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Appendix 4. Description of the consensus judgments for assigning a risk of bias in each domain by the

ROBINS-I tool

Table 1. Maternal SARS-CoV-2 infection

Risk of bias

Butt AA 2021 Cohort Dagan N 2021 Villar 12023 Butt AA 2021 TND Palxao ES 2022 Schrag 512022

Moderate Moderate

Is there potential for of the effect of intervention In this study?

i ¥ | Y ! ¥ 1 ¥ ! ¥ | ¥
Did the authors use an appropriate analysis method that controlled for all the impor domains?

; Y i ¥ ; ¥ i ¥ : ¥ i Y
Were domains that were controlled for measured validly and reliably by the variables available in this study?

H N i N | N i N | N i N

Did the authors control for any post-intervention variables that could have been affected by theintervention?

H N i N ; N i N ! N i N

Observation:

Risk of bias

Bmhsﬁuﬁmdpmmuﬁn;m

Given that all the included articles are observational in nature, there exists a potential for confounding. While acceptable adjustment techniques were employed across all
articles to mitigate this concern, the variables used for such adjustments are limited in number or lack validity and reliability.

However, our assessment has led us to assign a "Low" rating to the following articles: Butt AA 2021 TND, Paixao ES 2022, and Schrag 5J 2022, This decision is based on the
rationale outlined in the [WHO article], which highlights a significant aspect of the test-negative design—namely, the focus on a population with access to and utilization of
medical care, This deliberate restriction serves to minimize unmeasured confounding attributed to healthcare-seeking behaviors.

Was the of participants Into the study based on participant characteristics observed after the start of the intervention?

N i N | Y ! Y | Y i Y

Do start of follow-up and start of intervention coincide for most participants?

: Y ! PY ; PN ! PN ! PN ! PN

Were adjustment

used that are likely to correct for the presence of selection biases?
! NA | NA | N | N | N | N

Threugh collaberative agreement, we determined that assigning a low risk of bias to this domain would be appropriate when participant selection relied on pre-intervention
baseline characteristics and when the initiation of follow-up and the commencement of intervention aligned for most participants. In contrast, the study conducted by Villar
12023 received a classification of "Serious" risk due to the lack of alignment between the start of follow-up and the initiation of intervention. Furthermore, participant
selection was based on post-intervention characteristics. Regarding the TND articles, we deemed the risk of bias to be "Low." This determination stemimed from the fact

Observation: that while participant selection occurs post-intervention, these designs have undergone extensive validation for assessing vaccine efficacy [WHO reference; Otra referencial.
Bias in classification of interventions
Risk of bias j Low Moderate Low Low Low Low
Were intervention groups clearly defined?
! Y | N | Y | ¥ ! ¥ | Y

Was the information used to define intervention groups recorded at the start of the intervention?

i Y i Y : ¥ i PY : ¥ i ¥

Could the classification of intervention status have been affected by knowledge of the cutcome or risk of the cutcome?

PN H PN : PN H PN i PN ' PN

Observation:

Risk of bias

Bias due to deviations from

We decided to score this domain as having a low risk of bias if the study described the intervention in terms of the type of vaccine used and the dose administered, which
was not the case in the study by Dagan N 2021,

|
{

Low Low Low Low Low

Were there deviations from the intended intervention beyond what would be expected in usual practice?

N i N i N i N | N i N

Observation:

Risk of bias |

Bias due to missing data :

We decided to score this domain as having a low risk of bias because any deviations from the intended intervention reflected usual practice.

: Low H Low Low : Low Mode: : Mederate

Were outcome data available for all, or nearly all, participants?

: ¥ ¥ i ¥ i T | N : N

Were participants excluded due to missing data on intervention status?

i NI i NI : N ! N ! N i N

Were participants excluded due to missing data on other variables needed for the analysis?

NI H PY i N H N i H N

Ugmat\un: handling of missing data within the outcome evaluation process.
Bias in measurement of outcomes
Risk of bias M Moderate Low Low Low

N
We've chosen to assign a "Low" rating to this section due to the adequately comprehensive nature of the data, coupled with the absence of any indications suggesting a
notable divergence in the proportion or ratic of missing participant data between the intervention groups.
However, for the Paixao ES 2022 and Schrag 51 2022 items, we've opted for a "Mederate" rating. This decision arises from an insufficiency of infarmation regarding the

Could the outcome measure have been influenced by knowledge of the Intervention recelved?

i ¥ ! Y ! ¥ ! ¥ ! ¥ ! ¥
Were putcome assessors aware of the intervention received by study participants?

