Figure E2(A) Forest plots of immunological parameters in severe and non-severe patients of COVID-19
(1) IL-1p

Severe Non-severe Standardised Mean Weight  Weight
Study Total Mean SD Total Mean SD Difference SMD 95%=Cl (fixed) (random)
B.Xu 2020 107 5.12 04900 80 5.01 0.2300 —;—-'— 0.27 [-0.02; 0.56] 12.7% 12.6%
L.Cai 2020 13 8.79 2.3300 8 9.80 1.4300 B -0.47 [-1.37,0.42] 1.3% 2.5%
JH.Wang 2020 129 250 0.0001 70 2.50 0.0001 —s— 0.00 [-0.29;0.29] 12.7% 12.6%
Y.Liu 2020 30 7.63 51400 46 6.81 3.9000 — 0.18 [-0.28;0.64] 51% 7.3%
C.Qin 2020 286 5.00 0.0001 166 5.00 0.0001 = 0.00 [-0.19; 0.19] 29.4% 17.3%
L.Chen 2020 14 543 1.6900 15 5.50 1.9000 + -0.04 [-0.77;0.69] 2.0% 3.5%
ZJ.Li 2021 90 5.00 0.0001 164 5.00 0.0001 —= 0.00 [-0.26; 0.26] 16.3% 14.0%
SH.Li 2020 26 11.51 9.6500 43 7.68 1.4600 -—'— 0.63 [0.13;1.13] 4.3% 6.5%
MS. Abers 2020 145 0.33 0.2900 30 0.19 0.2300 — 0.50 [0.10;0.89] 6.8% 8.9%
Yan.Zhao(a) 2020 18 35.76 33.9800 53 23.31 18.4000 —— 0.53 [-0.01;1.07] 3.7% 5.7%
PK.Chen 2020 24 13.77 17.7300 31 6.99 8.6300 —-—*— 0.50 [-0.04;1.04] 3.7% 5.7%
Y.Chi 2020 8 13.69 59865 58 15.73 13.4878 —_— -0.16 [-0.90; 0.58] 2.0% 3.4%
Fixed effect model 890 764 < 0.13 [0.03; 0.24] 100.0% —
Random effects model < 0.17 [0.02; 0.32] == 100.0%
Heterogeneity: /2 = 39%, 1 = 0.0235, p = 0.08 ‘ ' T !
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(2) IL-1Ra
Severe Non-severe Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sb Difference SMD 95%-Cl (fixed) (random)
Y.Zhao(b) 2020 18 1692.13 1163.2900 53 922.23 544.9600 R 1.02 [0.46;1.58] 21.7% 23.6%
Y.Chi 2020 8 2356.47 1409.0600 58 1421.32 653.1100 ——#—— 1.20 [0.43;1.96] 11.6% 14.4%
MS.Abers 2021 145 3628.77 818.9600 30 2923.58 2204.9300 —_— 0.60 [0.20;1.00] 43.2%  37.0%
PK. Chen 2020 24 1841 29.8700 31 9.84 8.4200 T 0.41 [-0.13; 0.95] 23.6% 25.0%
Fixed effect model 195 172 < 0.71 [0.45; 0.98] 100.0% -
Random effects model = 0.74 [0.42; 1.06] == 100.0%
Heterogeneity: 1 = 29%, % = 0.0308, p = 0.24
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(3) IL-2
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
L.Cai 2020 13 21.11 4.3200 8 23.76 3.6600 — -0.62 [-1.53; 0.28] 1.4% 6.9%
DY.Liao 2020 231 264 04200 149 255 0.3400 LN 0.23 [0.02; 0.44] 27.7% 12.1%
ZH.Lv 2020 239 4.00 24300 115 5.70 20.6500 =t 0 -0.14 [-0.36; 0.08] 23.9% 12.0%
YL.Wang 2020 8 1.72 0.9700 35 1.48 0.4600 e 041 [-0.37; 1.18] 2.0% 7.9%
ZL.Wang 2020 7 285 0.8200 36 261 0.2600 —t——— 0.60 [-0.22; 1.42] 1.8% 7.5%
M.Wang 2021 100 1.85 0.4100 111 0.93 1.2000 P —— 1.00 [0.71; 1.29] 14.4% 11.6%
RY.He 2020 69 3.80 0.6100 135 3.53 0.2000 | —— 0.69 [0.39; 0.99] 13.3% 11.6%
Z.Zhu 2020 16 0.10 0.9200 111 1.08 0.8900 —— : -1.09 [-1.63; -0.55] 4.0% 9.7%
Yan.Zhao(a) 2020 18 47.22 36.5500 53 40.07 19.7600 B E— 0.28 [-0.25; 0.82] 4.1% 9.8%
MS. Abers 2020 145 0.51 0.4500 30 0.22 0.2200 —— 0.69 [0.29; 1.09] 7.4% 10.9%
Fixed effect model 846 783 > 0.29 [0.19; 0.40] 100.0% e,
Random effects model - 0.24 [-0.12; 0.59] == 100.0%
Heterogeneity: 1° = 89%, 1° = 0.2621, p < 0.01 UL !
-16-1-056 0 05 1 15
Favour Non-severe Favour Severe
(4) IL-2R
Severe Non-severe Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sb Difference SMD 95%-Cl (fixed) (random)
F.Wang 2020 14 1565.29 595.5600 14 734.50 428.3500 -—*— 1.55 [0.69;2.42] 1.7% 9.8%
GC.Pei 2020 189 827.63 463.2100 144 583.24 215.6700 : 0.65 [0.42;0.87] 26.3% 17.5%
JH.Wang 2020 129 93493 564.9300 70 510.74 215.8800 -> 0.89 [0.59; 1.20] 14.0% 16.6%
Y.Liu 2020 30 1716.59 1470.4400 46 828.03 767.5500 —-- 0.80 [0.32;1.28] 5.7% 14.5%
C.Qin 2020 286 809.88 452.8700 166 666.70 291.2900 ] 0.36 [0.16;0.55] 35.0% 17.7%
L.Chen 2020 14 1003.07 152.7900 15 631.00 37.0000 ——— 3.31 [2.14;448] 0.9% 7.0%
ZJ.Li 2021 90 1168.27 699.0300 164 523.74 323.3300 i 1.31 [1.03; 1.59] 16.4% 16.9%
Fixed effect model 752 619 0 0.74 [0.62; 0.85] 100.0% -
Random effects model < 1.05 [0.65; 1.44] --  100.0%
Heterogeneity: 1 = 89%, t = 0.2169, p < 0.01 f T
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(5) IL-4
Severe Non-severe Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sb Difference SMD 95%-Cl (fixed) (random)
L.Cai 2020 13 8.60 1.3300 8 9.66 1.7000 _ -0.69 [-1.60; 0.22] 1.4% 7.1%
DY.Liao 2020 231 218 0.8200 149 2.03 0.6300 == 0.20 [-0.01; 0.41] 26.9% 10.3%
ZH.Lv 2020 239 351 1.7600 115 4.61 12.1100 5 -0.16 [-0.38; 0.07] 23.1% 10.3%
SX.Wan 2020 21 183 0.1850 102 1.69 0.0700 Vio—— 141 [091;1.91] 4.5% 9.2%
YL.Wang 2020 8 384 22700 35 285 1.0900 ——0— 0.71 [-0.07;1.50] 1.9% 7.7%
ZL.Wang 2020 7 216 0.3300 36 1.97 0.3500 —t— 0.54 [-0.28;1.36] 1.7% 7.6%
M.Wang 2021 100 0.37 0.2800 111 0.28 0.3800 - 0.27 [0.00;0.54] 15.6% 10.2%
RY.He 2020 69 4.30 04500 135 3.77 0.1100 ! —— 191 [1.57;226] 9.6% 9.9%
Z.Zhu 2020 16 1.99 1.1900 111 1.95 0.8400 R 0.04 [-0.48;0.57] 4.2% 9.1%
Yan.Zhao(a) 2020 18 69.70 65.1600 53 32.51 22.7100 e 0.97 [0.41;1.53] 3.7% 8.9%
MS.Abers 2020 145 0.06 0.0800 30 0.03 0.0300 ¥ 0.40 [0.01;0.80] 7.3% 9.7%
Fixed effect model 867 885 S 0.39 [0.28; 0.49] 100.0% —
Random effects model - 0.53 [0.11; 0.95] == 100.0%
Heterogeneity: 1% = 92%, 1° = 0.4314, p < 0.01 | L ! !
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Figure E2(A) (Continued)

