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Figure S1. Sanger sequencing of KO performed with different guide RNAs. (A) Indels analysis of 4 different guide RNAs, (B),
Sanger sequencing of a representative WT and KO sequence, with marking on expected cutting site. (C) Indel analysis

performed with Tide.
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Figure S2. Heatmap of expressed genes by WT and KO samples, with or without IL-1p treatment (n=3).
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Figure S3. TAK1-KO cells produce highly aligned collagen 1 fibers at the interface with bovine rings in inflamed conditions

and actively migrate into the mature bovine cartilage. (A) Closeup of the interface between the mature cartilage bovine

rings (left) and the neocartilage (right) from WT or KO cells. Scale bar, 100 um. (B) Polarized light microscopy of the collagen

fibers deposited from WT or KO cells at the interface between the bovine rings (left) and the newly formed cartilage (right).

Scale bar, 100 um. (C) High magnification of interface between bovine cartilage (left) and WT or KO cells (right); representative

image of control conditions, human cells are indicated with black arrows. Scale bar, 50 um.

Supplementary Tables

Table S1. Sequences of possible analyzed off-targets. Mismatches are marked in bold.

Off

target

Identifi | gRNA sequence PA Sco Mismatc | Gene Locus Primer Fw Primer Rv

er M re hes

TAK1 AATATTAGGATGGTT | GG N/A MAP3 | chr6:+90568

KO CACAC G K7 587

oT1 AATAGTAATATGGTT | TG 23 3 chrd:+11545 | CAAGGTGACACCAGA TTGGGGTGCGCATGTA
CACAC G 6560 GTGGG AGTA

oT2 CAAATTAGGATGGT TG 24 3 chr16:48495 | ACTAGTCTGAGGTCCC | GCCAACAGACAACAGT
TCACTC G 8643 CCAC GCAG

oT3 AGTATTAAGGAGGT | CG 24 4 chr7:- TGAGAGAGATGGGAG | ACACGCAAAGAGTCCCT
TCACAC G 67608135 CGTGT GAG

oT4 AACATCAGGATGAT CA 30 3 chr3:- GAGGGAAGACCCTGA | CAAATGCTTTCCAGTGG
TCACAC G 9036920 GACCT Cccc

oT5 ATTCTTAGGATG- AG 33 3 chr5:- ATTAAGGCTGGGCTG ACCATGCCTAAATAAGG
TTCACAC G 128930785 CCTAC TAGCAC

oT6 AGTTTTATGATGGTT | TG 36 4 chr13:+7134 | TGGACAGGTGCACAT TAGAGGATGTCGTTGTC
TACAC G 2904 TTTTGTC ATGC




oT7 AACATTAAGATG- AA | 38 3 chr4:- TCACAATTTCAGGGG ACTAACCATTTA GT

TTCACAC G 31998396 GCCAA CA
oT8 GTTATTAGGAAGTTT | GA | 44 4 chr15:+6066 | AGCGACATAATCAGC GGCATTTTCATTGGCTG
CACAC G 8518 CGGAG CGT

Table S2. Multiplex inflammatory genes expression in WT and TAK1-KO cells, in control or

IL-1PB treated conditions.

Probe WT: | WT: | WT:|WT:|WT:|WT:|KO: KO:|KO:| KO:|KO:|KO:
Name CTR | CTR | CTR | IL- IL- IL- CTR | CTR | CTR | IL- IL- IL-

AGER 3.16 | 2.75 | 2.64 | 3.47 |3.04 | 2.08 | 2.95 | 3.16 | 2.87 | 3.73 | 3.24 | 2.52

ALOX12 | 2.03 | 0.43 | 0.47 | 1.88 | 3.88 | 2.08 | O 0 0.06 | 0.73 | 1.51 | 2.52

ALOX15 | O 143 (147 |23 |23 [134 |0 0.99 | 0.06 | O 2.24 | 0.52

ALOX5 0.7 [143 |0 13 (171 |1.76 | 2.28 | 0.99 | 0.06 | 1.32 | 1.51 | 0.52

AREG 203 | 243 (179 |13 |452 |3.22 {1.95|1.99 |287|2.73|292 252

ARG1 0.7 |143 |1.06 |03 |2.71 |2.08 | 254|199 |238 232|273 ]0.52

ATF2 9.29 | 9.19 | 8.41 | 893 | 9.32 | 8.46 |9.11 | 9.12 | 9.02 | 9.01 | 9.04 | 9.03

BCL2L1 |10.4 | 10.4 | 9.83 |9.53 | 10.1 |9.13 | 9.8 |10.4|9.95|9.99 |9.92 | 10.6

BCL6 8.85 (893 | 834|937 |9.73 | 856 |87 |87 |878|9.1 |897 933

BIRC2 9.53 | 9.37 | 879 | 9.18 | 10.5 | 9.56 | 8.79 | 9.52 | 8.83 | 9.49 | 9.69 | 9.83

C1QA 0.7 |0.43 |1.06 |3.47 |462 |3.76 |0 0 0.06 | 2.73 | 1.92 | 3.32

CiaB 0 043 {106 |03 |0.71 |134 |195 |0 0.06 | 1.73 | 0.92 | 1.52

C1R 14.2 | 14.2 | 134 | 145 | 14.7 | 13.7 | 143|139 |14.2 | 143 | 145 | 143
2 6 6 6 6 9 4 2 1 3
C1S 12.1 | 12.1 | 115 (12,6 | 13.1 | 12.0 | 12.0 | 12.1 |12.1 |12.2 | 123 | 125
4 2 8 9 5 8 7 3 6 4
Cc2 932 |9.22 | 7.8 |9.23 {943 |79 |9.28 |9.06 | 8.68 | 8.76 | 9.25 | 9.3
C3 6.27 | 5.75 | 5.74 | 9.54 | 103 |9 495 | 5,58 | 558 |7.23 | 6.86 | 7.41
8

