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Analyses: Incident medical diagnosis stratified by
number of core confounders

Analysis 1.1. Incidence of Diabetes

exp(ES) Weight

Study with 95% CI (36)
= L

Rezel-Potts 2022 1.07[0.99, 1.16] 8.22
Wander 2022 E 3 1.86[1.73, 2.01] 8.23
Whittaker 2021 —— 2.10[1.76, 250] 7.75

Heterogeneity: T# = 0.12, |2 = 88.07%, H? = 51,87 I —— 1 60 | 0.66, 3.93]
Test of 8,= 8: Q(2) = 115.77, p = 0.00
Test of @ = 0: 1(2) = 2.27, p = 0.15

4
Rathmann 2022 —— 1.28[1.05, 1.57] 7.58
Subramanian 2022 —— 1.56[1.09, 2.23] 6.33
Sharma 2022 — 233[1.99, 2.72] 7.87

Heterogeneity: T2 = 0.08, I = B6.68%, H? = 7.51  —— e 1 60 [ 0.77, 3.69]
Test of 8, = 8;: Q(2) = 2.0, p = 0.00
Test of @ = 0: 1(2) = 2.87, p = 0.10

5
Patel 2022 - outpatient cohort = o 1.02[0.90, 1.15] 8.05
Chevinsky 2021 — 1.10[0.78, 1.56] 6.42
Patel 2022 - hospitalised cohort = 1.30[1.07, 1.57] 7.66
Al-Aly 2022 | 1.36[1.32, 1.41] 8.32
Cohen 2022 - 1.49[1.31, 1.70] 8.01
Daugherty 2021 - 1.83[1.60, 2.10] 7.98
Ayoubkhani 2021 —l—320[262 391] 758
Heterogeneity: T2 = 0.14, I¥ = 97.37%, H? = 38.09 — - 1.51[1.06, 2.14]

Test of 8, = 8: Q(6) = 112.14, p = 0.00

Test of 8 = 0: t(6) = 2.84, p = 0.03

Overall - 1.57[1.28, 1.92]

Heterogenaity: T2 = 0.10, |2 = 87.18%, H? = 35.49
Test of 8, = 0: Q(12) = 273.61, p = 0.00
Test of 8 = 0: t(12) = 4.81, p = 0.00

Test of group differences: Q,(2) = 0.25, p = 0.88

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 1.2. Incidence of Thyroid Disorders

exp(ES) Weight
Study with 95% CI (%)
4
Subramanian 2022 0.63[0.19, 2.12] 13.85
Heterogeneity: 12 = 0.00, 12 = %, H2 =. e — () 63 [ 0.19, 2.12]
Testof 8 = 8: Q(0) =-0.00,p =.
Testof 8=0:10) =-0.75, p=.
5
Chevinsky 2021 —— 1.10[0.80, 1.51] B6.15
Heterogeneity: ¢ = 0.00, I* = %, H*=. i 1.10[0.80, 1.51]
Testof © =8:Q(0)=0.00,p=.
Testof 8 =0:10)=059,p=.
Overall e T 027000 1 e

Heterogeneity: 1 = 0.04, | = 17.30%, H*=1.21
Testof 8 = 8: Q1) =0.76, p = 0.38
Testof 8 =0:1(1)=0.09, p =0.94

Test of group differences: Q,(1) = 0.76, p = 0.38

s 12 1 2
Random-effects Sidik—Jonkman model

Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 2.1. Any Psychiatric Disorder

exp(ES) Weight
Study with 85% ClI (%)
0
Xiong 2021 298 [ 167, 531] 8.06
Heterogeneity: T2 = 0.00, I? = %, H? = ——— 2 98 [ 1.67, 5.31]

Testof © =8;:Q(0)=0.00,p=.
Testof @ =0:40)=3.70,p=.

3

Park 2021 ] 1.57[1.45, 1.69] 1148
Heterogeneity: 1° = 0.00, I = %, H*=. L ] 1.57[1.45 1.69]

Testof 8 =8;:Q(0) =-0.00,p=.

Testof@=0:40) =114, p=.

4

Coleman 2021 | | 1.00[0.94, 1.06] 11.51
Abel 2021 | 1.69[1.59, 1.81] 11.50
OhTk 2020 - 449[3.97, 507] 11.35

Heterogeneity: T = 0.58, I = 99.78%—Hemsoaemn e oe{o-36—+ 3-02]
Test of 8, = 8: Q(2) = 481.38, p = 0.00
Testof 8= 0: 4(2) = 1.54, p = 0.26

5
Al-Aly 2022 - unvaccinated || 129[1.28, 1.31] 11.57
Daugherty 2021 | 1.39[1.29, 149] 11.49
Al-Aly 2022 - vaccinated n 1.43[1.39, 148] 1155
Cohen 2022 |} 1.47[1.37, 1.58] 11.49
Heterageneity: 2 = 0.00, I = 89.38%, H? = 9.41 < 1.39[1.26, 1.52]

Test of 8 = B Q(3) = 48.81, p = 0.00
Test of 8 = 0: t{3) = 11.23, p = 0.00

Overall P 1.69[1.19, 2.40]
Heterogeneity: T° = 0.20, I* = 99.71%, H* = 347.37
Test of 8 = 8: Q(8) = 589.43, p = 0.00

Testof 8 =0:148) =3.44, p = 0.01

Test of group differences: Q,(3) = 12.64, p = 0.01

Random-effects Sidik-Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 2.2. Mood Disorders

exp(ES) Weight
Study with 95% CI (%)
0
Tagquet 2021 || 1.08[1.06, 1.11] 2276
Haterogenaity: T = 0.00, I* = %, H? = D) 1.08[1.06, 1.11]
Testof 8 =8 Q(0) =0.00,p=.
Test of 8 = 0: t(0) =6.55, p =
3
Murata 2022 - vs RTI —a— 0.76 [0.51, 1.14] 17.20
Murata 2022 - vs influenza —8— 1.24[0.77, 1.99] 1574

ety e S e e
Test of 8, = 8 Q(1) =2.39, p=0.12
Testof 8 =0:1(1) =-0.19, p = 0.88

4
Coleman 2021 - 1.11[1.00, 1.23] 2228
Heterogeneity: 1% = 0.00, |2 = %, H? = L 1.11[1.00, 1.23]

Testof 8, =8: Q(0) =-0.00,p=.
Testof @ =0:1{0) =182, p=.

5
Wang 2022b —-219[1.92, 250] 2202
Heterogeneity: 1% = 0.00, P = %, H? =. -4 219 [1.82, 2.50]

Test of 6, =8 Q(0) =0.00,p=.
TestofB=0:10)=11.64,p=.

Overall ———— 1.22[0.76, 1.97]
Heterogeneity: T = 0.13, I? = 97.35%, H* = 37.76

Test of 8, = 8 Q(4) = 110.50, p = 0.00

Testof B =0:1(4) =1.16, p=0.31

Test of group differences: Q,(3) = 107.33, p = 0.00

Random-effects Sidik—Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 2.3. Depressive Disorder
exp(ES) Weight
Study with 95% CI (%6)
0
Spiliopoulos 2022 - 1521117, 1.98] 7.68
SnellerMc 2022 2,86 [0.94, 8.65] 3.34

Heterogeneity: = = 0.07, I = m 82]

Test of 6,=8;: Q(1)=1.18, p=0.28
Test of @ = 0: t{1) =2.17, p = 0.27

2

Jacob 2022

Heterogeneity: 12 = 0.00, P = %, H* =
Test of 8 =8 Q(0) =-0.00,p =.
Testof 8 =0:1(0) =053, p=.

~ |

3
Whittaker 2021 —l—
Abel 2021

1.02[0.95, 1.10] 8.28
1.02[0.95, 1.10]

1.39[ 1.08, 1.79] 7.72
1.81[1.66, 197] 826

Heterogeneity: T2 = 0.02, = 70.17%, H? = 3. 35* 164[032, 829

Testof 8 =8 Q(1) = 3.64, p=0.06
Testof 8 =0:1{1) = 3.85, p=0.16

4
Magnusdottir 2022 -.-
OhTk 2020

1.18[1.08, 1.36] 8.14
. 3 4.76[4.18, 5.42] 817

Test of 8, = 8: Q(1) = 207.91, p = 0.00
Test of 8 = 0: t(1) = 1.24, p = 0.43

5
Chevinsky 2021 —— 0.76 [ 0.54, 1.07 7.27
Patal 2022 - outpatient cohort n 0.89[ 0.82, 0.98] 8.25
Daugherty 2021 ] 1.27[1.15, 1.40] 823
Al-Aly 2022 [ 1.39[1.35, 1.44] 832
Patel 2022 - hospitalised cohort o 1.53 [ 1.35, 1.73] 818
Wang 2022b | 2.19[1.92, 249) 818
Heterogeneity: % = 0.13, I* = 98.35%, H* = 60.55 < 1.28 [ 0.86, 1.89]
Testof B = 91. Q(5) = 150.09, p = 0.00
Test of 8 = 0: 1(5) = 1.61, p=0.17
Overall < 1490112,  2.00]
Heterogeneity: ¢ = 0.21, |* = 98.80%, H* = 83.28
Testof 8, =8:Q(12) =613.92, p = 0.00
Testof B =0:1(12) = 3.01, p = 0.01
Test of group differences: Q,_(4) = 19.16, p = 0.00

1 2 4 8

Random-effects Sidik-Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 2.4 Anxiety Disorder