(6) IL-6
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 203 8.48 3.8800 345 7.63 3.0900 ] 0.25 [0.08;0.42] 9.2% 2.5%
F.Wang 2020 14 130.32 111.0400 14 18.90 30.8100 +— 1.33 [0.50;2.16] 0.4% 1.7%
GC.Pei 2020 189 3469 355100 144 13.38 14.4500 0.75 [0.52;0.97] 5.5% 2.4%
F.Yang 2020 19 3341 38.9300 33 11.94 10.0000 - 0.86 [0.27;1.45] 0.8% 2.0%
B.Xu 2020 107 2097 279600 80 13.65 13.6600 o 0.32 [0.03;0.61] 3.3% 2.4%
PZ.Mo 2020 85 87.96 101.0600 70 30.06 36.3300 4~ 0.73 [0.40;1.06) 2.6% 2.3%
CM.Wu 2020 84 8.00 39700 117 6.50 1.9000 L 0.51 [0.22;0.79] 3.4% 2.4%
QX.Cai 2020 58 28.99 259300 240 9.79 9.4300 * 1.35 [1.04;1.66] 3.0% 2.4%
YJ.Chen 2020 36 19.55 8.5400 107 6.21 1.0400 4 - 3.05 [2.53;357] 1.0% 2.1%
JX.Chen 2020 5 0.08 0.1200 113 0.17 0.8400 - -0.11 [-1.00; 0.79] 0.3% 1.6%
L.Cai 2020 13 151.23 303.1500 8 13.40 3.4000 - 0.55 [-0.35; 1.45] 0.3% 1.6%
YL.Dong 2020 53 2424 205100 94 9.85 10.3700 * 0.97 [0.61;1.32] 22% 2.3%
MF.Han 2020 32 4899 439200 122 14.94 16.0500 -'- 1.38 [0.97;1.80] 1.6% 2.2%
S.Kazancioglu 2020 35 5118 89.1300 85 8.28 12.8200 +* 0.87 [0.46;1.28] 1.7% 2.3%
DY.Liao 2020 231  36.10 446400 149 21.60 29.6400 | 0.37 [0.16;0.57] 6.5% 2.5%
ZH.Lv 2020 239 49.32 163.6600 115 17.44 38.2900 ’ 0.23 [0.01;0.46] 5.6% 2.4%
Y.Sun 2020 19 33.63 325600 44 12.55 10.8400 - 1.05 [048;162] 0.9% 2.0%
SQ.Xiong 2020 55 38.76 427000 61 14.34 18.3700 4— 0.75 [0.37;1.13] 2.0% 2.3%
J.Yuan 2020 92 3294 36.3300 122 13.40 14.4200 L3 0.74 [0.46;1.02) 3.6% 2.4%
QH.Zhang 2020 27 51.79 59.3900 47 6.83 7.9100 - 1.23 [0.71;1.74] 1.1% 21%
J.Xu 2020 30 75.85 37.6400 125 19.16 10.5300 - 298 [246;3.50] 1.0% 21%
SX.Wan 2020 21 3777 7.8000 45 1341 1.8400 H —— 521 [4.16;6.26] 0.3% 1.4%
YL.Wang 2020 8 40429 939.0100 35 6.69 4.1800 —— 1.01 [0.21;1.81] 04% 1.7%
Y.Liu 2020 30 4090 67.9600 46 12.16 17.5300 B 064 [0.17;1.11] 1.3% 2.2%
C.Qin 2020 286 29.97 33.5300 166 19.76 27.8200 1 0.32 [0.13;0.52] 7.5% 2.5%
L.Chen 2020 14 7200 29.1500 15 34.00 7.0000 ~—~— 1.77 [0.89;265] 04% 1.6%
XH.Chen 2020 27 4575 622400 21 1543 21.6200 B 0.61 [0.03;1.19] 0.8% 2.0%
ZL.Wang 2020 7 86.67 1169700 36 7.93 6.1700 —~— 1.71 [0.82;261] 0.3% 1.6%
LX.Guo 2020 19 1244 18.2900 181 10.30 8.9900 * 0.21 [-0.26;0.68] 1.2% 2.2%
M.Wang 2021 100 68.78 37.5900 111 15.26 15.1700 - 1.90 [1.57;222] 26% 2.3%
PR.Tepasse 2021 31 10385 47.9000 9 1897 17.4900 : 192 [1.06;2.79] 0.4% 1.6%
JS.Tang 2021 44 10235 47.9300 56 23.93 9.6400 G- 239 [1.87;291] 1.0% 21%
T.Stachura 2021 47 4293 45.0400 53 8.47 15.0100 '- 1.04 [0.62;1.46] 1.6% 2.2%
FE.Song 2021 107 4210 47.4800 188 262 2.3900 ! 1.38 [1.11;1.64] 4.1% 2.4%
JC.Liu 2021 79 9.80 51500 43 922 6.8600 ->§ 0.10 [-0.27; 0.47] 2.0% 2.3%
L.Garcia de Guadiana- Romualdo 2021 25 8195 83.1700 74 35.70 33.6000 . 1 091 [0.44;138] 1.3% 2.2%
ZJ.Li 2021 90 5093 62.8400 164 6.28 8.6000 - 1.17 [0.90; 1.45] 3.6% 2.4%
Yan.Zhao(b) 2021 74 56.14 79.3500 211 12.68 15.8000 4- 1.02 [0.74,1.30] 3.6% 2.4%
SH.Li 2020 26 2950 21.2600 43 10.10 7.8200 - 1.33 [0.80;1.87] 1.0% 21%
Z.Zhu 2020 16 26.75 432700 111 537 5.7700 - 1.33 [0.78;1.88] 0.9% 21%
L.Bergantini 2021 10 42321 668.1400 14 65.34 108.4900 Ce 0.79 [-0.05; 1.64] 0.4% 1.7%
W.Huang 2021 102 50.13 180.9500 116 203 1.1300 1 0.39 [0.12,0.66] 3.9% 2.4%
S.Karampoor 2021 63 111.77 56.9000 57 65.35 14.4500 * 1.09 [0.70; 1.47]) 1.9% 2.3%
L.Quartuccio 2021 22 6451 584500 45 20.77 19.9100 - 1.17 [0.62;1.72] 0.9% 21%
Yan.Zhao 2020 18 64.17 57.6000 53 29.68 15.6700 - 1.08 [0.51;1.64] 0.9% 21%
PK. Chen 2020 24 1597 20.7300 31 251 3.0300 - 0.96 [0.39;1.52] 0.9% 2.1%
R.Gozalbo-Rovira 2020 24 2219.58 3793.7089 27 68.50 93.4526 -+ 0.81 [0.24;1.39] 0.8% 2.0%
Fixed effect model 2940 4186 | 0.80 [0.75; 0.85] 100.0% -
Random effects model ¢ 1.07 [0.88; 1.25]) == 100.0%
Heterogeneity: /% = 91%, ¥ = 0.3597, p < 0.01 T UL
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(7)IL-8
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean sSb Difference SMD 95%-Cl (fixed) (random)
F.Wang 2020 14 56.16 55.3500 14 13.40 12.3600 —7—-— 1.04 [0.24;1.83] 22% 6.2%
L.Cai 2020 13 21.92 21.5100 8 11.44 1.7000 R 0.59 [-0.32;1.49] 1.7% 5.2%
JH.Wang 2020 129 17.98 15.7400 70 9.79 7.1200 —-— 0.61 [0.31,0.91] 15.7% 13.7%
Y.Liu 2020 30 52.73 93.8800 46 10.64 9.2500 —— 0.70 [0.23;1.18] 6.2% 10.5%
C.Qin 2020 286 19.42 12.7400 166 14.58 9.0500 - 042 [0.23;0.61] 37.2% 15.5%
L.Chen 2020 14 23.57 13.5000 15 16.00 11.0000 ——-— 0.60 [-0.15; 1.35] 2.5% 6.7%
ZJ.Li 2021 90 28.25 28.1800 164 9.80 8.4500 — 1.02 [0.75; 1.29] 18.7% 14.2%
SH.Li 2020 26 1349 3.5300 43 8.23 3.0700 . ——— 160 [1.04;2.16] 4.4% 9.2%
MS. Abers 2020 145 871 12.0400 30 4.38 3.7600 O 0.39 [-0.01;0.78] 8.9%  11.9%
Y.Chi 2020 8 31.92 30.7724 58 32.48 25.1831 —_— -0.02 [-0.76;0.72] 2.5% 6.8%
Fixed effect model 755 614 > 0.64 [0.52; 0.76] 100.0% -
Random effects model <> 0.69 [0.45; 0.94] == 100.0%
Heterogeneity: 12 = 69%, 1° = 0.0939, p < 0.01 ' T T !
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(8) IL-10
Severe Non-severe Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sSD Difference SMD 95%-Cl (fixed) (random)
F.Wang 2020 14 12.97 10.4600 14 596 2.0600 |-*- 0.90 [0.12; 1.69] 0.9% 4.1%
GC.Pei 2020 189 7.94 54600 144 6.09 2.3200 0.42 [0.20; 0.64] 11.2% 5.5%
B.Xu 2020 107 9.84 7.7400 80 5.72 1.7100 3 069 [0.39; 0.99] 6.1% 5.4%
L.Cai 2020 13 12.82 4.5700 8 12.05 3.2200 T 0.18 [-0.70; 1.06] 0.7% 3.8%
YL.Dong 2020 53 463 1.1700 94 475 2.0700 P -0.07 [-0.40; 0.27] 4.8% 5.3%
DY.Liao 2020 231 5.08 26300 149 3.54 1.3600 f 0.69 [0.48; 0.90] 12.0% 5.5%
ZH.Lv 2020 239 8.28 9.3500 115 6.50 4.8400 i 0.22 [-0.01; 0.44] 10.9% 5.5%
JH.Wang 2020 129 5.07 54700 70 3.73 2.6500 i 0.29 [-0.01; 0.58] 6.3% 5.4%
SX.Wan 2020 21 459 0.3800 102 246 0.0900 —— 12.10 [10.49; 13.70] 0.2% 2.1%
YL.Wang 2020 8 43.40 92.5600 35 4.61 1.8000 = 099 [0.20; 1.79] 0.8% 4.0%
Y.Liu 2020 30 7.89 48500 46 5.31 0.6700 * 0.83 [0.35; 1.31] 2.3% 4.9%
L.Chen 2020 14 1114 7.3600 15 8.00 3.2000 v- 0.54 [-0.20; 1.29] 1.0% 4.2%
ZL.Wang 2020 7 764 67200 36 4.25 1.5000 - 1.14 [0.29; 1.99] 0.8% 3.9%
C.Qin 2020 286 7.69 4.6900 166 5.70 1.5000 : 0.52 [0.32; 0.71] 14.3% 5.5%
M.Wang 2021 100 4.52 2.0700 111 1.92 1.5000 ! 145 [1.14; 1.75] 5.8% 5.3%
ZJ.Li 2021 90 843 6.3300 164 5.00 0.0001 091 [0.64; 1.18] 7.5% 5.4%
RY.He 2020 69 7.16 1.4000 135 6.24 0.7200 091 [0.61; 1.22] 5.9% 5.3%
Z.Zhu 2020 16 6.93 6.3200 111 3.29 1.8200 - 1.30 [0.75; 1.85] 1.8% 4.7%
S.Karampoor 2021 63 571 3.0300 57 4.00 1.5200 0.70 [0.33; 1.07] 4.0% 5.2%
Yan.Zhao 2020 18 5.88 34800 53 4.18 27400 1+ 0.57 [0.03; 1.12] 1.8% 4.8%
Y.Chi 2020 8 1141 59776 58 7.25 25.1831 " 0.17 [-0.57; 0.91] 1.0% 4.2%
Fixed effect model 1705 1763 | 0.63 [0.56; 0.70] 100.0% e
Random effects model ¢ 0.91 [0.61; 1.20] == 100.0%
Heterogeneity: 1% = 93%, v = 0.4035, p <0.01 ! J ! !
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Figure E2(A) (Continued)

(9) IL-18
Severe Non-severe Standardised Mean Weight  Weight
Study Total Mean SD Total Mean SD Difference SMD 95%—Cl (fixed) (random)
L.Quartuccio 2021 22 19419 154.7900 45 123.50 79.3900 —a 0.64 [0.12;1.16] 14.8% 16.6%
Y.Chi 2021 8 137.02 57.8100 58 134.18 31.7500 —— 0.08 [-0.66;0.82] 7.4% 11.9%
Y.Zhao(b) 2021 18 107.01 68.6700 53 78.57 55.1900 T— 0.48 [-0.06; 1.02] 13.8% 16.1%
MS.Abers 2021 145 867.04 197.4700 30 695.18 309.0300 — 0.78 [0.38;1.18] 25.0% 19.7%
S.Karampoor 2021 63 188.09 43.2500 57 14247 15.9700 L —F=— 1.36 [097;1.76] 25.4% 19.8%
PK. Chen 2020 24 4746 30.1800 31 3147 216100 — = 0.61 [0.07;1.16] 13.5% 16.0%
Fixed effect model 280 274 R 0.79 [ 0.59; 0.99] 100.0% -
Random effects model = 0.71 [0.37; 1.05] --  100.0%
Heterogeneity: 12 = 63%, 7% = 0.1109, p =0.02 ‘ T ‘ T T 1
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Favour Non—severe Favour Severe
(10) TNF-a
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%—Cl (fixed) (random)
F.Wang 2020 14 15.06 9.7200 14 8.70 4.0400 i 0.83 [0.05 1.61] 1.0% 3.9%
GC.Pei 2020 189 9.37 3.0800 144 8.24 2.2500 = 041 [0.19; 0.63] 12.2% 6.4%
L.Cai 2020 13 7.85 0.8300 8 821 1.5200 —_— -0.30 [-1.19; 0.58] 0.7% 3.4%
YL.Dong 2020 53 203 03100 94 215 0.3200 —& -0.38 [-0.72; -0.04] 51% 5.9%
DY.Liao 2020 231 2.63 1.2500 149 2.85 1.4400 el -0.17 [-0.37; 0.04] 13.8% 6.4%
ZH.Lv 2020 239 8.29 13.3200 115 13.63 22.1100 s -0.32 [-0.54; -0.10] 11.7% 6.4%
JH.Wang 2020 129 980 4.8700 70 6.93 4.0100 i 0.62 [0.33; 0.92] 6.6% 6.1%
C.Qin 2020 286 9.16 3.3500 166 8.58 2.6200 = 0.19 [0.00; 0.38] 15.9% 6.5%
SX.Wan 2020 21 295 04430 102 4.08 1.5800 —— | -0.77 [-1.24; -0.29] 2.5% 5.3%
L.Chen 2020 14 10,55 5.1800 15 8.30 1.9000 T 0.57 [-0.18; 1.31] 1.1% 4.0%
ZL.Wang 2020 7 212 0.4000 36 2.12 0.3200 — 0.00 [-0.81; 0.81] 0.9% 3.7%
M.Wang 2021 100 0.59 0.8700 111 0.22 0.1500 i 0.61 [0.33; 0.88] 7.7% 6.2%
ZJ.Li 2021 90 10.36 52700 164 6.85 3.6600 v 0.81 [0.55; 1.08] 8.2% 6.2%
Z.Zhu 2020 16 1.54 0.2800 111 1.40 0.4600 T 0.31 [-0.21; 0.84] 21% 5.1%
SH.Li 2020 26 761 15700 43 531 0.9800 ——— 184 [1.26; 242] 1.7% 4.8%
MS. Abers 2020 145 262 1.3100 30 2.48 0.9200 o 0.11 [-0.28; 0.50] 3.8% 5.7%
Yan.Zhao 2020 18 22.65 17.1500 53 15.87 9.1300 e 058 [0.03; 1.12] 2.0% 5.0%
PK. Chen 2020 24 4042 39.8800 31 19.62 14.2200 —— 0.72 [047; 1.27] 1.9% 4.9%
Y.Chi 2020 8 178.34 54.9507 58 189.91 46.4499 —T -0.24 [-0.98; 0.50] 1.1% 4.0%
Fixed effect model 1623 1514 & 0.21 [0.14; 0.29] 100.0% -
Random effects model = 0.28 [0.05; 0.51] --  100.0%
Heterogeneity: /2 = 87%, 12 = 0.2092, p < 0.01 I I I ‘
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Favour Non-severe Favour Severe
(11) IFN-y
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
L.Cai 2020 13 11.57 2.7400 8 12.92 3.7500 —-—H -0.41 [-1.30; 0.48] 1.5% 7.6%
ZH.Lv 2020 239 20.13 115.9400 115 15.75 73.2100 ik 0.04 [-0.18; 0.26] 24.7% 13.1%
SX.Wan 2020 21 690 1.2470 97 5.13 0.8410 | 5 —+— 191 [1.37;244] 4.3% 10.7%
DY.Liao 2020 231 219 0.6900 149 211 0.6100 i 0.12 [-0.09; 0.33] 28.7% 13.2%
RY.He 2020 69 3.85 0.1000 135 4.02 0.8200 — : -0.25 [-0.54; 0.04] 14.4% 12.6%
Z.Zhu 2020 16 1.81 0.8500 111 1.25 0.4800 L 1.03 [049;1.57] 4.2% 10.6%
M.Wang 2021 100 221 3.7900 111 041 0.6000 | - 0.68 [0.40;0.96] 15.8% 12.7%
PK. Chen 2020 24 495 7.6400 31 206 24600 ——'— 0.53 [-0.01; 1.07] 4.1% 10.6%
Y.Chi 2020 8 64.88 122053 58 57.55 25.3601 T 0.30 [-0.44;1.04] 2.2% 8.8%
Fixed effect model 721 815 & 0.26 [0.15; 0.37] 100.0% -
Random effects model - 0.44 [0.07; 0.81] --  100.0%
Heterogeneity: = 89%, 2= 0.2597, p < 0.01 f ‘ ‘ !
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(12) CD3+T(ab)
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
Y.Ling 2020 21 40411 3347100 271 796.97 371.3100 —— -1.06 [-1.51;-0.61] 2.9% 3.6%
RC.Chen 2020 203 40492 342.5600 345 689.34 370.7300 ] -0.79 [-0.97; -0.61] 18.2% 4.5%
B.Xu 2020 107 44838 251.3800 80 917.67 338.5600 —=- =160 [-1.93;-1.27] 5.3% 4.1%
TX.Xiang 2020 9 31434 2257400 40 621.81 259.8900 — -1.19 [-1.95; -043] 1.0% 2.5%
Y.Feng 2020 39 487.20 508.8700 214 78295 4149800 e -0.68 [-1.03;-0.34] 4.9% 4.0%
CM.Wu 2020 85 436.55 303.7300 117 649.53 284.4800 i -0.72 [-1.01;-0.44] 7.1% 4.2%
JX.Chen 2020 5 486.60 266.2800 105 1103.88 528.6600 — =117 [-2.08;-0.26] 0.7% 2.1%
L.Cai 2020 22 89231 280.7800 19 1627.45 550.1900 ——— =169 [-2.41;-0.96] 1.1% 2.6%
Q.Li 2020 26 350.53 283.1400 296 793.34 3754600 e -1.20 [-1.61;-0.79] 3.5% 3.8%
YM.Lu 2020 9 27400 183.2600 44 720.82 691.5900 —'— -0.69 [-1.42; 0.04] 1.1% 2.6%
D.Li 2020 44 47658 307.7300 18 789.85 377.2900 — -0.94 [-1.51;-0.37] 1.8% 3.1%
ZL.Lu 2020 34 34206 181.8400 67 113473 468.2100 —— -1.98 [-2.48;-1.49] 2.4% 3.4%
YL.Wang 2020 8 1598.43 1280.5800 35 2517.98 1690.5000 —_——r -0.55 [-1.33; 0.22] 1.0% 2.4%
LX.Guo 2020 19 207.63 150.9100 181 311.01 179.9800 e -0.58 [-1.05;-0.10] 2.6% 3.5%
C.Qin 2020 27 46160 64.7000 17 663.80 291.3000 — =1.06 [-1.71,-041] 1.4% 2.9%
G.Chen 2020 11 202,75 208.6700 10 676.14 173.0300 ———r =191 [-2.98;-0.84] 0.5% 1.7%
MF.Han 2020 32 49765 2623000 122 862.24 3953700 e -0.97 [-1.38; -0.57] 3.6% 3.8%
Y.Sun 2020 19 49514 320.8700 44 882.02 404.9000 —— -1.00 [-1.57;-0.43] 1.8% 3.2%
SQ.Xiong 2020 55 44323 308.7000 61 878.62 580.8500 —— -0.92 [-1.30; -0.53] 4.0% 3.9%
QH.Zhang 2020 27 40543 327.1600 47 1062.56 378.5400 — -1.80 [-2.36;,-1.24] 1.9% 3.2%
J.Xu 2020 30 918.46 458.8400 125 1254.41 664.9100 e -0.53 [-0.93; -0.13] 3.6% 3.8%
RY.He 2020 69 344.87 247.5900 135 1063.54 387.4200 —=— ! -207 [-242:-1.71] 4.7% 4.0%
SH.Li 2020 26 40589 2494200 43 959.80 317.5200 —— -1.86 [-2.45;-1.28] 1.7% 31%
JM. Urra 2020 27 528.30 350.9000 145 701.00 408.5000 i —— -0.43 [-0.84;-0.02] 3.4% 3.8%
M.d'Alessandro BS 2020 14 62246 456.3500 40 911.17 798.1500 - -0.39 [-1.00; 0.22] 1.6% 3.0%
M.Wang 2021 46 419.17 232.8900 66 797.06 478.9900 —— -0.94 [-1.34;-0.55] 3.7% 3.8%
W.Conca 2021 5 830.00 390.0000 29 1216.14 500.0700 —T -0.57 [-1.53; 0.39] 0.6% 1.9%
ZJ.Li 2021 41 460.11 465.5500 96 1010.43 328.9100 —--— -1.46 [-1.87;-1.068] 3.6% 3.8%
W.Huang 2021 102 778.42 427.4300 116 1117.03 411.3800 - -0.81 [-1.08;, -0.53] 7.7% 4.3%
J.Duan 2020 20 618.00 274.0000 328 928.00 471.0000 R -0.67 [-1.12; -0.21] 2.8% 3.6%
Fixed effect model 1182 3256 o -1.00 [-1.08; -0.93] 100.0% -
Random effects model < -1.06 [-1.24; -0.89] --  100.0%
Heterogeneity: I° = 78%, ©° = 0.1643, p < 0.01
-2 -1 0 1 2

