Supplementary figures

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) -
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _
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Risk of bias graph: review authors' judgements about each risk of bias item presented as
percentages across all included RCTs.
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Risk of bias summary: review authors' judgements about each risk of bias item for each

included RCTs.
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Confounding

Selection bias

Bias in measurement classification of interventions
Bias due to missing data

Bias in measurements of outcomes

Bias in selection of the reported results
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B Low risk of bias | unclear risk of bias I High risk of bias

Risk of bias graph: review authors' judgements about each risk of bias item presented as
percentages across all included non-RCTs.
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Risk of bias summary: review authors' judgements about each risk of bias item for each

included non-RCTs.
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Iy Control Risk Ratie Risk Ratlo Risk of Blas
Study or Subgroup  Ewents Total Ewents Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl ABCDEFG
1.1.1 RCTs
Gharebagh & 24 14 15 36.8% 0.27 [0.13, 0.54] —— I
Raman 0 47 1 49 B.3% 0,36 [0.01, 8.32) = #0888
Sakaoulaz 1 16 3T 14T% .35 [0.04, 3.08) = L L1 R 11}
Tabarsi M &2 14 32 40.4% 1,05 [0.65, 1.72) 55 @0088
Subtotal (35% CI) 139 113 100.0% 0.50 [0.18, 1.36) e
Tolal events 3 32
Heterogenaily: Tau® = 0.60; Chi¥ = 10,30, &f = 5 (P = 0.02); ¥ = 71%
Test far overall affect 2 = 1.36 (P = 0.17)
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Bisk of pas legand

(A) Random sequence genaration (salection bias)

(B Allocation concealmant (salaction bias)

{C) Blinding of participants and parsonne! {paformancs bias)
(D) Blinding of outcome assessment (delection bias)

(E) Incomplela oulcorms dala (attrilion bias)

(F} Selectve reporting (reporling bias)

(@) Other bias

Forest plot of comparison. Outcome: Mortality. Overall data (moderate and severe COVID-
19) from the 4 RCTs. IVIG did not decrease 28-days mortality compared to controls. Low
level of certainty; downgraded for inconsistency (due to heterogeneity) and imprecision
(95% Cl includes line of no effect); although some of the included studies were at high risk
of performance bias, we did not downgrade the available evidence for ROB since masking
has limited importance for the outcome of mortality compared to subjective outcomes

Ig Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H Random, 95% CI M-H, Random, 95% CI ABCDEFG
11.1RCTs

Raman 0 47 1 49 316% 035(0.01,832) ——®—T—— ®207000
Sakoulas 116 3 17 684% 0.35 [0.04, 3.06) 1— 2900060
Subtotal (95% C1) 63 66 100.0% 0.35 [0.06, 2.10] -

Total events 1 4

Heterogeneity: Taw® = 0,00; Chi* = 0.00, df = 1 (P = 0.99); I = 0%
Tesl lor overall effect. Z » 1.15 (P = 0.25)
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Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

5 personnel (parformance bias)

(D) Blinding of outc sment (detection bias)
(E) Incomplet ) pitrition bias)

(F) Selective reporting (reporting bias)

(G) Other blas

Forest plot of comparison. Outcome: Mortality. Data from the 2 RCTs evaluating moderate
COVID-19. In subgroup analysis of studies evaluating moderate COVID-19 cases (Raman
and Sakoulas), IVIG did not decrease 28-days mortality compared to controls (low level of
certainty, downgraded for inconsistency and imprecision).
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Ig Control Risk Ratio Risk Ratio Risk of Blas
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
1.1.1RCTs
Gharebagnh 6 24 14 15 48.2% 0.27(0.13, 0.54) — (111111
Tabarsi 24 82 14 32 518% 1.05[0.65, 1.72) 07886
Subtotal (95% Cl) 76 47 100.0% 0.54 [0.14, 2.09]
Total events 30 28

Heterogeneity: Tau® = 0,84, Chi* = 9.78, of = 1 (P = 0.002); I* = 90%
Tesl for overall effect. Z » 0.89 (P » 0.38)
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Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personne! (performance bias)
(D) Blinding of outcome assessment (defection bias)

