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Figure S1. Example of the gating strategy to sort pancreatic resident macrophages.
A. Negative control for CD45 antibody. B. FCM analysis for CD45-positive cells in
single-cell suspension derived from pancreatic tissue. C. The CD45-positive
subpopulation from pancreatic tissue was isolated using immunomagnetic beads, and
subsequently subjected to FCM analysis. D. Negative control for CD11b antibody. E.
FCM analysis for CD11b-positive cells in CD45-positive subpopulation. C. The
CD11b-positive subpopulation from CD45-positive subpopulation was isolated using
immunomagnetic beads, and subsequently subjected to FCM analysis. G. Negative
control for MHCII antibody. H. FCM analysis for MHC II -positive cells in CD11b-
positive subpopulation. I. The MHC II -positive subpopulation from CD11b-positive
subpopulation was isolated using immunomagnetic beads, and subsequently subjected
to FCM analysis. J. Negative control for F4/80 antibody. K. FCM analysis for F4/80-
positive cells in MHC II -positive subpopulation. I. The F4/80-positive subpopulation
from MHC II -positive subpopulation was isolated using immunomagnetic beads, and

subsequently subjected to FCM analysis.



A iNOS D206 B

|
e & "
MOM ‘f“ ‘
MIM ‘
MM !
D
= Mo Ml M2
800 2 50
700 25
6007 s#sxx L ddd ok £S 40
= 500 )
= s = 30
J,f88] : »

—_ D W
> S

0 MOM

Percentage(%o)

| MO Ml
EET TS

dokkk

MIM @ MM

MO0 M-EVs
MI M-EVs
M2 M-EVs

SRESSSAS

Size(nm)

Figure S2 The polarization of macrophages and biological characteristics of EVs from
polarized macrophages.
A and B. Flow cytometry of the M1 (iNOS) and M2 (CD206) macrophage markers in
macrophages (left), quantification of the expression levels of iINOS and CD206 in
polarized macrophages (n=3). C. Electron microscopy images of EVs from polarized
macrophages. C. EVs protein concentrations of EVs from polarized macrophages. D.
Size distributions of EVs from polarized macrophages. n=3. *P < 0.05, **P < 0.01,
***pP < (0.001, ****P < 0.0001. ns, not significant.
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Figure S3. The complete blot images corresponding to Figure 1 B and D.
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Figure S4. The complete gel electrophoresis image corresponding to Figure 1 E.
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Figure S5. GW4869 inhibits extracellular vesicle release in M1 macrophages.
A. The concentration of EV proteins indicates that GW4869 effectively inhibits the
release of EVs from M1 macrophages. B. Changes in GFP fluorescence intensity in
M1 macrophages before and after treatment with GW4869 mito-GFP fluorescence
intensity. These results suggested that mitochondrial transfer occurred through the

release of EVs. **P < 0.01, ***P < 0.01.
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Figure S6. Biological characteristics of secreted mitochondria from macrophages.
A. mitochondrial GFP detected by FCM. B. Analyzing the morphological
characteristics of secreted mitochondria derived from macrophages by transmission
electron microscopy.
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Figure S7. The complete blot images corresponding to Figure 7D.
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Figure S8. The analysis of biological characteristics in human ADSCs.
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Figure S9. The analysis of biological characteristics in EVs derived from human
ADSCs before and after treatment by melatonin. A. the level of special miRNAs (let-
7b-5p and miR-24-3p) in EVs derived from human ADSCs before and after treatment

by melatonin. B. The protein level of protease (USP29) and EV markers in EVs

derived from human ADSCs before and after treatment by melatonin. C. Size

distributions of EVs derived from human ADSCs before and after treatment by
melatonin. D. Representative electron microscopy images of EVs derived from human

ADSCs before and after treatment by melatonin. E. Flow cytometry of the M2



(CD206) macrophage markers in PRMs after treatment with EVs derived from human

ADSCs before and after treatment by melatonin. F, G and H. n=3. *P < 0.05, **P <
0.01, ***P < 0.001, ****P < 0.0001. ns, not significant.
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Figure S11. The complete blot images corresponding to Figure 8B.
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Figure S12. The immunofluorescence analysis of NF-xB (p65) and NF-«xB (p50) were

detected in Macrophages after M1 polarization.
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Figure S13. IL-1pB, TNF-a, and IL-6 were detected with real time PCR and ELISA in
M1 macrophages and cell suspension.

A. Analysis for fluorescence intensity of NF-xB1(p50) in the nucleus from M1
macrophages after different treatments (n=10). B.IL-1B, TNF-a, and IL-6 were
detected with real time PCR in M1 macrophages after different treatment. C. IL-1p,
TNF-a, and IL-6 were detected with ELISA in cell suspension of M1 macrophages
after different treatment. Black superscript, MO vs. each group; Laurel green



superscript, M1 vs. each group; Purple superscript, M2-EVs vs. each group. n=3. *P <
0.05, **P < 0.01, ***P < 0.001, ****P < 0.0001. ns, not significant.
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Figure S14. The organs fluorescence imaging of EVs and F4/80-EVs (1<10° particles
per head) in AP mice or normal mice.

F4/80-EVs-treated AP




B Sorite W EVs(1x10%)
Control W EVs(1x107) B Control i )
H AP B F4/80-EVs(5%10%) map B F4/80-EVS(5x 10%)
W EVs(5x10%) B F4/80-EVs(1x10%) W EVs(5x10%) B F4/80-EVs(1x10%)
IL-18
1500 116
1500
1000 ” :, Hi 4‘" ns s * *u | - ragd *IL .
, ) -
500 I'I| I l ,,:\ i) 114 - B 1000 n 5 ,,J] ok LS e 0 i,
g l()() ..1 l-. Xex l'- 4,_\ [ S 2 300 I ii’ %‘l I £y |*n_hﬂ:
*'fl"‘.‘“ 2 5 I ITI . R Bt
Sher 20
S & =2 N & & b A N S S N &
N ) ™ > © N ’\j X N ,':\ &
Time Time
e} B Control W LVs(1x10%) ) D B Control B EVs(1x10%)
mar B 14/80-LVs(5%10%) AP B E4/R0-EVs(5x 10%)
8 EVs(5%10%) B F4/80-EVs(1x10%) B LVsGx10%) W F480-EVs(1x10%)
TNF-a 25
1500 :E 201 .
1000 ¥ d,’-j -
2 L T, * - 25 Pk
& 500 "“ xy l**, - g2 37 g
= ﬁm b b, it e TE o R A j“"" nu Bk
0 0 . :
f £ 2 & & & s & & & & &
Time

Time

Figure S15. The detection of inflammatory factors in plasma and the analysis of the
functioning of B cells in AP mice after different treatment.
A, B and C. the inflammatory factor, IL-1p, IL-6 and TNF-a, were detected with
ELISA in plasma of AP mice after different treatment. D. the homeostasis model
assessment (HOMA) was used to evaluate the function of B cell in AP mice after
different treatment. Black superscript, Control vs. each group; Blue superscript, AP
vs. each group; Red superscript, EVs(5%108) vs. each group. Pink superscript,
EVs(1x10°) vs. each group. n=3, *P < 0.05, **P < 0.01, ***P < 0.001, ****P <
0.0001. ns, not significant.



