	Figure 1E
	Mean ± SEM
	n
	p value

	Ileum vs. Colon
	0.982 ± 0.126 vs. 1.483 ± 0.431
	6
	0.391

	Ileum vs. MLN
	0.982 ± 0.126 vs. 0.48 ± 0.075
	6
	0.401

	Colon vs. MLN
	1.483 ± 0.431 vs. 0.48 ± 0.075
	6
	0.0429

	Figure 2C
	 
	
	

	PBS vs. PLN
	0.008 ±  0.002 vs. 0.007 ± 0.003
	10, 5
	0.655

	PBS vs. MLN
	0.008 ±  0.002 vs. 0.03 ± 0.005
	10, 5
	0. 0027

	PBS vs. PP
	0.008 ±  0.002 vs. 0.027 ± 0.001
	10, 6
	0. 0035

	PBS vs. blood
	0.008 ±  0.002 vs. 0.024 ± 0.006
	10, 6
	0. 011

	PLN vs. MLN
	0.007 ± 0.003 vs. 0.03 ± 0.005
	5, 5
	0.0159

	PLN vs. PP
	0.007 ± 0.003 vs. 0.027 ± 0.001
	5, 4
	0.0357

	PLN vs. blood
	0.007 ± 0.003 vs. 0.024 ± 0.006
	5, 6
	0.0195

	MLN vs. PP
	0.03 ± 0.005 vs. 0.027 ± 0.001
	5, 4
	0.7143

	MLN vs. blood
	0.03 ± 0.005 vs. 0.024 ± 0.006
	5, 6
	0.7013

	PP vs. blood
	0.027 ± 0.001 vs. 0.024 ± 0.006
	4, 6
	0.5

	Figure 2E small intestine
	Mean ± SEM
	n
	p value

	PBS 18h vs. sEVs 18h
	8.303 ± 1.198 vs. 13.760 ± 1.279
	4
	0.058

	PBS 18h vs. PBS 24h
	8.303 ± 1.198 vs. 5.968 ± 0.7703
	4
	> 1

	PBS 18h vs. sEVs 24h
	8.303 ± 1.198 vs. 15.790 ± 1.623
	4
	0.0071

	sEVs 18h vs. PBS 24h
	13.760 ± 1.279 vs. 5.968 ± 0.7703
	4
	0.0053

	sEVs 18h vs. sEVs 24h
	13.760 ± 1.279 vs. 15.790 ± 1.623
	4
	> 1

	PBS 24h vs. sEVs 24h
	5.968 ± 0.7703 vs. 15.790 ± 1.623
	4
	0.0008

	Figure 2F PP
	Mean ± SEM
	n
	p value

	PBS 18h vs. sEVs 18h
	27.380 ± 2.128 vs. 65.890 ± 3.111
	4
	0.0007

	PBS 18h vs. PBS 24h
	27.380 ± 2.128 vs. 34.190 ± 1.936
	4
	> 1

	PBS 18h vs. sEVs 24h
	27.380 ± 2.128 vs. 55.140 ± 8.698
	4
	0.0095

	sEVs 18h vs. PBS 24h
	65.890 ± 3.111vs. 34.190 ± 1.936
	4
	0.0035

	sEVs 18h vs. sEVs 24h
	65.890 ± 3.111 vs. 55.140 ± 8.698
	4
	0.8521

	PBS 24h vs. sEVs 24h
	34.190 ± 1.936 vs. 55.140 ± 8.698
	4
	0.0592

	Figure 2H small intestine
	Mean ± SE
	n
	p value

	PBS vs. sEVs
	8.303 ± 1.198 vs. 14.450 ± 2.074
	4
	0.0855

	PBS vs. sEVs Cort
	8.303 ± 1.198 vs. 13.540 ± 1.621
	4
	0.0608

	sEVs vs. sEVs Cort
	14.450 ± 2.074 vs. 13.540 ± 1.621
	4
	> 1

	Figure 2I PP
	Mean ± SE
	n
	p value

	PBS vs. sEVs Ctrl
	37.130 ± 3.253 vs. 65.870 ± 1.960
	4
	<0.0001

	PBS vs. sEVs Cort
	37.130 ± 3.253 vs. 53.490 ± 2.169
	4
	0.004

	sEVs Ctrl vs. sEVs Cort
	65.870 ± 1.960 vs. 53.490 ± 2.169
	4
	0.0213

	Figure 2J
	
	
	

	sEVs Cort vs. sEVs Ctrl
	1.000 vs. 0.568 ± 0.1265
	4
	0.0419

	
	
	
	

	Figure 3C No stress (ratio) 
	
	
	

	PBS vs. sEVs  Ctrl
	4.147 ± 0.1976  vs 4.218 ± 0.3173
	6
	0.9743

	PBS vs. sEVs Cort
	4.147 ± 0.1976  vs 3.618 ± 0.1477
	6
	0.2704

	sEVs Ctrl vs. sEVs Cort
	4.218 ± 0.3173 vs 3.618 ± 0.1477
	6
	0.1933

	
	
	
	

	Figure 3D No stress (diameter) 
	Mean ± SE
	n
	p value

	PBS vs. sEVs Ctrl
	12.93 ± 3.003 vs 13.97 ± 1.351
	6
	0.9515

	PBS vs. sEVs Cort
	12.93 ± 3.003  vs 23.16 ± 2.64
	6
	0.0245

	sEVs Ctrl vs. sEVs Cort
	13.97 ± 1.3510 vs 23.16 ± 2.64
	6
	0.0439

	
	
