Supplementary Fig S1. The region of the 3' UTR of mouse, human and zebrafish Ets1 containing the conserved miR-155 binding site. 
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Supplementary Fig S2. Overexpression of Ets1 causes zebrafish embryonic and cardiac defects. a Zebrafish embryos were injected with 50 pg of Ets1 mRNA. In rescue experiments, 50 pg of Ets1 mRNA was injected together with 5 μM miR-155 mimics or 7.5 ng of Ets1 MO or 150 pg of Igf1 mRNA. Bars, 250 μm. b Cardiac specific markers mRNA levels at 72 hpf were analyzed by qRT-PCR. c Heart rate of zebrafish embryos were determined at 72 hpf. Data were presented as the mean ± SD of three individual experiments. *P<0.05, **P<0.01. §P<0.05, §§P<0.01 vs corresponding control groups. #P<0.05, ##P<0.01 vs corresponding Ets1 mRNA-injected groups.
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Supplementary Fig S3. Knockdown of Igf1 causes zebrafish heart developmental defects. a Zebrafish embryos were injected with 5 ng of Igf1 MO. In rescue experiments, 5 ng of Igf1 MO were injected together with 5 μM miR-155 mimics or 7.5 ng of Ets1 MO or 150 pg of Igf1 mRNA. Bars, 250 μm. b Cardiac specific markers mRNA levels at 72 hpf were analyzed by qRT-PCR. c Heart rate of zebrafish embryos were determined at 72 hpf. Data were presented as the mean ± SD of three individual experiments. *P<0.05, **P<0.01. §P<0.05, §§P<0.01 vs corresponding control groups. #P<0.05, ##P<0.01 vs corresponding Igf1 MO-injected groups.
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Supplementary Fig S4. A proposed model on the effects of miR-155 on high glucose-induced heart developmental defects and the role of miR-155 in zebrafish cardiac development. High glucose elevates the expression of miR-155. Upregulation of miR-155 activates Igf1-Akt-Gsk3β pathway as well as increases the production of ROS and may thereby exert teratogenic effect on zebrafish heart development. Knockdown of miR-155 blocks Igf1 pathway and induces apoptosis and may thus cause cardiac developmental malformation in zebrafish embryos.
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Table S1. Zebrafish gene-specific primers for qPCR
	Gene symbol
	Primer sequences

	18s
	Forward:5'TCGCTAGTTGGCATCGTTTATG 3'
Reverse:5' CGGAGGTTCGAAGACGATCA 3'

	Amhc
	Forward:5' AAGGTAAAATCCTACAAACGTTCGG 3'
Reverse:5' CAAACAAATCAAAGTGCGATTGCAC 3'

	Bmp4
	Forward:5' AAGATCCACCAGTCGAGCCA 3'
Reverse:5' AGTTCGTCCTCTGGGATGCT 3'

	Cmlc2
	Forward:5' AGACCCAGAGGAAACCATCC 3'
Reverse:5' TTGGGTCATTAGCAGCCTCT 3'

	Ets1
	Forward:5' TCAGACAGCGGATCTTGTTG 3'
Reverse:5' CTGTCGATGCTCTCAAACGA 3'

	Hand2
	Forward:5' GGACATTCTGGACAAAGATGAA 3'
Reverse:5' GCCAACCAGTTCTCCCTTTA 3'

	Igf1
	Forward:5' GCAGTTTGTGTGTGGAGA3'
Reverse:5' TATCTGTGTGTCGTTGTGCT 3'

	Nkx2.5
	Forward:5' CTTCAGTGCTTCAGGCTTTTACGCG 3'
Reverse:5' GCTCCGCATCATCCAGCTTCAGATC 3'

	Tbx20
	Forward:5' ACTCTGGGAGAAGAAGGACATTCAGC 3'
Reverse:5' GTGCTGAAAGCCAGAGAAACCAGATG 3'

	Vmhc
	Forward:5' ACATAGCCCGTCTTCAGGATTTGG 3'
Reverse:5' GAGAGAAAGGCAAGCAAGTACTGG 3'



Table S2. Zebrafish gene-specific primers for constructing plasmid
	Gene symbol
	Primer sequences

	Igf1
	Forward:5' GGCCACGCGTGCCATGCCCATCAACTAAG 3'
Reverse:5' GGCCAGATCTCGGAGGAAAAGAGGTTGTTG 3'

	Igf1-mutant
	Forward:5' GGCCGGTACCAACTGAAAACAAACATGACGTGC 3'
Reverse:5' GGCCCCATGGCGGAGGAAAAGAGGTTGTTG 3'

	Ets1
	Forward:5' GGCCGAATTCATGACGGCAGCTGTCGATA 3'
Reverse:5' GGCCGGATCCGCTCCAACAGGAACTGCCA 3'
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