] PY ! PY | PY ! PY | PY ! PY
Were the methods of out: o across intervention groups?

i ¥ | Y ! ¥ i ¥ | ¥ | ¥

Were any systematic errors in the measurement of the outcome related to the intervention received?

Observation:

Risk of bias

; N 1 N ; N : N . N 1 N
Given the observational and retrospective nature of these articles, we acknowledge that clinicians were likely aware of the patients' allocation to specific intervention
groups in all -, this might have been influenced by the patients' COVID infection status, potentially introducing bias.

Consequently, a "Moderate” rating was deemed appropriate for cohort studies, considering these inherent attributes. However, for test-negative design (TND) studies,
which exhibit distinct characteristics pertinent to assessing effectiveness [WHO reference], a "Low" rating was assigned due to the outlined considerations.

Low Low Low Low Low : Low

Is the reported effect estimate likely to be selected, on the bases of the result from .. multiple cutcome measurements within the sutcome domain?

i N : N | N | N | N [ N
... multiple analysis of the intervention-outcome relationship?

| N : N ; N H N i N : N
... different subgroups?

i N ! N ! N ! N ! N ! N
Observation:

We decided to score this domain as having a low risk of bias because we have reported all of the results that we consider to be of interest.

Moderate H 2 Moderate
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Table 2. Neonatal SARS-CoV-2 infection

Table 3. Severe covid disease

Carlsen EO 2022 Danino D 2022 Guedalia J 2022 Villar J 2023
Bias due to confounding Bias due to confounding
Risk of bias Moderate Critical Risk of bias : Moderate :
Is there potential for of the effect of intervention in this studyi Is there potential for confounding of the effect of intervention inthis study?
: Y i Y / i Y

Y Y

i PY
Did the authors use an appropriate analysis methoed that controlled for all the
important confounding domains?

PY i X

‘Were confounding domains that were controlled for measured validly and reliably by the variables available in
this study?

‘Were confounding domains that were controlled for measured validly and reliably by
the variables available in this study?

i N i M

i N | N

Did the authors control for any post-intervention variables that could have been

Did the authors control for any post-intervention variables that could have been affected by the intervention?

affected by the intervention?

Risk of bias j

1 N i Y i N i N
Given that all the included articles are observational in nature, there
exists a potential for While b i
technigues were employed across all articles te mitigate this concern, the
variables used for such adjustments are limited in number or lack validity
and reliability. The decision to score Danino D 2022 as "High" risk is based
on the use of the variable "Prematurity" as an adjustment variable, this
‘Obsenvation: being a post-intervention variable. ‘Observation: ‘We decided by consensus

Risk of bias H

- Seribus : Low
'Was the selection of participants into the study based on participant characteristics observed after the start of
the intervention?

Low o SeriOUS: .
'Was the selection of participants into the study based on participant characteristics

observed after the start of the intervention?

: N i Y i N H Y
Do start of follow-up and start of intervention coincide for most participants? Do start of follow-up and start of intervention coincide for most participants?
| N i PN i { PN

‘Were adjustment

H Y i
‘Were adjustment technigues used that are likely to correct for the presence of
selection biases?

used that are likely to correct for the presence of selection biases?

ptiiph collaboritive A ren i, we detrlia that :‘sslgn\nga Tow A ! N
risk of bias to this domain would be appropriate when participant
selection relied on pre-intervention baseline characteristics and when the
initiation of follow-up and the commencement of intervention aligned for
mest participants. In contrast, the study conducted by Carlsen EO 2022
‘Observation: received a classification of "Serious" risk due to the lack of alignment ‘Observation: ‘We decided by consensus
Risk of bias judgement Low Low Risk of bias judgement __: Low H Low
‘Were intervention groups clearly defined? ‘Were intervention groups clearly defined?
! Y i Y i ¥ : Y

'Was the information used to define intervention groups recorded at the start of the
intervention?