	
	

	Figure 3E No stess (cells) 
	Mean ± SE
	n
	p value

	PBS: vs. sEVs Ctrl
	1.863 ± 0.4206  vs 2.005 ± 0.1774
	6
	0.9669

	PBS vs sEVs Cort
	1.863 ± 0.4206  vs 3.466 ± 0.5336
	6
	0.0342

	sEVs Ctrl vs. sEVs Cort
	2.005 ± 0.1774 vs 3.466 ± 0.5336
	6
	0.0548

	
	
	
	

	Figure 3H Stress (ratio) 
	
	
	

	PBS vs. sEVs  Ctrl
	3.165 ± 0.2414  vs 3.364 ± 0.1719
	6
	0.7750

	PBS vs. sEVs Cort
	3.165 ± 0.2414  vs 2.904 ± 0.1946
	6
	0.6473

	sEVs Ctrl vs. sEVs Cort
	3.364 ± 0.1719 vs 2.904 ± 0.1946
	6
	0.2808

	
	
	
	

	Figure 3D Stress (diameter)
	Mean ± SE
	n
	

	PBS vs. sEVs Ctrl
	28.46 ± 1.881 vs 16.72 ± 2.518
	6
	0.1847

	PBS vs. sEVs Cort
	28.46 ± 1.881 vs 53.76 ± 7.061
	6
	0.0031

	sEVs Ctrl vs. sEVs Cort
	16.72 ± 2.518 vs 53.76 ± 7.061
	6
	< 0.0001

	Figure 3E Stress (cells)
	Mean ± SE
	n
	

	PBS vs. sEVs Ctrl
	4.029 ± 0.7617 vs 2.261 ± 0.4322
	6
	0.3944

	PBS vs sEVs Cort
	4.029 ± 0.7617 vs 9.210 ± 1.354
	6
	0.0036

	sEVs Ctrl vs. sEVs Cort
	2.261 ± 0.4322 vs 9.210 ± 1.354
	6
	0.0003

	
	
	
	

	Figure 4 C. IFNγ
	Mean ± SE
	n
	p value

	PBS vs. sEVs Ctrl
	0.4250 ± 0.1074 vs. 0.5757 ± 0.1238
	6, 7
	0.8458

	PBS vs. sEVS Cort
	0.4250 ± 0.1074 vs. 1.223 ± 0.2222
	6, 9
	0.0156

	sEV Ctrl vs. sEV Cort
	0.5757 ± 0.1238 vs. 1.223 ± 0.2222
	7, 9
	0.0419

	Figure 4 E. IL-17
	
	
	

	PBS vs sEVs Ctrl
	1.118 ± 0.2205 vs. 0.7414 ± 0.08213
	6, 7
	0.8393

	PBS vs. sEVS Cort
	1.118 ± 0.2205 vs. 2.5 ± 0.6545
	6, 8
	0.1098

	sEV Ctrl vs. sEV Cort
	0.7414 ± 0.08213 vs. 2.5 ± 0.6545
	7, 8
	0.0278

	Figure 4G. FoxP3
	
	
	

	PBS vs. sEVs Ctrl
	8.885 ± 2.073 vs. 9.747 ± 0.7497
	6, 7
	0.8928

	PBS vs. sEVS Cort
	8.885 ± 2.073 vs. 11.64 ± 0.9709
	6, 9
	0.2987

	sEV Ctrl vs. sEV Cort
	9.747 ± 0.7497 vs. 11.64 ± 0.9709
	7, 9
	0.5255

	Figure 4H (Treg/Th1 ratio)
	
	
	

	PBS vs. sEVs Ctrl
	26.1 ± 7.841 vs. 21.42 ± 4.355
	6, 7
	0.7812

	PBS vs. sEVS Cort
	26.1 ± 7.841 vs. 10.82 ± 1.718
	6, 8
	0.0869

	sEV Ctrl vs. sEV Cort
	21.42 ± 4.355 vs. 10.82 ± 1.718
	7, 8
	0.2552

	Figure 4I (Treg/Th17 ratio)
	
	
	

	PBS vs. sEVs Ctrl
	8.755 ± 1.631 vs. 14.5 ± 2.181
	6,7
	0.1280

	PBS vs. sEVS Cort
	8.755 ± 1.631 vs. 7.395 ± 1.768
	6, 8
	0.8717

	sEV Ctrl vs. sEV Cort
	14.5 ± 2.181 vs. 7.395 ± 1.768
	7, 8
	0.0349

	
	
	
	

	Figure 5C. IFNγ
	Mean ± SE
	
	

	PBS vs. sEVs 100 Ctrl
	1.232 ± 0.4531 vs. 0.9848 ± 0.2704
	6, 6
	0.9828

	PBS vs. sEVs 200 Ctrl
	1.232 ± 0.4531 vs. 1.195 ± 0.3621
	6, 4
	> 1

	PBS vs. sEVS 100 Cort
	1.232 ± 0.4531 vs. 0.9790 ± 0.3274
	6, 6
	0.9812

	PBS vs sEVs 200 Cort
	1.232 ± 0.4531 vs. 1.044 ± 0.23
	6, 6
	0.9939

	sEV 100 Ctrl vs. sEV 200 Ctrl
	0.9667 ± 0.2759 vs. 1.195 ± 0.3621
	6, 4
	0.9939

	sEV 100 Ctrl vs. sEV 100 Cort
	0.9667 ± 0.2759 vs. 0.9790 ± 0.3274
	6, 6
	> 1

	sEV 100 Ctrl vs. sEV 200 Cort
	0.9667 ± 0.2759 vs. 1.044 ± 0.23
	6, 6
	> 1

	sEV 200 Ctrl vs. sEV 100 Cort
	1.195 ± 0.3621vs. 0.9790 ± 0.3274
	4, 6
	0.9923

	sEV 200 Ctrl vs. sEV 200 Cort
	 1.195 ± 0.3621vs. 1.044 ± 0.23
	4, 6
	0.9983

	sEV 100 Cort vs. sEV 200 Cort
	0.9790 ± 0.3274 vs. 1.044 ± 0.23
	6, 6
	> 1

	
	
