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Appendix S1  Quality assessment of included studies (Newcastle–Ottawa Scale). +: high quality; −: low quality; ?: unclear quality.
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Appendix S7  Funnel plots of variables included in meta-analysis for patients with severe and non-severe COVID-19.
 (A1-A6) funnel plots of hematological variables; (B1-B3) funnel plots of coagulation variables; (C1-C3) funnel plots of inflammatory variables; (D1-D4) funnel plots of immunological variables. Note: only variables with at least ten reported articles were applied for the publication bias analysis. Abbreviations: WBC, peripheral white blood cell count; Neu, peripheral neutrophil absolute count; Lym, peripheral lymphocyte absolute count; Hb, hemoglobin; PLT, platelet; APTT, activated partial thromboplastin time; PT, prothrombin time; CRP, c-reactive protein; ESR, erythrocyte sedimentation rate; PCT, procalcitonin; IL-6, interleukin-6; CD3+T, CD3 positive T lymphocyte; CD4+T, CD4 positive T lymphocyte; CD8+T, CD8 positive T lymphocyte; ab, absolute count.





Appendix Table S1  Meta-regression for pre-combined severity of patients with severe COVID-19

	Disease severity
	WBC
	Neu***
	Lym
	Mono
	Hb
	PLT

	Critical (Reference)
	1
	1
	1
	1
	1
	1

	Severe
	−0.211
	0.024
	−0.188
	0.040
	−0.477
	−0.074

	Severe/Critical
	−0.215
	−0.505
	−0.187
	−0.023
	−0.383
	−0.496

	Other
	−0.129
	−1.251**
	−0.009
	NA
	−0.914
	−0.018

	
	
	
	
	
	
	

	Disease severity
	aPTT
	PT
	D-dimer
	CRP
	ESR
	Ferretin

	Critical (Reference)
	1
	1
	1
	1
	1
	1

	Severe
	0.626
	−0.078
	−0.153
	0.203
	0.463
	−0.253

	Severe/Critical
	−0.096
	−0.272
	0.279
	0.227
	0.223
	−0.426

	Other
	−0.261
	NA
	−0.772
	−0.125
	NA
	NA

	
	
	
	
	
	
	

	Disease severity
	PCT
	IL-6
	CD3+ T (ab)
	CD4+ T (ab)
	CD8+ T (ab)
	

	Critical (Reference)
	1
	1
	1
	1
	1
	

	Severe
	−0.479
	−0.868
	−0.289
	−1.028
	−0.861
	

	Severe/Critical
	−0.086
	0.202
	−0.289
	−0.239
	−0.441
	

	Other
	−0.181
	−0.150
	NA
	−0.403
	0.215
	

	
	
	
	
	
	
	

	Disease severity
	SAA
	EOS
	
	
	
	

	Severe (Reference)
	1
	1
	
	
	
	

	Severe/Critical
	1.122
	−0.140
	
	
	
	




Data expressed as estimates of meta-regression model. Statistical significance is marked in bold. ***, ** indicates P<0.001 and <0.01, respectively. Only the variables with large heterogeneity (I2>50%) and greater than five reported articles were applied for the meta-regression. Abbreviations: WBC, peripheral white blood cell count; Neu, peripheral neutrophil absolute count; Lym, peripheral lymphocyte absolute count; Mono, peripheral monocyte absolute count; Hb, hemoglobin; PLT, platelet; APTT, activated partial thromboplastin time; PT, prothrombin time; CRP, c-reactive protein; ESR, erythrocyte sedimentation rate; PCT, procalcitonin; IL-6, interleukin-6; CD3+T, CD3 positive T lymphocyte; CD4+T, CD4 positive T lymphocyte; CD8+T, CD8 positive T lymphocyte; ab, absolute count; SAA, serum amyloid A; EOS, eosinophil; NA, not applicable.



Appendix Table S2  Meta-regression for average age of patients with severe COVID-19

	Age groups
	WBC
	Lym***
	PLT
	aPTT
	PT
	D-dimer

	<18y
	1
	1
	1
	1
	1
	1

	>50y
	0.051
	−1.258*
	0.299
	−0.474
	−0.658
	0.693

	>60y
	−0.054
	−1.289*
	0.212
	−0.967
	−0.778
	0.902

	>70y
	0.376
	−1.566*
	0.517
	NA
	−0.834
	0.979

	
	
	
	
	
	
	

	Age groups
	CRP
	IL-6
	CD3+ T(ab)
	CD4+ T(ab)
	CD8+ T(ab)
	

	<18y
	1
	1
	1
	1
	1
	

	>50y
	0.515
	0.770
	−0.227
	−0.916
	−0.419
	

	>60y
	0.545
	0.264
	−0.640
	−2.052*
	−0.851
	

	>70y
	0.710
	−0.058
	NA
	NA
	NA
	

	
	
	
	
	
	
	

	Age groups
	Neu
	EOS
	Hb
	Mono*
	ESR
	Ferretin

	>50y
	1
	1
	1
	1
	1
	1

	>60y
	−0.178
	−0.055
	0.253
	0.112*
	−0.294
	−0.329

	>70y
	0.243
	NA
	0.392
	NA
	NA
	0.665

	
	
	
	
	
	
	

	Age groups
	PCT
	SAA
	
	
	
	

	>50y
	1
	1
	
	
	
	

	>60y
	−0.605
	−0.373
	
	
	
	

	>70y
	−0.278
	NA
	
	
	
	




Data expressed as estimates of meta-regression model. Statistical significance is marked in bold. ***, **, * indicates P<0.001, <0.01, <0.05, respectively. Only the variables with large heterogeneity (I2>50%) and greater than five reported articles were applied for the meta-regression. Abbreviations: WBC, peripheral white blood cell count; Neu, peripheral neutrophil absolute count; Lym, peripheral lymphocyte absolute count; Mono, peripheral monocyte absolute count; Hb, hemoglobin; PLT, platelet; APTT, activated partial thromboplastin time; PT, prothrombin time; CRP, c-reactive protein; ESR, erythrocyte sedimentation rate; PCT, procalcitonin; IL-6, interleukin-6; CD3+T, CD3 positive T lymphocyte; CD4+T, CD4 positive T lymphocyte; CD8+T, CD8 positive T lymphocyte; ab, absolute count; SAA, serum amyloid A; EOS, eosinophil; NA, not applicable.



Appendix Table S3  Meta-regression for average age of non-survivors of COVID-19

	Age groups
	WBC
	Neu
	Lym
	PCT

	>60y (Reference)
	1
	1
	1
	1

	>70y
	0.131
	0.072
	0.005
	−0.167

	
	
	
	
	

	Age groups
	PT
	D-dimer
	CRP***
	IL-6

	>60y (Reference)
	1
	1
	1
	1

	>70y
	−0.061
	0.197
	−0.653**
	0.374




Data expressed as estimates of meta-regression model. Statistical significance is marked in bold. ***, ** indicates P<0.001 and <0.01, respectively. Only the variables with large heterogeneity (I2>50%) and greater than five reported articles were applied for the meta-regression. Abbreviations: WBC, peripheral white blood cell count; Neu, peripheral neutrophil absolute count; Lym, peripheral lymphocyte absolute count; PT, prothrombin time; CRP, c-reactive protein; PCT, procalcitonin; IL-6, interleukin-6; NA, not applicable.
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Appendix S6. Subgroup analysis by the average age of non-survivors with COVID-19 for the
comparison between non-survivors and survivors COVID-19
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Immunological parameters:
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(20) C4

Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%—Cl (fixed) (random)
ZL.Lu 2020 34 023 0.1200 67 0.24 0.0900 —'—y’— -0.10 [-0.51;0.31] 16.5% 16.5%
C.Qin 2020 286 0.26 0.0800 166 0.26 0.0800 — 0.00 [-0.19;0.19] 77.0% 77.0%
J.Liu 2020 13 0.30 0.1000 27 0.30 0.1000 i 0.00 [-0.66;0.66] 6.4% 6.4%
Fixed effect model 333 260 : =0.02 [-0.18; 0.15] 100.0% -
Random effects model -0.02 [-0.18; 0.15] --  100.0%

Heterogeneity: 12=0%, =0, p=0.91
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Appendix S3: Forest plots of comparison between non-survivors and survivors with COVID-19

Hematological parameters:

(1) WBC

Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%—Cl (fixed) (random)
JH.Fu 2020 19 9.12 10.3300 81 8.15 10.6425 — ‘ 0.09 [-0.41;0.59] 5.4% 8.9%
L.Chen 2020 19 12.07 17.6200 36 7.03 9.2600 I e 0.39 [-0.17;0.95] 4.3% 7.9%
GQ.Qian 2020 11 1122 22900 99 6.20 5.1100 —+—— 101 [0.38;1.65] 3.3% 6.8%
Y.Ling 2020 13 1042 6.9800 81 598 2.4900 —‘—'— 1.28 [0.67;1.90] 3.5% 71%
D.Li 2020 103 9.37 5.1900 445 592 2.9200 - 1.00 [0.77;1.22] 27.1% 14.8%
JJ.Zhang 2020 65 9.07 6.0500 274 5.84 2.3000 —- 0.96 [0.68;1.24] 17.1% 13.5%
F.Zhou 2020 54 10.22 5.3400 137 5.76 2.5500 - 1.25 [0.91;1.59] 11.6% 12.1%
GC.Pei 2020 21 8.94 6.6000 158 541 2.8200 —— 1.02 [0.55;1.48] 6.1% 9.5%
J.Wu 2020 39 9.57 5.5000 9 538 3.5700 0.79 [0.05;1.53] 2.4% 5.6%
TX.Xiang 2020 113 9.98 55600 161 5.00 1.9400 i 1.28 [1.02;1.55] 19.2% 13.8%
Fixed effect model 457 1481 & 1.01 [0.89; 1.12] 100.0% -
Random effects model < 0.95 [0.73; 1.16] == 100.0%
Heterogeneity: /* = 64%, ©* = 0.0666, p < 0.01
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(2) Neu

Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean SD Difference SMD 95%—Cl (fixed) (random)
H.Yang 2020 13 9.57 6.9700 81 4.15 24100 1.59 [0.96;2.22] 4.2% 10.7%
RC.Chen 2020 103 8.36 4.8400 445 4.28 2.8400 1.23 [1.01;1.46] 32.9% 15.7%
YL.Yan 2020 39 8.66 5.4800 9 3.67 2.7300 0.96 [0.21;1.71] 3.0% 9.3%
RH.Du 2020 21 7.37 6.7500 158 4.21 2.6200 0.94 [0.47;1.40] 7.8% 12.9%
TL.Chen 2020 19 9.82 152100 36 6.21 9.2600 0.31 [-0.25;0.86] 5.4% 11.6%
T.Chen 2020 113 9.04 54800 161 3.37 1.5700 1.52 [1.25;1.79] 22.7% 15.2%
L.Wang 2020 65 7.92 5.6000 274 4.21 2.4900 1.12 [0.83;1.40] 21.0% 15.1%
W.An 2020 11 10.67 1.9500 99 4.41 2.1100 297 [223;3.71] 3.1% 9.5%
Fixed effect model 384 1263

1.26 [1.13; 1.39] 100.0% -
Random effects model 9 [0.95; 1.63] --  100.0%

Heterogeneity: 12 = 82%, t2 = 0.1830, p < 0.01
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(3) Lym

Non-survivors Survivors Standardised Mean
Study Total Mean SD Total Mean sD Difference
Mostafa Javanian 2020 19 1.81 1.8400 81 2.23 2.9200 : —
H.Yang 2020 13 0.50 0.3300 81 1.10 0.6000 —+—
RC.Chen 2020 103 0.59 0.2100 445 1.00 0.4600 E 3
F.Zhou 2020 54 0.63 0.2300 137 1.14 0.5200 —
YL.Yan 2020 39 0.54 0.3200 9 1.13 11400 ———
RH.Du 2020 21 0.66 0.2300 158 0.84 0.3700 ——
T.Chen 2020 113 0.56 0.2200 161 1.04 0.5200 =
L.Wang 2020 65 0.60 0.3400 274 1.00 0.5100 —‘~—
W.An 2020 11 0.26 0.2500 99 0.87 0.4500 ———+
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(4) Eos

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
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(5) Mono

Non-survivors Survivors Standardised Mean
Study Total Mean SD Total Mean sD Difference SMD
RC.Chen 2020 103 0.33 0.2000 445 0.35 0.1800 —'—’— -0.11
T.Chen 2020 113 0.40 0.3000 161 0.40 0.1500 - 0.00
L.Wang 2020 65 0.34 0.2000 274 0.45 0.2400 —=—— -0.47
Fixed effect model 281 880 - =0.17
Random effects model -0.18

Heterogeneity: 12 = 71%, 12 = 0.0373, p = 0.03

-0.6 -02 0 020406
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[-0.32; 0.11] 41.5% 35.6%
[-0.24; 0.24] 32.9% 33.5%
[-0.74;-0.20] 25.6% 30.9%
[-0.30; -0.03] 100.0% -
[-0.44; 0.08] - 100.0%
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Study Total Mean

Mostafa Javanian 2020 19 242.70 265.1000
RC.Chen 2020 103 162.34 83.8400
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Appendix S2: Forest plots of comparison between patients with severe and non-severe COVID-19

Hematological parameters:

