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Wound healing assay
HaCaT cells were transiently transfected with miR-204 antagomir, miR-204 mimic or with the corresponding hairpin inhibitor or precursor negative controls (50 nM each) with DHARMAFECT 4. Twenty four hours later, cells were incubated with 10 μg/ml Mitomycin C (Sigma, St. Louis, MO, USA) for 1 h and confluent monolayers were scratched with a plastic pipette tip. Healing was measured at 0 and 24 hours by using Image J software and expressed as a percentage of the area of the scratch remaining unfilled.
Cell cycle analysis
For in vitro BrdU labeling, HaCaT cells were transiently transfected as for wound healing assays, and 24 hours later were pulsed labeled with BrdU for 45 minutes. Then cells were fixed, permeabilized and intracellularly stained with anti-BrdU-FITC using the BrdU Flow Kit (BD Biosciences) and DAPI to gauge the amount of DNA per cell.



	Gender
	Age
	Histology
	Diameter (cm)
	Immunosupression
	Anatomical area
	Differentiation / KIN

	M
	71
	cSCC
	1.8
	No
	UK
	Moderately

	M
	69
	cSCC
	2.1
	No
	Forehead
	Well

	M
	58
	cSCC
	8.5
	No
	Leg
	Well

	M
	99
	cSCC
	1.4
	No
	Forearm
	Moderately

	M
	73
	cSCC
	2.2
	No
	Scalp
	Moderately

	M
	68
	cSCC
	0.6
	No
	Temple
	Moderately

	M
	88
	cSCC
	3.0
	No
	Malar
	Moderately

	M
	58
	cSCC
	1.3
	No
	Preauricular
	Moderately

	F
	82
	cSCC
	1.8
	No
	Nose
	Moderately

	M
	81
	cSCC
	1.6
	No
	Scalp
	Moderately

	M
	84
	cSCC
	2.0
	No
	Scalp
	Moderately

	M
	82
	cSCC
	2.0
	No
	Forehead
	Moderately

	M
	92
	cSCC
	1.0
	No
	Temple
	Moderately

	M
	81
	cSCC
	2.0
	Yes *
	Forehead
	Moderately

	M
	81
	cSCC
	1.5
	No
	Scalp
	Moderately

	M
	95
	cSCC
	6.0
	No
	Ear
	Moderately

	M
	93
	cSCC
	3.0
	Yes **
	Arm
	Moderately

	M
	79
	cSCC
	2.0
	No
	Scalp
	Moderately

	M
	85
	cSCC
	1.3
	No
	Malar
	Moderately

	M
	94
	cSCC
	1.8
	No
	Scalp
	Moderately

	F
	83
	AK
	UK
	No
	Malar
	III

	M
	79
	AK
	UK
	No
	Forehead
	III

	M
	58
	AK
	UK
	Yes ***
	Temple
	III

	F
	88
	AK
	UK
	No
	Mandibular area
	III

	M
	70
	AK
	UK
	No
	Forehead
	III

	
	96
	CSE
	NR
	No
	Scalp
	NR

	
	90
	CSE
	NR
	No
	Malar
	NR

	
	82
	CSE
	NR
	No
	Leg
	NR

	
	53
	CSE
	NR
	No
	Eyelid
	NR

	
	78
	CSE
	NR
	No
	Malar
	NR




Supplementary Figure S1. Clinicopathological data. cSCC, Cutaneous invasive squamous cell carcinoma; AK, Actinic keratosis; CSE, Chronically sun-exposed skin. *Methotrexate and Prednisone for Rheumatoid arthritis; **Chronic Lymphatic Leukemia; *** Renal organ recipient. UK, Unknown; NR, Non relevant.
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Supplementary Figure S2. Primary heat map of genes differentially expressed in HaCaT cells infected with anti-miR-204 cells. In red, sequences validated by qRT-PCR.
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Supplementary Figure S3. A. MiR-204 regulation of PTPN11 mRNA levels in HaCaT cells transiently transfected with miR-204 antagomir or mimic along with their controls. Mean ± SD of three replicate samples from two representative experiments. B. BrdU incorporation during S phase into HaCaT cells transfected with miR-204 antagomir or mimic along with their corresponding controls. C. MiR-204 mimic induces HaCaT cell migration, determined by scratch assays. Graph shows data (mean ± SD) from two wound healing assays performed in triplicate.
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Symbol