	
	

	Figure 5E. IL-17
	
	
	

	PBS vs. sEVs 100 Ctrl
	1.376 ± 0.21 vs. 1.612 ± 0.2298
	6, 6
	0.9690

	PBS vs. sEVs 200 Ctrl
	1.376 ± 0.21 vs. 1.883 ± 0.3356
	6, 4
	0.7474

	PBS vs. sEVS 100 Cort
	1.376 ± 0.21  vs. 1.793 ± 0.1438
	6, 6
	0,7987

	PBS vs sEVs 200 Cort
	1.376 ± 0.21  vs. 2.615 ± 0.4011
	6, 6
	0.0234

	sEV 100 Ctrl vs. sEV 200 Ctrl
	1.612 ± 0.2298 vs. 1.883 ± 0.3356
	6, 4
	0.9658

	sEV 100 Ctrl vs. sEV 100 Cort
	1.612 ± 0.2298 vs. 1.793 ± 0.1438
	6, 6
	0.9881

	sEV 100 Ctrl vs. sEV 200 Cort
	1.612 ± 0.2298 vs. 2.615 ± 0.4011
	6, 6
	0.0893

	sEV 200 Ctrl vs. sEV 100 Cort
	1.883 ± 0.3356 vs. 1.793 ± 0.1438
	4, 6
	0.9995

	sEV 200 Ctrl vs. sEV 200 Cort
	 1.883 ± 0.3356 vs. 2.615 ± 0.4011
	4, 6
	0.4269

	sEV 100 Cort vs. sEV 200 Cort
	1.793 ± 0.1438 vs. 2.615 ± 0.4011
	6, 6
	0.2185

	
	
	
	

	Figure 5G. FoxP3
	
	
	

	PBS vs. sEVs 100 Ctrl
	8.443 ± 0.9055 vs. 7.857 ± 0.5127
	6, 6
	0.9973

	PBS vs. sEVs 200 Ctrl
	8.443 ± 0.9055 vs. 8.143 ± 0.5740
	6, 4
	0.9999

	PBS vs. sEVS 100 Cort
	8.443 ± 0.9055 vs. 8.330 ± 1.579
	6, 6
	> 1

	PBS vs sEVs 200 Cort
	8.443 ± 0.9055 vs. 14.47 ± 1.905
	6, 6
	0.0200

	sEV 100 Ctrl vs. sEV 200 Ctrl
	7.857 ± 0.5127 vs. 8.143 ± 0.5740
	6, 4
	0.9999

	sEV 100 Ctrl vs. sEV 100 Cort
	7.857 ± 0.5127 vs. 8.330 ± 1.579
	6, 6
	0.9988

	sEV 100 Ctrl vs. sEV 200 Cort
	7.857 ± 0.5127 vs. 14.47 ± 1.905
	6, 6
	0.0094

	sEV 200 Ctrl vs. sEV 100 Cort
	8.143 ± 0.5740 vs. 8.330 ± 1.579
	4, 6
	> 1

	sEV 200 Ctrl vs. sEV 200 Cort
	 8.143 ± 0.5740 vs. 14.47 ± 1.905
	4, 6
	0.0317

	sEV 100 Cort vs. sEV 200 Cort
	8.330 ± 1.579 vs. 14.47 ± 1.905
	6, 6
	0.0173

	
	
	
	

	
	
	
	

	Figure 5H (Treg/Th1 ratio)
	
	
	

	PBS vs. sEVs 100 Ctrl
	10.55 ± 2.092 vs. 11.08 ± 2.289
	6, 6
	> 1

	PBS vs. sEVs 200 Ctrl
	10.55 ± 2.092 vs. 8.7 ± 2.198
	6, 4
	0.996

	PBS vs. sEVS 100 Cort
	10.55 ± 2.092 vs. 15.13 ± 4.498
	6, 6
	0.8497

	PBS vs sEVs 200 Cort
	10.55 ± 2.092 vs. 17.9 ± 3.99
	6, 6
	0.5038

	sEV 100 Ctrl vs. sEV 200 Ctrl
	11.08 ± 2.289 vs. 8.7 ± 2.198
	6, 4
	0.9895

	sEV 100 Ctrl vs. sEV 100 Cort
	11.08 ± 2.289 vs. 15.13 ± 4.498
	6, 6
	0.8979

	sEV 100 Ctrl vs. sEV 200 Cort
	11.08 ± 2.289 vs. 17.9 ± 3.99
	6, 6
	0.5743

	sEV 200 Ctrl vs. sEV 100 Cort
	8.7 ± 2.198 vs. 15.13 ± 4.498
	4, 6
	0.7151

	sEV 200 Ctrl vs. sEV 200 Cort
	 8.7 ± 2.198 vs. 17.9 ± 3.99
	4, 6
	0.3937

	sEV 100 Cort vs. sEV 200 Cort
	15.13 ± 4.498 vs. 17.9 ± 3.99
	6, 6
	0.9725

	
	