(1) WBC

Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
JH.Fu 2020 16 7.14 3.6100 59 4.87 1.7000 a— 1.01 [0.43; 1.58] 1.0% 21%
Kyung Soo Hong 2020 13 8.90 3.3000 85 6.10 3.2000 ——— 0.86 [0.27; 1.46] 0.9% 2.0%
D.Li 2020 44 6.25 32200 18 4.81 1.6900 —‘~— 0.50 [-0.06; 1.05] 1.0% 21%
Jerry Y.Chao 2020 13 11.38 8.4700 33 8.14 4.9600 T 0.52 [-0.13; 1.17] 0.8% 1.9%
Y.Ling 2020 21 6.78 4.7000 271 4.87 1.5000 1—'— 1.00 [0.55; 1.45] 1.6% 2.4%
RC.Chen 2020 203 8.51 5.0000 345 5.61 2.6200 Vi 0.79 [0.61; 0.97] 10.0% 3.0%
ZL.Lu 2020 34 59228000 67 4.97 1.7500 * 0.44 [0.02; 0.85] 1.9% 2.5%
SX.Wan 2020 21 57115100 102 5.75 2.8600 -0.01 [-0.48; 0.45] 1.5% 2.4%
YL.Wang 2020 8 7.63 51000 35 5.69 2.7600 0.58 [-0.20; 1.36] 0.5% 1.6%
C.Qin 2020 286 6.13 3.0500 166 4.90 1.7900 0.46 [0.27; 0.66] 8.6% 3.0%
YL.Zheng 2020 32 7.00 3.0900 67 5.83 2.3300 045 [0.02; 0.87] 1.8% 2.5%
J.Liu 2020 13 6.60 3.4000 27 3.90 1.5000 1.16 [0.45; 1.88] 0.6% 1.8%
J.Zhang 2020 18 6.91 4.8800 93 4.29 1.9400 0.99 [047; 151 1.2% 2.2%
F.Wang 2020 14 13.10 6.6000 14 5.90 2.0000 1.43 [0.59; 2.28] 0.5% 1.5%
Y.Yang 2020 36 5.37 1.5900 14 4.84 2.0100 0.30 [-0.32; 0.92] 0.8% 2.0%
F.Yang 2020 19 8.316.4900 33 5.63 2.6300 0.60 [0.02; 1.17] 1.0% 21%
XH.Chen 2020 27 6.90 3.5700 21 5.31 1.1900 T 0.56 [-0.02; 1.14] 1.0% 21%
B.Xu 2020 107 7.23 46000 80 4.93 1.6600 e 0.63 [0.33; 0.92] 3.7% 2.8%
TX.Xiang 2020 9 9.56 6.0100 40 4.61 1.8800 o ———— 162 [0.82; 241] 0.5% 1.6%
G.Chen 2020 11 830 35600 10 4.65 1.3800 T———— 127 [032; 2.23] 04% 1.3%
JJ.Zhang 2020 56 6.15 3.8000 82 4.64 1.8100 —e— 0.54 [0.19; 0.88] 2.7% 27%
PZ.Mo 2020 85 4.89 27900 70 4.23 1.4000 e 0.29 [-0.03; 0.61] 3.2% 2.7%
SX.Wan 2020 40 5.70 1.5400 95 5.85 3.0100 —'—‘ -0.06 [-0.43; 0.31] 2.4% 2.6%
ZL.Wang 2020 14 6.15 28300 55 4.83 3.6300 T+ 0.37 [-0.22; 0.96] 0.9% 2.0%
Y.Feng 2020 124 6.86 4.4500 352 5.29 1.7600 v‘-‘— 0.57 [0.37; 0.78] 7.5% 3.0%
CM.Wu 2020 84 8.19 4.6200 117 5.20 2.8600 [ 0.81 [0.51; 1.10] 3.8% 2.8%
XW.Fang 2020 24 7.79 5.0400 55 4.94 1.4500 —— 094 [044; 1.44] 13% 2.3%
FT.Zuo 2020 11 6.50 3.5600 39 4.80 1.6900 ﬁ'—% 0.76 [0.07; 1.44] 0.7% 1.8%
J.Xiong 2020 31 564 21700 58 6.77 1.9800 —— -0.55 [-0.99; -0.10]  1.6% 2.4%
Y.Lei 2020 19 4.40 22700 32 5.50 1.6600 — -0.57 [-1.15; 0.01] 1.0% 21%
W.Gao 2020 33 54923200 57 4.12 1.4200 e 0.75 [0.31; 1.20] 1.6% 2.4%
XY.Ai 2020 10 5.96 3.1600 118 5.07 1.6700 T 0.49 [-0.16; 1.14] 0.8% 1.9%
YD.Peng 2020 16 6.56 3.6700 96 6.22 2.8100 — 0.11 [-0.41; 0.64] 1.2% 2.2%
D.Li 2020 17 6.88 3.8300 63 4.71 1.2900 —— 1.03 [0.47; 1.59] 1.0% 21%
J.Wu 2020 83 4.99 41500 197 5.28 1.7900 = -0.11 [-0.36; 0.15] 4.9% 2.9%
QQ.Chen 2020 43 594 22700 102 5.20 1.6700 —— 0.39 [0.04; 0.75] 2.5% 2.6%
SQ.Lei 2020 15 879 6.8700 19 6.17 2.8000 T 0.51 [-0.18; 1.20] 0.7% 1.8%
W.Guan 2020 173 4.33 2.3900 926 4.90 1.6300 -0.32 [-0.48; -0.16] 12.2% 3.1%
DW.Wang 2020 36 6.67 4.7900 102 4.34 1.5800 e 0.83 [0.44; 1.22] 2.1% 2.6%
GQ.Qian 2020 9 5.63 1.8000 82 4.87 1.2300 o 0.58 [-0.11; 1.28] 0.7% 1.8%
QX.Cai 2020 58 4.82 1.9000 240 4.56 1.5000 T 0.16 [-0.12; 0.45] 3.9% 2.8%
F.Zheng 2020 30 4.551.9900 131 4.25 1.4300 T 0.19 [-0.20; 0.59] 2.0% 2.5%
CL.Huang 2020 13 9.58 52300 28 5.45 3.5200 "—'— 098 [0.29; 1.68] 0.7% 1.8%
HS.Xie 2020 28 5.93 25000 51 5.29 2.0600 T 0.28 [-0.18; 0.75] 1.5% 2.4%
Fixed effect model 1997 4747 I3 0.40 [0.34; 0.45] 100.0% -
Random effects model <> 0.51 [0.37; 0.65] --  100.0%
Heterogeneity: /2 = 81%, 12 = 0.1631, p < 0.01

Favour non-severe Favour severe
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(7) Hb

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sD Difference SMD 95%~CI (fixed) (random)
RC.Chen 2020 103 126.63 19.1700 445 126.00 16.3600 —*—— 0.04 [-0.18;0.25] 33.7%  33.7%
F.Zhou 2020 54 126.35 17.5100 137 129.40 14.9800 — ] -0.19 [-0.51;0.12] 15.5% 15.5%
YL.Yan 2020 39 128.52 19.2400 9 126.30 25.8000 ——— 0.11 [-0.62;0.83] 2.9% 2.9%
T.Chen 2020 113 129.06 23.2800 161 128.00 14.9600 — 0.06 [-0.18;0.30] 26.7%  26.7%
L.Wang 2020 65 121.64 23.5000 274 119.95 14.1600 —iE— 0.10 [-0.17;0.37) 21.1%  21.1%
Fixed effect model 374 1026 ; 0.02 [-0.10; 0.15] 100.0% -—
Random effects model 0.02 [-0.10; 0.15) == 100.0%
Heterogeneity: I° = 0%, ¥ = 0, p = 0.68

-0.5 0 0.5
Favour Survivors  Favour non-survivors
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Coagulation parameters:

(1) APTT

Non-survivors Survivors Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 103 27.41 6.7600 445 26.82 5.7600 —— 0.10 [-0.12;0.31] 36.7% 36.7%
YL.Yan 2020 39 40.28 7.2300 9 37.79 7.6800 ———+—+——— 0.34 [-0.39; 1.06] 3.2% 3.2%
RH.Du 2020 21 36.61 8.5000 158 35.08 6.1400 ——:'— 0.24 [-0.22;0.69] 8.1% 8.1%
T.Chen 2020 113 41.06 8.4900 161 40.61 5.3100 —— 0.07 [-0.17; 0.31] 29.1% 29.1%
L.Wang 2020 65 29.54 3.3300 274 28.37 4.1700 = 0.29 [0.02;0.56] 22.9% 22.9%
Fixed effect model 3 1047 <> 0.15 [0.02; 0.28] 100.0% -
Random effects model < 0.15 [0.02; 0.28] == 100.0%
Heterogeneity: /° = 0%, ©° = 0, p = 0.72

-1 -0.5 0 0.5 1

Favour Survivors  Favour non-survivors
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() PT

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 103 12.04 1.5800 445 11.17 1.1900 —— 0.68 [0.46;0.90] 31.2% 18.7%
F.Zhou 2020 54 12.34 1.9000 137 11.40 1.6400 —a 0.55 [0.23;0.87] 14.5% 16.3%
YL.Yan 2020 39 15.48 2.7700 9 13.70 1.0500 —'-— 0.69 [-0.05; 1.42] 2.7% 7.9%
RH.Du 2020 21 14.18 3.1800 158 13.70 2.0900 =1 0.21 [-0.24;0.67] 7.2% 13.0%
T.Chen 2020 113 15.74 2.1800 161 13.83 0.9000 ) 1.22 [0.96; 1.48] 21.7% 17.7%
L.Wang 2020 65 12.97 1.6700 274 12.10 0.6700 —:H— 0.92 [0.64;1.20] 19.1% 17.3%
W.An 2020 11 12.56 3.9000 99 10.77 0.7500 ] 1.28 [0.64;1.93] 3.6% 9.3%
Fixed effect model 406 1283 &> 0.81 [0.69; 0.93] 100.0% -
Random effects model < 0.79 [0.53; 1.05] --  100.0%
Heterogeneity: 1% =74%, 7% = 0.0819, p<0.01
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Favour Survivors  Favour non-survivors
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(3) D-dimer

