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Supplementary Figure S1. 28-day mortality, by adjustment
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Figure S1. Forest plot describing the association between convalescent plasma treatment and 28-day mortality. Apart

from the overall analysis, the sub-analysis on adjustment type is presented.



Supplementary Figure S2. 28-day mortality, by multicenter status
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Figure S2. Forest plot describing the association between convalescent plasma treatment and 28-day mortality. Apart

from the overall analysis, the sub-analysis on multicenter status is presented.
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Supplementary Figure S3. 28-day mortality, by blinding status
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Figure S3. Forest plot describing the association between convalescent plasma treatment and 28-day mortality. Apart

from the overall analysis, the sub-analysis on blinding status is presented.
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from the overall analysis, the sub-analysis by geographic region is presented.
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Figure S4. Forest plot describing the association between convalescent plasma treatment and 28-day mortality. Apart



Supplementary Figure S5. 28-day mortality, by titer
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Figure S5. Forest plot describing the association between convalescent plasma treatment and 28-day mortality. Apart

from the overall analysis, the sub-analysis by titer is presented.
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Supplementary Figure S6. 28-day hospitalization, by adjustment

Study

Univariate

Alemany (2022)

RR (95% CI)

—_— 1.05 (0.77, 1.43)

Gharbharan (2022)

0.59(0.29, 1.22)

Kirenga (2021)

Korley (2021)

. 0.91 (038, 2.17)

— 0.89 (0.65, 1.22)

Libster (2021)

0.52 (0.29, 0.94)

Sullivan (2022)

Subtotal (I-squared = 49.8%, p = 0.076)

Overall (I-squared = 49.8%, p=0.076)

NOTE: Weights are from random effects analysis

0.46 (0.26, 0.81)

0.74 (0.56, 0.99)

0.74 (0.56, 0.99)

g oll

%

Weight

25.79

10.93

25.18
14.44
15.24

100.00

100.00

I
262

—
Il
=}
—_

Figure S6. Forest plot describing the association between convalescent plasma treatment and 28-day hospitalization.

Apart from the overall analysis, the sub-analysis by adjustment is presented.



Supplementary Figure S7. 28-day hospitalization, by multicenter status
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Figure S7. Forest plot describing the association between convalescent plasma treatment and 28-day hospitalization.
Apart from the overall analysis, the sub-analysis by multicenter status is presented.



Supplementary Figure S8. 28-day hospitalization, by blinding status
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Figure S8. Forest plot describing the association between convalescent plasma treatment and 28-day hospitalization.
Apart from the overall analysis, the sub-analysis by blinding status is presented.



Supplementary Figure S9. 28-day hospitalization, by geographic region
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Figure S9. Forest plot describing the association between convalescent plasma treatment and 28-day hospitalization.
Apart from the overall analysis, the sub-analysis by geographic region is presented.



Supplementary Figure S10. 28-day hospitalization, by titer
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Figure S10. Forest plot describing the association between convalescent plasma treatment and 28-day hospitalization.
Apart from the overall analysis, the sub-analysis by titer is presented.



Supplementary Figure S11. 28-day hospital discharge, by adjustment
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705
2.65
10.44
17.35
5.79
1.02
49.18

100.00

I
716

1.4

Figure S11. Forest plot describing the association between convalescent plasma treatment and 28-day hospital

discharge. Apart from the overall analysis, the sub-analysis by adjustment is presented.



Supplementary Figure S12. 28-day hospital discharge, by multicenter status

Study %
D RR (95% CI) Weight
1
Multicenter i
Abani (2021) — 0.98 (0.94, 1.03) 4831
Bajpai (2022) +—+ 1.03 (0.88,1.21)  3.98
]
Baldeon (2022) 1+ 1.02(0.91, 1.14) 7.95
1
Devos (2022) — 1.06 (0.87,1.30)  2.50
O’Donnell (2021) - - 1.10 (0.90, 1.34)  2.65
1
Ortigoza (2022) —_— 1.02 (0.92, 1.13) 10.44
1
Self (2022) —_—— 0.98(0.91,1.06)  17.35
Subtotal (I-squared = 0.0%, p = 0.859) <> 1.00 (0.96, 1.03)  93.19
i
1
Single—center :
Simonovich (2021) * : 0.98 (0.86,1.12)  5.79
van den Berg (2022) < - 0.98 (0.72, 1.34) 1.02
1
Subtotal (I-squared = 0.0%, p = 1.000) *<:'> 0.98 (0.87, 1.11) 6.81
i
1
Overall (I-squared = 0.0%, p = 0.955) <> 0.99 (0.96, 1.03) 100.00
1
NOTE: Weights are from random effects analysis E
I I

716 1 1.4

Figure S12. Forest plot describing the association between convalescent plasma treatment and 28-day hospital
discharge. Apart from the overall analysis, the sub-analysis by multicenter is presented.



