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Figure S1: A detail of the gene expression heatmap showing a significant overlap among the
expression profiles of hEDS and HSD samples (in red and purple, respectively) compared to
control ones (in green). The HCA graph of the 952 DEGs identified in hEDS/HSD vs control
(with downregulated genes in blue and upregulated ones in red) was performed by using the
Transcriptome Analysis Console 4.0 and applying an ANOVA test with a fold-change
threshold of +1.5 and an FDR-adjusted p-value < 0.01.
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G0:0045944~positive regulation of transcription from RNA polymerase |l promoter
GO0:0006468~protein phosphorylation

G0:0016477~cell migration

G0:0007229~integrin-mediated signaling pathway

GO:0000122~negative regulation of transcription from RNA polymerase Il promoter
G0:0007049~cell cycle

G0:0035264 multicellular organism growth

GO 21~palate devel

G0:0030501~positive regulation of bone mineralization

G0:0030509~BMP signaling pathway
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GO:0070098~chemokine-mediated signaling pathway
G0:0030593~neutrophil chemotaxis
GO0:0006954~inflammatory response

G0:0061844~antimicrobial humoral immune response mediated by...
GO0:0071222~cellular response to lipopolysaccharide
GO0:0006342~chromatin silencing
G0:0006935~chemotaxis
G0:0006955~immune response

G0:0071347~cellular response to interleukin-1

GO0:0071356~cellular response to tumor necrosis factor

Figure S2: Top 10 down-and upregulated GO “Biological Process” categories derived from
the 826 downregulated and the 126 upregulated DEGs identified in hEDS/HSD vs control.



Top 10 downregulated Molecular Function -log10(p-value)
0 1 2 3 4 5 6

G0:0003779~actin binding
GO:0005524~ATP binding
G0:0004674~protein serinefthreonine kinase activity I
GO0:0005515~protein binding I
GO0:0004672~protein kinase activity I
G0:0033038~bitter taste receptor activity I
G0:0051015~actin filament binding I
G0:0045296~cadherin binding I
GO:0005178~integrin binding I
G0:0002039~p53 binding
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G0:0008009~chemokine activity
G0:0030527~structural constituent of chromatin
G0:0045236~CXCR chemokine receptor binding
G0:0046982~protein heterodimerization activity
G0:0008201~heparin binding

G0:0048020~CCR chemokine receptor binding
G0:0003677~DNA binding

G0:0005515~protein binding
G0:0001968~fibronectin binding

G0:0005198~structural molecule activity

Figure S3: Top 10 down-and upregulated GO “Molecuar Function” categories derived from
the 826 downregulated and the 126 upregulated DEGs identified in hREDS/HSD vs control.



Top 10 downregulated Cellular Component categories -log10(p-value)
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G0:0005737~cytoplasm
GO0:0005856~cytoskeleton
G0:0005829~cytosol
G0:0005794~Golgi apparatus
G0:0005925~focal adhesion
G0:0005912~adherens junction
G0:0005634~nucleus
G0:0042995~cell projection
G0:0005654~nucleoplasm
G0:0016607~nuclear speck

Top 10 upregulated Cellular Component
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G0:0000786~nucleosome

G0:0005576~extracellular region
G0:0005615~extracellular space
G0:0070062~extracellular exosome
G0:1904724~tertiary granule lumen
G0:0043025~neuronal cell body

G0:0005887~integral component of plasma membrane
G0:0005788~endoplasmic reticulum lumen
G0:1904813~ficolin-1-rich granule lumen
G0:0031012~extracellular matrix

Figure S4: Top 10 down-and upregulated GO “Cellular Component” categories derived from
the 826 downregulated and the 126 upregulated DEGs identified in hEDS/HSD vs control.
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Figure S5. qPCR validation of RNA-seq data. The relative mRNA expression levels of a
selection of 10 up- (A) and 10 downregulated (B) DEGs were assessed with the 2-2A® method
normalized with the geometric mean of different reference genes (HPRT, GAPDH, ATP5B,
RPLPO, CYC1). Bars report average values of triplicates and represent the mean ratio of target
gene expression from pooled RNA samples of all control, hEDS and HSD cells strains used in
the RNA-seq, including the biological replicates (control n=80, hEDS n=40, HSD n=40).
Statistical data expressed as mean + SEM were obtained with GraphPad Prism 8.0 by applying
a one-way ANOVA statistical test with multiple comparisons. Only Benjamini-Hochberg
FDR-adjusted p-value <0.01 were considered. #: significant p-values in control vs hEDS, e:
significant p-values control vs HSD, ns: not significant.



