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Supplementary Table S1 (online only)

pre exposure

post exposure

Sopre S1pre 82pre p-value Sopost O1post O2p0st p-value
low trypsin [2.59+0.32|1.72+0.30(-34+6 %) |1.50 + 0.36 (-43 +9 %) |<0.001 | 2.55+0.31 () |1.78 £ 0.36 (-30 +9 %) |1.52 +0.38 (-41 + 10 %) | < 0.001
high trypsin |2.40+0.41|1.71+0.30(-28+8 %) |1.64 +0.22 (-31+9%) |{<0.001|2.43+0.41(¥)|1.71+0.30(-29+8%) |1.53+0.19(-36+8 %) |<0.001
controls 2.77+0.19|2.07+0.26 (-26 + 6 %) |1.86+0.37 (-34+9 %) | <0.001 [2.66 +0.22 (§)|2.00 + 0.34 (-25 + 10 %) | 1.82 + 0.41 (-32 + 11 %) | < 0.001




Supplementary Table S2 (online only)

pre exposure

post exposure

60pre

51pre 52pre 50post 51post 52post p-value

ECS 3444+72.3 339.2+70.7 307.7 £ 68.3 348.3 +56.5 323.2+67.1 303.3+62.4 <0.001

SPA 215.8+47.9 208.9+474 186.0+45.4 218.2+39.8 200.0+44.4 181.4 £ 40.6 <0.001

SPA upper 107.6 +£24.8 104.3 +25.3 93.6 £ 26.5 109.5 +19.5 100.2 +22.2 90.8 £ 18.1 <0.001

low trypsin SPA lower 108.2 £ 23.5 104.6 £ 22.7 92.4 +£20.2 108.7 £ 20.7 99.8+22.9 90.6 + 23.7 <0.001
PPA 124.7 £30.2 125.1+29.1 118.8 +28.1 123.0+27.2 117.9+31.2 118.8 £29.9 0.088
PPA upper 67.8+16.1 66.5+13.4 63.5+13.8 66.0 £ 14.2 63.2+16.3 61.1+16.6 0.004
PPA lower 56.9+14.2 58.6 +15.8 55.3+14.9 57.0+133 54.7+15.1 57.7+14.0 0.392

ECS 281.3+67.5 263.5+51.5 253.0+62.2 289.4 +68.9 258.5 +60.9 235.8+61.9 <0.001

SPA 185.6 £44.7 173.1+345 164.1 +39.9 193.7+41.9 170.2 £39.2 148.8 £ 38.5 <0.001

SPA upper 94.5+22.0 89.2+17.2 82.6+19.3 97.1+21.0 82.7+21.2 75.2+20.0 <0.001

high trypsin SPA lower 91.1+23.2 83.9+18.3 81.5+22.6 96.6 £21.3 87.5+18.3 73.6 £20.9 <0.001
PPA 92.6 +28.5 89.9+25.6 85.3+25.8 93.8+34.8 85.2+26.1 84.6 +28.4 0.017
PPA upper 49.7 +15.2 48.8+13.3 45.6+14.3 51.7+19.9 46.3 +14.8 445 +14.6 0.009
PPA lower 42.9+13.7 41.1+12.9 39.7+11.8 42.1+15.3 38.9+115 40.1+14.0 0.151

ECS 307.3+52.3 293.5+50.6 273.7+45.5 306.0+51.3 298.9 +46.3 273.8 £50.5 <0.001

SPA 216.1+32.0 202.7 £27.6 188.6 + 25.8 216.0+31.1 206.3+27.4 189.1+35.1 <0.001

SPA upper 106.3£17.5 103.6 £14.5 96.4+12.1 107.5+14.4 104.0+15.4 93.3+17.0 <0.001

controls SPA lower 109.8 +£15.0 99.1+14.8 92.2+14.7 108.5+17.0 102.3 £15.6 95.8+18.5 <0.001
PPA 88.8 +28.9 88.4+32.2 83.2+27.5 89.6 +29.2 91.5+25.9 84.3+239 0.043
PPA upper 49.7 +15.2 48.8+13.3 45.6+14.3 51.7+19.9 46.3 +14.8 445 +14.6 0.019
PPA lower 41.0 + 15.2 40.8 + 15.6 41.1 +15.9 42.4 + 15.6 43.7 +15.0 40.9 + 13.6 0.218