Supplementary Figure S13. 28-day hospital discharge, by blinding status

Study
ID

Blinded
Baldeon (2022)

O’Donnell (2021)

Self (2022)

Ortigoza (2022) —r—

Simonovich (2021)

van den Berg (2022) €
Subtotal (I-squared = 0.0%, p = 0.907)

Open label
Abani (2021)

Bajpai (2022)
Devos (2022)

Subtotal (I-squared = 0.0%, p=0.653)

Overall (I-squared = 0.0%, p = 0.955)

NOTE: Weights are from random effects analysis

RR (95% CI)

1.02 (0.91, 1.14)
1.10 (0.90, 1.34)
1.02(0.92, 1.13)
0.98 (0.91, 1.06)
0.98 (0.86, 1.12)
0.98 (0.72, 1.34)
1.00 (0.96, 1.05)

0.98 (0.94, 1.03)
1.03 (0.88, 1.21)
1.06 (0.87, 1.30)
0.99 (0.95, 1.03)

0.99 (0.96, 1.03)

%
Weight

795
2.65
10.44
17:35
5.79
1.02
45.20

48.31
3.98
2.50
54.80

100.00

T
716

Figure S13. Forest plot describing the association between convalescent plasma treatment and 28-day hospital

discharge. Apart from the overall analysis, the sub-analysis by blinding status is presented.



Supplementary Figure S14. 28-day hospital discharge, by geographic region

Study
ID

Africa

N

van den Berg (2022)

Subtotal (T-squared=.%, p=.)

Europe
Devos (2022)
Subtotal (I-squared = %, p=.)

India
Bajpai (2022)
Subtotal (I-squared =%, p=.)

Latin America

Baldeon (2022)

Simonovich (2021)

Subtotal (I-squared = 0.0%, p = 0.652)

More than one arca

Abani (2021)

O’Donnell (2021)

Subtotal (I-squared =21.5%, p=0.259)
USA

Ortigoza (2022)

Self (2022)

Subtotal (I-squared = 0.0%, p = 0.529)

Overall (I-squared = 0.0%, p = 0.955)

NOTE: Weights are from random effects analysis

==
>

RR (95% CI)

0.98 (0.72, 1.34)
0.98 (0.72, 1.34)

1.06 (0.87, 1.30)
1.06 (0.87, 1.30)

1.03 (0.88, 1.21)
1.03 (0.88, 1.21)

1.02 (0.91, 1.14)
0.98 (0.86, 1.12)
1.00 (0.92, 1.09)

0.98 (0.94, 1.03)
1.10 (0.90, 1.34)
1.00 (0.92, 1.08)

1,02 (0.92, 1.13)
0.98 (0.91, 1.06)
0.99 (0.94, 1.06)

0.99 (0.96, 1.03)

%
Weight

1.02
1.02

2.50
2.50

3.98
3.98

7.95
5.79
13.74

48.31
2,63
50.96

10.44
17.35
27.79

100.00

I
716

Figure S14. Forest plot describing the association between convalescent plasma treatment and 28-day hospital

discharge. Apart from the overall analysis, the sub-analysis by geographic region is presented.



Supplementary Figure S15. 28-day hospital discharge, by titer

Study %
1D RR (95% CI) Weight
i
High—titer )
Devos (2022) : 1.06 (0.87, 1.30) 2.50
Subtotal (I-squared=.%,p=. —:::> 1.06 (0.87, 1.30) 2.50
|
Non high—titer E
Abani (2021) —_—— 0.98 (0.94, 1.03) 48.31
Bajpai (2022) : + 1.03 (0.88, 1.21) 3.98
Baldeon (2022) —:t—o— 1.02(0.91,1.14)  7.95
O’Donnell (2021) : 1.10(0.90, 1.34) 2.65
Ortigoza (2022) —_— 1.02 (0.92, 1.13) 10.44
Self (2022) —O-E-— 0.98 (0.91, 1.06) 17.35
Simonovich (2021) - : 0.98(0.86,1.12)  5.79
van den Berg (2022) < - 0.98 (0.72, 1.34) 1.02
Subtotal (I-squared = 0.0%, p = 0.945) <> 0.99 (0.96, 1.03) 97.50
1
- |
Overall (I-squared = 0.0%, p = 0.955) <> 0.99 (0.96, 1.03) 100.00
)
NOTE: Weights are from random effects analysis E
,7II 6 1 1!4

Figure S15. Forest plot describing the association between convalescent plasma treatment and 28-day hospital
discharge. Apart from the overall analysis, the sub-analysis by titer is presented.



Supplementary Figure S16. 28-day ICU-related outcomes, by adjustment

Study %
ID RR (95% CI) Weight
Multivariate 1
Avendano—Sola (2021) * 0.91(0.84,0.99) 33.87
Devos (2022) — 1.00 (0.74, 1.35)  2.59
Estcourt (2021) * 1.10(0.98,1.24) 16.82
Subtotal (I-squared = 70.7%, p = 0.033) T 1.00 (0.86, 1.15)  53.28
Univariate
Abani (2021) * 0.98 (0.90,1.06)  34.15
Agarwal (2020) —- 0.88 (0.63,1.23) 2.04
AlQahtani (2021) —_— 0.67(0.22,2.03) 0.19
Alemany (2022) + 0.50 (0.09,2.74)  0.08
Bar (2021) —_—r 0.49 (0.15,1.58) 0.17
Begin (2021) [ 1.16 (0.94,1.43) 5.19
Holm (2021) € * 0.28(0.01,7.04) 0.02
Korley (2021) —t 1.28(0.48,3.39) 0.24
Libster (2021) + 0.33(0.07,1.58)  0.09
Manzini (2022) —— 1.10(0.62,1.97)  0.68
Menichetti (2021) - 0.91(0.67,1.23) 2.55
O’Donnell (2021) ——— 1.58 (0.53,4.69) 0.19
Rojas (2022) —_— 0.82(0.35,1.91) 0.32
Simonovich (2021) —_— 0.88(0.42,1.83) 043
Sullivan (2022) ——— 0.75(0.17,3.31) 0.10
Thorlacius—Ussing (2022) —_— 1.31(0.48,3.57) 0.23
van den Berg (2022) + 0.33(0.04,2.88) 0.05
Subtotal (I-squared = 0.0%, p = 0.822) 0.98 (0.92,1.06) 46.72
Overall (I-squared = 0.0%, p = 0.542) 0.98 (0.93,1.02)  100.00
NOTE: Weights are from random effects analysis
I | |
.0111 1 89.9

Figure S16. Forest plot describing the association between convalescent plasma treatment and 28-day ICU related
outcomes. Apart from the overall analysis, the sub-analysis by adjustment is presented.