'Was the information used to define intervention groups recorded at the start of the intervention?

i ¥ :

Could the classification of Intervention status have been affected by knowledge of the outcome or risk of the
outcome?

Could the classification of intervention status have been affected by knowledge of the
outcome of risk of the cuteome?

PN i PN i PN
to score thi
described the intervention in terms of the type of vaccine used and the
‘Observation: dose administered. ‘Observation: ‘We decided by consensus
Risk of bias Low Low Risk of bias £ Low 2 Low

‘Were there deviations from the intended intervention beyond what would be
expected in usual practice?

‘Were there deviations from the intended intervention beyond what would be expected in usual practice?

! N i N i N i N
We decided to score this domain as having a low risk of bias because any
Observation: deviations from the intended intervention reflected usual practice. ‘Observation: ‘We decided by consensus
Risk of bias j Low H Low Risk of bias i Low Low
‘Were outcome data available for all, or nearly all, participants? ‘Were outcome data avallable for all, or nearly all, participants?
; Y i Y i ¥ H
‘Were participants excluded due to missing data on intervention status? ‘Were participants excluded due to missing data on intervention status?
[ domains? confounding domains?
i NI i NI H NI i N
‘Were participants excluded due to missing data on other variables needed for the
‘Were participants excluded due to missing data on other variables needed for the analysis? analysis?
i N i NI H NI i N
Observation: 3f the data, coupled with the absence of any indications suggesting a notabi ‘Observation: ‘We decided by consensus
Sias n maasuremen of cucomes
Risk of bias | Low : Low Risk of bias Low

‘Could the outcome measure have been influenced by anIedge «of the intervention
received?

‘Could the outcome measure have been influenced by knowledge of the Intervention received?

Bias in selection of the reported result

Risk of bias judgement H Low.

Low: i
s the reported effect estimate likely to be seiected, on the bases of the result from... multiple cutcome

: N i N 1 N i Y
‘Were outcome assessors aware of the intervention received by study participants? ‘Were outcome assessors aware of the intervention received by study participants?
i PY i PY H PY i PY
‘Were the methods of outcome L= across intervention groups? ‘Were the methods of outcome = across groups?
i Y i Y i
‘Were any errors in the measurement of the outcome related to the intervention received? intervention received?
! N i NI i N i N
Observation: We decided by consensus ‘Observation:

Risk of bias judgement, : L
Is the reported effect estimate likely to be selected, on the bases of the result fror

multiple outcome ‘within the outcome domain?

measurements within the outcome domain?

; N E N i N i N
... multiple analysis of the inter 7 ... multiple analysis of the interventi
; N E N i N i N
.. diffarent subgroups? .. different subgroups?
i N i N i N i N
Observation: ‘We decided by consensus ‘Observation: ‘We decided by consensus
isk of bias Moderate Critical H Risk of bias Moderate Serious :
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Table 4. Maternal hospital admission

Dagan N 2021 Guedalia ] 2022 Schrag ) 2022
Bias due to confounding
Risk of bias i Moderate Moderate Ml
Is there potential for confounding of the effect of intervention in this study?
i Y ; PY : Y

Did the authors use an appruprlate analysis methed that controlled for all the hupurtant confounding domains?
Y H PY ; Y
Were cenfounding domains mat were controlled for measured validly and reliably by the variables available in this
study?

H N H N i N

Did the authors contrel for any post-intervention variables that could have been affected by theintervention?
i N i N i N

Ogrvaﬂon: ‘We decided by consensus  We decided by consensus

Risk of bias i e
Was the selection of parzlclpams Into the study based on partlc]pant characteristics observed after

the start of the intervention?

i N : N | Y
Do start of Tollow-up and start of Intervention coincide for most participants?

i PY | Y ! PN
Were adjustment used that are likely to correct for the presence of selection biases?

i NA i NA N
Observation: ‘We decided by consensus  We decided by consensus
Bias in classification of interventions :
Risk of bias H M Low Low
Were intervention groups :Iearly defined?

i N i Y ! Y

Was the information used to define intervention groups recorded at the start of the intervention?
cenfounding domains?

i PY H ¥ i ¥
Could the classification of intervention status have been affected by knowledge of the cutcome or risk of the
outcome?

i PN i PN : PN
Observation: ‘We decided by consensus We decided by consensus
Bias due to deviations from intended interventions i
Risk of bias Low Low Low

Were there deviations from the intended intervention beyond what would be expected in usual practice?