Supplementary Table S3 (online only)




pre exposure

post exposure

T1

Tlp

Sopre S1pre S2pre p-value Sopost O1post 82post p-value

entire 658.0 (646.0-692.7) 640.3 (632.5-654.2) 618.8 (604.6-628.5) <0.001 | 672.9 (663.4-686.2) 651.0 (635.9-666.3) 628.6 (601.2-650.8) <0.001

SPA 658.0 (647.8-691.7) 624.3 (613.4-644.8) 598.5 (585.6-613.7) <0.001 | 664.6 (657.5-685.6) 634.6 (621.7-656.0) 603.6 (579.8-613.2) <0.001

SPA upper | 739.1(724.9-774.6) 682.1 (659.5-704.3) | 643.5 (589.6-652.0) <0.001 | 751.3 (733.0-781.0) 691.0 (679.9-698.6) 631.5 (609.1-652.0) <0.001

low trypsin SPA lower | 582.4(572.0-624.8) 572.6 (553.7-603.0) | 574.1 (569.2-582.2) 0.046 | 585.1 (574.8-606.2) 582.4 (563.2-599.2) 575.4 (567.7-578.0) 0.066
PPA 660.2 (649.9-692.4) 665.6 (649.2-673.6) 647.3 (641.7-653.6) 0.006 | 681.2 (671.7-689.7) 681.0 (655.3-687.4) 662.5 (635.6-684.2) 0.135

PPAupper |727.4(713.1-758.2) 734.2 (705.9-747.4) | 711.3 (679.8-724.9) <0.001 | 749.7 (737.2-773.7) 749.0 (731.7-757.6) 726.9 (681.0-752.2) 0.026

PPA lower 583.4 (569.4-635.5) 593.1 (587.1-601.5) 578.5 (575.2-595.7) 0.066 | 600.0 (584.5-626.3) 599.6 (583.6-614.3) 592.2 (570.5-620.3) 0.601

entire 649.6 (627.5-731.9) 627.9 (612.1-691.9) 599.2 (584.0-643.6) <0.001 | 662.4 (650.0-746.9) 627.4 (619.4-695.6) 600.0 (581.5-651.6) <0.001

SPA 651.1 (626.5-729.6) 624.9 (599.8-678.9) 587.0 (571.1-618.0) <0.001 | 658.1 (649.0-746.9) 616.3 (584.9-670.2) 583.8 (552.8-616.0) <0.001

SPA upper 724.0 (706.9-819.2) 688.0 (661.9-730.9) 631.1 (617.9-649.2) <0.001 | 783.7 (717.0-848.4) 676.2 (649.1-707.4) 608.2 (599.6-633.7) <0.001

high trypsin SPA lower 586.9 (554.7-639.2) 564.4 (531.3-627.8) 542.3 (517.1-586.9) 0.003 | 589.1 (537.9-645.3) 587.8 (545.0-626.1) 565.3 (516.3-596.6) 0.006
PPA 651.9 (635.5-750.5) 648.0 (629.3-715.2) 630.9 (608.7-677.7) <0.001 | 676.6 (649.6-754.7) 674.5 (645.2-733.4) 634.2 (626.3-698.4) <0.001

PPA upper 743.1(714.3-811.9) 744.4 (690.4-775.6) 714.8 (669.4-729.0) <0.001 | 794.1 (733.2-845.9) 765.4 (735.3-793.5) 736.4 (700.4-756.4) <0.001

PPA lower 577.9 (543.8-641.0) 569.3 (551.8-619.6) 562.3 (539.9-602.5) <0.001 | 559.2 (536.0-632.5) 597.7 (532.8-639.2) 572.0 (531.2-634.0) 0.135

entire 679.3 (621.5-687.4) 653.5 (592.1-664.3) 617.3 (567.1-632.0) <0.001 | 672.5 (629.5-677.3) 634.3 (595.7-647.7) 596.5 (572.2-619.9) <0.001

SPA 670.4 (614.0-682.4) 645.7 (583.0-655.4) 612.1 (548.6-624.8) <0.001 | 665.4 (630.4-668.4) 615.6 (577.7-636.7) 588.8 (552.8-605.7) <0.001

