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Supplementary Table 1. Characteristics of multisystem inflammatory syndrome (MIS-C)
	
	RCPCHa
(1st May 2020)3
Paediatric multisystem inflammatory syndrome temporally associated with COVID-19
	US/CDCb
(14th May 2020)2
Multisystem	Inflammatory Syndrome in Children (MIS-C)
	WHOc
(15th May 2020)1
Multisystem Inflammatory Syndrome in children and adolescents temporally related to COVID-19

	Characteristic
	Fever >38.5
	Fever, laboratory evidence of
inflammation
	Fever >3 days AND elevated markers of
inflammation (ESR, CRP or procalcitonin)

	Age
	Child
	<21 years
	0-19 years

	Main features
	persistent fever, inflammation (neutrophilia, elevated CRP and lymphopaenia) and evidence of single or multi-organ dysfunction (shock, cardiac, respiratory,	renal, gastrointestinal	or neurological disorder) with additional features. This may include children fulfilling full or partial criteria for Kawasaki disease.
	Evidence of clinically severe illness requiring hospitalization,	with multisystem (>2) organ involvement (cardiac, renal respiratory, hematologic, gastrointestinal, dermatologic or neurological)
	At least Two of the following:
-Rash or bilateral non-purulent conjunctivitis	or	muco-cutaneous inflammation signs (oral, hands or feet).
-Hypotension or shock.
-Features of myocardial dysfunction, pericarditis, valvulitis, or coronary abnormalities (including ECHO findings or elevated Troponin/NT-proBNP),
-Evidence of coagulopathy (by PT, PTT, elevated d-Dimers).
-Acute gastrointestinal problems (diarrhea, vomiting, or abdominal pain).

	Exclusion criteria
	Exclusion of any other microbial cause, including bacterial sepsis, staphylococcal or streptococcal shock syndromes, infections associated with myocarditis such as enterovirus (waiting for results of these investigations should not delay seeking expert advice).
	No	alternative	plausible diagnoses
	No other obvious microbial cause of inflammation, including bacterial sepsis, staphylococcal or streptococcal shock syndromes.

	SARS-CoV2
status
	SARS-CoV-2 PCR testing may be positive or negative
	Positive for current or recent SARS-CoV2 infection by RT- PCR, serology or antigen test or COVID-19 exposure within the 4 weeks prior to the onset of symptoms
	Evidence of COVID-19 (RT-PCR, antigen test or serology positive), or likely contact with patients with COVID-19.


aRCPCH: Royal College of Paediatrics and Child Health; b. US-CDC: United States -Centers for Disease Control and Prevention;  c. WHO: World Health Organization;  MAS: macrophage activation syndrome; ESR: Erythrocyte sedimentation rate; CRP: C reactive protein.




Supplementary Table 2. Quality and bias assessments of included studiesa,b
aGeneral analysis: Some methodological components were evaluated: The study had clear objectives; detailed description of the study participants; adequate description of signs, symptoms, and clinical outcomes; the presence of SARS-CoV-2 determined by PCR and/or serology; and use of appropriate statistical methods to address the study issue. A study received a score of 2 if the criteria were fully met, a score of 1 if the criteria were partly met, and 0 if none of the criteria was met. Only studies that reached a total score of 7 were included in this systematic review. 
	Articles
2020/2021
	Did the study have clear objectives for the characterization of MIS-C / PIMS-TS?
	Does the study present a detailed ethnic and physical description of the patients?
	Does the study present an adequate clinical description of the patients?
	Does the study report the presence of SARS-CoV-2 by PCR and / or serology in all patients?
	Does the study present the data using appropriate statistical methods?
	Risk of bias in data analysis?
	Inclusion in study
(Qualitative or Meta-analysis/Quantitative)
	Total

	Abdel-Mannan et al 2020
	2
	1
	2
	2
	1
	Medium
	Qualitative
	8

	Abdel-Haq et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Acharrya et al 2020.
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Alkan et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Bahrami et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Balasubramanian et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Bapst et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Bektaş et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Belhadjer et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Belot et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Meta-analysis
	7

	Blondiaux et al 2020
	2
	1
	2
	2
	1
	Medium
	Qualitative
	8

	Blumfield et al 2021
	2
	1
	2
	2
	1
	Medium
	Meta-analysis
	8

	Buonsenso et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Capone et al 2020
	2
	2
	2
	1
	2
	Low
	Meta-analysis
	9

	Carter et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Cattalini et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Cheung et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Chiotos et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Cogan et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Dallan et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Dasgupta and Finch
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Davies et al 2020
	2
	2
	2
	1
	2
	Low
	Meta-analysis
	9

	De Paulis et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Deza Leon et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Dhanalakshmi et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Dionne et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Diorio et al 2020
	2
	2
	2
	1
	2
	Low
	Meta-analysis
	9

	Dolhnikoff et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Dolinger et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Domico et al 2020.
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Dufort et al 2020
	2
	2
	2
	1
	2
	Low
	Meta-analysis
	9

	Farias et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Farias et al 2020
	2
	2
	2
	1
	1
	Medium
	Qualitative
	8

	Feldstein et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Flood et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Giannattasio et al 2021
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Godfred-Cato et al 2020
	2
	2
	2
	1
	2
	Low
	Meta-analysis
	9

	Greene et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Grimaud et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Gruber et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Gupta et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Hameed et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Heidemann et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Hutchison et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Jain et al 2020
	2
	1
	2
	1
	2
	Medium
	Meta-analysis
	8

	Joshi et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Kashyap et al 2021
	2
	2
	2
	1
	1
	Medium-High
	Meta-analysis
	8

	Kaushik et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Kest et al 2020 
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Khesrani et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Klocperk et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Lang et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Lee and Margolskee
	2
	1
	2
	1
	1
	Medium
	Qualitative
	8

	Lee et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Lee et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Licciardi et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Lin et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Mamishi et al 2020
	2
	1
	2
	2
	1
	Medium
	Meta-analysis
	8

	Mehler et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Meredith et al 2021
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Miller et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Mills et al 2021
	2
	2
	2
	1
	2
	Low
	Qualitative
	9

	Moghadam et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Moraleda et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Nathan et al 2020
	2
	1
	2
	2
	1
	Medium
	Qualitative
	8

	Ng et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Nguyen et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Okarska-Napierała et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Paolino and Willians
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Patnaik et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Penner et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Pereira et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Perez-Toledo et al 2020
	2
	1
	2
	1
	2
	Medium
	Meta-analysis
	8

	Pouletty et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Prata-Barbosa et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Prieto et al 2021
	2
	2
	2
	1
	1
	Medium
	Meta-analysis
	8

	Ramcharan et al 2020
	2
	2
	2
	1
	2
	Low
	Meta-analysis
	9

	Rauf et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Regev et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Riollano-Cruz et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Riphagen et al 2020
	2
	2
	2
	1
	2
	Low
	Meta-analysis
	9

	Roberts et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Rodriguez-gonzalez et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Rogo et al 2020
	2
	1
	2
	1
	1
	Medium-High
	Qualitative
	7

	Sadiq et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Saeed and Shorofa
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Sandoval et al 2021
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Schupper et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Shenker et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Torres et al 2020
	2
	1
	2
	1
	2
	Medium
	Meta-analysis
	8

	Toubiana et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Vari et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Verdoni et al 2020
	2
	1
	2
	2
	2
	Low
	Meta-analysis
	9

	Verkuil et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7

	Webb et al 2020
	2
	2
	2
	2
	2
	Low
	Meta-analysis
	10

	Whittaker et al 2020
	2
	2
	2
	1
	2
	Low
	Meta-analysis
	9

	Yonker et al 2020
	2
	2
	2
	1
	1
	Medium
	Meta-analysis
	8

	Yozgat et al 2020
	2
	1
	2
	2
	0
	Medium-High
	Qualitative
	7





bObservational cohort studies and case reports were evaluated using some aspects of the Newcastle-Ottawa Scale (NOS). This assessment confirmed the inclusion of the study and the risk of bias in this systematic review. Aspects evaluated included selection and definition of controls, representativeness of the cases, comparability of cases and controls based on design or analysis, assessment of outcome, and risk of bias in data analysis. Each aspect can be answered with yes, no, or partially.

	Articles
2020/2021
	Selection and definition of controls
	Representativeness of the cases
	Comparability of cases and controls on the basis of the design or analysis
	Assessment of outcome
	Risk of bias in data analysis?

	Abdel-Mannan et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Acharrya et al 2020.
	Yes
	Yes
	Yes
	Yes
	Low

	Bahrami et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Balasubramanian et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Bapst et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Bektaş et al 2021
	Yes
	Yes
	Yes
	Yes
	Low

	Blondiaux et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Buonsenso et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Cogan et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Dallan et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Dasgupta and Finch
	Yes
	Yes
	Yes
	Yes
	Low

	De Paulis et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Deza Leon et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Dolhnikoff et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Dolinger et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Domico et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Farias et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Giannattasio et al 2021
	Yes
	Yes
	Yes
	Yes
	Low

	Greene et al 2020
	Yes
	Yes
	Yes
	Partially
	Medium

	Gupta et al 2020
	Yes
	Yes
	Yes
	Partially
	Medium

	Heidemann et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Hutchison et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Joshi et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Kest et al 2020 
	Yes
	Yes
	Yes
	Yes
	Low

	Khesrani et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Klocperk et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Lang et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Lee and Margolskee 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Lee et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Licciardi et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Lin et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Maghadam et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Meredith et al 2021
	Yes
	Yes
	Yes
	Yes
	Low

	Mills et al 2021
	Yes
	Yes
	Yes
	Yes
	Low

	Nathan et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Ng et al 2020
	Yes
	Yes
	Yes
	Partially
	Medium

	Nguyen et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Okarska-Napierała et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Paolino and Willians
	Yes
	Yes
	Yes
	Yes
	Low

	Rauf et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Regev et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Rodriguez-gonzalez et al 2020
	Yes
	Yes
	Yes
	Partially
	Medium

	Rogo et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Saeed and Shorofa
	Yes
	Yes
	Yes
	Partially
	Medium

	Schupper et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Shenker et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Vari et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Verkuil et al 2020
	Yes
	Yes
	Yes
	Yes
	Low

	Yozgat et al 2020
	Yes
	Yes
	Yes
	Yes
	Low






Supplementary Table 3. Links to all studies included in this systematic review
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Supplementary Figures. Results of the meta-analyses of all characteristics from the included studies: forest plots and funnel plots. 

