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D-dimer levels in severe vs. non-severe comparison

Severe Non-severe Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Chen G 2020 6.125 5.249 11 0.325 0.206 10 3.7% 5.80 [2.70, 8.90]
Chen LD 2020 0.805 0.397 25 0.355 0.237 69 4.6% 0.45 [0.28, 0.62] bl
Chen R 2020 3.101 3.083 203 0.71 0.14 345 4.6% 2.39[1.97, 2.82] -
Cugno M 2020 5.79 5.54 14 6.12 6.19 17 3.3% -0.33 [-4.46, 3.80] —
Gao Y 2020 0.545 0.272 15 0.22 0.205 28 4.6% 0.33[0.17, 0.48] -
Guirao JJ 2020 3.267 0.908 6 1.188 0.285 44 4.5% 2.08 [1.35, 2.81] -
Gunder R 2020 0.936 0.342 50 8.918 5.823 172 4.5% -7.98 [-8.86, -7.11] —
Han Y 2020 3.313 2.229 48 0.55 0.304 59 4.5% 2.76 [2.13, 3.40] -
Li Q 2020 1.343 0.476 26 0.448 0.068 296 4.6% 0.90[0.71, 1.08] b
Liu J 2020 1 0.308 13 0.45 0.268 27 4.6% 0.55 [0.35, 0.75] -
Liu J 2020 (b) 5.061 3.831 152 0.9 0.4 62 4.5% 4.16 [3.54, 4.78] -
Lu Y 2020 4,89 6.65 9 1.01 2.98 44 3.1% 3.88 [-0.55, 8.31]
Popov GT 2020 13 0.001 43 0.7 0.8 95 4.6% 12.30[12.14, 12.46] 4
Shah A 2020 6.219 1.069 10 4.057 2.44 20 4.4% 2.16 [0.90, 3.42] —_—
Shang W 2020 1.198 0.402 139 0.585 0.127 304 4.6% 0.61 [0.54, 0.68]
Wan S 2020 0.675 0.287 40 0.325 0.222 95 4.6% 0.35 [0.25, 0.45]
Wang F 2020 5.643 7.802 35 1.6 3 30 3.9% 4.04 [1.24, 6.84] E—
Xie L 2020 3.612 1.596 51 2.331 0.776 332 4.6% 1.28 [0.84, 1.73] -
Xiong S 2020 2.764 1.145 55 1.433 0.516 61 4.6% 1.33 [1.00, 1.66] -
Xu X 2020 1.149 1.044 41 0.528 0.248 47 4.6% 0.62 [0.29, 0.95] -
Xue G 2020 1.27 0.775 58 0.588 0.266 56 4.6% 0.68 [0.47, 0.89] -
Yuan X 2020 1.48 0.672 56 0.5 0.304 60 4.6% 0.98 [0.79, 1.17] -
Zhao K 2020 5.701 7.468 31 0.405 0.235 19 3.9% 5.30 [2.66, 7.93]
Total (95% Cl) 1131 2292 100.0% 1.88 [0.49, 3.27] e
Heterogeneity: Tau? = 11.01; Chi? = 19648.99, df = 22 (P < 0.00001); I> = 100% 5_10 _55 ) é 10’
Test for overall effect: Z = 2.65 (P = 0.008) Severe Non-severe

Supplementary Figure 1. Forest plot of D-dimer levels in severe vs. non-severe group. The center of each
square represents the weighted mean difference for individual trials, and the corresponding horizontal line stands for
a 95% confidence interval. The diamonds represent pooled results.