Supplementary Figure S17. 28-day ICU-related outcomes, by multicenter status

Study %
ID RR (95% CI) Weight
Multicenter 1
Abani (2021) . 0.98(0.90,1.06) 34.15
Agarwal (2020) —1— 0.88(0.63,1.23) 2.04
Alemany (2022) — 0.50(0.09,2.74) 0.08
Avendano—Sola (2021) . 0.91(0.84,0.99) 33.87
Begin (2021) 1.16 (0.94,1.43) 5.19
Devos (2022) —t 1.00 (0.74, 1.35)  2.59
Estcourt (2021) * 1.10 (0.98,1.24) 16.82
Korley (2021) o e am— 1.28 (0.48,3.39) 0.24
Libster (2021) + 0.33(0.07,1.58) 0.09
Menichetti (2021) —— 0.91(0.67,1.23)  2.55
O’Donnell (2021) —_—T 1.58 (0.53,4.69) 0.19
Rojas (2022) —_—— 0.82(0.35,1.91) 0.32
Sullivan (2022) _— 0.75(0.17,3.31)  0.10
Thorlacius—Ussing (2022) —t— 1.31(0.48,3.57) 0.23
Subtotal (I-squared = 8.0%, p = 0.365) ‘ 0.98(0.93,1.04) 98.47
Single—center
AlQahtani (2021) —_—— 0.67(0.22,2.03) 0.19
Bar (2021) —_—— 0.49(0.15,1.58)  0.17
Holm (2021) € + 0.28 (0.01,7.04) 0.02
Manzini (2022) —_— 1.10 (0.62,1.97) 0.68
Simonovich (2021) —— 0.88(0.42,1.83) 043
van den Berg (2022) + 0.33(0.04,2.88) 0.05
Subtotal (I-squared = 0.0%, p = 0.703) Q> 0.84(0.57,1.24) 1.53
Overall (I-squared = 0.0%, p = 0.542) { 0.98 (0.93,1.02)  100.00
NOTE: Weights are from random effects analysis
I
.0111 1 89.9

Figure S17. Forest plot describing the association between convalescent plasma treatment and 28-day ICU related

outcomes. Apart from the overall analysis, the sub-analysis by multicenter status is presented.



Supplementary Figure S18.

28-day ICU-related outcomes, by adjustment

Study %

ID RR (95% CI) Weight
Blinded

Alemany (2022) + 0.50(0.09,2.74) 0.08
Korley (2021) —_— 1.28 (0.48,3.39) 0.24
Libster (2021) + 0.33(0.07,1.58) 0.09
Mangzini (2022) —_— 1.10 (0.62,1.97)  0.68
O’Donnell (2021) —_—1 1.58 (0.53,4.69) 0.19
Rojas (2022) —_— 0.82(0.35,1.91) 0.32
Simonovich (2021) — 0.88(042,1.83) 043
Sullivan (2022) —_— 0.75(0.17,3.31) 0.10
Thorlacius—Ussing (2022) = 1.31(0.48,3.57) 0.23
van den Berg (2022) + 0.33 (0.04,2.88) 0.05
Subtotal (I-squared = 0.0%, p = 0.807) <> 0.96 (0.71,1.31) 241
Open label

Abani (2021) . 0.98 (0.90,1.06) 34.15
Agarwal (2020) 1 0.88 (0.63,1.23) 2.04
AlQahtani (2021) 0.67(0.22,2.03) 0.19
Avendano—Sola (2021) . 0.91 (0.84,0.99) 33.87
Bar (2021) —0—"—- 0.49(0.15,1.58) 0.17
Begin (2021) 1.16 (0.94, 1.43)  5.19
Devos (2022) -4 1.00 (0.74,1.35)  2.59
Estcourt (2021) - 1.10(0.98,1.24) 16.82
Holm (2021) 3 * ! 028 (0.01,7.04) 0.02
Menichetti (2021) 0.91(0.67,1.23) 2.55
Subtotal (I-squared =27.4%, p=0.192) 0.99(0.92,1.06) 97.59
Overall (I-squared = 0.0%, p = 0.542) 0.98 (0.93,1.02)  100.00

NOTE: Weights are from random effects analysis

I
0111 1 89.9

Figure S18. Forest plot describing the association between convalescent plasma treatment and 28-day ICU related
outcomes. Apart from the overall analysis, the sub-analysis by blinding status is presented.



Study
1D

Africa
van den Berg (2022)
Subtotal (I-squared =.%,p=".)

Europe

Alemany (2022)
Avendano—Sola (2021)
Devos (2022)

R 4

L 4

Holm (2021) €
Manzini (2022)

Menichetti (2021)

Thorlacius—Ussing (2022)

Subtotal (I-squared = 0.0%, p =0.897)

India
Agarwal (2020)
Subtotal (I-squared = .%,p=".)