SPA upper 735.9 (702.5-769.5) 679.7 (660.0-717.7) 626.5 (616.9-667.8) <0.001 | 724.0 (706.5-747.6) 650.7 (624.8-695.9) 618.0 (598.3-638.7) <0.001

controls SPA lower 573.6 (549.1-609.9) 569.9 (551.5-609.4) 552.0 (523.0-600.0) 0.057 | 575.9 (549.5-594.0) 552.2 (533.9-586.3) 550.2 (508.4-586.2) 0.107
PPA 680.6 (642.6-695.5) 666.1 (617.8-671.2) 628.3 (596.3-651.6) 0.019 | 666.1 (631.1-694.5) 643.4 (627.2-686.1) 618.3 (603.3-638.1) 0.003

PPA upper | 748.7 (710.7-749.6) 705.6 (691.3-744.7) | 675.7 (650.6-706.2) 0.006 | 726.9 (714.9-765.7) 709.3 (674.2-743.1) 662.3 (645.2-691.7) <0.001

PPA lower 581.0 (564.1-605.2) 576.3 (560.7-622.7) 572.7 (543.4-593.4) 0.814 | 587.0 (565.1-590.5) 572.0 (549.7-605.2) 567.6 (536.6-597.0) 0.685

entire 62.7 (58.4-66.2) 72.0 (66.6-73.2) 72.2 (67.9-75.2) <0.001 | 60.7 (57.7-69.0) 68.4 (65.5-76.6) 70.4 (66.5-73.6) <0.001

SPA 65.2 (60.1-69.4) 76.3 (70.1-77.8) 74.4 (72.6-78.4) <0.001 | 63.9 (60.5-70.0) 72.7 (67.8-79.6) 74.3 (69.7-76.7) <0.001

SPA upper 68.7 (64.8-72.9) 83.7 (77.8-88.6) 80.8 (78.1-87.8) <0.001 | 70.9 (61.9-73.1) 83.6 (74.6-88.1) 82.4 (75.3-84.4) <0.001

low trypsin SPA lower 59.1 (54.7-65.4) 65.8 (61.2-69.6) 68.2 (64.0-69.6) 0.002 | 59.5 (55.9-64.7) 64.1 (60.0-71.1) 64.6 (62.5-69.6) 0.222
PPA 59.2 (54.3-62.5) 63.3 (62.4-67.4) 65.2 (62.4-68.7) <0.001 | 57.1 (50.7-67.5) 60.5 (59.7-70.4) 61.9 (61.0-68.3) <0.001

PPA upper 60.0 (57.3-65.1) 70.1 (66.2-71.3) 70.5 (67.5-74.0) <0.001 | 60.6 (51.8-68.0) 68.2 (62.7-76.6) 68.2 (64.8-73.7) 0.007

PPA lower 54.5 (50.7-60.5) 58.3 (55.3-62.2) 58.9 (56.8-64.4) 0.003 | 55.0 (48.0-62.4) 56.0 (51.8-62.8) 57.1(55.0-60.8) 0.046

entire 62.7 (55.2-64.9) 68.4 (64.9-71.3) 69.2 (65.8-72.3) <0.001 | 62.3 (56.7-70.2) 67.0 (64.0-74.5) 69.2 (64.3-76.0) 0.006

SPA 64.4 (55.5-66.3) 71.4 (68.0-73.0) 70.6 (68.6-75.0) <0.001 | 64.6 (60.7-70.4) 70.5 (67.5-76.5) 71.1 (68.5-76.8) 0.003

SPAupper | 69.0(59.5-74.3) 79.9 (70.2-83.1) 78.6 (72.3-83.8) <0.001 | 71.7 (64.4-81.5) 78.5 (70.1-83.8) 77.2 (73.0-84.9) 0.003

high trypsin SPAlower | 58.0(53.2-58.2) 64.2 (60.7-67.2) 68.1 (61.5-69.0) <0.001 | 57.5 (54.5-59.6) 66.3 (61.3-68.1) 67.4 (63.6-68.4) 0.007
PPA 57.4 (53.7-64.0) 61.4 (59.0-66.8) 63.0 (59.3-69.8) 0.030 | 56.6 (49.8-70.2) 62.0 (56.3-71.3) 62.8 (58.8-70.1) 0.135

