PCT/1B2020/051767

WO 2020/178721

1151

SZe-A

| "Bid
paulopad
\\\\ Apnig
[E10IAEy5E
Alsiwe 10§ pa10ay|ac
YOOISILDUNLILY 4 seldwes
: ; pue anss!|
; uEjold YN teodd e §
phEC) cher) rAeC] LAEC
{ H
f
afieaeh g0 (107) wedw
uinong pef TN [EOIGD [CUOD
j
{
BUICNSY 41D~ N =T P o) M,mom_wmww_ﬁ, N



2151

T ¢

Fig. 2



PCT/1B2020/051767
3151

WO 2020/178721

TYN+HI0 - TYNHWEYS Weys

et #0044 4444444444444 44448488 ey




WO 2020/178721

IL-16

4751

PCT/1B2020/051767

CCI+NAL

Q
()
=
w}
Pt
+ O
b Lh.
3
£
)
&
o
£
S

25

aguey) pjod



WO 2020/178721

IL-18

5151

PCT/1B2020/051767

-
P

-
w0

e " -
T o N

aguey) pjod

Qo Q
i

CCl CCl+NAL

Sham+NAL

Fig. 5



WO 2020/178721

6151

20

L 3 iy
ood vl

aguey) pjo

-

CCIH+NAL

Sham+NAL

Sham

PCT/1B2020/051767

Fig. 6



WO 2020/178721 PCT/1B2020/051767
7151

CCI+MNAL

.

J

=
ot = P
Lo + o
. E od
<I = ™

£

7

&

{G

R

7%

2500
2000
1500
1000

500

aguey) pjo4



WO 2020/178721 PCT/1B2020/051767
8/51

N
3
N
3
N
N
N
N
N
N

CCI+NAL

Ci

SOCS3

Sham+NAL
Fig. 8

Sham

LY - X - LN o
od N Lo T

agueyd plo4



WO 2020/178721

TNF

9/51

PCT/1B2020/051767

CCIHNAL

Cdl

Sham+NAL
Fig. 9

Sham

100

-
oo

2 & -
X =¥ N

a8uey) pjo4

-



PCT/1B2020/051767

WO 2020/178721

10751

TYNHI0

| "Bidg

81-1

50

i
gueyd piod

b
o

3

5%



PCT/1B2020/051767

WO 2020/178721

11/51

uljov-q

-0 —>

ulpo4

N (IuBA T TN

fep 1100  Kepg-oo  Aep L-19D Weys

SIEY




WO 2020/178721 PCT/1B2020/051767
12/51

< NO 0 0o O
¥ A

=

{pio4) unoy/utipod



PCT/1B2020/051767

WO 2020/178721

13/51

{pjod) UV I-E01



14751

d
AT %
@

I K
B
>}

%

>
I
. %Z
- NG
. %
?.
o
e
: . o,
LI A
ﬁ ; || | |
™~ b P
(+)9dN%

utngny =< €01

Fig. 14



WO 2020/178721 PCT/1B2020/051767
15/51

Fig. 15

IdN%
ddV-i -S410-ddV



WO 2020/178721 PCT/1B2020/051767
16/51

L)
$
3
§
¥
L]
#
¥
¥

:
#
i
;
:
| ]
& o
S

&

200+

2dN%
ddv-1:9-41 - ddV



WO 2020/178721

17151

[

|

)

i

i

i

| | |
o o
: g

T
o)
o

400~

JdN%

PCT/1B2020/051767



\\\\\W 1y
\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ %

% 77

770

w
7(75, o0

77017




&\\\\\\\\\\ n
&\\\\\\\\\\§ e
7
&\\\\§ (/%
&\\\\\\\\\\\\\ /Y

Fig. 19

L

150 =

100 -
50

pajessun %
L PUR 9 8410-0dY



PCT/1B2020/051767
20751

WO 2020/178721

w
BUAGS == ... o W . winan: Hi-¢d

BOMRE | L | usfydoydeufg

.\\
BOMGE - % DBYEOUNS L
ansodx ubi

BOMOS =) ___ (zag suoD)
nej

W

{(z3g suciD)

BOPOG ™ nejg

10
1

ay

1
I

q3T
BEA
TIAV
TIav

g
1
poreanus |\

papaun

BIEY-UOINSN PSUDULE-LICINSN



WO 2020/178721 PCT/1B2020/051767
217151

Fig. 21

e € 2
pejesnuny,
uipngny i1 ¢:ney yibuap-ing

50



WO 2020/178721 PCT/1B2020/051767
22151

Fig. 22

g 8 8 ©° %
pajeanunY,



WO 2020/178721 PCT/1B2020/051767
23751

Fig. 23

150

pajeauNY,
ul ngny i~ rusAydoydeuig



WO 2020/178721 PCT/1B2020/051767
24751

Fig. 24

E E 8 ° %
pajeanun,

unany |1 ¢:uisAydojdeuAs



WO 2020/178721 PCT/1B2020/051767
25151

R .
X 3 R

........

