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Table S1. The optimized sequence of VEGF.
	Name
	Sequence

	VEGF-A
	ATGAATTTTCTGCTGAGCTGGGTGCATTGGAGCCTGGCCCTGCTGCTGTATCTGCATCATGCCAAATGGAGCCAGGCCGCCCCGATGGCCGAAGGTGGTGGTCAGAATCATCATGAAGTGGTGAAATTTATGGATGTGTATCAGCGTAGCTATTGTCATCCGATTGAAACCCTGGTGGATATTTTTCAGGAATATCCGGATGAAATTGAATATATTTTTAAACCGAGCTGTGTGCCGCTGATGCGTTGTGGTGGTTGTTGTAATGATGAAGGCCTGGAATGTGTGCCGACCGAAGAAAGCAATATTACCATGCAGATTATGCGTATTAAACCGCATCAGGGTCAGCATATTGGTGAAATGAGCTTTCTGCAGCATAATAAATGTGAATGTCGTCCGAAAAAAGATCGTGCCCGCCAGGAAAAGAAAAGCGTGCGTGGTAAAGGTAAAGGTCAGAAACGTAAACGTAAGAAAAGCCGTTATAAAAGCTGGAGCGTGTATGTGGGTGCCCGTTGTTGTCTGATGCCGTGGAGCCTGCCGGGTCCGCATCCGTGTGGCCCGTGTAGCGAACGTCGTAAACATCTTTTTGTGCAGGATCCGCAGACCTGTAAATGTAGCTGTAAAAATACCGATAGCCGTTGTAAAGCCCGTCAGCTGGAACTGAATGAACGTACCTGTCGTTGTGATAAACCGCGTCGTTAA






