WO 2019/157509

Fold SEAP/vehicle only

Lt
)}
1

g
(=]
i

——h
i

Fold SEAP/vehicle only

—
-
1L

<
&%
1

0.4

PCT/US2019/017669

1/15

Hek hTLR4 NF-xB SEAP

@ Compound 1
- Compound 2

-4« Compound 3
-¢- Compound 4

© MPL

[Compound] (UM}

FIG. 1A

Hek hTLR4 NF-xB SEAP

-e- Compound 1
-m- Compound 2
~¢- Compound 4
-~ Compound §
~-& Compound 6
-v- Compound 7

[Compound] (pM)

FIG. 1B



WO 2019/157509 PCT/US2019/017669

2/15

Hek hTLR4 NF-xB SEAP

-+ Compound 8
-A- Compound ¢

Fold SEAP/vehicle only

107 10° 10° 10* 10° 102 107" 10°
[Compound] (uM)

FIG. 1C



WO 2019/157509 PCT/US2019/017669

3/15
hMMS®6 cells
2.0+
-&- Compound 1
S 1.54 - Compound 2
S 1.
3 -4+ Compound 3
e 1.0 -#: Compound 4
=y o MPL
o
= 0.5
0.0
[Compound] (pM)
FIG. 2A
hMM6 cells
-+ Compound 8
o 1.0 A--a -A« Compound 9
n '/
S A
Q
Q.
w 0.5
.
=
0.0+ oy

107 10% 10% 10+ 10° 10% 107
[Compound] (uM)

FIG. 2B



WO 2019/157509 PCT/US2019/017669

4/15

mRaw Cells

-¢- Compound 1
-B- Compound 2
-+ Compound 3
-¢- Compound 4
- MPL

MIP-13 (OD450)

. %0, %0, %o, %0, %o,

[Compound] (M)

FIG. 3



WO 2019/157509

MIP-18 (OD450)

5/15

BMIFIE from HPEMGs
RN
w"' e

&‘gﬁ *«?“’*\ «&“ﬁﬁﬁg

Rl > SR P il = -
o' 3 Lol T
g :‘ ; g ) iﬂw\w\gyj“ . ;
ST CoL ‘3{[
& N 5 ‘f\? sf
£ NS H
X 8.8 $ gﬁéﬁ‘ /

[Compound] [N}

FIG. 4A

MIP-1p from hPBMCs

10% 107 10° 10% 10 10° 102 107
[Compound] (uM)

FIG. 4B

PCT/US2019/017669

~# Cosnpouead §
< Compound &
~d Sompogad &
- Sompennd 4

-8 Compound 1
-m- Compound 2
-+- Compound 4
-+ Compound 5
-&- Compound 6
~¥v.  Compound 7
-e- MPL



WO 2019/157509 PCT/US2019/017669

6/15

MIP-1p from hPBMCs

1.5
-+ Compound 8
-A- Compound 9

MIP-1p (OD450)
<

-
107 10°¢ 10°% 10* 10° 102 107
[Compound] (uM)

FIG. 4C



WO 2019/157509 PCT/US2019/017669

7115

RANTES from hPEMGCs * Campound 1

Tl

W Compound ¥
e Qrenporid 3
<> $onvg o £
e ML

PARTER (14580}

88 A I G ) SRR RS
) o ) N -
0y, & Y X RS

PG apaand) {8

FIG. SA

RANTES from hPBMCs

1.5
-~ Compound 1

-%- Compound 2
1,04 -+ Compound 4
-+~ Compound 5

-& Compound 6

RANTES (OD450)

¥ Gompound 7
-~ MPL

16® 107 10®° 10° 10* 10° 102 101
[Compound] (pM)

FIG. 5B



WO 2019/157509 PCT/US2019/017669

8/15

RANTES from hPBMCs

- Compound 8
-&- Compound 9

RANTES (OD450)

10 10 107 10 10° 10 10° 102 10 10°
[Compound] {uM)