Male gender
[image: C:\Users\Lilian\AppData\Local\Temp\Rar$DIa0.370\0001.jpg]
[image: ]

Caucasian/white ethnicity
[image: ]
[image: ]

African American/Black ethnicity
[image: ]
[image: ]

Asian ethnicity[image: ]
[image: ]

Hispanic ethnicity
[image: ]
[image: ]

multiracial or others[image: ]
[image: ]

unreported or specified ethnicity
[image: ]
[image: ]

Symptoms - fever 
[image: C:\Users\Lilian\Desktop\7a3ccbb44d9a4f219047d78f7a2b81c1-0001.jpg]
[image: ]

Symptoms - dyspnea 
[image: ]
[image: ]


Symptoms – vomiting
[image: ]
[image: ]


Symptoms – cough
[image: ]
[image: ]

Symptoms - cojunctivitis[image: ][image: ]


Symptoms – headache
[image: ]
[image: ]




Symptoms - abdominal pain
[image: ]
[image: ]


Symptoms - rash/erythema
[image: ]
[image: ]

Symptoms - sore throat
[image: ]
[image: ]







Symptoms - diarrhoea
[image: ]
[image: ]

Non-specific gastrointestinal symptoms (GI symptoms)
[image: ]
[image: ]





SHOCK
[image: ]
[image: ]

Hypotension
[image: ]
[image: ]

Pediatric intensive care unit (PICU)
[image: ]
[image: ]

COMORBIDITIES[image: ]
[image: ]


INOTROPICS
[image: ]
[image: ]
STEROIDES
[image: ]

[image: ]


IVIG
[image: ]
[image: ]

ANTIBIOTICS
[image: ]
[image: ]




Antiplatelet/ Anticoagulation
[image: ]
[image: ]


Biologic immunomodulation
[image: ]
[image: ]


ANTIVIRAL THERAPY
[image: ]
[image: ]










RESPIRATORY SUPPORT  (MV/NIV/ HFNC)
[image: ]
[image: ]

ECMO
[image: ]
[image: ]







RECOVERED PATIENTS
[image: ]
[image: ]
DEATH
[image: ]
[image: ]

CARDIAC SYMPTOMS
[image: ]
[image: ]

NEUROLOGIC SYMPTOMS
[image: ]
[image: ]





RESPIRATORY SYMPTOMS
[image: ]
[image: ]

Exams RT-PCR
[image: ]
[image: ]


Exams SOROLOGY
[image: ]
[image: ]
image2.png
T
z

0 90 oL

Jou3 plepuels

Logit Transformed Proportion




image3.png
Study Events Total

Capone et al 2020 3 33 =
Carter et al 2020 10 25 —a—
Cheung et al 2020 2 17 ——

Chiotos et al 2020 2 6 —=——
Davies et al 2020 17 78—

Diorio et al 2020 4 6 —a—
Dufort et al 2020 29 99 ——

Feldstein et al 2020 35 186

Godfred-Cato et al 2020 61 570

Kaushik et al 2020 3 33 =

Lee etal 2020 10 28 .
Miller et al 2020 9 44 —f—
Prata-Barbosa et al 2020 6 10 —a—
Ramcharan et al 2020 0 15—+

Riollano-Cruz et al 2020 2 15

Riphagen et al 2020 0 gE———

Sadiq et al 2020 0 gE—t——

Whittaker et al 2020 12 58 —w—

Webb et al 2020 0 23E—

Yonker et al 2020 7 18

Flood et al 2021 114 268 -

Abdel-Haq et al 2021 3 33 =

Penner et al 2021 9 46 —F—

Random effects model, 1627 <=

Heterogeneity: I° = 84%, * = 0.6798, p<0d
02 04 06 08

Proportion

0.09
040
012
033
022
067
029
019
011
0.09
036
020
060
0.00
013
0.00
0.00
021
0.00
039
043
0.09
020

95%-Cl

[0.02;0.24]
[0.21;061]
[0.01;0.36]
[0.04;0.78]
[0.13;0.33]
[0.22;0.96]
[0.21;0.39]
[0.13;0.25]
[0.08;0.14]
[0.02;0.24]
[0.19; 0.56]
[0.10;0.35]
[0.26;0.88]
[0.00;0.22]
[0.02;0.40]
[0.00;0.37]
[0.00;0.37]
[0.11;0.33]
[0.00;0.15]
[0.17;0.64]
[0.37;0.49]
[0.02;0.24]
[0.09;0.34]

0.19 [0.13; 0.26]




image4.png
Standard Error

10 05 0.0

15

oo

Logit Transformed Proportion





image5.png
Study

Capone et al 2020
Carter et al 2020
Cheung et al 2020
Chiotos et al 2020
Davies et al 2020

Diorio et al 2020

Dufort et al 2020
Feldstein et al 2020
Godfred-Cato et al 2020
Kaushik et al 2020

Lee etal 2020

Miller et al 2020
Prata-Barbosa et al 2020
Ramcharan et al 2020
Riollano-Cruz et al 2020
Riphagen et al 2020
Sadiq et al 2020
Whittaker et al 2020
Webb et al 2020

Yonker et al 2020

Flood et al 2021
Abdel-Haq et al 2021
Penner et al 2021

Random effects model

Heterogeneity: * = 74%, v* = 0.5378, p < 0.01
02 04 06 08

Events Total

~Snvroo

52

BBuaRoononond

B

33
25
17

6
78

99
186
570

33

28

44

10

15

15

8
8

58

23

18
268

33

46

1627

Proportion

024
036
024
033
047
017
031
025
027
039
018
020
020
040
013
075
0.00
038
078
011
022
076
035

95%-Cl

[0.11;0.42]
[0.18;0.57]
[0.07;0.50]
[0.04;0.78]
[0.36;0.59]
[0.00; 0.64]
[0.22;0.41]
[0.19;0.32]
[0.23;0.31]
[0.23;0.58]
[0.06;0.37]
[0.10;0.35]
[0.03; 0.56]
[0.16;0.68]
[0.02; 0.40]
[0.35;0.97]
[0.00;0.37]
[0.26;0.52]
[0.56;0.93]
[0.01;0.35]
[0.18;0.28]
[0.58;0.89]
[0.21;0.50]

0.32 [0.24; 0.40]




image6.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image7.png
Study

Capone et al 2020
Carter et al 2020
Cheung et al 2020
Chiotos et al 2020
Davies et al 2020

Diorio et al 2020

Dufort et al 2020
Feldstein et al 2020
Godfred-Cato et al 2020
Kaushik et al 2020

Lee etal 2020

Miller et al 2020
Prata-Barbosa et al 2020
Ramcharan et al 2020
Riollano-Cruz et al 2020
Riphagen et al 2020
Sadiq et al 2020
Whittaker et al 2020
Webb et al 2020

Yonker et al 2020

Flood et al 2021
Abdel-Haq et al 2021
Penner et al 2021

Random effects model

Heterogenetty: /> = 79%, t> = 4.6149, p < 0.01
0 02 04 06 08

Events Total
3 33 F—
5 25 {—%—
1 17 =
0 B
22 78 ——
0 s
4 99 &
0 186!
13 570
1 335
0 28—
0 44
1 10 =+
6 15 ——
0 15—
1 8
8 8
18 58 ——
0 23—
1 18
63 268 E
0 33—
11 46 ——

1627 <

Proportion

0.09
020
0.06
0.00
028
0.00
004
0.00
0.02
0.03
0.00
0.00
0.10
040
0.00
012
1.00
031
0.00
0.06
024
0.00
024

95%-Cl

[0.02;0.24]
[0.07;0.41]
[0.00;0.29]
[0.00; 0.46]
[0.19;0.40]
[0.00; 0.46]
[0.01;0.10]
[0.00;0.02]
[0.01;0.04]
[0.00;0.16]
[0.00;0.12]
[0.00; 0.08]
[0.00; 0.45]
[0.16;0.68]
[0.00;0-22]
[0.00;0.53]
[0.63;1.00]
[0.20;0.45]
[0.00;0.15]
[0.00;0-27]
[0.19;0.29]
[0.00;0.11]
[0.13;0.39]

0.05 [0.02; 0.13]




image8.png
Standard Error

10 05 0.0

15

0000 o 4

Logit Transformed Proportion





image9.png
Study Events Total Proportion 95%-Cl

Cheung et al 2020 417 024 [0.07;0.50]
Dufort et al 2020 31 99 —a— 031 [0.22,0.41]
Feldstein et al 2020 57 186 E o 031 [0.24;038]
Godfred-Cato etal 2020 187 570 = 033 0.29,037]
Kaushik et al 2020 15 33 s 0.45 [0.28;064]
Lee etal 2020 13 28 —a— 0.46 [0.28;0.66]
Miler et al 2020 15 44 —a— 0.34 [0.20;0.50]
Riolano-Cruzetal2020 10 15 —_— 067 [0.38;0.88]
Yonker et al 2020 6 18 ———— 033 [0.13;059]
Abdel-Haq et al 2021 2 BE— 0.06 [0.01;020]
Randonm effects model 1043 - 0.3 [0.26; 0.42]

- - - [ —
Heterogeneity: 1° = 55%, ©* = 0.2099, p = 0.02
02 04 06 08




image10.png
Standard Error

04 02 00

06

Logit Transformed Proportion





image11.png
Study Events Total Proportion 95%-Cl

Capone et al 2020 15 33 —a— 045 [0.28;0.64]
Carter et al 2020 1 25 @— 0.04 [0.00;0.20]
Cheung et al 2020 6 17 —_— 035 [0.14;0.62]
Chiotos et al 2020 2 6 033 [0.04;0.78]
Davies et al 2020 2 78 E— 0.03 [0.00;0.09]
Diorio et al 2020 16— 0.17 [0.00;0.64]
Dufort et al 2020 4 99 = 0.04 [0.01:0.10]
Feldstein et al 2020 9 186 0.05 [0.02;0.09]
Godfred-Cato et al 2020 48 570 = 0.08 [0.06;0.11]
Kaushik et al 2020 1 33— 0.03 [0.00;0.16]
Prata-Barbosa et al 2020 110 ——— 0.10 [0.00;0.45]
Ramcharan et al 2020 3 15 ——=——— 020 [0.04;0.48]
Riphagen et al 2020 18— 0.12 [0.00;0.53]
Whittaker et al 2020 6 58 —=— 0.10 [0.04;0.21]
Webb et al 2020 5 23 022 [0.07;0.44]
Flood et al 2021 21 268 = 0.08 [0.05:0.12]
Abdel-Haq et al 2021 3 33 —E=— 0.09 [0.02;0.24]
Penner et al 2021 10 46 022 [0.110.36]
Randonm effects model 1514 < 0.11 [0.07; 0.16]

Heterogeneity: 1 = 77%, 1 = 0.7292, p < 0.01
01020304 050607




image12.png
Standard Error

02

06

10

Logit Transformed Proportion





image13.png
Study Events Total Proportion 95%-Cl

Capone et al 2020 4 33 0.12 0.03;028]
Feldstein et al 2020 39 186 —— 021 [0.15,028]
Godfred-Cato etal 2020 108 570 - 0.19 [0.16;022]
Miler et al 2020 1 44 e 025 [0.13;0.40]
Riollano-Cruz et al 2020 1 15— 0.07 [0.00;032]
Yonker et al 2020 2 18— 0.1 [0.01;035]
Flood et al 2021 10 268 - 0.04 [0.02;007]
Randonm effects model 1134 e — 013 [0.07; 0.21]

- - T T 1
Heterogeneity: 1° = 82%, 1* = 0.4556, p < 0.01
01 02 03 04




image14.png
Standard Error

02

06

10

Logit Transformed Proportion





image15.jpeg
Study

Belhadjer et al 2020
Belot et al 2020
Blumfield et al 2020
Capone et al 2020
Carter et al 2020
Cheung et al 2020
Chiotos et al 2020
Davies et al 2020
Dhanalakshmi et al 2020
Dionne et al 2020

Diorio et al 2020

Dufort et al 2020

Farias et al 2020
Feldstein et al 2020
Godfred—Cato et al 2020
Grimaud et al 2020
Gruber et al 2020
Hameed et al 2020

Jain et al 2020

Kaushik et al 2020

Lee et al 2020

Mamishi et al 2020
Miller et al 2020
Moraleda et al 2020
Pereira et al 2020
Perez-Toledo et al 2020
Pouletty et al 2020
Prata—Barbosa et al 2020
Ramcharan et al 2020
Riollano—-Cruz et al 2020
Riphagen et al 2020
Sadiq et al 2020

Torres et al 2020
Toubiana et al 2020
Verdoni et al 2020
Whittaker et al 2020
Webb et al 2020

Yonker et al 2020
Sandoval et al 2021
Alkan et al 2021

Flood et al 2021

Mehler et al 2021
Penner et al 2021
Abdel-Hagq et al 2021

Random effects model

35
66
16
33
25
17

6
78
19
25

6
99
11

186

570
20

8
33
23
31
28
41
44
30

6

8
16

8
15
15

8

8
27
21
10
58
23
18

8
36

268

8
46
33

Events Total

35
108
16
33
25
17
6
78
19
25
6
99
1
186
570
20
8
35
23
33
28
45
44
31
6

8
16
10
15
15
8

8
27
21
10
58
23
18
8
36
268
9
46
33

2144

Heterogeneity: /2 = 78%, 12 = 0.0199, p < 0.01 !

