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Table 1 Patient demographics, clinical and autoantibody status

Cohort All covip* CovID~

N 42 22 20
Age Mean (CI) 58.2 (62.7 to 54.1) 60.9 (66.6 to 55.3) 55.7 (62 to 48.7)
Sex N male (%) 29/42 (69) 17122 (77) 12/20 (60)
Censored? N (%) 5/42 (12) 4122 (18) 1/20 (5)
No of days before censoring Mean (Cl) 39.4 (59.4t0 19.4) 44.3 (66.2 to 22.3) 20 (NA)
Days from symptom onset to ICU Mean (CI) 6(8.31t03.7) .5(9.9t05.2) 4.2(8.5t00)
APACHE Il on ICU admission Mean (Cl) 25.3(27.6t022.9) 23.7 (27 t0 20.4) 27 (30.5t0 23.5)
Mean of SOFA score for first 3 days Mean (Cl) 6(10.7t0 8.5) 3(11t07.7) 99(11.6t08.3)
Mean of SOFA score for first 7 days Mean (Cl) 9(10.1t07.8) 1(11t07.3) 8.7(103t07.2)
ICU days (censored) Mean (CI) 14.1(17.3t0 10.8) 14.2 (205 t0 7.8) 14(169t011.1)
Death in ICU N (%) 13/42 (31) 7122 (32) 6/20 (30)
Mechanical ventilation days (censored) Mean (Cl) 14.4 (18.9t0 10) 16.8 (25.1 t0 8.6) 11.8(149t08.7)
Total days of ventilation rescue measures Mean (Cl) 29(4.3t01.4) 4.4 (710 1.8) 1.2(2t0 0.4)
Therapeutic anticoagulation used N (%) 8/42 (19) 3/22 (14) 5/20 (25)
Mean platelet count Mean (CI) 239 (269 to 209) 264 (313 to 214) 212 (245 t0 179)
Mean platelet to neutrophil ratio Mean (CI) 35.2 (42 to 28.4) 38.7 (48.4 to 29) 31.4(41.6t021.2)
aCl IgG N (%) 20/42 (48) 13/22 (59) 7120 (35)
aCL IgM N (%) 9/42 (21) 7122 (32) 2/20 (10)
Anti-B2GPI IgG N (%) 0 0 0
Anti-B2GPI IgM N (%) 0 0 0
Anti-domain 1 B2GP1 IgG N (%) 0 0 0
Anti-PS/PT IgG N (%) 0 0 0

N (%) 0

Anti-PS/PT IgM

1/42 (2)
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coviD* COVID~
22 20

Age 60.9 (66.6 to 55.3) 55.7 (62 to 48.7)
Sex 17122 (77) 12/20 (60)
Censored? 4/22 (18) 1/20 (5)
No of days before censoring 44.3 (66.2 to 22.3) 20 (NA)
Days from symptom onset to ICU 75(9.9t05.2) 4.2 (8.5t00)

[ APACHE Il on ICU admission 23.7 (27 t0 20.4) 27 (30.5 to 23.5) ]
Mean of SOFA score for first 3 days 9.3(11t07.7) 9.9(11.6t0 8.3)

[ Mean of SOFA score for first 7 days 9.1(11t07.3) 8.7(10.3t07.2) ]
ICU days (censored) 14.2 (20.5 to 7.8) 14(169t0 11.1)

| Death in ICU 7122 (32) 6/20 (30) ]
Mechanical ventilation days (censored) 16.8 (25.1 t0 8.6) 11.8(14.9t08.7)
Total days of ventilation rescue measures 44(7101.8) 1.2(2t00.4)
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covip* COVID™
22 20
| Therapeutic anticoagulation used 3/22 (14) 5/20 (25) ]
Mean platelet count 264 (313 to 214) 212 (24510 179)
Mean platelet to neutrophil ratio 38.7 (48.4 to 29) 31.4(41.6t021.2)
ﬁt IgG 13/22 (59) 7120 (35) \
aCl IgM 7122 (32) 2/20 (10)
Anti-B2GPI IgG 0 0
Anti-B2GPI IgM 0 0
Anti-domain 1 [32GP1 IgG 0 0
Anti-PS/PT IgG 0 0
0

\Anti-PS/PT IgM 1722 (5) _/
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Supplemental Figure 1: aCL titers according to COVID status
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Table 2 Development of ACL IgG and IgM over time