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall

exp(ES) Weight
Study with 95% CI (%)
° L
Taguet 2021 1.13[ 1.1, 1.15] 664
Spiliopoulos 2022 n 125[1.05 1.48] 632
SnellerMc 2022 5.08[1.21, 21.38] 1.39
Heterogeneity: 1% = 0.40, I = 98.20%, H: = 65.50 = — 1.54[0.28, 8.37]
Test of 8, = B: Q(2) = 5.49, p = 0.06
Testof 8 = 0:(2) = 1.08, p = 0.39
2
Jacob 2022 0.94[0.83, 1.07] 6.46
Heterogeneity: T8 = 0.00, I° = %, H* = : 0.94[0.83, 1.07
Testof 6 =6:Q(0) =-0.00,p=.
Testof 8 =0:10)=-095p=.
3
Murata 2022 - vs RTI —— 0.55[0.34, 0.88] 474
Murata 2022 - vs influenza —— 0.86[0.50, 1.48] 4.32
Park 2021 ] 1.53[1.39, 1.68] 654
Abel 2021 | 172[158, 1.87] 656
Whittaker 2021 . 3 1.74[1.38, 2.19] 6.06
Heterogeneity: T* = 0.22, I* = 97.11%, H* = 34.66 P 1.22[066, 2.26]
Test of 8 = 8;: Q(4) = 28.94, p = 0.00
Testof 8 =0:14) =0.90, p =042
4
Magnusdottir 2022 0.97[091, 1.03] 660
Coleman 2021 1.00[091, 1.10] 654
Heterogeneity: 12 = 0.00, I = 3.28%, H? = 1.03 0.98[0.82, 1.17]
Testof 6 =6:Q(1) =028, p=0.60
Testof 8 = 0:t(1) =-1.51, p = 0.37
5
Chevinsky 2021 - outpatient 0.81[0.64, 1.02] 6.06
Patel 2022 - outpatient cohort m 0.82[0.72, 0.94] 6.44
Patel 2022 - hospitalised cohort Hl- 1.30[096, 1.76] 569
Al-Aly 2022 O 1.35[1.31, 140] 663
Daugherty 2021 O 1.42[1.32, 1.53] 6.58
Wang 2022b | 2.08[1.82, 2.38] 6.44
Heterageneity: 12 = 0.12, I = 98.02%, H = 50.56 < 1.23[0.84, 1.80]
Test of 8, = B;: Q(5) = 114.30, p = 0.00
Testof 8 =0:t5)=1.43, p=0.21
Overall ’ 1.20[099, 1.45]
Heterogeneity: 1¢ = 0.14, |* = 99.03%, H* = 103.51
Test of 8 = B;: Q(16) = 411.03, p = 0.00
Test of 8 = 0: t(16) = 1.97, p = 0.07
Test of group differences: Q,(4) = 5.06, p = 0.28

Random-effects Sidik-Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

estimate, we used the overall estimate in the main manuscript.
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Analysis 2.5. Panic Disorder

exp(ES) Weight

Study with 95% CI (%)
5

Patel 2022 - outpatient cohort —— 0.59[0.46, 0.74] 35.92
Patel 2022 - hospitalised cohort —— 1.11[0.71, 1.74] 32.90
Wang 2022b —H—230[1.33, 3.98] 31.18

Heterogeneity: 12 = 0.41, I = 80.75%, H*=—t-tr {4 () 20, §.05]
Test of B, = 8: Q(2) = 22.94, p = 0.00
Test of 8 = 0: 1(2) = 0.26, p = 0.82

Overall ————1 1] (.20, 6.05)
Heterogeneity: T° = 0.41, I* = 90.75%, H* = 10.81
Test of 8, = 8: Q(2) = 22.94, p = 0.00

Test of 8 = 0: t(2) = 0.26, p = 0.82

Test of group differences: Q. (0) = 0.00, p =.

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 2.6 Post-Traumatic Stress Disorder

exp(ES) Weight

Study with 95% CI (%)
5

Patel 2022 - outpatient cohort = 0.78 [ 0.69, 0.88] 27.84
Patel 2022 - hospitalised cohort - 1.20[0.94, 1.52] 26.71
Daugherty 2021 —il— 1.42[1.09, 1.85] 26.33
Wang 2022b — @ ————3.08[ 155 6.12] 19.12
Heterogeneity: T2 = 0.26, I = 84.45%, H? = 18.03 ———— 1.33[0.56, 3.14]

Test of B, = 8: Q(3) = 34.43, p = 0.00
Test of 8 = 0: {3) = 1.06, p = 0.37

Overall e —— 1.33[ 0.56, 3.14]
Heterogeneity: T¢ = 0.26, I = 84.45%, H* = 18.03
Test of 8, = 6;: Q(3) = 34.43, p = 0.00

Test of 8 = 0: t(3) = 1.06, p = 0.37

Test of group differences: Q.(0) = 0.00, p =.

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.

Franco JVA, et al. BMIMED 2024; 3:€000723. doi: 10.1136/bmjmed-2023-000723



Supplemental material

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance

placed on this supplemental material which has been supplied by the author(s)

BMJIMED

Analysis 2.7 Psychosis

axp{ES) Waight

Study with 95% GI (%)
0
Taguet 2021 | 1.27[1.18, 1.37] 12.86
Heterogenaity: 12 = 0.00, |2 = %, H2 = . ) 1.27[1.18, 1.37]
Testof 8, =8:Q(0) =-0.00,p=.
Testof @ =0:t(0) =628, p=.
3
Park 2021 - 0.71[0.56, 0.91] 12.28
Murata 2022 - vs RTI —i— 0.84[0.54, 1.31] 11.07
Abel 2021 1.00[0.76, 1.33] 12.11
Park 2021 1.00[0.58, 1.73] 10.30
Murata 2022 - vs influenza —u— 225[1.25, 4.04] 9.99
Heterogeneity: 12 = 0.14, |12 = 78.91%, H? = 4.74 1.02[0.61, 1.71]
Test of 8 = 8;: Q(4) = 13.60, p = 0.01
Test of 8 = 0: t(4) = 0.09, p = 0.93
4
OhTk 2020 ———469[232, 9.49] 9.07
Heterogenaity: 12 = 0.00, I = %, H? = . —~—ll— 4 60 [ 2.32, 9.49]
Testof B,=8:Q(0)=0.00,p=.
Testof @ =0:1(0) =430, p=.
5
Cohen 2022 —— 2.14[1.64, 2.79] 12.19
Wang 2022b —— 226[1.28, 3.99] 10.14
Heterogeneity: T = 0.00, |2 = 0.05%, H? = 1.00 E— 216 [ 1.64, 2.83]
Test of 8 = 8 Q(1) = 0.03, p = 0.86
Test of 8 = 0: (1) = 35.95, p = 0.02
Overall el 1.44[0.92, 2.27]
Heterogeneity: % = 0.30, I? = 93.71%, H? = 15.89
Test of 8 = 8: Q(8) =63.31, p = 0.00
Test of 8 = 0: t(8) = 1.87, p=0.10
Test of group differences: Q,(3) = 31.27, p = 0.00

1 2 4 8

Random-effects Sidik—Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 2.8 Any Substance Abuse Disorder

exp(ES) Weight

Study with 95% CI (%)
3

Park 2021 " 0.B7[0.51, 1.48) 18.78
Heterogeneity: T2 = 0.00, 12 = %, H? = . —_— 0.B7 [ 0.51, 1.48]

Test of 6, = 6: Q(0) = -0.00,p = .
Test of B =0: t{0) =-0.50, p = .

5
Al-Aly 2022d | 1.20[ 1.15, 1.26] 43.12
Wang 2022b —ll—1.59[1.34, 1.89] 38.10

Heterogengity: T2 = 0.03, 2 = BE:50% it ——— VP
Test of 8, = 6: Q(1) = 9.34, p = 0.00
Testof 8 =0: (1) = 2.21, p= 0.27

Overall =6 | (.65, 2.43]
Heterogeneity: T = 0.06, 1* = 87.90%, H: = 8.26
Test of 8, = 8;: Q(2) = 10.88, p = 0.00

Test of B = 0: 1(2) = 1.50, p = 0.27

Test of group differences: Q,(1) =217, p=0.14

0.51 1.89

Random-effects Sidik—Jenkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 2.9 Alcohol Abuse Disorder

exp(ES) Weight

Study with 95% CI (%)
4

OhTk 2020 = 2.21[1.40, 3.48] 27.32
Heterogeneity: T2 = 0.00, I? = %, H2 = e — D 21 [ 1.40, 3.48]

Test of 8,= 8: Q(0) =0.00,p =
Testof 8 =0: t{0) = 3.41,p=.

5
Wang 2022b — Ml 250[1.90, 3.29] 7268
Heterogeneity: T2 = 0.00, 12 = 36, H = ——e—— 2 50 [ 1.90, 3.29]

Test of 6, = B: Q(0) = 0.00,p =.
Test of @ = 0: t{0) =6.51, p =

Overall ——————— 420, 4 86]
Heterogeneity: T = 0.00, 1 = 1.89%, H* = 1.02

Testof 8 =8:Q(1) =021, p=0.65
Testof 8 =0:1(1) = 16.07, p = 0.04

Test of group differences: G,(1) =0.21|p = 0.65

Random-effects Sidik—Joenkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 3.1 Any cardiovascular disorder

exp(ES) Weight
Study with 95% CI (%)
0
Xiong 2021 B 23.94[3.30, 173.57] 9.18
Heterogeneity: T2 = 0.00, [ = %, H2 =. —— I 2304 [ 3,30, 173.57]
Testof 8,=0:Q(0)=-000,p=.
Testof @ =0:1(0)=3.14,p=.
3
Rezel-Potts 2022 [ | 0.B0[0.73, 0.88] 18.16
Heterogeneity: 18 = 0.00, # = %, H* =, + 0.BO[0.73, 0.88]
Testof 8,=0,:Q(0)=0.00,p=.
Testof @ =0:t(0) =-4.68, p=.
4
Wang 2022a [ | 155[1.53, 158 18.19
Heterogeneity: ¢ = 0.00, F = 86, H* =, | 1.655[1.53, 1.58]
Test of 8,= 8: Q(0) = 0.00, p =.
Testof B =0:t(0)=5142,p=.
5
Al-Aly 2022 - vaccinated | 151[1.46, 157 18.19
Al-Aly 2022 - unvaccinated | 157[1.54, 1.61] 18.19
Ayoubkhani 2021 [ | 4097[4.25 582 18.08
Heterogeneity: T2 = 0.45, |2 = 99.90%, HF = 1002.84 ———i—— 2.27[0.42, 12.15]
Test of 8, = 8: Q(2) = 212.43, p = 0.00
Testof @ = 0: t(2) = 2.10, p=0.17
Overall —~eulliin— 218[0.73, 6.47]

Heterogeneity: 12 = 1.04, |7 = 99.97%, H® = 3036.61
Test of 8, = 0;: Q(5) =416.07, p=0.00
Testof B =0: t(5) =1.84, p=0.13

Test of group differences: Q,(3) = 195.70, p = 0.00

Random-effects Sidik—Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 3.2 Hypertension

exp(ES) Weight

Study with 95% CI (%)
4

Whittaker 2021 —— 1.22[1.02, 1.45] 16.38
Heterogeneity: T2 = 0.00, 2 = %, H2 = e 1.22[1.02, 1.45]

Test of 8, = 8 Q(0) = 0.00, p =.
Testof B =0:1(0) =2.22, p=.