C3AR1 | 0.7 |3.02 (3.17 |591 | 849 [4.22 |195|38 |338(29 |192|542

C4A 429 |4.75 | 4.28 |43 |541 |4.34 |3.86|4.45|555|594|3.73 |5.6




C5 487 | 524 {496 |41 |4.52 |3.76 |5.24 | 5.69 | 545 |5.62 | 5.09 | 5.8
Ccé 129 {043 |0 1.88 | 2.71 {134 |0 0 0.06 | O 0 1.52
c7 0.7 |043 |0 23 |3.71 |3.56 | 2.28 | 1.58 | 0.06 | 1.73 | 0.92 | 1.52
C8A 203 | 043 |1.06 |23 |0.71 |0 228 | 0 2.06 | 0 0.92 | 0.52
C8B 129 {143 | 1.06 | 1.88 |2.71 |0.76 | 2.28 | 0.99 | 1.64 | O 1.92 | 0.52
9 0 2.02 | 106 | 288 |33 |3.66 154 |0 0.06 | 0.73 | 2.24 | 2.84
CCL11 0 043 |0.47 | 4 2711322 |0 1.58 | 0.06 | 1.32 | 2.51 | 1.52
CCL13 0 143 (179 | 4 1.71 | 4.08 | 0.95 | 1.58 | 1.06 | 2.73 | 1.51 | 2.52
CCL16 0.7 |043 |0 23 |4.04 | 276 |195]|0 0.06 | 2.06 | 1.51 | 2.1
CCL17 2.29 | 043 | 1.06 | 4 271 12.76 | 195 |0 1.64 | 232|092 | 252
CCL19 0 043 | 0.47 | 188 [3.52 | 234|195 |0 0.06 | 0.73 | 0.92 | 0.52
CCL2 10.2 | 10.1 | 11.5 | 14.0 | 154 | 14.4 | 9.98 | 11.6 | 11.6 | 12.7 | 11.8 | 13.6
7 4 7 8 9 2 1 6 1 5 2
CCL20 0 143 | 2.06 | 13.5 | 12.3 | 14.0 |095 | O 0.06 | 7.81 | 8.68 | 8.5
3 8
CCL21 229 1202 (047 |23 |1.71 |2.08 |1.95|1.58 | 0.06|2.06 |0 3.1
CCL22 0 3.02 | 2.06 | 2.88 |3.52 |3.22 | 195|199 | 206|132 3.09 |21
CCL23 0 243 (179 |03 |0.71 |0.76 | 0.95|2.58 | 1.06 | 2.32 | 1.51 | 1.52
CCL24 1.7 | 243 |2.64 | 288 |3.52 (234 |2.28 | 258 |1.06 254|224 |21
CCL3 2.03 | 202 |1.06 |4.76 | 576 | 256 |0 1.58 | 2.38 | 2.54 | 192 | 3.32
CCL4 0.7 143 |0.47 |2.88 {488 |2.56 |0 0 0.06 | 1.32 | 2.24 | 3.32
CCL5 1.29 | 043 | 1.47 | 9.07 | 892 | 556 |0.95 |0 0.06 | 3.82 | 5.38 | 5.98
CCL7 6.16 | 582 | 7.23 | 11.6 |12.4 | 994 | 579 | 6.76 | 7.01 | 8.78 | 7.89 | 10.0
4 7 9
CCL8 461 | 475|572 |13.6 | 145 | 10.1 |3.66 | 4.74 | 6.66 | 9.8 |9.46 | 114
3 4 6 3
CCR1 5.68 | 556 | 6 6.4 | 895 |5 5 7.76 | 6.01 | 6.72 | 5.17 | 8.93
CCR2 2.29 | 343 | 2.28 |3.76 |4.04 |3.66 |0 1.99 | 2.87 | 2.32 | 2.51 | 2.52
CCR3 54 |575 (472|288 |3.04 |1.76 | 5.28 | 445|497 |5.64 |531 |4.6
CCR4 0 043 |0 262 |23 |1.76 | 154|158 238|132 224 |0.52
CCR7 1.7 (043 |1.06 | 2.88 |3.52 |1.34 | 154|199 206|173 |0 2.1




