Supplements Table 1. Dynamics of immune responses in patients grouped by ISS.

Control ISS <25 ISS > 25 P value
(n=8) (n=31) (n=22)
Percentage
NK cells
(hour after admission)
0 hour | 14.69 +5.53 26.43 +17.16 2499+ 144 0.75
6 hours 24.38 + 13.89 20.41 +9.53 0.26
12 hours 26.12 + 14.97 17.68 + 10.94 0.03
24 hours 17.91 £ 11.56 13.19 £ 9.65 0.12
48 hours 14.33 +11.49 11.68 +8.71 0.41
72 hours 14.38 + 8.75 16.50 + 10.75 0.49
Lymphocyte
(hour after admission)
0 hour | 69.63 +6.08 39.68 + 13.66 23.11+£13.05 <0.0001
6 hours 34.64 +12.39 30.47+13.4 0.24
12 hours 32.09+£11.19 32.95 +14.25 0.79
24 hours 33.96 £ 13.61 33.63+12.12 0.93
48 hours 36.17 + 16.88 29.29 + 14.25 0.15
72 hours 30.55 +13.83 29.09+11.31 0.72
T cells
(hour after admission)
Ohour | 73.97 +£5.77 4545 + 16.36 45.07 £15.31 0.93
6 hours 51.32+15.8 55.79+11.14 0.27
12 hours 47.7 £16.52 58.60 = 15.31 0.02
24 hours 55.09 £ 17.29 60.39 + 14.02 0.25
48 hours 48.25+19.79 55.18 + 20.87 0.27
72 hours 53.26 + 16.94 54.97 £ 15.56 0.74
PD-1 expression on
T cells
(hour after admission)
Ohour | 13.16 +2.42 26.23 £ 16.14 21.61 +10.59 0.24




6 hours 2691 +14.7 2156 + 8.4 0.13
12 hours 25.67 £ 14.27 20.34 + 8.57 0.13
24 hours 24.22 + 14.33 18.83 + 6.69 0.11
48 hours 24.66 + 13.85 21.04 +10.23 0.34
72 hours 25.66 + 14.93 23.33+14.83 0.62
CD4" T cells
(hour after admission)
0 hour | 55.18 +9.55 53.54 +14.71 59.14 + 14.33 0.17
6 hours 53.88 + 13.35 56.80 + 13.83 0.45
12 hours 52.79+12.78 59.67 £ 12.16 0.06
24 hours 57.81+12.72 63.22 +10.34 0.11
48 hours 58.82 +11.89 57.96 + 22.35 0.87
72 hours 63.95+11.99 60.22 + 18.12 0.43
CD4" Th1l cells
(hour after admission)
0 hour | 12.06 +6.14 4.18 + 3.02 3.54+3.8 0.65
6 hours 5.39+4.22 5.66 +£7.51 0.92
12 hours 5.86 £ 6.52 4.83 £6.27 0.7
24 hours 7.21+9.2 3.60+4.6 0.22
48 hours 9.45 +9.63 5.16 +£7.93 0.43
72 hours 6.73 £ 3.88 5.12+5091 0.64
CD4* Th2 cells
(hour after admission)
Ohour| 0.48+0.31 1.07+£0.94 1.60 + 2.58 0.53
6 hours 1.10+0.61 2.46 £ 4.53 0.36
12 hours 2.01+213 2.27 +£5.29 0.88
24 hours 1.49 +1.67 144 +2.54 0.96
48 hours 2.70+2.15 1.51+1.49 0.26
72 hours 251+161 1.23+0.98 0.14
CD8" T cells
(hour after admission)
0 hour | 33.24 +6.26 36.28 £ 12.81 33.84 +£11.32 0.48




