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Supplementary figure 1. Effects of ASC-EXO IV/IP injection on acute IBD model. A total of 30 mice were divided into one IBD control
group and multiple experimental groups, with each group containing ten mice. (a) Scheme of study design. (b) Body weight (c) DAI
score of mice were recorded daily from day 0 to 14. (d) Large intestine tissue analyzed in H&E staining on day 10 (scale bar = 100
pum). The data are presented representative image from three independent experiments. (e) Histopathological score. The data are
presented as the means + SD with significance at *p < 0.05, **p < 0.01 and ***p < 0.001 level compared to IBD control. Abbreviation:
IBD control, IBD induction group; ASC-EXO 1 x 10'° p/head, IV inj.; ASC-EXO 1 x 10 particles/head, intravenous injection group;
ASC-EXO 1 x 10" p/head, IP inj.; ASC-EXO 1 x 10 particles/head, intraperitoneal injection group.
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Supplementary figure 2. Administration effect of ASC-EXO on chronic IBD model. A total of 40 mice were divided into negative
control group, IBD control group and two experimental groups, with each group containing ten mice. (a) Scheme of study design.
(b) Survival rate (c) Body weight (d) DAI score of mice were recorded daily from day 0 to day 29. The data are presented as the
means + SD with significance at *p < 0.05 level compared to IBD control. Abbreviation: IBD control, IBD induction group; ASC-EXO
1x10' p/head, IV inj.; ASC-EXO 1x10' particles/head, intravenous injection group; ASC-EXO 1.0x10'° p/head, 10 inj.; ASC-EXO

1x10'° particles/head, ten injection group.
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Supplementary figure 3. The exosome surface protein markers (CD9, CD63, CD81) of ASC-EXO. Representative histogram of FCM

analysis.
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SUPPLEMENTARY TABLES

Supplementary table 1. Effects of ASC-EXO treatment frequency on mouse acute colitis model DAI scoring. DAI score of mice were

recorded daily from day 0 to day 14.

DAI Scoring (Average data)
Days ASC-EXO ASC-EXO ASC-EXO ASC-EXO
Normal IBD control | (1 x 10'° particles/head, | (1 x 10'° particles/head, | (1 x 10'° particles/head, |(1 x 10'° particles/head, 5
14 inj.) 10 inj.) 7 inj.) inj.)
Day0 0.0 £0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0
Dayl 0.0 £0.0 0.2+ 0.4 09+03" 0.3+0.5 0.6+ 0.7 0.6 0.6
Day?2 0.0 0.0 1.5+ 1.0 2.0+0.7 1.1£0.7 1.7+£0.9 1.6+ 1.6
Day3 0.0 +£0.0 0.5£0.7 1508 0.7+ 0.7 0.9+ 0.7 1.3+1.3
Day4 0.0 £0.0 13+ 1.1 21+12 1.2+0.9 1.6+ 1.0 1.6+ 1.6
Day5 0.0 +£0.0 20+09 2.3+0.9 1.9+ 1.1 2.6+1.0 2.8+2.8
Day6 0.0 +£0.0 3.0+ 1.1 2.6+1.0 29+1.2 3.1+£0.9 3.4+34
Day?7 0.0 +£0.0 48+12 44+1.0 4.6+1.0 49+1.2 52+52
Day8 0.0 0.0 6.8 +0.8 6.2+0.9 62+14 58+ 1.0 6.5+ 6.5
Day9 0.0 £0.0 7.1+0.7 59413 55:1.6 6.0+ 1.2 5.9+5.9
Dayl0 |  0.0+0.0 62+09 47:11" 5.1£2.0 55+ 1.6 5.0+ 5.0
Dayll 0.0+0.0 58+ 1.4 41414 42+2.1 5.0+ 2.1 48+48
Day12 0.0 £0.0 46+23 33+19 3.1+2.1 46+2.0 43+43
Day13 0.0 £0.0 40+2.3 2.0+ 1.1 2.8+1.8 41+19 3.4+3.4
Day14 0.0 +0.0 3.5+20 1.9+1.3 23+12 32+ 1.6 24+24

The data are presented as the means + SD with significance at *p < 0.05, **p < 0.01 and ***p < 0.001 level compared to IBD control.

Supplementary table 2. Dose-dependent effect of ASC-EXO on mouse acute model DAI scoring. DAI score of mice were recorded

daily from day -5 to day 10.

DAI Scoring (Average data)
Days ASC-EXO ASC-EXO ASC-EXO
Normal IBD control (0.25 x 10'° particles/head, (0.5 x 10'° particles/head, (1 x 10'° particles/head,
10 inj.) 10 inj.) 10 inj.)