L\

R
R
R

Fig. 25

b < o « - o % O,;,O
(lo3u0) 0} aanejey abuey) pjod) %
92U99s910N|4 J9)del | 0SAT



WO 2020/178721 PCT/1B2020/051767
26/51

Fig. 26

£
H ¥ ® & T o %
{ionuog 03 saneey sbueys plod) %
BDUSISON] S ORI OSAT o



WO 2020/178721 PCT/1B2020/051767
27151

Fig. 27

| | I | 1 | 1
0w o* N e O Y
(1013u09 03 anne|ay abueyy pjod) O&
92Ud9saI0N| J9)oel] 0SA O



WO 2020/178721 PCT/1B2020/051767
28751

NALL

TBI-7 day
H
H
%

4
H

Veh | NALL | Veh |

Fig. 28

5




WO 2020/178721 PCT/1B2020/051767
29/51

COOD W owP ON O
Sd

(DI04 UNOBLUPO 4



WO 2020/178721 PCT/1B2020/051767
30751

TUNEL+DAP

Fig. 30

TUNEL

SjoBA+(E ] | TIVN+EL



WO 2020/178721 PCT/1B2020/051767
31751

Fig. 31

R A TR
VR U i — T R e .

eale/TINNL



WO 2020/178721 PCT/1B2020/051767
32151

< £ &4 o

SHEY +HTINNL



WO 2020/178721 PCT/1B2020/051767
33751

Fig. 33




WO 2020/178721 PCT/1B2020/051767
34751

BRSNS

L0
-

Fig. 34




PCT/1B2020/051767

WO 2020/178721

35/51

OO L0 S ON €D

3

s O

AN e s



WO 2020/178721 PCT/1B2020/051767
36/51

TBI-7d

TBI-3d

#\Vehice = NALL
Fig. 36

NOS2

TBl-1d

Sham

abuey) pjo4



WO 2020/178721 PCT/1B2020/051767
37151

TBl-7d

TBl-3d

Fig. 37

NLRP3

TBI-1d

Sham

-



WO 2020/178721 PCT/1B2020/051767
38/51

IL-1B
Fig. 38

& &

abueyn pio4



PCT/1B2020/051767

WO 2020/178721

39/51

6¢ "Bid

TIYN# SOUoN\ =

p1dL  PedEL  PlAEL  UWeys

004



WO 2020/178721 PCT/1B2020/051767

40/51

*k%

NALL

IFNB

abueyn pio-



WO 2020/178721 PCT/1B2020/051767
41751

TBI-7d

TBI-3d

Fig. 41

NOX?2
TBl-1d
Vehicle

Sham

abuey) pjo4



WO 2020/178721

SOCS3

42151

abueyn pio4

TB-1d  TB-3d  TBl7d

Sham

PCT/1B2020/051767

Fig. 42



WO 2020/178721 PCT/1B2020/051767
43751

Fig. 43

YM-1

abueyn pio4



WO 2020/178721 PCT/1B2020/051767
44751

& <
=¥ <
= o
ii.
L L3 -
Lo

sbueyD pjo4



WO 2020/178721 PCT/1B2020/051767
45151

Fig. 45

S S = S
8 K €

sbueys pod




WO 2020/178721 PCT/1B2020/051767

i
Fig. 46

§ .
L3

Q




WO 2020/178721 PCT/1B2020/051767
47151

Npc1”ADLL

Npe1”UT
Npc1”ALL
Npc1 ADL

Lobule V-V

$ §\:.\\\\\\\\\\\\\\\\\~.~&i\,\§.§. \.\&\.\.\\.\\\\\

@
-

£

3 <

L=l

. |1
o
&
-
3

S S eecceccccccee e \\\ el

\\\: %\\\\\\\\\\,~,~x\\\\\\\\}\‘\\\\\\\\\\\\&&\\\: oo

W L] Ty} < $ -
N O ol Rl

{20UB)SID 0] pasieuLIoU)
abe 10 sAep 66 18 81180 sluning 10 JISQUINN



WO 2020/178721

PCT/1B2020/051767
48/51
s 2
- (7
1 %
o eV
< oo
% 9
Qi) OA— ]
3 § S \\\\\ s - m
k3 B 3 b3 3 \(:9 (oa E
< @ w® ~ © o <., 4
Toe e 2 e 2 Y

onel abe jo sAep 66 1B wnjegsian
Ut jesue 1ad sje0 elb paieAlloR 890D



WO 2020/178721 PCT/1B2020/051767
49/51

MmOt
amnnd
<,
=
ST
;
S
2 ¥
: O
Eu,.
=
b
&=
2
¢
2 8 § % | 8 °

$3|NEJ 100} JO JDQUINN



WO 2020/178721 PCT/1B2020/051767
50751

CCl CCI+NAL
Fig. 50

Sham+NAL

Sham

80

- Ly o L o Ly -
Xe) @£ (e} iy} <t <F

(%} uoneseljy

75
7



WO 2020/178721 PCT/1B2020/051767
51751

AL

N

T8I

Vehicle

N
Fig. 51

Sham

Vehicle

(e U ]

12iqQ Jeljiwes/102[qQ [9AON
Yim Juads awil jo oney

¥
o