6 hours 36.93+11.41 34.22 +12.13 0.42
12 hours 37.18 £11.08 31.99 +10.12 0.09
24 hours 34.36 +£11.33 29.51 £ 8.29 0.1
48 hours 32.37 £10.47 26.39+124 0.09
72 hours 28.53+9.7 26.99 + 11 0.63
PD-1 expression on
CD8 T cells
(hour after admission)
0 hour | 16.88£3.15 26.36 + 14.46 21.52 +11.98 0.22
6 hours 26.90 £ 13.63 23.35+13.64 0.37
12 hours 27.66 +13.41 21.93+13.09 0.15
24 hours 28.67 £13.43 23.42 +14.11 0.19
48 hours 28.04 £ 14.42 27.41 +18.19 0.9
72 hours 28.71 £ 15.7 27.81+£19.33 0.88
IFN- vy production by
CD8+ cells
(hour after admission)
0 hour | 26.78 £9.78 11.12+£5 8.40 + 8.27 0.34
6 hours 11.51 £5.16 1291 £13.24 0.74
12 hours 13.19+7.6 10.51 £ 11.53 0.511
24 hours 13.48 £10.43 10.71 £ 8.46 0.48
48 hours 15.32 £ 9.98 11.25 £ 12.27 0.55
72 hours 13.57+7.9 10.37 £10.59 0.61
Cell count x 10%L
NK cells
(hour after admission)
0 hour | 0.08+0.05 0.15+£0.13 0.11+£0.1 0.23
6 hours 0.10+0.08 0.08 £ 0.03 0.22
12 hours 0.12+0.1 0.08 £ 0.05 0.14
24 hours 0.10 £ 0.07 0.06 £ 0.05 0.06
48 hours 0.06 £0.04 0.04 £ 0.03 0.06
72 hours 0.05+04 0.06 £ 0.06 0.5




Lymphocyte
(hour after admission)

Ohour| 1.13+0.28 0.58 +0.38 0.45%0.24 0.17

6 hours 0.42+£0.22 0.43+0.19 0.86

12 hours 0.48 £0.24 0.52 +£0.29 0.66

24 hours 0.55+0.34 0.5+0.26 0.57

48 hours 0.55+0.39 0.49 +0.48 0.67

72 hours 0.58 £ 0.38 0.37+£0.18 0.81

T cells
(hour after admission)

0 hour| 0.79+0.16 0.30+£0.25 0.21+£0.17 0.19

6 hours 0.21+£0.13 0.25+£0.15 0.35

12 hours 0.25+0.15 0.33+0.24 0.2

24 hours 0.34 £ 0.25 0.32+0.23 0.79

48 hours 0.28 £0.26 0.22+£0.19 0.39

72 hours 0.20+0.13 0.21+0.1 0.95

P values compare on patients with ISS <25 vs patients with ISS >25, using Student’s t test.

Supplements Table 2. Dynamics of immune responses in patients grouped by ICU stay.

Control ICU <10 days ICU > 10 days P value
(n=28) (n=27) (n = 26)
Percentage
NK cells
(hour after admission)
0 hour 14.69 £ 5.53 19.85 +12.48 31.17 +16.98 0.008
6 hours 17.75 £ 8.47 27.19 £ 13.63 0.005
12 hours 17.04 £ 13.26 26.65 = 13.6 0.01
24 hours 1412 +£12.21 17.59 £ 9.66 0.25
48 hours 11.13 £6.97 15.79 £ 13.18 0.13
72 hours 11.08 £ 6.47 19.40 £ 10.41 0.003
Lymphocyte

(hour after admission)




Ohour| 69.63+6.08 33.78 £ 13.93 32.39+17.21 0.74
6 hours 35.10 £ 11.65 30.93 £13.77 0.24
12 hours 35.85+10.34 29.41 £ 13.06 0.04
24 hours 37.66 £12.8 30.41+12.26 0.04
48 hours 38.35+16.3 28.11+£14.38 0.03
72 hours 32.12+14.24 27.93+11.14 0.29
T cells
(hour after admission)
0 hour 73.97 £5.77 2470+ 121 41.63+£16.12 0.13
6 hours 26.10 + 10.55 48.61 +£12.81 0.03
12 hours 27.70 £12.17 46.91 + 13.49 0.02
24 hours 27.24 £ 13.47 53.71 £ 15.75 0.13
48 hours 25.76 £ 11.5 45.05 £ 18.76 0.002
72 hours 20.53 £ 11.75 52.47 £ 13.44 0.57
PD-1 expression on
T cells
(hour after admission)
Ohour| 13.16+2.42 20.05 + 8.89 28.28 + 16.97 0.03
6 hours 21.10+8.39 28.10 + 15.07 0.04
12 hours 19.50 £ 9.17 26.92 + 13.99 0.03
24 hours 19.24 + 8.4 24.42 +14.19 0.12
48 hours 19.38 + 8.39 26.86 + 14.75 0.04
72 hours 18.67 £ 8.92 30.75 £ 17.02 0.006
CD4' T cells
(hour after admission)
Ohour| 55.18+9.55 57.83+14.1 52.13+16.93 0.19
6 hours 56.78 £ 12.83 50.57 + 16.02 0.13
12 hours 58.64 + 13.07 50.84 £ 14.12 0.045
24 hours 61.19+11.28 56.10 + 16.79 0.21
48 hours 62.56 + 10.27 55.64 + 16 0.11
72 hours 65.12 +£ 10.52 63.10 £ 12.2 0.57