5
ChevinskyJr 2021 - cutpatient ——— 0.8B[0.67, 1.16] 13.36
Patel 2022 - outpatient cohort - 1.00[0.91, 1.11] 18.25
Cohen 2022 — 1.08[0.92, 1.27] 16.86
Patal 2022 - hospitalised cohort —— 1.16[0.98, 1.36] 16.70
Daugherty 2021 —M-170[155, 1.87] 1845
Heterogeneity: T2 = 0.05, I = 91.76%, H? = 12.13 ———— 1.15[0.84, 1.57]

Test of 8 = 8: Q(4) = 68.56, p = 0.00
Testof 8 =0:1(4) =1.26,p = 0.28

Overall ~— 1.16[0.92, 1.47]
Heterogeneity: T = 0.04, P = 89.25%, H? = 9.31
Test of B, = 8;: Q(5) = 68.65, p = 0.00

Test of 8 = 0: t(5) = 1.66, p = 0.16

Test of group differences: Q.(1) = 0.17, p = 0.68

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 3.3 Pulmonary Hypertension

exp(ES) Weight
Study with 95% Cl (%)
5
Cohen 2022 | 1.28[1.12, 1.46] 52.81
Daugherty 2021 ' L ] -3.20[2.07. 495 47.19

Clmiogei, L.~ 1971001 655841 |

Test of 8, = 8 Q(1) = 15.48, p = 0.00
Test of @ = 0:1{1) = 1.49, p = 0.38

S el /1971001 655841 |

Heterogeneity: T° = 0.37, I = 93.20%, H* = 14.71
Testof B = 8;: Q(1) = 15.48, p = 0.00
Testof 8 =0:1(1)=1.49, p=0.38

Test of group differences: Q,(0) = 0.00,p=.

Random-effects Sidik—Jonkman medel
Knapp-Hartung standard emors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 3.4 Heart Failure

exp(ES) Weight
Study with 95% CI (%)
0
Priyadarshni 2022 [ | 0.50[0.47, 0.54] 10.68
SnellerMc 2022 - 1.28[0.11, 14.23] 1.87

Heterogeneity: ¢ = 0.10, I = 11.27%, H = 1-{ 3 ——— 0.53[0.03, B.23]
Test of 8, = 8: Q(1) = 0.57, p = 0.45
Test of B = 0: t(1) = -2.94, p = 0.21

3
Lund 2021 ——— 0.58[0.23, 145 6.39
Rezel-Potts 2022 . 0.72[0.49, 1.06] 9.56
Heterogeneity: ¢ = 0.00, I = 1.50%, H = 1.02 e 0.70[0.26, 1.89]

Test of 8, = 6: Q(1) = 0.18, p = 0.67
Test of 8 = 0: t{1) = -4.61, p = 0.14

4
Knight 2022 ] 1.27[1.16, 1.40] 10.64
Wang 2022a 2.30[2.20, 240] 10.70

Whittaker 2021

Heterogeneity: 1% = 0.18, I* = 98.53%, H* = 67.88
Test of 8, =8 Q(2) = 128.39, p=0.00

Testof 8 =0:1(2) =2.77, p=0.11

5

n

-
Patel 2022 - outpatient cohort 091[0.81, 1.02] 10.61
Patel 2022 - hospitalised cohort 093[0.83, 1.03] 10.62
ChevinskyJr 2021 - outpatient 1.10[0.73, 1.66] 9.41

-

3.02[2.07, 4.41] 960
2.02[0.68, 6.03]

Daugherty 2021 262[1.91, 359 9.92
Heterogeneity: T2 = 0.23, ¥ = 96.75%, H¢ = 30.74 1.23[0.56, 2.73]

Test of B, = 6: Q(3) = 40.11, p = 0.00
Test of 8 = 0: t(3) = 0.84, p = 0.46

Overall <4 1.19[0.79, 1.79]
Heterogeneity: T° = 0.32, F = 98.91%, H* =92.10
Test of B = SI: Q(10) = 1635.87, p=0.00

Test of 8 = 0: 1(10) = 0.93, p = 0.37

Test of group differences: Q,(3) = 16.68, p = 0.00

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 3.5 Postural tachycardia syndrome (POTS)

exp(ES) Weight
Study with 95% CI (%)
5
Cohen 2022 —— 1.43[1.26, 1.62] 52.63
Daugherty 2021 - | "2.48[1.89, 3.25] 47.37
Heterocgeneity: 2 = 0.13, | = 91.87%, H* = 12.31 1.86 [ 0.06, 60.97]
Test of 8 = 8: Q(1) = 13.04, p = 0.00
Testof 8 =0:1(1) =2.25, p = 0.27
Overall 1.86 [ 0.06, 60.97]
Heterogeneity: T2 = 0.13, I = 91.87%, H* = 12.31
Test of 8, = 8;: Q(1) = 13.04, p=0.00
Testof 8 =0:1(1) =2.25, p = 0.27
Test of group differences: Q,(0) = -0.00.p =

Random-effects Sidik—Jenkman model
Knapp—-Hartung standard emors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 3.6. Myocarditis

exp(ES) Weight
Study with 85% CI (%)
0
Priyadarshni 2022 - 273[1.78, 4.17] 1853
Heterogeneity: T2 = 0.00, = %, H2 = P 273[1.78, 4.17]
Testof8,=6:Q(0)=0.00,p=.
Testof @ =0:1{0) =462, p=.
3
Rezel-Potts 2022 1.11[0.74, 1.66] 18.62
Heterogeneity: T2 = 0.00, I = %, H* = 1 1.11[0.74, 1.66]

Testof 8,=06:Q(0)=-0.00,p=.
Testof 8 =0:1(0) =051, p=.

4
Wang 2022a S N 441[2.89, 6.72] 1855
Heterogenaity: T¢ = 0.00, |* = %, H* = . < 441[2.89, 6.72]

Test of 8, = 8: Q(0) = 0.00,p=.
Test of B = 0:1(0) = 6.89, p =

5
ChevinskyJr 2021 - outpatient —— 0.82[0.48, 1.42] 17.99
Cohen 2022 —— 3.20[1.17, 874] 1529
Daugherty 2021 — W 2097[3.88, 113.31] 11.02

Heterogeneity: T2 = 2.13, I? = B9.44%, H =S 3 3 [ 0,06, 173.90]
Test of 8, = 6;: Q(2) = 16.18, p = 0.00
Test of @ = 0: t(2) = 1.30, p = 0.32

Overall ~agii— 261[0.87, 7.82]
Heterogeneity: T2 = 0.97, I° = 92.63%, H? = 13.58
Test of 8 = 8: Q(5) = 42.10, p = 0.00

Test of 8 = 0: 1(5) = 2.24, p = 0.08

Test of group differences: Q_(3) = 22.39, p = 0.00

Random-effects Sidik—Jonkman model
Knapp—-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 3.7 Pericarditis

exp(ES) Weight

Study with 95% CI (%)
3
Tuvali 2022 L 0.53 [ 0.25, 1.13] 43.74
Heterogeneity: 2 = 0.00, 2 = %, H2 = — T T 0.53[0.25, 1.13]
Testof 8, =6:Q(0) =0.00,p=.
Testof 8 =0:10)=-1.65,p=.
4
Wang 2022a 162 1.45, 1.81] 56.26
Heterogeneity: T = 0.00, |2 = %, H? = @ 162[145  1.81]
Testof 6, =6 Q(0) =-0.00,p =.
Testof 8 =0:1(0) =859, p=.
Overall 0.99 [ 0.00, 1141.90]
Heterogeneity: 1° = 0.50, |* = 86.93%, H* =T7.65
Test of 6 = 8: Q1) =8.26, p=0.00
Testof @ =0:t(1) =-0.01, p = 0.99
Test of group differences: G,(1) = 8.26, p = 0.00

T

r
1/4 12 1

Random-effects Sidik—=Joenkman medel
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 3.8 Myocardial infarction

exp(ES) Weight

Study with 85% CI (%)
0
Priyadarshni 2022 : 3 0.87[0.80, 0.95] 11.64

Heterogeneity: 18 = 0.00, I* = %, H*=. . 0.87 [ 0.80, 0.95]
Testof 8, =8, Q(0) =0.00,p=.
Testof @ =0:1(0) =-3.29,p=.

3
Rezel-Potts 2022 —l— 0.80[0.66, 0.97] 11.15
Heterogeneity: T = 0.00, I* = %, H? = . e 0.80 [ 0.66, 0.97]

Test of B, = 8: Q(0) =-0.00,p =.
Testof 8 =0:t(0) =-2.21,p=.

4
Knight 2022 -l 1.21[1.03, 1.42] 11.36
Wang 2022a | ] 1.98[1.83, 2.14] 11.65
Whittaker 2021 —M— 247[172, 355 995

Heterogeneity: T2 = 0.11, |2 = 94.42%, H: = 17.92 ——ee 77 [ .72, 4.35]
Test of 8, = 8: Q(2) = 33.16, p = 0.00
Test of 8 = 0: t{2) = 2.75, p = 0.1

5
Patel 2022 - outpatient cohort 3 0.80[0.72, 0.89] 11.56
Patel 2022 - hospitalised cohort |- 1.02[0.92, 1.14] 11.55
Cohen 2022 - 1.35[1.18, 1.54] 11.48
Daugherty 2021 — M 245[ 165, 3.64] 9.67

Heterogeneity: T2 = 0.20, I? = 97.63%, H = 42.12 — i —— 1.25[0.59, 2.63]
Test of 8, = 8: Q(3) = 55.88, p = 0.00
Test of 8 = 0: t{3) = 0.95, p = 0.41

Overall ~ i 1.28[ 081, 1.81]
Heterogeneity: 1° = 0.19, I = 97.92%, H* = 48.00
Testof 8 = 8 Q(8) =328.25, p=0.00

Testof @ =0:t(8) = 1.66, p=0.14

Test of group differences: Q,(3) = 14.81, p = 0.00

Random-effects Sidik—Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.