Favour Non-severe Favour Severe



Figure E2(A) (Continued)

(13) CD3+T(%)
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 203 60.81 16.1900 345 66.93 9.4100 -0.49 [-0.67; -0.32] 44.4% 12.4%
Y.Feng 2020 39 56.41 32.7000 214 69.00 10.4500 —r =079 [-1.13; -0.44] 11.3% 10.9%
YM.Lu 2020 9 4820 6.6800 44 65.02 13.8800 —_— -1.27 [-2.03;-0.51] 2.4% 6.8%
LX.Guo 2020 19 26.55 14.5100 181 29.32 30.3100 —r -0.09 [-0.57; 0.38] 6.1% 9.6%
C.Qin 2020 27 60.00 10.8000 17 63.40 8&.5000 — -0.33 [-0.95; 0.28] 3.7% 8.2%
JJ.Xie 2020 34 7481 6.2800 22 75.75 10.8400 e -0.11 [-0.65; 0.43] 4.8% 9.0%
G.Chen 2020 11 56.02 7.0400 10 69.65 9.0300 —~— -1.63 [-2.64; -0.61] 1.3% 5.0%
M.Wang 2021 46 62.53 146300 66 68.68 11.5200 -+ -0.47 [-0.86; -0.09] 9.4% 10.6%
JM. Urra 2020 27 69.30 13.2000 145 72.00 9.7000 ** -0.26 [-0.67; 0.15] 8.1% 10.3%
M.d'Alessandro BS 2020 14 73.46 18.1200 40 70.94 6.9200 o 0.23 [-0.38; 0.84] 3.7% 8.2%
K.Deng 2021 17 26.37 26.8400 149 56.71 15.1200 —— -1.82 [-2.36; -1.28] 4.7% 8.9%
Fixed effect model 446 1233 & -0.53 [-0.64; -0.41] 100.0% -
Random effects model = -0.58 [-0.87; -0.29] --  100.0%
Heterogeneity: 12 = 78%, 1 = 0.1683, p < 0.01 f 1
-2 -1 0 1 2
Favour Non-severe Favour Severe
(14) CD4+T(ab)
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
Y.Ling 2020 21 265.44 243.2800 271 471.73 252.5100 * -0.82 [-1.27,-0.37] 2.3% 2.8%
RC.Chen 2020 203 247.65 183.3600 345 423.34 225.9400 . -0.83 [-1.01; -0.65] 14.4% 3.2%
YL.Zheng 2020 26 273.92 185.2100 63 553.25 377.8100 + -0.83 [-1.30;-0.36] 2.1% 2.8%
F.Yang 2020 19 137.50 173.0000 33 391.15 293.7100 -'— -0.97 [-1.57,-0.38] 1.3% 2.5%
B.Xu 2020 107 248.77 149.3100 80 591.39 259.9000 L1 -1.67 [-2.01;-1.34] 4.1% 3.0%
TX.Xiang 2020 9 221.32 181.6500 40 352.75 160.4200 —°— -0.79 [-1.53;-0.05] 0.9% 2.3%
G.Chen 2020 11 177.06 123.6700 10 360.45 168.5600 - -1.20 [-2.15;-0.25] 0.5% 1.9%
Y.Feng 2020 39 305.35 311.8100 214 474.62 258.9900 * -0.63 [-0.98;-0.28] 3.9% 3.0%
CM.Wu 2020 84 257.52 197.0600 117 410.74 216.9300 f -0.73 [-1.02; -0.44] 5.6% 3.1%
JX.Chen 2020 5 307.80 164.6700 105 597.87 311.0300 -+ -0.94 [-1.84;-0.03] 0.6% 2.0%
L.Cai 2020 22 594.69 205.9700 19 937.24 343.7800 % -1.21 [-1.88;-0.53] 1.0% 24%
MF.Han 2020 32 273.59 165.3200 122 465.87 230.3200 * -0.88 [-1.28; -0. 2.9% 2.9%
Q.Li 2020 26 193.32 152.1600 296 472.69 251.0500 * -1.14 [-1.55;-0.73] 2.8% 2.9%
YM.Lu 2020 9 163.11 147.0200 44 384.48 173.9600 - -1.28 [-2.04;-0.52] 0.8% 2.2%
Y.Sun 2020 19 263.66 142.1100 44 48272 247.4400 -+ -0.98 [-1.54;-0.41] 15% 2.6%
SQ.Xiong 2020 55 250.51 135.9000 61 446.00 252.0800 ’ -0.95 [-1.33; -0.56] 3.2% 2.9%
J.Yuan 2020 92 41845 265.2100 122 598.17 286.7700 3 -0.64 [-0.92;-0.37] 6.1% 3.1%
QH.Zhang 2020 27 207.21 191.7600 47 663.87 273.7700 ] -1.83 [-2.39;-1.27] 1.5% 2.6%
D.Li 2020 44 28252 166.8000 18 490.41 192.2700 -‘ -1.18 [-1.77;-0.59] 1.4% 2.6%
J.Xu 2020 30 330.43 211.0000 125 481.25 243.6000 = -0.63 [-1.04;-0.23] 2.9% 2.9%
ZL.Lu 2020 34 213.26 118.8900 67 663.57 269.7100 - -1.94 [-2.43; -1. 1.9% 27%
SX.Wan 2020 21 263.20 28.8300 102 451.30 23.0000 —— -7.77 [-8.86; -6.68] 0.4% 1.7%
YL.Wang 2020 8 1377.25 622.2500 35 1256.81 1288.5600 T 0.10 [-0.67; 0.87] 0.8% 2.2%
Y.Liu 2020 30 96.66 50.6000 46 444.64 303.8100 - -1.44 [-1.96;-0.92] 1.8% 27%
YL.Zhou 2020 5 377.20 229.6000 12 698.20 267.4000 —a -1.18 [-2.32;-0.04] 0.4% 1.6%
Y.Yang 2020 36 321.82 206.6000 14 586.84 378.1000 + -0.99 [-1.64;-0.34] 1.1% 2.4%
LX.Guo 2020 19 522.84 349.0400 181 839.30 429.6200 > -0.75 [-1.22;-0.27] 2.0% 2.8%
JT.Cao 2020 153 335.95 204.6300 91 514.93 262.1500 : -0.78 [-1.05;-0.51] 6.5% 3.1%
C.Qin 2020 27 285.10 168.0000 17 420.50 207.8000 v— -0.72 [-1.35;-0.09] 1.2% 2.5%
RY.He 2020 69 193.88 143.8600 135 632.70 249.5400 &) -1.99 [-2.34;-1.64] 3.8% 3.0%
SH.Li 2020 26 218.66 154.5100 43 523.79 232.3900 - -1.46 [-2.01;-091] 1.6% 2.6%
JM. Urra 2020 27 340.30 251.9000 145 395.90 241.0000 i -0.23 [-0.64; 0.18] 2.8% 2.9%
M.d'Alessandro BS 2020 14 379.30 266.8900 40 505.49 372.1600 b -0.36 [-0.97; 0.26] 1.2% 2.5%
M.Wang 2021 46 239.15 164.3600 66 467.06 330.4400 * -0.82 [-1.22;-0.43] 3.0% 2.9%
W.Conca 2021 5 539.00 219.0000 29 725.79 275.5400 = -0.68 [-1.64; 0.29] 0.5% 1.9%
ZJ.Li 2021 41 302.08 345.7100 96 651.19 226.1800 -0: -1.30 [-1.70;-0.90] 3.0% 2.9%
W.Huang 2021 102 467.12 274.5400 116 687.79 274.7500 g -0.80 [-1.08;-0.52] 6.1% 3.1%
J.Duan 2020 20 320.00 153.0000 328 484.00 257.0000 "- -0.65 [-1.10; -0.19] 2.3% 2.8%
Fixed effect model 1563 3739 i -0.97 [-1.04; -0.90] 100.0% ey
Random effects model 0 -1.09 [-1.29; -0.89] --  100.0%
Heterogeneity: 1 = 87%, 1° = 0.3152, p < 0.01
-5 0 5
Favour Non-severe Favour Severe
(15) CD4+T (%)
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 203 37.79 11.3600 345 39.38 8.2600 R -0.17 [-0.34; 0.01] 425% 18.8%
G.Chen 2020 11 34.71 5.6000 10 36.33 7.4000 4-'%7 -0.24 [-1.10; 0.62] 1.7% 3.3%
Y.Feng 2020 39 35.92 25.7700 214 41.00 8.9600 —a -0.39 [-0.73; -0.05] 10.9% 11.9%
YM.Lu 2020 9 27.72 8.3000 44 38.73 11.1100 —4—; -1.01 [-1.76;-0.27] 2.3% 4.2%
JJ.Xie 2020 34 46.38 10.0800 22 46.46 9.2400 — -0.01 [-0.54; 0.53] 4.5% 6.9%
ZL.Wang 2020 7 42.14 19.6500 43 37.76 8.5700 T 041 [-0.40; 1.21] 2.0% 3.7%
LX.Guo 2020 19 60.25 12.4400 181 67.42 13.1100 —_— -0.55 [-1.02; -0.07] 5.7% 8.1%
C.Qin 2020 27 37.20 8.4000 17 39.80 7.5000 — -0.32 [-0.93; 0.29] 3.4% 5.7%
M.Wang 2021 46 37.16 9.3800 66 38.78 12.7300 *54»7 -0.14 [-0.52; 0.24] 9.0% 10.8%
JM.Urra 2020 27 44.10 10.9000 145 41.50 12.4000 —_— 0.21 [-0.20; 0.62] 7.6% 9.8%
L.Bergantini 2021 10 44.60 13.0000 14 44.40 7.8000 —_— 0.02 [-0.79; 0.83] 1.9% 3.6%
M.d'Alessandro BS 2020 14 44.64 12.3600 40 44.77 13.0700 *:Hi -0.01 [-0.62; 0.60] 3.5% 5.8%
K.Deng 2021 17 43.79 22.5500 149 55.70 15.8000 — -0.72 [-1.22; -0.21] 5.0% 7.5%
Fixed effect model 463 1290 <> -0.21 [-0.32; -0.09] 100.0% -=
Random effects model < =0.22 [-0.39; —0.06] == 100.0%
Heterogeneity: 1% = 38%, 7° = 0.0312, p = 0.08 I T | | ‘ ‘
-156-1-05 0 05 1 15
Favour Non-severe Favour Severe
(16) CD8+T (%)
Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%—Cl (fixed) (random)
RC.Chen 2020 203 19.66 7.8900 345 24.47 8.5200 i -0.58 [-0.76; -0.40] 41.7% 13.0%
G.Chen 2020 11 18.61 7.3800 10 27.64 9.8000 -1.01 [-1.93;-0.09] 1.5% 4.0%
Y.Feng 2020 39 22.86 13.1900 214 24.65 8.2100 —t -0.20 [-0.54; 0.15] 11.2% 10.6%
YM.Lu 2020 9 1863 6.7800 44 23.35 11.1000 —*‘rgf -0.44 [-1.16; 0.28] 2.5% 5.6%
JJ.Xie 2020 34 23.87 9.6200 22 24.17 12.0900 —— -0.03 [-0.56; 0.51] 4.5% 7.7%
ZL.Wang 2020 7 2210 5.9100 36 26.16 6.9300 —_— -0.59 [-1.41; 0.23] 1.9% 4.8%
LX.Guo 2020 19 36.43 10.8300 181 42.44 20.7300 *:0*7 -0.30 [-0.77; 0.17] 5.8% 8.5%
C.Qin 2020 27 19.70 9.2000 17 19.50 6.2000 — 0.02 [-0.58; 0.63] 3.5% 6.8%
M.Wang 2021 46 2479 7.1500 66 25.45 8.4100 44-— -0.08 [-0.46; 0.29] 9.2% 10.0%
JM. Urra 2020 27 23.10 9.4000 145 28.40 11.8000 — -0.46 [-0.87;-0.05] 7.6% 9.4%
L. Bergantini 2021 10 31.00 18.0000 14 22.00 8.7000 | ——— 065 [-0.18; 1.48] 1.9% 4.6%
M.d'Alessandro BS 2020 14 23.18 14.8300 40 24.42 10.7700 —%—»7 -0.10 [-0.71; 0.51] 3.5% 6.8%
K.Deng 2021 17 45.84 15.1200 149 37.96 14.7500 ‘ s 053 [0.03; 1.04] 5.1% 8.1%
Fixed effect model 463 1283 <& -0.33 [-0.44; -0.21] 100.0% -
Random effects model — ‘<> —— =0.20 [-0.42; 0.02] —-— 100.0%

