Supplementary

Vaccine

Study or Subgroup Events Total Events

Control

0Odds Ratio
Total Weight M-H, Random, 95% CI

Odds Ratio

M-H, Random, 95% CI

1.1.1 mRNA

Fernando P. Polack et al., 2020 126 21621 111 21631 19.0% 1.14 (0.88, 1.47]
L.R. Baden et al., 2021 (1st dose) 5 15168 6 15155 2.8% 0.83[0.25, 2.73]
LR. Baden et al., 2021 (2nd dose) 14 14677 3 14566  2.5% 4.63[1.33,16.13)
Subtotal (95% CI) 51466 51352 24.3% 1.47 [0.65, 3.29]
Total events 120

Heterogeneity: Tau? = 0.31; Chi? = 5.06, df = 2 (P = 0.08); I’ = 61%

Test for overall effect: Z = 0.93 (P = 0.35)

1.1.2 Non-Replicating Viral Vector

Denis Y Logunov et al., 2021 45 16427 23 5345 10.4% 0.64 [0.38, 1.05)
J. Sadoff et al., 2021 70 21895 98 21888 16.8% 0.71[0.52,0.97]
Merryn Voysey et al., 2020 79 12021 89 11724 17.0% 0.86 [0.64, 1.17]
Subtotal (95% CI) 50343 38957 44.2% 0.76 [0.62, 0.93]
Total events 194 210

Heterogeneity: Tau? = 0.00; Chi? = 1.34, df = 2 (P = 0.51); I’ = 0%

Test for overall effect: .70 (P = 0.007)

1.1.3 Inactivated

Nawal Al Kaabi et al., 2021(HB02) 59 13471 78 13453 15.6% 0.75 [0.54, 1.06]
Nawal Al Kaabi et al., 2021 (WIV04) 64 13464 78 13453  15.9% 0.82 [0.59, 1.14]
Subtotal (95% CI) 26935 26906 31.5% 0.79 [0.62, 1.00]
Total events 123 156

Heterogeneity: Tau? = 0.00; Chi? = 0.12, df = 1 (P = 0.73); I’ = 0%

Test for overall effect: Z = 1.98 (P = 0.05)

Total (95% CI) 128744 117215 100.0% 0.86 [0.70, 1.06]

Total events 462
Heterogeneity: Tau® = 0.04; Chi’® =

Test for overall effect: Z = 1.38 (P = 0.
Test for subgroup differences: Chi* = 2.39, df = 2 (P = 0.30), I = 1
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Figure S1. Forest plot of association between serious adverse events and COVID-19 vaccine.

Vaccine Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 mRNA
Noa Dagan et al., 2021 (symptomatic cases) 17 118790 183 117928  6.3% 0.09(0.06, 0.15) —_
Noa Dagan et al., 2021 (asymptomatic cases) 39 108997 151 109375  6.3% 0.26(0.18, 0.37) -
Melanie D. Swift et al., 2021 30 44011 997 23931  6.3% 0.02[0.01,0.02) ——
LR. Baden et al., 2021 11 14134 185 14073 6.2% 0.06(0.03, 0.11) —_—
Fernando P. Polack et al., 2020 8 18198 162 18325  6.1% 0.05 [0.02, 0.10) ——
Eric  Haas etal,, 2021 6266 4714932 109876 1823979  6.4% 0.02[0.02,002)
Subtotal (95% CI) 5019062 2107611  37.7% 0.05 (0.02,0.13]
Total events. 1554
Heterogeneity: Tau? = 1.24; Chi? = 236.02, df = 5 (P < 0.00001); ¥ = 9ax
Test for overall effect: Z = 6.27 (P < 0.00001)
2.1.2 Non-Replicating Viral Vector
Merryn Voysey et al., 2021 (symptomatic cases) 74 7200 197 7179 6.4% 0.37(0.29, 0.49) -
Merryn Voysey et al., 2021 (asymptomatic cases) 41 2692 42 2751 6.3% 1.00 (0.65, 1.53] |
Katherine R W Emary et al., 2021b (non-8.1.1.7) 8 4244 26 4290 6.1% 0.31(0.14, 0.69) _
Katherine R W Emary et al., 2021b (8.1.1.7) 8 4244 11 4290 6.0% 0.74(0.30, 1.83) s
Katherine R W Emary et al., 2021a (non-8.1.1.7) 15 4244 80 4290 6.2% 0.19(0.11, 0.33) —
Katherine R W Emary et al., 2021a (8.1.1.7) 12 4244 40 4290  6.2% 0.30(0.16, 0.58) _
J. Sadoff et al., 2021 114 19514 345 19544  6.4% 0.33(0.27, 0.41) ~
Denis Y Logunov et al., 2021 13 14094 47 4601 6.2% 0.09 (0.05, 0.17] —_
Subtotal (95% CI) 60477 51235  49.7% 0.33 (022, 0.50] L 4
Total events 788
Heterogeneity: Tau? = 0.29; Chi? = 50.07, df = 7 (P < oooom) 1 = 86%
Test for overall effect: Z = 5.14 (P < 0.00001)
2.1.3 Inactivated
Nawal Al Kaabi et al., 2021 (WIV04) 42 12727 116 12722 6.3% 0.36(0.25, o 51) —
Nawal Al Kaabi et al., 2021(HB02) 31 12713 116 12722 6.3% —_
Subtotal (95% CI) 25440 25444 12.6% L 3
Total events 232
Heterogeneity: Tau® = 0.01; Chi® = 1.26, df = 1 (P = 0., 26) = 20%
Test for overall effect: Z = 7.65 (P < 0.00001)
Total (95% CI) 5104979 2184290 100.0% 0.17 [0.07, 0.40] e
Total events 112574
Heterogeneity: Tau? = 3.11; Chi = 2151.99, df = 15 (P < 0.00001); I’ = 99% ot 700

Test for overall effect: Z = 4.02 (P < 0.0001)
Test for subgroup differences: Chi* = 13.72, df = 2 (P = 0.001), I* = 85.4%

0.1 10
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Figure S2. Forest plot of association between COVID-19 cases and vaccination after the 2 dose.