CD163 1.7 143 | 0.47 | 188 |3.71 [3.46 | 154 |0 2.06 |1.73 [ 1.92 | 1.52
CDh4 129 {143 | 228 |13 |271 |0.76 | 154 158 106|132 0 2.52
CD40 3.61 | 3.89 | 2.28 | 5.72 | 6.92 | 4.28 [ 3.41 |3.69 | 2.64 | 3.43 | 3.38 | 4.32
CD40LG | 1.29 | 043 | 147 |3.62 |48 |3.34 154,099 206|232 |0 3.32
CD55 6.91 | 703 | 6.52 | 6.15 | 6.74 |58 |7.15|7.21|7.29 |6.78 | 6.73 | 6.96
CD86 251 (243 (179 |23 |3.71 |3.34 |2.28 199 |1.06 |1.73 |3.51 3.1
CDC42 12.1 (121 | 11.7 | 11.7 | 12.2 | 11.2 | 12.1 | 12.0 | 12.0 | 12.0 | 12.1 | 12.1
6 3 7 8 3 1 9 2 1 2 4
CEBPB 104 {104 | 9.99 | 119 |12.8 |11.8 | 10.0 | 10.5 | 10.2 | 11.3 | 11.1 | 115
4 7 6 9 5 3 5 1 9 7 6
CFB 9.4 |9.45 888 |14.1 | 144 | 129 |9.38|10.1 |9.74 | 10.8 | 10.8 | 11.8
4 6 4 5 9 9 1
CFD 6.42 | 631 |4.28 | 7.36 | 7.14 | 525 |6.14 | 499 | 558 | 5.76 | 6.61 | 5.04
CFL1 13.1 | 13.1 | 12.6 | 129 |13.2 | 12.2 | 13.0 | 129|129 | 12.8 | 13.0 | 13.0
9 9 8 8 9 8 6 8 9 6 6
CREB1 8.99 | 8.87 | 848 |88 |9.17 | 844 | 898 |8.74 |8.73 |8.83 |885 |8.95
CRP 0 143 | 047 |13 |23 |O 0950 1.06 | 0.73 | 0.92 | 2.84
CSF1 8.95 | 898 | 9.28 | 9.27 | 11.6 | 10.2 | 9.12 | 9.62 | 10.0 | 10.6 | 9.52 | 10.6
8 2 9 2 1
CSF2 17 243 |0 84 |7.22 |9.74 {095 |0 1.06 | 5.02 | 5.85 | 5.1
CSF3 0 0.43 | 1.06 | 891 | 871 862 |0 0 1.06 | 2.06 | 4.01 | 3.32
CXCL1 1.7 1043 {047 | 153 | 155 | 149 |3.54|258 |1.06 |10.4 | 113|115
1 9 7 4 3 3
CXCL10 |1.29 | 043 | 0.47 |109 | 141 (86 |O 1.58 | 1.06 | 6.18 | 5.97 | 9.65
3
CXCL2 3.61 | 243 | 2.06 | 12.0 | 12.3 | 12,5 [ 3.12 | 3.16 | 3.76 | 7.33 | 893 | 8.25
7 7 2
CXCL3 251|043 |0 13.0 127 | 13.1 | 195 |3.31 238 |7.07 |8.46 | 8.4
8 8 5
CXCL5 0 143 | 1.06 |9.38 |88 |8.29 (095 |0 1.06 | 3.64 | 5.38 | 4.98




CXCL6 1.7 1143 |0 13.8 | 13.7 | 11.7 | 2.28 | 2.8 |3.23 | 8.12 | 10.2 | 9.62
9 8 7
CXCL9 1.7 275 047 | 469 | 462 |3.22 | 254|158 |1.64|3.19 192 |21
CXCR1 0 143 (147 |23 |23 [2.08 |095]|0 0.06 | 0.73 |0 1.52
CXCR2 1.7 (043 047 |13 |0.71 |0.76 | O 0 0.06 | O 2.24 | 0.52
CXCR4 | 0.7 [202 179 |31 |352 384228199 0062320 2.84
CYSLTR | 0.7 [2.02 (147 |23 |4.62 |3.93 |2.28 199 338332192 |3.84
1
CYSLTR |2.03 {043 |0 23 | 271|076 |0 1.58 | 2.06 | 0.73 | O 0.52
2
DAXX 9.74 | 9.67 | 9.13 | 10.2 | 10.6 | 9.57 | 9.41 | 9.57 | 9.36 | 9.5 |9.59 | 9.85
5 1
DDIT3 9.37 | 9.39 | 8.74 | 10.3 | 11.3 | 10.2 | 9.02 | 9.02 | 9.04 | 9.57 | 9.54 | 9.73
5 1 8
DEFA1 | O 043 |0 3.62 |1.71 | 2.08 | O 0.99 | 1.06 | 2.32 | 0.92 | 2.52
ELK1 7.58 | 7.58 | 7.08 | 8.13 | 817 |7.29 | 7.42|7.52 757 |7.47 |7.36 |7.53
FASLG 07 143 |0 13 |0.71 |0.76 | 195|231 |0.06 |1.73 |1.92 | 0.52
FLT1 129 | 243 | 0.47 |3.76 | 3.3 |3.08 |0 1.99 | 0.06 | 1.32 | 2.24 | 1.52
FOS 6.24 | 589 | 5.86 | 6.71 | 7.36 | 5.95 | 6.29 | 5.42 | 6.04 | 6.45 | 6.59 | 6.07
FXYD2 5.06 495 |549 |51 |7.12 |5 541|637 634|636 |57 |752
GNAQ 9.01 | 8.88 | 8.17 | 8.07 |86 |7.87 |9.11|8.92 |8.65|8.61|898 |8.92
GNAS 11.8 | 11.7 | 11.1 | 11.0 | 11.7 | 109 | 11.2 | 11.5|11.2 | 11.5 | 11.5 | 115
5 3 2 7 3 5 2 1 4 7
GNB1 119 {118 | 11.4 | 115 | 121 | 113 | 116 |11.8 |11.5|11.7 | 11.8 | 11.9
5 3 2 3 8 6 4 8 3 4 8
GNGT1 | 0.7 |202 147 |33 |352 356 |0 0 1.64 | 0.73 | 2.92 | 2.52
GRB2 387 |3.75 356 |41 |43 |4.22 | 3.66 |4.08 |4.15|3.82|3.83 |4.52
HDAC4 |7.75 |7.55 (681 706|711 |68 |771|735|7.59|7.7 |7.67|7.46
HIF1A 13.7 | 13.7 | 135 | 144 | 153 (134 | 13.6 | 13.8 | 14.2 | 144 | 140 | 146
8 9 5 8 6 8 9 4 4 3