Latin America

Libster (2021)

Rojas (2022)

Simonovich (2021)

Subtotal (I-squared = 0.0%, p =0.529)

Middle East
AlQahtani (2021)
Subtotal (I-squared =.%,p=".)

More than one area

Abani (2021)

Begin (2021)

Estcourt (2021)

O’Donnell (2021)

Subtotal (I-squared = 32.8%, p = 0.215)
USA

Bar (2021)

Korley (2021)

Sullivan (2022)

Subtotal (I-squared = 0.0%, p = 0.460)

Overall (I-squared = 0.0%, p = 0.542)

NOTE: Weights are from random effects analysis

04

L 4

l
|

(>|

Supplementary Figure 519. 28-day ICU-related outcomes, by geographic region

RR (95% CI)

0.33 (0.04, 2.88)
0.33 (0.04, 2.88)

0.50 (0.09, 2.74)
0.91 (0.84, 0.99)
1.00 (0.74, 1.35)
0.28 (0.01, 7.04)
1.10 (0.62, 1.97)
091 (0.67, 1.23)
1.31(0.48, 3.57)
0.92 (0.85, 0.99)

0.88 (0.63, 1.23)
0.88 (0.63, 1.23)

0.33 (0.07, 1.58)
0.82 (0.35, 1.91)
0.88 (0.42, 1.83)
0.77 (0.46, 1.29)

0.67 (0.22, 2.03)
0.67 (0.22, 2.03)

0.98 (0.90, 1.06)
1.16 (0.94, 1.43)
1.10 (0.98, 1.24)
1.58 (0.53, 4.69)
1.05 (0.96, 1.15)

049 (0.15, 1.58)
1.28 (0.48, 3.39)
0.75 (0.17, 3.31)
0.84 (0.43, 1.64)

0.98 (0.93, 1.02)

%
Weight

0.05
0.05

0.08
33.87
259
0.02
0.68
255
0.23
40.02

2.04
2.04

0.09
0.32
0.43
0.84

0.19
0.19

34.15
5.19
16.82
0.19
56.36

0.17
0.24
0.10
0.51

100.00

0111

89.9

outcomes. Apart from the overall analysis, the sub-analysis by geographic region is presented.

Figure S19. Forest plot describing the association between convalescent plasma treatment and 28-day ICU related



Supplementary Figure 520. 28-day ICU-related outcomes, by ICU status

Study %
D RR (95% CI) Weight
1CU admission

Devos (2022) —— 1.00 (0.74, 1.35) 2.59
Libster (2021) + 0.33 (0.07, 1.58) 0.09
Rojas (2022) —_—— 0.82 (0.35, 1.91) 0.32
Thorlacius—Ussing (2022) ——— 1.31 (0.48, 3.57) 0.23
Subtotal (I-squared = 0.0%, p = 0.501) <> 0.97 (0.74, 1.26) 3.23
iMV

van den Berg (2022) . 0.33 (0.04, 2.88) 0.05
Subtotal (I-squared =.%,p=".) — 0.33 (0.04, 2.88) 0.05
MV or ECMO or death

Estcourt (2021) *> 1.10 (0.98, 1.24) 16.82
Subtotal (I-squared =%, p=".) + 1.10 (0.98, 1.24) 16.82
intubation or death

Begin (2021) - 1.16 (0.94, 1.43) 5.19
Subtotal (T-squared = .%, p=.) > 1.16 (0.94, 1.43) 5.19
invasive ventilatory support

Simonovich (2021) —_—— 0.88 (0.42, 1.83) 0.43
Subtotal (I—squared = %, p=.) <> 0.88 (0.42, 1.83) 0.43
MV

Alemany (2022) 4 0.50 (0.09, 2.74) 0.08
Subtotal (I-squared = %, p=") —_— 0.50 (0.09, 2.74) 0.08
i\/‘lV or ECMO

Bar (2021) ——— 0.49 (0.15, 1.58) 0.17
Subtotal (I-squared = %, p=.) — ] 0.49 (0.15, 1.58) 0.17
MV or ICU admission

Sullivan (2022) —_— 0.75 (0.17, 3.31) 0.10
Subtotal (I-squared = %, p=") — 0.75(0.17, 3.31) 0.10
MV or death

Mangzini (2022) 1.10 (0.62, 1.97) 0.68
Subtotal (I—squared = %, p=.) 1.10 (0.62, 1.97) 0.68

i\HV or high—flow 02 or IMV or ECMO or death
Avendano—Sola (2021)
Subtotal (I-squared =%, p=".)

091 (0.84,0.99)  33.87
091 (0.84,0.99)  33.87

Progression to PaO2/FiQ2 of <150 mm Hg or death
Menichetti (2021)
Subtotal (I-squared=.%,p=.)

091 (0.67,1.23)  2.55
091 (0.67,1.23)  2.55

Ventilation treatment
Abani (2021)

o458

0.98 (0.90, 1.06) 34.15

Agarwal (2020) —r 0.88 (0.63, 1.23) 2.04
AlQahtani (2021) —_— 0.67 (0.22, 2.03) 0.19
Holm (2021) < <+ 0.28 (0.01, 7.04) 0.02
Korley (2021) ———— 1.28 (0.48, 3.39) 0.24
O’Donnell (2021) —— 1.58 (0.53, 4.69) 0.19
Subtotal (I-squared = 0.0%, p = 0.784) 2' 0.98 (0.90, 1.06) 36.84
Overall (I-squared = 0.0%, p = 0.542) { 0.98 (0.93, 1.02) 100.00
NOTE: Weights are from random effects analysis

| 1

0111 1 89.9

Figure S20. Forest plot describing the association between convalescent plasma treatment and 28-day ICU related
outcomes. Apart from the overall analysis, the sub-analysis by ICU status is presented.