Day-5 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0 + 0.0
Day-4 0.0+0.0 0.0+0.0 0.0+0.0 0.0£0.0 0.0 +0.0
Day-3 0.0+0.0 0.0+0.0 0.0£0.0 0.0+0.0 0.0 £0.0
Day-2 0.0+0.0 0.5+0.7 0.1+03 0.8+0.4 0.1+03
Day-1 | 0.0+0.0 1.1+1.0 1.1+03 12404 1.1+0.9
Day0 0.0+ 0.0 25+1.8 2.0+0.9 1.9+0.7 1.8+04
Dayl 0.0+0.0 50+1.8 44+0.7 45+1.7 44+14
Day?2 0.0+0.0 6.0+12 54+1.0 51+14 52+1.2
Day3 | 0.0+0.0 6.1+0.8 48+1.1" 46+13 45418
Day4 | 0.0+0.0 58+0.8 43+13" 39422 40£16
DayS | 0.0+0.0 54+13 39414 34426 3313
Day6 | 0.0+0.0 50+ 14 33+1.6 29423 26419
Day7 | 0.0+0.0 43+15 27418 25+22 23+19
Day8 0.0+ 0.0 3.6+1.7 22+19 21422 18417
Day9 0.0+0.0 26+1.8 1.7+1.1 1.6+1.8 14+14
Dayl0 | 0.0+0.0 20+1.8 1.5+0.8 12+1.7 12+1.1

The data are presented as the means + SD with significance at *p < 0.05, **p < 0.01 and ***p < 0.001 level compared to IBD control.

Supplementary table 3. Co-administration effect of ASC-EXO with anti-IL-12 drug on mouse acute model DAI scoring. DAI score
of mice were recorded daily from day 0 to day 10.
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DAI Scoring (Average data)

ASC-EXO ASC-EXO

e Normal IBD control Ab (1 IOI?OSpCa-rtEii(lSs head. | (1 X 10 particles/head, |(1 x 10'° particles/head, 5
(Anti-IL-12 p40) T > 110 inj.) + Ab (Anti-IL-12| inj.) + Ab (Anti-IL-12
10 inj.)
p40) p40)

Day0 | 0.0+0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0 0.0+ 0.0
Dayl 0.0+ 0.0 05405 03+05 02+04 0.4+0.7 0.4+0.7
Day2 | 0.0+0.0 0.3+0.5 0.5+0.8 0.3+0.5 09+1.0 0.6+ 0.7
Day3 | 0.0+0.0 15412 1.0+1.5 0.4+0.5 0.9+0.7 1.3+0.9
Day4 | 0.0+0.0 1.8+ 1.0 1.7+1.7 0.9+0.9 13+1.1 1.8+0.9
Day5 | 0.0+0.0 33+14 33+16 18+1.1 25+1.0 32+1.0
Day6 | 0.0+0.0 50+1.7 47+ 1.1 33+15 43+1.1 48408
Day7 0.0+0.0 6.0+ 1.1 5.0+08 43+13 44413 51+1.0
Day8 | 0.0+0.0 58+1.6 49412 50+1.9 39412 47414
Day9 0.0+ 0.0 55+1.8 46+1.7 43+1.9 32411 40+1.7
Dayl0 | 0.0+0.0 53+23 3.6+1.8 33+2.0 26+13 34+15

The data are presented as the means + SD with significance at *p < 0.05, **p < 0.01 and ***p < 0.001 level compared to IBD control.

Supplementary table 4. Effects of ASC-EXO IV/IP injection on mouse acute colitis model DAI scoring. DAI score of mice were rec-
orded daily from day 0 to day 10.

DAI Scoring (Average data)

IDas ASC-EXO ASC-EXO
DG (1 x 10'° particles/head, IV inj.) (1 x 10 particles/head, IP inj.)
Day0 0.0+ 0.0 0.0+0.0 0.0+0.0
Dayl 0.6+0.5 1.1+0.6 1.3+05
Day?2 0.1+0.3 0.8+0.9 0.5+0.7
Day3 0.8+0.8 0.9+0.6 0.6+ 0.8
Day4 1.5+1.3 03+0.5 0.5+0.5
Day5 32419 14413 1815
Day6 50+1.9 31+13 33420
Day7 6.6+15 35416 42416
Day8 71416 45416 58+19
Day9 6.8+1.9 40416 57422
Day10 6.4+23 35417 56420

The data are presented as the means + SD with significance at *p < 0.05, **p < 0.01 and ***p < 0.001 level compared to IBD control.