HLA- 5.03 {482 |3.79 | 454 | 6.11 | 3.66 |4.76 | 4.63 | 4.15|4.94 | 488 |5.1
DRA
HLA- 379 |36 |0 3.62 | 7.56 | 2.08 | 3.28 | 6.42 | 2.06 | 3.06 | 3.24 | 6.04
DRB1
HMGB1 | 9.88 | 9.96 | 9.44 | 9.48 | 9.89 | 9.2 |9.93|9.91|9.72 | 9.89 | 9.94 | 9.82
HMGB2 | 8.06 | 7.89 | 792 | 7.19 | 6.74 | 6.74 | 814 | 7.55 | 8.07 | 7.94 | 7.71 | 7.16
HMGN1 | 10.5 | 10.5 | 9.93 | 9.94 | 9.97 | 9.46 | 10.5 | 10.4 | 10.5 | 10.4 | 104 | 10.4
8 1 5 7 5 8 3 2
HRAS 7.02 | 6.77 | 6.58 | 6.51 | 6.57 | 6.02 | 6.81|7.01 |6.83|6.83|6.84|7.01
HSH2D | O 043 1147 {188 |43 |0 0 0991061320 2.1
HSPB1 892 |88 |854 |7.67 |8.09 |7.08 |9.05|8.68]|878|8.72|8.74|8.66
HSPB2 | 755 |7.76 | 6.55 | 653 |74 |586 |755|7.62|7.05)|6.84 |7.28 |7.23
IF144 6.35 | 6.08 | 558 | 10.2 | 10.8 |9.5 |6.54 |64 |6.81|9.86 |9.66 |10.6
9 6 3
IFIT1 785 775|685 |14.0 | 151 |12.8 |7.19|7.19 | 753|123 | 11.7 | 135
4 3 8 6 7 9
IFIT2 7.05 692 |4.28 |12.6 | 150 |95 |6.54|7.29|5.15|8.97 104 |12.7
7 1 5 8
IFIT3 6.81 | 6.66 | 5.68 | 11.5 | 12.8 | 10.1 | 6.71 | 6.26 | 6.45 | 9.88 | 9.82 | 11.2
7 9 8 9
IFNA1 229 {243 (179 |03 |1.71 | 234 {254 |28 |0.06|2.06|092|1.52
IFNB1 0 202 {106 |3.88 |53 [3.76 |0 1.58 | 1.06 | 1.32 | 2.24 | 0.52
IFNG 0.7 |143 047 |13 |171 |256 |0 1.99 | 0.06 | 2.06 | 1.51 | 2.84
IL10 479 | 4.95 | 2.06 | 3.76 | 3.04 | 2.08 | 4.66 | 4.16 | 5.45 | 5.54 | 4.92 | 4.98
ILIORB |9.24 | 9.29 | 9.06 | 897 | 9.75 | 8.7 |9.27 | 9.52 {9.49 |9.42 | 9.37 | 9.42
IL11 27 |36 (372|117 |10.7 |13.1 |3.12 |0 2.87 | 4.86 | 4.73 | 4.32
1 2
IL12A 4.79 | 3.89 |4.83 | 551 | 6.55 |6.02 |46 |4.08|3.97|549 |4.78 |4.76
IL12B 1.7 275|047 |13 |3.71 |0.76 | 1.54 | 258 | 1.06 | O 2.24 | 3.32
IL13 0 043 |0 1.88 |3.04 |3.22 |0 231 |1 0.06 | 232 | 1.51 | 2.84
IL15 2.03 | 143 |1.47 |3.76 | 5,57 | 3.08 |3.28 | 0.99 |2.06 |29 |3.92 |4.1




IL17A 203 | 243 |1.79 |2.62 |3.52 | 134 | 254 |28 |164 (173|292 |21

IL18 329 |36 |1.79|3.62 |2.71 |3.34 | 154|158 264 |0 273 |31

IL18RAP | 1.29 | 1.43 | O 13 |3.04 |1.76 | 1.54 | 258 | 1.64 | 2.32 | 0.92 | 1.52
IL1A 229 1202 |0 7.53 | 731 | 582 254|099 164|232 |4.68 |3.98
IL1B 0.7 |0.43 | 147 |9.04 | 838 |7.73 | 228 |28 |1.64 |4.06|6.13 |4.84
IL1R1 83 |834 702 |8.25|9.11 |6.77 | 8.65|8.52 | 834|833 | 861|846
ILIRAP |57 |579 |556 |6.49 |6.88 |6.28 | 6.38 |5.82|6.12 | 6.35 | 6.55 | 6.32
ILIRN 5.23 | 5.13 |3.72 | 12.7 | 129 | 10.7 [ 4.35|5.31 | 3.97 | 6.72 | 842 | 9.13

6 5 2

IL2 203 |143 1179 |03 |23 |2.08 |295 158164206 |0 0.52
IL21 1.7 (043 | 106 |2.88 |3.04 |2.76 | O 1.58 | 0.06 | 0.73 | 0.92 | 0.52
IL22 07 |043 |106 |03 |0.71 |0.76 |1.54 158 |0.06 132 |0 2.1

IL22RA2 | 1.29 | 1.43 | 1.06 |13 |1.71 |0.76 | O 0 0.06 |0.73 |0 2.52
IL23A 1.7 1202 |0 7.58 | 7.77 | 9.27 | 1.54 | 0.99 | 1.06 | 2.54 | 3.09 | 2.84
IL23R 07 (043 |0 1.88 |0.71 |1.76 | O 099 |0.06 | 1.32 |1.92 | 2.84
IL3 0.7 |0.43 047 | 188 |23 |134 |0 0.99 | 1.06 |0.73 |0.92 | 2.1

IL4 229 | 243 | 228 |13 |3.71 | 234 | 154|258 |1.06 |2.06 | 2.51 | 2.84
IL5 229 |043 |147 |13 |1.71 |134 |154 158206173 |0 2.52
IL6 47 |4.24 |586 |14.2 |14.4 | 144 | 4.28 | 3.45|3.64 | 8.77 | 9.62 | 9.69

