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Endothelial cell-targeting aptamer-empowered exosomes accelerate wound healing by promoting specialized angiogenesis in type 1 diabetic mice
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SI. 1. Further inhibition of angiogenesis delays T1D wound healing 
(a) Immunofluorescent staining of CD31 (green) and EMCN (red) co-immunostaining and vascularization states of the wounded skin of control and intraperitoneally injected mice with DAPT on day 7 post-wound modeling. White scale bar: 100 μm, black scale bar: 1 cm. (b-c) Quantification of CD31+EMCN+ vessel and capillary area of the wounded skin of control and intraperitoneally injected mice with DAPT on day 7 post-wound modeling. (d) Representative photographs and schematic images of full-thickness cutaneous wounds in control and intraperitoneally injected mice with DAPT. Scale bar: 1 cm. (e) H&E staining of wound bed samples of control and intraperitoneally injected mice with DAPT on day 14 post-wound modeling showing neo-epithelization gap. Scale bar: 1 mm. (f) Masson’s trichrome staining of wound bed samples of control and intraperitoneally injected mice with DAPT on day 14 post-wound modeling showing collagen deposition. Scale bar: 100 μm. (g) Quantification of wound area of control and intraperitoneally injected mice with DAPT. (h-i) Quantification of neo-epithelization gap and collagen index of wounded skin of control and intraperitoneally injected mice with DAPT. (n=3 per group, data represent mean ± SD. *, P < 0.05; **, P < 0.01; ***, P < 0.001. Two-tailed unpaired Student’s t test).
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SI. 2. Aptamers (Apt) lacks the ability to promote angiogenesis
(a) The mass spectrum of the Apt showing the molecular weight. (b-c) Representative images and quantification of scratch assay of C166 treated by Apt at indicated timepoints. Scale bar: 300 μm. (d-e) Representative images and quantification of tube formation of C166 treated by Apt. Scale bar: 100 μm. (f) Immunofluorescent staining of CD31 (green) and Endomucin (EMCN; red) co-immunostaining and vascularization states of the wounded skin of control and diabetic mice on day 7 post-wound modeling. White scale bar: 100 μm, black scale bar: 1 cm. (g-h) Quantification of CD31+EMCN+ vessel and capillary area at the wounded skin of control and Apt group on day 7 post-wound modeling. (n=3 per group, data represent mean ± SD. #P > 0.05. Two-tailed unpaired Student’s t test).
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[bookmark: OLE_LINK2]SI. 3. Identification of Apt-PEG-DSPE
(a) Fourier transform infrared (FT-IR) spectrum of Apt-PEG-DSPE showing the formation of amide bonds.
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Mass spectrum of aptamers
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