Description

0.91 0.82 -0.91 -0.8C1QBP complement component 1, q subcomponent binding protein

0.94 0.78 -0.81 -0.9ATXN7L3B ataxin 7-like 3B

0.87 0.84 -0.69 -1GBP3 guanylate binding protein 3

0.93 0.79 -0.99 -0.7PSMD10 proteasome (prosome, macropain) 26S subunit, non-ATPase, 10

0.99 0.73 -0.75 -1TMEM19 transmembrane protein 19

0.81 0.92 -0.83 -0.9KCTD12 potassium channel tetramerisation domain containing 12

0.89 0.84 -0.87 -0.9ZBTB41 zinc finger and BTB domain containing 41

0.72 0.93 -1.17 -0.5HSDL1 hydroxysteroid dehydrogenase like 1

1.46 -0.15 -0.61 -0.7CXCL10 chemokine (C-X-C motif) ligand 10

1.39 0.07 -0.67 -0.8XAF1 XIAP associated factor 1

0.73 0.99 -0.8 -0.9PTAR1 protein prenyltransferase alpha subunit repeat containing 1

0.78 0.95 -0.77 -1HOXA7 homeobox A7

0.98 0.73 -0.99 -0.7MBOAT2 membrane bound O-acyltransferase domain containing 2

0.9 0.8 -0.61 -1.1TDG thymine-DNA glycosylase

0.82 0.91 -0.76 -1RDH10 retinol dehydrogenase 10 (all-trans)

0.42 1.18 -1.07 -0.5TRAJ36 T cell receptor alpha joining 36

1.22 0.42 -0.84 -0.8ANKRD20A12Pankyrin repeat domain 20 family, member A12, pseudogene

0.85 0.88 -0.74 -1EIF3C eukaryotic translation initiation factor 3, subunit C

0.83 0.88 -0.71 -1EIF3CL eukaryotic translation initiation factor 3, subunit C-like

1.07 0.61 -1 -0.7MAP3K2 mitogen-activated protein kinase kinase kinase 2

0.42 1.21 -0.7 -0.9PPAPDC2 phosphatidic acid phosphatase type 2 domain containing 2

0.95 0.78 -0.95 -0.8MGAT5 mannosyl (alpha-1,6-)-glycoprotein beta-1,6-N-acetyl-glucosaminyltransferase

0.99 0.73 -0.86 -0.9PTPN11 protein tyrosine phosphatase, non-receptor type 11

0.41 1.22 -0.75 -0.9GSTM2 glutathione S-transferase mu 2 (muscle)

0.9 0.83 -0.83 -0.9ELAC1 elaC homolog 1 (E. coli)

0.96 0.71 -1.15 -0.5CFL2 cofilin 2 (muscle)

0.86 0.85 -1.04 -0.7MFAP3 microfibrillar-associated protein 3

0.14 1.31 -0.38 -1.1OR4S2 olfactory receptor, family 4, subfamily S, member 2

1.3 0.26 -0.69 -0.9KRTAP5-8 keratin associated protein 5-8

0.78 0.93 -1.05 -0.7IGKV3D-11 immunoglobulin kappa variable 3D-11

0.87 0.86 -0.83 -0.9RNF34 ring finger protein 34, E3 ubiquitin protein ligase

1.05 0.65 -0.72 -1CANT1 calcium activated nucleotidase 1

0.91 0.81 -0.94 -0.8MRPL15 mitochondrial ribosomal protein L15

1.26 0.34 -0.66 -0.9PCDHB12 protocadherin beta 12

0.16 1.27 -1.13 -0.3MT1H metallothionein 1H

0.62 1.08 -0.89 -0.8FAM171B family with sequence similarity 171, member B

1.11 0.55 -1.02 -0.7FAM217B family with sequence similarity 217, member B

0.99 0.71 -0.64 -1.1PDP2 pyruvate dehyrogenase phosphatase catalytic subunit 2

0.85 0.86 -0.64 -1.1DHCR24 24-dehydrocholesterol reductase

1.06 0.64 -0.92 -0.8ZNF192 zinc finger protein 192

0.52 1.14 -0.99 -0.7CYP2C8 cytochrome P450, family 2, subfamily C, polypeptide 8

0.72 0.72 -1.4 -0TRBJ2-2 T cell receptor beta joining 2-2

0.95 0.78 -0.95 -0.8FCGR2B Fc fragment of IgG, low affinity IIb, receptor (CD32)