PPA upper 65.3 (56.3-67.5) 67.0 (60.8-74.1) 68.8 (63.4-73.7) 0.012 | 65.3 (52.3-72.9) 65.9 (59.4-78.9) 66.7 (60.8-75.1) 0.078

PPA lower | 53.9 (48.7-57.7) 56.5 (54.9-61.5) 60.8 (55.3-63.1) 0.222 | 52.0 (44.4-60.3) 56.4 (52.7-63.4) 58.2 (54.8-66.5) 0.003

entire 65.1 (61.3-72.6) 71.5 (69.9-79.1) 71.1(70.3-78.4) 0.016 | 59.8 (52.5-66.8) 67.1(63.2-71.1) 68.6 (66.0-71.5) <0.001

SPA 68.2 (62.7-73.2) 74.9 (71.8-81.8) 74.8 (72.7-80.4) <0.001 | 59.9 (53.2-66.5) 70.1 (64.3-72.8) 71.2 (67.6-73.5) <0.001

controls SPA upper 72.2 (66.2-79.2) 82.2 (79.2-90.7) 86.3 (77.1-88.6) <0.001 | 64.8 (57.0-71.1) 77.5 (70.3-82.5) 76.7 (74.1-82.0) <0.001
SPA lower 64.4 (57.7-70.2) 66.9 (64.4-70.4) 67.8 (64.8-72.9) 0.006 | 55.1 (49.5-59.0) 60.5 (56.0-63.5) 62.1 (60.4-65.7) 0.019

PPA 62.3 (57.9-70.6) 65.0 (62.7-73.3) 65.0 (63.5-72.3) 0.031 | 59.0 (49.5-63.0) 61.9 (54.9-66.5) 60.9 (60.1-65.7) 0.010

PPA upper 66.9 (61.6-73.7) 69.7 (66.1-79.8) 69.4 (65.7-77.8) 0.107 | 64.0 (50.2-67.4) 69.4 (60.3-69.7) 66.0 (61.3-71.2) <0.001




PPA lower

58.2 (57.5-65.8)

62.5 (58.7-64.5)

62.5 (61.3-64.4)

0.278

54.1 (46.3-58.4)

55.4 (51.2-58.8)

58.4 (53.8-59.3)

0.006

T2

low trypsin

entire

37.6 (35.3-42.3)

40.6 (38.4-44.7)

41.1(38.8-42.8)

0.018

40.0 (37.9-45.3)

41.0 (37.6-46.2)

41.7 (38.0-44.4)

0.135

SPA

36.8 (34.5-43.4)

40.0 (37.0-45.4)

39.8 (38.4-42.4)

0.030

40.9 (36.5-43.6)

41.1 (36.0-44.9)

41.9 (36.4-43.1)

0.135

SPA upper

44.3 (43.1-49.1)

48.1 (46.4-51.9)

46.6 (44.4-50.3)

0.066

50.4 (43.1-53.8)

50.0 (41.8-54.6)

46.7 (42.3-50.2)

0.092

SPA lower

30.5 (25.8-39.1)

31.1(28.1-41.6)

31.6 (30.8-37.2)

0.316

32.6 (28.9-36.6)

33.5(28.2-40.1)

34.9 (29.7-40.5)

0.316

PPA

38.7 (36.5-41.9)

41.7 (39.4-43.1)

42.8 (38.8-43.7)

0.001

40.9 (36.2-47.6)

41.5 (38.4-49.0)

43.0 (40.4-47.4)

0.187

PPA upper

42.6 (41.1-49.6)

46.2 (45.1-53.4)

47.1 (44.0-53.6)

<0.001

46.9 (39.0-52.9)

47.8 (42.9-57.2)

48.1 (44.2-55.6)

0.078

PPA lower

33.3 (30.0-40.4)

35.6 (31.1-39.0)

36.9 (31.5-40.0)

0.002

36.3 (29.4-41.1)

35.8 (31.1-44.6)

36.9 (32.1-44.1)

0.316

high trypsin

entire

37.2 (34.4-40.6)

36.9 (35.9-42.3)

36.2 (34.6-40.8)

0.316

40.4 (35.6-45.7)

39.2 (35.3-45.4)

37.3 (34.4-42.5)