Franco JVA, et al. BMIMED 2024; 3:€000723. doi: 10.1136/bmjmed-2023-000723



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJIMED

Analysis 3.9 Cardiogenic shock

exp(ES) Weight
Study with 95% CI (%6}
4
Wang 2022a ——1.99[1.60, 2.47] 3508
Heterogeneity: T8 = 0.00, P = %, H*=. -l 199 [ 1.60, 2.47]
Testof 8, =8:Q(0)=0.00,p=.
Testof 8 =0:1{0) =618, p=.
5
ChevinskyJr 2021 - inpatient —a— 0.69[0.47, 1.01] 3229
Cohen 2022 —— 160[1.12, 2.30] 3263

ClGiCmmioagee L. ... ...~ _1p05[0.00 224231
Test of B, = 8: Q(1) = 10.03, p = 0.00
Testof B =0:1(1) =0.13, p = 0.92

Overall —— S 009 — 5 26]
Heterogeneity: 12 = 0.27, ¥ = 81.46%, H* = 11.71
Testof B, = 8: Q(2) = 22.69, p = 0.00

Testof B =0:1(2) = 0.86, p=0.48

Test of group differences: Q. (1) =2.25, p =013

Random-effects Sidik-Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 3.10 Cardiomyopathy

exp(ES) Weight
Study with 959 CI (%)
4
Wang 2022a —— 241[2.23, 261] 66.92
Heterogeneity: 12 = 0.00, I? = %, H? = . e 2.41[2.23, 2861

Testof 8 =8 Q(0) =0.00,p=.
Testof 8 = (:[t(0) = 2248, p=.

5
Daugherty 2021 = 3.27[2.32, 4.61] 33.08
Heterogeneity: 12 = 0.00, I* = %, H* =, ———eE—— 3 27 [ 2,32, 4.61]

Test of B, = 8 Q(0) =-0.00,p =.
Testof 8 =0:t(0) =674, p=.

Heterogeneity: T = 0.03, |* = 62.61%, H* = 2.67
Testof B =8 Q1) =2.85, p=0.09
Test of 8 = 0:(t(1) = 6.86, p = 0.09

Test of group|differences: Qy(1) = 2.85, p = 0.0

1
223 4.61

Random-effects Sidik—=Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 3.11 Peripheral artery disease

exp(ES) Weight

Study with 85% CI (%)
4

Whittaker 2021 = 0.80[0.32, 2.01] 11.19
Heterogeneity: T2 = 0.00, I* = %, H2 =, e — () 80 [ 0.32, 2.01]

Test of 8, = 8 Q(0) = 0.00, p =.
Test of @ = 0: 1{0) = -0.47, p =.

5
Patel 2022 - outpatient cohort - 0.73[0.64, 0.84] 30.24
Patel 2022 - hospitalised cohort = B 0.83[0.71, 0.96] 30.01
Cohen 2022 —l—165[1.33, 2.06] 28.56

Heterogeneity: T2 = 0.18, IF = 96.27%, H? = 26.78 e — 0 | (.33, 2.95]
Test of B, = 8;: Q(2) = 39.94, p = 0.00
Test of 8 = 0: t(2) =-0.03, p = 0.98

Overall ———— ()87 [ 0.52, 1.82]
Heterogeneity: T2 = 0.12, P = 92.28%, H* = 12.95
Test of B, = 8: Q(3) = 39.98, p = 0.00

Testof @ =0:1(3) =-0.17, p=0.88

Test of group differences: Q. (1) = 0.16, p = 0.69

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 3.12 Deep vein thrombosis

exp(ES) Weight
Study with 85% CI (%)
3
Rezel-Potts 2022 —— 0.88[0.71, 1.10] 19.97
Heterogeneity: T8 = 0.00, 12 = %, H2 =, - 0.88[0.71, 1.10]
Testof 8,=8;: Q(0) =0.00,p=.
Testof B =0:1{0) =-1.14,p=.

4
Wang 2022a ] 1.88[1.75, 2.02] 20.82
Knight 2022 —i— 1.99[1.49, 2,65 19.32
Heterogeneity: T2 = 0.00, I? = 0.96%, H = 1.01 S 189158, 2.25]

Test of B, = 8: Q(1) = 0.14, p = 0.70
Test of @ = 0: t{1) = 46.12, p = 0.01

5
Cohen 2022 - 2.81[2.44, 3.23] 2053
Daugherty 2021 —Mll— 350263, 465 19.35

Heterogeneity: T2 = 0.01, |2 = 47.09%, H? = 1.89 —r—E O et 3 4]
Test of 8, = 8;: Q(1) = 1.85, p = 0.17
Test of B = 0:t(1) = 10.65, p = 0.06

QOverall ——t R —— 2.00[1.04, 383
Heterogeneity: T = 0.26, |* = 97.42%, H? = 38.75
Test of 6, = 8: Q(4) = 94.53, p = 0.00

Testof 8 =0:1(4) =2.96, p = 0.04

Test of group differences: G,(2) = 66.44, p = 0.00

Random-effects Sidik-Jenkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 3.13 Pulmonary embolism

exp(ES) Weight
Study with 95% CI (%)
3
Rezel-Potts 2022 - 066[ 050, 087 10.09
Lund 2021 —— 1.77[ 108, 287] 952

Heterogemsity—r=—grt oo ) O0—559- 1] —
Test of 8= 8: Q(1) = 12.09, p = 0.00
Testof 8 =0:1(1) =0.11,p=0.93

4
Knight 2022 -0 1.61[ 123, 211 1010
Wang 2022a [ | 265 244, 287 10.37
Whittaker 2021 —Ml-16.21[11.28, 23.30] 9.88

Heterogeneity: T = 1.44, |2 = 99.06%, H? = 10668 — a0 20, B2.68]
Test of 8, = 6 Q(2) = 107.49, p = 0.00
Test of 8 = 0: t{2) = 2.01, p = 0.18

5
ChevinskyJr 2021 - inpatient —— 1.20[ 069,  2.08] 929
Patel 2022 - hospitalised cohort ] 2.00[ 177, 227 1033
Patel 2022 - putpatient cohort | ] 2.38[ 207, 272] 1032
Cohen 2022 . 3 2.79[ 233, 3.35] 10.26
Daugherty 2021 —— 357 246, 518 985
Heterogeneity: T2 = 0.12, I = 92.50%, H? = 13.32 - 231 147, 365]

Test of 8, = 6;: Q(4) = 20.05, p = 0.00
Test of 8 = 0: t(4) = 5.10, p = 0.01

Overall ~atl— 2.33[ 1.29, 4.22]
Heterogeneity: 1° = 0.66, I* = 98.65%, H* = 74.19
Test of 8, = 6;: Q(9) = 226.67, p = 0.00

Test of 8 = 0: t(9) = 3.22, p = 0.01

Test of group differences: Q,(2) = 3.22, p = 0.20

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As

there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Publication bias (Egger)
HO: betal = 0; no small-study effects

betal = -0.35

SE of betal = 3.665
z = -0.09

Prob > |z| = 0.9247
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Analysis 3.14 Ischemic stroke

exp(ES) Weight
Study with 95% CI (%)
0
Taquet 2021 1.11[1.06, 1.17] 1488

Heterogeneity: 1% = 0.00, I* = %, H*=.
Testof 8 =6 Q{0) =0.00,p=.
Testof 8=0:1(0) =414, p=.

3

Zarifkar 2022

Heterogeneity: 1% = 0.00, I* = %, H* =.
Testof 8, =8, Q(0) =0.00,p=.
Testof 8 =0:1(0) =-4.86, p=.

4

Knight 2022

Wang 2022a

Knight 2022

Heterogeneity: 1% = 0.00, I* = 31.18%, H* = 1.45
Testof 8, =8 Q(2) =1.79, p=0.41

Test of 8 = 0: t(2) = 10.39, p = 0.01

5
Cohen 2022
Daugherty 2021

‘e

+ 0

141[1.06, 1.17]

0.70[0.61, 0.81] 1450
0.70[0.61, 081]

—il— 1.38[1.13, 1.69] 14.00
. 150[1.35, 1.67] 1475
- 1.62[1.42, 1.85] 14.56
- 152[1.28, 1.80]

S 5 1.31[1.18, 1.46] 1474
—l——258[1.84, 361] 1245

—Heterogere s e o I 180 002 13025

Test of 6, = 8: Q(1) = 14.10, p = 0.00
Test of ® = 0: t(1) = 1.75, p = 0.33

QOverall

Heterogeneity: 1% = 0.14, I* = 97.65%, H* = 42.50
Test of 8, = 8: Q(6) = 124.64, p = 0.00

Test of @ = 0: t{6) = 2.04, p = 0.09

Test of group differences: Q,(3) = 80.74, p = 0.00
Random-effects Sidik—Jonkman model

Knapp-Hartung standard errors
Sorted by: effect

e 1.35[0.94, 1.92]

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 3.15 Hemorrhagic stroke

exp(ES) Weight
Study with 95% CI (%)
4
Knight 2022 —a— 1.80[1.29, 2.51] 33.44
Heterogeneity: 12 = 0.00, P = %, H2=. — T 1.80[1.29, 251]
Test of 8 = 8: Q(0) = 0.00, p =.
Testof 8 =0:10) =348, p=.
5
Cohen 2022 —- 1.44[1.26, 1.64] 48.80
Daugherty 2021 L 259[1.41, 475 17.75

e e L oL A TTIo05 AR
Test of 8, = 8: Q(1) = 3.46, p = 0.06
Test of 8 = 0: t{1) = 2.03, p = 0.29

Overall e —— 1.72[0.89, 3.31]
Heterogeneity: T = 0.05, I = 65.01%, H* = 2.86

Test of 8, = 8: Q(2) = 4.66, p = 0.10
Testof 8 =0:12) =3.57, p=0.07

Test of group differences: Q. (1) = 0.00, p = 0.86

Random-effects Sidik-Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 3.16 Stroke (global)

exp(ES) Weight
Study with 95% CI (%)
3
Rezel-Potts 2022 —— 0.73[0.59, 0.90] 13.04

Lund 2021 1.00[055 182 9.02
Heterogeneity: ¢ = 0.02, | = @on [0.16, 3.82]

Test of 8,=6: Q(1) =0.95, p=0.33
Testof @ =0:1{1) =-2.01, p=0.29

4
Wang 2022a |l 1.62[1.55, 1.69] 13.82
Whittaker 2021 —M——2.49[1.73, 359] 11.55

Hetarogeneity: 1% = 0.07, P = 7427
Test of 8, = 8: Q(1) = 5.27, p = 0.02
Testof @ = 0:t(1) = 3.09, p = 0.20