Heterogeneity: 12 = 63%, 1* = 0.0877, p < 0.01

Favour Non-severe Favour Severe
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Figure E2(A) (Continued)

(17) CD8+T (ab)

Study

Y.Ling 2020
RC.Chen 2020
YL.Zheng 2020
F.Yang 2020
B.Xu 2020
G.Chen 2020
Y.Feng 2020
CM.Wu 2020
JX.Chen 2020
L.Cai 2020
MF.Han 2020
Q.Li 2020
YM.Lu 2020
Y.Sun 2020
SQ.Xiong 2020
QH.Zhang 2020
D.Li 2020

J.Xu 2020
ZL.Lu 2020
SX.Wan 2020
Y.Liu 2020
YL.Zhou 2020
Y.Yang 2020
LX.Guo 2020
JT.Cao 2020
C.Qin 2020
TX.Xiang 2020
RY.He 2020
SH.Li 2020
JM. Urra 2020
M.d'Alessandro BS 2020
M.Wang 2021
W.Conca 2021
ZJ.Li2021
W.Huang 2021
J.Duan 2020

Fixed effect model
Random effects model

Total

211
203 1

Severe
Mean SD

40.93 119.2600
26.10 105.1100

26 202.31 144.3100

19 1
107 1
11
391
84 1
51

44.13 97.7200
43.01 83.5700
94.07 58.3600
71.77 138.0300
75.14 160.8900
57.03 197.6100

22 303.98 97.2400

321
261
91

87.67 116.4100
19.35 87.0600
02.78 67.2500

19 203.76 171.2900

55 1
271
44 1

78.74 166.3400
48.00 120.5300
76.01 132.9000

30 233.50 149.6300

341
211
30

17.03 73.6100
79.00 23.8700
70.35 61.5000

5 251.25 331.8600

36 1

51.43 88.8400

19 327.00 218.8600

1563 1
27 1
91
69 1
26 1
27 1
14 1
46 1

71.74 109.6800
54.70 116.5000
45.35 89.2400
24.18 108.2700
55.45 114.5100
72.40 123.9000
98.60 198.5200
656.51 114.2500

5 358.00 261.0000

411

44.50 160.1800

102 256.69 163.1600
20 243.00 148.0000

1463

Heterogeneity: /* = 86%, 1° = 0.3014, p < 0.01

(18) CD4+T/CD8+T ratio

Study

RC.Chen 2020
B.Xu 2020
L.Cai 2020
MF.Han 2020
YM.Lu 2020
Y.Sun 2020
D.Li 2020
J.Xu 2020
SX.Wan 2020
LX.Guo 2020
C.Qin 2020
M.Wang 2021
W.Conca 2021
JJ.Xie 2020
ZJ.Li 2021
RY.He 2020
SH.Li 2020
JM. Urra 2020
M.d'Alessandro BS 2020
K.Deng 2021
J.Duan 2020

Fixed effect model
Random effects model

Total

203
107
22
32
9
19
44
30
21
19
27
46

832

Severe
Mean SD

2.01 0.8600
1.77 1.0900
1.96 0.8700
1.47 0.8800
1.76 1.0800
1.82 1.3100
1.83 1.4200
1.80 0.9200
1.561 0.1700
1.75 0.4400
2.50 1.5000
1.79 0.7300
1.90 0.9000
2.05 1.1300
2.49 1.5100
1.68 0.9500
1.43 1.0100
2.40 1.4000
2.26 1.7300
1.00 0.8100
1.30 0.6000

Heterogeneity: 12 = 76%, 1° = 0.1373, p < 0.01

(19) B celi(ab)

Study

B.Xu 2020
G.Chen 2020
L.Cai 2020
MF.Han 2020
QH.Zhang 2020
SX.Wan 2020
D.Li 2020
ZL.Lu 2020
YL.Wang 2020
C.Qin 2020
TX.Xiang 2020
RY.He 2020
SH.Li 2020
M.d'Alessandro BS 2020
M.Wang 2021
W.Conca 2021
ZJ.Li 2021
W.Huang 2021

Fixed effect model
Random effects model

Total

107

111
22 1
321
27 1
211
44 1
34 1

Severe
Mean SD

87.76 61.0100
64.92 195.5200
18.43 73.1500
03.86 55.8700
27.44 136.1900
25.30 13.4900
42.24 78.0900
26.85 111.6700

8 761.00 429.0700

27 1

14 1
46 1

69.00 140.9000
88.32 54.5200
94.88 64.3600
94.50 61.9600
19.38 113.6800
07.58 43.7800

5 342.00 607.0000

102 1

645

93.22 85.5800
37.54 100.6500

Heterogeneity: /% = 87%, t* = 0.3892, p < 0.01

Total

Non-severe

Mean

SD

271 282.85 174.4800

345

264.80

151.1200

63 349.13 256.5000

33

210.31

105.3900

80 335.66 163.0700

10

249.60

111.3700

214 282.49 185.8500

117

241.00

123.1000

105 377.97 244.8600

19

502.53

331.2800

122 343.58 190.5600
296 280.48 173.5800
44 303.59 598.7300
44 374.88 168.2400
61 288.18 220.9500

47
18
125

261.12
283.41
359.12

237.0700
167.3300
191.2600

67 417.27 209.4100

102

288.60

14.2300 ——

46 295.69 149.2200
12 430.66 576.9600

14

421.40

290.9500

181 498.69 261.9100

91
17
40

320.61
201.90
201.00

188.3200
107.1000
117.6400

135 374.43 155.8700
43 421.96 176.4000

145
40
66

287.60
325.20
296.97

223.8000
302.9600
192.5100

29 452.59 246.9400

96
116
328

3582

Total

345
80
19

122
44
44
18

125

102

181
17
66
29
22
96

135
43

145
40

149

328

2150

Total

80
10
19
122
47
102
18
67
35
17
40
135
43
40
66
29
96
116

1082

323.50
355.70
329.00

136.2300
147.9600
186.0000

Non-severe

Mean

SD

1.69 0.8900
1.60 0.9200
1.91 0.8800
1.43 0.5600
1.94 0.8200

1.60

1.6900

1.70 0.3500
1.54 0.6700

1.67 0.0590

1.75 0.7500
2.20 0.6000
1.73 0.7600
1.84 0.8300
2.25 1.3200
2.04 0.8300
1.73 0.5900
1.24 0.4800
1.90 1.6000
1.97 1.2300
1.57 1.0500
1.70 0.9000

Standardised Mean
Difference

e e o e i b e By

-6 -4 -2 0 2 4 6
Favour Non-severe Favour Severe

Standardised Mean
Difference

T
-2

T T
-1 0

T ]
1 2

Favour Non-severe Favour Severe

Non-severe

Mean

227.42
117.46
237.16
144.90
219.75
166.00
169.94
225.36
566.31
196.10
109.31
199.49
171.61
163.07
165.91
175.76
184.22
179.86

SD

122.3000
26.4000
124.3900
93.7800
114.7000

11.9800 ——

102.9700
139.0400
509.3900
144.9000

86.5300

96.6700

75.1600
163.7800
109.1400
110.1600
103.4900
103.4500

Standardised Mean
Difference

1

0 2

Weight Weight

SMD 95%-Cl (fixed) (random)
-0.83 [-1.28;-0.38] 2.5% 3.0%
-1.02 [-1.20; -0.84] 14.7% 3.4%
-0.63 [-1.10; -0.171 2.3% 2.9%
-0.63 [-1.21;-0.06] 1.5% 2.7%
-1.50 [-1.83;-1.17] 4.6% 3.2%
-1.71 [-2.74; -0.68] 0.5% 1.8%
-0.62 [-0.96; -0.27] 4.2% 3.2%
-0.47 [-0.75; -0.18] 6.2% 3.3%
-0.80 [-1.81; 0.00] 0.6% 2.0%
-0.82 [-1.47;-0.18] 1.2% 2.6%
-0.87 [-1.27;-0.47] 3.1% 3.1%
-0.95 [-1.36; -0.55] 3.0% 3.0%
-0.36 [-1.08; 0.36] 1.0% 2.4%
-1.00 [-1.57;-0.43] 1.5% 2.7%
-0.55 [-0.92; -0.18] 3.6% 3.1%
-0.55 [-1.03; -0.07] 2.1% 2.9%
-0.74 [-1.30; -0.17] 1.6% 2.7%
-0.68 [-1.08;-0.27] 3.0% 3.1%
-1.69 [-2.17;-1.21] 2.2% 2.9%
-6.71 [-7.69; -5.74] 0.5% 1.9%
-1.82 [-2.37;-1.27] 1.7% 2.8%
-0.33 [-1.38; 0.73] 0.4% 1.8%
-1.57 [-2.26;-0.87]1 1.0% 2.5%
-0.66 [-1.14;-0.19] 2.2% 2.9%
-1.03 [-1.31;-0.76] 6.5% 3.3%
-0.41 [-1.02; 0.20] 1.3% 2.6%
-0.48 [-1.21; 0.25] 0.9% 2.4%
-1.76 [-2.10; -1.42] 4.4% 3.2%
-1.69 [-2.25;-1.12) 1.5% 2.7%
-0.54 [-0.96; -0.13] 2.9% 3.0%
-0.44 [-1.06; 0.17] 1.3% 2.6%
-0.79 [-1.18;-0.40] 3.2% 3.1%
-0.37 [-1.33; 0.58] 0.5% 2.0%
-1.24 [-1.63;-0.84] 3.2% 3.1%
-0.64 [-0.91;-0.36] 6.7% 3.3%
-0.47 [-0.92; -0.01] 2.4% 3.0%
-0.94 [-1.01; -0.87] 100.0% -
-1.00 [-1.20; -0.79] --  100.0%
Weight Weight