N i N ] N
Observation: We\ decided by consensus ~ We decided by consensus
Bias due to missing data :
Risk of biag Low : Low Low
Were outcome data availa ble for all, or nearly all, panlclpams?

bl i Y ! N

Were participants excluded due to missing data on intervention status?
NI ! NI I N

Were participants excluded due to missing data on other variables needed for the analysis?

PY i NI ; N
Observation: ‘We decided by consensus We decided by consensus
Bias in measurement of outcames
Risk of bias Low Low Law

Could the outcome measure have been influenced by knowledge of the intervention received?

i N : N ; N
Were outcome assessors aware of the intervention received by study participants?

i PY ] PY ! PY
Were the methods of o ble across intervention groups?

i ¥ | Y ! Y

Were any systematic errors in the measurement of the outcome related to the intervention received?

i N i N ; N
Observation: ‘We decided by consensus ~ We decided by consensus
Bias in selection of the mﬂd result ;
Risk of bias ; Low. : Low Low

|s the reported effect est]mate likely to be selected, on me bases of the result from... mum ple ocutcome
measurements within the sutcome domain?

i N i N ; N
... multiple analysis of the inter relationship?

H N H N | N
... different subgroups?

H N H N ; N
Observation: ‘We decided by consensus  We decided by consensus

iRisk of bias
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Table 5. Pregnancy-related maternal and offspring outcomes

Fell DB {1} 2022 Goldshtein | 2022 |broci E2022 Blakeway H 2021 Baoelig RC 2022 Cao M 2022
Risk of bias j i Low i Modarate
Isthere potential for ¢ of the effect of intervention in this study?
i ¥ i b i ¥ ¥ 1 i ¥ h 1
Did the authors use an appropriate analysis method that controlled for all theimportantc ing d i
1 ¥ i ¥ i ¥ i ¥ i ¥ | ¥
Were that were cantrolled far m valily and reliably by the variables availablein this study?
i ¥ ! N ¥ ! NI i ¥ ] N
Did the authorscontrol for any post-intervention variables that could have been affected trvtheinterventmn?
H N H N i N ' NI H N | PY
Articlesd ingast | by employing valid and dependahle(ovanatawerecategunmdas"Lw " For those utilizing a limited suhsetofthe(ruua( adjustment
wvariables or not adhering to suund and rehablecnnstru(tmnmethuds,a " igned. In cases where the madel formulation or variable selection lacked
sccuracy, or whan relevant information was shsent, an assessment of “Serious” was attributed. Themost stringent rating of "Critical” was reserved for instances whera post-intervantion
Ohservatian: variazhles were employed for adjustment purposes.
Risk of biasj Serinis
Was the selection ufpartltlpin(s into the study based on participant characteristics observed after the start of the Intervention?
i N i N i N i N i N ¥
Do start of follow-up and start of intervention coincidefor most participants?
! PY i PN : PY i PY ! PY i PN
Were adjustment tec hmquﬁu;ad that are likely to carrect for the presence of selection biases?
H A i N : A i HA : NA ; NI
By means of a collective consensus, we ascertained that attri hutmg adomain with a low risk of bias iswarranted when participant selection hingeson pre-intervention baseline
characteristics, and the synchronization between the onset of follow-up and the ini ofi among the majority of participants. Conversely, a study is
designated as "Serious” in cases where the commencement of follow-up and theinitiation of intervention da nota]lgn, and the authors have not corrective to
Obsarvation: mitigate this potential bias,
Rick of bias Low Moderate Low Low Low Low
Were intervention groups c \early defined?
i ¥ i N i ¥ ] Y i ¥ : Y
Was the information used mdefine intervention groups recorded at the start uﬂhemtervention?
¥ : ¥ ¥ | ¥ i ¥ ! ¥
Could the classification of intervention status have been aﬁected hy knowledge of the outcome or risk of the outcome?
PN PN i PN | PN i PN ! PN
We opted to assign a "Low" n#x of bias rating to this domain i Hhe study provided a comprehensive description of the mtenrent ion, encompassing details abo ul thespecific vaccine type
Observation:
.
Risk of bias jud; Low 2 Low E Low Low Low Low
Were there deviations from theintended intervention beyond what would be expected in usual pra:tlce?