Late appearing
aCL detected aCL developed aCL

Cohort on admission  within 10 days (after 10 days)
aCL IgG CovID* 4 9 2
positive COVID- 3 4 0
aCL IgM CovID* 1 6 2
1 1 1

positive COVID™
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BRIEF REPORT
Antiphospholipid Antibodies in Critically Ill Patients With

Arthritis & Rheumatology
Meng Xiao, Yan Zhang, Shulan Zhang, Xuzhen Qin, Peng Xia, Wei Cao, Wei Jiang, Huan Chen, Xin Ding, Wal. 72, Na. 12, December 2020, pp 1998-2004
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Table 3 Association between ACL IgG and disease severity, platelet counts and need for anticoagulation

Cohort All aCL 1gG positive aCL IgG negative

N 42 20 22
Age Mean (Cl) 58.2 (62.7 to 54.1) 55.9 (62.9 to 49) 60.7 (66.4 to 55)
Sex N male (%) 29/42 (69) 13/20 (65) 16/22 (73)
Days from symptom onset to ICU Mean (Cl) 6(8.3t03.7) 8.7(12.8t0 4.6) 3.4(5.4t0 1.5)
APACHE Il on ICU admission Mean (Cl) 25.3(27.6 t0 22.9) 25.7 (28.5 to 22.9) 24.9 (28.8 to 20.9)
Mean of SOFA score for first 3 days Mean (Cl) 9.6 (10.7 to 8.5) 10.6(12.2 t0 9.1) 8.7(103t07)
Mean of SOFA score for first 7 days Mean (Cl) 8.9(10.1t0 7.8) 10(11.7 to 8.4) 8(9.5t06.4)
ICU days (censored) Mean (Cl) 141 (17310 10.8) 16.6 (21.9t0 11.3) 12.1 (16.51t0 7.6)
Death in ICU N (%) 13/42 (31) 8/20 (40) 5/22 (23)
Mechanical ventilation days (censored) Mean (Cl) 14.4(18.9t0 10) 18.2 (25.5t0 10.8) 11.1 (16.4t0 5.7)
Total days of ventilation rescue measures Mean (Cl) 2.9(4.31t01.4) 3.6 (5.6 to 1.5) 2.3(4.4100.1)
Therapeutic anticoagulation used N (%) 8 4/20 (20) 4/22 (18)
Mean platelet count Mean (Cl) 239 (269 to 209) 268 (321 to 216) 212 (246 10 179)

Mean platelet to neutrophil ratio

-

Mean (Cl)

35.2 (42 to 28.4)
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34.8 (45.2 to 24.3)
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35.6 (45.4 to 28.9)
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aClL IgG positive

aCL IgG negative

20

22

Age 55.9 (62.9 to 49) 60.7 (66.4 to 55)

Sex 13/20 (65) 16/22 (73)

Days from symptom onset to ICU 8.7 (12.8 to 4.6) 3.4(5.41t01.5)
[APACHE Il on ICU admission 25.7 (28.5 t0 22.9) 24.9 (28.8 to 20.9) ]

Mean of SOFA score for first 3 days 10.6 (12.2 t0 9.1) 8.7(103t07)

[ Mean of SOFA score for first 7 days

10(11.7 to 8.4)

8(95t06.4) |

ICU days (censored) 16.6 (21.9t0 11.3) 12.1 (16.5 t0 7.6)
| Death in ICU 8/20 (40) 5/22 (23) ]
Mechanical ventilation days (censored) 18.2 (25.5 t0 10.8) 11.1(16.4t05.7)
Total days of ventilation rescue measures 3.6(5.6t01.5) 2.3(4.41t00.1)
[Therapeutic anticoagulation used 4/20 (20) 4/22 (18) ]
Mean platelet count 268 (321 to 216) 212 (246 t0 179)
Mean platelet to neutrophil ratio 34.8 (45.2 to 24.3) 35.6 (45.4 to 28.9)
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Figure 1 Searching and selection process.
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Venous thromboembolism

aPL positive  aPL Negative Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ATvito 1 16 2 27 7.9% 0.83[0.07,9.99]
K. M. J. Devreese 7 23 3 8 11.8% 0.73[0.14, 3.93] .
M. Gatto 10 41 8 65 16.0% 2.30[0.82,6.42] ®
M.Reyes 19 32 13 36 16.4% 259 (097, 6.89] e
M. <iao 15 31 10 35 16.1% 2.34 [0.85,6.48) -
S.Ferrari 6 64 8 25 15.0% 0.22[0.07,0.72) .
X Gutiérrez Lopez de Ocariz 3 7 12 20 11.5% 0.50 [0.09, 2.86] .
Y.Zhang 9 10 0 9 53% 120.33[4.33,3343.63) ’
Total (95% CI) 224 225 100.0% 1.38 [0.57, 3.37] .
Total events 70 56
Heterogeneity: Tau*= 1.02; Chi*= 21.82, df= 7 (P = 0.003); F= 68% 0 o1 051 1 1%0 1004

