Vil

FIG. IA

4000+

3000+

1000- i :}. .

o °®
cll!!l%l!’lm

Dose (mgl/kg) 33 33 100 300 33 100 300 33 33 100 300 33 100 300

plasma IL-6 (pg/ml)

i e
4

Time (hr) 24 6 13 24 6 13 24

Pre-treatment Veh ER-899742 ER-899464



2/111

FIG. 1B
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1.0107 5 *** P<0.0001 vs. vehicle
Z e
1.0:10° %_ * %k * %k L a0
: [ ]
]

1.0:10°

Ribop (U/mi)

: ®
o0 [ ]
® ®
10410+ ; . A -;% .
o ® ®
] LY ° 4 °
] ®
1.0.40° m o® . %es?
1.0)('02 T )| I ¥ 1 1
Treatment Normal | Pre- Pris+ | Pris+ |Pris+ | Pris+
dose | veh -742 -742 | -742
Dose (mpk) -—- - - 33 100 300
Duration post- | -- 9 23 23 23 23
pristane (wks)
Duration of - - 13 13 13 13
dosing
Age (wks) 18 18 32 32 32 32




10/111

FIG. 3E
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Twenty nine (29) genes significantly altered between
Pristane + Vehicle vs. uninduced PBS control (P<0.05, at
least 1.5 fold change)

change)

* Significantly reduced by ER-899742 vs. vehicle-treated
pristane-induced mice (6 genes) (P<0.05, at least 1.5 fold
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FIG. 7(A)
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FIG. 7(B)
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FIG. 7(C)
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FIG. 7(D)
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FIG. I(E)
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FIG. I(F)
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FIG. 7G

Gene Number Gene Name
1 irf7*

2 Isg15*
3 Fegrl

4 Usp18*
5 Oasl2*
6 Cmpk2
7 Herc6
8 Ifit1*

0 Oas3
10 ifi202b
1 Ifit3

12 ifi2712a
13 Ddx60
14 Ifida

15 Xafl

16 Mx1

17 ifi204
18 Elane
19 Fprl
20 Mmp8
21 Ccl2

22 Msdabc
23 Cxcll0
24 Cer2

24 genes were significantly upregulated between Pristane + Vehicle vs. uninduced PBS control (P.adj
"EDR" <0.05, at least 1.5 Fold Change)

! Significantly reduced by 300 mg/kg ER899742 vs. vehicle-treated pristane-induced mice (5 genes)
(P.adj "FDR"<0.05, at least 1.5 fold change)
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FIG. 8
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No statistically significant change in titer seen in dosed groups over time.
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