i N | N i N | N i N ! N
{We decided to score thisdomain as having a low risk of bias because any devistions from the intended intervention reflected usual practica,

Observation:

Risk of bias jud E Law Low. Low Low. Low Moderat

Were outcome data available iurau, or nearlyall, pamupanis"
¥ ! ¥ ; ¥ ] i) : ¥ ; PN
Were participants excluded duetn ‘missing data on intervention status?
i N ! PY PY Y i NI N
‘Were participants excluded due to missing data on other variables needed for theanalysis?
N i Y Y i N f NI N

We've chosen to assign 2 "Low” rating to this section dueto the adequately comprehensive nature of the data, coupled with the absence of any indications suggesting a notable
divergence in the propartion or ratio of missing participant data between the intervention groups. We decided a "Moderate” rating if there are inadequate provisian of infarmation

Ohservation: regardmgtheuutcumem\ssmgdata
Bias in measurament u{mumal £ : :
Risk of bias jud, Low. Low Low Low Low Low
Could the outcome measurehm been infl d by k ledge of theintervention received ?

i PN : PN i PN : PN i PN : PN

theintervention received by study participants?

i PY : PY i Y ] Y i PY : PY
Were the methods of outc © ble across intervention groups?

] Y | ¥ i ¥ | ¥ i ¥ ! ¥
Were any systematic errars in the measurement of the outcomerelated to theintervention received ?

| N ! N i N ! N i N ! N

‘We decided to score this domain as “Low” risk of bias because our safety events of interest are well defined and we can considered them as a hard outcomes unlikely to be misinterpreted
Observation:

Risk of bizs Low i Low ] Low Lewr Low ! Low

Isthe reported effect estimate likely to be selected, on the bases of the result from... multiple outcome within the outc d in?
it M H N f M H N i N | N
Itip I fthe intervention-outcome relationship?
i N ! N i N ! N i N ! N
.. different subgroups?
H N i N H N i N H N i N
Ohservation: We decided to score thisdomain as having a low risk of bias because we have reported all of the results that we consider to be of interest.

Critical

{Risk of bias]
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Table 5. Pregnancy-related mate rnal and offspring outcomes (continued)

Risk of bias judgement

Citu IM (1) 2022 Dick A2022 Dick A1) 2022 HuiL(1)2022  MagnusMC(3)2022 Ortquist AK 2022 Norway

Isthere potential furt.n'nfuundmgofthe effu:t of interventionin thlss‘tud\r?‘

! ¥ ] ¥ | ¥ | ¥ | ¥ ! ¥ |
Did the authors use an appropriate analysis method that controlled for all the importantconfounding domains?
i FN i ¥ i ¥ i ¥ | ¥ i ¥ !
Were confounding domains that were controlled for measured validly and reliably by the variables available in this study?
N i ¥ : ¥ : ¥ : ¥ ! N !

Did the authors cantrol for any post-intervention variables that could have been affected by theintervention?

N ! N ' N ' N ! PY ! N !

Articles demonstrating a strong alignment by employing valid and dependable covariates were categorized as "Low." For those
utilizing a limited subset of the crucial adjustment variables or not adhering to sound and reliable construction methods, a
"Moderate” classification was assigned, |n cases where the model formulation or variable selection lacked accuracy, or when relevant
infarmation was absent, an assessment of "Serious” was attributed. The most stringent rating of "Critical” was reserved for instances
where post-i ntervention variables weremployed far a-djustment purposes.

Low C T eerious .Serlous Serlous Serlouy Low

Risk of bias judgement i
Was the selectian of participants inta the study ha.sed an partlclpantcharactenshcs uhsewed after the start of thelntewentmn?

N ! ¥ ! ¥ ! ¥ ! ¥ ] N !
Do start of follow-up and start of intervention coincide for most participants?

PY i PN i PN i PN i PN | Y |

‘Were adjustment technigues used that are likely to correct for the presence of selection biases?