3 6 1
IL6R 6.38 | 6.08 | 5.2 |6.54 644 |571 |6 6.65 | 6.21 | 5.8 | 6.07 | 5.87
IL7 1.7 |3.24 |1.06 |3.88 | 5.04 |4.08 |2.54 |258 |2.87 |3.64 292 |3.32
IL8 0.7 143|147 |164 163 |17.0 |095 158 |1.64|11.6|12.6 |12.3
4 2 2 1 9
IL9 129 {043 |0 1.88 {3.04 [1.76 | O 0 1.64 | 2.32 | 2.51 | 0.52
IRF1 6.21 | 6.19 | 6.03 | 7.76 | 9.51 | 6.77 | 6.35 |6.43 | 6.45 | 6.57 | 6.73 | 7.64
IRF3 559 | 6.05 |5 5.76 | 6.64 | 554 | 571|597 |6.31|6.14 | 597 | 6.32
IRF5 2.03 | 143 |2.06 | 1.88 |2.71 | 293 | 2.54 | 2.58 | 2.87 | 2.06 | 2.92 | 1.52
IRF7 5.38 | 543 | 4.38 | 9.21 | 10.2 | 8.79 | 5,51 | 531 |4.87 | 843 |8.17 |9.41
6
ITGB2 65 |631 723|647 |7.12 {699 |586 663 |73 |7.08]|592)6.56




JUN 9.19 | 9.05 | 8.66 | 8.81 |9.67 | 893 |9.41|9.37 | 887|893 |94 |9.68

KEAP1 691 | 6.7 |6.55 (656|789 648 |7.06 |7.44|7.02|7.36|7.22|7.86

KNG1 0 043 |0 0.3 1.71 |0.76 | O 1.99 |0.06 |0 0 0.52

LIMK1 9.97 | 9.95 | 9.02 | 10.4 | 10.1 | 9.96 | 9.58 | 9.76 | 9.57 | 9.86 | 9.91 | 9.93
8

LTA 229 {043 |0 13 3.04 |0.76 | O 0 0.06 |1.73 |0 2.84

LTB 1.7 243 |0 1.88 |3.04 {134 |0 158 164|132 |0 0.52

LTB4R 44 |3.75 |3.86 |494 (552 (518 [ 4.12 |4.16 |4.15|4.19 |4.24 | 5.1

LTB4R2 |2.87 |3.24 | 2.47 | 3.3 441 | 3.56 |2.76 |39 |3.64|3.06 |3.51 |31

LY96 9.77 1 9.55 | 9.1 8.97 [9.46 | 8.72 |9.58 |9.54 |9.46 |9.6 |9.76 |9.84

MAFF 809|798 |765 (897|941 (9.03 |7.72|7.75|7.2 |7.99 |831]7.91

MAFG 8.18 | 8.12 | 7.49 | 8.75 |9.36 | 851 | 7.82 | 8.03 |7.95|8.11 | 8.16 | 8.25

MAFK 745 7.7 |738(9.19 |9.78 |863 |7.75|7.8 |7.64|7.98 |8.06 | 8.73

MAP2K |9.06 | 899 |9.16 | 10.1 | 10.0 | 10.3 | 9.13 | 9.25 | 8.95 | 8.96 | 9.27 | 9.58

1 6 5 4

MAP2K |7.38 | 7.45 | 7.14 | 7.2 7.28 | 689 | 746 |7.66|7.54 7.5 |7.58 |7.54

4

MAP2K |4.35 | 4.43 | 393 | 288 |3.04 | 293 |0.95|4.08|4.38|5.23|2.73|5.1

6

MAP3K |[5.59 | 543 |4 53 5.8 5.08 | 5.38 | 545|538 | 557 |57 |5.64

1

MAP3K | 6.13 | 5.82 | 5.7 7.38 | 7.05 | 6.72 | 589 | 6.03 | 6.19 | 6.48 | 6.41 | 6.82

5

MAP3K |9.38 [ 9.29 | 891 | 9.17 | 9.53 | 8.54 | 893 | 885 |8.86|8.79 | 8.87 | 89

7

MAP3K |3.61 |3.6 |2.28 |33 |4.04 |2.76 {3.76 299 |1.06|3.19 292 |21

9

MAPK1 |9.82 | 9.65 |9.32 |9.52 |10.1 | 9.14 | 9.62 | 9.81 | 9.56 | 9.68 | 9.87 | 9.98
5

MAPK1 |9.45 | 9.53 | 896 |9.02 |9.32 | 845 |9.44 1947 |9.35|9.43 |9.5 |9.52




MAPK3 | 104 | 10.4 | 9.68 | 9.58 | 10.4 |89 |10.4 |10.7|10.4 |10.3 | 10.3 |10.8
2 3 3 9 4 6
MAPK8 |8.05|7.95 |754 815 832|795 |768 781|781 795|811 |7.64
MAPKA | 8.83 | 8.83 | 835 |9.55 |9.84 | 841 |891 |8.85|883 892|895 |93
PK2
MAPKA |8.17 |8.19 | 7.7 |833 | 866 |76 |8.08|8.28|8.26|8.16 | 8.33 | 8.46
PK5
MASP1 | 4091 | 548 | 4.23 | 454 (471 |3.93 |5.71 |38 |452 432 |59 |3.84
MASP2 | 2.03 | 1.43 |1.06 |1.88 |2.71 |0.76 | 1.54 | 0.99 | 2.06 |0.73 | O 1.52
MAX 10.0 | 9.98 | 9.48 | 10.1 | 11.2 | 9.82 | 9.93 |9.91 |9.93 |10.1 | 10.1 | 10.3
3 7 1 5
MBL2 1.29 1043 |0 1.88 |2.71 | 256 | 154 |0 0.06 {132 |0 0.52
MEF2A | 9.17 | 9.22 | 879 | 859 |9.39 |9 9.14 | 9.38 | 9.05 | 9.11 | 9.21 | 9.58
MEF2B | 2.7 |3.02 |264 |03 |33 |334 |3.12|3.16 |3.06 |3.43|2.24|3.98
NB-
MEF2B
MEF2C |7.63 | 7.51 |6.28 | 685|751 |582 758 |71 |7.43|7.35|755]|7.52
MEF2D |8.09 |8.03 |7.23 755 73 |747 773774757 755 |79 |755
MKNK1 | 7.84 |7.68 |7.34 |\7.73 | 8.07 |7.25 |7.78|7.73|7.79 |7.71 | 7.87 | 7.67
MMP3 | 287 | 2.43 | 7.14 | 15.2 | 15.0 | 15,5 | 1.54 | 2.58 | 3.97 | 10.2 | 10.3 | 10.5
1 5 5 6 7 9
MMP9 | 2,51 | 3.02 | 1.79 | 3.47 |3.52 |0.76 | O 2.31 |1 0.06 |1.32 | 2.24 | 1.52
MRC1 0 202 {147 |13 |352 134|254 158|164 173|251 152
MX1 7.83 | 8.03 | 697 | 149 |16.0 | 14.0 |7 8.89 | 8.04 139|133 | 151
9 3 3 8 7
MX2 1.29 | 275|179 |10.2 | 10.7 | 8.13 | 1.95 | 0.99 | 2.87 | 6.99 | 7.36 | 8.64
6 7
MYcC 8.22 | 803 |7.76 | 8.12 | 811 |7.72 | 833 |8.13 | 7.89 | 8.23 | 857 | 8.56
MYD88 |9.04 | 8.82 |7.89 |10.1 |11.3 |9.34 | 896 | 8.88 | 885 |9.77 | 9.67 | 10.6
6 7
MYL2 2.29 | 202 |1.06 |03 |2.71 |0.76 | 2.28 | 1.99 | 0.06 | O 1.51 | 0.52