1.18 0.42 -1.06 -0.5ANKRD46 ankyrin repeat domain 46

0.6 1.08 -1.03 -0.6POTED POTE ankyrin domain family, member D

-0.1 1.42 -0.44 -0.9OR2J2 olfactory receptor, family 2, subfamily J, member 2

0.85 0.87 -0.74 -1KIAA0240 KIAA0240

0.98 0.63 -0.4 -1.2LTB4R2 leukotriene B4 receptor 2

0.86 0.87 -0.92 -0.8TRMT6 tRNA methyltransferase 6 homolog (S. cerevisiae)

0.5 1.02 -1.29 -0.2OR7A2P olfactory receptor, family 7, subfamily A, member 2 pseudogene

1.11 0.58 -0.87 -0.8OR2V2 olfactory receptor, family 2, subfamily V, member 2

0.82 0.89 -0.67 -1TXLNG taxilin gamma

1.09 0.5 -0.4 -1.2PRAMEF14 PRAME family member 14

0.91 0.82 -0.95 -0.8ERLIN1 ER lipid raft associated 1

0.6 1.05 -1.13 -0.5CPSF4 cleavage and polyadenylation specific factor 4, 30kDa

1.02 0.53 -0.28 -1.3TOMM6 translocase of outer mitochondrial membrane 6 homolog (yeast)

0.98 0.75 -0.85 -0.9CCL3 chemokine (C-C motif) ligand 3

0.84 0.89 -0.91 -0.8CBL Cbl proto-oncogene, E3 ubiquitin protein ligase

0.94 0.64 -0.3 -1.3HIST1H1D histone cluster 1, H1d

0.77 0.92 -1.11 -0.6SKOR1 SKI family transcriptional corepressor 1

0.8 0.9 -1.05 -0.7PLEKHA8P1pleckstrin homology domain containing, family A member 8 pseudogene 1

0.66 1.05 -0.94 -0.8RNH1 ribonuclease/angiogenin inhibitor 1

0.8 0.93 -0.84 -0.9C16orf57 chromosome 16 open reading frame 57

1.13 0.36 -1.23 -0.3MMP13 matrix metallopeptidase 13 (collagenase 3)

0.82 0.53 -1.43 0.07TRAJ1 T cell receptor alpha joining 1 (non-functional)

1.15 0.48 -1.05 -0.6OR1N1 olfactory receptor, family 1, subfamily N, member 1

0.64 1.07 -0.9 -0.8CRABP1 cellular retinoic acid binding protein 1

0.78 0.94 -0.94 -0.8GTF2F1 general transcription factor IIF, polypeptide 1, 74kDa

0.59 1.09 -0.95 -0.7FAM117B family with sequence similarity 117, member B

0.87 0.83 -1.06 -0.6STAC SH3 and cysteine rich domain

0.79 0.93 -0.98 -0.7PTPN9 protein tyrosine phosphatase, non-receptor type 9

0.42 1.2 -1 -0.6SRGAP1 SLIT-ROBO Rho GTPase activating protein 1

0.8 0.74 -0.2 -1.3SHFM1 split hand/foot malformation (ectrodactyly) type 1

0.96 0.76 -0.84 -0.9FGF2 fibroblast growth factor 2 (basic)

0.83 0.9 -0.94 -0.8PPARA peroxisome proliferator-activated receptor alpha

1.43 -0.07 -0.77 -0.6HERC6 HECT and RLD domain containing E3 ubiquitin protein ligase family member 6

0.2 1.18 -1.24 -0.1CLEC3A C-type lectin domain family 3, member A

0.76 0.94 -1.07 -0.6NIPAL4 NIPA-like domain containing 4

0.87 0.78 -1.2 -0.5CHM choroideremia (Rab escort protein 1)

1.34 0.18 -0.87 -0.7FAM186B family with sequence similarity 186, member B

0.54 1.13 -0.72 -1OR2T1 olfactory receptor, family 2, subfamily T, member 1

0.78 0.94 -0.7 -1CROCCP3 ciliary rootlet coiled-coil, rootletin pseudogene 3

1.13 0.29 -1.28 -0.1RPS7P5 ribosomal protein S7 pseudogene 5

1.25 0.28 -0.45 -1.1FGF9 fibroblast growth factor 9 (glia-activating factor)