NA ! N ! N ! N ! N i NA |

Ohservation:

Risk of bias judgement

By meansof a collective consensus, we ascertained that sttributing a domain with a low risk of biasis warranted when participant
selaction hinges on pre-<intervention baseline characteristics, and the synchronization between the onset of follow-up and the
initiation of intervention is prevalent among the majority of participants. Conversely, a study is designated as "Serious” in cases where
the commencement of follow-up and the initiation of intervention da not align, and the authars have not implemented corrective
techniques ta mit |gate this potential bias,

Moderate Moderate Low Low Law Noderate

Were intervention groups clearly defined?

N ! N ! ¥ ! ¥ ! ¥ ] N ]
Was theinformation used to define intervention groups recorded at the start of theintervention?
¥ ] ¥ ] ¥ ] ¥ ] ¥ ' ¥ !

Could the classification of intervention status have been affected by knowledge of the outcome or risk of the outcome?

FN i PN i PN i PN ! PN it PN i

Ohservation:

Risk of bias judgement

compassing details about the specific vaccine type and dosage administered. If such information was lacking, the rating was
ategorized as "Moderate.”

Low Low

Were there deviations from theintended Iﬂter\lenhu n bey\:md what would beexpe:ted in usual pra:tlce?

N ! N ! N ! N ! N : N ]

Risk of bias judgement

edecided to score thisdomain as having a low risk of bias because any deviations from the intended intervention reflected usual

Were outcome data available for

all, or nearly all, participants?

NI i ¥ i ¥ i ¥ i ¥ H X i

Woere participants excluded due to missing data an intervention status?

NI ! ¥ N ! N ! NI i NI !

‘Were participants excluded due to missing data on other variables needed for the analysis?

NI i ¥ i N i N i N | N |

Ohservation: H

Bias In measurement of outcomes

{'We've chosen to assign a "Low" rating to this section dueto the adequately comprehensive nature of the data, coupled with the

sence of any indications suggesting a notable divergence in the proportion or ratio of missing participant data between the
tervention groups. We decided a "Moderate” rating if there are inadequate provision of infarmation regarding the outcome missing

Low Low Low Low Law Low

Risk of bias judgemeant E
Could the outcome measure have been influenced h\l’m ledge of the intervention received 7
! FN ! PN ! PN ! PN i PN i PN |

Were outcome assessors aware of theintervention recewed by study participants?

Py H PY¥ | PY | PY H Py | PY |

‘Were the methods of outcome Mment comparable across intervention groups?

¥ ] ¥ ] ¥ ] ¥ ] ¥ ' ¥ |

‘Were any systematic errors in the measurement of the outcome related to the intervention received ?

N ] N ] N ] N ! N ! N !

‘We decided to score this domain as "Low" risk of bizs because our safety events of interest are well defined and we can considered

Observation: them asa hard outcomes unlikely to be misinterpreted
Bias in selection of the reported result : :
Risk of bias judgement Law Low: Low Loy Low Low
likely to be selected, on the
N ! N ! N ! N ! N i N |
multiple analysis of the intervention-outcome relationship?
N ! N ! N ! N ! N ; N !
different subgroups?
N i N i N i N i M | N

iRisk of bias judgement
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Table 5. Pregnancy-related il and offspri inued)
Ortqvist AK 2022 Sweden Perez-Machluf R 2022 Rottenstreich M 2022 Stock52022 Wainstock T2021
Risk of hias L Maderate L sara - Mioderata
Isthere potential for confounding of the effect of intervention in
i X i ¥ i Y : ¥ i v )
Did the authors use an approp rJaie analysis method that controlled for 2l theimportantconfounding d
! ¥ | ¥ ! ¥ ] ¥ ! ¥ ]
Were canfounding domains that were controlled for measured 'va1 idly and reliably by the \rarlah]ﬁ availablein this study?
N ] ¥ NI ] N | N |
Did the authors control for any post-intervention variables that could hawe been affected hytheinterventmn?
N ] N | NI ] N ] N |

Articles demonstrating 2 strong alignment by employing valid and dependable covariates were categorized as "Low." For those utilizing a limited subset of the

crucial adjustment variables or not adhering to sound and relizble construction methods, a2 "Moderate” classification was assigned. In cases where the model

formulation or variable selection lacked accuracy, or when relevant information was sbsent, an assessment of "Serious” was attributed. The most stringent
Ohservation: rating of "Critical” wasraewed for instances where post-intervention variables were eranuyed for adjustment purposes.