<0.001

SPA

37.0(33.6-40.2)

36.5 (35.2-41.6)

35.9 (33.3-38.5)

0.078

40.9 (35.4-45.5)

38.6 (34.6-44.1)

35.7 (33.7-39.9)

<0.001

SPA upper

44.6 (39.4-49.1)

45.5 (39.2-51.9)

42.5 (39.6-45.3)

0.066

47.4 (44.6-56.1)

46.2 (42.6-51.4)

42.6 (39.9-44.7)

<0.001

SPA lower

30.8 (25.8-33.9)

31.3 (25.9-35.5)

31.8(27.7-35.6)

0.078

32.9 (26.0-39.7)

34.6 (26.3-40.3)

34.6 (27.0-36.9)

0.710

PPA

37.4 (35.6-41.5)

38.3(36.9-44.1)

38.0(36.6-45.3)

0.187

39.3(36.5-48.7)

39.8 (38.2-49.3)

40.4 (38.1-49.2)

1.000

PPA upper

44.1 (40.6-48.5)

46.9 (40.1-52.5)

46.9 (41.5-52.5)

0.316

46.5 (42.1-56.5)

47.2 (43.5-58.1)

47.3 (42.4-58.0)

0.710

PPA lower

35.2 (26.6-36.8)

35.5(26.2-37.9)

36.9 (28.1-38.7)

0.316

35.0(27.3-41.3)

38.5 (27.3-40.9)

39.0(29.1-41.6)

0.436

controls

entire

44.3 (38.0-46.4)

44.0 (40.1-46.5)

42.1(38.3-46.3)

0.107

35.6 (34.6-41.0)

35.9 (34.8-39.0)

34.8 (34.0-37.6)

0.328

SPA

43.8 (36.9-45.3)

42.5 (38.9-46.7)

40.8 (36.8-46.2)

0.057

35.0 (34.2-40.0)

35.1(34.5-37.7)

33.9 (33.3-35.8)

0.107

SPA upper

47.8 (46.6-52.8)

48.3 (45.7-54.9)

45.6 (42.1-51.7)

<0.001

45.1 (38.8-46.1)

40.7 (39.6-46.6)

39.4 (37.7-44.0)

0.016

SPA lower

37.5(35.8-42.8)

38.9 (33.0-39.3)

39.5 (34.6-40.0)

1.000

29.5 (26.7-36.8)

30.4 (26.2-34.7)

28.5 (25.9-33.9)

0.814

PPA

45.2 (42.6-49.7)

45.5 (44.8-48.7)

44.8 (43.7-46.4)

0.328

38.8 (35.1-43.1)

40.1(37.3-41.7)

38.1(35.2-41.3)

0.814

PPA upper

50.9 (44.0-52.5)

49.9 (49.1-54.4)

48.3 (46.4-51.1)

0.010

45.4 (39.7-45.5)

45.9 (41.8-48.6)

44.1 (41.8-47.6)

0.569

PPA lower

40.6 (39.1-45.9)

43.1(39.3-45.3)

41.5 (39.0-44.1)

0.569

35.5 (26.3-38.0)

32.4(29.5-38.1)

33.2(29.1-38.9)

0.971

T2*

low trypsin

entire

32.0(29.6-36.5)

35.0 (32.4-39.8)

35.2 (33.5-37.6)

0.003

35.0 (32.7-38.6)

36.4 (32.5-40.4)

35.9 (32.8-38.9)

0.018

SPA

31.2 (28.5-37.0)

34.7 (31.5-40.1)

34.7 (32.7-37.1)

0.046

35.3(31.1-38.0)

36.5 (32.0-39.2)

35.6 (31.4-38.1)

0.046

SPA upper

39.4 (35.6-44.7)

42.3 (39.8-44.3)

41.0 (38.7-43.2)

0.222

44.3 (35.3-47.1)

44.4 (37.2-46.5)

43.2 (37.4-44.9)

0.187

SPA lower

23.2(21.5-30.0)

26.3 (24.4-35.8)

26.7 (25.7-31.3)

0.012

27.2 (23.1-31.1)

29.0 (24.9-34.7)

28.3 (25.0-33.6)

<0.001

PPA

33.3(30.7-37.1)

36.6 (33.0-38.5)