	
	

	Figure 5I (Treg/Th17 ratio)
	
	
	

	PBS vs. sEVs 100 Ctrl
	6.433 ± 0.5031 vs. 5.283 ± 0.6237
	6, 6
	0.8921

	PBS vs. sEVs 200 Ctrl
	6.433 ± 0.5031 vs. 4.525 ± 0.4608
	6, 4
	0.6681

	PBS vs. sEVS 100 Cort
	6.433 ± 0.5031 vs. 4.983 ± 1.099
	6, 6
	0.7834

	PBS vs sEVs 200 Cort
	6.433 ± 0.5031 vs. 6.5 ± 1.334
	6, 6
	> 1

	sEV 100 Ctrl vs. sEV 200 Ctrl
	5.283 ± 0.6237 vs. 4.525 ± 0.4608
	6, 4
	0.9828

	sEV 100 Ctrl vs. sEV 100 Cort
	5.283 ± 0.6237 vs. 4.983 ± 1.099
	6, 6
	0.993

	sEV 100 Ctrl vs. sEV 200 Cort
	5.283 ± 0.6237 vs. 6.5 ± 1.334
	6, 6
	0.8711

	sEV 200 Ctrl vs. sEV 100 Cort
	4.525 ± 0.4608 vs. 4.983 ± 1.099
	4, 6
	0.9975

	sEV 200 Ctrl vs. sEV 200 Cort
	 4.525 ± 0.4608 vs. 6.5 ± 1.334
	4, 6
	0.6398

	sEV 100 Cort vs. sEV 200 Cort
	4.983 ± 1.099 vs. 6.5 ± 1.334
	6, 6
	0.7549

	
	
	
	

	
	
	
	

	SUPPLEMENTARY FIGURES
	
	
	

	Supple Figure 1
	Mean ± SE
	n
	p value

	Initial: no stress vs. stress
	67.42 ± 3.416 vs 71.16 ± 4.653
	6
	0.5313

	Final: no stress vs. stress
	66.72 ± 4.229 vs 42.98 ± 3.78
	6
	0.0019

	
	
	
	

	Supple Figure 3A (Ratio) ILEON
	
	
	

	
	
	
	

	PBS:No Stress vs. PBS:Stress
	4.147 ± 0.1976 vs 3.165 ± 0.2414
	6
	0.0369

	PBS:No Stress vs. sEVs Ctrl:No Stress
	4.147 ± 0.1976  vs 4.218 ± 0.3173
	6
	> 1

	PBS:No Stress vs. sEVs Ctrl:Stress
	4.147 ± 0.1976 vs 3.364 ± 0.1719
	6
	0.1471

	PBS:No Stress vs. sEVs Cort:No Stress
	4.147 ± 0.1976  vs 3.618 ± 0.1477
	6
	0.5352

	PBS:No Stress vs. sEVs Cort:Stress
	4.147 ± 0.1976 vs 2.914 ± 0.1946
	6
	0.0045

	PBS:Stress vs. sEVs Ctrl:No Stress
	3.165 ± 0.2414 vs 4.218 ± 0.3173
	6
	0.0213

	PBS:Stress vs. sEVs Ctrl:Stress
	3.165 ± 0.2414 vs 3.364 ± 0.1719
	6
	0.9867

	PBS:Stress vs. sEVs Cort:No Stress
	3.165 ± 0.2414 vs 3.618 ± 0.1477
	6
	0.06902

	PBS:Stress vs. sEVs Cort:Stress
	3.165 ± 0.2414 vs 2.914 ± 0.1946
	6
	0.9566

	sEVs Ctrl :No Stress vs. sEVs Ctrl:Stress
	4.218 ± 0.3173 vs 3.364 ± 0.1719
	6
	0.0923

	sEVs Ctrl:No Stress vs. sEVs Cort:No Stress
	4.218 ± 0.3173vs 3.618 ± 0.1477
	6
	0.3978

	sEVs:No Stress vs. sEVs Cort:Stress
	4.218 ± 0.3173 vs 2.914 ± 0.1946
	6
	0.0024

	sEVs Ctrl:Stress vs. sEVs Cort:No Stress
	3.364 ± 0.1719 vs 3.618 ± 0.1477
	6
	0.9616

	sEVs Ctrl:Stress vs. sEVs Cort:Stress
	3.364 ± 0.1719 vs 2.914 ± 0.1946
	6
	0.6754

	sEVs Cort:No Stress vs. sEVs Cort:Stress
	3.618 ± 0.1477 vs 2.914 ± 0.1946
	6
	0.2232

