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Fig. 2: Single concentration efficacy screen of human NLRP3-specific antisense oligonucleotides in THP-1 cells — first screening
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Fig. 2 continued)
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Fig. 3: Single concentration efficacy screen of human NLRP3-specific antisense oligonucleotides in US87MG cells — first screening

Fig. 3)
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Fig. 3 continued)
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Fig. 4: Single concentration efficacy screen of human NLRP3-specific antisense oligonucleotides in PBMC-derived macrophages — first
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Fig. 5: Single concentration efficacy screen of human NLRP3-specific ASOs in US7TMG cells — second screening
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Fig 6: Single concentration efficacy screen of human NLRP3-specific ASOs in PBMC-derived macrophages — second screening
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Fig. 7: Concentration response curve of selected human NLRP3-specific ASOs in human PBMC-derived macrophages
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ig. 7 continued): Concentration response curve of selected human NLRP3-specific ASOs in human PBMC-derived macrophages
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Fig. 8: Single concentration efficacy screen of human NLRP3-specific antisense oligonucleotides in THP-1-derived macrophages in a third
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Fig. 8 continued)
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Fig. 9: Single concentration efficacy screen of human NLRP3-specific antisense oligonucleotides in human PBMC-derived macrophages
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Fig. 9 continued)
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Fig. 10: Single concentration efficacy screen of human NLRP3-specific antisense oligonucleotides in THP-1-derived macrophages in a
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Fig. 10 continued)
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Fig. 10 continued)
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Fig. 11: Single concentration efficacy screen of human NLRP3-specific antisense oligonucleotides in PBMC-derived macrophages in a
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Fig. 11 continued)
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Fig.11 continued)
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Fig. 12: Concentration response curve of selected human NLRP3-specific antisense oligonucleotides in THP-1-derived macrophages

WO 2023/118545 PCT/EP2022/087670

A
- U 00001 XU 00001
- U E€ES -INU g€€E
AU T -NU LT
= z
= =AU OLE 3 -INU 0L€
- -
< Lueer L €21
- INU [ - [
AU $ | N L
I 1 1 1 I 1 ] 1
—_— — (=) (=3 (=) — — (=) < <
LU 00007 XU 00007
- INU €€ -INU €€€€
- L] - AU L] g
= = =
g - INU OLE 2 - INu OLE =
= a 5
L) ¢} 5]
< AU €T < AU €21 g
@)
AU 1§ AU 1y
- U B - INU b1
1 1 1 1 1 1 1 1
— — o O < — — o © <
LU 00001 - v 00001
P Fweece - INU EE€E
HE G -INU TTTT
= : =
w; M N
w : AU 0LE s FINUQLE
5 : 2
- N N AR - €2l
LU 11 AU T
I YN N SN
1 1 1 i I 1 L] I
0 = o 9 0 = w9
— - o o < —_ —_ [ =3 (=3
<

(1100 parean-yoour 03 paredwod
‘L LYdH 01 pazijewiou) uo1ssaidxd ¢y TN [enp1say

Fig. 12)

21/41



Fig. 12 continued)
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Fig. 12 continued)
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Fig. 13: Efficacy of selected human NLRP3-specific antisense oligonucleotides in human microglial HMC3 cells
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Fig 14: Single concentration screen of human NLRP3-specific antisense oligonucleotides in human THP-1-derived macrophages in a fifth
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Fig 15: Single concentration screen of human NLRP3-specific antisense oligonucleotides in human PBMC-derived macrophages in a fifth
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16B) Caspase-1 activity assay in ASO-treated THP-1 derived macrophages
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Fig. 17A and 17B: Single concentration efficacy screen for mouse NLRP3-specific antisense oligonucleotides in 4T1 cells
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Fig. 17A) NLRP3 mRNA expression in ASO-treated 4T'1 cells compared to mock-treated cells
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Fig. 17B) Cell viability of 4T1 cells after three days ASO treatment
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Fig. 18: Single concentration efficacy screen for mouse NLRP3-specific antisense oligonucleotides in Raw246.7 cells — first screening
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Fig. 19B)
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Fig. 20: Single concentration efficacy screen for mouse NLRP3-specific antisense oligonucleotides in 4T1 cells — second screening
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Fig. 21: Concentration response curve of selected mouse NLRP3-specific antisense oligonucleotides in Raw246.7 cells
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Fig. 21 continued)
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Fig. 24: Efficacy of selected mouse NLRP3-specific antisense oligonucleotides in mouse microglial IMG cells
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