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 103 7.11 11.9300 445 0.87 0.8000 - 1.20 [0.97;1.42] 29.7% 20.2%
F.Zhou 2020 54 9.51 149200 137 0.63 0.5200 —':— 1.12 [0.78; 1.45] 13.5% 15.6%
YL.Yan 2020 39 9.53 14.7800 9 0.53 0.5500 T 0.66 [-0.08; 1.40] 2.8% 6.0%
RH.Du 2020 21 422 8.0200 158 0.67 0.6700 —v:-'— 1.28 [0.80;1.75] 6.7% 11.0%
T.Chen 2020 113 9.20 14.7900 161 0.74 0.7500 k4 0.89 [0.64;1.14] 23.9% 19.1%
L.Wang 2020 65 7.75 11.8900 274 1.22 1.1400 - 1.23 [0.95;1.52] 18.5% 17.6%
W.An 2020 11 427 58500 99 0.37 0.3000 E ——— 215 [1.46;2.83] 3.2% 6.7%
JP.Zhang 2020 8 4.50 6.9600 11 0.64 0.4660 T 0.82 [-0.13;1.78]  1.7% 3.9%

H

Fixed effect model 414 1294 & 1.13 [1.01; 1.26] 100.0% -
Random effects model <> 1.16 [0.95; 1.36] == 100.0%
Heterogeneity: 12 = 54%, 12 = 0.0405, p = 0.03
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Favour Survivors  Favour non-survivors
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Inflammatory parameters:

Non-survivors

Study Total Mean SD
Kyung Soo Hong 2020 13 2.70 7.0000
RC.Chen 2020 103 0.19 0.1900
F.Zhou 2020 54 0.24 0.3000
YL.Yan 2020 39 0.57 0.8000
RH.Du 2020 21 0.24 0.3180
TL.Chen 2020 19 3.22 6.4000
L.Wang 2020 65 0.50 0.7700
W.An 2020 11 0.12 0.1200
Fixed effect model 325

Random effects model

Heterogeneity: 12 = 68%, 12 = 0.0907, p < 0.01

Survivors

Total Mean sD

0.20 1.3000
0.06 0.0140
0.10 0.0010
0.05 0.0400
0.10 0.1500
0.38 0.7700
0.08 0.0600
0.05 0.0300

Standardised Mean

SMD 95%~Cl

0.90 [0.30; 1.50]
1.56 [1.33;1.80]
0.88 [0.55; 1.20]
0.70 [-0.04; 1.44]
079 [0.32; 1.
074 [0.17;1.31]
1.23 [0.95; 1.52]
1.50 [0.84;2.15]

Weight

5.1%
33.6%
17.1%

3.4%

8.6%

5.6%
22.4%

4.3%

1.19 [1.06; 1.33] 100.0%

1.08 [0.81; 1.34]

Favour Survivors  Favour non-survivors

Weight
(fixed) (random)

10.1%
17.6%
15.6%

7.9%
12.6%
10.5%
16.5%

9.1%

100.0%
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Study

YL.Yan 2020
TL.Chen 2020
T.Chen 2020
W.An 2020

Fixed effect model
Random effects model

Heterogeneity: 12=0%, =0, p =0.60

(2) ESR

Non-survivors Survivors Standardised Mean Weight  Weight
Total Mean SD Total Mean sD Difference SMD 95%=Cl (fixed) (random)
39 44.29 47.4800 9 28.58 40.4100 — i 0.33 [-0.39; 1.06] 7.7% 7.7%
19 50.40 69.6800 36 50.00 64.0900 e 0.01 [-0.55; 0.56] 13.2% 13.2%
113 40.72 31.7600 161 29.68 21.8400 — 0.42 [0.17;0.66] 68.8% 68.8%
11 50.17 33.9300 99 36.02 29.8700 —— =+ 0.46 [-0.16; 1.09] 10.4% 10.4%
182 305 - 0.36 [0.16; 0.56] 100.0% -
- 0.36 [0.16; 0.56] == 100.0%

T 1 1

-1 -05 0 0.5 1

Favour Survivors

Favour non-survivors
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(3) CRP

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
Mostafa Javanian 2020 19 117.58 185.0200 81 75.91 129.9000 = 0.29 [-0.21;0.79] 6.4% 11.2%
RC.Chen 2020 103 108.16 78.4200 445 36.00 49.4700 b 1.29 [1.06;1.51] 31.0% 14.5%
YL.Yan 2020 39 118.86 97.4400 9 21.55 41.1100 * 1.06 [0.30;1.82] 2.8% 8.2%
RH.Du 2020 21 75.83 53.7400 158 49.45 53.6400 . 0.49 [0.03;0.95] 7.6% 1.7%
TL.Chen 2020 19 146.60 217.8600 36 71.15 115.0400 T 0.47 [-0.09; 1.03] 5.1% 10.4%
T.Chen 2020 113 117.04 74.5700 161 30.45 35.2300 ; —— 1.57 [1.30;1.85] 21.3% 14.0%
L.Wang 2020 65 116.93 97.4200 274 46.76 51.1900 ks o 1.12 [0.83; 1.40] 20.0% 13.9%
W.An 2020 11 61.77 37.7500 99 36.62 48.6000 T 0.52 [-0.10; 1.15]  4.1% 9.6%
JP.Zhang 2020 8 158.44 131.4300 11 84.91 61.5800 = ; 0.73 [-0.22; 1.67]  1.8% 6.4%
Fixed effect model 398 1274 <> 1.10 [0.97; 1.23] 100.0% -
Random effects model el 0.89 [0.57; 1.20] == 100.0%
Heterogeneity: 1> = 80%, 1> = 0.1629, p < 0.01
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Study

H.Yang 2020
RC.Chen 2020
F.Zhou 2020
YL.Yan 2020
T.Chen 2020

Fixed effect model
Random effects model

(4) Ferretin

Non-survivors Survivors
Total Mean SD Total Mean sD

13 1219.04 1307.2900 81 729.37 586.7800
103 1341.65 947.7000 445 611.70 496.6100
54 1385.19 968.1300 137 566.14 492.6300
39 1837.00 1237.6000 9 503.08 492.7100
113 1529.09 991.8000 161 542.38 453.6000

322 833

Heterogeneity: 1% = 8%, 1 = 0.0028, p = 0.36

Standardised Mean
Difference SMD

— 0.67
= 120

—— 123
—— 115
- 136

<> 1.22
<> 1.22

-15-1-050 05 1 15
Favour Survivors  Favour non-survivors

Weight

Weight

95%-Cl (fixed) (random)

[0.08;1.27]  6.0%
[0.98;1.43] 41.7%
[0.89;1.57] 18.6%
[0.38;1.91]  3.7%
[1.09;1.62] 30.0%

[1.07; 1.37] 100.0%
[1.06;1.37] -

6.7%
39.7%
19.5%

4.1%
30.0%

100.0%
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(5) SAA

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
RC.Chen 2020 103 201.84 63.0100 445 160.91 140.1900 . 0.32 [0.10;0.53] 85.4% 85.4%
W.An 2020 11 613.00 596.1000 99 318.30 444.7000 ——+—— 0.64 [0.01;1.26] 10.0% 10.0%
JP.Zhang 2020 8 111.72 111.6800 11 75.37 37.2000 — 1+ 045 [-047;1.37] 46% 4.6%
Fixed effect model 122 555 s 0.35 [0.16; 0.55] 100.0% -
Random effects model = 0.35 [0.16; 0.55] == 100.0%
Heterogeneity: 12 = 0%, 12 = 0, p = 0.63