	Supple Figure 3B (diameter)
	Mean ± SE
	n
	p value

	PBS:No Stress vs. PBS:Stress
	12.93 ± 3.003 vs 28.46 ± 1.881
	6
	0.0487

	PBS:No Stress vs. sEVs Ctrl:No Stress
	12.93 ± 3.003 vs 13.97 ± 1.351
	6
	> 1

	PBS:No Stress vs. sEVs Ctrl:Stress
	12.93 ± 3.003  vs 16.72 ± 2.518
	6
	0.9743

	PBS:No Stress vs. sEVs Cort:No Stress
	12.93 ± 3.003  vs 23.16 ± 2.64
	6
	0.3598

	PBS:No Stress vs. sEVs Cort:Stress
	12.93 ± 3.003  vs 53.76 ± 7.061
	6
	<0.0001

	PBS:Stress vs. sEVs Ctrl:No Stress
	28.46 ± 1.881 vs 13.97 ± 1.351
	6
	0.0765

	PBS:Stress vs. sEVs Ctrl:Stress
	28.46 ± 1.881 vs 16.72 ± 2.518
	6
	0.2223

	PBS:Stress vs. sEVs Cort:No Stress
	28.46 ± 1.881vs 23.16 ± 2.64
	6
	0.8997

	PBS:Stress vs. sEVs Cort:Stress
	28.46 ± 1.881 vs 53.76 ± 7.061
	6
	0.0003

	sEVs Ctrl:No Stress vs. sEVs Ctrl:Stress
	13.97 ± 1.351 vs 16.72 ± 2.518
	6
	0.9939

	sEVs Ctrl:No Stress vs. sEVs Cort:No Stress
	13.97 ± 1.3510 vs 23.16 ± 2.64
	6
	0.4764

	sEVs Ctrl:No Stress vs. sEVs Cort:Stress
	13.97 ± 1.3510 vs 53.76 ± 7.061
	6
	<0.0001

	sEVs :Stress vs. sEVs Cort:No Stress
	16.72 ± 2.518 vs 23.16 ± 2.64
	6
	0.8007

	sEVs Ctrl:Stress vs. sEVs Cort:Stress
	16.72 ± 2.518 vs 53.76 ± 7.061
	6
	<0.0001

	sEVs Cort:No Stress vs. sEVs Cort:Stress
	23.16 ± 2.64 vs 53.76 ± 7.061
	6
	<0.0001

	Supple Figure 3C (cells)
	Mean ± SE
	n
	p value

	PBS:No Stress vs. PBS:Stress
	1.863 ± 0.4206 vs 4.029 ± 0.7617
	6
	0.2981

	PBS:No Stress vs. sEVs Ctrl:No Stress
	1.863 ± 0.4206  vs 2.005 ± 0.1774
	6
	> 1

	PBS:No Stress vs. sEVs Ctrl:Stress
	1.863 ± 0.4206  vs 2.261 ± 0.4322
	6
	0.9987

	PBS:No Stress vs. sEVs Cort:No Stress
	1.863 ± 0.4206  vs 3.466 ± 0.5336
	6
	0.6179

	PBS:No Stress vs. sEVs Cort:Stress
	1.863 ± 0.4206  vs 9.210 ± 1.354
	6
	<0.0001

	PBS:Stress vs. sEVs Ctrl:No Stress
	4.029 ± 0.7617 vs 2.005 ± 0.1774
	6
	0.3694

	PBS:Stress vs. sEVs Ctrl:Stress
	4.029 ± 0.7617 vs 2.261 ± 0.4322
	6
	0.5168

	PBS:Stress vs. sEVs Cort:No Stress
	4.029 ± 0.7617 vs 3.466 ± 0.5336
	6
	0.9932

	PBS:Stress vs. sEVs Cort:Stress
	4.029 ± 0.7617 vs 9.210 ± 1.354
	6
	0.0002

	sEVs Ctrl:No Stress vs. sEVs Ctrl:Stress
	2.005 ± 0.1774 vs 2.261 ± 0.4322
	6
	0.9998

	sEVs Ctrl:No Stress vs. sEVs Cort:No Stress
	2.005 ± 0.1774 vs 3.466 ± 0.5336
	6
	0.7035

	sEVs Ctrl:No Stress vs. sEVs Cort:Stress
	2.005 ± 0.1774 vs 9.210 ± 1.354
	6
	<0.0001

	sEVs Ctrl:Stress vs. sEVs Cort:No Stress
	2.261 ± 0.4322 vs 3.466 ± 0.5336
	6
	0.8395

	sEVs Ctrl:Stress vs. sEVs Cort:Stress
	2.261 ± 0.4322 vs 9.210 ± 1.354
	6
	<0.0001

	sEVs Cort:No Stress vs. sEVs Cort:Stress
	3.466 ± 0.5336 vs 9.210 ± 1.354
	6
	<0.0001

	
	
	
	

	
	
	
	

	Supple Figure 3D (ratio) JEJUNUM
	Mean ± SE
	n
	p value

	PBS:No Stress vs. PBS:Stress
	1.958 ± 0.0874 vs 1.835 ± 0.1374
	7
	0.9829

	PBS:No Stress vs. sEVs Ctrl:No Stress
	1.958 ± 0.0874   vs 2.492 ± 0.1031
	7
	0.0553

	PBS:No Stress vs. sEVs Ctrl:Stress
	1.958 ± 0.0874 vs 2.214 ± 0.0889
	7
	0.7137

	PBS:No Stress vs. sEVs Cort:No Stress
	1.958 ± 0.0874   vs 2.126 ± 0.0743
	7
	0.9353