SMD 95%-Cl (fixed) (random)
0.36 [0.19; 0.54] 24.8% 6.5%
0.17 [-0.12; 0.46] 9.0% 5.9%
0.06 [-0.56; 0.67] 2.0% 4.0%
0.06 [-0.33; 0.45] 5.0% 5.3%
-0.20 [-0.92; 0.51] 1.5% 3.5%
0.14 [-0.40; 0.68] 2.6% 4.4%
0.11 [-0.44; 0.65] 2.5% 4.4%
036 [-0.04; 0.76] 4.7% 5.3%
-1.84 [-2.36;-1.31] 2.8% 4.5%
0.00 [-0.47; 0.47] 3.4% 4.8%
0.24 [-0.37; 0.85] 2.0% 4.0%
0.08 [-0.30; 0.46] 5.3% 5.4%
0.07 [-0.88; 1.02] 0.8% 2.5%
-0.16 [-0.70; 0.37] 2.6% 4.4%
042 [0.05 0.78] 5.6% 5.5%
-0.07 [-0.36; 0.22] 9.0% 5.9%
0.26 [-0.23; 0.75] 3.2% 4.7%
0.32 [-0.10; 0.73] 4.5% 52%
0.21 [-0.40; 0.82] 2.0% 4.0%
-0.55 [-1.06; -0.05] 3.0% 4.6%
-0.45 [-0.90; 0.00] 3.7% 4.9%
0.09 [0.01; 0.18] 100.0% -
-0.01 [-0.20; 0.19] --  100.0%
Weight Weight

SMD 95%~-Cl (fixed) (random)
-1.51 [-1.84;-1.18] 10.8% 6.3%
0.32 [-0.54; 1.18] 1.6% 4.5%
-1.16 [-1.83;-0.49] 2.6% 5.2%
-0.47 [-0.86;-0.07] 7.5% 6.1%
-0.74 [-1.23;-0.25] 4.9% 5.8%
-3.30 [-3.93;-2.67] 2.9% 5.3%
-0.32 [-0.87; 0.23] 3.8% 5.6%
-0.75 [-1.17;-0.32] 6.4% 6.0%
0.38 [-0.39; 1.16] 1.9% 4.8%
-0.19 [-0.80; 0.42] 3.1% 5.4%
-0.25 [-0.98; 0.47] 2.2% 5.0%
-1.20 [-1.51;-0.88] 11.9% 6.3%
-1.08 [-1.60;-0.56] 4.3% 5.7%
-0.28 [-0.89; 0.33] 3.1% 5.4%
-0.65 [-1.04; -0.27] 7.8% 6.1%
0.68 [-0.28; 1.65] 1.2% 4.1%
-0.92 [-1.30; -0.54] 8.0% 6.1%
-041 [-0.68; -0.14] 16.1% 6.4%
-0.80 [-0.91; -0.69] 100.0% -
-0.70 [-1.02; -0.38] == 100.0%

Favour Non-severe Favour Severe



Figure E2(A) (Continued)

(20) NK cell (ab)

Study

B.Xu 2020
L.Cai 2020
MF.Han 2020
Y.Sun 2020
QH.Zhang 2020
SX.Wan 2020
YL.Wang 2020
D.Li 2020
ZL.Lu 2020
C.Qin 2020
M.Wang 2021
W.Conca 2021
TX.Xiang 2020
ZJ.Li 2021
RY.He 2020
SH.Li 2020
M.d'Alessandro BS 2020
W.Huang 2021

Fixed effect model
Random effects model

Heterogeneity: /% = 78%, 1% = 0.1855, p < 0.01

(21) C3

Study

J.Liu 2020

YM.Lu 2020
ZH.Lv 2020
ZL.Lu 2020
C.Qin 2020
D.Li 2020

RY.He 2020

Fixed effect model

Random effects model
Heterogeneity: 12 = 53%, t° = 0.0333, p = 0.04

(22) C4

Study

J.Liu 2020
ZH.Lv 2020
ZL.Lu 2020
C.Qin 2020
D.Li 2020
RY.He 2020

Fixed effect model

Random effects model

Heterogeneity: 1>=0%,1°=0, p =057

(23) IgA

Study

J.Liu 2020
Y.Feng 2020
YM.Lu 2020
ZH.Lv 2020
D.Li 2020
ZL.Lu 2020
C.Qin 2020
LX.Guo 2020
RY.He 2020

Fixed effect model

Random effects model
Heterogeneity: I? = 24%, 7° = 0.0097, p = 0.23

(24) IgM

Study

J.Liu 2020
Y.Feng 2020
YM.Lu 2020
ZH.Lv 2020
QH.Zhang 2020
D.Li 2020
ZL.Lu 2020
C.Qin 2020
LX.Guo 2020
RY.He 2020

Fixed effect model

Random effects model
Heterogeneity: I* = 26%, 1° = 0.0112, p = 0.20

Favour Non-severe Favour Severe

Severe Non-severe Standardised Mean Weight Weight
Total Mean SD Total Mean SD Difference SMD 95%—Cl (fixed) (random)
107 78.99 64.4800 80 113.67 50.5800 L2 -0.59 [-0.88; -0.29] 12.3% 6.8%
22 177.75 129.0200 19 244.50 172.6900 — -0.43 [-1.06; 0.19] 2.8% 5.0%
32 137.83 77.6000 122 169.36 124.5400 = -0.27 [-0.66; 0.12] 7.1% 6.3%
19 146.10 142.5400 44 218.97 204.5100 —:r'—— -0.38 [-0.92; 0.16] 3.7% 5.4%
27 161.94 213.6700 47 273.08 296.7200 —H— -0.41 [-0.89; 0.07] 4.7% 5.8%
21 119.60 16.5000 102 147.00 10.3600 —=+— | -2.35 [-2.90; -1.79] 3.5% 5.4%
8 134,26 216.2300 35 350.42 224.1600 ——— -0.95 [-1.75;-0.16] 1.7% 4.1%
44 116.81 85.4200 18 152.90 78.8400 -0.43 [-0.98; 0.13] 35% 5.4%
34 126.85 111.6700 67 197.33 197.5100 T -0.40 [-0.82; 0.01] 6.2% 6.2%
27 113.00 71.8000 17 160.20 90.8000 —— -0.58 [-1.20; 0.04] 2.8% 5.0%
46 9541 56.6100 66 169.65 107.6200 —& -0.82 [-1.21;-0.42] 7.0% 6.3%
5 197.00 139.0000 29 148.14 110.1600 —— 0.42 [-0.54; 1.37] 12% 3.4%
9 110.60 79.4300 40 69.79 17.4400 — 1.10 [0.34; 1.86] 1.9% 4.3%
41 93.22 855800 96 184.22 103.4900 = -0.92 [-1.30; -0.54] 7.4% 6.4%
69 113.47 77.2300 135 156.65 103.4100 . 3 -0.45 [-0.74; -0.16] 125% 6.9%
26 110.92 87.0600 43 204.44 138.0500 —ﬁ— -0.76 [-1.26;-0.26] 4.2% 57%
14 67.54 69.1900 40 151.07 84.5800 — -1.02 [-1.66; -0.38] 2.6% 4.9%
102 154.97 113.1800 116 195.10 121.0100 = -0.34 [-0.61; -0.07] 15.0% 7.0%
653 1116 é -0.56 [-0.66; —0.45] 100.0% -
< -0.56 [-0.79; —0.33] == 100.0%
1 1 1
-2 -1 0 1 2
Favour Non-severe Favour Severe
Severe Non-severe Standardised Mean Weight Weight
Total Mean SD Total Mean SD Difference SMD 95%~Cl (fixed) (random)
13 0.80 0.1000 27 0.80 0.2000 _ 0.00 [-0.66; 0.66] 3.2% 7.0%
9 1.13 0.2700 44 1.13 0.2500 : 0.00 [-0.72;0.72] 27% 6.2%
239 1.04 0.2200 115 1.04 0.2200 ﬁ-—ﬁ 0.00 [-0.22;0.22] 27.9% 22.3%
34 0.80 0.2200 67 0.87 0.1800 —'—‘— -0.36 [-0.77;0.06] 8.0% 13.1%
286 0.89 0.1700 166 0.88 0.1700 . 0.06 [-0.13;0.25] 37.7% 24.0%
44 1.03 0.1600 18 0.91 0.1900 5 0.70 [0.14;1.26] 4.4% 8.9%
69 0.90 0.1700 135 0.84 0.1700 —a— 0.35 [0.06; 0.64] 16.2% 18.5%
694 572 s 0.08 [-0.04; 0.20] 100.0% -—
: : <[;> : : 0.09 [-0.10; 0.29] - 100.0%
-1 -05 0 0.5 1
Favour Non-severe Favour Severe
Severe Non-severe Standardised Mean Weight  Weight
Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
13 0.30 0.1000 27 0.30 0.1000 L 0.00 [-0.66;0.66] 3.2% 3.2%
239 0.26 0.1400 115 0.25 0.1000 —-*—— 0.08 [-0.14;0.30] 28.5% 28.5%
34 0.23 0.1200 67 0.24 0.0900 —_— -0.10 [-0.51;0.31] 8.3% 8.3%
286 0.26 0.0800 166 0.26 0.0800 — e 0.00 [-0.19; 0.19] 38.6% 38.6%
44 0.25 0.0800 18 0.25 0.1000 : 0.00 [-0.55;0.55] 4.7% 4.7%
69 0.26 0.0900 135 0.23 0.1000 ——— 0.31 [0.02;0.60] 16.6% 16.6%
685 528 : 0.07 [-0.05; 0.18] 100.0% =
; [ | i : ; : 0.07 [-0.05; 0.18] == 100.0%
-06-04-02 0 02 04 06
Favour Non-severe Favour Severe
Severe Non-severe Standardised Mean Weight Weight
Total Mean SD Total Mean SD Difference SMD 95%-CI (fixed) (random)
13 2.40 0.6000 27 2.20 0.8000 —|—~— 0.26 [-0.40;0.93] 2.7% 3.8%
39 244 1.3200 214 2.46 0.9600 —= -0.02 [-0.36; 0.32] 10.1% 11.8%
9 3.57 1.7700 44 2.29 0.9300 ‘ —— 114 [0.39;1.89] 21% 3.0%
239 2.68 1.1000 115 2.49 1.2500 T 0.16 [-0.06; 0.39] 23.6% 20.9%
44 249 11200 18 2.04 0.8000 fﬁ—-— 0.43 [-0.13; 098] 3.8% 5.3%
34 232 0.6400 67 2.10 0.8900 e 0.27 [-0.15; 0.68] 6.8% 8.7%
286 2.24 0.9800 166 2.17 0.7900 : 3 0.08 [-0.11; 0.27] 32.0% 24.6%
19 2.86 1.1600 181 2.50 0.9700 ———— 0.36 [-0.11; 0.84] 5.2% 6.9%
69 2.13 1.0800 135 1.91 0.7400 o 0.25 [-0.04; 0.54] 13.8% 14.9%
752 967 <> 0.18 [0.07; 0.29] 100.0% ==
— < — 0.20 [0.07; 0.34] -=  100.0%
-15-1-050 05 1 15
Favour Non-severe Favour Severe
Severe Non-severe Standardised Mean Weight Weight
Total Mean SD Total Mean SD Difference SMD 95%—Cl (fixed) (random)
13 1.10 0.3000 27 1.10 0.5000 —t 0.00 [-0.66; 0.66] 2.5% 3.7%
39 0.84 0.4100 214 0.95 0.3800 —e— -0.29 [-0.63; 0.06] 9.5% 11.1%
9 1.05 0.4400 44 1.06 0.4800 —_— -0.02 [-0.74; 0.70] 2.2% 3.2%
239 0.98 0.4300 115 1.01 0.4600 e -0.07 [-0.29; 0.15] 22.5% 19.3%
27 1.63 1.6500 47 1.77 1.4300 — -0.09 [-0.57; 0.38] 5.0% 6.7%
44 0.850.3500 18 1.19 0.4000 ———— ! -0.92 [-1.49;-0.35] 3.4% 4.8%
34 1.17 0.5300 67 1.17 0.5700 ——— 0.00 [-0.41; 0.41] 6.6% 8.4%
286 0.96 0.4400 166 1.06 0.4500 E & -0.23 [-0.42; -0.03] 30.3% 22.3%
19 0.95 0.4800 181 1.02 0.5100 —%-'—— -0.14 [-0.61; 0.34] 5.0% 6.7%
69 0.94 04200 135 1.12 0.3900 — -0.45 [-0.74; -0.15] 13.0% 13.8%
779 1014 <> —-0.21 [-0.32; -0.11] 100.0% -
< —-0.22 [-0.35; —0.08] - 100.0%
N I R
-1 -05 0 05 1