5

Patel 2022 - outpatient cohort 4:~ 1.03[0.88, 1.19] 13.40
Patel 2022 - hospitalised cohort 1.03[0.89, 1.21] 13.38
Cohen 2022 . 5 1.31[1.18, 1.45] 13.65
Daugherty 2021 —l— 2.46[1.81, 3.35] 12.14
Heterogeneity: T2 = 0.15, I* = 95.90%, H* = 24.39 ==l o= 1.34[0.71, 252]

Test of 8= 8;: Q(3) = 31.17, p = 0.00
Test of 8 = 0: (3) = 1.46, p = 0.24

Overall el 1.33[0.92, 1.92]
Heterogeneity: 12 = 0.17, P = 97.16%, H* = 35.18
Test of 8, =8 Q(7) = 127.70, p = 0.00

Testof 8 =0:1(7) =1.84. p=0.11

Test of group differences: Q.(2) = 14.14, p = 0.00

Random-effects Sidik—Jonkman model
Knapp—-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 4.1 Sensory disorder

exp(ES) Weight
Study with 95% CI (%)
4
Amin-Chowdhury 2021 —l——5.25[ 3.45, 8.00] 48.86
Heterogeneity: 18 = 0.00, P = %, H* = . —l— 5 25 [ 3.45, 8.00]
Testof 8 =8 Q(0) =-0.00,p =.
Testof @ =0:1{0)=7.72,p=.
5
Al-Aly 2022 [ | 1.25[1.22, 1.28] 51.14
Heterogeneity: ¢ = 0.00, I = %, H* =. L} 1.25[1.22, 1.28]

Test of 8, = 8: Q(0) = 0.00,p =
Test of 8 = 0: t{0) = 18.22, p =

“Geeian .. 252[000 2290659
Heterogeneity: T = 0.99, I* = 97.70%, H* = 43.55
Test of B = 8 Q1) = 44.46, p = 0.00
Testof @ =0:11)=1.29. p=042

Test of group differences: (1) = 44.46, p = 0.00)

Random-effects Sidik—Jenkman model
Knapp—Hartung standard emrors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 4.2 Cognitive Impairment

exp(ES) Weight
Study with 95% ClI (%%)
0
Taquet 2021 | 1.36[1.33, 1.39] 1448
Heterogeneity: ¢ = 0.00, F = %, H* = | 1.36 [ 1.33, 1.39]
Testof 8,=6;:Q(0)=0.00,p=.
Testof B=0:10)=27.32,p=.
4
Liu 2022 - non severe —-—— 1.59[0.82, 3.09] 1012
Liu 2022 - severe ————7.58[3.58, 16.04] 9.34

CiGmenm e o M. 3431000. 6990473
Test of 8, = 6;: Q(1) = 9.35, p = 0.00
Test of @ = 0: t(1) = 1.58, p = 0.36

5
ChevinskyJr 2021 - inpatient —— 1.10[0.72, 1.69] 12.27
Cohen 2022 n 1.56 [ 1.44, 1.68] 14.41
Al-Aly 2022 [ | 1.80[1.72, 1.89] 14.45
Daugherty 2021 . 3 2.48[ 2.08, 2.95] 14.07
ChevinskyJr 2021 - outpatient —i— 2.50[ 1.39, 4.48] 10.86
Heterogeneity: T2 = 0.08, | = 96.17%, H: = 26.14 - 1.80[1.21, 2 66]

Test of 8,=0,: Q(4) = 31.76, p = 0.00
Test of B = 0: t{4) = 4.15, p = 0.01

Overall il 1.95[1.24, 3.07
Heterogeneity: T8 = 0.27, I? = 99.37%, H* = 159.42
Test of 8, =6 Q(7) = 175.82, p = 0.00

Test of B = 0: t(7) = 3.48, p = 0.01

Test of group differences: Q,(2) = 5.25, p = 0.07

Random-effects Sidik—Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 4.3. Dementia

exp(ES) Weight
Study with 95% CI (%)
0
Taquet 2021 | 1.33[1.26, 1.41] 18.44
Heterogeneity: 12 = 0.00, I = %, H2 = . ¢ 1.33[1.26, 1.41]
Testof 8 =0:Q(0) =0.00,p=.
Testof B =0:1(0) =994, p=.
3
Park 2021 —— 0.59[0.44, 0.78] 16.96
Heterogeneity: T = 0.00, |2 = %, H2 = - 0.59 [ 0.44, 0.78]
Testof 6, =6:Q(0) =-0.00,p=.
Testof 8=0:10)=-3.68,p=.
5
Patel 2022 - outpatient cohort -l 1.22[1.01, 1.47] 17.78
Patel 2022 - hospitalised cohort . 3 1.57[1.33, 1.84] 17.98
Cohen 2022 ] 1.60[1.44, 1.78] 18.27
Daugherty 2021 — Ml 3.21[1.43, 7.22] 10.58
Heterogeneity: T = 0.09, |2 = 91.67%, H: = 12.01 i 1.59 [ 0.96, 2.63]
Test of 8 = 8 Q(3) = 9.66, p = 0.02
Test of B = 0: t(3) =292, p = 0.06
Overall —~<ai—— 1.33[0.79, 2.25]
Heterogeneity: T8 = 0.23, |2 = 97.85%, H? = 46.41
Test of 8, = 8 Q(5) = 52.17, p = 0.00
Test of B = 0: t(5) = 1.41, p=0.22
Test of group differences: Q,(2) = 32.18, p = 0.00

e 2 4

Random-effects Sidik—Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 4.4 Alzheimer’s Disease

exp(ES) Weight
Study with 959 CI (%)
3
Zarifkar 2022 —— 3.40[2.28, 5.06] 8517
Heterogeneity: T8 = 0.00, P = %, H = . i 3.40[2.28, 5.08]

Testof 8 =0:Q(0) =0.00,p=.
Testof @ =0:10)=6.02,p=.

5
Daugherty 2021 - 1.57[0.32, 7.72] 14.83
Heterageneity: T = 0.00, I = %, H = . e — {57 [ 0.32, 7.72]

Testof 8 =8:Q(0) =0.00,p=.
Testof 8 =0:10)=056,p=.

Overall S 303[009 o931
Heterogeneity: 1% = 0.09, |2 = 20.27%, H: =1.25

Test of 8 = 8 Q(1) = 0.85, p = 0.36

Test of 8 = 0: t(1) = 4.04, p=0.15

Test of group differences: G,(1) = 0.85, p=0.36

Random-effects Sidik—=Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 4.5 Extrapyramidal and movement disorders

exp(ES) Weight
Study with 95% CI (%)
0
Taguet 2021 1.04[0.92, 1.17] 36.10
Heterogeneity: @ = 0.00, I = %, H* = 1.04[092, 1.17]
Testof 8, =8;:Q(0) =-0.00,p=.
Testof @ =0:10) =064, p=.
3
Zarifkar 2022 L 2.20[1.46, 3.31] 26.87
Heterogeneity: 1° = 0.00, P = %, H2 =. e > 2() [ 1.46, 3.31]

Testof 8 =8:Q(0) =0.00,p=.
Testof 8 =0:10)=3.78,p=.

5

Al-Aly 2022

Heterogeneity: T = 0.00, I* = %6, H* =.
Testof 8, =0:Q(0) =0.00,p=.
Testof B=0:10)=1218, p=.

1.42[1.34, 1.50] 37.03
1.42[1.34, 1.50]

¢n

Overall e —| 43 [ (.58, 3.49]
Heterogeneity: T8 = 0.11, I? = 96.38%, H? = 27 .62
Test of B, = 8 Q(2) = 26.65, p = 0.00

Testof B =0:1(2) =1.71, p=0.23

Test of group differences: Q,(2) = 26.65, p = 0.00

Random-effects Sidik—Jenkman model
Knapp-Hartung standard emors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 4.6 Sleep apnea

exp(ES) Weight

Study with 95% CI (%)
5

Patel 2022 - outpatient cohort i 0.73[ 0.67, 0.80] 25.37
Patel 2022 - hospitalised cohort —l— 1.0B[0.92, 1.26] 24.58
Cohen 2022 —i— 1.36[1.20, 1.53] 25.04
Daugherty 2021 —l—1.78[1.57, 2.01] 25.01

Heterogeneity: T2 = 0.14, F = 87.46%, H? = 39.37 ————1 17 [ 0.64, 2.14]
Test of 8, = 8: Q(3) = 155.65, p = 0.00
Test of 8 = 0: {3) = 0.85, p = 0.46

Overall e —— 17 [ 0.64, 2.14]
Heterogeneity: T¢ = 0.14, * = 97.46%, H* = 39.37
Test of 8, = 6;: Q(3) = 155.65, p = 0.00

Test of 8 = 0: t(3) = 0.85, p = 0.46

Test of group differences: Q.(0) =-0.00,p=.

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 4.7 Other sleep disorders

exp(ES) Weight

Study with 95% CI (%)
0

Taguet 2021 | 1.13[ 1.10, 1.16] 10.92
Heterogeneity: T = 0.00, 2 = %, H2 = . 4 1.13[ 1.10, 1.16]

Testof 8, =8 Q(0) =-0.00,p=.
Testof 8 =0:10)=9.02,p=.

3
Murata 2022 - vs RTI —— 0.81[0.59, 1.11] B8.68
Murata 2022 - vs influenza —— 1.40[1.00, 1.96] B8.44
Park 2021 —- 209[1.89, 2.32] 10.65

Heterogeneity: T2 = 0.21, I = 92.88%, H? = 1 40— =i+ 45
Test of 6, = B: Q(2) = 34.33, p = 0.00
Test of 8 = 0: t{2) = 1.10, p = 0.39

5
Patel 2022 - outpatient cohort = & 0.83[0.76, 0.91] 10.73
ChevinskyJr 2021 - putpatient - 0.92[067, 1.27] 859
Al-Aly 2022 | 1.41[1.38, 1.45] 10.93
Patel 2022 - hospitalised cohort — 1.51[1.32, 1.72] 10.45
Wang 2022b ——1.95[ 160, 2.38] 9.90
Heterogeneity: 1% = 0.12, |* = 97.82%, H* = 45.77 e —— 1.27[0.82, 1.96]

Test of 8, = B;: Q(4) = 148.85, p = 0.00
Testof 8 =0:t(4) =1.50, p=0.21

Overall e 1.28 [ 0.98, 1.58]
Heterogeneity: T = 0.1, |2 = 99.07%, H = 107.65
Test of 6, = 6 Q(8) = 358.98, p = 0.00

Test of 8 = 0: t{8) = 2,13, p = 0.07

Test of group differences: G, (2) = 0.96, p = 0.62

Random-effects Sidik—Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 4.8 Peripheral Neuropathy

exp(ES) Weight

Study with 95% CI (%)
5

Chevinsky 2021 - outpatient O 1.10[0.71, 1.71] 16.60
Cohen 2022 —- 1.16[1.02, 1.31] 28.80
Al-Aly 2022 | 1.34[1.29, 1.39] 30.61
Daugherty 2021 —l——205[1.59, 265 2399
Heterogeneity: T2 = 0.06, I = 82.13%, H? = 12.71 —e—— 1.38[0.89, 2.12]

Test of B, = 8: Q(3) = 16.56, p = 0.00
Test of 8 = 0: t{3) = 2.35, p = 0.10

Overall e —— 1.38[0.89, 2.12]
Heterogeneity: T2 = 0.06, I = 82.13%, H*=12.71
Test of 8, = 6 Q(3) = 16.56, p = 0.00

Test of 8 = 0: t(3) = 2.35, p = 0.10

Test of group differences: Q.(0) =-0.00,p=.