(E) Incomplete outcome dala (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other blas

Forest plot of comparison. Outcome: Mortality. Data from the 2 RCTs evaluating severe
COVID-19. In subgroup analysis of studies including severe COVID-19 cases (Gharabaghi
e Tabarsi), IVIG did not decrease 28-days mortality compared to controls (low level of
certainty, downgraded for inconsistency and imprecision).

g Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEF

1.1.2 Cohort studies

Cao 1 26 25 B9 AT% 014[0.02,096) ——] 27
Esen 20 51 26 41 268% 0.62(0.41,0.93) - [ 1]
Hou 9 47 4 86 11.2% 316 [1.03, 8.65] — [ X3
Huang 1 45 0 9 19% 5.93[0.25, 142.84) — [ 1 ]
Liu 166 421 158 428 32.9% 1.07 [0.80, 1.27) 2@
Shao 2 174 20 151 225% 0.95 [0.54, 1.68] % [ 1 J
Subtotal (95% CI) 764 866 100.0% 0.95 [0.61, 1.50]

Total events 219 233

Heterogenedy: Tau® = 0.16; Chi* = 1511, df =5 (P = 0.010); F=67%

Test for overall effect: Z = 0.20 (P = 0.84)
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Test for subgroup dilferences. Nol applicable

Risk of bias legend

(A) Confounding

(B) Selection bias

(C) Bias in measurement classification of interventions
(D) Bias due 1o missing dala

(E) Bias in measurements of outcomes

(F) Bias in selection of the reported results

Forest plot of comparison. Outcome: mortality in cohort studies. Most studies included severe COVID-19
pts. Exclusion of moderate case (in the study of Huang, and in subset of pts in the Shao study) did not affect
the effect size compared to the overall analysis. Very- low quality of certainty; downgraded for imprecision,
inconsistency, and ROB (confounding and selection bias).
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Ia Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI ABCDEFG
1.21RCTs
Gharebaghi 9 47 30 723 29 435% 200[0.12 3288 FEREeeeee
Tabarsi 85 46 52 55 31 32 565% 3.00(1.35 4565 27902008
Subtotal (95% CI) 82 61 100.0% 2.57[1.33, 3.80]

Heterogeneity: Chi*= 062, df=1 (P=0.43); F=0%
Test for overall effect Z= 4.06 (P < 0.0001)
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(A} Random sequence generafion (seleclion bias)

(B} Allecalion concealment (selection bias)

(C} Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incompiete outcome data (aftrition bias)

(F) Selective reporing (reporting bias)

(G) Other bias

Forest plot of comparison. Outcome: Length of hospital stay. Subgroup analysis of trials including severe
COVID-19 pts. The difference in LHS favoured controls compared to IVIG; low quality of evidence
(downgraded for imprecision and ROB).

Ig Control Mean Differance Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.21 RCTs
Raman 77 27 47T 175 5 48 91.2% -9.80[11.41,-8.19) ] @707888
Sakoulas 11 & 14 18 78 12 88% -8.00F1318,-282 T L1 1 B4 B
Subtotal (95% CI) 61 60 100.0% -9.64[-11.18, -8.10] |

Heterogeneity Chi*= 042, df=1 (P =052); F= 0%
Testfor overall effect. Z=12.28 (P =< 0.00001)

2100 -50 0 50 100
; . Favours IWIG Favours controls
Testfor subgroup differences, Not applicable

Risk of bias lagend

(A) Random sequence generation (selection bias)

(B} Allocation concealment (selection bias)

(C) Blinding of participants and personnel (perdormance bias)
(D) Blinding of cutcome assessment (detection bias)

(E} Incomplete outcome data (altrition bias)

(F) Selective reporting (reporting bias)

{G) Other bias

Forest plot of comparison. Outcome: Length of hospital stay. Subgroup analysis of trials including moderate
COVID-19 pts. The difference in LHS favoured IVIG compared to controls; low quality of evidence
(downgraded for imprecision and ROB).