Figure E2(A) (Continued)

(25) 19G

Study

J.Liu 2020
Y.Feng 2020
YM.Lu 2020
ZH.Lv 2020
QH.Zhang 2020
D.Li 2020
ZL.Lu 2020
C.Qin 2020
LX.Guo 2020
RY.He 2020

Fixed effect model

Random effects model

Heterogeneity: 1% = 47%, t° = 0.0278, p = 0.05

(26) IgE

Study

QH.Zhang 2020
J.Liu 2020

D.Li 2020
RY.He 2020

Fixed effect model

Random effects model

Severe Non-severe Standardised Mean Weight Weight
Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
13 11.50 2.0000 27 10.80 2.0000 ——;—'— 0.34 [-0.32;1.011 25% 4.7%
39 11.73 3.4200 214 11.91 24600 — -0.07 [-0.41;0.27] 9.6% 11.6%
9 1222 26600 44 12.08 1.7900 —_— 0.08 [-0.64;0.80] 2.2% 4.2%
239 13.31 41700 115 12.35 3.5300 J—‘— 0.24 [0.02;0.46] 224% 16.6%
27 31.15 224800 47 23.11 15.6200 T+————— 043 [-0.05;091] 49% T7%
44 1140 2.2800 18 12.37 2.0100 —-——‘ -0.43 [-0.99;0.12] 3.6% 6.3%
34 13.09 45100 67 13.10 5.0200 —— -0.00 [-0.41;0.41] 6.5% 9.4%
286 11.68 3.1800 166 11.79 2.4500 —'—Er -0.04 [-0.23; 0.15] 30.5% 18.1%
19 12.14 3.4300 181 12.05 2.4900 i — 0.03 [-0.44;051] 50% 7.9%
69 1347 45400 135 11.78 2.9200 | — 0.47 [0.18;0.77] 12.9% 13.5%
779 1014 > 0.1 [0.01; 0.22] 100.0% -
— 0.12 [-0.04; 0.28] == 100.0%
[ T T
-1 -0.5 0 0.5 1
Favour Non-severe Favour Severe
Severe Non-severe Standardised Mean Weight Weight
Total Mean SD Total Mean SD Difference SMD 95%=Cl (fixed) (random)
27 198.43 103.1600 47 32.58 17.9700 —+— 258 [1.94;3.22] 12.4% 24.5%
13 60.22 652000 27 39.32 49.5400 7# 0.37 [-0.29;1.04] 11.3% 24.3%
44 106.91 73.8100 18 81.43 100.2400 - 0.31 [-0.24;0.86] 16.6% 25.0%
69 39.49 39.0700 135 42.21 50.2100 = -0.06 [-0.35;0.23] 59.8% 26.2%
153 227 <> 0.38 [0.15;0.60] 100.0% -
_— 0.78 [-0.30; 1.87] == 100.0%
T T T T T

Heterogeneity: 12 = 94%, ©2 = 1.1491, p < 0.01

-3

-2 -1 0 1 2

3

Favour Non-severe Favour Severe



Figure E2(B) Forest plot of immunological parameters in non-survivors and survivors of COVID-19

(1) 1IL-1p

Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%=Cl (fixed) (random)
FF.Sai 2021 15 12.31 17.7500 32 3.18 1.9400 — 0.89 [0.25;1.54] 14.1% 17.3%
B.Xu 2020 28 6.67 3.8700 117 5.20 0.6300 e 0.82 [0.40;1.25] 32.3% 27.6%
H.Huang 2020 4 13.33 22.8000 27 5.00 0.0001 ‘%—-‘-7 1.11 [0.02;2.20] 49% 7.7%
E.Sozio 2021 28 054 04800 83 0.28 0.2000 —— 0.87 [0.43;1.32] 294%  26.4%
KY.Li 2020 15 4.46 0.7361 87 4.34 1.7339 ——) 0.08 [-0.47;0.63] 193% 21.1%
Fixed effect model 90 346 < 0.72 [ 0.48; 0.96] 100.0% -
Random effects model - | 0.71 [0.39; 1.04] —-— 100.0%

Heterogeneity: 12 = 41%, 7° = 0.0550, p = 0.15 I ‘ !
-2 -1 0 1 2
Favour Survivors Favour Non-survivors

(2) IL-2

Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
L.Cai 2020 4 22.52 7.3200 9 20.70 4.9000 :r 0.30 [-0.89; 1.48] 8.0% 12.4%
XB.Feng 2020 20 292 0.9500 94 2.73 0.4100 T 0.35 [-0.14; 0.83] 47.9% 44.8%
Jun. Zhang 2020 18 2.47 0.3200 93 2.55 0.3000 — -0.26 [-0.77,0.24] 44.0% 42.8%
Fixed effect model a2 196 f 0.08 [-0.26; 0.41] 100.0% -
Random effects model 0.08 [-0.37; 0.53] - 100.0%
Heterogeneity: 12 = 35%, 1% = 0.0550, p=022

-1 -05 0 05 1
Favour Survivors  Favour Non—-survivors
(3) IL-2R
Non-survivors Survivors Standardised Mean Weight Weight

Study Total Mean SD Total Mean SD Difference SMD 95%~-Cl (fixed) (random)
J.Zhang 2021 26 1028.64 851.5500 182 773.81 493.2000 R 0.46 [0.05;0.88] 9.1% 14.7%
FF.Sai 2021 15 2428.15 3045.8400 32 783.07 775.2600 —— 0.89 [0.25; 1.53] 3.8% 12.0%
M.Luo 2021 201 1092.35 564.7900 817 478.17 280.8200 | 1.73 [1.56; 1.90] 53.0% 17.0%
YL.Yan 2020 39 1259.88 556.4600 9 572.96 4425900 —— 1.25 [0.48;2.03] 2.6% 10.5%
Y.Huang 2020 15 1244.32 571.7100 136 504.56 286.2300 e 2.27 [1.68;2.87] 4.4% 12.6%
H.Huang 2020 2 1729.50 1602.5000 27 558.11 289.2000 ———— 2.72 [1.10;4.34] 0.6% 4.4%
T.Chen 2020 113 129592 660.8300 161 627.36 306.9300 + 1.37 [1.11;1.64] 21.9% 16.2%
KY.Li 2020 15 129511 727.6802 87 582.70 353.4053 —— 166 [1.06;2.25] 4.4% 12.6%
Fixed effect model 426 1451 o 1.52 [1.39; 1.64] 100.0% -
Random effects model < 1.44 [1.04; 1.83] — 100.0%

Heterogeneity: 12 = 84%, 7° = 0.2330, p < 0.01 f ‘ I !

Favour Survivors Favour Non-survivors

(4) IL-4

Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
L.Cai 2020 4 9.08 2.5100 9 8.41 1.8400 i 0.30 [-0.88; 1.49] 8.0% 8.0%
XB.Feng 2020 20 248 14500 94 2.19 0.4700 ——%—-— 0.39 [-0.09; 0.88] 47.8% 47 8%
Jun.Zhang 2020 18 1.97 0.5000 93 1.95 0.5400 —_— 0.04 [-0.47;0.54] 44.2% 44 2%
Fixed effect model 42 196 e 0.23 [-0.11; 0.56] 100.0% -
Random effects model T— 0.23 [-0.11; 0.56] -—  100.0%
Heterogeneity: 2=0%, 7 =0, p =061

-1 -05 0 05 1
Favour Survivors Favour Non-survivors
(5) IL-6
Non-survivors Survivors Standardised Mean Weight  Weight

Study Total Mean SD Total Mean sD Difference SMD 95%=Cl (fixed) (random)
RC.Chen 2020 103 10.19 42700 445 758 3.1200 + 0.77 [0.56;0.99] 4.3% 4.4%
F.Zhou 2020 54 10.96 52600 137 640 2.1800 +— 136 [1.01;1.70] 1.7% 3.8%
YL.Yan 2020 39 7470 85.3600 9 23.87 32.5000 —-—,— 0.63 [-0.10; 1.37] 0.4% 21%
TL.Chen 2020 19 217.33 330.8100 36 119.91 216.9500 G+ 0.37 [-0.19; 093] 0.7% 2.8%
T.Chen 2020 113 8551 835000 161 14.48 16.6000 - 1.29 [1.02;1.55] 29% 4.2%
L.Wang 2020 65 104.60 110.9900 274 1144 10.3500 — 1.89 [1.58;219] 22% 4.0%
DJ.Altschul 2020 621 103.71 101.8700 1733 35.03 35.1700 1.14 [1.04;1.23] 21.7% 4.8%
L.Cai 2020 4 988.14 1799.7100 9 25.09 325400 ——f— 0.95 [-0.30; 2.21] 0.1% 1.0%
F.Ciceri 2020 34 11051 1157800 121 47.76 46.8900 —e 092 [0.52;1.31] 1.3% 3.6%
XB.Feng 2020 20 97.59 138.6900 94 25.59 30.4000 — 1.13 [0.62; 1.63] 0.8% 3.1%
H.Yang 2020 13 96.17 1055000 81 19.13 26.7100 P 168 [1.04;231] 0.5% 2.5%
Y.Huang 2020 15 9210 119.0000 136 4.04 5.4000 ¢ —— 238 [1.78;298] 0.6% 2.7%
S.Hue 2020 13 5.50 0.7000 25 490 1.0000 ——.- 0.64 [-0.04; 1.33] 0.4% 2.3%
Yang.Zhao 2020 33 7566 100.4600 102 7.67 5.6300 —— 1.37 [094;1.79] 1.1% 3.4%
Jing.Zhang 2021 26 4439 39.0600 182 18.48 24.5900 — 0.96 [0.54;1.39] 1.2% 3.5%
ZG.Wang 2021 56 101.83 154.3900 100 3.99 4.4400 —~— 1.05 [0.71;1.40] 1.7% 3.8%
FF.Sai 2021 15 1391.25 28924800 32 31.62 38.5300 —_— 0.83 [0.19;1.47) 0.5% 2.5%
G.Li 2021 95 19.04 21.0800 116 9.06 5.2500 + 0.68 [0.40;0.96) 26% 4.2%
L.Garcia de Guadiana- Romualdo 2021 14 101.75 106.8400 85 4040 41.4000 — 111 [0.52;1.70] 0.6% 2.7%
P.Sinha 2020 17 572.67 687.1200 22 169.10 147.4000 — 0.85 [0.19;1.51] 0.5% 2.4%
M.Luo 2021 201 7370 83.0500 817 7.97 10.0500 - 1.73 [1.56:1.90] 7.0% 4.6%
B.Xu 2020 28 36.54 38.5000 117 15.33 17.0800 — 0.93 [0.50;1.35) 1.1% 3.4%
CM.Wu 2020 44 1079 57000 40 6.05 1.4400 —-— 111 [0.65;1.57] 1.0% 3.3%
H.Huang 2020 4 2324 9.6800 27 9.81 127600 —— 1.05 [-0.04; 2.13] 0.2% 1.3%
R.Zayat 2021 8 62544 761.8000 9 165.25 181.0500 +—— 0.81 [-0.19;1.82] 0.2% 1.4%
CT.Yang 2021 58 10.74 43300 145 957 5.3200 — 0.23 [-0.07; 0.54] 2.2% 4.0%
R.Scotto 2021 15 756.09 1119.2900 19 30.26 43.5700 —tt— 096 [0.24;1.68] 0.4% 2.2%
E.Sozio 2021 28 44935 798.3400 83 2592 35.3100 —~— 1.06 [0.60;1.51] 1.0% 3.3%
Jun.Zhang 2020 18 44.02 61.1000 93 6.04 4.9400 —— 1.54 [0.99;2.08] 0.7% 2.9%
J.Berenguer 2020 1131 228.35 350.3455 2904 4140 47.4671 0.98 [0.91;1.06]) 39.6% 4.9%
KY.Li 2020 15 7377 1157320 87 7.69 10.9308 -°—~— 147 [0.89;2.06] 0.6% 2.7%
T.Li 2021 9 7330 850976 63 428 4.9391 ¢ ——— 234 [154;3.14] 03% 1.9%
Fixed effect model 2928 8304 i 1.09 [1.05; 1.14] 100.0% ——
Random effects model i 1.13 [0.99; 1.27] == 100.0%
Heterogeneity: I° = 84%, ©* = 0.1074, p < 0.01 UL B T 1
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Figure E2(B) (Continued)
(6) 1L-8