0.5

T T T T 1
06 07 08 09 1

Proportion

1.00
0.61
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
0.94
1.00
0.94
1.00
0.91
1.00
0.97
1.00
1.00
1.00
0.80
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
1.00
0.89
1.00
1.00

1.00

95%-Cl Weight
[0.90;1.00]  2.6%
[0.51;0.70]  3.2%
[0.79;1.00]  2.0%
[0.89;1.00]  2.6%
[0.86;1.00] 2.4%
[0.80;1.00] 2.1%
[0.54;1.00] 1.2%
[0.95;1.00] 3.1%
[0.82;1.00]  2.2%
[0.86;1.00] 2.4%
[0.54;1.00] 1.2%
[0.96;1.00]  3.2%
[0.72;1.00] 1.7%
[0.98;1.00] 3.3%
[0.99;1.00] 3.5%
[0.83;1.00] 2.2%
[0.63;1.00] 1.4%
[0.81;0.99] 2.6%
[0.85;1.00] 2.3%
[0.80;0.99] 2.6%
[0.88;1.00] 2.5%
[0.79;0.98]  2.8%
[0.92;1.00] 2.8%
[0.83;1.00] 2.6%
[0.54;1.00] 1.2%
[0.63;1.00] 1.4%
[0.79;1.00]  2.0%
[0.44;097] 1.6%
[0.78;1.00]  2.0%
[0.78;1.00]  2.0%
[0.63;1.00] 1.4%
[0.63;1.00] 1.4%
[0.87;1.00] 2.5%
[0.84;1.00] 2.3%
[0.69;1.00]  1.6%
[0.94;1.00] 2.9%
[0.85;1.00] 2.3%
[0.81;1.00] 2.1%
[0.63;1.00] 1.4%
[0.90;1.00]  2.7%
[0.99;1.00] 3.4%
[0.52;1.00]  1.5%
[0.92;1.00] 2.8%
[0.89;1.00]  2.6%
[0.98; 1.00] 100.0%




image16.png
Standard Error

0.10 0.00

020

T T T T T
10 12 14 16 18

Freeman-Tukey Double Arcsine Transformed Proportion





image17.png
Study

Capone et al 2020
Cheung et al 2020
Dufort et al 2020
Godfred-Cato et al 2020
Jain et al 2020

Kaushik et al 2020
Miller et al 2020

Pereira et al 2020
Pouletty et al 2020
Riollano-Cruz et al 2020
Yonker et al 2020

Random effects model

Heterogeneity: 1° = 65%, 7 = 0.2791, p < 0.01

17
7
19
149
11
11
11

wan s

Events Total

33
17
99
570
23
33
44
6

16 —=——

P ——

18

874

e

02 04 06 08

Proportion

052
041
019
026
048
033
025
067
012
007
017

95%-Cl

[0.34;0.69]
[0.18;0.67]
[0.12;0.28]
[0.23;0.30]
[0.27;0.69]
[0.18;0.52]
[0.13;0.40]
[0.22;0.96]
[0.02;0.38]
[0.00;0.32]
[0.04;0.41]

0.29 [0.21; 0.38]




image18.png
Standard Error

02

06

10

Logit Transformed Proportion





image19.png
study

Blumfield et al 2020
Capone et al 2020
Carter et al 2020
Cheung et al 2020
Chiotos et al 2020
Dhanalakshmi et al 2020
Dufort et al 2020
Godfred-Cato et al 2020
Grimaud et al 2020
Gruber et al 2020
Hameed et al 2020

Jain et al 2020

Kaushik et al 2020
Mamishi et al 2020
Miller et al 2020
Moraleda et al 2020
Pereira et al 2020
Prata-Barbosa et al 2020
Riollano-Cruz et al 2020
Riphagen et al 2020
Sadiq et al 2020

Torres et al 2020
Toubiana et al 2020
Whittaker et al 2020
‘Yonker et al 2020

Alkan et al 2021

Flood etal 2021

Mehler et al 2021
Abdel-Haq et al 2021

Random effects model

Heterogeneity: 1= 73%, 1 = 1.1940, p < 0.01

12
32
18
15

5
6
57

352

20
5
4

15

23

23

25

27
4
6

12
4
6

13

21

2
5

12

196

6
15

Events Total

16
33
25
17

6
19
99

570

20
8
35
23
33
45
44
31
6
10
15
8
8
27
21
58
18
36
268
9
33

1541

02

04

—

06

08

1

Proportion

075
0.97
072
0.88
0.83
0.32
058
062
1.00
062
0.11
0.65
0.70
051
0.57
0.87
067
0.60
0.80
0.50
0.75
0.48
1.00
0.45
0.28
0.33
073
0.67
0.45

0.66




image20.png
Standard Error

10 06 02

14

Logit Transformed Proportion





image21.png
Study Events Total Proportion 95%-Cl

Capone et al 2020 17 33 —— 052 [0.34;0.69]
Dufort et al 2020 31 99 = 031 [0.22:0.41]
Feldstein et al 2020 171 186 - 092 [0.87;0.95]
Godfred-Catoetal 2020 163 570 = 029 [0.25:0.32]
Moraleda et al 2020 1 31— 035 [0.19;0.55]
Pereira et al 2020 5 6 —a— 0.83 [0.36;1.00]
Prata-Barbosa et al 2020 4 10 —F— 040 [0.120.74]
Riollano-Cruz et al 2020 3 15— —— 020 [0.04;0.48]
Torres et al 2020 7 21 —=—— 026 [0.11:0.46]
Toubiana et al 2020 9 21 —a—— 0.43 [0.22;0.66]
Whittaker et al 2020 12 58 —%— 021 [0.11;0.33]
Yonker et al 2020 4 18 —F—— 022 [0.06;0.48]
Flood et al 2021 69 268 == 026 [0.21:0.31]
Penner et al 2021 29 46 —a— 063 [0.48;0.77]
Randonm effects model 1388 — 0.41 [0.28; 0.55]

Heterogeneity: 1* = 93%, 1 = 1.0430, p < 0.01
02 04 06 08




image22.png
Standard Error

02

06

10

Logit Transformed Proportion





image23.png
Study

Belhadjer et al 2020
Blumfield et al 2020
Carter et al 2020
Dhanalakshmi et al 2020
Diorio et al 2020
Dufort et al 2020
Feldstein et al 2020
Grimaud et al 2020
Gruber et al 2020
Hameed et al 2020
Jain et al 2020

Lee et al 2020
Moraleda et al 2020
Riphagen et al 2020
Torres et al 2020
Verdoni et al 2020
Webb et al 2020
Whittaker et al 2020
Sandoval et al 2021
Alkan et al 2021
Flood et al 2021
Mehler et al 2021

Random effects model

Heterogeneity: 12 = 58%, ¥ = 0.2926, p < 0.01

31

8
10
9
4
55
103
6
3
9
"
16
23

5
13
8
15
26
5
25
135
2

Events Total

35
16
25
19
6
99
186
20
8
35
23
28
31
8
27
10
23
58
8
36
268

= E——

978

—
[ e —
02 04 06 08

Proportion

0.89
0.50
0.40
047
067
056
055
0.30
038
026
048
057
074
062
048
0.80
065
045
062
069
0.50
022

95%-Cl

[0.73; 0.97]
[0.25; 0.75]
[0-21; 0.61]
[0-24; 0.71]
0-22; 0.96]
[0.45; 0.66]
[0.48; 0.63]
[0.12; 0.54]
[0.09; 0.76]
[0.12; 0.43]
[0.27; 0.69]
[0.37; 0.76]
[0.55; 0.88]
[0-24; 0.91]
0-29; 0.68]
[0.44; 0.97]
[0.43; 0.84]
0.32; 0.58]
[0-24; 0.91]
[0.52; 0.84]
[0.44; 0.57]
[0.03; 0.60]

0.54 [0.47; 0.61]




image24.png
T T T T T
00 Z0 ¥0 90 80

Jou3 plepuels

-10 05 00 05 10 15 20

-15

Logit Transformed Proportion




image25.png
Study

Blumfield et al 2020
Capone et al 2020
Dufort et al 2020
Godfred-Cato et al 2020
Gruber et al 2020
Moraleda et al 2020
Riphagen et al 2020
Yonker et al 2020

Webb et al 2020
Sandoval etal 2021
Alkan et al 2021

Flood et al 2021

Mehler et al 2021
Penner et al 2021

Random effects model

Ro2uwonvnowdBso

Events Total

16
33
99
570
8
31
8
18
23
8

36 —=—

268
9
46

173

—_—

- - T T T 1 T 1
Heterogeneity: 1 = 70%, 1* = 0.3524, p < 0.01

01020304050607

Proportion  95%-Cl

0.38 [0.15;0.65]
058 [0.39;0.75]
029 [0.21;039]
033 [0.29,037]
0.38 [0.09;0.76]
0.19 [0.07;037]
025 [0.03;065]
0.1 [0.01;035]
022 [0.07;0.44]
0.38 [0.09;0.76]
0.08 [0.02,022]
023 [0.18;0.28]
0.1 [0.00; 0.48]
052 [0.37,067]