Table S2. The optimized sequence of pVEGF.
	Name
	Sequence

	pVEGF
	AAGTATGCAAAGCATGCATCTCAATTAGTCAGCAACCATAGTCCCGCCCCTAACTCCGCCCATCCCGCCCCTAACTCCGCCCAGTTCCGCCCATTCTCCGCCCCATGGCTGACTAATTTTTTTTATTTATGCAGAGGCCGAGGCCGCCTCGGCCTCTGAGCTATTCCAGAAGTAGTGAGGAGGCTTTTTTGGAGGCCTAGGCTTTTGCAAAGATCGATCAAGAGACAGGATGAGGATCGTTTCGCATGATTGAACAAGATGGATTGCACGCAGGTTCTCCGGCCGCTTGGGTGGAGAGGCTATTCGGCTATGACTGGGCACAACAGACAATCGGCTGCTCTGATGCCGCCGTGTTCCGGCTGTCAGCGCAGGGGCGCCCGGTTCTTTTTGTCAAGACCGACCTGTCCGGTGCCCTGAATGAACTGCAAGACGAGGCAGCGCGGCTATCGTGGCTGGCCACGACGGGCGTTCCTTGCGCAGCTGTGCTCGACGTTGTCACTGAAGCGGGAAGGGACTGGCTGCTATTGGGCGAAGTGCCGGGGCAGGATCTCCTGTCATCTCACCTTGCTCCTGCCGAGAAAGTATCCATCATGGCTGATGCAATGCGGCGGCTGCATACGCTTGATCCGGCTACCTGCCCATTCGACCACCAAGCGAAACATCGCATCGAGCGAGCACGTACTCGGATGGAAGCCGGTCTTGTCGATCAGGATGATCTGGACGAAGAGCATCAGGGGCTCGCGCCAGCCGAACTGTTCGCCAGGCTCAAGGCGAGCATGCCCGACGGCGAGGATCTCGTCGTGACCCATGGCGATGCCTGCTTGCCGAATATCATGGTGGAAAATGGCCGCTTTTCTGGATTCATCGACTGTGGCCGGCTGGGTGTGGCGGACCGCTATCAGGACATAGCGTTGGCTACCCGTGATATTGCTGAAGAGCTTGGCGGCGAATGGGCTGACCGCTTCCTCGTGCTTTACGGTATCGCCGCTCCCGATTCGCAGCGCATCGCCTTCTATCGCCTTCTTGACGAGTTCTTCTGAGCGGGACTCTGGGGTTCGAAATGACCGACCAAGCGACGCCCAACCTGCCATCACGAGATTTCGATTCCACCGCCGCCTTCTATGAAAGGTTGGGCTTCGGAATCGTTTTCCGGGACGCCGGCTGGATGATCCTCCAGCGCGGGGATCTCATGCTGGAGTTCTTCGCCCACCCTAGGGGGAGGCTAACTGAAACACGGAAGGAGACAATACCGGAAGGAACCCGCGCTATGACGGCAATAAAAAGACAGAATAAAACGCACGGTGTTGGGTCGTTTGTTCATAAACGCGGGGTTCGGTCCCAGGGCTGGCACTCTGTCGATACCCCACCGAGACCCCATTGGGGCCAATACGCCCGCGTTTCTTCCTTTTCCCCACCCCACCCCCCAAGTTCGGGTGAAGGCCCAGGGCTCGCAGCCAACGTCGGGGCGGCAGGCCCTGCCATAGCCTCAGGTTACTCATATATACTTTAGATTGATTTAAAACTTCATTTTTAATTTAAAAGGATCTAGGTGAAGATCCTTTTTGATAATCTCATGACCAAAATCCCTTAACGTGAGTTTTCGTTCCACTGAGCGTCAGACCCCGTAGAAAAGATCAAAGGATCTTCTTGAGATCCTTTTTTTCTGCGCGTAATCTGCTGCTTGCAAACAAAAAAACCACCGCTACCAGCGGTGGTTTGTTTGCCGGATCAAGAGCTACCAACTCTTTTTCCGAAGGTAACTGGCTTCAGCAGAGCGCAGATACCAAATACTGTTCTTCTAGTGTAGCCGTAGTTAGGCCACCACTTCAAGAACTCTGTAGCACCGCCTACATACCTCGCTCTGCTAATCCTGTTACCAGTGGCTGCTGCCAGTGGCGATAAGTCGTGTCTTACCGGGTTGGACTCAAGACGATAGTTACCGGATAAGGCGCAGCGGTCGGGCTGAACGGGGGGTTCGTGCACACAGCCCAGCTTGGAGCGAACGACCTACACCGAACTGAGATACCTACAGCGTGAGCTATGAGAAAGCGCCACGCTTCCCGAAGGGAGAAAGGCGGACAGGTATCCGGTAAGCGGCAGGGTCGGAACAGGAGAGCGCACGAGGGAGCTTCCAGGGGGAAACGCCTGGTATCTTTATAGTCCTGTCGGGTTTCGCCACCTCTGACTTGAGCGTCGATTTTTGTGATGCTCGTCAGGGGGGCGGAGCCTATGGAAAAACGCCAGCAACGCGGCCTTTTTACGGTTCCTGGCCTTTTGCTGGCCTTTTGCTCACATGTTCTTTCCTGCGTTATCCCCTGATTCTGTGGATAACCGTATTACCGCCATGCATTAGTTATTAATAGTAATCAATTACGGGGTCATTAGTTCATAGCCCATATATGGAGTTCCGCGTTACATAACTTACGGTAAATGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCATTGACGTCAATAATGACGTATGTTCCCATAGTAACGCCAATAGGGACTTTCCATTGACGTCAATGGGTGGAGTATTTACGGTAAACTGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTACGCCCCCTATTGACGTCAATGACGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGACCTTATGGGACTTTCCTACTTGGCAGTACATCTACGTATTAGTCATCGCTATTACCATGGTGATGCGGTTTTGGCAGTACATCAATGGGCGTGGATAGCGGTTTGACTCACGGGGATTTCCAAGTCTCCACCCCATTGACGTCAATGGGAGTTTGTTTTGGCACCAAAATCAACGGGACTTTCCAAAATGTCGTAACAACTCCGCCCCATTGACGCAAATGGGCGGTAGGCGTGTACGGTGGGAGGTCTATATAAGCAGAGCTGGTTTAGTGAACCGTCAGATCCGCTAGCATGAATTTTCTGCTGAGCTGGGTGCATTGGAGCCTGGCCCTGCTGCTGTATCTGCATCATGCCAAATGGAGCCAGGCCGCCCCGATGGCCGAAGGTGGTGGTCAGAATCATCATGAAGTGGTGAAATTTATGGATGTGTATCAGCGTAGCTATTGTCATCCGATTGAAACCCTGGTGGATATTTTTCAGGAATATCCGGATGAAATTGAATATATTTTTAAACCGAGCTGTGTGCCGCTGATGCGTTGTGGTGGTTGTTGTAATGATGAAGGCCTGGAATGTGTGCCGACCGAAGAAAGCAATATTACCATGCAGATTATGCGTATTAAACCGCATCAGGGTCAGCATATTGGTGAAATGAGCTTTCTGCAGCATAATAAATGTGAATGTCGTCCGAAAAAAGATCGTGCCCGCCAGGAAAAGAAAAGCGTGCGTGGTAAAGGTAAAGGTCAGAAACGTAAACGTAAGAAAAGCCGTTATAAAAGCTGGAGCGTGTATGTGGGTGCCCGTTGTTGTCTGATGCCGTGGAGCCTGCCGGGTCCGCATCCGTGTGGCCCGTGTAGCGAACGTCGTAAACATCTTTTTGTGCAGGATCCGCAGACCTGTAAATGTAGCTGTAAAAATACCGATAGCCGTTGTAAAGCCCGTCAGCTGGAACTGAATGAACGTACCTGTCGTTGTGATAAACCGCGTCGTTAAGAATTCTGCAGTCGACGGTACCGCGGGCCCGGGATCCACCGGATCTAGATAACTGATCATAATCAGCCATACCACATTTGTAGAGGTTTTACTTGCTTTAAAAAACCTCCCACACCTCCCCCTGAACCTGAAACATAAAATGAATGCAATTGTTGTTGTTAACTTGTTTATTGCAGCTTATAATGGTTACAAATAAAGCAATAGCATCACAAATTTCACAAATAAAGCATTTTTTTCACTGCATTCTAGTTGTGGTTTGTCCAAACTCATCAATGTATCTTAACGCGTAAATTGTAAGCGTTAATATTTTGTTAAAATTCGCGTTAAATTTTTGTTAAATCAGCTCATTTTTTAACCAATAGGCCGAAATCGGCAAAATCCCTTATAAATCAAAAGAATAGACCGAGATAGGGTTGAGTGTTGTTCCAGTTTGGAACAAGAGTCCACTATTAAAGAACGTGGACTCCAACGTCAAAGGGCGAAAAACCGTCTATCAGGGCGATGGCCCACTACGTGAACCATCACCCTAATCAAGTTTTTTGGGGTCGAGGTGCCGTAAAGCACTAAATCGGAACCCTAAAGGGAGCCCCCGATTTAGAGCTTGACGGGGAAAGCCGGCGAACGTGGCGAGAAAGGAAGGGAAGAAAGCGAAAGGAGCGGGCGCTAGGGCGCTGGCAAGTGTAGCGGTCACGCTGCGCGTAACCACCACACCCGCCGCGCTTAATGCGCCGCTACAGGGCGCGTCAGGTGGCACTTTTCGGGGAAATGTGCGCGGAACCCCTATTTGTTTATTTTTCTAAATACATTCAAATATGTATCCGCTCATGAGACAATAACCCTGATAAATGCTTCAATAATATTGAAAAAGGAAGAGTCCTGAGGCGGAAAGAACCAGCTGTGGAATGTGTGTCAGTTAGGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAGAAGTATGCAAAGCATGCATCTCAATTAGTCAGCAACCAGGTGTGGAAAGTCCCCAGGCTCCCCAGCAGGCAG