Supplementary Figure S21. 28-day ICU-related outcomes, by titer

Study %

ID RR (95% CT) Weight
High—titer

Alemany (2022) * 0.50 (0.09,2.74)  0.08
Devos (2022) —— 1.00 (0.74,1.35)  2.59
Korley (2021) —_— 1.28(0.48,3.39) 024
Rojas (2022) —_— 0.82(0.35,1.91) 032
Sullivan (2022) ——t— 0.75(0.17,3.31)  0.10
Thorlacius—Ussing (2022) —_— 1.31(0.48,3.57) 0.23
Subtotal (I-squared = 0.0%, p=10.911) <> 0.99(0.77,1.28)  3.56

Non high—titer

Abani (2021) . 0.98 (0.90, 1.06)  34.15
Agarwal (2020) —et- 0.88 (0.63,1.23)  2.04
Avendano—Sola (2021) * 0.91 (0.84, 0.99) 33.87
Bar (2021) 0.49(0.15,1.58)  0.17
Begin (2021) t 1.16 (0.94,1.43) 519
Esteourt (2021) - 1.10(0.98,1.24)  16.82
Holm (2021) € + 0.28(0.01,7.04)  0.02
Libster (2021) ¢ 0.33(0.07,1.58)  0.09
Manzini (2022) —— 1.10(0.62,1.97)  0.68
Menichetti (2021) —— 091 (0.67,1.23) 255
O’Donnell (2021) —_— 1.58 (0.53,4.69) 0.19
Simonovich (2021) —— 0.88(0.42,1.83) 043
van den Berg (2022) + 0.33(0.04,2.88)  0.05
Subtotal (I-squared = 23.7%, p = 0.204) q 0.99(0.92,1.06) 9625
Not reported

AlQahtani (2021) — 0.67(0.22,2.03)  0.19
Subtotal (I-squared = .%, p=".) - 0.67 (0.22,2.03)  0.19
Overall (I-squared = 0.0%, p = 0.542) ‘ 0.98 (0.93, 1.02) 100.00

NOTE: Weights are from random effects analysis

I I
0111 89.9

—

Figure S21. Forest plot describing the association between convalescent plasma treatment and 28-day ICU related
outcomes. Apart from the overall analysis, the sub-analysis by titer is presented.



Supplementary Figure 522. 28-day score-related outcomes, by adjustment

Study %
D RR (95% CI) Weight
i
Multivariate ;
O’Dennell (2021) —-Io-— 1.09 (0.93,1.27) 23.61
Rojas (2022) i—‘— 1.60 (1.03,2.49) 3.94
Subtotal (I-squared = 61.0%, p = 0.110) <::.:> 1.25(0.87,1.78)  27.55
|
Univariate i
Bennett—Guerrero (2021) i 1.33(0.37,4.77) 050
Denkinger (2022) —-é-’— 1.16 (0.91,1.47)  12.05
Kirenga (2021) —O—I 0.98 (0.90,1.07) 4595
Li (2020) —-é—‘— 1.20(0.82,1.75) 540
van den Berg (2022) —OI— 1.03 (0.77,1.38)  8.55
Subtotal (I-squared = 0.0%, p = 0.601) <>I 1.01 (0.94,1.09) 72.45
. i
Overall (I-squared = 17.2%, p = 0.299) <® 1.06 (0.97,1.16)  100.00
|
NOTE: Weights are from random effects analysis i
I

T
21 1 4.77

Figure S22. Forest plot describing the association between convalescent plasma treatment and 28-day score-related
outcomes. Apart from the overall analysis, the sub-analysis by adjustment is presented.



Supplementary Figure 523. 28-day score-related outcomes, by multicenter status

Study %
D RR (95% CI) Weight
i
Multicenter :
Denkinger (2022) —i—‘— 1.16 (0.91, 1.47) 12.05
Li (2020) —E—O— 1.20(0.82, 1.75) 5.40
O’Donnell (2021) —-IO— 1.09 (0.93,1.27) 23.61
Rojas (2022) E—O— 1.60 (1.03, 2.49) 3.94
Subtotal (I-squared = 0.0%, p = 0.451) <> 1.15(1.02,1.29) 45.00
i
i
Single—center g
Bennett—Guerrero (2021) i 1.33(0.37,4.77) 0.50
Kirenga (2021) -0- 0.98 (0.90, 1.07) 45.95
van den Berg (2022) _|.|_ 1.03 (0.77, 1.38) 8.55
Subtotal (I-squared = 0.0%, p = 0.854) <>: 0.99(0.91, 1.07) 55.00
i
Overall (I-squared = 17.2%, p =0.299) <® 1.06 (0.97, 1.16) 100.00
Y
I
NOTE: Weights are from random effects analysis i
T

21 1 4.77

Figure S23. Forest plot describing the association between convalescent plasma treatment and 28-day score-related
outcomes. Apart from the overall analysis, the sub-analysis by multicenter status is presented.