37.1(33.2-38.5)

<0.001

35.8 (31.2-40.4)

36.6 (33.7-42.7)

37.0 (34.9-41.0)

0.006

PPA upper

38.9 (34.5-42.8)

41.6 (38.2-43.6)

41.8 (38.5-44.9)

0.001

42.0 (35.0-47.2)

41.5 (37.7-48.7)

42.5 (38.8-47.3)

0.368

PPA lower

26.9 (23.6-33.1)

30.0 (26.4-34.2)

30.9 (25.7-35.4)

<0.001

29.8 (24.7-33.2)

30.8 (26.8-36.6)

32.0 (26.4-36.6)

0.006

high trypsin

entire

31.6 (29.7-34.0)

32.0(30.9-36.9)

31.3 (30.1-35.0)

0.018

32.7 (30.6-39.8)

33.0 (30.6-40.2)

31.0(29.9-36.7)

0.018

SPA

31.8(27.8-34.1)

31.5 (30.3-36.6)

30.7 (28.0-33.6)

0.135

33.5 (29.6-40.0)

33.2(30.1-39.7)

30.5 (28.9-34.8)

0.026

SPA upper

38.3 (33.0-44.0)

39.1 (33.6-45.0)

37.0(33.5-39.8)

0.026

41.0 (36.3-50.9)

39.7 (36.3-46.9)

37.5 (33.2-40.8)

0.006

SPA lower

23.4(21.2-27.2)

26.2 (21.9-29.7)

25.3 (23.5-29.6)

0.046

26.3(21.7-29.9)

29.9 (22.3-34.4)

25.9 (22.4-29.9)

0.135

PPA

31.9 (29.6-34.8)

33.1(31.7-38.2)

33.0(31.7-38.3)

0.006

31.1(29.4-41.9)

34.5(31.8-42.1)

33.1(29.8-41.3)

0.066

PPA upper

38.1(35.6-41.9)

41.3 (36.0-45.5)

40.7 (37.7-46.8)

0.066

38.5(35.5-50.3)

40.6 (36.8-48.6)

39.1(36.6-49.9)

0.601

PPA lower

26.0(21.1-30.1)

31.0 (21.7-31.8)

30.4 (22.0-33.4)

0.006

27.9(20.3-32.3)

33.1(21.5-36.4)

27.1(21.2-34.2)

0.046

controls

entire

35.1(30.5-37.9)

35.5 (31.2-40.2)

34.2 (30.0-39.8)

0.069

30.6 (29.1-34.2)

30.7 (29.8-32.9)

29.6 (28.8-31.2)

0.154

SPA

36.1(30.9-37.2)

34.1 (31.4-39.5)

33.8(30.3-39.3)

0.107

30.2 (29.5-33.6)

30.6 (29.8-32.0)

29.4 (28.8-29.9)

0.048

SPA upper

39.8 (36.5-45.6)

41.0 (36.9-47.5)

38.5 (35.4-46.4)

0.031

38.4 (34.0-39.7)

34.5 (32.3-40.6)

35.7 (30.4-38.0)

0.010




SPA lower

30.2 (22.6-32.5)

32.3(21.9-33.1)

31.8 (21.3-33.0)

0.569

23.9 (21.8-30.4)

25.5 (21.7-30.6)

24.4 (21.0-29.0)

0.971

PPA

34.9 (30.7-40.6)

39.1(31.6-40.2)

36.4 (30.4-38.2)

0.107

33.3(28.5-35.2)

34.5(30.2-34.6)

32.0(30.1-33.7)

0.685

PPA upper

37.9 (35.9-44.4)

42.3 (40.9-45.9)

39.9 (37.5-43.4)

0.278

37.8 (34.1-39.5)

38.8 (36.1-42.7)

36.4 (34.0-40.1)

0.398

PPA lower

31.2 (22.7-31.9)

35.2 (26.7-36.1)

32.9 (24.6-34.5)

0.685

25.8 (21.3-30.4)

26.2 (24.5-30.9)

26.1(23.9-31.4)

0.685




Supplementary Figure S1 (online only)

High Trypsin
Concentration 60

T2*
d)




Supplementary Figure S2 (online only)

pre-exposure

post-exposure

A2pre VS. A2post

————————— > A2post