0.28 [0.21; 0.37]




image26.png
Standard Error

02

06

10

Logit Transformed Proportion





image27.png
Study Events Total Proportion  95%-Cl

Blumfield et al 2020 116 —_— 069 [0.41;0.89]
Capone et al 2020 32 33 — 097 [0.84;1.00]
Carter et al 2020 18 25 Emm— 072 [051;0.88]
Cheung et al 2020 1517 _ 0388 [064;0.99]
Chiotos et al 2020 5 6 —_—— 083 [0.36;1.00]
Dhanalakshmi et al 2020 8 19 —=—— 042 [0.20;067]
Diorio et al 2020 4 86— 067 [0.22;0.96]
Dufort et al 2020 60 99 —— 061 [0.50;0.70]
Godfed-Cato et al 2020~ 353 570 - 062 [0.58; 0.66]
Grimaud et al 2020 20 20 - 1,00 [0.83; 1.00]
Gruber et al 2020 5 8 — —=—— 062 [0.24;0.91]
Hameed et al 2020 19 35 _ 054 [0.37,0.71]
Jain etal 2020 12 28 —— 052 [0.31,0.73]
Kaushik et al 2020 27 3 —a— 064 [0.45; 0.80]
Mamishi et al 2020 2% 45 _ 058 [0.42,0.72]
Miller et al 2020 33 a4 —_— 075 [0.60; 0.87]
Moraleda et al 2020 27 31 —a— 087 [0.70;0.95]
Pereira et al 2020 46— ——— 067 [0.22;0.95]
Jain etal 2020 12 28 — 052 [0.31,0.73]
Kaushik et al 2020 27 —a— 064 [0.45; 0.80]
Riollano-Cruz et al 2020 9 15 ———=—— 060 [0.32; 0.84]
Riphagen et al 2020 6 8 — = 075 [0.350.97]
Sadiq et al 2020 6 8 ——8—— 075 [0.350.97]
Torres et al 2020 1727 _— 063 [0.42; 0.81]
Toubiana et al 2020 27 21 — 1,00 [0.84;1.00]
Webb et al 2020 15 23 —a— 065 [0.43;0.84]
Whittaker et al 2020 31 58 E— 053 [0.40; 067]
Alkan et al 2021 20 36 —_— 056 [0.38;0.72]
Flood et al 2021 152 268 = 057 [051063]
MeNler et al 2021 6 9 — —=—— 067 [0.30; 0.93]
Abdel-Hagq et al 2021 7 8 —= 052 [0.34; 0.69]
Random effects model 158 - 068 [0.62;0.74]

Heterogeneity: /2 = 24%, = 0.3961, p = 0.12
04 06 08 1




image28.png
Standard Error

10 06 02

14

Logit Transformed Proportion





image29.png
Study Events Total Proportion  95%-Cl

Blumfield et al 2020 10 16 —e 062 [0.35;0.85]
Carter etal 2020 17 25 _ 068 [0.46;0.85]
Dhanalakshmi etal 2020 12 19 —— 063 [0.38;0.84]
Dionne et al 2020 1425 —— 056 [0.35;0.76]
Diorio et al 2020 6 6 E— 1.00 [0.54;1.00]
Dufort et al 2020 61 99 — 062 [051;071]
Farias et al 2020 LA —a 1,00 [0.72;1.00]
Feldstein et al 2020 110 186 - 059 [0.52; 0.66]
Godfred-Cato etal 2020 315 570 = 055 [051;059]
Grimaud et al 2020 10 20 — 050 [0.27;073]
Gruber et al 2020 3 58— 038 [0.09;0.76]
Hameed et al 2020 1335 R 037 [0.21;055]
Jain et al 2020 14 23 —a— 061 [0.39; 0.80]
Kaushik et al 2020 1433 —.— 0.42 [0.25,061]
Lee et al 2020 10 28 —8— 036 [0.19; 0.56]
Mamishi et al 2020 24 45 —— 053 [0.38; 0.68]
Moraleda et al 2020 23 31 —u— 074 [0.55;0.88]
Riphagen et al 2020 4 8 050 [0.16; 0.84]
Torres et al 2020 1427 _— 052 [0.32;071]
Verdoni et al 2020 8 10 —a— 0380 [0.44;097]
Whittaker et al 2020 30 58 —a— 052 [0.38; 0.65]
Yonker et al 2020 5 18 —&—— 028 [0.10; 053]
Webb e al 2020 20 23 — 0387 [066;097]
Sandoval et al 2021 6 8 —a— 075 [0.35;097]
Alan et al 2021 21 36 —e— 058 [0.41;0.74]
Flood et al 2021 166 268 - 062 [0.56;0.68]
Mehler et al 2021 29— 022 [0.03;0.60]
Penner et al 2021 39 46 —=— 0385 [0.71;094]
Abdel-Hag et al 2021 19 33 —_— 058 [0.39;0.75]
Random effects model 1724 = 0.59 [0.53; 0.65]

Heterogeneity: /2 = 51%, ©* = 0.2785, p < 0.01
02 04 06 08 1




image30.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image31.png
Study Events Total Proportion 95%-Cl

Blumfield et al 2020 5 16 @ ——=—— 031 [0.11;059]
Capone et al 2020 17 33 —a— 052 [0.34;069]
Dufort et al 2020 16 99— 0.16 [0.10;0.25]
Moraleda et al 2020 8 31— 026 [0.12;0.45]
Riollano-Cruz et al 2020 2 15 0.13 [0.02;0.40]
Whittaker et al 2020 6 58 —#=— 0.10 [0.04;021]
Yonker et al 2020 2 18 —=——— 0.1 [0.01;035]
Mehler et al 2021 19—t 0.1 [0.00; 0.48]
Randonm effects model 279 = 0.20 [0.12; 0.31]

Heterogeneity: 1 = 71%, 1 = 0.4168, p < 0.01
0102 03 04 05 06




image32.png
Standard Error

02

06

10

Logit Transformed Proportion





image33.png
Study

Belhadjer et al 2020
Blumield et al 2020
Capone et al 2020
Carter et al 2020
Chiotos et al 2020
Dhanalakshmi et al 2020
Diorio et al 2020

Dufort et al 2020
Godfred-Cato et al 2020
Gruber et al 2020
Hameed et al 2020

Jain et al 2020

Kaushik et al 2020
Marmishi et al 2020
Miller et al 2020
Moraleda et al 2020
Pereira et al 2020
Prata-Barbosa et al 2020
Riollano-Cruz et al 2020
Riphagen et al 2020
Sadiq et al 2020

Tores et al 2020
Toubiana et al 2020
Verdon et al 2020
Whittaker et al 2020
Webb et al 2020

‘Yonker et al 2020

Flood et al 2021

Mehler et al 2021
Abdel-Haq et al 2021

Random effects model

Heterogeneity: /2 = 76%, 7 = 0.8184, p < 0.01

Events

2
7
32
18
4

3

2
49
303
3
1
15
16
16
18
27
4

4

6

7

6
17
20
6
30
13
3
196
6
17

Total

35
16
33
2

6
19
6
99
570
8
35
23
33
45
44
31
6
10
15
8
8
27
21
10
58
23
18
268
9
33

1542

—
T
02 04 06 08

Proportion

080
0.44
097
072
067
016
033
049
053
038
031
065
048
036
0.41
087
067
040
040
088
075
063
095
060
052
057
017
073
067
052

95%~Cl

[063:0.92]
[0.20: 0.70)
[0.84; 1.00]
[051: 0.88]
[0.22:0.96]
[0.03: 0.40]
[0.04:0.78]
[0.39; 0.60]
[0.49: 0.57]
[0.09; 0.76]
[0.170.49)
[0.43:0.84]
[0.31: 0.66]
[0.22:051)
[0.26:0.57]
[0.70: 0.96]
[0.22:0.96]
[0.12:0.74]
[0.16: 0.68]
[0.47; 1.00]
[0.35:0.97]
[0.42;0.81]
[0.76: 1.00]
[0.26: 0.88]
[0.38: 0.65]
[0.34:077]
[0.04;0.41]
[067. 0.78]
[0.30; 0.93]
[0.34 0.69]

0.58 [0.49; 0.67]




image34.png
Standard Error

02

06

10

Logit Transformed Proportion





image35.png
Study

Belhadjer et al 2020
Belot et al 2020
Blumfield et al 2020
Davies et al 2020
Dhanalakshmi et al 2020
Dionne et al 2020

Farias et al 2020
Feldstein et al 2020
Godfred-Cato et al 2020
Hameed et al 2020

Lee etal 2020
Perez-Toledo et al 2020
Pouletty et al 2020
Ramcharan et al 2020
Riollano-Cruz et al 2020
Sandoval et al 2021
Mehler et al 2021

Penner et al 2021

Random effects model

Heterogeneity: 1° = 87%, 1 = 1.3202, p < 0.01

Events Total
29 35
66 108

3 16
70 78
8 19
18 25
" 1"
171 186
518 570
30 35
15 28
8 8
13 16
13 15
13 15
] 8
6 9
45 46
1228

02 04 06 08

1

Proportion

083
061
019
0.90
042
072
1.00
092
091
086
054
1.00
081
087
087
075
067
098

95%-Cl

[0.66;0.93]
[0.51;0.70]
[0.04; 0.46]
[0.81;0.95]
[0.20;0.67]
[0.51;0.88]
[0.72;1.00]
[0.87;0.95]
[0.88;0.93]
[0.70;0.95]
[0.34,0.72]
[0.63;1.00]
[0.54;0.96]
[0.60;0.98]
[0.60;0.98]
[0.35;0.97]
[0.30;0.93]
[0.88;1.00]

0.82 [0.71; 0.89]




image36.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image37.png
Study

Belhadjer et al 2020
Blumfield et al 2020
Capone et al 2020
Cheung et al 2020
Chiotos et al 2020
Davies et al 2020

Diorio et al 2020

Farias et al 2020
Godfred-Cato et al 2020
Grimaud et al 2020
Gruber et al 2020
Hameed et al 2020

Jain et al 2020

Lee etal 2020

Mille et al 2020
Moraleda et al 2020
Pereira et al 2020
Perez-Toledo et al 2020
Pouletty et al 2020
Prata-Barbosa et al 2020
Riollano-Cruz et al 2020
Riphagen et al 2020
Sadiq etal 2020
Toubiana et al 2020
Verdoni et al 2020

Webb et al 2020
Whitiaker et al 2020
Sandoval et al 2021
Alkan et al 2021

Flood et al 2021

Mehler et al 2021
Abdel-Hag et al 2021
Penner et al 2021

Random effects model
Heterogeneity: 1= 84%, 7

Events Total
28 3
10 16
% 3
1317
6 6
68 78
4 6
71
202 570
20 2
5 8
21 3%
15 23
15 28
2 4
15 31
5 6
78
716
2 10
13 15
8 8
2 8
12 21
5 10
6 23
29 58
5 8
1 36
45 268
39
16 33
2 4

1544

9971, p <001

02 04 06 08 1

Proportion

080
062
076
076
1.00
087
067
064
035
1.00
062
0.60
065
054
050
048
083
088
044
020
087
1.00
025
057
050
026
050
075
031
047
033
048
048

0.60

95%Cl

[0.63;
[0.35;
[0.58;
[0.50;
[0.54;
[078
022
[0.31;
[032
[0.83;
[0.24;
[0.42:
[0.43;
[0.34;
[0.35;
0.30;
[0.36;
[0.47;
[0.20;
[0.03;
[0.60;
[0.63;
[0.03;
[0.34;
[019;
[0.10;
[0.37;
[0.35
[016;
[013;
[0.07;
[031;
[0.33;

[051;

092]
0.85]
0.89]
093]
1.00)
094]
0.96]
089]
0.40]
1.00)
091]
076]
084]
072]
065]
067]
1.00]
1.00]
070]
056]
098]
1.00)
065]
078]
081]
048]
063]
0.97]
048]
022]
070]
066]
063]

0.69]




image38.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image39.png
Study Events Total Proportion  95%—Cl

