Different transcutaneous auricular vagus nerve stimulation parameters modulate the

anti-inflammatory effects on lipopolysaccharide-induced acute inflammation in mice
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Supplementary materials

Supplementary video. taVNS 15 Hz and 25 Hz
These videos show the taVNS treated mice in two different pulse frequencies of taVNS (15 Hz

and 25 Hz).
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Supplementary Figure S1. Histological evaluation of the lung in taVNS 15 Hz for 5 min
and 25 Hz for 5 min on LPS-induced endotoxemia

Hematoxylin and eosin (H&E) staining results of the lung in taVNS treatment with 15 Hz for
5 min and 25 Hz for 5 min on LPS-induced inflammation. Scale bar: 100 um (20x), 20 um

(40x), 10 um (100x), respectively.
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Supplementary Figure S2. Histological evaluation of the lung in taVNS 15 Hz for 10 min
and 25 Hz for 10 min on LPS-induced endotoxemia.

Hematoxylin and eosin (H&E) staining results of the lung in taVNS treatment with 15 Hz for
10 min and 25 Hz for 10 min on LPS-induced inflammation. Scale bar: 100 pm (20x), 20 um

(40x), 10 um (100x), respectively.
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Supplementary Figure S3. Fold changes of CCL/CXCL/IL in 15 Hz and 25 Hz taVNS on

endotoxemia mice.

The relative expression of CCL/CXCL/IL in 15 Hz and 25 Hz taVNS on LPS-induced

inflammation were compared using fold changes.
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Sham LPS 15Hz 25Hz

n4 940 585 127.0 115 445 440 855 100.0
Ccll 3730 457.0 4955 2605 675 540 3155 2825
Crp 3185 408.0 4730 2475 495 480 3335 2460
Cxcli 96.0 655 130.0 136.5 450 445 1020 1220
Ccl19 | 1085 675 158.5 141.0 445 440 1150 139.0
Tafb1 | 1235 101.0 159.5 131.0 540 56.5 1220 1295
Cclo 1195 720 140.0 1200 420 4315 1155 1120
[ N5 | 1265 | 1045 151.0 1340 590 59.0 1230 1275
25 975 645 131.0 1180 485 460 985 1220
Crif2 | 2990 | 2445 3225 2040 485 515 2730 1995
Cxcli1]| 940 625 122.0 1185 435 440 96.0 1205
Cecll2 | 990 1025 127.0 1220 510 51.0 1065 118.0
Cel22 | 2260 1575 3305 2190 1135 1130 2495 3025
Axl 1305 895 144.5 1145 470 440 1250 110.5
Cx3cl1| 1015 815 1215 1180 475 465 104 0 1195
Trem1 9.5 66.5 120.0 106.0 480 465 96.0 1145
Cxcr | 3045 267.0 3465 276.0 575 525 3190 264.0
Cerd 950 750 125 1220 495 495 1015 1200
Ccel2 1005 10 17.5 17.0 53.0 525 1035 119.0
Ifng 1165 975 1425 1235 565 56.0 1195 1325
Kit 975 720 150 109.0 485 500 1025 1105
Ccl24 | 2575 2440 3355 2125 540 49.0 306 5 2150
Ccl20 | @ars 620 114.0 106.5 450 440 105.0 107.0
Cel7 | 1040 760 140.0 106.5 50.0 515 1230 1140
Thbs1 | 1055 695 104.5 1100 440 435 1035 1050
Ccl5 4015 165.0 230.0 2050 460 470 2535 1745
5 855 650 1055 105.0 45 445 1005 1125
Tir4 1485 126.0 196.5 163.0 51.0 53.0 1950 1740
Cclg 109.0 101.0 127.5 1135 50.0 47.0 1280 1240
Ccré | 2895 2430 196.0 2605 655 61.0 2725 2205
Ccld 1580 1110 1165 1395 545 540 1450 1345
Grn 3770 | 2405 289.0 2990 450 450 3820 268.0
3 390 635 123.0 1125 440 425 1375 1220
Cel? 1020 625 685 169.0 470 450 1525 161.5

Supplementary Figure S4. The pixel intensity of chemokines/cytokines in 15 Hz and 25

Hz taVNS on endotoxemia mice.

The significantly downregulated chemokines/cytokines are listed in the graph and table.