Supplementary Figure S24. 28-day score-related outcomes, by blinding status

Study %
ID RR (95% CI) Weight
Blinded

Bennett—Guerrero (2021) * 1.33(0.37,4.77) 0.50

O’Donnell (2021) g 1.09 (0.93,1.27) 23.61
Rojas (2022) i—‘— 1.60 (1.03, 2.49) 3.94
van den Berg (2022) —OI— 1.03 (0.77, 1.38) 8.55
Subtotal (I-squared = 0.0%, p = 0.394) 'IO 1.12(0.98,1.27) 36.60
i
i
Open label g
Denkinger (2022) —-é-'— 1.16 (0.91, 1.47) 12.05
Kirenga (2021) -0- 0.98 (0.90, 1.07) 45.95
Li (2020) —-é—’— 1.20 (0.82, 1.75) 5.40
Subtotal (I-squared =21.5%, p = 0.280) <> 1.03(0.92, 1.17) 63.40
i
Overall (I-squared = 17.2%, p = 0.299) <® 1.06 (0.97, 1.16) 100.00

NOTE: Weights are from random effects analysis

T T
21 1 4.77

Figure S24. Forest plot describing the association between convalescent plasma treatment and 28-day score-related
outcomes. Apart from the overall analysis, the sub-analysis by blinding status is presented.



Supplementary Figure $25. 28-day score-related outcomes, by geographic region

Study %
ID RR (95% CI) Weight
T
Africa | !
Kirenga (2021) - 0.98(0.90, 1.07)  45.95
van den Berg (2022) —_— 1.03(0.77,1.38)  8.55
1
Subtotal (I-squared = 0.0%, p =0.749) <> 0.98(0.90, 1.07)  54.50
1
. 1
East Asia :
Li (2020) —_—— 1.20(0.82,1.75)  5.40
Subtotal (I-squared =.%, p=.) <:> 1.20(0.82,1.75) 540
5 1
1
Europe 1
1
Denkinger (2022) T 1.16(0.91,1.47)  12.05
Subtotal (I-squared=.%,p=.) <:> 1.16(0.91, 1.47)  12.05
1
1
Latin America ;
Rojas (2022) — 1.60(1.03,2.49)  3.94

Subtotal (I-squared =.%, p=") o 1.60(1.03,2.49)  3.94

More than one area

O’Donnell (2021) ———— 1.09(0.93,1.27)  23.61

Subtotal (I-squared =.%, p=".) <:> 1.09(0.93,1.27)  23.61
1

i 1

USA :

*

Bennett—Guerrero (2021)
Subtotal (I-squared = .%,p=".)

1.33(037,477) 050
1.33(0.37,4.77)  0.50

Overall (I-squared = 17.2%, p = 0.299) 'O 1.06 (0.97, 1.16) 100.00

NOTE: Weights are from random effects analysis
I T
21 4.77

—_

Figure S25. Forest plot describing the association between convalescent plasma treatment and 28-day score-related
outcomes. Apart from the overall analysis, the sub-analysis by geographic region is presented.



Supplementary Figure 526. 28-day score-related outcomes, by titer
Study

High—titer

Rojas (2022) e

Subtotal (I-squared =.%, p=.) O

RR (95% CI)

1.60 (1.03, 2.49)
1.60 (1.03, 2.49)

I

I

1

Non high—titer !
I

Bennett—Guerrero (2021) :
1

Denkinger (2022) ———
Kirenga (2021) -O—I
Li (2020) —-é—’—
O’Donnell (2021) --Io—
van den Berg (2022) —0:—
Subtotal (I-squared = 0.0%, p = 0.628) ¢ I

i
Overall (I-squared = 17.2%, p =0.299) <®

NOTE: Weights are from random effects analysis

1.33(0.37,4.77)
1.16 (0.91, 1.47)
0.98 (0.90, 1.07)
1.20 (0.82, 1.75)
1.09 (0,93, 1.27)
1.03 (0.77, 1.38)
1.03 (0.96, 1.10)

1.06 (0.97, 1.16)

%
Weight

3.94
3.94

0.50
12.05
45.95
5.40
23.61
8.55
96.06

100.00

T
21

=

Figure S26. Forest plot describing the association between convalescent plasma treatment and 28-day score-related

outcomes. Apart from the overall analysis, the sub-analysis by titer is presented.



Supplementary Figure S27. 14-day mortality, by adjustment

Study %

ID RR (95% CI) Weight
|

Multivariate :

Avendano—Sola (2021) —— 0.58 (0.22, 1.54) 8.50

Devos (2022) —O—i— 0.61 (0.24, 1.55) 9.33

Self (2022) —:‘—0— 1.26 (0.82, 1.93) 31.18

Subtotal (I-squared =41.1%, p=0.183) <> 0.88 (0.51, 1.54) 49.01
|
i

Univariate :

Bar (2021) + : 0.49 (0.02, 12.64) 0.85

Ortigoza (2022) —OI— 0.90 (0.58, 1.39) 30.22

Sekine (2022) —i-—o— 2.00(0.72, 5.57) 7.83

Simonovich (2021) —0—:‘— 0.46 (0.17, 1.26) 8.05

Thorlacius—Ussing (2022) : 1.64 (0.38, 7.08) 4.04

Subtotal (I-squared = 16.0%, p=0.313) <> 0.96 (0.60, 1.51) 50.99
i

Overall (I-squared = 15.2%, p=10.311) <> 0.95 (0.71, 1.29) 100.00
!

NOTE: Weights are from random effects analysis !

I

.019 1 52.6

Figure S27. Forest plot describing the association between convalescent plasma treatment and 14-day mortality.
Apart from the overall analysis, the sub-analysis by adjustment is presented.