Belnadjer et al 2020 8 3 —= 080 [063;092]
Blumfield et al 2020 10 16 —_— 062 [035085]
Capone et al 2020 16 33 — 048 [031; 066]
Carter et al 2020 2 2 e 0.48 [028; 069
Cheung et al 2020 017 — 059 [033082]
Chiotos et al 2020 5 6 - 083 [036; 1.00]
Davies et al 2020 68 78 —= 087 [078;094]
Dhanalakshmietal2020 10 19 e 053 [029;076]
Dionne et al 2020 12 e 044 [024; 065
Diorio et al 2020 5 6 e 083 [036; 1.00]
Dufort et a 2020 2 % — 032 [023;042]
Farias et al 2020 71 —_— 064 [031089]
Godired-Calo etal 2020 282 570 = 049 [045 054]
Grimaud et al 2020 20 2 —= 1,00 [083; 1.00]
Gruber et al 2020 5 8 e 062 [024;091]
Hameed et al 2020 21 3 e 0560 [0.42; 076]
Jain et al 2020 5 23 — 0565 (043 084]
Kaushik et al 2020 2 3. - 0564 [045;080]
Lee et al 2020 15 28 — 054 [034;072]
Millr et al 2020 2 e 050 [035; 065
Moraleda et al 2020 153 e 048 [030; 067
Pereira et al 2020 3 8 ——=———— 050 [012; 088]
Perez-Toledo et al 2020 7 8 - = 088 [047: 1.00]
Pouletty et al 2020 116 —_— 069 [0.41; 089
Prala-Barbosa etal 2020 2 10— —— 020 [003; 056]
Ramcharan et al 2020 10 15 —_— 0567 [038; 088]
Riollano-Cruzetal 2020 13 15 — = 087 [060; 098]
Riphagen et al 2020 8 8 _ 1,00 [063; 1.00]
Sadi et al 2020 2 s—=—— 025 [003; 065
Torres et al 2020 2 27 - 044 [025; 065
Toubiana et al 2020 2 21 — 057 [034;078]
Verdoni et al 2020 5 10 @ ——— 050 [019; 081]
Webb et al 2020 1323 ] 057 [034;077]
Whitiaker et al 2020 27 58 —-— 047 [033; 060]
Flood et al 2021 114 268 _— 043 [037; 049
Mehler et al 2021 49— 044 [0.14;079]
Abdel-Haq et al 2021 7B - 052 [034;069]
Random effects model 1607 = 0.59 [0.53; 0.65]

Heterogeneily: I = 62%, < = 0.4235, p < 0.01 T T 1
02 04 06 08 1




image40.png
T
00

T T
S0 oL

Jou3 plepuels

Sl

Logit Transformed Proportion




image41.png
Study Events Total Proportion

Belhader et al 2020 35 3 — 100
Blumfeld et 2l 2020 ot — = 069
‘Gapone et al 2020 % 3 —— 079
Carter et 2l 2020 2 25 — 054
Gheung et al 2020 o7 — 058
Chiotos et 2l 2020 6 & — = 100
Davies ot al 2020 65 78 —= a7
Dhanalakshmieta12020 12 19 — = 063
Dionne et al 2020 1 25 —= 056
Diorio et al 2020 5 6 — = 053
Dufort et al 2020 79 8 = 050
Farias ot al 2020 1o — 100
Feldstein of a 2020 145 186 = 050
Godired-Calo et 212020 364 570 = 064
Grimaud et a1 2020 20 20 —= 100
Gruber ot al 2020 s 5 —a 100
Hameed et al 2020 2 35 —= 069
Jain et al 2020 s 23 — 055
Kaushik ot al 2020 2 3 —= 097
Lee et al 2020 7% — 061
Nillr et 2l 2020 29 & —=— 066
Moraleda ot al 2020 20 3 —e 0565
Pereira ot al 2020 5 s — 100
Perez_Toledo et al 2020 6 & — s 075
Pouletty et al 2020 LR R — 044
Prata-Barbosa etal 2020 10 10 JREa— 100
Ramcharan et al 2020 5 15 — 053
Riolano-Cruz o1 212020 14 15 — = 093
Riphagen et al 2020 P R 100
Sadiq et al 2020 R e 025
Torres et 2 2020 w27 — 059
Toubiana et 3 2020 1721 — = 031
Verdoni et al 2020 2 = 020
Webb et al 2020 2 23 — = 052
Whittaker et 2l 2020 %5 s —- 043
‘Sandoval et al 2021 7 — = 058
Alkan of 22021 4 3 = 011
Flood et al 2021 13 268 - 0.44
Meher et al 2021 s s — 089
Abdel-Haq et a1 2021 2 3 —— 067
Penner ot al 2021 2 —— 048
Random effects model 1973 = 076 [0.67; 0.24]

Heteragenaity: I = 77%, ' = 16204, p < 001
02 04 06 08 1




image42.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image43.png
Study Events Total Proportion  95%-Cl

Belhadjer et al 2020 0 3% —=— 029 [0.15;0.46]
Blumield et al 2020 7 16 —_— 044 [020;070]
Capone et al 2020 20 33 _— 061 [042,077]
Carter et al 2020 5 25 —=— 020 [007;0.41]
Cheung et al 2020 3 17— 018 [0.04;043]
Davies et al 2020 778 = 022 013,033
Dhanalakshmi et al 2020 1 19— 005 [0.00;0.26]
Dionne et al 2020 10 25 — 040 [021;061]
Dufort et al 2020 399 —_— 043 [033;054]
Farias et al 2020 5 11 0 —— 045 [017,077]
Feldstein et al 2020 96 186 - 052 [0.44059]
Godffed-Catoetal 2020 194 570 = 034 [030;038]
Gruber et al 2020 3 8 —@m—— 038 [009;0.76]
Kaushik et al 2020 16 33 —_— 048 [031,066]
Lee etal 2020 428 _— 050 [031,069]
Miller et al 2020 4 o4 032 [0.19;0.48]
Moraleda et al 2020 0 3 = 032 [017051]
Pereira et al 2020 5 6 _ 083 [036;1.00]
Pouletty et al 2020 6 16 —=—— 038 [0.15;0565]
Prata-Barbosaetal 2020 10 30— 033 [017,053]
Riollano-Cruz et al 2020 15 _— 073 [045092]
Riphagen et al 2020 2 8§ —=—— 025 [003;065]
Torres et al 2020 7 07 —— 026 [0.11;0.46]
Webb et al 2020 4 23 —=— 017 [005,039]
Whittaker et al 2020 7 58 =— 012 [005;023]
Sandoval et al 2021 3 8 —=— 038 [009;076]
Flood et al 2021 33 268 = 012 [009;0.17]
Mehler et al 2021 3 9 —=—— 033 [007;070]
Abdel-Haq et al 2021 73 — 052 [034;069]
Penner et al 2021 8 45 —=— 017 [008;031]
Random effects model 1805 = 0.33 [0.27; 0.40]

4519.p <001
02 04 06 08

Heterogeneity: 12 = 80%, 7 =





image44.png
Standard Error

02

06

10

Logit Transformed Proportion





image45.png
Study

Belhader et al 2020
Blumfeld et 2 2020
Capone et al 2020
Carler et 2l 2020
Gheung et al 2020
Chiotos et 2l 2020
Davies ot al 2020
Dhanalakshmi et I 2020
Dionne et al 2020

Diorio et al 2020

Dufort et al 2020

Farias ot al 2020
Feldstein of a 2020
Godred-Cato et 21 2020
Grimaud et a1 2020
Hameed et al 2020

Jain et al 2020

Kaushik ot al 2020

Lee et al 2020

Nillr et 2l 2020
Moraleda ot al 2020
Pereira ot al 2020
Perez_Toledo et al 2020
Pouletty et al 2020
Prata-Barbosa ot al 2020
Ramcharan et a 2020
Riollano-Cruz f a1 2020
Riphagen et al 2020
Sadiq et al 2020

Torres et 2 2020
Toubiana et 3l 2020
Verdoni et al 2020

Webb et al 2020
Whittaker et 2l 2020
Sandoval et al 2021
Alkan ot 212021

Flood et al 2021

Mehier et al 2021
Abdel-Haq et a 2021
Penner ot al 2021

Random effects model

Heteragenaiy: I = 77%, = 05063, p < 001

Events Total
2 3
5 16
25 3
2 2
w7
5 6
65 78
6 19
7 2
5 6
61 8
5 11
%0 188
21 510
18 20
20 3
s 2
7%
7 2%
2
53
5 6
6 &
6 16
2 1
015
s 15
I
2 s
2 27
1 21
2 1
s 2
77 s
5 &
1 3%
a0 268
ER)
53
2

1965

Proportion

050
031
076
0.8
059
053
083
032
028
053
082
073
048
039
095
057
065
052
025
050
0.8
083
075
03
020
067
050
100
025
044
067
020
039
047
075
031
030
033
048
048

95%~CI

1063
o1
(058
1028
033
1036
073
©13
o2
1036
051
1039
41
(035
75
(039
43
034
o1
(035
030
(036
1035
©15
1003
[038
032
(063
(003
[025
o3
1003
[020
1033
(035
16
024
007
031
033

092]
058]
0.5]
058]
0.52]
1.00]
091]
057]
0.45]
100]
071
0.94]
056]
0.43]
1.00]
074]
0.54]
0.55]
0.45]
0565]
067]
1.00]
097]
0565]
056]
0:58]
0.54]
1.00]
068]
055]
0.5]
056]
051]
050]
097]
0.48]
036]
070]
0.56]
053]

054 (0.47; 0.60]




image46.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image47.png
Study Events Total
Belhader et al 2020 2% ——

Blumfeld et 2l 2020 0 18 —
‘Gapone et al 2020 2 3 —=—
Carter et 2l 2020 20 25 ——
Gheung et al 2020 57 ——
Chiotos et 2l 2020 5 s —— =
Davies ot al 2020 s 7 ——
Dhanalakshmieta12020 11 19 — =
Dionne et al 2020 325 —=

Diorio et al 2020 5 s S S
Dufort et al 2020 4 e -

Farias ot al 2020 1o —
Feldstein of a 2020 st 138 =
Godired-Calo et 212020 331 570 =

Grimaud et a1 2020 2 20 -m—

Gruber ot al 2020 [ S—

Hameed et al 2020 35 3 —
Jain et al 2020 2 2 —=
Kaushik ot al 2020 73 —=

Lee et al 2020 17 2% —

Nillr et 2l 2020 2 A —=
Moraleda ot al 2020 2 s —=
Pereira ot al 2020 2 6 —=————
Perez_Toledo et al 2020 5 8 — =
Pouletty et al 2020 PR ————
Prata-Barbosa otal 2020 2 10 —=——

Ramcharan et al 2020 5 15 —=——
Riollano-Cruz f a1 2020 R T ———

Riphagen et al 2020 45—
Sadiq et al 2020 3 8 — =

Torres et 2 2020 727 ——
Toubiana et 3 2020 0 2 R

Verdoni et al 2020 s 10 — =
Webb et al 2020 15 2 —
Whittaker et 2l 2020 7 s =
‘Sandoval et al 2021 7 — =
Alkan of 22021 3% 36 a
Flood et al 2021 141 268 =

Meher et al 2021 7 - =
Abdel-Haq et a1 2021 2 33—

Penner ot al 2021 T —
Random effects model 1973 —_

- —r—r
Heterogensiy- 1 = 83%, 20730, p <001

Proportion

034
082
070
050
058
100
073
058
052
100
04z
100
049
058
010
02
100
096
052
061
095
06
033
075
025
020
033
020
050
03
063
048
050
065
064
058
100
053
078
008
054

95%~CI

.19
035
st
(059
[o54
054
[082
033
031
[o54
038
©72
042
[os4
oot
fo.00
050
78
034
41
(085
(049
004
(035
07
[003
o2
(004
16
(009
o2
[026
044
043
050
47
o0
[0.46
[o.40
o1
(039