NFATC3 | 762 |76 |709 |7.68 |81 |7.13 |7.76 |7.77 |7.77 | 7.69 | 7.75 | 7.86
NFE2L2 |10.7 | 10.6 | 10.2 | 10.3 | 11.4 | 10.1 | 10.6 | 10.7 | 10.9 | 11.0 | 10.8 | 11
7 7 2 7 6 8 7 1 1 7
NFKB1 |7 6.89 | 656 |88 |9.7 |81 |6.78|6.68|6.74|6.84 |7.19|7.37
NLRP3 1.7 (143 179 |3.1 |3.04 [0.76 |2.28 |0 2.64 1206 |0 2.1
NOD1 529 | 534 |4.12 | 591 |6.69 |48 |535|538 573|566 |5.68|6.04
NOD2 129 {143 | 0.47 |7.09 | 768 |6.72 | O 0.99 | 1.06 | 3.06 | 3.83 | 3.98
NOS2 2.29 | 143 (293 |23 |417 |44 |2.28|258|1.64|3.32|251 252
NOX1 3.61 {143 {047 |3.1 |4.04 |3.08 |195|199 164 |29 |3.24 |21
NR3C1 |9.82 9.8 |9.41 105 |11.0 |10.2 |10.0|10.0|9.93 |9.86 |10.1 | 10.1
2 6 6 4 3 2 7
OAS2 6.39 | 6.16 | 5.28 | 12,5 | 13.3 | 11.6 | 6.22 | 563 | 6.36 | 11.3 | 11.0 | 12.2
3 8 9 6 5 3
OASL 3.51 |443 |247 | 113 | 129 | 103 | 154 |4.16 | 2.64 | 8.73 | 8.22 | 10.9
1 2 4 4
OXER1 |2.29 | 3.24 |1.79 |3.62 | 3.88 | 2.93 |3.28 | 3.31 [3.38 |3.19 | 292 | 2.84
PDGFA |3.79 | 3.43 | 4.23 | 3.62 | 441 |4.71 {412 | 299 |51 |519 (444|284
PIK3C2 |0 143 | 147 |23 |271|2.08 [095 |0 1.06 | 2.32 | 0.92 | 0.52
G
PLA2G4 | 8.24 | 849 | 8.05|116 | 119 |11.2 |84 |8.04|8.39|8.93|9.11 |9.24
A 6 3 9
PLCB1 6.11 | 548 | 6,52 | 4.38 | 6.11 | 5.22 | 6.14 | 6.42 | 6.73 | 6.63 | 5.99 | 6.8
PPP1R1 | 6.03 | 6.19 | 5.78 | 462 |5.88 |4.71 | 598 | 6.43 | 5.67 | 6.02 | 6.01 | 5.56
2B
PRKCA | 7.48 | 7.58 | 7.33 |4.88 |5.84 |6.08 | 749 |7.45|7.63 |7.38|7.11|7.26
PRKCB [0.7 |0.43 |0 262 |23 |234 1195/|0.99 |1.06|0.73 | 0.92 | 0.52
PTGDR2 | 2.29 | 2.02 | 147 |3.1 |23 |293 |095|158|164|1.73|251 3.1
PTGER1 | 1.29 | 0.43 |047 |03 |2.71 |134 |0 0 1.06 |0.73 |0 0.52
PTGER2 | 8.06 | 795 | 585 |8.26 | 853 |76 |861|8.73|835|8.1 |875]8.72
PTGER3 | 1.29 | 2.75 |0 2.88 [ 4.17 |2.76 |1.54 | 258 |1.06 |0.73 |0 2.84
PTGER4 | 597 | 5.64 | 562 | 579 | 588 |6.34 | 528 |7.01 |6.76 |6.3 |4.44 |5.84