CD4* Th1l cells




(hour after admission)

Ohour | 12.06+6.14 3.74+£3.74 3.90 £3.17 0.91
6 hours 555+7.32 5.54 £ 4.68 0.1
12 hours 5.27 £6.49 5.20£6.25 0.11
24 hours 430+5.3 573+851 0.62
48 hours 5.69 £ 7.87 8.39+£10.24 0.62
72 hours 5.79 £ 6.07 539+36 0.91
CD4* Th2 cells
(hour after admission)
0 hour 0.48 £0.31 0.66 £ 0.51 2.34 £ 2.87 0.03
6 hours 092+0.1 3.18 £5.07 0.12
12 hours 0.66 £ 0.29 4.22 +5.96 0.03
24 hours 0.83 £0.69 2.44 + 3.35 0.09
48 hours 0.87 £0.51 372171 <0.0001
72 hours 0.91+£0.79 2761 0.007
CD8' T cells
(hour after admission)
Ohour | 33.24£6.26 31.54+£11.08 37.73+13.26 0.07
6 hours 33.36 £ 10.31 38.17 £12.59 0.14
12 hours 31.89 £10.61 37.64 £10.61 0.06
24 hours 29.98 £ 8.94 34.30+11.2 0.14
48 hours 27.95+7.72 34.38 £ 10.97 0.03
72 hours 26.63+7.72 30.38 £10.43 0.2
PD-1 expression on
CD8" T cells
(hour after admission)
Ohour | 16.88+3.15 20.70 £10.81 27.68 £15.12 0.07
6 hours 21.60 £11.85 28.92 £14.39 0.06
12 hours 21.29 £ 11.56 28.64 +£14.2 0.06
24 hours 2423 £12.76 28.36 £ 14.59 0.3
48 hours 25.33£15.36 28.01 £13.15 0.56




72 hours 25.43 +15.88 31.31 +18.67 0.31
IFN- vy production by
CD8+ cells
(hour after admission)
0 hour 26.78 £ 9.78 8.23+5.95 10.08 + 7.77 0.31
6 hours 10.61 £9.32 12.97 £ 11.29 0.38
12 hours 10.48 £ 10.7 12.10+£9.2 0.53
24 hours 0.76 £ 7.24 13.50 +11.23 0.25
48 hours 9.60+10.9 15.12 £ 12.22 0.25
72 hours 8.25+8.9 11.34 £ 9.7 0.3
Cell count x 10%L
NK cells
(hour after admission)
0 hour 0.08 £ 0.05 0.09 +0.09 0.16 £ 0.11 0.04
6 hours 0.06 £0.03 0.11+0.08 0.01
12 hours 0.09+£0.1 0.11 £0.07 0.49
24 hours 0.08 = 0.07 0.09 + 0.06 0.65
48 hours 0.05+0.03 0.06 £0.05 0.18
72 hours 0.04 £0.03 0.07 £0.05 0.02
Lymphocyte
(hour after admission)
0 hour 1.13+0.28 0.52+0.34 0.54+£0.32 0.82
6 hours 0.42 +0.19 0.43+0.22 0.98
12 hours 0.53+0.27 0.46 £0.24 0.37
24 hours 0.55+0.28 0.51+0.34 0.63
48 hours 0.44 +£0.24 0.54 +0.41 0.34
72 hours 0.36 £0.18 0.36 £0.18 0.99
T cells
(hour after admission)
0 hour 0.79+£0.16 0.29+£0.23 0.25+0.22 0.52
6 hours 0.24 +0.16 0.20+0.12 0.28
12 hours 0.30+£0.23 0.22£0.16 0.14




24 hours 0.36 £0.25 0.29+0.24 0.33
48 hours 0.29+0.2 0.24+0.26 0.59
72 hours 0.20+0.12 0.19+0.12 0.78

P values compare on patients with ICU < 10 days vs patients with ICU > 10 days, using Student’s
t test.