052]
0:5]
0.54]
093]
0.99]
1.00]
082]
0:50]
072]
100]
055]
100]
056]
052]
032]
053]
1.00]
1.00]
0s]
078]
098]
053]
078]
097]
052]
056]
062]
0.48]
054]
076]
081]
070]
097]
054]
076]
100]
1.00]
058]
057]
020]
05]

0.64 [0.52;0.74]




image48.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image49.png
Study Events Total Proportion

Abdel-Haq ot a1 2021 058
Alkan et al 2021 100
Belhadjer ot al 2020 071
Blumfield et 3l 2020 031
Capone et al 2020 100
Garter et 2l 2020 0%
Cheung et al 2020 076
Ghiotos et al 2020 100
Davies et al 2020 076
Dhanalakshmi et l 2020 079
Dionne ot al 2020 054
Diorio et a 2020 100
Dufort ot al 2020 om0
Farias ot al 2020 091
Feldstein et al 2020 o7
Flood et al 2021 071
Godfred-Cato ot al 2020 074
Grimaud et a1 2020 100
Gruber et al 2020 0s8
Hameed ot al 2020 100
Jain ot a1 2020 085
Kaushik et al 2020 055
Les ot al 2020 071
Mehier et al 2021 078
ilr et 1 2020 02
Moraleda ot al 2020 055
Penner of al 2021 053
Pereira of al 2020 087
Perez-Toledo ot al 2020 075
Pouletty et al 2020 094
Rameharan et 2 2020 087
Riolano-Cruz et 1 2020 050
Riphagen et al 2020 100
Sadiq et al 2020 0s8
Sandoval et al 2021 0s8
Torres et a1 2020 om0
Toubiana et al 2020 100
Verdoni et a 2020 100
Webb et 2 2020 100
Wnittaker et al 2020 071

Random effects model

95%-Cl Weight

72097
[0.90, 100
(0540385
11,059
(033, 100]
[0.74 099
(050,093
[0:54 100
(065,085
[0.54 094
(043,052
[0:54 1.00)
(050,075
(053 100]
071083
(085,076
071,078
(083 100]
[0.47. 100
[0.90, 1.00]
(043084
(036,072
051,087
(040,097
[07.092)
[0.45 031
(053,052
(022,098
(035097
[0.70 100
(038,088
[0:52 098]
(053 100]
[0.47. 1.00)
(047, 100]
[0.50,0.88]
(034 100]
(063 1.00]
(085, 1.00]
057,082

29%
20%
20%
23%
29%
27%
23%
4%
4%
2.4%
27%
4%
3s%
19%
37%
37%
38%
25%
6%
2o%
26%
29%
27%
7%
3%
28%
3%
4%
16%
23%
22%
22%
To%
16%
16%
27%
25%
8%
26%
32%

0.84 [0.79; 0.88] 100.0%




image50.png
Standard Error

0.10 0.00

020

° o ° o

& .

. ALY . ¢
.
.

. .
\ \ \ \ \
06 08 10 12 14

Freeman-Tukey Double Arcsine Transformed Proportion





image51.png
Study

Alkan et al 2021
Chiotos et al 2020
Davies et al 2020
Dhanalakshmi et al 2020
Dufort et al 2020

Flood et al 2021

Jain et al 2020

Kaushik et al 2020

Lee et al 2020

Moraleda et al 2020
Penner et al 2021

Pereira et al 2020
Perez-Toledo et al 2020
Prata-Barbosa et al 2020
Ramcharan et al 2020
Riollano-Cruz et al 2020
Riphagen et al 2020
Torres et al 2020
Toubiana et al 2020

Random effects model

26
6
78
19
ul
23
1
15
1

28
27
6
8
8
15
13
8
24
18

Events Total

36

6
78
19
99

268

23
33
28
31
46

6

8
10
15
15

8
27
21

777
Heterogeneity: /2= 97%, © = 0.2521, p <0.01

Proportion

072
1.00
1.00
1.00
072
0.09
0.04
045
0.04
0.90
059
1.00
1.00
0.80
1.00
087
1.00
0.89
0.86

95%-Cl Weight

54%
4.8%
55%
53%
55%
55%
53%
54%
54%
54%
54%
4.8%
5.0%
51%
52%
52%
5.0%
54%
53%

0.77 [0.54; 0.95] 100.0%




image52.png
Standard Error

0.10 0.00

020

T
02

T T T T T
04 06 08 10 12

Freeman-Tukey Double Arcsine Transformed Proportion




image53.png
Study

Abdel-Haq et al 2021
Alkan et al 2021
Belhadjer et al 2020
Capone et al 2020
Cheung et al 2020
Chiotos et al 2020
Davies et al 2020
Dhanalakshmi et al 2020
Dionne et al 2020

Diorio et al 2020

Farias et al 2020
Feldstein et al 2020
Flood et al 2021
Godfred-Cato et al 2020
Gruber et al 2020
Kaushik et al 2020

Lee etal 2020

Mehler et al 2021

Miller et al 2020

Penner et al 2021
Pereira et al 2020
Pouletty et al 2020
Ramcharan et al 2020
Riollano-Cruz et al 2020
Riphagen et al 2020
Sadiq et al 2020
Sandoval et al 2021
Tortes et al 2020
Toubiana et al 2020
Verdon et al 2020

Random effects model

Heterogeneity: 12 = 97%, 7 = 0.1510, p < 0.01

Events Total
6 33
% 36
23 35
29 33
1517
3 6
45 78
16 19
1425
6 6
9 11
87 186
47 268
542 570
8 8
27 33
18 28
79
40 44
35 46
5 6
15 16
2 15
15 15
6 8
3 8
8 8
18 27
21 21
10 10

1625

_
[ e e e |
02 04 06 08 1

Proportion

018
1.00
066
088
088
050
058
084
056
100
082
0.47
0.18
095
1.00
082
064
078
091
076
083
094
013
100
075
038
100
067
1.00
100

95%-Cl Weight
[007:035] 35%
[090:100] 35%
[048,081] 35%
[072:097] 35%
[064:099] 33%
[012,088] 29%
[046:069] 36%
[060:097] 34%
[035:076] 34%
[054:100] 29%
[048:098] 32%
[039:054] 36%
[013,023] 36%
[093:097] 37%
[063:100] 31%
[065:093] 35%
[044:081] 35%
[040:097] 31%
[078:097] 35%
[061:087] 35%
[036:100] 29%
[070:100] 33%
[002:040] 33%
[078:100] 33%
[035:097] 31%
[009:076] 31%
[063:100] 31%
[046:083] 35%
[084:100] 34%
[069:100] 32%

0.78 [0.63; 0.89] 100.0%




image54.png
Standard Error

0.10 0.00

020

Freeman-Tukey Double Arcsine Transformed Proportion





image55.png
Study

Abdel-Haq et al 2021
Belhadjer et al 2020
Blumfield et al 2020
Capone et al 2020
Carter et al 2020
Cheung et al 2020
Chiotos et al 2020
Davies et al 2020
Dhanalakshmi et al 2020
Dionne et al 2020
Feldstein et al 2020
Godfred-Cato et al 2020
Grimaud et al 2020
Gruber et al 2020
Hameed et al 2020

Jain et al 2020

Kaushik et al 2020

Lee et al 2020

Miller et al 2020

Penner et al 2021
Pouletty et al 2020
Riollano-Cruz et al 2020
Torres et al 2020
Whittaker et al 2020

Random effects model

Heterogeneity: 1% = 77%, © = 2.4770, p <0.01

Events

12

19
2
8

35
3
16
22
8
6
2
15
2
"

Total

33
35
16
33
25
17

6
78
19
25

186

570
20

8
35
23
33
28
44
46
16
20
27
58

1401

T T T 1
02 04 06 08 1

Proportion 95%-Cl
0.36
0.09
012
024
0.56
0.06
017
022
0.05
0.16
020
021
0.10
1.00
1.00
013
048
079
018
013
012
075
0.07
019

0.20; 0.55]
0.02;0.23]
0.02; 0.38]
0.110.42)
0.35; 0.76]
0.00; 0.29]
0.00; 0.64]
0.13;0.33]
0.00; 0.26]
0.05; 0.36]
0.15;0.27]
0.18; 0.24]
0.01:0.32)
0.63; 1.00]
0.90; 1.00]
0.03;0.34]
0.31; 0.66]
0.59; 0.92]
0.08; 0.33]
0.05; 0.26]
0.02; 0.38]
0.51;0.91]
0.01;0.24]
0.10; 0.31]

0.27 [0.16; 0.42]




image56.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image57.png
Study Events Total Proportion 95%-Cl

Davies et al 2020 1 T8E- 0.01 [0.00;0.07]
Dionne et al 2020 9 25 —a— 036 [0.18;0.57]
Kaushik et al 2020 7 33 —E=m— 021 [0.09;0.39]
Lee etal 2020 7 28 = 025 [0.11;0.45]
Moraleda et al 2020 9 31 i 029 [0.14:0.48]
Penner et al 2021 2 46 F=— 0.04 [0.01:0.15]
Pereira et al 2020 4 6 — 067 [0.22;0.96]
Prata-Barbosa et al 2020 2 10 —E—— 020 [0.03;0.56]
Riollano-Cruz et al 2020 2 15 ——— 0.13 [0.02;0.40]
Webb et al 2020 2 23— 0.09 [0.01;0.28]
Randonm effects model 205 <t 0.16 [0.08; 0.29]
L N R

Heterogeneity: 1° = 67%, ©° = 1.1719, p < 0.01

02 04 06 08




image58.png
Standard Error

02

06

10

Logit Transformed Proportion





image59.png
Study Events Total Proportion  95%-Cl

Abdel-Haq et al 2021 6 33 —=— 018 [007;035]
Belnadjer et al 2020 B 3B — 094 [081099]
Blumfield et al 2020 5 16 —=—— 031 [0.11;059]
Capone et al 2020 6 33 —m— 018 [007:035]
Carter et al 2020 2 25-=— 0.08 [001;026]
Cheung et al 2020 9 1 - 053 [028077]
Chiotos et al 2020 5 6 e 083 [036; 1.00]
Davies et al 2020 66 78 = 085 [075,092]
Dhanalakshmi et al 2020 5 10 —m— 026 [0.09; 051]
Dionne et al 2020 75— 028 [0.12;049]
Diorio et al 2020 5 6 e 083 [036; 1.00]
Dufort et a 2020 EE —— 033 [024;044]
Farias et al 2020 71 —— 064 [031089]
Feldstein et al 2020 69 186 —_— 037 [030; 044]
Flood et al 2021 44 268 = 016 [0.12,021]
Godired-Cato etal 2020 201 570 = 035 [031,039]
Grimaud et al 2020 20 2 —= 1,00 [083; 1.00]
Hameed et al 2020 73— 020 [008037]
Jain et al 2020 9 23 —=—— 039 [020; 061]
Kaushik et al 2020 7B — 052 [034; 069
Lee etal 2020 128 —— 039 [022;059]
Mehler et al 2021 6 o — 0567 [030;093]
Miller et al 2020 o4 —— 025 [013; 040]
Moraleda et al 2020 6 31 —=— 019 [007,037]
Penner et al 2021 16 46 —— 035 [021: 050]
Pereira et al 2020 6 6 _— 1,00 [054; 100]
Perez-Toledo et al 2020 6 8 —_— 075 [035,097]
Pouletty et al 2020 7016 044 [020,070]
Prala-Barbosa etal 2020 6 10 —_— 0560 [026; 0.88]
Ramcharan et al 2020 8 15 e 053 [027,079]
Riollano-Cruz et al 2020 s 15 ——— 053 [027,079]
Riphagen et al 2020 s 8 — 1,00 [063; 1.00]
Sadiq et al 2020 28— 025 [0.03; 065
Sandoval et al 2021 7 8 — = 088 [047; 1.00]
Torres et al 2020 2% 27 o 093 [076;099]
Toubiana et al 2020 o2 — 052 [030;074]
Webb et al 2020 6 23 —=— 026 [0.10; 048]
Whitiaker et al 2020 2 58 —-— 043 [030;057]
Random effects model 1919 _ 0.50 [0.39; 0.62]