0.73 0.85 -0.3 -1.3ZNF572 zinc finger protein 572

-0.9 -0.44 -0 1.38IFNA22P interferon, alpha 22, pseudogene

-1 -0.68 1.03 0.66OR51B2 olfactory receptor, family 51, subfamily B, member 2

-0.1 -1.24 0.15 1.19ZNF701 zinc finger protein 701

0.06 -1.42 0.5 0.86SCARNA23 small Cajal body-specific RNA 23

-0.4 -1.21 0.79 0.85DISP2 dispatched homolog 2 (Drosophila)

-0.6 -1 1.24 0.35FHDC1 FH2 domain containing 1

-0.7 -1 0.73 0.98KAT2B K(lysine) acetyltransferase 2B

-0.2 -1.35 0.68 0.83HIST1H2BH histone cluster 1, H2bh

-1.4 -0.1 0.54 0.92PGBD5 piggyBac transposable element derived 5

-0.5 -1.08 0.42 1.18LIMS1 LIM and senescent cell antigen-like domains 1

-0.7 -0.98 1.08 0.61ROPN1 rhophilin associated tail protein 1

-0.8 -0.89 1.06 0.65SNRPN small nuclear ribonucleoprotein polypeptide N

-1.4 -0.07 0.5 0.94IZUMO3 IZUMO family member 3

-0.3 -1.13 0.21 1.25SCN8A sodium channel, voltage gated, type VIII, alpha subunit

-0.4 -1.24 0.98 0.62SAGE1 sarcoma antigen 1

-0.9 -0.57 1.36 0.11OR2B6 olfactory receptor, family 2, subfamily B, member 6

-1.2 -0.44 0.94 0.7AMPD1 adenosine monophosphate deaminase 1

-1.1 -0.46 0.35 1.21PLAC4 placenta-specific 4

-0.6 -1.01 1.25 0.32MARCH4 membrane-associated ring finger (C3HC4) 4, E3 ubiquitin protein ligase

-1.1 -0.64 0.72 0.98ZSCAN12P1zinc finger and SCAN domain containing 12 pseudogene 1

-0.4 -1.2 1.07 0.52RNASE7 ribonuclease, RNase A family, 7

-1 -0.68 1.11 0.56C2orf77 chromosome 2 open reading frame 77

-0.6 -1.1 0.9 0.79CCL1 chemokine (C-C motif) ligand 1

-1.3 -0.21 0.6 0.93KRT23 keratin 23 (histone deacetylase inducible)

-0.4 -1.23 0.97 0.64PDIA3 protein disulfide isomerase family A, member 3

-1.1 -0.59 0.69 1GEM GTP binding protein overexpressed in skeletal muscle

-0.7 -0.93 0.41 1.22MTND2P28 MT-ND2 pseudogene 28

-1.3 -0.19 0.38 1.09IGBP1P1 immunoglobulin (CD79A) binding protein 1 pseudogene 1

-0.6 -1.01 0.47 1.17RPL23AP32ribosomal protein L23a pseudogene 32

-1 -0.76 0.83 0.89GAGE10 G antigen 10

-1.1 -0.52 0.56 1.08HNRNPA3 heterogeneous nuclear ribonucleoprotein A3

-0.8 -0.73 0.29 1.29GK glycerol kinase

-1.1 -0.49 1.05 0.59PACSIN2 protein kinase C and casein kinase substrate in neurons 2

-0.8 -0.9 0.85 0.88SPDYA speedy homolog A (Xenopus laevis)

-0.7 -1 0.66 1.04HSFY1P1 heat shock transcription factor, Y-linked 1 pseudogene 1

-0.8 -0.91 0.51 1.16XAGE3 X antigen family, member 3

-0.6 -1.07 0.58 1.08C9orf3 chromosome 9 open reading frame 3

-0.9 -0.86 0.8 0.93PDCD1LG2 programmed cell death 1 ligand 2

-1.2 -0.48 0.86 0.8DNAJB7 DnaJ (Hsp40) homolog, subfamily B, member 7

-0.3 -1.25 0.55 1.02XPNPEP3 X-prolyl aminopeptidase (aminopeptidase P) 3, putative
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