Vaccine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 mRNA
Fernando P. Polack et al., 2020 39 21669 82 21686 13.4% 0.48 [0.33, 0.70] —
L.R. Baden et al., 2021 2 14550 35 14598 9.3% 0.06 [0.01, 0.24]
Nick K Jones et al., 2021 17 5524 26 3252 12.7% 0.38[0.21, 0.71] —_—
Noa Dagan et al., 2021 (asymptomatic cases) 308 263540 447 263447 13.8% 0.69 [0.60, 0.80] -
Noa Dagan et al., 2021 (symptomatic cases) 711 298144 314 298428 13.8% 2.27 [1.98, 2.59] -
Subtotal (95% CI) 603427 601411  63.0% 0.53 [0.23, 1.20] -
Total events 1077 904
Heterogeneity: Tau? = 0.77; Chi* = 197.97, df = 4 (P < 0.00001); I* = 98%
Test for overall effect: Z = 1.52 (P = 0.13)
4.1.2 Non-Replicating Viral Vector
Denis Y Logunov et al., 2021 30 14999 79 4950 13.3% 0.13[0.08, 0.19] =
Merryn Voysey et al., 2021 (asymptomatic cases) 7 3236 6 3239 10.8% 1.17 [0.39, 3.47] B o —
Merryn Voysey et al., 2021 (symptomatic cases) 17 9257 71 9237  13.0% 0.24[0.14, 0.41] ——
Subtotal (95% CI) 27492 17426 37.0% 0.29 [0.11, 0.76] -
Total events 156
Heterogeneity: Tau? = 0.62; Chi? = 15.26, df = 2 (P = 0. 0005) 12 = 87%
Test for overall effect: Z = 2.50 (P = 0.01)
Total (95% CI) 630919 618837 100.0% 0.42 [0.20, 0.89] -
Total events 1131 1060
Heterogeneity: Tau® = 1.07; Chi? 333 42, df = 7 (P < 0.00001); I* = 98% .01 o1 10 100
Test for overall effect: Z = 2.26 (P Favours [vaccine] Favours [control]

02)
Test for subgroup differences: Chi? = 0 89,df =1 (P=0.34), 1> =

0%

Figure S3. Forest plot of association between COVID-19 cases and vaccination after the first dose.



Vaccine Control Risk Ratio Risk Ratio

Study or p Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eric ) Haas et al., 2021 364 4714932 3201 1823979 23.2% 0.04 [0.04, 0.05) L]

Fernando P. Polack et al., 2020 1 21669 4 21686  10.4% 0.25 [0.03, 2.24] — o == [ .

J. Sadoff et al., 2021 14 19514 60 19544  21.4% 0.23[0.13, 0.42] -

L.R. Baden et al., 2021 0 14134 32 14073 7.8% 0.02 [0.00, 0.25] &——

Merryn Voysey et al., 2020 0 12021 1 11724 6.4% 0.33 (0.01, 7.98]

Nawal Al Kaabi et al., 2021(HB02) 0 12726 2 12737 6.9% 0.20[0.01,4.17) ¥—————————
Nawal Al Kaabi et al., 2021 (WIV04) 0 12743 2 12737 6.9% 0.20[0.01,4.16) +———————1——
Noa Dagan et al., 2021 3 110076 23 109929 17.0% 0.13 [0.04, 0.43] —_—

Total (95% Cl) 4917815 2026409 100.0% 0.12 [0.05, 0.30] -

Total events 382 3325

Heterogeneity: Tau? = 1.02; Chi’ = 39.43, df = 7 (P < 0.00001); I = 82%
Test for overall effect: Z = 4.41 (P < 0.0001)
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Vaccine Control Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events  Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Eric J Haas et al., 2021 596 4714932 5526 1823979 53.8% 0.04 [0.04, 0.05) | |
Merryn Voysey et al., 2020 0 12021 5 11724 12.5% 0.09[0.00,1.60) &
Noa Dagan et al., 2021 3110054 16 109867 33.7% 0.19[0.05, 0.64] —
Total (95% CI) 4837007 1945570 100.0% 0.08 [0.02, 0.24] e
Total events 599 5547

ity: Tau? = 0.66; Chi* = =2(P=0.05) 1= F t : {
Heterogeneity: Tau’ = 0.66; Chi‘ = 5.92, df = 2 (P = 0.05); I = 66% 001 o1 I 10

Test for overall effect: Z = 4.32 (P < 0.0001) Favours [vaccine] Favours [control]

Vaccine Control Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eric ) Haas et al., 2021 138 4714932 715 1823979 62.3% 0.07 0.06, 0.09] [ |
Noa Dagan et al., 2021 2 110101 5 110008 37.7% 0.40(0.08, 2.06) T
Total (95% CI) 4825033 1933987 100.0% 0.14[0.03, 0.69) -l
Total events 140 720

o Tar = 1 0C (Chi2 = 1= o I } t {
Heterogeneity: Tau® = 1.05; Chi® = 3.97, df = 1 (P = 0.05); I = 75% o o 0 0

Test for overall effect: Z = 2.41 (P = 0.02) Favours [vaccine Favours [control]

Figure S4. Forest plot of association between severity of COVID-19 and
vaccines. (a): Severe cases; (b): Hospitalized cases; (c): Death.