-1 -05 0 05 1
Favour Survivors  Favour non-survivors
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Immunological parameters:

(1) IL-2R

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
H.Yang 2020 13 1748.00 922.0000 81 726.20 475.1400 45_,7 1.83 [1.18;2.47] 58.9% 57.1%
YL.Yan 2020 39 1259.80 556.4000 9 572.90 442.6000 —— 1.26 [0.48;2.03] 41.1% 42.9%
Fixed effect model 52 90 <> 1.59 [1.10; 2.09] 100.0% -
Random effects model —=—= 1.58 [1.03; 2.14] --  100.0%

Heterogeneity: 12 = 20%, t* = 0.0332, p = 0.26
-2 -1 0 1 2
Favour Survivors ~ Favour non-survivors
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Study

JH.Fu 2020
Kyung Soo Hong 2020
D.Li 2020

Barnaby Edward Young 2020

Y.Ling 2020
ZL.Lu 2020
SX.Wan 2020
C.Qin 2020
YL.Zheng 2020
J.Liu 2020
J.Zhang 2020
F.Wang 2020
Y.Yang 2020
GC.Pei 2020
F.Yang 2020
XH.Chen 2020
B.Xu 2020
TX.Xiang 2020
G.Chen 2020
PZ.Mo 2020
SX.Wan 2020
ZL.Wang 2020
Y.Feng 2020
CM.Wu 2020
XW.Fang 2020
FT.Zuo 2020
J.Xiong 2020
Y.Lei 2020
XY.Ai 2020
YD.Peng 2020
J.Wu 2020
'YB.Ouyang 2020
SQ.Lei 2020
DW.Wang 2020
GQ.Qian 2020
QX.Cai 2020
CL.Huang 2020
HS.Xie 2020
XL.Zhang 2020

Fixed effect model
Random effects model

16
13

1626

Total Mean

5.63
7.70
4.80
213
4.06
4.70
4.43
4.76
5.42
4.70
6.08
12.00
2.93
473
6.31
5.61
6.05
7.76
6.97
3.45
4.31
4.83
6.26
7.05
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5.35
2.24
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5.06
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4.26
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Heterogeneity: 1 = 88%, 7° = 0.3586, p < 0.01
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(2) Neu

-severe Standardised Mean
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1.2100 —— 1.40
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[0.97; 2.05] 1.5% 26%
[0.62; 2.32] 0.6% 2.1%
[-0.74; 0.49] 12%  25%
[0.49; 0.94] 9.1% 3.1%
[-0.07; 1.08] 1.4% 2.6%
[0.18; 1.37] 1.3% 2.5%
[0.51; 1.11]  5.0% 3.0%
[1.22; 290] 0.6% 21%
[0.45; 2.42] 0.5% 1.9%
[0.06; 0.70] 44%  3.0%
[0.29; 1.04] 3.2% 2.9%
[1.12; 2.44] 1.0% 2.4%
[0.75; 1.18] 9.9% 3.1%
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[0.65; 1.68] 1.7% 2.7%
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[0.29; 160 1.1%  24%
[-0.32; 0.74] 1.6% 2.7%
[-1.27;-0.73] 6.2% 3.0%
[-0.62; 1.84] 0.3% 1.5%
[0.09; 1.50] 0.9% 2.3%
[051; 1.30] 2.9% 2.9%
[0.38; 1.79] 0.9% 2.3%
[-0.08; 0.50] 5.5% 3.0%
[0.45; 1.86] 0.9% 2.3%
[-0.24; 0.68] 2.1% 2.8%
[-0.45; 2.28] 0.2% 1.4%
[0.51; 0.64] 100.0% -
[ 0.48; 0.90] == 100.0%
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Study

H.Yang 2020
RC.Chen 2020
F.Zhou 2020
YL.Yan 2020
TL.Chen 2020
T.Chen 2020
L.Wang 2020

Fixed effect model
Random effects model

Heterogeneity: 12 = 87%, 1>

Non-survivors

Total Mean SD Total

13 96.17 105.5000
103 10.19  4.2700
54 10.96  5.2600
39 74.70 85.3600
19 217.33 330.8100
113 85.51 83.5000
65 104.60 110.9900

406

=0.2263,p <0.01

81
445
137

9

36
161
274

1143

) IL-6

Survivors Standardised Mean Weight  Weight
Mean sD Difference SMD 95%-Cl (fixed) (random)
19.13 26.7100 +——— 1.68 [1.04;2.31] 4.0% 12.0%

7.58  3.1200 - 0.77 [0.56;0.99] 33.7% 16.7%
6.40  2.1800 — 1.36 [1.01;1.70] 13.7% 15.5%
23.87 32.5000 — 0.63 [-0.10; 1.37]  3.0% 10.8%
119.91 216.9500 e 3 0.37 [-0.19;0.93] 5.2% 12.9%
14.48 16.6000 - 129 [1.02;1.55] 23.2% 16.3%
11.44 10.3500 y —+— 1.89 [158;2.19] 17.3% 15.9%
$ 1.18 [1.05; 1.30] 100.0% -
= 7 [0.77; 1.56] == 100.0%

T 1T

-2 -1 0 1 2
Favour Survivors  Favour non-survivors
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(3)IL-8

Non-survivors Survivors
Study Total Mean SD Total Mean SD
H.Yang 2020 13 32.90 30.1000 81 13.60 10.7900
YL.Yan 2020 39 32.34 28.5500 9 82.30 157.2000
T.Chen 2020 113 40.30 40.1000 161 13.20  9.3000

Fixed effect model 165
Random effects model

Heterogeneity: /2 = 90%, 1% = 0.6399, p < 0.01

251

Standardised Mean

Weight  Weight

Difference SMD 95%-Cl (fixed) (random)
—'— 1.29 [0.68;1.91] 13.3% 32.6%

' -0.70 [-1.44;0.04] 9.2% 30.8%

- 1.01 [0.76;1.27] 77.4% 36.6%

< 0.89 [0.67; 1.12] 100.0% -
———— 0.58 [-0.38; 1.54] == 100.0%

-15-1-050 05 1

15

Favour Survivors  Favour non-survivors
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(4)IL-10

Non-survivors Survivors Standardised Mean Weight  Weight
Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
H.Yang 2020 13 11.66 9.2100 81 5.17 0.3700 '—'— 1.92 [1.28;2.57] 14.4% 35.6%
T.Chen 2020 113 13.78 8.1100 161 6.19 2.5400 1.36 [1.10; 1.63] 85.6% 64.4%
Fixed effect model 126 242 1.44 [1.20; 1.69] 100.0% -
Random effects model 1.56 [1.03; 2.09] == 100.0%

Heterogeneity: 12 = 59%, 1 = 0.0942, p = 0.12

-2 -1 0 1 2
Favour Survivors  Favour non-survivors
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Non-survivors

(5) TNFa

Survivors Standardised Mean

Weight Weight

Study Total Mean SD Total Mean sD Difference SMD 95%-Cl (fixed) (random)
H.Yang 2020 13 12.57 8.4700 81 8.94 4.9800 4’-&7 0.65 [0.05;1.24] 13.8% 13.8%
YL.Yan 2020 39 13.51 8.9300 9 8.45 5.1600 ———— 0.59 [-0.14;1.33] 9.0% 9.0%
T.Chen 2020 113 12.71 6.7600 161 8.80 2.1700 —. 0.84 [0.59;1.09] 77.2% 77.2%
Fixed effect model 165 251 - 0.79 [0.57; 1.01] 100.0% -
Random effects model = 0.79 [0.57; 1.01] --  100.0%
Heterogeneity: 12=0%, =0, p=0.72

