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Figure S1 validation of miR-138, miR-150, and miR-98 target ATG7, CCR6, and IL10.

(A-C) Co-transfected wild type or mutant luciferase reporters with mimic miR-138 (A), miR-150
(B), and miR-98 (C) into HEK-293T cells, followed by the assessment of relative luciferase activity.
One-way ANOVA followed by Bonferroni’s post hoc test was used to determine the statistical

significance among multiple groups. *, P < 0.05, **, P < 0.01, ***, P < 0.001 versus control group.

O 00 N o o B W N B

R R
N, O

13
14
15



O 00 N o U A W N B

L O = S =)
A W N R, O

>
o
(¢}
o

44 1504
. 25 80+ o
T 31 ° = < © 20 = ?
5 ° E 1004 z2 ‘1’ E 1
3 g © E§ 15 £
o _g 21 o E e} o 404
39 P = 5 28 1o1F a
= o] — —I_ 05 * % 20 {
0- Y T T 0 il A 0.0 0._#_
SR SEPANPES S P S D P
R G\‘?‘ G(Q- @ G& C_)ﬁ‘ 4@6‘ & ‘_\qF\‘ {QS\ Ago\ & {QS\ AQ"\;
P o @ T P NN
& S & & & ®
& & PSR QL&
o Q & & P
& &

Figure S2 BCYRN1 construct with a disrupted miR-98 binding site (mut-BCYRN1) no longer
suppresses IL10 levels mediated by miR-98.

(A, B) Human iTreg cells were transfected with Vector, OE-BCYRN1 lenti-vector, or OE-mut-
BCYRN1 lenti-vector, followed by assessment of IL10 by gPCR (A) and ELISA (B). (C, D) Co-
transfected vector, OE-BCYRN1 lenti-vector, or OE-mut-BCYRN1 lenti-vector with mimic miR-98
into human iTreg cells, followed by assessment of IL10 by gPCR (A) and ELISA (B). One-way
ANOVA followed by Bonferroni’s post hoc test was used to determine the statistical significance

among multiple groups. *, P < 0.05, **, P < 0.01, ***, P < 0.001 versus vector alone group.
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Figure S3 Characterization of CDC-EVs.

CDC-EVs

CD63
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(A) The particle size distribution of CDC-EVs, as determined by nanoparticle tracking analysis
(NTA). (B) Exosome markers CD63 and TSG101 detected by Western blot.
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Figure S4 Enhanced expansion of Tregs could potentially contribute to the suppression of
Th1 and Th17 proliferation in vivo.

(A-C) Pooled data of the CD4+IFNg+Brdu+ (A), CD4+IL4+Brdu+ (B), and CD4+IL17+Brdu+
populations in the heart from CDC-EVs, CDC-EVs overexpressing BCYRN1 (CDC-EVs-
BCYRN1)- and IMDM (vehicle)-infused animals (n = 5 mice per group). One-way ANOVA followed
by Bonferroni’s post hoc test was used to determine the statistical significance among multiple
groups. *, P <0.05, **, P < 0.01, ***, P < 0.001 versus IMDM (vehicle) group.
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Figure S5 BCYRN1 overexpression increases the proliferation of Th1, Th2, Th17, and Treg
cells.

Mouse iTreg cells were transfected with Vector, and OE-BCYRN1 lenti-vector, followed by
assessment of proliferation using CCK assay. A two-tailed Student's t test was used to determine
statistical significance in pairs of indicated groups. *, P < 0.05, **, P < 0.01, ***, P < 0.001 versus

indicated vector group.