FIG. 5C



PCT/US2019/017669

WO 2019/157509
THEFx from hPBMGs - ‘o
oo 3
48+ M Cempound 3
™ ~de Compound 3
§ R R o Qompound 4
=3 S MPL
§\:‘.
et

9.4

{Compound] {pi

FIG. 6A

TNFa from hPBMCs

08 -— Compound 1
= ) -m- Compound 2
“g" 0.6 -+ Compound 4
o -+ Compound 5

0.4-

Z v Compound 7
£ ool e~ MPL

0.0

10% 107 10° 10°% 10* 10° 102 107

[Compound] (uM)

FIG. 6B



WO 2019/157509 PCT/US2019/017669

10/15

TNFa from hPBMCs

-+~ Compound 8
-A- Compound 9

TNF-o, (OD450)
o

107 10% 10°% 10* 10° 102 107

[Compound] (UM}

FIG. 6C



PCT/US2019/017669

WO 2019/157509

11/15

L"OId

V&

s Apoqnue 8793

fRs-e ool 00 o ey



PCT/US2019/017669
12/15

WO 2019/157509

8 DI
uwinoouuj 3sod sheq
8 9 vz 0 8

0003:} @y punodwogsbnyo - |
0009:} ® ¥ punodwio) sBn | -

0009:} @ ¥ punodwoy sbn g -

7

e

JEAIAINS JUDDIDY

89NH'Y 0009:} -

ISud[[eYd BZUIN[JUI [RYII] 0} [BAIAING




WO 2019/157509 PCT/US2019/017669

13/15

Compound 1

100 - v,§\\\\\\\@\\\\\\\\ws\s\\_\\\\\\\\\
\

Z 80 Lo

S

3
L =1 0 T

()
2
E 40 ..................................
[}
o
(=} . . s B
X 20 wiee2-8° C
0
0 2 1 1.5 2 3 4 6 9 12
Timepoints (weeks then mos.)
FIG. 9
Compound 2
100 Rl i@ @i fiieeeginrmeiines i

; 80 ..........................................

S

3

S 60

> i 40° C
,_"5 A coeeeemeee e

[7] =25° C
o 20 ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

X \2-8° C

0 vvvvvvvvvvvvvvvvvvvvv

0 2 1 15 2 3 4 6 9 12

Timepoints (weeks then mos.)

FIG. 10A



WO 2019/157509

PCT/US2019/017669
Compound 2
100 N N N\ e S
E 80 ............................................................................................................
—
&
P 60 ......................................................
=
= 40 s=eed0° C
(]
2\5 S R e 2-8° C
O ...........................................................
0 1 3 6 9 12
Timepoints (months)
FIG. 10B
Compound 3
100
Z 80 .
g §\\\\\\\\\\\\\\\\\\\\\\\\\\\ N
3 y
3 60 N R e N
> s 40° C
® 40 B
o \ \ 225°C
20 Y By S SR N
X \ \\ N 2-8° C
0 . o \\\\\\\\\\\w
0 2 1 1.5 2 3 4 6 9 12
Timepoints (weeks then mos.)
FIG. 11
Compound 4
100 SN
; 80 ......................
S
3
G B0
s ssewd0° €
B D
[} =25° C
< 20
S ol 2-8° C
0 . . S ISRRRR
0 2 1 1.5 2 3 4 6 9 12

Timepoints (weeks then mos.)

FIG. 12



WO 2019/157509 PCT/US2019/017669

15/15

Compound 5

100 N\ [SNERE T N S \\

E 80 ............................................................................
—
&
P 60 ........................................
2
T — X T e 40° C
(] ois
2\5 s R T eeeeseeeneseeeee W 2-8° C
O ...........................................................
0 1 2 3 6 9 12
Timepoints (months)
FIG. 13
Compound 6
100 N —-— N - _ &
Z 80
S
&
o 60
2
& 40 o 40° C
(]
z . T s 2-8° C
(=)

0 1 3 6 9 12