-1 -05 0 05 1
Favour Survivors  Favour non-survivors
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Study

RC.Chen 2020
CM.Wu 2020

Fixed effect model
Random effects model

Heterogeneity: /2 = 0%, 1> = 0, p = 0.34

(6) CD3" T(ab)

Non-survivors
Mean SD Total

Survivors
sD

Standardised Mean
Difference

Weight  Weight

Total (fixed) (random)

Mean SMD 95%-Cl

103 298.29 147.7500 445 664.45 397.1500 —+— -1.01 [-1.23;-0.78] 79.9%  79.9%
44 314.33 173.2000 40 536.21 375.6200 ——+—— -0.76 [-1.21;-0.32] 20.1% 20.1%
147 485 = -0.96 [-1.16; -0.76] 100.0% -

e -0.96 [-1.16; -0.76] -- 100.0%

-1 -05 0 0.5 1
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Study

RC.Chen 2020
RH.Du 2020
L.Wang 2020

Fixed effect model
Random effects model

Heterogeneity: /2 = 32%, ©

(7) CD4" T(ab)

Non-survivors Survivors Standardised Mean Weight  Weight
Total Mean SD Total Mean SD Difference SMD 95%-Cl (fixed) (random)
103 182.88 70.3000 445 391.49 255.8500 —+=— -0.90 [-1.12;-0.67] 53.5% 47.0%
21 9240 74.5000 158 134.83 95.9200 * -0.45 [-0.91; 0.01] 12.5% 17.0%
65 193.47 132.6800 274 361.28 222.8300 —=+— -0.80 [-1.08;-0.53] 34.0% 36.0%
189 877 < -0.81 [-0.97; -0.65] 100.0% -
- -0.79 [-0.99; -0.58] == 100.0%

=0.0110,p =0.23

-1 -0.5 0

0.5 1

Favour Survivors  Favour non-survivors
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Study

RC.Chen 2020
RH.Du 2020
L.Wang 2020

Fixed effect model
Random effects model

Heterogeneity: 12 = 0%, 1> =0, p = 0.68

(8) CD$" T(ab)

Non-survivors Survivors
Total Mean SD Total Mean sD

103 101.10 66.9200 445 243.39 168.6400 —=—
21 49.12 38.4800 158 101.76 63.0000 —+——
65 92.77 89.4600 274 199.44 149.8000 —=—

189 877 <
=

-1 -05 0

Standardised Mean
Difference

Weight Weight
SMD 95%-Cl (fixed) (random)
-0.92 [-1.14;-0.70] 53.6% 53.6%
-0.86 [-1.33;-0.40] 12.2% 12.2%
-0.76 [-1.03;-0.48] 34.3% 34.3%
=0.86 [-1.02; -0.69] 100.0% -
=0.86 [-1.02; -0.69] == 100.0%

Favour Survivors  Favour non-survivors
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Appendix S4. Subgroup analysis by pre-combined severity for the comparison between patients with

severe and non-severe COVID-19

Hematological parameters:

Severe
Study Total Mean SD Total
severity = Severe/Critical
RC.Chen 2020 203 8.51 5.0000 345
Y.Yang 2020 36 537 1.5900 14
F.Yang 2020 19 8.31 6.4900 33
XH.Chen 2020 27 6.90 3.5700 21
B.Xu 2020 107 7.23 4.6000 80
Y.Feng 2020 124 6.86 4.4500 352
XW.Fang 2020 24 7.79 5.0400 55
J.Xiong 2020 31 564 21700 58
Y.Lei 2020 19 4.40 22700 32
W.Gao 2020 33 54923200 57
D.Li 2020 17 6.88 3.8300 63
J.Wu 2020 83 4.99 4.1500 197
Y.Ling 2020 21 6.78 4.7000 271
severity = Severe
JH.Fu 2020 16 7.14 3.6100 59
ZL.Lu 2020 34 592 28000 67
SX.Wan 2020 21 5.71 1.5100 102
YL.Wang 2020 8 7.63 51000 35
C.Qin 2020 286 6.13 3.0500 166
J.Liu 2020 13 6.60 3.4000 27
J.Zhang 2020 18 6.91 4.8800 93
TX.Xiang 2020 9 9.56 6.0100 40
G.Chen 2020 11 8.30 3.5600 10
JJ.Zhang 2020 56 6.15 3.8000 82
SX.Wan 2020 40 5.70 1.5400 95
ZL.Wang 2020 14 6.152.8300 55
FT.Zuo 2020 11 6.50 3.5600 39
XY.Ai 2020 10 5.96 3.1600 118
QQ.Chen 2020 43 5.94 2.2700 102
W.Guan 2020 173 4.33 2.3900 926
GQ.Qian 2020 9 5.63 1.8000 82
QX.Cai 2020 58 4.82 1.9000 240
F.Zheng 2020 30 4.55 1.9900 131
HS.Xie 2020 28 5.93 25000 51
severity = Other
PZ.Mo 2020 85 4.89 27900 70
CM.Wu 2020 84 8.19 4.6200 117

severity = Critical

Kyung Soo Hong 2020 13 8.90 3.3000 85
CL.Huang 2020 13 9.58 52300 28
Jerry Y.Chao 2020 13 11.38 8.4700 33
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J.Wu 2020 83
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GQ.Qian 2020 9
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(6) PLT

Severe Non-severe Standardised Mean Weight ~ Weight
Study Total Mean SD Total Mean SD Difference SMD 95%~=Cl (fixed) (random)
severity = Severe/Critical il
RC.Chen 2020 203 197.28 94.7700 345 207.90 81.8900 I -0.12 [-0.30; 0.05] 155%  3.7%
Y.Yang 2020 36 169.35 47.1300 14 157.00 48.1900 e 026 [-0.36; 0.88] 1.2%  3.0%
Y.Feng 2020 124 183.94 741600 352 189.91 68.4800 i -0.09 [-029; 0.12] 11.1%  3.7%
XW.Fang 2020 24 17914 77.2300 55 173.61 57.8600 = 009 [-0.39; 056] 20%  3.3%
J.Xiong 2020 31 163.35 54.5700 58 185.25 65.5800 -+ -035 [-079; 0.09] 24%  3.3%
D.Li 2020 17 179.18 864400 63 195.38 40.9900 - -030 [-0.84; 024] 16%  32%
J.Wu 2020 83 86.00 15.0000 197 196.00 59.0000 -219 [-250;-1.87] 47%  35%
YB.Ouyang 2020 6 312.76 3251300 5 191.94 137.7700 043 [-0.78; 1.63] 0.3%  1.9%
YJ.Chen 2020 36 159.30 195100 107 204.60  7.3500 -3.88 [-4.47;-3.28] 13%  3.1%

severity = Severe

ZL.Lu 2020 34 166.26 44.3800 67 212.90 71.9000 -0.72 [-1.15;-0.30] 2.6% 3.4%
J.Liu 2020 13 186.60 68.1000 27 181.40 70.7000 0.07 [-0.59; 0.73] 1.1% 2.9%
J.Zhang 2020 18 161.10 72.8000 93 190.88 70.4100 -0.42 [-0.93; 0.09] 1.8% 3.2%
TX.Xiang 2020 9 175.40 57.9000 40 161.30 67.7000 0.21 [-0.51; 0.93] 0.9% 2.8%
G.Chen 2020 11 137.00 16.9600 10 139.43 11.3500 -0.16 [-1.02; 0.70] 0.6% 2.5%
SX.Wan 2020 40 160.13 73.0500 95 180.56 73.7700 -0.28 [-0.65; 0.09] 3.4% 3.5%
ZL.Wang 2020 14 176.10 58.4900 55 172.00 51.7700 0.08 [-0.51; 0.66] 1.4% 3.1%
FT.Zuo 2020 11 165.65 79.7300 39 211.91 69.2700 -0.64 [-1.32; 0.05] 1.0% 2.9%
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W.Guan 2020 173 138.58 60.1800 926 174.45 54.2000 -0.65 [-0.81;-0.49] 17.2% 3.7%
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F.Zheng 2020 30 169.63 63.0500 131 176.62 62.9700 -0.11 [-0.51; 0.29] 3.0% 3.4%

