & %
(1w/Bd) J1vg Ul 9-11 30 s o &,
90 @X 0’
o%%% % i
% ®
*’%

o

000
500

)

R gEgE°

(luyBd) Jve vl ©-dNL Jo SsjeaaT

Figure 6



PCT/EP2018/063929

WO 2018/219865

711

4a+
sejuownaud *S

+ Nid

sejuownaud g
+ N|d

-00°0

2 ]
L -1 o
g uj ujejosd jejoL

»,

T
w0
e
o

3
Buw) 37v

-§TL =

L=

aejuownaud 'S

® 0w N O
{eaBojoyedoisiy

~0b
Tk

-
3

84098

Figure 7

SUBSTITUTE SHEET (RULE 26)



PCT/EP2018/063929

WO 2018/219865

8/11

DF2162

Vehicle

Mock

Figure 8



WO 2018/219865 PCT/EP2018/063929
9/11

Mock Vehicle DF2162

Figure 9



WO 2018/219865
3
2+

PCT/EP2018/063929
10/11

5 8 e

Mononuclear

B Cs HIN1
[ Cs H1N1 Dexamethasone

C

1004

TNF-a, (pg/ml)

Neutrophil Lymphocyte

£
J

w
1

0.D (460 nM)/Tissue (mg)
- N

[
1

30004

2000+

KC (pg/mL)

1000+

0-

Figure 10



WO 2018/219865 PCT/EP2018/063929
11/11

Survival proportions

Air

Cs

H1N1

CS H1N1

Dexa Cs H1N1

DF Cs H1N1
Tiotropium Cs H1N1

100

]

¢ vt o

50+

Percent survival

0 ;
0 7
Infection

Days

Figure 11