Supplementary Table 1. Studies included in comparison severe vs. non-severe

Sy CCHDRV ISty Sl No. Se"e:;eg = Sex, male No. Non-sexeg': = Sex, male
g:_“;%fd o China Retr;’tsup;;tive 11 61.1+2.8 ( 901‘8% ) 10 50.7+3.8 (70?0% )
glf.‘ezr(’);g'(zft China Re":tsup;;ti"e 25 6074152 | 01.3% ) 69 514$158 | 4;:% )
grezg;') ° China Re”;’tsup;;ti"e 203 61+13.7 ( 61?510 % 345 67.3+12.1 (5;.8820 %
;‘fgzgc; (')v!;,et Italy Retr:tsupj;ﬁve 14 NS NS 17 NS NS
Sg;OY(gft a1 China Retr:’tsup;;“ve 15 452+7.7 " 0_90% ) 28 429+140 | 01;% \
aGlf"zrg;éJ(;,et Spain | Cohort study 6 64.5+2.3 (8;’3%) 44 634545 | o Eg%)
Sﬁ;gg{) Rt | Turkey Retr;’tsup;;t“’e 50 622+11.9 | 33(66.0%) | 172 47.7 £16.1 (579.2% )
;'g;OY(;ft A1 China Retr;’tsup;;tive 48 66.5+5.8 " ji% ) 59 585£75 | 49%2% \
;ioczlb‘fgt,a" China Retr:tsup;;“ve 26 67.3+3.8 o 62“9)% ) 296 93+45 | 4:1870 ”
;;lzjd '(Eat)a('l;,) China Retrstsup;;“ve 13 59.7+10.1 (53?8% ) 27 43.2+12.3 (29?6% )
;i(;‘zt f,;)a(lin China Re”;’tsup;;ti"e 152 70.1+4.7 (578.2% ) 62 62261 | 03_(1)% \
;‘(‘); 0 ffz;"'" China Retr;’tsup;;“ve 9 68.8+4.3 ( 8;9% ) 44 533469 | 92‘2% )




:Io F;%‘;(?(Tlgft Bulgaria Retrstsupde;tive 43 63.0+12.8 | 33(76.8%) 95 4834157 | 65‘3% )
zﬁazho;\c')?lt‘” UK Re”:tsup;;t“’e 10 60.5+ 6.4 (50.50% ) 20 575£35 | | 601‘(2)% )
zkaznogz\év('ljt China Re"stsup;;t“’e 139 63.8+3.2 “ 15. Z)% ) 304 57.5+3.3 (531.6660 )
\zl\é;g?;s,et 3| China | Ccase series 40 59.3+6.1 (522;%) 95 42.5+2.7 (545;%)
Z\(‘aznogzg o China Retr:tsup;;tive 35 61.3+12.2 NS 30 52.2+12.4 NS

>2<:)e2(L). (if,a" China Retrstsup;;tive 38 59.8+7.5 e 61.:% | 24 686556 | o 41;% )
;(:f’;gzs()' | cnina REtrstsup;;“"e 55 64366 | ;i% | 61 66+ 6.9 " ; ;% |
)2(;2)8 f;f,)al' China Retr;’tsupj;tive 41 632£145 | . 11;% ) 47 5254146 | 42;%)
;(g;OG(;St a1 China Re”;’tsup;;tive 58 62.7+6.7 (58%2% ) 56 60.5+ 4.8 (533‘2%)
;3;3 é'net 3 China Retr:tsup;;ﬁve 56 57.846.6 “ 62.2% ) 61 633:43 | 93‘(2) %
5238 E;,et 31 china Revstsup;;ﬁve 31 59.3+7.3 7 42;% \ 19 9884 | 6_78% \

Legend: NS = Not specified;
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D-dimer levels in ICU vs. non-ICU comparison

ICU Non-ICU Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Almazeedi S 2020 1.36 1.39 42 0.26 0.21 1054 11.7% 1.10 [0.68, 1.52] -
Aloisio E 2020 14.068 6.365 47 1.787 0.586 322 4.1% 12.28 [10.46, 14.10] I
Bastug A 2020 3.615 3.288 46 7.38 4.717 145 6.6% -3.76 [-4.99, -2.54] —
Carlino MV 2020 6.228 17.365 10 0.268 0.354 18 0.2% 5.96 [-4.80, 16.72] »
El Aidaoui K 2020 1.155 0.603 45 0.445 0.237 89 12.8% 0.71[0.53, 0.89] -
Guirao JJ 2020 1.792 0.314 8 1.165 0.419 42 12.6% 0.63 [0.38, 0.88] .
Huang C 2020 4.95 4.005 13 0.525 0.25 28 3.1% 4.42 [2.25, 6.60] e
Liu Sp 2020 8.775 5.927 41 5.795 3.467 214 3.9% 2.98[1.11, 4.85] I
Maeda T 2020 1.79 0.715 57 0.928 0.145 167 12.8% 0.86 [0.68, 1.05] .
SunY 2020 2.582 2.894 19 0.316 0.239 44 6.1% 2.27 [0.96, 3.57] -
Wang D 2020 0.586 0.327 36 0.18 0.031 102 13.0% 0.41 [0.30, 0.51] o
Zhou J 2020 0.345 0.247 45 0.275 0.06 156 13.1% 0.07 [-0.00, 0.14] r
Total (95% CI) 409 2381 100.0% 1.13 [0.69, 1.57] ¢
Heterogeneity: Tau® = 0.39; Chi® = 356.22, df = 11 (P < 0.00001); I> = 97% —‘iO _45 3 é 1=0
Test for overall effect: Z = 5.00 (P < 0.00001) ICU Non-ICU

