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Supplementary Figure 1.

(A, B) The mRNA levels of METTL3, METTL14, WT1-associated protein (WTAP), fat mass obesity-associated protein (FTO), and AlkB homolog 5 (ALKBH5) in HS skin and normal skin (n = 3). Data are expressed as the means ± SD. *P<0.05, **P<0.01 and ***P≤0.001 compared with NS. METTL14, methyltransferase 14, N6-adenosine-methyltransferase subunit; FTO, FTO alpha-ketoglutarate dependent dioxygenase allophycocyanin; FITC, fluorescein-isothiocyanate; HS, hypertrophic scar; HSF, fibroblast from hypertrophic scar.
Supplementary Figure 2.

(A, B) Western blot analysis for the protein expression of METTL3 in HSFs after transfected with METTL3 siRNA. n=3 per group. (C, D) Immunofluorescence analysis of METTL3 expression in HSFs after transfected with METTL3 siRNA. n=3 per group. Scale bars, 100μm. Data are expressed as the means ± SD. *P < 0.05, **P < 0.01, ***P ≤ 0.001 vs si-NC; ###P<0.001 vs si-NC + Rapamycin. 3-MA, 3-methyladenine; m6A, N6-methyladenosine; METTL-3, methyltransferase-like 3; siRNA, small interfering RNA; HS, hypertrophic scar; HSF, fibroblast from hypertrophic scar.
Supplementary Figure 3.

(A, B) Immunofluorescence staining of METTL3(red) and DAPI (blue) in fibroblasts and control after 2 days of co-cultivation. Scale bars, 100μm. Data are expressed as the means ± SD. **P < 0.01, ***P ≤ 0.001 vs NC; #P<0.05, ##P<0.01, ###P<0.001 vs METTL3-OE. O/E, overexpression; 3-MA, 3-methyladenine; FLS, fibroblast-like synoviocyte; S, synovium; M, meniscus; m6A, N6-methyladenosine; METTL-3, methyltransferase-like 3; OA, osteoarthritis; HS, hypertrophic scar; HSF, fibroblast from hypertrophic scar.
Supplementary Figure 4.
(A, B) Western blot analysis for the protein expression of METTL3 in HSs or normal skins from rabbit-ear models 21 days after wounding. n=3 per group. n=3 per group.Scale bars, 100μm. Data are expressed as the means ± SD. *P < 0.05, **P < 0.01, ***P ≤ 0.001 vs si-NC; #P<0.05, ##P<0.01, ###P<0.001 vs si-NC(HS model). NS, not significant; siRNA, small interfering RNA; ATG7, autophagy-related 7; BECN1, beclin 1; LC3B, MAP1LC3B; P62, sequestosome 1; DAPI, 4′,6-diamidino-2-phenylindole; IF, immunofluorescence; GAPDH, glyceraldehyde-3-phosphate dehydrogenase.
Supplementary Figure 5. Schematic representation of mechanisms by which METTL3 mediates HS development

METTL3 mediates HS development by influencing the stability of ULK2 transcripts in an m6A-dependent manner and modulating autophagy.

Supplementary Tables

Supplementary Table 1. Characteristics of cases with human hypertrophic scars

	table 1. Clinical characteristics of patients.

	hospital ID
	Age(y)
	Sex
	Location
	Type of Tissue

	0000726681
	29
	female
	Left arm
	Hypertrophic scar/Normal skin

	0000726621
	25
	male
	abdomen 
	Hypertrophic scar/Normal skin

	0000726817
	27
	male
	dorsal 
	Hypertrophic scar/Normal skin

	0000726952
	37
	male
	right leg 
	Hypertrophic scar/Normal skin

	0000727096
	20
	female
	right arm
	Hypertrophic scar/Normal skin

	0000727176
	26
	male
	dorsal 
	Hypertrophic scar/Normal skin

	0000966770
	36
	male
	abdomen 
	Hypertrophic scar/Normal skin

	0000964926
	24
	female
	left leg
	Hypertrophic scar/Normal skin

	0000866570
	23
	female
	right leg 
	Hypertrophic scar/Normal skin

	0000972705
	40
	male
	right leg 
	Hypertrophic scar/Normal skin


Supplementary Table 2. Sequence of primers used in quantitative RT-PCR
	Gene
	Forward primers (5'-3')
	Reverse primers (5'-3')

	METTL3
	GTACCTTTGCTTGAACCGTG
	GAAAGACTATCTCCTGGCACTC

	METTL14
	CAGGCTGGCTCACAGTTGGAC
	CAGGCTGGCTCACAGTTGGAC

	FTO
	GCCGCTGCTTGTGAGACCTTC
	TGCTGCTCTGCTCTTAATGTCCAC

	WTAP
	GGCGAAGTGTCGAATGCT
	CCAACTGCTGGCGTGTCT

	AKT3
	TGCATTGTATGAAAGAGCAAGTG
	TGCCAGCACTGGTTTCATAG

	ATG7
	CAGTTTGCCCCTTTTAGTAGTGC
	CCAGCCGATACTCGTTCAGC

	BECN1
	CCATGCAGGTGAGCTTCGT
	GAATCTGCGAGAGACACCATC

	P62
	GCACCCCAATGTGATCTGC
	CGCTACACAAGTCGTAGTCTGG

	COL1A1
	GAGGGCCAAGACGAAGACATC
	CAGATCACGTCATCGCACAAC

	ACTA2 
	AAAAGACAGCTACGTGGGTGA
	GCCATGTTCTATCGGGTACTTC

	LRBA
	AGCATACGGAATCTTCAAGTCTG
	CAGGACCATACTTCTGAGGCATA

	NPC1
	GTCCAGCGCAGGTGTTTTC
	GCCGAACATCACAACAGAGAC

	USP30
	AGAAAGAAGCGTAGAAAAGGGC
	GCTTGCATCTAAGACCTCATCAT

	UBQLN
	TGCAGGTCTGAGTAGCTTGG
	AACTGTCTCATCAGGTCAGGAT
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