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-C| (fixed) (random)
YL.Yan 2020 39 32.34 28.5500 9 82.30 157.2000 i -0.70 [-1.44;0.04] 24% 7.8%
T.Chen 2020 113 40.33 40.1000 161 13.23  9.3000 + 1.01 [0.76;1.27] 201% 12.2%
L.Cai 2020 4 164.62 385.7100 9 18.29 18.3700 _ 0.67 [-0.54;1.89] 0.9% 4.6%
H.Yang 2020 13 3290 30.1000 81 13.60 10.7900 —— 1.29 [0.68;1.91] 35% 8.9%
Y.Huang 2020 15 39.00 34.6800 136 11.84 8.0900 . ——— 2.06 [1.48;2.64] 3.9% 9.2%
Jing.Zhang 2021 26 2571 24.0000 182 14.98 9.9400 — 085 [043;1.27] 75% 10.8%
FF.Sai 2021 15 37.27 41.7100 32 13.78 11.6400 —— 092 [0.27;1.56] 3.2% 8.7%
M.Luo 2021 201 35.39 29.5900 817 13.11  7.9500 o 1.49 [1.32;1.66] 46.8% 12.7%
H.Huang 2020 4 3423 46.3000 27 10.69 7.2800 ———— 140 [0.28;251] 1.1% 5.2%
E.Sozio 2021 28 43.78 254700 83 28.16 15.1600 H—* 0.85 [0.41;1.29] 6.7% 10.6%
KY.Li 2020 15 2142 117777 87 1155 9.1970 — 1.02 [0.45;1.59] 4.1% 9.4%
Fixed effect model 473 1624 ;<'> 1.22 [1.11; 1.34] 100.0% -
Random effects model > 1.02 [0.70; 1.35] == 100.0%
Heterogeneity: 1% = 82%, 1° = 0.2085, p < 0.01 f ‘ ‘ !
-2 -1 0 1 2
Favour Survivors  Favour Non—survivors
(7) IL-10
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
T.Chen 2020 113 13.78 8.1100 161 6.19 25400 e 1.36 [1.10;1.63] 17.3% 14.8%
L.Cai 2020 4 21.78 20.4200 9 10.93 3.3200 -+ 0.91 [-0.34;2.17] 0.8% 2.1%
XB.Feng 2020 20 7.73 57400 94 4383 1.9000 —'—-— 0.98 [048;1.48] 4.9% 8.6%
H.Yang 2020 13 1166 9.2100 81 517 0.3700 d—s—  1.92 [1.28;257] 29% 6.1%
S.Hue 2020 13 503.70 116.5000 25 397.10 133.1000 —— 0.82 [0.12;151] 25% 5.5%
J.Zhang 2021 26 10.28 10.9000 182 6.93 3.2100 —— 0.89 [0.27;1.11] 7A% 10.5%
FF.Sai 2021 15 1059 11.4500 32 5.07 4.5000 —r 0.73 [0.10;1.37] 3.1% 6.3%
M.Luo 2021 201 10.36 7.6200 817 5.71 1.3400 . 1.30 [1.13;1.46] 45.5% 18.0%
B.Xu 2020 28 1416 13.2700 117 7.76 5.2200 e 086 [043;1.28] 6.8% 10.3%
H.Huang 2020 4 3425 49.4400 27 6.04 22700 ———— 1.71 [057;2.86] 0.9% 2.5%
J.Zhang 2020 18 593 27000 93 4.04 1.1000 e 1.28 [0.74;,1.81] 4.3% 7.9%
KY.Li 2020 15 642 49074 87 458 0.6785 — 0.94 [0.38;1.51] 3.9% 7.4%
Fixed effect model 470 1725 §'> 19 [1.08; 1.30] 100.0% -
Random effects model < 12 [0.93; 1.31] == 100.0%
Heterogeneity: 12 = 49%, 12 = 0.0456, p = 0.03
-2 -1 0 1 2
Favour Survivors Favour Non-survivors
(8) TNF-a.
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%=Cl (fixed) (random)
YL.Yan 2020 39 1351 8.9300 9 845 5.1600 e 0.59 [-0.14; 1.33] 2.0% 6.1%
T.Chen 2020 113 12.71 6.7600 161 8.80 2.1700 = o 0.84 [0.59;1.09] 17.1% 9.1%
L.Cai 2020 4 806 08700 9 7.81 20100 —4—— 0.13 [-1.05;1.31] 0.8% 3.8%
XB.Feng 2020 20 317 20700 94 3.21 2.0300 —— -0.02 [-0.50; 0.46] 4.6% 7.7%
H.Yang 2020 13 12.57 8.4700 81 8.94 4.9800 —H— 0.65 [0.05;1.24] 3.1% 7.0%
Y.Huang 2020 15 10.95 3.1100 136 8.64 3.6000 —— 065 [0.11;1.18] 3.7% 7.3%
Jing.Zhang 2021 26 11.61 7.1400 182 10.34 4.0400 T 0.28 [-0.13; 0.69] 6.3% 8.2%
FF.Sai 2021 15 26.56 28.3000 32 10.07 4.5000 —-'— 1.00 [0.35;1.65] 26% 6.6%
M.Luo 2021 201 11.74 7.4700 817 7.01 2.0400 . 1.25 [1.09;1.41] 40.2% 9.5%
B.Xu 2020 28 1252 3.5200 117 12.06 5.8800 - 0.08 [-0.33; 0.50] 6.3% 8.2%
H.Huang 2020 4 26.14 37.7600 27 7.40 2.6200 ————— 147 [0.35;2.59] 0.9% 4.0%
E.Sozio 2021 28 2427 10.7800 83 15.96 4.7500 i — 1.22 [0.76;1.68] 5.1% 7.9%
Jun.Zhang 2020 18 2.07 0.3500 93 2.08 0.4200 — -0.02 [-0.53; 0.48] 4.2% 7.6%
KY.Li 2020 15 15.03 12.2684 87 7.44 2.8646 —— 1.42 [0.84;2.00] 3.2% 7.0%
Fixed effect model 539 1928 o 0.87 [0.76; 0.97] 100.0% -
Random effects model = 0.68 [0.38; 0.97] -— 100.0%
Heterogeneity: 1? = 83%, 1° = 0.2296, p <0.01 ‘ T ‘
-2 -1 0 1 2
Favour Survivors  Favour Non-survivors
(9) IFN-y
Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
L.Cai 2020 4 11.80 4.7000 9 11.75 2.4500 ': 0.01 [-1.16; 1.19] 8.1% 8.1%
XB.Feng 2020 20 266 1.2800 94 2.54 0.9300 — 0.12 [-0.36; 0.60] 48.0% 48.0%
Jun.Zhang 2020 18 2.09 0.3600 93 2.14 0.5500 —'—‘— -0.09 [-0.60;0.41] 43.9% 43.9%
Fixed effect model 42 196 : 0.02 [-0.32; 0.35] 100.0% -
Random effects model i 0.02 [-0.32; 0.35] --  100.0%
Heterogeneity: /2= 0%, t2 =0, p = 0.84 I T I ‘
-1 -05 0 0.5 1
Favour Survivors  Favour Non-survivors
(10) CD3+T(ab)
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean sSD Difference SMD 95%—Cl (fixed) (random)
RC.Chen 2020 103 298.29 147.7500 445 664.45 397.1500 -1.01 [-1.23; -0.78] 14.8% 8.6%
CM.Wu 2020 44 314.33 173.2000 40 536.21 375.6200 ‘* -0.76 [-1.21;-0.32] 3.7% 7.9%
L.Cai 2020 7 618.00 322.0000 15 974.40 261.0000 = -1.22 [-2.20;-0.24] 0.8% 5.6%
Yang.Zhao 2020 125 290.89 199.8800 414 805.59 425.5200 - -1.33 [-1.55;-1.12] 15.8% 8.6%
Z.Wang 2020 116 288.35 164.7800 177 796.48 329.9900 ! -1.83 [-2.11;-1.55] 9.5% 8.5%
B.Xu 2020 28 164.00 106.6300 117 463.29 262.7100 H -1.23 [-1.67,-0.80] 3.8% 8.0%
DW.Sun 2020 11 698.46 393.6800 25 1089.68 290.1500 —*— -1.18 [-1.95;-0.41] 1.3% 6.5%
J.Wang 2020 16 168.71 27.5300 93 369.89 27.6200 —— i -7.24 [-8.35;-6.12] 0.6% 5.1%
Jing.Zhang 2021 26 329.49 212.7100 182 971.24 468.1600 - -1.44 [-1.87,-1.00] 3.9% 8.0%
LK.Xiong 2021 85 302.81 177.6000 105 1091.50 522.6100 = -1.93 [-2.28;-1.59] 6.1% 8.3%
WD.Qin 2021 23 282.30 212.5600 239 770.61 399.7700 -'- -1.26 [-1.70;-0.82] 3.8% 7.9%
M.Luo 2021 201 385.94 180.3400 817 630.69 325.2600 -0.81 [-0.97; -0.65] 29.3% 8.7%
ZG.Wang 2021 56 64.11 12.7800 100 69.72 11.0600 e -048 [-0.81;-0.15] 6.7% 8.3%
Fixed effect model 841 2769 55 -1.17 [-1.25; -1.08] 100.0% --
Random effects model < -1.51 [-1.89; -1.13] - 100.0%
Heterogeneity: 1 = 94%, 12 = 0.4263, p < 0.01
-5 0 5
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Figure E2(B) (Continued)

(11) CD3(%)
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%—Cl (fixed) (random)
Z.\Wang 2020 116 63.22 15.9400 177 63.58 14.0400 — -0.02 [-0.26; 0.21] 38.2% 37.9%
J.Zhang 2021 26 65.41 21.9600 182 70.31 10.6900 4'% -0.39 [-0.80; 0.03] 12.3% 13.5%
DW. Sun 2020 11 66.51 13.7500 25 71.19 6.5200 ——————— -0.49 [-1.21;0.22] 4.0% 4.6%
RC.Chen 2020 103 64.11 12.1600 445 65.43 10.8600 —+ -0.12 [-0.33;0.10] 45.5% 44.0%
Fixed effect model 256 829 <‘> -0.13 [-0.28; 0.01] 100.0% -
Random effects model < -0.14 [-0.29; 0.02] --  100.0%
Heterogeneity: 1% = 8%, t° = 0.0024, p = 0.35 f ‘ I !
-1 -05 0 0.5 1
Favour Survivors Favour Non-survivors
(12) CD4+T(ab)
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 103 182.88 70.3000 445 391.49 255.8500 ; -0.90 [-1.12; -0.67] 12.1% 6.9%
RH.Du 2020 21 96240 74.5000 158 134.83 95.9200 -0.45 [-0.91; 0.01] 2.8% 6.2%
L.Wang 2020 65 193.47 132.6800 274 361.28 222.8300 kg -0.80 [-1.08;-0.53] 7.7% 6.8%
L.Cai 2020 7 504.90 224.8000 15 592.20 194.2000 e -0.41 [-1.32; 0.50] 0.7% 4.6%
Yang.Zhao 2020 125 180.09 126.0000 414 473.96 272.8300 -1.19 [-1.40;-0.98] 13.1% 6.9%
Y.Jiang 2020 72 228.64 170.9700 143 462.03 285.3300 ¥ -0.92 [-1.22;-0.62] 6.7% 6.7%
ZWang 2020 116 181.89 121.9900 177 499.10 219.5200 +| -1.69 [-1.96;-1.42] 8.0% 6.8%
B.Xu 2020 28 98.33 68.9400 117 249.31 131.3600 i -1.23 [-1.67;-0.79] 3.1% 6.3%
CM.Wu 2020 44 204.63 141.0100 40 289.37 244.1400 i -0.43 [-0.86; 0.01] 3.1% 6.3%
DW. Sun 2020 11 427.09 251.7100 25 686.96 225.3800 + -1.09 [-1.85;-0.33] 1.0% 51%
J.Wang 2020 16 115.62 22.7000 93 202.67 15.3800 —— i -5.21 [-6.09; -4.33] 0.8% 4.7%
J.Zhang 2021 26 203.15 137.1000 182 600.44 277.0900 + -1.50 [-1.93;-1.08] 3.1% 6.3%
LK. Xiong 2021 85 178.67 131.2200 105 598.47 314.3900 - -1.67 [-2.01;-1.34] 5.3% 6.6%
WD.Qin 2021 23 182.30 123.2700 239 474.10 260.3000 -+ -1.16 [-1.60; -0.72] 3.1% 6.3%
M.Luo 2021 201 241.24 116.4900 817 385.30 223.2400 : -0.70 [-0.85;-0.54] 23.9% 70%
ZG.Wang 2021 56 42.90 124000 100 38.45 10.3800 N 040 [007; 0.73] 54% 6.6%
Fixed effect model 999 3344 7 -0.96 [-1.03; -0.88] 100.0% ==
Random effects model < -1.12 [-1.45; -0.80] == 100.0%
Heterogeneity: 1% = 94%, t° = 0.3857, p <0.01 ‘ ‘ ‘ f ‘ ‘
-6 -4 -2 0 2 4 6
Favour Survivors Favour Non—survivors
(13) CD4+T (%)
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 103 40.53 5.6500 445 38.60 9.5900 — 0.21 [0.00; 0.43] 38.0% 22.3%
XB.Feng 2020 20 43.14 20.6300 94 44.90 12.5500 — -0.12 [-0.61; 0.36] 7.5% 18.9%
Y.Jiang 2020 72 41.68 16.0400 143 43.75 11.3800 —- -0.16 [-0.44; 0.13] 21.8% 21.6%
Z.Wang 2020 116 33.51 11.1100 177 4162 7.8500 —+— -0.87 [-1.12; -0.63] 29.3% 22.0%
DW. Sun 2020 11 40.18 10.9700 25 44.28 6.8700 — -0.48 [-1.20; 0.24] 3.4% 15.3%
Fixed effect model 322 884 O -0.23 [-0.37; -0.10] 100.0% -
Random effects model _— -0.27 [-0.75; 0.20] == 100.0%
Heterogeneity: 12 = 81%, 1° = 0.2540, p < 0.01 f ‘ T ‘
-1 -05 0 0.5 1
Favour Survivors  Favour Non-survivors
(14) CD8+T(ab)
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 103 101.10 66.9200 445 243.39 168.6400 + -0.92 [-1.14;-0.70] 12.1% 6.8%
RH.Du 2020 21 4912 38.4800 158 101.76 63.0000 —;— -0.86 [-1.33;-0.40] 2.7% 6.3%
L.Wang 2020 65 9277 89.4600 274 199.44 149.8000 F -0.76 [-1.03;-0.48] 7.7% 6.7%
L.Cai 2020 7 219.80 72.2000 15 335.80 115.0000 = -1.07 [-2.04;-0.11] 0.6% 4.9%
Y.Jiang 2020 72 199.65 138.5500 143 90.24 88.2800 1.01 [0.71; 1.31] 6.6% 6.7%
Z.\Wang 2020 116 84.25 63.8100 177 275.92 171.3100 -4 -1.37 [-1.63;-1.11] 8.8% 6.7%
Yang.Zhao 2020 125 9349 87.0000 414 277.65 180.2100 -1.12 [-1.34;-0.91] 13.3% 6.8%
B.Xu 2020 28 70.00 56.2400 117 171.90 122.3500 * -0.90 [-1.32;-0.47] 3.3% 6.4%
CM.Wu 2020 44 102.56 58.6300 40 222.61 175.3200 + -0.93 [-1.38;-0.48] 29% 6.3%
DW. Sun 2020 11 247.82 153.6400 25 359.84 111.2790 - -0.87 [-1.62;-0.13] 1.1% 5.6%
J.Wang 2020 16 5135 7.9200 93 150.17 12.3700 —— | -8.28 [-9.52;-7.04] 0.4% 4.1%
Jing.Zhang 2021 26 101.90 75.8500 182 315.47 177.1000 - -1.27 [-1.69; -0.84] 3.2% 6.4%
LK. Xiong 2021 85 90.03 73.5300 105 323.53 163.6800 *: -1.77 [-2.11,-1.43] 52% 6.6%
WD.Qin 2021 23 9645 90.0800 239 262.02 158.1200 +* -1.08 [-1.51;,-0.64] 31% 6.4%
M.Luo 2021 201 385.94 180.3400 817 630.69 325.2600 5 -0.81 [-0.97; -0.65] 23.6% 6.8%
ZG.Wang 2021 56 21.70 12.6300 100 26.74 10.7600 BN -044 [-0.77,-0.11] 54% 6.6%
Fixed effect model 999 3344 4 -0.88 [-0.96; -0.80] 100.0% -
Random effects model & -1.18 [-1.57; -0.78] --  100.0%
Heterogeneity: 1% = 96%, 7° = 0.5823, p<0.01
-5 0 5
Favour Survivors Favour Non-survivors
(15) CD8+T(%)
Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
Z.\Wang 2020 116 17.16 10.1300 177 24.14 8.0700 ——— -0.78 [-1.02; -0.54] 48.2% 42.7%
Y.Jiang 2020 72 15.87 7.0400 143 20.58 10.0400 —E— -0.51 [-0.80; -0.23] 34.3% 34.4%
XB.Feng 2020 20 18.49 7.5400 94 23.29 9.2900 ——'— -0.53 [-1.02; -0.04] 11.9% 15.2%
DW. Sun 2020 11 21.39 10.8500 25 22.67 5.8400 —ki -0.16 [-0.87; 0.55] 5.6% 7.8%
Fixed effect model 219 439 <= -0.62 [-0.79; -0.45] 100.0% -
Random effects model <_‘;|> | -0.60 [-0.81; -0.40] - 100.0%