	PBS:No Stress vs. sEVs Cort:Stress
	1.958 ± 0.0874 vs  2.192 ± 0.2166
	7
	0.7848

	PBS:Stress vs. sEVs Ctrl:No Stress
	1.835 ± 0.1374 vs 2.492 ± 0.1031
	7
	0.01

	PBS:Stress vs. sEVs Ctrl:Stress
	1.835 ± 0.1374 vs 2.214 ± 0.0889
	7
	0.3083

	PBS:Stress vs. sEVs Cort:No Stress
	1.835 ± 0.1374 2.126 ± 0.0743
	7
	0.5948

	PBS:Stress vs. sEVs Cort:Stress
	1.835 ± 0.1374 vs 2.192 ± 0.2166
	7
	0.3741

	sEVs Ctrl:No Stress vs. sEVs Ctrl:Stress
	2.492 ± 0.1031 vs 2.214 ± 0.0889
	7
	0.6394

	sEVs Ctrl:No Stress vs. sEVs Cort:No Stress
	2.492 ± 0.1031 vs 2.126 ± 0.0743
	7
	0.3447

	sEVs Ctrl:No Stress vs. sEVs Cort:Stress
	2.492 ± 0.1031 vs 2.192 ± 0.2166
	7
	0.5603

	sEVs Ctrl:Stress vs. sEVs Cort:No Stress
	2.214 ± 0.0889 vs 2.126 ± 0.0743
	7
	0.9963

	sEVs Ctrl:Stress vs. sEVs Cort:Stress
	2.214 ± 0.0889 vs 2.192 ± 0.2166
	7
	> 1

	sEVs Cort:No Stress vs. sEVs Cort:Stress
	2.126 ± 0.0743 vs 2.192 ± 0.2166
	7
	0.9991

	Supple Figure 3E (diameter)
	Mean ± SE
	n
	p value

	PBS:No Stress vs. PBS:Stress
	36.39 ± 2.018 vs 50.59 ± 2.437
	6
	0.0012

	PBS:No Stress vs. sEVs Ctrl:No Stress
	36.39 ± 2.018 vs 39.06 ± 1.163
	6
	0.9558

	PBS:No Stress vs. sEVs Ctrl:Stress
	36.39 ± 2.018 vs 43.42 ± 2.149
	6
	0.2532

	PBS:No Stress vs. sEVs Cort:No Stress
	36.39 ± 2.018   vs 49.11 ± 2.592
	6
	0.0042

	PBS:No Stress vs. sEVs Cort:Stress
	36.39 ± 2.018   vs 60.3 ± 2.66
	6
	<0.0001

	PBS:Stress vs. sEVs Ctrl:No Stress
	50.59 ± 2.437 vs 39.06 ± 1.163
	6
	0.0112

	PBS:Stress vs. sEVs Ctrl:Stress
	50.59 ± 2.437 vs 43.42 ± 2.149
	6
	0.2345

	PBS:Stress vs. sEVs Cort:No Stress
	50.59 ± 2.437 vs 49.11 ± 2.592
	6
	0.9969

	PBS:Stress vs. sEVs Cort:Stress
	50.59 ± 2.437 vs 60.3 ± 2.66
	6
	0.0458

	sEVs Ctrl:No Stress vs. sEVs Ctrl:Stress
	39.06 ± 1.163 vs 43.42 ± 2.149
	6
	0.7353

	sEVs Ctrl:No Stress vs. sEVs Cort:No Stress
	39.06 ± 1.163 vs 49.11 ± 2.592
	6
	0.0353

	sEVs Ctrl:No Stress vs. sEVs Cort:Stress
	39.06 ± 1.163 vs 60.3 ± 2.66
	6
	<0.0001

	sEVs Ctrl:Stress vs. sEVs Cort:No Stress
	43.42 ± 2.149 vs 49.11 ± 2.592
	6
	0.4764

	sEVs Ctrl:Stress vs. sEVs Cort:Stress
	43.42 ± 2.149 vs 60.3 ± 2.66
	6
	0.0001

	sEVs Cort:No Stress vs. sEVs Cort:Stress
	49.11 ± 2.592 vs 60.3 ± 2.66
	6
	0.0148

	Supple Figure 3F (cells)
	Mean ± SE
	n
	p value

	PBS:No Stress vs. PBS:Stress
	1.977 ± 0.3804 vs 3.749 ± 0.557
	6
	0.774

	PBS:No Stress vs. sEVs Ctrl:No Stress
	1.977 ± 0.3804  vs 2.176 ± 0.4012
	6
	> 1

	PBS:No Stress vs. sEVs Ctrl:Stress
	1.977 ± 0.3804   vs 4.081 ± 1.214
	6
	0.6282

	PBS:No Stress vs. sEVs Cort:No Stress
	1.977 ± 0.3804   vs 3.088 ± 0.6215
	6
	0.9604

	PBS:No Stress vs. sEVs Cort:Stress
	1.977 ± 0.3804   vs 9.499 ± 1.721
	6
	<0.0001

	PBS:Stress vs. sEVs Ctrl:No Stress
	3.749 ± 0.557 vs 2.176 ± 0.4012
	6
	0.8482

	PBS:Stress vs. sEVs Ctrl:Stress
	3.749 ± 0.557 vs 4.081 ± 1.214
	6
	0.999

	PBS:Stress vs. sEVs Cort:No Stress
	3.749 ± 0.557 vs 3.088 ± 0.6215
	6
	0.9961

	PBS:Stress vs. sEVs Cort:Stress
	3.749 ± 0.557 vs 9.499 ± 1.721
	6
	0.0023

	sEVs Ctrl:No Stress vs. sEVs Ctrl:Stress
	2.176 ± 0.4012 vs 4.081 ± 1.214
	6
	0.7181

	sEVs Ctrl:No Stress vs. sEVs Cort:No Stress
	2.176 ± 0.4012 vs 3.088 ± 0.6215
	6
	0.9831

	sEVs Ctrl:No Stress vs. sEVs Cort:Stress
	2.176 ± 0.4012 vs 9.499 ± 1.721
	6
	<0.0001

	sEVs Ctrl:Stress vs. sEVs Cort:No Stress
	4.081 ± 1.214 vs 3.088 ± 0.6215
	6
	0.9755

	sEVs Ctrl:Stress vs. sEVs Cort:Stress
	4.081 ± 1.214 vs 9.499 ± 1.721
	6
	0.044

	sEVs Cort:No Stress vs. sEVs Cort:Stress
	3.088 ± 0.6215 vs 9.499 ± 1.721
	6
	0.0006