Table S3. The sequence of primers used for PCR.
	Primer Name
	Sequence

	miR-21-5p-F
	GCGCGTAGCTTATCAGACTGA

	miR-21-5p-R
	ATCCAGTGCAGGGTCCGAGG

	U6-F
	CTCGCTTCGGCAGCACA

	U6-R
	AACGCTTCACGAATTTGCGT
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[bookmark: _Hlk216555068]Figure S1. The size distribution of BEV and BEV-pVEGF that analyzed by DLS.
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[bookmark: _Hlk216552036][bookmark: _Hlk215838693]Figure S2. The cell viability of HUVEC with the treatment of BEV and BEV-pVEGF at varied concentrations ranging from 1×106-1×109 particles/mL.
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[bookmark: _Hlk216555104]Figure S3. Quantification on the intensity of blood perfusion around the wound site after the treatment with PBS, BEV, or BEV-pVEGF for 7 days.
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Figure S4. GO analyses on the molecular function (A), cellular component (B), and biological process (C) of the top 5 significantly contained wound healing miRNA in both BEV and BEV-pVEGF.
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Figure S5. The cell viability of HaCaT with the treatment of BEV and BEV-pVEGF at varied concentrations ranging from 1×106-1×109 particles/mL.
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[bookmark: _Hlk207370160]Figure S6. Representative internalization images of the DiI labeled BEV and BEV-pVEGF by the DAPI and Phalloidin stained HaCaT for 6 h.
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