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 4.9 Epilepsy or seizures

exp({ES) Weight

Study with 95% CI (%)
5

Chevinsky 2021 - outpatient : 1.30[0.65, 2.60] 9.00
Cohen 2022 —— 1.72[1.41, 2.10] 30.88
Daugherty 2021 —l—1.82[ 1.28, 2.58] 21.16

Heterogeneity: T° = 0.01, I = 15.80%, H* =1.19
Testof B =8 Q(2) =0.73, p=0.70
Test of 8 = 0: t(2) = 8.93, p = 0.01

Overall

Heterogeneity: T° = 0.01, I* = 15.80%, H* =1.19
Test of 8, =8 Q(2) =0.73, p = 0.70

Test of 8 = 0: t(2) = 8.93, p = 0.01

Test of group differences: Q. (0) =-0.00.p=.
Random-effects Sidik—Jonkman model

Knapp—Hartung standard errors
Sorted by: effect

—ll—  1.71[1.32, 2.21]

—ii— 1.71[1.32, 2.21]

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 4.10 Guillain Barré syndrome

exp(ES) Weight
Study with 95% Cl (%)
0
Taguet 2021 E 3 1.12[0.87, 1.30] 65.81
Heterogeneity: 12 = 0.00, I = %, H2 =, -> 1.12[ 097, 1.30]
Testof 8 =0:Q(0) =0.00,p=.
Testof @ =0:1(0) =152, p=.
5
Cohen 2022 - 267[0.71, 10.05] 18.89
Daugherty 2021 = 3.36[0.72, 15.66] 15.20

Heterogeneity: T = 0.00, I? = 0.12%, H? = 1.00 ——ee— 2 94 [ 0.69, 12.57]
Test of 8 = 8;: Q(1) = 0.05, p = 0.82
Test of 8 = 0: t{1) = 9.44, p = 0.07

Overall e —— 1.56 [ 0.38, 6.42]
Heterogeneity: T = 0.18, |* = 39.99%, H* = 1.67

Test of 6, = 8;: Q(2) =3.53, p=0.17

Test of 8 = 0: 1(2) = 1.35, p=0.31

Test of group differences: Q,(1) = 3.47, p= 0.06

Random-effects Sidik—Jonkman medel
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). We
used the most adjusted estimate in the manuscript.
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Analysis 4.11 Headaches and Migraines

exp({ES) Weight

Study with 95% CI (%)
: :

ChevinskyJr 2021 - outpatient 1.00[0.78, 1.27] 1753
Cohen 2022 = 1.03[0.84, 1.28] 20.21
Daugherty 2021 —M—1.29[1.12, 1.48] 27.02
Al-Aly 2022 M-  1.32[1.26 1.39] 3523

Heterogeneity: T = 0.01, I = 73.97%, H? = 3.84
Test of 6, = 6: Q(3) = 9.31, p = 0.03
Test of 8 = 0: t{3) = 2.47, p = 0.09

Overall

Heterogeneity: 1 = 0.01, I = 73.97%, H* = 3.84
Test of 8, = 8;: Q(3) = 9.31, p = 0.03

Testof 8 =0:1(3) =2.47, p=0.09

Test of group differences: Q. (0) =-0.00.p=.
Random-effects Sidik—Jonkman model

Knapp—Hartung standard emors
Sorted by: effect

—r—— | 10 [ (.95, 1.49]

— e —— 1 19 [ 0.95, 1.49]

0.78

1.48

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 5.1 Acute kidney injury

exp(ES) Weight

Study with 95% CI (%)
3

Lund 2021 —il— 1.13[0.86, 1.48] 946
Heterogeneity: T = 0.00, I* = %, H2 =, - 1.13[ 0.86, 1.48]

Test of 6, = 6: Q(0) = 0.00,p =
Test of 8 = 0: t{0) = 0.88, p =

5
ChavinskyJr 2021 - inpatient —i— 0.56[0.39, 0.80] 867
ChevinskyJr 2021 - cutpatient —— 1.00[0.68, 1.46] B8.46
Patel 2022 - outpatient cohort . 1.34[1.19, 1.50] 10.50
Al-Aly 2022 - unvaccinated | 1.389[1.35, 1.44] 10.74
Birkelo 2021 E B 1.41[1.26, 1.59] 10.50
Cohen 2022 L ] 1.46[1.35, 1.59] 10.63
Al-Aly 2022 - vaccinated [ | 1.49[1.43, 1.55] 10.73
Patel 2022 - hospitalised cohort | 1.71[1.58, 1.85] 10.64
Daugherty 2021 —M—273[2.13, 3.49] 967
Heterogeneity: T = 0.15, |2 = 99.05%, H? = 105.34 s 1.37[1.01, 1.88]
Test of 6, = 6;: Q(8) = 83.77, p = 0.00
Test of 8 = 0: t(8) = 2.36, p = 0.05
Overall - 1.35[1.03, 1.78]
Heterogeneity: 1% = 0.14, I* = 98.83%, H? = 85.57
Test of 8 = 8;: Q(9) = 86.96, p = 0.00
Test of @ = 0: t(9) = 2.47, p = 0.04
Test of group differences: Q,(1) = 1.03, p = 0.31

12 1 2

Random-effects Sidik-Jonkman model
Knapp—Hartung standard emors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 5.2 Chronic kidney disease

exp(ES) Weight

Study with 85% Cl (%6)
5
ChevinskyJr 2021 - outpatient 096[0.64, 1.43] 11.83
Patel 2022 - outpatient cohort 1.02[0.90, 1.15] 18.26
Cohen 2022 - 1.02[0.94, 1.11] 1883
Patel 2022 - hospitalised cohort —— 1.30[1.16, 1.47] 18.33
Daugherty 2021 —— 1.60[1.29, 1.98] 1644
Ayoubkhani 2021 —l—1.92[1.55, 2.38] 16.32
Heterogeneity: 1% = 0.07, | = 92.46%, H* = 13.27 ~r—— 1.26 [ 0.95, 1.689]
Test of B, = 8: Q(5) =48.10, p = 0.00
Test of 8 =0:1(5) = 2.07, p = 0.09
Overall =TT 1.26 [ 0.95, 1.69]
Heterogeneity: T2 = 0.07, I = 82.46%, H* = 13.27
Test of B, = 8 Q(5) = 48.10, p = 0.00
Test of 8 = 0:1(5) = 2.07, p = 0.09
Test of group differences: Q.(0) = 0.00, p =.

T

Random-effects Sidik—Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 5.3 Fluid and electrolyte disorders

exp(ES) Waeight

Study with 85% Cl (%6)
5

ChevinskyJr 2021 - inpatient —— 0.77[0.51, 1.17] 28.50
Patel 2022 - outpatient cohort = 3 1.28[1.17, 1.40] 35.69
Patel 2022 - hospitalised cohort B 1.88[1.75, 2.03] 35.81

Heterogeneity: T2 = 0.17, |2 = 98.17%, H? = 54, () e pefefioet 54— 3 7]
Test of 8, = 8: O(2) = 56.33, p = 0.00
Test of @ = 0: 1(2) = 0.95, p = 0.44

Overall e P4 S 3 76]
Heterogeneity: T = 0.17, I = 9B.17%, H* = 54.60

Test of 8, = 8: Q(2) = 56.33, p = 0.00

Test of B = 0: t(2) = 0.95, p = 0.44

Test of group differences: Q. (0) = 0.00, p =.

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 6.1 Liver disorders

exp(ES) Weight

Study with 95% CI (%)
4

Whittaker 2021 — 271[1.92, 3.83) 16.24
Heterogeneity: T2 = 0.00, |2 = %, H? =, i 2.71[1.92, 3.83]

Testof 8 =8:Q(0)=-0.00,p=.
Test of B = 0: t(0) = 5.66,p =

5

Patel 2022 - outpatient cohort : 3 0.75[ 0.66, 0.85] 17.31
Patel 2022 - hospitalised cohort - 1.06[0.90, 1.24] 17.20
Cohen 2022 m| 1.26[1.14, 1.39] 17.38
Daugherty 2021 It 1.72[1.52, 1.94] 17.32
Ayoubkhani 2021 ——— 467[2.67, B.15] 14.55
Heterogeneity: 12 = 0.43, I? = 98.79%, H? = 62.62  — e m—— 1.46 [ 0.63, 3.37]

Test of 8 = 8: Q(4) = 112.00, p = 0.00
Testof @ =0:1(4) = 1.26, p = 0.27

Overall — e — 1.61[0.81, 3.20]
Heterogeneity: 12 = 0.40, I° = 88.47%, H? = 65.24
Test of 8, = 8: Q(5) = 132.83, p = 0.00

Test of 8 = 0: t(5) = 1.80, p = 0.13

Test of group differences: Q.(1) = 3.16, p = 0.08

4

Random-effects Sidik-Jonkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 7.1 Lung disorders (general)

axp(ES) Weight
Study with 95% CI (%)
0
SnellerMc 2022 2.26[ 0.00, 1.6e+05] 045
Heterogeneity: T8 = 0.00, I = %, H* =. ———— 2 26 [ .00, 1.6e+05]

Testof 8, =6:Q(0)=0.00,p=.
Testof@=0:40)=0.14,p=.