PTGFR 11.1 | 11.0 | 104 | 114 | 111 |10.5 | 11.2 | 10.0 | 11.0 | 11.3 | 11.6 | 10.6
2 9 3 9 7 6 2 2 8 1 2 9
PTGIR 3.51 | 3.24 |3.28 |33 |48 |393 |3.12 358 (352|426 324 |4.1
PTGS1 251 | 343 |2.06 |1.88 |23 |4.08 |3.41|258(3.233.19 192 |21
PTGS2 6.15 | 6.24 | 7.71 | 12.7 | 12.8 | 13.2 | 6.46 | 5.12 | 6.15 | 7.86 | 8.44 | 8.39
4 7
PTK2 10.1 | 10.1 | 9.58 | 9.82 | 10.4 |9.67 | 10.2 | 10.5 | 10.1 | 10.1 | 10.3 | 10.6
9 6 2 3 3 8 6 3 7
RAC1 114 {114 | 109 | 109 | 116 |10.6 | 11.1 |11.3 |11.0|11.2 |11.4 | 113
9 3 6 1 1 8 4 5 4 7 2 5
RAF1 9.57 | 9.52 {9.15 |9.83 |10.1 |95 |94 |951]95 |955|95 |9.61
9
RAPGEF | 763 | 7.37 | 7.19 | 7.87 | 8.03 |7.46 |7.45 |7.55|7.43 755 |7.72|7.76
2
RELA 8.27 | 8.28 | 791 | 9.27 | 10.1 | 859 | 8.24 | 8.23 | 8.19 | 8.27 | 85 | 8.58
6
RELB 69 |6.74 16.75 (9.2 |9.64 | 853 598 |6.14 |6.23 |6.72 |6.83 |7.12
RHOA 104 |10.3 | 10.2 | 10.2 | 10.5 | 10.1 | 10.4 | 10.2 | 10.4 | 10.3 | 10.2 | 10.3
6 6 4 4 2 3 4 6 8 1
RIPK1 8.62 | 847 | 8 9.27 | 10.2 | 8.78 | 8.64 | 8.75 | 8.61 | 8.99 | 9.02 | 9.41
RIPK2 7.68 | 7.83 | 731 |9.99 | 11.0 |9.63 | 757 |7.49 |74 |798|814 |85
1
ROCK2 |10.3 |10.3 |99 |9.73 |10.2 |9.21 |10.3 |10.3 |10.3 |10.3 |10.4|10.3
3 4 7 6 6 1 8
RPS6KA | 6.06 | 6.56 | 4.72 | 5.76 | 6.94 | 4.56 | 6.63 | 6.5 |5.76 | 5.69 | 6.65 | 6.32
5
SHC1 11.1 | 11.1 | 104 | 11.1 | 115 103 |11.1)11.2 111|111 |11.1|113
9 7 1 7 6 8 4 7 6 4 9
SMAD7 |8.01 |8.08 |7.72 | 883 |9.74 | 8.71 | 8.27 | 8.09 | 8.26 | 8.12 | 8.36 | 8.48
STAT1 10.7 | 10.7 | 10.6 | 13.4 | 14.4 | 13.0 | 10.6 | 10.7 | 10.9 | 12.8 | 125 | 13.4
5 4 7 7 3 1 9 6 1 2 3 7




STAT2 115 | 115 | 104 | 125 | 135 | 120 |11.3 | 11.3 | 11.3 |12.3 |12.2 | 126
5 4 9 4 1 3 2 1 7 8 2
STAT3 109 | 109 | 10.5 | 109 | 115 |9.77 |11.0| 109 (11.2 1113 |11.1 | 113
7 8 1 1 9 1 7 7 7 7 5
TBXA2R | 1.7 2751179 | 3.3 271 | 234 | 2.76 | 3.45|2.38 |2.32 | 151 | 3.84
TCF4 9.68 |9.6 |9.41 (953|105 |9.05 |9.32|9.26 | 9.99 | 10.0 | 9.54 | 9.75
2 4
TGFB1 10.1 | 9.92 | 9.07 | 9.68 | 10.3 | 8.85 | 9.93 | 9.97 | 9.89 |9.87 | 9.91 | 10.2
2 1 7
TGFB2 8.62 | 841|851 (749 |7.41 697 | 789|794 |8.51 |848 | 825 |7.52
TGFB3 8.13 | 8.15 | 6.01 | 6.49 |6.71 | 548 |8.17|7.65|7.34|7.33 |8.17 | 7.28
TGFBR1 (842 (834 |7.71 | 7.7 743 | 7.86 | 8.28 | 7.86 | 7.78 | 7.88 | 8.45 | 7.59
TLR1 585|556 | 554 {634 |53 |543 531|469 581 |6 59 (491
TLR2 566 | 6.05 | 535|999 |9.95 |9.69 | 557|458 |6.27 | 7.22 | 6.7 |7.12
TLR3 7.08 | 719 |7.03 {9.29 |11.0 |899 | 745 |7.64 |7.65|893 | 85 |9.75
1
TLR4 499 (434 (496 | 3.1 (462 451 (42 |4.74 555|529 |4.31]|5.16
TLR5 3.7 |389 |4 33 |3.71 | 256 |3.28 |4.24 | 4.45 | 4.64 |3.73 | 4.42
TLR6 4,16 |(4.89 (447 |3.88 (43 |3.56 |4.66 545|519 |4.86|3.24 |5.22
TLR7 1.29 {043 | 2.64 |33 441 | 1.76 | 095|199 |2.06 |2.73 | 2.24 | 1.52
TLR8 1.29 {043 | 147 (3.1 |33 |2.76 |2.28 199 287|173 |273 |1.52
TLRY 251 | 143 | 047 | 33 271 | 2.08 | 195|158 |1.06 | 2.06 | 2.24 | 2.1
TNF 1.29 {043 | 106 |2.62 |3.52 |134 |0 0 1.06 | 0.73 | 1.51 | 2.52
TNFAIP | 6.77 | 7.02 | 758 | 11.8 |12.1 | 113 |6.43|7.17 |68 |7.76 | 8.22 | 8.58
3 3 6 6
TNFSF1 | 0.7 143 | 1.06 |2.62 |{3.04 |2.76 |195 |0 2381320 2.52
4
TOLLIP |9.18 | 9.19 | 8.75 | 8.75 | 9.21 | 8.15 | 9.12 | 9.25 | 9.29 | 9.32 | 9.18 | 9.46
TRADD |5.35 |4.75 |4.56 | 638 |7.31 582 |6.06|594|5.27|5.76 | 5.28 | 6.16
TRAF2 6.29 | 6.34 | 586 | 7.1 799 | 6.66 | 6.54 | 6.6 |6.45|6.59 | 6.51 | 6.87
TREM2 |0 0.43 1047 |23 3.88 |3.56 |1.54 | 1.58 | 0.06 | 2.06 | 0.92 | 2.1