Heterogeneity: 1* = 82%, = 16715, p < 0.01
02 04 06 08 1




image60.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image61.png
Study Events Total Proportion 95%-Cl

Abdel-Haq et al 2021 2 33— 0.06 [0.01;020]
Belhadjer et al 2020 10 35 029 [0.15;,0.46]
Davies et al 2020 3 78 - 0.04 [0.01;0.11]
Diorio et al 2020 2 6 0.33 [0.04;0.78]
Dufort et al 2020 1 99k 0.01 [0.00;0.05]
Feldstein et al 2020 8 186 - 0.04 [0.02;0.08]
Hameed et al 2020 2 35— 0.06 [0.01;0.19]
Kaushik et al 2020 1 33— 0.03 [0.00; 0.16]
Mehler et al 2021 19— 0.1 [0.00; 0.48]
Penner et al 2021 1 46 = 0.02 [0.00;0.12]
Riollano-Cruz et al 2020 1 15— 0.07 [0.00;032]
Riphagen et al 2020 1 8 0.12 [0.00; 053]
Whittaker et al 2020 3 58— 0.05 [0.01;0.14]
Randonm effects model 641 < 0.06 [0.03; 0.10]

Heterogeneity: I° = 65%, 1* = 0.6676, p < 0.01
010203040506 07




image62.png
Standard Error

02

06

10

Logit Transformed Proportion





image63.png
Study

Abdel-Haq ot a1 2021
Alkan et al 2021
Belnadjer ot al 2020
Blumfied et 3l 2020
Capone et al 2020
Garter et 2 2020
Cheung et al 2020
Ghiotos e al 2020
Davies et al 2020
Dhanalakshmi et al 2020
Dionne et al 2020

Diorio et al 2020

Dufort ot al 2020

Farias ot a1 2020
Feldstein et al 2020
Flood et al 2021
Godfred-Cato of 1 2020
Grimaud et al 2020
Gruber et al 2020
Hameed of al 2020

Jain ot a1 2020

Kaushik et al 2020

Les ot al 2020

Mehier et al 2021

ilr et l 2020
Moraleda ot al 2020
Penner ot al 2021
Pereira of al 2020
Perez-Toledo ot al 2020
Pouletty et al 2020
Prata-Barbosa et al 2020
Rameharan et a 2020
Riolano-Cruz et 2 2020
Riphagen et al 2020
Sadiq et 2020
Sandoval et al 2021
Torres et 2l 2020
Toubiana et al 2020
Verdoni et a 2020

Webb et 2l 2020
Wnittaker ef al 2020

Random effects model
Heterogenaiy: = 12%,

0003, p =02¢

Events Total
3 B
% 3
3535
16
3 B
25 25
o
5 &
% 78
19 19
5 25
5 6
o7 99
9 11
182 126
265 265
560 570
20 2
s s
3 35
2 23
2 B
s 2
7 o
4 as
3 3
46
2 &
s @
16
0 10
515
s
7 e
7 e
]
7 21
21 21
10
23 2
5 s

1973

Proportion

100
100
100
100
100
100
100
083
057
100
100
100
088
052
058
059
058
100
100
057
056
087
100
078
100
087
100
033
100
100
100
100
083
058
058
100
100
100
100
100
088

100

95%-Cl Weight

(083 1.00]
[0.90; 1.00]
[0.90; 1.00]
(073, 1.00]
(083 1.00]
(085, 1.00]
[0.80, 1.00]
(036, 1.00]
(091 1.00]
(082 1.00]
(085, 1.00]
[0.54 1.00]
(093 1.00]
[0.48 098]
(095098
[0.97 100
057,09
[0:83 100
(083 1.00]
[0.85: 1.00]
[0.78; 1.00]
(034 1.00]
[0.88; 1.00]
(040,097
[0.92 100
(083 1.00]
[0.92 1.00]
(004 078]
[0:83: 100
[0.73; 1.00]
[053; 1.00]
[0.78; 1.00]
[0'58; 1.00]
[0.47. 100
(047 100]
(083 1.00]
(087 1.00]
[0:84 1.00]
(053, 1.00]
[0.85: 1.00]
(091 1.00]

23%
25%
24%
2%
23%
Ta%
13%
0%
a7%
14%
18%
5%
57%
0.5%
s.5%
108%
150%
15%
6%
2.4%
17%
23%
20%
07%
3.0%
22%
3%
5%
05%
12%
8%
11%
1%
6%
05%
0.5%
19%
15%
8%
17%
37%

[0:99; 1.00] 100.0%




image64.png
Standard Error

0.10 0.00

020

Freeman-Tukey Double Arcsine Transformed Proportion





image65.png
Study Events Total Proportion  95%-Cl

‘Abdel-Hag et a1 2021 0 a3E— 000 [(000;0.41]
Alkan et a1 2021 03— 000 (000 010]
Belhader ot al 2020 0 35— 000 [000;0.10]
Blumfeld et 2l 2020 0 teE— 000 [000;021]
‘Gapone et al 2020 0 33— 000 [000;0.41]
Carter et 2l 2020 0 25— 000 [000;014]
Gheung et al 2020 0 TE— 000 [000:020]
Chiotos et 2l 2020 1 f 017 (000 064]
Davies ot al 2020 2 e 003 [000,009]
Dhanalakshmi et I 2020 0 tem— 000 (000 0.15]
Dionne et al 2020 0 25— 000 000 014]
Diorio et al 2020 0 e 000 (000 048]
Dufort et al 2020 2 em 002 [000,007]
Farias ot al 2020 2 018 002 052]
Feldstein of al 2020 4 ome 002 [001.005]
Flood et al 2021 3 263 001 [000003]
Godired-Catoetal2020 10 570 002 [001.003]

Grimaud et a1 2020
Gruber ot al 2020
Hameed et al 2020
Jain et al 2020
Kaushik ot al 2020
Lee et al 2020
Mehler et al 2021
Millr et 2l 2020
Moraleda ot al 2020
Penner ot al 2021
Pereira ot al 2020

00— 000 [000,0.17]
[ 000 [000,037]
35— 003 (000, 0.15]
2 =— 004 [000022]
e 003 [000,016]
28— 000 [000;012]
9 — = 022 003 060]
a4 000 [000,003]
31— 003 [000,047]
45— 000 (000, 003]

5 = 067 [022.096]

Perez_Toledo et al 2020 000 [000,037]
Pouletty et al 2020 o — 000 [000;021]
Prata-Barbosa ot al 2020 10— 000 (000, 031]
Ramcharan et a 2020 15— 000 [000,022]
Riollano-Cruz f a1 2020 [ — 007 [000,032]
Riphagen f a1 2020 [ 0.12 (000 053]
‘Sadiq et al 2020 | — 012 [000,053]
‘Sandoval ot a1 2021 s 000 [000,037]
Torres et 2l 2020 27— 000 [000;013]
Toubiana et 3l 2020 21— 000 [000;0.16]
Verdoni et al 2020 o 000 (000, 031]
Webb et al 2020 23— 000 [000;0.15]
Whittaker et 2l 2020 Saie- 002 [(000;009]

Random effects model 1973 0.01 0.01; 003





image66.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image67.png
Study Events Total Proportion  95%-Cl

Abdel-Hag et al 2021 5 33—=— 015 [005,032]
Blumfield et al 2020 2 16 e 075 [048;093]
Capone et al 2020 1903 e 058 [039; 075]
Carter et al 2020 7 %5 —=—— 028 [012;049]
Cheung et al 2020 8 17 - 094 [071;1.00]
Dhanalakshmietal2020 12 19 R 063 [038084]
Dionne et al 2020 14 25 e 056 [035076]
Diorio et al 2020 5 6 e 083 [036; 1.00]
Dufort et al 2020 50 9 e 0560 [0.49; 069]
Farias et al 2020 7 1 —_— 064 [031;089]
Feldstein et al 2020 149 136 - 080 [0.74; 086]
Flood et al 2021 140 268 - 052 [046;058]
Godired-Catoetal 2020 493 570 = 086 [083;089]
Grimaud et al 2020 20 20 — 1,00 [083; 1.00]
Gruer et al 2020 s 8 ] 1,00 [063; 1.00]
Hameed et al 2020 0 3 — 086 [0.70;095]
Jain et al 2020 15 23 - 065 [043;084]
Kaushik et al 2020 0 3B —=— 030 [0.16;049]
Lee etal 2020 18— 039 [022059]
Mamishi et al 2020 2% 45 e 056 [0.40;070]
Mehler et al 2021 7 9 — e 078 [040097]
Miller et al 2020 2 4 — 050 [035;065]
Moraleda et al 2020 19 31 — 061 [042,078]
Penner et al 2021 15 46— 033 [020; 048]
Pereira et al 2020 6 6 e — 100 [054; 1.00]
Pouletty et al 2020 716 044 [020,070]
Ramcharan et al 2020 9 15 e 060 [032;084]
Riollano-Cruzetal 2020 13 15 — = 087 [060; 098]
Riphagen et al 2020 78 - 088 [047:1.00]
Sadig et al 2020 5 8 ——= 062 [024;091]
Torres et al 2020 227 —— 044 [025;065]
Toubiana et al 2020 16 21 e 076 [053;092]
Verdoni et al 2020 6 10 e 060 [026; 088]
Webb et al 2020 21 23 — = 091 [072,099]
Whittaker et al 2020 29 58 —— 050 [037;063]
Random effects model 1837 e 0.66 [0.58; 0.74]

Heterogeneiy: = 87%, ¢ =09932, p <001 T T T T 1
02 04 06 08 1




image68.png
T
00

T T
S0 oL

Jou3 plepuels

T
Sl

Logit Transformed Proportion




image69.png
Study Events Total

Alkan et al 2021 14 36 —

Capone et al 2020 19 33 ——

Dhanalakshmi et al 2020 6 19 —_—

Dionne et al 2020 1 25—

Dufort et al 2020 30 99 —=

Farias et al 2020 1 1 — =

Feldstein et al 2020 12 186 =

Flood et al 2021 113 268 =

Godfred-Cato et al 2020 218 570 =

Hameed et al 2020 6 35 —=—

Kaushik et al 2020 4 33 =

Miller et al 2020 13 44 ——

Moraleda et al 2020 4 31 =

Penner et al 2021 24 46 —i—

Pouletty et al 2020 9 16 ——

Sadiq et al 2020 3 8§ — & —

Toubiana et al 2020 6 21 ——

Webb et al 2020 5 23 —=——

Random effects model 1494 _
T T T 1

Heterogeneity: /2 = 83%, ¥ = 0.6729, p < 0.01

02 04

06 08

1

Proportion

039
058
032
0.04
0.30
1.00
0.06
042
038
017
012
0.30
013
052
0.56
038
029
022

95%-Cl

0.23; 0.57]
[0.39; 0.75]
[0.13; 0.57]
0.00; 0.20]
[0-21; 0.40]
0.03; 1.00]
[0.03; 0.11]
[0.36; 0.48]
[0.34; 0.42]
[0.07; 0.34]
[0.03; 0.28]
[0.17; 0.45]
[0.04; 0.30]
[0.37; 0.67]
030; 0.80]
[0.09; 0.76]
[0.11; 0.52]
[0.07; 0.44]

