Supplementary Figure 1 (relative to Figure 3)
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Suppl. Figure 1. Gating strategy as applied forimmune and fibroblast cell populations described in Fig. 3A. (a) Non debris, singlets, live, CD45+ CD11b— NK1.1+
(NK cells), CD45+, CD11b+, NK1.1-, CD11c-, Ly-6G+ (Neutrophils, NEU), CD45+, CD11b+, NK1.1-, CD11c-, Ly-6C high and low monocytes (Mo) and CD45+, CD11b+,
NK1.1-, CD11c-, SSC high cells (Eosinophils, EOS); (b) Non debris, singlets, live, lineage- (CD45-, CD31-, Ter119-), Pdpn+/Thy1.2- (CD90.2) fibroblasts (LSFs) and
Pdpn+/Thy1.2+ (CD90.2) fibroblasts (SLSFs).



Supplementary Figure 2 (relative to Figure 4)
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d IkB phosphorylation and degradation pattern
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Suppl. Figure 2. (related to Figure 4 and 5) Quantitation of immunoblots. (a) Data generated from blots of Fig. 4a. Quantitation of pERK1/2 and pIKK were relative to
total ERK1/1 and IKK2 respectively. Relative levels of pJNK1/2 were quantified to tubulin levels due to bleaching effect in all membranes tested. (b) Data generated
from blots of Fig. 4b. Quantitation of plkBa and IkBa were calculated to tubulin levels. (c) Data generated from blots of Fig. 4d. Quantitation of pERK1/2 and plkk1/2
were relative to total ERK1/1 and IKK2 respectively. Relative levels of pJNK1/2 were quantified to tubulin levels. In all cases (a), (b) and (c) we set as reference quantity

1 the quantity of Cyld”’ Omin sample. (d) Relative levels of plkBa and IkBa relative to time point Omin for each genotype. (e) Detection of Takl ubiquitination by

immunoassay of Cyld”"and Cyld"4%4° SFs stimulated with TNF (0-30min), followed by immunoprecipitation of lysates with anti-Tab1 and immunoblot analysis
with anti-Ub, and then re-probing with anti-Tak1.



Supplementary Figure 3
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Suppl. Figure 3. Jnk2 does not critically regulate the arthritic phenotype of hTNFTg mouse. Histological evaluation of hTNFTg Jnk2*- and hTNFTg Jnk27 mice with
H/E and toluidine blue staining (n=5-6) at the age of 8 weeks; Scale bar: 500 um. Data are presented as the mean + SEM by two-tailed Student’s t-test.



Supplementary Figure 4

Synovitis
4

hTNFTg MikI*

EErTy
Hokokk

il

©

Histology Score
- Y

ok
A
If?f?fl v

Cartilage Destruction

4q

*k

%
ok
AA

il

Bone Erosion

hTNFTg Mkl

Histology Score
b s

-

b

*

3 hTNFTg MK+
I hTNFTg MIKH-
[ hTNFTg MIkI*/* Ikk2V-%0
[ hTNFTg Miki- Ikk2v-ko

d

hTNFTg Miki*/* Ikk2//f
Histology Score

-

*kk
EEEd
AA

hTNFTg Mkl lkk2"-0

Suppl. Figure 4. MIkl is necessary to prevent residual disease in hTNFTg Ikk2"-%° mice. Histological evaluation of hTNFTg Mikl*-, hTNFTg Mikt,
hTNFTg Mkl [kk2Y%° and hTNFTg Mikl”- 1kk2¥*° with H/E and toluidine blue staining (n=6-12) at the age of 10 weeks; Scale bar: 500 um. Data are
presented as the mean + SEM *P < 0.05 and ****P<0.0001 by one-way ANOVA (Bonferroni correction).



	Suppl Figure 1
	Suppl2
	Suppl3
	Suppl4