4
Whittaker 2021 " 201 090, 4.48] 1285
Heterogeneity: 1 = 0.00, I* = %, H* = > 2.01[ 0.90, 4.48]
Testof 8 =6;:Q(0) =-0.00,p=.
Testof8=0:40)=1.71,p=.
5
Patel 2022 - putpatient cohort 117 1.08, 1.29] 1471
ChevinskyJr 2021 - inpatient 1.50[ 1.01, 2.24] 1416
Patel 2022 - hospitalised cohort 1.90[ 1.68, 2.15] 1468
Cohen 2022 253 2.20, 2.92] 14.66
Daugherty 2021 | 771 492, 12.08] 1401
Ayoubkhani 2021 B 25.35[22.26, 28.87] 1468
Heterogeneity: 12 = 1.37, |* = 99.57%, H* = 232.16 > 3.43[ 099, 11.86]
Test of 6, = 8;: Q(5) = 1489.16, p = 0.00
Test of 8 = 0: {{5) = 2.56, p = 0.05
Overall L 2 3.20[ 1.28, 7.98]
Heterogeneity: 1° = 1.01, IF = 99.19%, H* = 123.39
Testof B = 8: Q(7) = 1489.90, p = 0.00
Testof 8 =0:17)=3.01, p=0.02
Test of group differences: Q,(2) = 0.72, p = 0.70

11 5'384 1;1 6 6|4 55536

Random-effects Sidik—Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 7.2 Acute respiratory disorder

exp(ES) Weight
Study with 95% Cl (%)
5
Cohen 2022 - 1.93[1.75, 2.13] 53.39
Daugherty 2021 - L | -394[273, 569 46.61

e, ...~~~ 2gal003 248591
Test of 8 = 8;: Q(1) = 13.50, p = 0.00
Testof @ = 0:t(1) =2.78, p = 0.22

S leewn o 28901003 249591
Heterogeneity: T° = 0.22, I? = 92.16%, H* =12.76
Testof 8 = 8;: Q(1) = 13.50, p = 0.00
Testof 8 =0:1(1)=2.78, p=0.22

Test of group differences: Q,(0) = 0.00,p=.

Random-effects Sidik—Jonkman medel
Knapp-Hartung standard emors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 7.3 Chronic respiratory failure

exp(ES) Weight
Study with 95% ClI (%)
5
Cohen 2022 - 3.59[3.05, 4.23] 53.93
Daugherty 2021 : L ] *12.85 [ 6.39, 25.84] 48.07

g~ sB4slooo. zovo73sl
Test of 8, = 6 Q(1) = 12.13, p = 0.00
Testof 8 = 0:1(1) =2.94, p=0.21

S leeeen ... ®B4sl000 2070738
Heterogeneity: 12 = 0.70, I? = 91.24%, H* = 11.41
Test of 8, = 8: Q(1) = 12.13, p = 0.00
Testof 8 =0:t(1) =2.94, p=0.21

Test of group differences: Q,(0) = 0.00,p=.

Random-effects Sidik-Joenkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 7.4 Respiratory failure (unspecified)

exp(ES) Weight
Study with 95% CI (%)
5
ChevinskyJr 2021 - inpatient —— 0.73[0.48, 1.12] 3229
Cohen 2022 | 1.73[1.59, 1.89] 34.67
Daugherty 2021 ——371[261, 5.27] 33.04

Heterogeneity: T2 = 0.61, |2 = 96.72%, H? =804 — = 0025, 12_45]
Test of 8 = 8 Q(2) = 33.86, p = 0.00
Testof @ =0:1(2) =1.12, p = 0.38

Overall ————— e 023, 12.45]
Hetercgeneity: T° = 0.61, I* = 96.72%, H* = 30.46
Test of 8, = 8;: Q(2) = 33.86, p = 0.00

Testof B =0:1(2) =1.12, p=0.38

Test of group differences: Q,(0) = 0.00, p =.

Random-effects Sidik-Jenkman model
Knapp—Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All

studies were fully adjusted.

Franco JVA, et al. BMIMED 2024; 3:€000723. doi: 10.1136/bmjmed-2023-000723



BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJIMED

Analysis 8.1 Coagulation disorders

exp(ES) Weight

Study with 95% CI (%)
5

ChevinskyJr 2021 - inpatient —— 0.66[0.45 0.97] 1154
ChevinskyJr 2021 - putpatient —a— 0.75[0.46, 1.21] 10.80
Patel 2022 - outpatient cohort - 1.60[1.35, 1.90] 12.81
Al-Aly 2022 - unvaccinated [ | 1.64[1.59, 1.69] 13.14
Cohen 2022 L 213[1.94, 2.34] 13.04
Al-Aly 2022 - vaccinated n 2.21[2.04, 2.39] 13.07
Patel 2022 - hospitalised cohort . 3 240[2.11, 272] 1285
Daugherty 2021 —J—3.13[ 255, 3.84] 1265
Heterogeneity: T° = 0.28, |7 = 99.01%, H? = 101.27 e 1.66 [ 1.06, 2.60]

Test of 8, = 8: Q(7) = 158.93, p = 0.00
Test of 8 = 0: 1{7) = 2.66, p = 0.03

Overall i 1.66 [ 1.06, 2.60]
Heterogeneity: 1% = 0.28, |* = 99.01%, H* = 101.27
Test of 8 = 8 Q(7) = 158.93, p = 0.00

Test of 8 = 0: t(7) = 2.66, p = 0.03

Test of group differences: Q. (0) = 0.00, p =.

12 1 2

Random-effects Sidik-Jenkman model
Knapp—Hartung standard emors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 8.2 Anemia

exp(ES) Weight
Study with 95% CI (%)
4
Whittaker 2021 o 1.97[1.52, 2.56] 39.60
Heterogeneity: 12 = 0.00, P = %, H? = . ——e I | 97 [ 152, 2.56]
Test of 6, =8:Q(0) =-0.00,p =.
Testof @ =0:10) =507, p=.
5
Cohen 2022 —— 1.47[1.36, 1.60] 60.40
Heterogeneity: T2 = 0.00, I* = %, Ht = . ~a- 1.47 [1.36, 1.60]

Testof 8, =8 Q(0) =-0.00,p=.
Testof B =0:10)=9.15,p=.

CZwetwn ... 1pgs[027 10081
Heterogeneity: 1 = 0.03, I* = 74.56%, H* = 3.93
Testof 8, =6:Q(1) =430, p=0.04
Testof @ =0:1{1)=3.54, p=0.18

Test of group differences: G,(1) = 430, p = 0.04
T 1
1.36 256

Random-effects Sidik—Jonkman model
Knapp-Hartung standard emors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). As
there is little variation in effect estimates of the most adjusted group with the overall
estimate, we used the overall estimate in the main manuscript.
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Analysis 8.3 Urticaria

exp(ES) Weight

Study with 95% ClI (%)
5

Daugherty 2021 u 1.44[1.14, 1.82] 60.82
Cohen 2022 : B *1.61[ 1.20, 2.18] 39.18
Heterogeneity: T2 = 0.00, I* =4 - = d Ped—3-616]

Test of 8, = 8: Q(1) = 0.35, p = 0.56
Test of 8 = 0: (1) = 7.34, p = 0.09

Overall ——— 36 |
Heterogeneity: T = 0.00, F = 4.85%, H* = 1.05

Test of B, = 8: Q(1) = 0.35, p = 0.56

Testof B =0:1(1) =7.34, p=0.09

Test of group differences: Q.(0) = 0.00, p =|.

Random-effects Sidik—Jonkman model
Knapp-Hartung standard errors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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Analysis 8.4 Atopic dermatitis

exp({ES) Weight

Study with 85% CI (%)
5

Cohen 2022 —a— 0.B7[0.70, 1.09] 49.69
Daugherty 2021 [ | -1.24[1.00, 1.53] 50.31

leimwe e — e e 1p4[011. 9800
Test of 8, = 8 Q(1) =5.12, p = 0.02
Test of @ = 0: t{1) = 0.24, p = 0.85

S Sewiwddi ... 1p4[om. 9s0r
Heterogeneity: T° = 0.04, I? = 78.64%, H* = 4.68
Test of 8, = 8; Q(1) =5.12, p = 0.02
Testof B =0:1(1) =0.24, p=0.85

Test of group differences: Q,(0) = -0.00.p=.

0.70 1.53

Random-effects Sidik—Jenkman model
Knapp—-Hartung standard emors
Sorted by: effect

Meta-regression and testing for publication are not possible (<10 studies per variable). All
studies were fully adjusted.
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BMJIMED

Analysis 9. Other diagnosis (no meta-analysis)

exp(ES)
Study Definition with 95% CI
Daugherty 2021 Arrythmia M- 250[221, 2.82)
Cohen 2022 Cardiac Arrhythmia L 1.32[1.21, 1.43]
Cohen 2022 Cardiac Rhythm Disorders O 1.47[1.36, 1.58]
Daugherty 2021 Cardiac Arrhythmia —l— 244[2.05, 2.90]
Patel 2022 - hospitalised cohort Cardiac Arrhythmia L 3 1.42[1.30, 1.55]
Patel 2022 - outpatient cohort Cardiac Arrhythmia » 1.30[1.20, 1.41]
ChevinskyJr 2021 - outpatient ~ Cardiac Arrhythmia — 1.20[0.82, 1.75]
Wang 2022a Ventricular arrhythmias [ | 1.60[1.53, 1.67]
Cohen 2022 Tachycardia E 3 1.73[1.58, 1.89]
Daugherty 2021 Tachycardia —ll-2.74[2.37, 3.16]
Wang 2022a Tachycardia [ ] 1.68[1.63, 1.74]
SnellerMc 2022 Abnormal ECG —— 0.87[0.48, 1.58]
Wang 2022a Bradycardia [ | 1.60[1.53, 1.67]
Wang 2022a Cardiac arrest . 1.75[1.53, 2.01]
Rezel-Potts 2022 Atrial arritmias —— 0.85[0.68, 1.06]
Wang 2022a Atrial fibrillation and flutter B 241[230, 252]
<> 1.63[1.39, 1.91]
Subramanian 2022 Vitiligo —— 1.28[0.77, 2.14]
ChevinskyJr 2021 - inpatient Pressure ulcer of skin —— 0.99[0.71, 1.38]
Subramanian 2022 Psoriasis - 1.23[1.06, 1.43]
<> 1.19[1.04, 1.36]
Subramanian 2022 Coeliac disease - 1.30[0.90, 1.88]
ChevinskydJr 2021 - outpatient Diverticulosis and diverticulitis —i— 1.10[0.73, 1.66]
ChevinskyJr 2021 - outpatient ~ Esophageal disorders —— 0.82[0.63, 1.08]
Whittaker 2021 Gastro-oesophageal reflux disease —— 1.16[0.79, 1.70]
ChevinskyJr 2021 - outpatient Gastrointestinal hemorrhage —i— 1.10[0.71, 1.71]
ChevinskyJr 2021 - outpatient ~ Hemorrhoids 1.00[0.61, 1.63]
Noviello 2021 Irritable bowel syndrome i 1.07[0.72, 1.60]
Subramanian 2022 Inflammatory bowel disease —— 1.52[1.23, 1.88]
2 1.13[0.96, 1.35]
ChevinskyJr 2021 - outpatient ~ Aplastic anemia ——— 1.20[ 0.90, 1.60]
ChevinskyJr 2021 - outpatient  Nutritional anemia —a— 0.95[0.66, 1.37]
Subramanian 2022 Pernicious anaemia — 1.34[0.77, 2.33]
< 1.13[0.92, 1.39]
1}2 1 2l