Risk of bias jud, Seri
Was the selection of part |clna'nts into the study based on particlnant charatte‘lshcs uhsemad a‘f‘ter thestart of the intervention ?
N ! ¥ ] N ! ¥ ] ¥ !
Do start of follow-up and start of intervention coincide for most participants?
pY ] PN ! Py ] PY ! PN |
Were adjustment techniques used that are likely to correct for the presence of salection biases?
NA ; N i NA | NA i N !

By means of a collective consensus, we ascertained that attributing 2 domain with 2 low risk of bias is warranted when participant selection hinges on pre-
intervention baseline characteristics, and thesynchronization between the onset of follow-up and theinitiation of intervention is prevalent among the
majority of participants. Conversely, a study is designated as "Serious” in cases where the commencement of follow-up and theinitiation of intervention do

Obsarvation: not align, and the authors have not implemented corrective technigues to mitigate this gutentlai bias.
Hahc!nﬂﬂ:aﬁmofhhmnﬁm ; : : :
Risk of hias jud Maderate Low Low Low Moderate
Were intervention groups clearly defined?

! N ! ¥ ] ¥ ! ¥ ! N |
Was theinformation used to define intervention groups reco rded at the start of the intervention?

i ¥ ¥ i ¥ ! ¥ i ¥ |
Could the classification of intervention status have been aHected by knowledge of the outcome or risk of the outcome?

PN : PN i PN ! PN ! PN !

Weopted to assign a "Low" risk of bias rating to thlsdumalnifthesh.ldy,_ led 2 compret lescription of the intervention, encompassing details

Obearvation: about the specific vaccine typE and dosage administered. If such information was lacking, the mtlngwascatqu rized as "Moderate.”

Biasdue toﬂ\daﬁmi'mimamdinumnﬁm : : o :
Risk of bias jud, Low 2 Low = Low Low Low

‘Were there deviations from thei ntended intervention beyond what waould be expected in usual practlce?

N ! N ] N ! N ] N ]
Obsarvation: We decided to score this
Risk of bizs jud Low Low Maderate Low Law
Wi teome dat ilable for all, or nearly all, participants?

[ ; Y ] NI ! ¥ ! [ |
Were participants excluded due to missing data on intervention status?

N ' ¥ : Nl ! Nl : ¥ |
Were participants excluded due to missing data on other variab |E needed for the analysis?

N i N i Nl i N ! NI |

We'vechosen to assign a "Low” rating to thissection duetot he adequately comprehensive nature of the data, coupled with Lhe absence of any indications
suggesting a notable divergence in the proportion or ratio of missing participant data between theintervention groups. We decided a "Moderate” rating if

Ohservation: thereareinadequate provision uf infarmation regarding theo utcume missing data.
Risk of hias jud 3 Low : Low Low. Low Low
Could the outcome measure hm been influenced by k,nuwledge of theintervention received ?
: PN ] PN : PN ! PN : PN |
Were outcome assessors aware of the intervention received by study participants?
] PY ; PY : PY ! PY | PY |
Were the methods of outcome comparable across Intenrent ion groups?
¥ Y ; ¥ ! ¥ { ¥ i
Were any systematic errors in the measurement of the outcome related to theintervention received ¥
N ! N i N : N i N i

Wedecided to scorathis domain as "Low" rick of bias because our safety events of interest are well defined and wecan cunsldered them as a3 hard outcomes

Observation unlikely to be misinterpreted
Risk of bias jud ! Low Low & Low Low Low
Isthe reported effect estimate hkely to beselected, on the hasﬁ

N | N ! N ] N ! N !
. multipl lysis of the intervention-outcome relationship?

N ! N i N ! N i N '
... different subgroups?

N | N | N ] N ] N |
Ohservation We decided to score this domain as having a low risk of bias because we have reported all of the results that we consider to be of interest.

{Risk of hiasjud Maderate
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