Heterogeneity: I2 = 46%, t = 0.0421, p = 0.03
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-0.06 [-1.04; 0.92] 0.5% 2.3%
-0.36 [-0.68;-0.04] 4.6% 3.5%

Heterogeneity: /2 = 0%, t* = 0, p = 0.57
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Heterogeneity: /2 = 30%, © = 0.0288, p = 0.19

Fixed effect model 1298 3479

Random effects model

Heterogeneity: 12 = 91%, 1 = 0.3921, p < 0.01

Residual heterogeneity: /2 = 91%, p < 0.01 -4 -2 0 2 4
Favour Non-severe Favour Severe

=0.40 [-0.47; -0.33] 100.0% -
-0.40 [-0.63; -0.16] == 100.0%





image70.png
Study

severity = Severe/Critical
RC.Chen 2020

Y.Feng 2020

J.Xiong 2020

D.Li 2020

J.Wu 2020

'YB.Ouyang 2020

severity = Severe
JH.Fu 2020

J.Liu 2020
TX.Xiang 2020
G.Chen 2020
SX.Wan 2020
QQ.Chen 2020
W.Guan 2020
GQ.Qian 2020
F.Zheng 2020

Severe
Total Mean SD

203 124.92 17.1500
124 131.70 17.6800
31 125.52 28.0500
17 116.94 14.6900
83 125.10 13.5000

6 127.74 63.8800

16 135.90 16.5000
13 123.40 14.0000

9 144.80 12.6000
11 135.26 16.1100
40 131.06 17.6900
43 133.98 17.3500
173 126.95 21.6800

9 130.00 20.9900
30 128.50 17.9000

Heterogeneity: /> = 0%, = 0, p = 0.96

severity = Other
Barnaby Edward Young 2020

severity = Critical
Kyung Soo Hong 2020
F.Wang 2020

6 13.02 0.9000

13 135.00 17.0000
14 134.44 23.4800

Heterogeneity: /2 = 0%, *= 0, p = 0.63

Fixed effect model
Random effects model
Heterogeneity: 1 = 51%,

841

2 =0.0347, p <0.01

Residual heterogeneity: I? = 44%, p = 0.03

Total

345
352
58
63
197
5

59
27
40
10
95
102
926
82
131

85
14

2603

(7) Hb

Non-severe Standardised Mean
Mean sD Difference

126.30 16.3800
132.65 17.1200
129.56 15.1200
133.08 10.1500
123.90 12.9000
139.61 11.0600

138.60 16.0000
127.80 13.1000
143.00 19.3000
139.43 11.3500
135.06 17.3100
139.78 15.9800
134.30 20.7900
136.06 15.8500
131.00 14.9900

14.11 16800

RN

130.00 16.0000
133.02 10.9600

-2 -1 0 1 2
Favour Non-severe Favour Severe

Weight Weight

SMD 95%-Cl (fixed) (random)
-0.08 [-0.26; 0.09] 21.2% 11.6%
-0.05 [-0.26; 0.15] 15.2% 10.8%
-0.20 [-0.63; 0.24] 3.3% 5.9%
-1.42 [-2.00;-0.84] 1.9% 4.0%
009 [-0.17; 0.35] 9.7%  95%
-0.23 [-1.42; 0.97] 04% 1.2%
; 0.39]  2.1% 4.3%

; 0.34]  1.4% 3.3%

; 0.82]  1.2% 2.9%

; 0.58]  0.9% 2.2%

; 0.14]  4.6% 7.0%

; 0.01]  5.0% 7.3%

0.19] 24.0% 11.9%

; 0.32]  1.3% 3.1%

; 0.24]  4.0% 6.5%

-0.70 [-1.71; 0.31] 0.6% 1.6%
0.31 [-0.28; 0.89] 1.9% 4.0%
0.08 [-0.67; 0.82] 1.2% 2.8%
=0.18 [-0.26; -0.10] 100.0% -
-0.20 [-0.34; -0.06] - 100.0%




image71.png
Coagulation parameters:

(1) APTT
Severe Non-severe Standardised Mean
Study Total Mean SD Total Mean SD Difference
severity = Severe/Critical \
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DW.Wang 2020 36 30.65 4.2500 102 31.59 2.9300 —t

D.Li 2020 44 71.62 78.6800 18 5.29 0.6400 i
YD.Peng 2020 16 37.99 8.9000 96 35.79 6.3200 T

severity = Other

CM.Wu 2020 84 27.96 9.3900 117 29.36 5.4800 =
4
Fixed effect model 721 1498 b
Random effects model =
Heterogeneity: ” = 90%, 7 = 0.3877, p < 0.01
Residual heterogeneity: 1% = 86%, p<0.01 -3 -2 -1 0 1 2 3

Favour Non-severe Favour Severe

SMD

-0.16
-0.50
-0.31

2.81
0.33
0.00
0.74
0.53
0.02
0.38

-0.16
0.87
-0.27
-0.03
-0.28
0.98
0.32

-0.19

0.08
0.27

95%~-Cl

[-0.33;

[-0.99; -
[-0.57;

[-0.82;
[0.21;
[-1.01;
[-0.71;
[-0.66;
[0.41;
[-0.21;

[-0.47;

[-0.01;
[-0.04;

0.02]
0.01]
0.05]

3.32]
0.79]

; 0.66]

1.48]
0.90]
0.68]
0.74]

0.50]
1.54]
0.48]
0.64]
0.10]
1.56]
0.86]

0.09]

0.17]
0.59]

Weight

Weight

(fixed) (random)

28.4%
3.6%
12.9%

3.3%
4.0%
2.0%
1.6%
6.1%
1.9%
6.6%

2.0%
1.9%
1.5%
1.9%
5.9%
2.6%
3.0%

10.8%

100.0%

6.5%
5.7%
6.3%

5.6%
5.8%
5.1%
4.8%
6.0%
5.1%
6.1%

5.1%
5.1%
4.8%
5.0%
6.0%
5.4%
5.5%

6.3%

100.0%




image72.png
Study Total
severity = Severe/Critical

RC.Chen 2020 203
B.Xu 2020 107
XW.Fang 2020 24
D.Li 2020 17
J.Wu 2020 83
'YB.Ouyang 2020 6

severity = Severe

Y.Liu 2020 30
J.Liu 2020 13
TX . Xiang 2020 9
G.Chen 2020 "
SX.Wan 2020 40
FT.Zuo 2020 1"
QQ.Chen 2020 43

Mean

11.96
13.42
14.19
15.01
13.06
12.13

Heterogeneity: 12 = 39%, 1 = 0.0472, p = 0.13

severity = Critical

CL.Huang 2020 13
Jerry Y.Chao 2020 13
F.Wang 2020 14
SQ.Lei 2020 15
DW.Wang 2020 36
D.Li 2020 44
YL.Zheng 2020 32
YD.Peng 2020 16
CM.Wu 2020 84