Random-effects REML model
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exp(ES)

Study Definition with 95% Cl
ChevinskyJr 2021 - inpatient Fungal infections 1.10[0.70, 1.73]
ChevinskyJr 2021 - inpatient Urinary tract infections 0.99[0.76, 1.29]
ChevinskydJr 2021 - inpatient Bacterial infections 1.10[0.78, 1.56]
ChevinskyJr 2021 - outpatient Bacterial infections 3 1.60[1.13, 2.26]
ChevinskyJr 2021 - outpatient Urinary tract infections 1.40[1.04, 1.88]
ChevinskyJr 2021 - outpatient Other respiratory infections 1.10[0.75, 1.60]
ChevinskyJr 2021 - inpatient Pneumonia (except tuberculosis) 1.00[0.55, 1.81]
ChevinskyJr 2021 - outpatient Fungal infections 0.85[0.51, 1.41]
ChevinskyJr 2021 - inpatient Septicemia 0.94[0.67, 1.32]
ChevinskyJr 2021 - outpatient ~ Septicemia E 3 1.90[1.22, 295]
Hou 2021 Secondary infections (sepsis, endocarditis, CNS) || 8.19[6.33, 10.59]
Cohen 2022 Herpesviral Vesicular Dermatitis - 1.77[1.09, 2.86]
Daugherty 2021 Herpesviral Vesicular Dermatitis 1.30[0.89, 1.90]
1.42[1.02, 1.98]
Zarifkar 2022 Intracerebral hemorrhage 1.00[0.61, 1.63]
Zarifkar 2022 Multiple sclerosis 0.90[0.52, 1.56]
Zarifkar 2022 Subarachnoid hemorrhage 0.70[0.39, 1.26]
Taquet 2021 Encephalitis 0.96[0.85, 1.08]
Cohen 2022 Encephalopathy | 2.13[1.92, 2.36]
Daugherty 2021 Encephalopathy E 3 6.26[4.02, 9.75]
Subramanian 2022 Myasthenia gravis 0.92[0.35, 2.43]
Taquet 2021 Myoneural junction or muscle disease | 1.89[1.76, 2.08]
Taquet 2021 Nerve, nerve root and plexus disorder 0.89[0.87, 0.91]
1.35[0.86, 2.12]
Park 2021 Eating disorders —— 0.50[0.12, 2.00]
Wang 2022b Mania/Bipolar affective disorder - 2.64[1.51, 4.61]
Park 2021 Personality disorders — 1.45[0.35, 5.96]
OhTk 2020 Drug use disorder ——*——3.19[0.15, 67.16]
Wang 2022b Tobacco consumption 1.32[1.06, 1.64]
; 1.52[0.90, 257]
Cohen 2022 Kidney Injury (unspecified) [ | 1.09[1.01, 1.18]
Daugherty 2021 Kidney Injury (unspecified) | 1.70[1.42, 2.04]
Patel 2022 - hospitalised cohort Dialysis | 1.57[1.22, 2.03]
Patel 2022 - outpatient cohort  Dialysis ] 1.27[0.94, 1.73]
Whittaker 2021 Renal failure | 3.42[2.67, 4.38]
¢ 1.66[1.13, 2.43]
Whittaker 2021 Asthma || 0.75[0.61, 0.93]
¢ 0.75[0.61, 0.93]
Whittaker 2021 Arthritis 0.76 [ 0.56, 1.03]
ChevinskyJr 2021 - outpatient ~ Osteoarthritis 1 0.83[0.58, 1.18]
Subramanian 2022 Rheumatoid arthritis 1.06[0.81, 1.39]
4 0.89[0.72, 1.10]
ChevinskyJr 2021 - outpatient ~ Gout —— 2.20[1.09, 4.45]
ChevinskyJr 2021 - outpatient Inflammatory diseases of female pelvic organs 1.20[0.69, 2.08]
Subramanian 2022 Sjogren’s syndrome 0.17[0.02, 1.35]
Subramanian 2022 Systemic lupus eryth )SUS 1.02[0.51, 2.04]
1.24[0.78, 1.97]

Random-effects REML model
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Study Definition with 95% Cl

ChevinskyJr 2021 - outpatient Hyperplasia of prostata —t 1.50[0.80, 2.81]
ChevinskyJr 2021 - inpatient ~ Malnutrition —il— 1.10[0.79, 1.54]
ChevinskyJr 2021 - outpatient Malnutrition —— 2.00[1.12, 3.57]
ChevinskyJr 2021 - outpatient Menopausal disorders —— 1.00[0.58, 1.73]
ChevinskyJr 2021 - outpatient  Nutritional deficiencies —l— 0.71[0.50, 1.01]
ChevinskyJr 2021 - outpatient Obesity —il— 0.90[0.68, 1.20]
Wang 2022a Superficial vein thrombosis . ] 1.59[1.44, 1.76]
SnellerMc 2022 Valvular abnormality & 1.28[0.43, 3.83]

e 1.17[0.90, 1.51]

112 1 2

Random-effects REML model
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Supplementary table. Estimated rates of incident
diagnosis in covid and control groups.

Median rate in

the control Estimated rate in the covid
Group Outcome group group
Metabolic Diabetes 0.54% 0.85% (0.69% to 1.04%)
Metabolic Thyroid disease 0.00% 0.00% (0.00% to 0.01%)
Psychiatric Any psychiatric disorder 7.61% 10.58% (9.59% to 11.57%)
Psychiatric Mood disorders 3.70% 8.11% (7.11% to 9.25%)
Psychiatric Depressive disorders 1.00% 1.50% (1.12% to 2.01%)
Psychiatric Anxiety disorder 1.17% 1.41% (1.16% to 1.70%)
Psychiatric Panic disorder 0.22% 0.24% (0.04% to 1.33%)
Psychiatric Post-traumatic stress disorder 0.75% 1.00% (0.42% to 2.36%)
Psychiatric Psychosis 0.19% 0.42% (0.32% to 0.55%)
Psychiatric Any substance use disorders 0.26% 0.33% (0.17% to 0.63%)
Psychiatric Alcohol use disorder N/A N/A
Cardiovascular All cardiovascular 0.54% 1.18% (0.40% to 3.52%)
Cardiovascular Arterial Hypertension 1.84% 2.14% (1.69% to 2.71%)
Cardiovascular Pulmonary hypertension 0.47% 0.92% (0.00% to 100.00%)
Cardiovascular Heart failure 0.83% 0.99% (0.66% to 1.49%)
Cardiovascular Postural Tachycardia Syndrome 0.50% 0.94% (0.03% to 30.65%)
Cardiovascular Myocarditis 0.01% 0.02% (0.00% to 0.90%)
Cardiovascular Pericarditis 0.02% 0.03% (0.02% to 0.03%)
Cardiovascular Myocardial infarction 0.50% 0.64% (0.45% to 0.90%)
Cardiovascular Cardiogenic shock 0.03% 0.03% (0.00% to 6.85%)
Cardiovascular Cardiomiopathy 0.04% 0.15% (0.10% to 0.21%)
Cardiovascular Peripheral artery disease 0.50% 0.48% (0.26% to 0.91%)
Cardiovascular Deep vein thrombosis 0.19% 0.59% (0.16% to 2.20%)
Cardiovascular Pulmonary embolism 0.24% 0.57% (0.31% to 1.03%)
Cardiovascular Hemorrhagic stroke 0.46% 0.80% (0.55% to 1.15%)
Cardiovascular ~ Stroke (general) 0.60% 14.87% (14.51% to 15.23%)
Neurological Sensory disorders 11.90% 3.21% (2.04% to 5.06%)
Neurological Cognitive impairment 1.65% 1.30% (0.77% to 2.20%)
Neurological Dementia 0.98% 0.03% (0.01% to 0.15%)
Neurological Alzheimer's disease 0.02% 0.04% (0.02% to 0.09%)
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Extrapyramidal and other

Neurological movement disorders 0.03% 1.49% (0.81% to 2.72%)
Neurological Sleep apnea 1.27% 3.20% (2.45% to 4.20%)
Neurological Other sleep disorders 2.50% 0.77% (0.50% to 1.18%)
Neurological Peripheral neuropathy 0.56% 0.31% (0.24% to 0.40%)
Neurological Epilepsy or seizure 0.18% 0.01% (0.00% to 0.04%)
Neurological Guillain Barré syndrome 0.00% 0.24% (0.19% to 0.30%)
Neurological Headaches and migraine 0.20% 5.79% (4.42% to 7.64%)
Renal Acute kidney injury 4.29% 1.70% (1.28% to 2.28%)
Renal Chronic kidney injury 1.35% 5.91% (2.00% to 17.51%)
Renal Fluid and electrolyte disorders 4.66% 1.19% (0.60% to 2.37%)
Hepatic Liver disease 0.74% 2.63% (1.05% to 6.56%)
Pulmonary Lung disorders 0.82% 2.00% (0.02% to 100.00%)
Pulmonary Acute respiratory failure 0.74% 1.42% (0.00% to 100.00%)
Pulmonary Chronic respiratory failure 0.22% 1.75% (0.24% to 12.88%)
Pulmonary Respiratory failure (unspecified) 1.03% 1.37% (0.87% to 2.14%)
Hematic Coagulopathy 0.82% 2.18% (0.36% to 13.31%)
Hematic Anemia 1.32% 0.12% (0.06% to 0.25%)
Dermal Urticaria 0.08% 0.21% (0.02% to 1.96%)
Dermal Atopic dermatitis 0.20% 0.85% (0.69% to 1.04%)

N/A Not available
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