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Supplemental Figure 1: Optimization of CPC sEV cargo depletion. Total RNA cargo present in
CPC sEVs quantified after 2, 5 and 8 sonication cycles using Methods A, B, C or D. Increased
sonication cycling increases cargo depletion with largest RNA cargo depletion corresponding to
the steepest slope (Method D). Total RNA content quantified using NanoDrop

spectrophotometer and normalized to total number of SEVs. n=3. Mean+tSEM
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Supplemental Figure 2: Relative gene expression of CECs and macrophages after
treatment with SEVs and miR-126+ELVs. (A) Gene markers for angiogenesis show increased
expression of VEGF-B and PTN in sEVs and ELVs with significantly more PTN expressed in
ELVs. (B) Gene markers for inflammation show decreased expression of IL-1, IL-8 in both SEV
and ELV groups with ELV treatment significantly reducing IL-8 expression. ELV group also has
less variability in CRP reduction. All data collected with RT-qPCR and normalized to quiesced
cell-only controls. Mean+SEM. Significance was tested with two-way Student’s unpaired ¢ test.
*P<0.05. VEGF: vascular endothelial growth factor; PTN: pleiotrophin; IL-1/IL-8: interleukin-1/
-8; CRP: C-reactive protein.
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Supplemental Figure 3: Protein expression of CECs and macrophages after treatment with
SsEVs and miR-126+ELVs. (A) VEGF protein expression in CECs. Significant increase in
VEGEF in CECs treated with sEVs or ELVs. (B) IL-6 protein expression in macrophages. No
significant difference in IL-6 expression between groups. All data collected with solid phase
sandwich ELISA assay. Mean+=SEM. Significance was tested with one-way ANOV A with Tukey

post-hoc. n.s. = not significant. *P<0.05. VEGF: vascular endothelial growth factor IL-6:
interleukin-6.
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Supplemental Figure 4: Assessment of cardiomyocyte death. CKMB levels in the rat blood
were measured as an indicator of acute myocardial infarction. (A) CKMB levels from Day 0
(immediately post-surgery) until Day 3. (B) CKMB levels compared at Day 1 shows significant
reduction in CKMB levels for sEVs and ELVs. All data collected with solid phase sandwich
ELISA assay. Mean+=SEM. Significance was tested with two-way ANOVA and one-way
ANOVA with Tukey post-hoc. ****P<0.0001. CKMB: Creatine Kinase MB.