Supplementary Figure 2. Forest plot of D-dimer levels in ICU vs. non-ICU group. The center of each square
represents the weighted mean difference for individual trials, and the corresponding horizontal line stands for a 95%
confidence interval. The diamonds represent pooled results.

Supplementary Table 2. Studies included in ICU vs. non-ICU comparison

i ICU group Non-ICU group
Stud Count Study d
udy ountry udy design No. Age Sex, male No. Age Sex, male
Almazeed S. Retrospective 32 856
etal. 2020 Kuwait P 42 54.8+11 (76.2%) 1054 37.1+16 o
) study (81.2%)
Aloisio E. et Retrospective 41 252
+ +
al. 2020 @ Italy study 47 63.8+3.7 (87.2%) 380 6745 (66.3%)
Bastug A. et Retrospective 26 81
Turk 46 65.5+18.5 145 46.8 £10.8
al.2020® urkey study (56.5%) (55.9%)
Carlino MV.
Observational 8 10
tal. 2020 Ital 10 73+7.4 18 47 £12.6
e aly study (80.0%) (55.6%)
El Aidaoui K. Retrospective 35 38
i + +
et al. 2020 Marroco | observational 45 64.8+4.9 (77.9%) 89 423+7.8 (42.7%)
) study
Guirao JJ. et 7 34
i h 2.1+2. 42 81
al. 2020 © Spain Cohort study 8 6 8 (87.5%) 63.8 8 (80.9%)
Huang C. et . Retrospective 12 25
Ch 21 61.4+16.4 43 41.2+15.7
al. 20207 na study (57.1%) (58.1%)
Liu SP et al. . Retrospective 28 108
Ch 41 63+ 15 214 61+11.3
2020 ® na study (71.8%) (50.9%)
Maeda T. et Retrospective 31 96
+ +
al. 2020 @ USA study >7 6752 (54.4%) 167 64.5£4.3 (57.5%)
sun Y. etal. China | Retrospective 19 59.4+13.7 NS 44 42.3+£19.7 NS
2020 10 study o T
Wang D. et . Retrospective 22 53
+ +
al. 2020 1V China case ceries 36 66.8+6.1 (61.1%) 102 >0.3+4.2 (52.0%)
Zhou J et al. . Retrospective 27 75
Ch 45 56.5+5.8 156 41+3.7
2020 12 na study (60.0%) (48.1%)

Legend: NS = Not specified;
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D-dimer levels in death vs. survival groups

Death Survival Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Almazeedi S 2020 263 207 19 4.7 11 1077 0.0% 258.30[165.22, 351.38] 4
Aloisio E 2020 14.138 4.338 75 1.597 0.449 294 7.4% 12.54 [11.56, 13.52] -
Asghar MS 2020 14.56 17.11 101 3.94 6.88 263 4.0% 10.62 [7.18, 14.06] e —
Bonetti G 2020 2.22 0711 70 1.113 0.461 74 8.0% 1.11[0.91, 1.30] .
Chen R 2020 5.84 2.647 103 0.82 0.18 445 7.8% 5.02 [4.51, 5.53] -
Covino M 2020 2.418 1.228 23 2.129 1..119 46 7.8% 0.29 [-0.31, 0.89] -
Gao S 2020 3.375 1.486 35 0.625 0.15 175 7.8% 2.75 [2.26, 3.24] -
Garcia PDW 2020 2.312 1.094 97 1.263 0.219 301 8.0% 1.05 [0.83, 1.27] .
Guirao J) 2020 1.863 0.354 14 1.23 0.316 36 8.0% 0.63 [0.42, 0.85] -
Keske S 2020 15.57 15.99 6 25.56 28.76 37 0.4% -9.99 [-25.79, 5.81] +
Laguna-Goya R 2020 1.752 0.688 26 0.597 0.096 304 8.0% 1.16 [0.89, 1.42] gl
Li K 2020 2.45 0.957 15 0.825 0.183 87 7.9% 1.63 [1.14, 2.11] -
Li Q 2020 4.025 1.183 122 0.45 0.1 1327 8.0% 3.58[3.37,3.78]
Lohse A 2020 8.37 15.05 10 1.7 1.39 24 1.0% 6.67 [-2.67, 16.01]
Ronderos Botero DM 2020 8.705 17.608 25 1.682 4.579 132 1.6% 7.02 [0.08, 13.97]
Wang J 2020 3.19 1.27 16 1.25 0.29 61 7.8% 1.94 [1.31, 2.57] -
Zhou F 2020 8.25 5.684 54 0.625 0.117 137 6.7% 7.63 [6.11, 9.14] _
Total (95% CI) 811 4820 100.0% 3.54 [2.57, 4.52] "
Heterogeneity: Tau? = 3.09; Chi? = 1272.87, df = 16 (P < 0.00001); I> = 99% I t t |