0.28 [0.20; 0.38]




image70.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image71.png
Study Events
Abdel-Haq et al 2021

Alkan et al 2021

Belhadjer et al 2020 1
Blumfield et al 2020
Carter et al 2020
Dhanalakshmi et al 2020
Dionne et al 2020

Dufort et al 2020

Farias et al 2020 9

Feldstein et al 2020 131
Flood et al 2021 157
Godfred-Cato et al 2020 359
Gruber et al 2020 4
Hameed et al 2020 9
Kaushik et al 2020 "
Lee et al 2020 4
Mamishi et al 2020 8
Mehler et al 2021 7
Miller et al 2020 "
Penner et al 2021 29
Pereira et al 2020 5
Pouletty et al 2020 2
Toubiana et al 2020 9
Webb et al 2020 10
Whittaker et al 2020 12

Random effects model

Heterogeneity: /2 = 88%, ¥ = 0.8274, p < 0.01

Total

33
36
35
16
25
19
25
99
1

186

268

570

8
35
33
28
45

9
44
46

6
16
21
23
58

1695

—

[ e —
02 04 06 08

Proportion

012
0.08
029
0.56
028
042
0.44
0.40
082
0.70
059
063
0.50
026
033
0.14
0.18
078
025
063
083
012
043
043
021

95%-Cl

0.03; 0.28]
0.02; 0.22]
[0.15; 0.46]
[030; 0.80]
0.12; 0.49]
[0-20; 0.67]
[0-24; 0.65]
[0.31; 0.51]
[0.48; 0.98]
0.63; 0.77]
[0.52; 0.65]
[0.59; 0.67]
0.16; 0.84]
[0.12; 0.43]
0.18; 0.52]
[0.04; 0.33]
0.08; 0.32]
[0.40; 0.97]
[0.13; 0.40]
[0.48; 0.77]
0.36; 1.00]
[0.02; 0.38]
0-22; 0.66]
0-23; 0.66]
[0.11;0.33]

0.39 [0.30; 0.49]




image72.png
Standard Error

02

06

10

Logit Transformed Proportion





image73.png
Study. Events Total
Alkan ot 2021 1 s E—

Belhader ot al 2020 135 =

Belot et 2l 2020 R —

Blumfeld et 2l 2020 46—

‘Gapone et al 2020 3 33—

Carter et 2l 2020 125 m—

Gheung et al 2020 s 7 —
Chiotos et 2l 2020 2 6 —=————
Davies ot al 2020 [

Dhanalakshmi et I 2020 [ R ——
Dionne et al 2020 15 25 —=
Dufort et al 2020 19 99

Farias ot al 2020 2 1=
Feldstein of a 2020 73 18 =

Flood et al 2021 39 268 =

Godired-Cato etal2020 147 570 =

Grimaud et a1 2020 10 20 =
Gruber ot al 2020 2 s =
Hameed et al 2020 1oasm—

Jain et al 2020 s 23 —=—
Kaushik ot al 2020 [T R—

Lee et al 2020 7% — =
Mamishi ot al 2020 0 45—

Meher ot al 2021 308 — =
Millr et 2l 2020 15 44—
Moraleda ot al 2020 173 pl -
Nathan et a1 2020 20 2 —
Penner ot al 2021 2o =

Pereira ot al 2020 5 6 — =
Perez_Toledo et al 2020 [ —

Pouletty et al 2020 "o —
Prata-Barbosaetal 2020 5 10—
Ramcharan et al 2020 FRE L ——
Riollano-Cruz ot al 2020 8 15 — =
Sadiq et al 2020 58— =
‘Sandoval ot a1 2021 3 8 —a——
Torres et 2l 2020 127 — =
Toubiana et 3l 2020 s 21—
Verdoni et al 2020 20—

Webb et al 2020 PR g

Whittaker et 2l 2020 15 5 —m—

Random effects model 202

. 052975 <07
02 04 08 08

Heterogensiy:

Proportion

003
0.40
026
025
009
004
047
033
022
0a2
050
019
018
039
015
026
050
025
003
039
033
051
02
033
034
055
087
026
053
0.00
069
050
013
053
03
03
052
036
020
017
026

031

95%—Cl

.00
024
18
o7
002
[0.00
023
[004
013
020
[039
o2
002
032
o1
022
027
1003
[0.00
[020
018
41
11
o7
[020
036
[065
o4
1036
000
41
.19
002
27
(009
[0.09
032
o138
(003
1005
15

024

0.15]
058]
035]
052]
024]
020]
072]
078]
033]
067]
078]
028]
052]
0.47]
0.15]
030]
073]
0565]
0.15]
051]
052]
078]
037]
070]
050]
073]
097]
0.41]
100]
037]
039]
081]
0.40]
079]
076]
076]
o071]
062]
056]
039]
03]

038




image74.png
°
nMvooo =
3
o od
% o o
b0® o o -
“p0
N
o
o
o
°
o
]
T T T
00§50 0L 5

Jou3 plepuels

Logit Transformed Proportion




image75.png
Study Events Total Proportion

Alkan ot 2021 2 3% —= 039
Belhader ot al 2020 3 3 —= 056
Belot et a1 2020 2 0 - 038
Blumfield et 21 2020 1 ote — = 069
Capone et al 2020 0 3 —= 091
Carler et 2l 2020 172 — = 068
Gheung et al 2020 s 7 — = 053
Chiotos et 2l 2020 5 & — 100
Davies ot al 2020 B 7 — 042
Dhanalakshmi et I 2020 5 19— 042
Dionne et al 2020 1325 ——= 052
Dufort et al 2020 45 s —— 0.45
Farias ot al 2020 s 11 — = 082
Feldstein of a 2020 131 188 . 070
Flood et al 2021 75 268 - 028
Godired-Cato etal2020 263 570 = 046
Grimaud et a1 2020 15 20 — = 075
Gruber ot al 2020 E] = 100
Hameed et al 2020 0 3 = 086
Jain et a1 2020 7 23— 030
Kaushik ot al 2020 EaET Ear 052
Lee et al 2020 B o% —= 064
Mamishi ot al 2020 E —= 078
Meher ot al 2021 5 9 — = 089
Millr et 2l 2020 31 4 —— 070
Moraleda o al 2020 3 — 061
Nathan et a1 2020 ER E— 008
Penner ot al 2021 Ry —= 078
Pereira ot al 2020 1 = 017
Perez_Toledo et al 2020 6 & — = 075
Pouletty et al 2020 O ——— 048
Prata-Barbosa otal 2020 & 10 — 050
Ramcharan et al 2020 2 15 — = 050
Riolano-Cruz et 212020 15 15 — 100
Sadiq et al 2020 ] — = 100
‘Sandoval ot a1 2021 F — 100
Torres et 2l 2020 0 27— 037
Toubiana et 3l 2020 19 21 — 090
Verdoni et al 2020 5 10 — = 050
Webb et 2l 2020 % 2 — = 070
Random effects model 2044 = 0.69 [0.60; 0.77]

- —TTer
Heterogensiy. I = 84%, = 12238, p <001




image76.png
Standard Error

10 05 0.0

15

Logit Transformed Proportion





image1.jpeg
Study Events Total

Belhadjer et al 2020 18 35 e

Belot et al 2020 53 108 ——

Blumfield et al 2020 10 16 —
Capone et al 2020 20 33 —
Carter et al 2020 15 25 —
Cheung et al 2020 8 17 =
Chiotos et al 2020 1 6 —+——

Davies et al 2020 52 78 ——
Dhanalakshmi et al 2020 8 19 —

Dionne et al 2020 15 25 —
Diorio et al 2020 2 6 —+=———
Dufort et al 2020 53 99 ——

Farias et al 2020 9 M —
Feldstein et al 2020 125 186 .
Godfred-Cato et al 2020 316 570 k4

Grimaud et al 2020 10 20 —a—
Gruber et al 2020 4 8 _—
Hameed et al 2020 27 35 ——
Jain et al 2020 1" 23 ———
Kaushik et al 2020 20 33 ——

Lee etal 2020 15 28 —a—
Mamishi et al 2020 24 45 —u—

Miller et al 2020 20 44 —8——

Moraleda et al 2020 18 31 —a—
Pereira et al 2020 5 6 e
Perez-Toledo et al 2020 5 8 —a—
Pouletty et al 2020 8 16 —a—
Prata-Barbosa et al 2020 8 10 —
Ramcharan et al 2020 1 15 —
Riollano-Cruz et al 2020 1M 15 —a—
Riphagen et al 2020 5 8 _
Sadiq et al 2020 74 8 —
Torres et al 2020 14 27 ——
Toubiana et al 2020 9 21 —

Verdoni et al 2020 7 10 —
Whittaker et al 2020 25 58 —_—

Webb et al 2020 17 23 e
Yonker et al 2020 14 18 ———
Sandoval et al 2021 3 8§ —&——
Alkan et al 2021 19 36 ——

Flood et al 2021 161 268 —

Mebhler et al 2021 6 9 s
Penner et al 2021 30 46 ——
Abdel-Haq et al 2021 15 33 —a—

Random effects model 2144 <>
Heterogeneity: 12 = 31%, 12 = 0.0465, p = 0.03
02 04 06 08

Proportion

0.51
0.49
0.62
0.61
0.60
0.47
0.17
0.67
0.42
0.60
0.33
0.54
0.82
0.67
0.55
0.50
0.50
0.77
0.48
0.61
0.54
0.53
0.45
0.58
0.83
0.62
0.50
0.80
0.73
0.73
0.62
0.88
0.52
0.43
0.70
0.43
0.74
0.78
0.38
0.53
0.60
0.67
0.65
0.45

0.58

95%—ClI

[0.34; 0.69]
[0.39; 0.59]
[0.35; 0.85]
[0.42; 0.77]
[0.39; 0.79]
[0.23; 0.72]
[0.00; 0.64]
[0.55; 0.77]
[0.20; 0.67]
[0.39; 0.79]
[0.04; 0.78]
[0.43; 0.64]
[0.48; 0.98]
[0.60; 0.74]
[0.51; 0.60]
[0.27; 0.73]
[0.16; 0.84]
[0.60; 0.90]
[0.27; 0.69]
[0.42; 0.77]
[0.34; 0.72]
[0.38; 0.68]
[0.30; 0.61]
[0.39; 0.75]
[0.36; 1.00]
[0.24; 0.91]
[0.25; 0.75]
[0.44; 0.97]
[0.45; 0.92]
[0.45; 0.92]
[0.24; 0.91]
[0.47; 1.00]
[0.32; 0.71]
[0.22; 0.66]
[0.35; 0.93]
[0.30; 0.57]
[0.52; 0.90]
[0.52; 0.94]
[0.09; 0.76]
[0.35; 0.70]
[0.54; 0.66]
[0.30; 0.93]
[0.50; 0.79]
[0.28; 0.64]

[0.55; 0.61]