Supplementary Figure $28. 14-day mortality, by multicenter status

Study %

ID RR (95% CI) Weight
|

Multicenter :

Avendano—Sola (2021) —— 0.58 (0.22, 1.54) 8.50

Devos (2022) —O—E— 0.61 (0.24, 1.55) 9.33

Ortigoza (2022) —OI— 0.90 (0.58, 1.39) 30.22

Self (2022) —:l—O— 1.26 (0.82, 1.93) 31.18

Thorlacius—Ussing (2022) : + 1.64 (0.38, 7.08) 4.04

Subtotal (I-squared = 1.4%, p=0.398) <> 0.98 (0.75, 1.30) 83.26
i

Single—center ]

Bar (2021) i 0.49 (0.02, 12.64) 0.85

Sekine (2022) —It—o— 2.00 (0.72, 5.57) 7.83

Simonovich (2021) —+—-i-— 0.46 (0.17, 1.26) 8.05

Subtotal (I-squared = 51.9%, p = 0.125) <> 0.89 (0.28, 2.83) 16.74

- |

Overall (I-squared = 15.2%, p=10.311) <> 0.95 (0.71, 1.29) 100.00
!

NOTE: Weights are from random effects analysis !

.O|l9 1 52I.6

Figure S28. Forest plot describing the association between convalescent plasma treatment and 14-day mortality.

Apart from the overall analysis, the sub-analysis by multicenter status is presented.



Supplementary Figure 529. 14-day mortality, by blinding status

Study %

ID RR (95% CI) Weight
|

Blinded :

Ortigoza (2022) —_— 0.90 (0.58, 1.39) 30.22

Sekine (2022) —:—o— 2.00(0.72, 5.57) 7.83

Self (2022) —:‘—0— 1.26 (0.82, 1.93) 31.18

Simonovich (2021) —0—:‘— 0.46 (0.17, 1.26) 8.05

Thorlacius—Ussing (2022) : 1.64 (0.38, 7.08) 4.04

Subtotal (I-squared = 28.7%, p=0.230) <> 1.07 (0.74, 1.54) 81.32
i

Open label ]

Avendano—Sola (2021) —o—i-— 0.58 (0.22, 1.54) 8.50

Bar (2021) . . 0.49 (0.02, 12.64)  0.85

Devos (2022) —-0—4:-— 0.61 (0.24, 1.55) 9.33

Subtotal (I-squared = 0.0%, p = 0.991) O;» 0.59 (0.31, 1.14) 18.68
|

Overall (I-squared = 15.2%, p=10.311) <> 0.95 (0.71, 1.29) 100.00
|

NOTE: Weights are from random effects analysis !

I

.019 1 52.6

Figure S29. Forest plot describing the association between convalescent plasma treatment and 14-day mortality.
Apart from the overall analysis, the sub-analysis by blinding status is presented.



Supplementary Figure S30. 14-day mortality, by geographic region

Study %

ID RR (95% CI) Weight
|

Europe !

Avendano—Sola (2021) —_— 0.58(0.22,1.54) 8.50

Devos (2022) —0—:‘— 0.61(0.24,1.55) 9.33

Thorlacius—Ussing (2022) 1—e 1.64 (0.38,7.08) 4.04

Subtotal (I-squared = 0.0%, p = 0.467) <::> 0.71(0.39,1.31) 21.87
|

Latin America i

Sekine (2022) —_— 2.00(0.72,5.57) 7.83

Simonovich (2021) —-0-—:*— 0.46 (0.17,1.26)  8.05

Subtotal (I—squared = 75.1%, p = 0.045) <> 0.96 (0.23, 4.04) 15.88
T

: |

USA |

Bar (2021) + : 0.49 (0.02, 12.64) 0.85

Ortigoza (2022) = 0.90(0.58,1.39)  30.22

Self (2022) —:r-O-— 1.26 (0.82,1.93)  31.18

Subtotal (I-squared = 0.0%, p =0.500) <I> 1.06 (0.78, 1.44)  62.25
|

: |

Overall (I-squared = 15.2%,p=0.311) <> 0.95(0.71,1.29)  100.00
|

NOTE: Weights are from random effects analysis i

I I

.019

—_

52.6

Figure S30. Forest plot describing the association between convalescent plasma treatment and 14-day mortality.
Apart from the overall analysis, the sub-analysis by geographic region is presented.



Supplementary Figure S31. 14-day mortality, by titer

Study
ID

High—titer

Devos (2022)

Thorlacius—Ussing (2022)

Subtotal (I-squared = 20.0%, p = 0.263)

Non high—titer
Avendano—Sola (2021)

LA
V

Bar (2021)

Ortigoza (2022) —

Sekine (2022) i I —
Self (2022) '.‘"—
Simonovich (2021) _..._+_

Subtotal (I-squared = 26.0%, p = 0.239) <>

Overall (I-squared = 15.2%, p=10.311)

NOTE: Weights are from random effects analysis

RR (95% CI)

0.61 (0.24, 1.55)
1.64 (0.38, 7.08)
0.85 (0.34, 2.10)

0.58 (0.22, 1.54)
0.49 (0.02, 12.64)
0.90 (0.58, 1.39)
2.00 (0.72, 5.57)
1.26 (0.82, 1.93)
0.46 (0.17, 1.26)
0.97 (0.68, 1.38)

0.95 (0.71, 1.29)

%

Weight

9.33
4.04
13.37

8.50
0.85
30.22
7.83
31.18
8.05
86.63

100.00

T
.019

1

Figure S31. Forest plot describing the association between convalescent plasma treatment and 14-day mortality.