-20 -10 0 10 20
Death Survival

Supplementary Figure 3. Forest plot of D-dimer levels in death vs. survival group. The center of each
square represents the weighted mean difference for individual trials, and the corresponding horizontal line stands for
a 95% confidence interval. The diamonds represent pooled results.

Test for overall effect: Z = 7.12 (P < 0.00001)

Supplementary Table 3. Studies included in death vs. survival comparison

. Death group Survival group
Stud Count Study d
udy ountry tdy cesign No. Age Sex, male No. Age Sex, male
Almazeedi S.
. Retrospective 16 872
+ +
:el')c al. 2020 Kuwait study 19 55.0 £10.1 (84.2%) 1077 38.7+15.1 (81.0%)
Aloisio E. et Retrospective 70 223
+ +
al. 2020 @ Italy study 89 73.3+2.2 (78.7%) 338 58.3+3.5 (65.9%)
Asghar MS. Eﬁlﬁiﬁﬁéﬁ 66 66
t al. 202 Pakist 101 1.0+ 11. 2 49.3t16.1
5 020 aKistan 1 Ulticenter 0 610£116 | (o5 3%) 63 9-3+16 (25.1%)
study
Bonetti G. et 45 51
+ +
al. 2020 @ Italy Cohort study 70 76.1+5.7 (64.3%) 74 62.5+3.3 (68.9%)
ChenR. et . Retrospective 69 244
+ +
al. 2020 ) China study 103 66.9+12.1 (67.0%) 445 53.5+13.9 (54.8%)
Single-center
Covino M. et retrospective 12 25
+ +
al. 2020 © Italy observational 23 84.8+0.8 (52.2%) 46 84.5+23 (54.3%)
study
Gao S. etal. . Retrospective 22 79
+ +
5020 ) China study 35 75+3.5 (62.9%) 175 703+1.2 (45.1%)
Garcia PDW. . Prospective
etal. 2020 C'Z'uur:t'r' observational 97 05527 | fiy) 301 62£2.7 (723710 "
@) Y | cohort study = e
Guirao JJ. et . 11 30
+ +
al. 2020 © Spain Cohort study 14 69.0+£3.1 (78.6%) 36 61.4+1.7 (83.3%)
Kaske S. et Retrospective 6 18
Turk 6 74+5.2 37 60.8 £19.3
al. 2020 1 urkey study (100%) (56.8%)
Laguna- .
. Prospective 25 292
G R. et S 36 64.8+4.3 465 51.5+2.3
al?;?)zo ?11) pain cohort study (69.4%) (62.9%)




Li K. et al. . Retrospective 11 48
Ch 15 68.3+5.5 87 55+3.7
2020 12 na study (73.3%) (55.2%)
LiQ. et al. . Retrospective 20 147
+ +
5020 (13) China study 26 67.3+3.8 (76.9%) 296 49.3+4.5 (49.8%)
Lohse A. et Retrospective
F 1 +10.1 N 24 73.1+11.1 N
al. 2020 (14 rance study 0 80+10 S 3 S
Ronderos
B DM. R i 2
e’?;TrCZ)OZO USA etr;’tsup(f;t“’e 25 6244127 | oo gty) 132 50.6+17.1 | 89 (67.4%)
. . (]

(15)
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Legend: NS = Not specified;
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