TSLP 6.47 | 6.36 | 6.38 | 9.04 | 884 | 826 581|738 |61 |68 |745|8.33
TWIST2 |81 |81 |7.07 |9.07 | 866|751 |821|8.13|792  8.47 |8.66 |8.59
TYROBP [ 0.7 |0.43 |1.79 |13 |0.71 |0.76 | 1.54 | 0.99 | 2.38 | 2.06 | 1.51 | 0.52
CLTC 11.0 | 11.0 | 10.7 | 10.6 | 10.8 | 10.3 | 11.0 | 11.3 |11.1 |11.0 |11.0 |11.2
8 1 1 1 8 3 2 2 9 5 3 2
GAPDH | 14.8 | 14.7 | 149 | 146 | 145 | 151 | 145 |14.6 | 145 | 14.6 | 145 | 14.7
4 2 4 9 4 5 3 1 3
GUSB 7.86 | 8.02 | 699 | 755|778 |6.79 | 782 |76 |74 |7.69|7.97 756
HPRT1 |8.58 | 8.64 | 8.77 | 8.35 | 8.23 | 837 | 8.78 | 855 | 8.71 | 8.67 | 8.73 | 8.52
PGK1 119 | 11.8 127 | 12.6 | 12.1 {134 |11.8 | 119 |12.2 |12.1 | 11.8 | 12.0
1 5 3 1 9 3 1 1 1 6 1 1
TUBB 12.6 | 12,5 | 12.7 | 13.0 | 13.1 | 12.7 | 129|128 | 12.7 | 12.6 | 12.7 | 12.7
6 6 4 9 6 1 7 8
NEG_A | O 158 | 2 0 1 1 2 1 1 281 |1 1.58
NEG_B |1 2 1 158 | 232 |332 |1 0 1 158 |1 0
NEG_C [232 |0 2 3 0 1 2.58 | 2 2 317 | 158 |1
NEG_D |2 1 2 158 |0 1.58 | 2 2 1 1 2 1
NEG_E |2.58 | 232 |2 1 2 232 1281 |2 2 2 1.58 | 2
NEG_F |2.81 |2.58 |2.58 | 1.58 |2 2 2 1.58 | 0 1.58 | 2 1
NEG_G | O 0 158 |1 0 1.58 | 2 1 158 |0 2 1
NEG_H [158 |1 1 0 158 |1 2.58 | 2 2 1 0 0
POS_A |15.6 | 14.8 | 15.2 | 14.8 | 15.1 | 15.0 | 15.2 | 15.1 | 15.0 | 15.5 | 15.3 | 15
1 8 7 9 2 3 8 4 2
POS_B |13.3 | 125 |13.1 |12.8 | 129 | 129 |13.1 129|129 133 |13.1 | 127
8 9 2 3 1 2 8 3 7 8
POS_C |12.0|11.2 |116 |11.2 | 114|114 |116 115|115 119 |11.7|113
1 1 9 9 1 5 7 7 5 6 8
POS_D |9.83 |9.06 |95 |9.12 |9.29 |9.31 |95 |9.36|9.38|9.74 | 9.59 | 9.09
POS_E 7.77 | 694 | 767 |7.13 |7.25 |7.27 | 752 |75 |7.42 |7.57 |7.45 |7.27
POS_F 581|532 539|439 (552 |47 |529 529|564 |586|552|4.95




Table S3. List of upregulated genes based on adjusted P value on WT and TAK1-KO cells
treated with IL-1

WT IL-1 KO IL-1B

Gene name | Log2 Adjusted P | Gene Log2 Adjusted P
change value name change value

IL8 15.38 0.99232 IL8 11 0.71038

TNFAIP3 4.66 0.26389 CXCL1 10.23 0.68180

CXCL6 12.08 0.31767 OAS2 5.61 0.96867

PLA2G4A 3.37 0.31403 CXCL6 8.29 0.70850

CXCL1 14.42 0.57524 IFl44 4.05 0.25877

CXCL5 7.99 0.62398 CXCL2 5.47 0.62877

IL1B 7.52 0.94249 MX1 6.55 0.92409

CCL20 12.14 0.33368 MX2 5.72 0.96362

TLR2 4.19 0.44544

OAS2 6.59 0.50047

CSF3 8.25 0.03063

NOD2 6.1 0.67769

CXCL2 9.62 0.52820

IL23A 6.97 0.30641

MX1 7.4 0.95689

MAP2K1 1.11 0.03408

OASL 8.05 0.17733

IRF7 4.36 0.71755

ILIRN 7.45 0.12335

CSF2 7.07 0.17118

IL6 9.43 0.06578

IL11 8.5 0.93572

IFl44 4.22 0.60764

PRKCB 2.04 0.14217

MX2 7.77 0.05012

CXCL3 12.02 0.21715




C1QA 3.22 0.09298
IFIT1 6.53 0.15728
MAFF 1.23 0.11469
CCL2 4 0.03094
IL1A 5.45 0.01077
CFB 4.6 0.67201
PTGS2 6.24 0.39072
C3 3.71 0.53666
TNFSF14 1.74 0.37886
CCR4 2.08 0.22216
CCR3 -2.73 0.15813