Apart from the overall analysis, the sub-analysis titer is presented.



Supplementary Figure $32. 14-day hospital discharge, by adjustment

Study

Univariate

Sekine (2022)

Self (2022)

Simonovich (2021)

Thorlacius—Ussing (2022)

Subtotal (I-squared = 0.0%, p = 0.995)

Overall (I-squared = 0.0%, p = 0.995)

NOTE: Weights are from random effects analysis

RR (95% CI)

0.97 (0.64, 1.46)

0.96 (0.87, 1.05)

0.96 (0.79, 1.16)

0.93 (0.75, 1.16)

0.96 (0.89, 1.03)

0.96 (0.89, 1.03)

%

Weight

3.59

67.82

16.25

12.34

100.00

100.00

T
.644

L.55

Figure S32. Forest plot describing the association between convalescent plasma treatment and 14-day hospital

discharge. Apart from the overall analysis, the sub-analysis by adjustment is presented.



Supplementary Figure $33. 14-day hospital discharge, by multicenter status

Study %

D RR (95% CI) Weight
Multicenter

Self (2022) — 0.96 (0.87, 1.05) 67.82

Thorlacius—Ussing (2022) 0.93 (0.75, 1.16) 12.34

Subtotal (I-squared = 0.0%, p = 0.795) > 0.96 (0.88, 1.04) 80.16

Single—center

Sekine (2022) 0.97 (0.64, 1.46) 3.59

Simonovich (2021) 0.96 (0.79, 1.16) 16.25

1

|

1

:
— = |

1

1

- 1

1
==

1

1

I

1

I

1

1

1

1

1

|

Subtotal (I-squared = 0.0%, p = 0.964) <> 0.96 (0.81, 1.14) 19.84

i

. 1

1

1
=

1

1

1

I

1

Overall (I-squared = 0.0%, p = 0.995) > 0.96 (0.89, 1.03) 100.00

NOTE: Weights are from random effects analysis

|
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Figure S33. Forest plot describing the association between convalescent plasma treatment and 14-day hospital
discharge. Apart from the overall analysis, the sub-analysis by multicenter status is presented.



Supplementary Figure S34. 14-day hospital discharge, by blinding status

Study

Blinded

Sekine (2022)

L

Self (2022)

Simonovich (2021)

p

- - -

Thorlacius—Ussing (2022)

Subtotal (I-squared = 0.0%, p = 0.995)

Overall (I-squared = 0.0%, p = 0.995) <:

NOTE: Weights are from random cffects analysis

RR (95% CI)

0.97 (0.64, 1.46)

0.96 (0.87, 1.05)

0.96 (0.79, 1.16)

0.93 (0.75, 1.16)

0.96 (0.89, 1.03)

0.96 (0.89, 1.03)
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16.25
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100.00
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Figure S34. Forest plot describing the association between convalescent plasma treatment and 14-day hospital

discharge. Apart from the overall analysis, the sub-analysis by blinding status is presented.



Supplementary Figure $35. 14-day hospital discharge, by multicenter status

Study %
ID RR (95% CI) Weight
Europe

3

Thorlacius—Ussing (2022) 0.93 (0.75, 1.16) 12.34

/\
!

Subtotal (I-squared =.%,p=.) 0.93 (0.75, 1.16) 12.34

Latin America

;

Sekine (2022) 0.97 (0.64, 1.46) 3.59

Simonovich (2021) 0.96 (0.79, 1.16) 16.25

[ 0.96(0.81,1.14)  19.84

Subtotal (I-squared = 0.0%, p = 0.964)

USA
Self (2022) 0.96(0.87,1.05)  67.82

Subtotal (I-squared =.%, p=.) — 0.96 (0.87, 1.05) 67.82

Overall (I-squared = 0.0%, p = 0.995) > 0.96 (0.89, 1.03) 100.00
NOTE: Weights are from random effects analysis
T T
.644 1 1.55

Figure S35. Forest plot describing the association between convalescent plasma treatment and 14-day hospital

discharge. Apart from the overall analysis, the sub-analysis by geographic region is presented.



Supplementary Figure $36. 14-day hospital discharge, by titer

Study
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Thorlacius—Ussing (2022) -+

Subtotal (I-squared = .%,p=".) '<::>
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Self (2022)
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Subtotal (I-squared = 0.0%, p = 0.999)

Overall (I-squared = 0.0%, p = 0.995)

NOTE: Weights are from random effects analysis

RR (95% CI)

0.93 (0.75, 1.16)

0.93 (0.75, 1.16)

0.97 (0.64, 1.46)
0.96 (0.87, 1.05)
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Figure S36. Forest plot describing the association between convalescent plasma treatment and 14-day hospital

discharge. Apart from the overall analysis, the sub-analysis by titer is presented.



Supplementary Figure S37. Funnel plot, portraying publication bias for 28-day mortality
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Supplementary Figure S38. Funnel plot, portraying publication bias for 28-day ICU-related

outcomes

S.E. of In(RR)

1

1.5

Funnel plot with pseudo 95% confidence limits

/ \
’ o Y
’ 8 %
/ ° \
\
o ® . \
N
= \
° \
’ \
Y, \
7 \
Y N
v \
’ N
’ \
\
\
\
\
N
1 1 I T T
4 2 0 2 4

In(RR)