	
	
	
	

	Supple Figure 4A. IFNγ
	Mean ± SE
	
	

	PBS vs. sEVs
	0.72 ± 0.1441 vs. 0.5576 ± 0.1585
	5, 10
	0.7764

	PBS vs. sEVS Cort
	0.72 ± 0.1441  vs. 0.4183± 0.1234
	5, 11
	0.417

	sEV vs. sEV Cort
	0.5576 ± 0.1585 vs. 0.4183± 0.1234
	10, 11
	0.7466

	Supple Figure 4B. IL-17
	
	
	

	PBS vs sEVs Ctrl
	0.762 ± 0.1632 vs. 0.5831 ± 0.1368
	5, 10
	0.6552

	PBS vs. sEVS Cort
	0.762 ± 0.1632  vs. 0.5217 ± 0.08945
	5, 12
	0.4518

	sEV Ctrl vs. sEV Cort
	0.5831 ± 0.1368 vs. 0.5217 ± 0.08945
	10,12
	0.9205

	Supple Figure 4C. FoxP3
	
	
	

	PBS vs. sEVs Ctrl
	11.06 ± 1.632 vs. 12.59 ± 1.195
	5, 10
	0.6978

	PBS vs. sEVS Cort
	11.06 ± 1.632  vs. 11.85 ± 0.8723
	5, 12
	0.903

	sEV Ctrl vs. sEV Cort
	12.59 ± 1.195 vs. 11.85 ± 0.8723
	10, 12
	0.8691

	Supple Figure 4D
	
	
	

	PBS vs. sEVs Ctrl
	17.33 ± 2.881 vs. 14.09 ± 2.978
	5, 5
	0.8679

	PBS vs. sEVS Cort
	17.33 ± 2.881 vs. 14.89 ± 3.631
	5, 6
	0.8555

	sEV Ctrl vs. sEV Cort
	14.09 ± 2.978 vs. 14.89 ± 3.631
	5, 6
	> 1

	Supple Figure 4E
	
	
	

	PBS vs. sEVs
	17.75 ± 4.083 vs. 25.19 ± 5.332
	5, 8
	0.5331

	PBS vs. sEVS Cort
	17.75 ± 4.083  vs. 24.98  ± 3.178
	5, 11
	0.5158

	sEV Ctrl vs. sEV Cort
	25.19 ± 5.332 vs. 24.98  ± 3.178
	8, 11
	0.9992

	
	
	
	

	Supple Figure 5C
	Mean ± SE
	n
	p value

	Day 1. IFNγ
	
	
	

	[bookmark: _Hlk144742862]PBS vs. sEVs Ctrl
	1.058 ± 0.1213 vs. 1.940 ± 0.6266
	11, 5
	0.3230

	PBS vs. sEVS Cort
	1.058 ± 0.1213 vs. 1.600 ± 0.6772
	11, 6
	0.6068

	sEV Ctrl vs. sEV Cort
	1.940 ± 0.6266 vs. 1.600 ± 0.6772
	5, 6
	0.8685

	Day 3
	
	
	

	PBS vs. sEVs Ctrl
	1.192 ± 0.1392 vs. 1.099 ± 0.1784
	9, 12
	0.9087

	PBS vs. sEVS Cort
	1.192 ± 0.1392 vs. 1.115 ± 0.1253
	9, 12
	0.9361

	sEV Ctrl vs. sEV Cort
	1.099 ± 0.1784 vs. 1.115 ± 0.1253
	12, 12
	0.9968

	Day 5
	
	
	

	PBS vs. sEVs Ctrl
	0.7978 ± 0.1583 vs. 1.268 ± 0.2280
	9, 12
	0.2135

	PBS vs. sEVS Cort
	0.7978 ± 0.1583 vs. 1.009 ± 0.1469
	9, 12
	0.7217

	sEV Ctrl vs. sEV Cort
	1.268 ± 0.2280 vs. 1.009 ± 0.1469
	12, 12
	0.5673

	Day 7
	
	
	

	PBS vs. sEVs Ctrl
	1.302 ± 0.2679 vs. 1.414 ± 0.3521
	9, 12
	0.9670

	PBS vs. sEVS Cort
	1.302 ± 0.2679 vs. 1.695 ± 0.2780
	9, 12
	0.6654

	sEV Ctrl vs. sEV Cort
	1.414 ± 0.3521 vs. 1.695 ± 0.2780
	12, 12
	0.7832

	Day 10
	
	
	

	PBS vs. sEVs Ctrl
	0.9827 ± 0.1597 vs. 0.7914 ± 0.1148
	11, 14
	0.5262

	PBS vs. sEVS Cort
	0.9827 ± 0.1597 vs. 0.8067 ± 0.0093
	11, 15
	0.5702

	sEV Ctrl vs. sEV Cort
	0.7914 ± 0.1148 vs. 0.8067 ± 0.0093
	14, 15
	0.9951

	Supple Figure 5E
	
	
	