Testfor overall effect Z=0.71 (P = 0.48)

Favours aPL positive Favours aPL Negative

Figure 5 Forest plot on the odds of venous thromboembolism in aPL-positive patients with COVID-19 compared with aPL-
negative patients with COVID-19. aPL, anticardiolipin antibodies.
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A. Mortality
aPL positive  aPL Negative Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Amezcua-GuerralM 2 12 2 9 18.7% 0.70[0.08, 6.22] -
M Reyes 14 32 10 36 25.6% 2.02[0.74, 5.55] .
S.Ferrari 7 22 3 9 21.9% 0.93[0.18, 4.86] |
S.Pascolini 6 8 1 25 165% 72.00([5.56,933.00] -
Y.Zhang 4 10 8 9 17.2% 0.08 [0.01,085) ¢ .
Total (95% CI) 84 88 100.0% 1.46 [0.29, 7.29] ——e
Total events 33 24
Heterogeneity: Tau®*= 2.37; Chi*=15.31, df= 4 (P = 0.004); F=74% Fu o1 IJI‘I 3 1=E| 1I]I]1.
Testfor overall efect 2= 0.46 (F = 0.69) Favours aPL positive Favours aPL Negative
B. Invasive ventilation
aPL positive aPL Negative Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Arezcua-GuerralM INEE 5 g 215% 1.12[0.20, 6.41] =
M.Reyes 15 32 19 36 549% 0.79 [0.30, 2.05] TR VTR
M.Xiao 29 £y 28 35 23.6% 3.63[0.69,18.97] ®
Total (95% Cl) 75 80 100.0% 1.22 [0.51, 2.91] ~al—
Total events 51 52
Heterogeneity: Tau*= 0,12, Chi*= 2.46, df= 2{(P=0.29), F=19% 0.01 01 ) 10 100

Test for overall effect: Z=0.45 (P = 0.65)

Favours aPL positive Favours aPL Negative



Table 1. Characteristics and outcomes of patients with COVID-19-related ARDS and those with non-COVID-19-related ARDS*
COVID-19-related Non-COVID-19-related
ARDS ARDS
(n=37) (n=37) Pt
Demographic characteristics and comorbidities
Age, median (IQR) years?t 63 (50-73) 57 (42-70) 0.378
Male sex 31 (84) 24(77) 0.506
Obesity§ 13(37) 4(13) 0.025
Characteristics upon ICU admission
SOFA score, median (IQR) 3(6-10) 9 (6-11) 0.483
SAPS Il score, median (IQR) 38 (32-45) 39(31-54) 0.808
Invasive mechanical ventilation 19 (51) 18 (58) 0176
Pao,/Fio, ratio, median (IQR) mm Hg 126 (97-175) 91 (70-130) 0.017
PaCo. median (IOR) mm Hes 40 (37-48) 46 (40-51) 0.110
Thrombotic events
Any thromboembolic event 24 (65) 8(26) 0.001
Pulmonary embolism 9 (24) 2(7 0.046
Thromboembolic diseasef] 12 (32) 3(10) 0.024
aPL
lgA aCL or IgA anti-3,GPI 7(19) 6(19) 0.964
IgM or 1gG aCL or IgM or IgG anti-3,GPI 6(16) 4(13) 0.745
\ AnyaPL 11 (30) 9 (29) 0.950
OUTCOMEes
Invasive mechanical ventilation 36 (97) 31 (100) =099
Ventilator-associated pneumonia 27 (75) 13 (42) 0.006
Shock 28(76) 21 (68) 0.468
Renal replacement therapy 20 (54) 15 (48) 0.641
Extracorporeal membrane oxygenation 9 (24) 8 (26) 0.8588
No. organ failure-free days at day 28, median (IQR)** 0(0-15) 14 (0-20) 0.004
Day-28 mortalitytt 12 (32) 3(11) 0.040
ICU mortalitytt 13 (50) 5
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(16)

0.006

COVID(+)ARDS vs COVID(-)ARDSZ LbEX L =3 XA BRIFT T\ 5

Frapard T. et al.,
Arthritis Rheumatol.
2021; 73: 891
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