
 
 
 
Supplementary Fig. S1 A-B Gene ontology (GO) terms (expressed as -LOG10(p-value)) with the highest significance 
are shown.  GO analysis of transcripts enriched in significantly downregulated (A) and upregulated (B) genes in KO 
MEFs compared to WT.  
  

FIG S1

0 2 4 6 8

positive regulation of response to cytokine stimulus (GO:0060760)
cellular response to tumor necrosis factor (GO:0071356)

kidney development (GO:0001822)
negative regulation of embryonic development (GO:0045992)

positive regulation of signal transduction (GO:0009967)
regulation of cell migration (GO:0030334)
collagen fibril organization (GO:0030199)
chondrocyte differentiation (GO:0002062)

negative regulation of cell differentiation (GO:0045596)
extracellular matrix organization (GO:0030198)

chloride ion binding (GO:0031404)
spectrin binding (GO:0030507)

actin filament binding (GO:0051015)
pyrophosphatase activity (GO:0016462)

actin monomer binding (GO:0003785)
vascular endothelial growth factor receptor 2 binding (GO:0043184)

collagen binding (GO:0005518)
platelet-derived growth factor binding (GO:0048407)

actin binding (GO:0003779)
mitogen-activated protein kinase binding (GO:0051019)

junctional sarcoplasmic reticulum membrane (GO:0014701)
actomyosin (GO:0042641)
sarcoplasm (GO:0016528)

platelet dense granule (GO:0042827)
contractile actin filament bundle (GO:0097517)

stress fiber (GO:0001725)
actin cytoskeleton (GO:0015629)

endoplasmic reticulum lumen (GO:0005788)
focal adhesion (GO:0005925)

intercalated disc (GO:0014704)

-LOG10(p-value)

Cellular Component

Molecular Function

Biological Process

Cellular Component

Molecular Function

Biological Process

0 1 2 3 4 5

phospholipid biosynthetic process (GO:0008654)
intraciliary transport involved in cilium assembly (GO:0035735)

cellular response to laminar fluid shear stress (GO:0071499)
phosphatidylethanolamine biosynthetic process (GO:0006646)

regulation of alcohol biosynthetic process (GO:1902930)
positive regulation of transcription from RNA polymerase II promoter in response to stress (GO:0036003)

positive regulation of transcription from RNA polymerase II promoter in response to endoplasmic reticulum stress (GO:1990440)
sterol biosynthetic process (GO:0016126)

secondary alcohol biosynthetic process (GO:1902653)
cholesterol biosynthetic process (GO:0006695)

MAP kinase tyrosine/serine/threonine phosphatase activity (GO:0017017)
cation:sugar symporter activity (GO:0005402)
protein kinase inhibitor activity (GO:0004860)

phosphatidic acid binding (GO:0070300)
transcription factor activity, RNA polymerase II core promoter proximal region sequence-specific binding (GO:0000982)

transcriptional activator activity, RNA polymerase II core promoter proximal region sequence-specific binding (GO:0001077)
endopeptidase regulator activity (GO:0061135)

retinoid X receptor binding (GO:0046965)
MAP kinase phosphatase activity (GO:0033549)

peptidase inhibitor activity (GO:0030414)

anchored component of plasma membrane (GO:0046658)

-LOG10(p-value)

A

B



 
 
Supplementary Fig. S2 A N-J multialignment of Danio rerio TG2 paralogous proteins were compared and analyzed 
with murine and human TG2. Rooted phylogenetic cladogram is shown. Zebrafish zTg2b is the protein more similar to 
the human orthologous. B Knockdown of the zTg2b was performed by injecting three increasing dosages of morpholinos 
(0.05, 0.1 and 0.2 pmol). Pigmentation of embryos was analyzed by bright field microscopy. Graphs report the whole 
number of melanophores for each embryo (right panel) and the quantification of black pixels in the pictures (DLU, left 
panel) (means ± SEM, ***=p<0.001). Bars: 1mm. 
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Supplementary Fig. S3 A Representative western blot and densitometric analysis of Wnt5a and Wnt10b in WT and KO 
MEFs. GAPDH was used as loading control (n =3; means ± SEM; *p<0.05; **p<0.01).  B Wnt10b and LEF1 mRNA 
levels, quantified by qPCR, in WT, HSF1+/– and HSF1–/– MEFs. (n =3; means ± SEM; **p<0.01). 
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Supplementary Fig. S4 A List of the transcriptional factors identified in the TG2 interactome and characterization of the 
ones involved in the Wnt signaling. The protein complex containing TG2 and its interacting partners was obtained after 
immunoprecipitation of nuclear TG2 in WT MEFs, separation by HPLC and identification by mass spectrometry. B 
Knockdown of the zTg2b was performed in Tg(gfap:eGFP)mi2001, Tg(Kdrl:mCherry)uto2, Tg(Gata1:DsRed)sd2 and 
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Involvement in the WNT pathway 

A6H6D1 Dapper homolog 1 Dact1 Regulates b-catenin activity 
(Yuan et al., 2012) 

Q91ZS8 Double-stranded RNA-specific editase 1 Adarb1 Loss of Adarb1 induces altered 
expression in WNT targets  

(Qiu et al., 2013) 
D3YYL1 B-cell CLL/lymphoma 7 protein family member B Bcl7b Negatively regulates the Wnt-

signaling pathway  
(Uehara et al., 2015) 

Q9JIX0 Transcription and mRNA export factor ENY2 Eny2 Inhibits WNT pathway  
(Nardi et al., 2018) 

H3BJR8 Forkhead box protein P1 Foxp1 Inhibits/potentiates WNT and 
autophagy 

(Wang et al., 2019) 
B1AQR8 Galectin Lgals9 Involved in the WNT pathway 

(Salim et al., 2015) 

A2ASR6 Polycomb complex protein BMI-1 Bmi1 Promotes cell proliferation 
and WNT/β-catenin signaling 

(Yu et al., 2018) 
O35730 E3 ubiquitin-protein ligase RING1 Ring1 Activates the WNT pathway 

(Zhu et al., 2019) 

A0A0G2JG60 SWI/SNF-related matrix-associated actin-dependent 
regulator of chromatin subfamily D member 3 

Smarcd3 Induces the WNT5a 
(Jordan et al., 2013) 

Q6P8X6 Putative ubiquitin carboxyl-terminal hydrolase 50 Usp50  

Q569U6 Transcription factor jun-B Junb  

F8WGQ9 BTB/POZ domain-containing adapter for CUL3-
mediated RhoA degradation protein 3 

Kctd10  

Q9D8M4 60S ribosomal protein L7-like 1 Rpl7l1  

H3BJB6 T-complex protein 1 subunit theta Cct8  

Q8BMA8 Elongation factor 2 Eef2  

Q8CBY8 Dynactin subunit 4 Dctn4  
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compared to the control. The images are representative of different embryos. GFP epifluorescence quantification was 
reported in the graphs on the right. Dots represent treated embryos (means ± SEM; ∗=p < 0.05). Bars: 1 mm. 
 