	Day 1. IL-17
	
	
	

	PBS vs. sEVs Ctrl
	1.392 ± 0.2426 vs. 1.817 ± 0.3462
	11, 6
	0.6268

	PBS vs. sEVS Cort
	1.392 ± 0.2426 vs. 2.300 ± 0.6062
	6, 4
	0.22

	sEV Ctrl vs. sEV Cort
	1.817 ± 0.3462 vs. 2.300 ± 0.6062
	6, 4
	0.6867

	Day 3
	
	
	

	PBS vs. sEVs Ctrl
	1.031 ± 0.1022 vs. 1.171 ± 0.1246
	7, 12
	0.6901

	PBS vs. sEVS Cort
	1.031 ± 0.1022 vs. 1.125 ± 0.08849
	7, 12
	0.8449

	sEV Ctrl vs. sEV Cort
	1.171 ± 0.1246 vs. 1.125 ± 0.08849
	12, 12
	0.9464

	Day 5
	
	
	

	PBS vs. sEVs Ctrl
	0.7950 ± 0.09614 vs. 1.078 ± 0.1176
	8, 11
	0.3555

	PBS vs. sEVS Cort
	0.7950 ± 0.09614 vs. 1.488 ± 0.1675
	8, 11
	0.0054

	sEV Ctrl vs. sEV Cort
	1.078 ± 0.1176 vs. 1.488 ± 0.1675
	11, 11
	0.088

	Day 7
	
	
	

	PBS vs. sEVs Ctrl
	1.234 ± 0.1852 vs. 0.9 ± 0.17
	9, 10
	0.4061

	PBS vs. sEVS Cort
	1.234 ± 0.1852 vs. 1.481 ± 0.1749
	9, 11
	0.5948

	sEV Ctrl vs. sEV Cort
	0.9 ± 0.17 vs. 1.481 ± 0.1749
	10, 11
	0.0619

	Day 10
	
	
	

	PBS vs. sEVs
	1.329 ± 0.2217 vs. 1.347 ± 0.3595
	11, 14
	0.9994

	PBS vs. sEVS CORT
	1.329 ± 0.2217  vs. 1.725 ± 0.4431
	11, 15
	0.7511

	sEV vs. sEV CORT
	1.347 ± 0.3595 vs. 1.725 ± 0.4431
	14, 15
	0.7428

	Supple Figure 5G
	
	
	

	Day 1. FoxP3
	
	
	

	PBS vs. sEVs Ctrl
	6.641 ± 0.5121 vs. 7.597 ± 1.328
	11, 6
	0.7720

	PBS vs. sEVS Cort
	6.641 ± 0.5121 vs. 9.318 ± 1.497
	11, 6
	0.1555

	sEV Ctrl vs. sEV Cort
	7.597 ± 1.328 vs. 9.318 ± 1.497
	6, 6
	0.5295

	Day 3
	
	
	

	PBS vs. sEVs Ctrl
	6.432 ± 0.5603 vs. 7.458 ± 0.6437
	9, 12
	0.3956

	PBS vs. sEVS Cort
	6.432 ± 0.5603  vs. 6.358 ± 0.3464
	9, 12
	0.995

	sEV Ctrl vs. sEV Cort
	7.458 ± 0.6437 vs. 6.358 ± 0.3464
	12, 12
	0.2925

	Day 5
	
	
	

	PBS vs. sEVs Ctrl
	6.15 ± 0.3552 vs. 7.211 ± 0.3363
	9, 12
	0.1303

	PBS vs. sEVS Cort
	6.15 ± 0.3552 vs. 6.963 ± 0.3845
	9, 12
	0.2918

	sEV Ctrl vs. sEV Cort
	6.963 ± 0.3845 vs. 7.211 ± 0.3363
	12, 12
	0.8695

	Day 7
	
	
	

	PBS vs. sEVs Ctrl
	6.37 ± 0.8656 vs. 5.803 ± 0.7739
	9, 12
	0.8791

	PBS vs. sEVS Cort
	6.37 ± 0.8656 vs. 9.417 ± 0.7683
	9, 12
	0.0366

	sEV Ctrl vs. sEV Cort
	5.803 ± 0.7739 vs. 9.417 ± 0.7683
	12, 12
	0.0062

	Day 10
	
	
	

	PBS vs. sEVs Ctrl
	7.424 ± 0.4889 vs. 7.282 ± 0.5647
	11, 14
	0.9856

	PBS vs. sEVS Cort
	7.424 ± 0.4889 vs. 7.669 ± 0.6515
	11, 15
	0.9560

	sEV Ctrl vs. sEV Cort
	7.282 ± 0.5647 vs. 7.669 ± 0.6515
	14, 15
	0.8806

	
	
	
	

	
	
	
	

	Supple Figure 6B
	Mean ± SE
	
	

	PBS vs. sEVs heart
	34.98 ± 11.46 vs. 41.53 ± 12.54
	5
	0.8653

	PBS vs. sEVs kidney
	66.03 ± 6.983 vs. 178.7 ± 29.13
	5
	0.0055

	PBS vs. sEVs spleen
	61.07 ± 9.522 vs. 212.4 ± 22.65
	5
	0.0003

	PBS vs. sEVs liver
	 48.18 ± 14.63 vs. 228.3 ± 6.808
	5
	<0.0001



Supplementary Table 1. The obtained data are shown including the results of the statistical analysis