Heterogeneity: 2= 23%, 2= 0.0105, p = 0.27 ‘
-1 -0.5 0 0.5 1
Favour Survivors Favour Non-survivors



Figure E2(B) (Continued)
(16) CD4+T/CD8+T ratio

Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 103 2.10 0.7500 445 1.72 0.9200 0.43 [0.21;0.64] 16.8% 10.1%
L.Cai 2020 7 23505500 15 1.86 0.9000 T 0.58 [-0.34; 1.50] 0.9% 6.8%
Y.Jiang 2020 72 269 1.5400 143 241 1.5400 E 0.18 [-0.10; 0.46] 9.7% 9.9%
Z.Wang 2020 116 2.09 1.3700 177 1.79 0.7100 0.29 [0.06;0.53] 14.1% 10.0%
B.Xu 2020 28 1.69 0.8000 117 1.70 1.1400 e -0.01 [-0.42; 0.40] 4.6% 9.4%
DW. Sun 2020 11 1.96 0.9100 25 1.99 0.6100 - -0.04 [-0.75; 0.67] 1.6% 7.9%
J.Wang 2020 16 245 03200 93 1.57 0.1000 —— 577 [4.82,6.71] 0.9% 6.7%
LK. Xiong 2021 85 1.97 1.3500 105 2.03 1.4500 B -0.04 [-0.33;0.24] 9.6% 9.9%
M.Luo 2021 201 2.51 1.1900 817 1.74 0.6800 I 0.95 [0.79; 1.11] 30.6% 10.2%
ZG.Wang 2021 56 2.33 2.0500 100 1.54 0.8300 + 0.56 [0.23;,0.90] 7.0% 9.7%
E.Sozio 2021 28 277 1.8700 83 2.07 1.2100 ¢ 0.50 [0.06,0.93] 4.2% 9.3%
Fixed effect model 723 2120 b 0.53 [ 0.45; 0.62] 100.0% -
Random effects model < 0.71 [ 0.30; 1.11] - 100.0%
Heterogeneity: 1% = 94%, % = 0.4186, p < 0.01 ror T
-6 -4 -2 0 2 4 6
Favour Survivors  Favour Non-survivors
(17) B cell(ab)
Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
L.Cai 2020 7 220.96 323.5100 16 119.36 79.4200 :— 0.52 [-0.40; 1.43] 1.3% 6.6%
Yang.Zhao 2020 126 9749 74.2500 414 152.57 91.5000 = -0.63 [-0.83;-0.42] 27.1% 13.1%
B.Xu 2020 28 61.32 50.3800 117 108.85 66.0500 —— -0.75 [-1.17;-0.32] 6.3% 11.2%
Z.Wang 2020 116 134.85 67.1900 177 136.82 95.1100 B -0.02 [-0.26; 0.21] 20.5% 12.8%
Y.Jiang 2020 72 10276 80.9500 143 152.51 101.1000 —s -0.52 [-0.81;-0.24] 13.6% 12.4%
DW. Sun 2020 11 133.68 1204500 25 144.72 59.7500 —_—— -0.13 [-0.84; 0.58] 22% 8.3%
Jing.Zhang 2021 26 47.50 51.7700 182 79.56 59.0300 — -0.55 [-0.96; -0.13] 6.5% 11.2%
LK. Xiong 2021 85 9499 78.8000 105 238.02 169.5000 —=+— -1.04 [-1.35; -0.74] 12.1% 12.3%
ZG.Wang 2021 56 15.19 6.8500 100 12.30 6.3200 s —— 044 [0.11; 0.77] 10.3% 12.0%
Fixed effect model 526 1278 < =0.41 [-0.51; =0.30] 100.0% -
Random effects model = =0.35 [-0.67; -0.02] == 100.0%
Heterogeneity: /> = 88%, 1° = 0.1997, p < 0.01
-1 -05 0 05 1
Favour Survivors  Favour Non-survivors
(18) NK cell(ab)
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%—Cl (fixed) (random)
Jing.Zhang 2021 26 43.91 498100 182 195.25 141.6100 —-'— -1.13 [-1.55;-0.70] 9.9% 13.9%
LK. Xiong 2021 85 93.86 89.3700 105 159.53 105.0500 —= -0.67 [-0.96; -0.37] 20.7% 19.2%
L.Cai 2020 7 108.84 153.9500 15 291.59 265.6500 %77 -0.74 [-1.67; 0.19] 2.1% 4.6%
B.Xu 2020 28 57.95 474600 117 100.03 75.0600 —— -0.59 [-1.01; -0.17] 10.2% 14.1%
Z.Wang 2020 116 102.63 95.3400 177 126.10 76.8400 —'— -0.28 [-0.51; -0.04] 32.3% 21.9%
Y.Jiang 2020 72 88.28 814700 143 131.49 75.6400 — -0.55 [-0.84; -0.27] 21.5% 19.4%
DW. Sun 2020 11 148.62 145.9000 25 238.82 136.0000 - 3 -0.63 [-1.36; 0.09] 3.4% 6.9%
Fixed effect model 345 764 O- -0.55 [-0.69; -0.42] 100.0% -
Random effects model === -0.61 [-0.83; -0.40] == 100.0%
Heterogeneity: /12 = 54%, 1° = 0.0419, p = 0.04 T T
-156-1-05 0 05 1 15
Favour Survivors Favour Non-survivors
(19) C3
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
J.Zhang 2021 26 0.66 0.2400 182 0.94 0.2200 —+— -1.25 [-1.68; -0.83] 12.1% 22.4%
WD.Qin 2021 23 0.96 0.1700 239 1.01 0.2100 T -0.24 [-0.67; 0.19] 12.1% 22.4%
Z.Wang 2020 116 0.93 0.2000 177 1.00 0.2200 —— -0.33 [-0.56; -0.09] 39.9% 27.7%
T.Chen 2020 113 0.v6 0.2300 161 0.90 0.1500 —E -0.75 [-0.99; -0.50] 359% 27.4%
Fixed effect model 278 759 <> -0.58 [-0.73; -0.43] 100.0% -
Random effects model _— -0.63 [-1.02; -0.24] == 100.0%
Heterogeneity: /% = 83%, © = 0.1267, p < 0.01 b T
-15-1-05 0 05 1 15
Favour Survivaors Favour Non-survivors
(20) C4
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
Z.Wang 2020 116 0.24 0.1100 177 0.25 0.0800 -—'— -0.11 [-0.34; 0.13] 62.4% 35.4%
J.Zhang 2021 26 0.16 0.0800 182 0.24 0.0700 —=— : -1.12 [-1.54; -0.69] 19.0% 32.4%
WD.Qin 2021 23 0.27 01100 239 0.25 0.0800 0 0.24 [-0.19; 0.67] 18.7% 32.3%
Fixed effect model 165 598 ' -0.23 [-0.42; -0.05] 100.0% -
Random effects model -0.32 [-1.01; 0.37] -—  100.0%
Heterogeneity: /% = 91%, 2 = 0.3377, p < 0.01 rrr—r—Tr 11
-5 -1 -05 0 05 1 15
Favour Survivors Favour Non-survivors
(21) 1A
Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD  95%—Cl (fixed) (random)
Z.Wang 2020 116 2.70 1.3000 177 2.21 0.7500 ——+—— 049 [0.25;0.72] 29.7% 29.7%
T.Chen 2020 113 2.44 1.2800 161 2.17 0.9000 ——f— 0.25 [0.01;0.49] 28.8% 28.8%
Yang.Zhao 2020 125 2.61 1.2400 414 2.28 0.8600 — 0.34 [0.14;0.54] 41.5% 41.5%
Fixed effect model 354 752 0 0.36 [0.23; 0.49] 100.0% -
Random effects model —r— \<|> ‘ 0.36 [0.23; 0.49] == 100.0%

Heterogeneity: #=0%,1°=0, p=0.39
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Figure E2(B) (Continued)

(22) IgM

Non=survivors Survivors
Study Total Mean SD Total Mean SD
Z Wang 2020 116 0.95 0.3800 177 0.94 0.4100
T.Chen 2020 113 1.04 0.5300 161 1.04 0.5300
Fixed effect model 229 338

Random effects model

Heterogeneity: 12=0%, 1% =0, p =088

(22) 19G

Study

T.Chen 2020
Z.Wang 2020
Y.Zhao 2020

Fixed effect model
Random effects model

Standardised Mean
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Weight

I 0.03 [-0.21;0.26] 51.3%

Difference
I 1 1 T I
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0.00 [-0.24;0.24]

48.7%

0.01 [-0.15; 0.18] 100.0%
0.01 [-0.15; 0.18]

Favour Survivors Favour Non—survivors

Non-survivors Survivors
Total Mean SD Total Mean SD

113 12.30 3.3000 161 11.19 2.7700
116 13.06 3.9000 177 12.19 3.3600
125 13.69 4.6500 414 12.02 2.7900

354 752

Heterogenelty: /2 = 27%, 1% = 0.0050, p = 0.25

Standardised Mean
Difference

— B
)
—
)
I
—_
T
'
1
'

e
—_—
[ I ] ] I 1
-06-04-02 0 02 04 06

Weight
SMD 95%-Cl (fixed)
0.37
0.24

0.50

[0.13; 0.61]
[0.01; 0.48]
[0.30; 0.71]

28.5%
30.4%
41.0%

0.39 [0.26; 0.52] 100.0%
0.38 [0.23; 0.53]

Favour Survivors Favour Non-survivors

Weight

95%-Cl (fixed) (random)

51.3%
48.7%

100.0%

Weight
(random)

29.9%
31.3%
38.8%

100.0%