12.27
11.46
15.23
11.58
13.34

0.64
13.49
13.71
11.75

Heterogeneity: /2 = 43%, t = 0.0499, p = 0.08

Fixed effect model 864
Random effects model

Severe
SD Total
1.5900 345
23100 80
1.3400 55
1.1800 63
0.3000 197
1.9100 5
0.9300 46
0.6000 27
2.9800 40
0.8500 10
0.8500 95
0.5900 39
0.8100 102
1.8300 28
16.6900 33
3.3000 14
1.7200 19
1.7000 102
0.6900 18
0.9600 62
1.7100 96
1.0200 117
1593

Heterogeneity: 1% =70%, 1 = 0.1091, p <0.01

Residual heterogeneity:

=70%, p <0.01

Non-severe
Mean sD

11.00 1.1900
12.40 1.0600
14.65 1.9000
13.58 0.9400
13.06 0.7500
12.57 3.0100

12.30 0.6100
13.10 0.6000
12.47 0.6600
13.29 0.7700
10.84 0.6800
11.46 0.8500
11.85 0.8300

10.88 1.8000
0.14 0.0800
14.14 0.7400
11.46 1.3600
12.86 0.8300
0.03 0.0160
12.91 0.6300
13.21 1.2000
10.74 1.0500

-2

(2) PT

Standardised Mean
Difference SMD 95%-Cl
= 0.71 [0.53;0.89]
—— 0.54 [0.25;0.84]
—_— -0.26 [-0.74; 0.22]
P ———— 1.42 [0.84;201]
- 0.00 [-0.26; 0.26]
_ -0.16 [-1.35; 1.03]
<
=
—— 0.53 [0.06; 0.99]
e — 0.49 [-0.18; 1.16]
————— 111 [0.36;1.87]
————— 1.02 [0.09; 1.94]
—— 0.57 [0.19;0.94]
———— 096 [0.26;1.65]
—— 0.12 [-0.24; 0.48]
<>
<
—_— 0.75 [0.07; 1.43]
———— 1.28 [0.58;1.97]
——— 0.44 [-0.31; 1.19]
— 0.08 [-0.60; 0.75]
— 0.43 [0.04;0.81]
—— 1.03 [0.45; 1.61]
e 0.76 [0.32; 1.20]
T 0.39 [-0.14; 0.92]
- 0.97 [0.67;1.27]
<
<
$ 0.55 [0.47; 0.64]
< 0.58 [ 0.40; 0.76]
| I I
-1 0 1 2

Favour Non-severe Favour Severe

Weight

Weight

(fixed) (random)

24.0%
8.8%
3.3%
2.3%

11.6%
0.5%

3.5%
1.7%
1.3%
0.9%
5.4%
1.6%
6.0%

1.7%
1.6%
1.4%
1.7%
5.2%
2.3%
3.9%
2.7%
8.7%

100.0%

7.1%
6.3%
4.9%
4.2%
6.6%
1.7%

5.0%

3.6%
3.5%
3.2%
3.6%
5.6%
4.2%
5.2%
4.5%
6.3%

100.0%




image73.png
(3) D-dimer

Severe Non-severe Standardised Mean Weight Weight
Study Total Mean SD Total Mean sD Difference SMD 95%—Cl (fixed) (random)
severity = Severe/Critical :
RC.Chen 2020 203 3.56 7.1400 345 0.75  0.6300 = 0.64 [0.46;0.82] 17.0% 5.2%
F.Yang 2020 19 3.77 3.9200 33 1.32  1.3200 * 0.94 [0.34;153] 1.5% 31%
B.Xu 2020 107 3.10 6.6100 80 0.54  0.3900 —= 0.51 [0.21;0.80] 6.2% 4.6%
Y.Feng 2020 124 1.62 22200 352 0.64 0.5700 = 0.79 [0.58;1.00] 12.0% 5.0%
XW.Fang 2020 24 0.44 0.3300 55 0.18  0.1300 7—% 1.22 [0.70;1.74] 2.0% 3.4%
D.Li 2020 17 0.77 0.5500 63 0.27  0.2000 (—— 1.62 [1.02;221] 15% 3.1%
J.Wu 2020 83 2.86 3.3200 197 0.31  0.2200 e 1.40 [1.12;1.68] 6.7% 4.7%
YJ.Chen 2020 36 1.03 1.3100 107 0.43  0.0400 —— 091 [0.52;1.31] 3.5% 4.1%
Y.Ling 2020 21 3.62 6.5300 271 0.46 0.3100 P 1.81 [1.34;228] 24% 3.7%
I
=
severity = Severe
JH.Fu 2020 16 554.04 934.7400 59 497.38 843.4900 e 0.06 [-0.49;0.62] 1.8% 3.3%
Y.Liu 2020 30 1.27 1.6300 46 029 0.2200 —— 0.94 [045;142] 23% 3.6%
J.Liu 2020 13 1.05 0.6600 27 0.47  0.4700 ‘-—*; 1.06 [0.35;1.76] 1.1% 2.6%
TX.Xiang 2020 9 1111 29.6900 40 0.53 12.9900 T 0.61 [-0.12;1.35] 1.0% 2.5%
G.Chen 2020 1" 7.79 153500 10 0.34  0.0900 I s 0.64 [-0.24;1.53] 0.7% 2.0%
JJ.Zhang 2020 56 020 01500 82 020 0.1500 —— 0.00 [-0.34;0.34] 4.6% 4.4%
SX.Wan 2020 40 0.71 0.5400 95 0.34  0.2300 S 1.05 [0.66;1.44] 3.5% 4.1%
XY.Ai 2020 10 2377.00 4086.5500 118 1120.68 899.6700 —_— 0.90 [0.24;1.55] 1.2% 2.8%
QQ.Chen 2020 43 0.34 0.2100 102 0.26  0.1700 —=— 0.44 [0.08;0.80] 4.1% 4.3%
GQ.Qian 2020 9 35523 284.2700 82 266.88 221.8600 — 0.38 [-0.31;1.07] 1.1% 2.6%
QX.Cai 2020 58 0.64 0.4300 240 0.37  0.2000 b 1.03 [0.73;1.33] 6.0% 4.6%
HS.Xie 2020 28 1.20 1.56100 51 0.78  0.7900 T 0.38 [-0.09;0.84] 2.5% 3.7%
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e d
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CL.Huang 2020 13 6.12  11.4600 28 0.54  0.3900 —%‘— 0.86 [0.17;1.55] 1.1% 27%
F.Wang 2020 14 1166 15.1600 14 0.84 0.9100 — 0.98 [0.19;1.77] 0.9% 2.3%
SQ.Lei 2020 115 2.08 1.4300 19 1.61  2.0000 T 0.31 [-0.18;0.79] 2.3% 3.6%
DW.Wang 2020 36 658.17 874.7600 102 185.00 138.3700 —— 1.02 [0.62;1.42] 3.4% 4.1%
YL.Zheng 2020 32 265 3.9300 62 0.78  0.7600 —— 0.78 [0.34;1.23] 2.7% 3.8%
CM.Wu 2020 84 2.40 3.7000 117 0.60  0.4500 —- 0.74 [0.45;1.03] 6.4% 4.7%
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<
Heterogeneity: 1% = 7%, ©* = 0.0043, p = 0.37
YL.Zhou 2020 5 0.28 0.1100 12 0.29 10.1100 — -0.00 [-1.04;1.04] 0.5% 1.6%
Fixed effect model 1256 2809 $ 0.78 [0.71; 0.86] 100.0% -
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Heterogeneity: 1% = 74%, 1 = 0.1126, p < 0.01
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Inflammatory parameters:
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Appendix S5. Subgroup analysis by the average age of patients with severe COVID-19 for the

comparison between patients with severe and non-severe COVID-19

Hematological parameters:
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